L] PRARSENBERARHR

(2] RAEHBEAF R

[51]Int. CI’
GOIN 33/68
GOIN 33753 GOIN 33/577
GO1N 33/553

[21] HiEE 00807212.4

[43124%FB 200246 HS5H

[11]43F8 CN 1352744A

[22] B 2000.3.17 [21]s%E 00807212.4
[30] k%4

[32]1999.3.19 [331JP [31]75305/99

{32]71999. 10. 28 [33]JP [31]306623/99
[s6]BERE I PCT/JP00/01646 2000.3.17
[87]EERR®F WO000/57189 H 2000.9.28
[8SINERMBENM 2001.11.5
[T11hiA B

it HARRH

#ARRA FRIGF TS

B HESE

[12]14MA BEHEH

[741&f@ENE ILRETIMLRIME &
KEA EHE HFF

BHERE 2 T HA547  MEA T 13 ]

[5418BEH B megsin FHH Ak RIHN
[57)4%

Z 2 B SR — P 13 B RE 35 AR megsin ZE K
VT B IhBERY o 5L ARBIERE T HTWER
bt dh H megsin 2B H BB HTR0 AR &

ISSN1O0OOS8-4274

Fa 4R P A R A R



10

15

20

25

30

A ® X 50

1. —#FATHRHNEHEG TS, LEENTEERESFE megsin
G .

2. BAMERIAEATENEHRGSTZ, ROEMNTEERES T
&) megsin £ @, HE L 5EFIRAT 6 megsin TG EF# T

3. BAMEBRIAEFNEDRGTE, AT EFERERE.

4. BANEK 1 RN BEHEYG ST X, EF AR megsin & @ik
BB -FARR M E MR T 4 megsin &S -

5. BAMER 4 HHEFNEHRGT X, £ PR megsin X Gk
3 UERE

6. RATHBEFARGAMN, 4 megsin & &K .

7. RMNELK 6 FMEAATHE B A, X PR megsin BE
TR R LEH

8. MATHRMELRMESET megsin EONHELE, LT uFEOLEHK
Bh, AT EARSEE R @4 44 4L megsin T O .

9. MAMEK S FAAEMTHD megsin ZEH A, ETAREAKM
B e

10. WA EK 8 ATE A T#AD megsin EOWHA, L+ iTLEGH
AR ERELS DT 1.

11. R#MEXK 8 FHEMTHA megsin X @ HE, L ¥4 megsin
& Gk R LR

12. ATARMBEEREGET megsin KGH T %, ROSTHIR.

M4 A megsin EEWHMAL ERMF LM, RHACTEEKME,
B 3R B AR 42 & & 45 4 3L megsin X G 89 & — ik .

gL A4H R FHR megsin ZOF—RAULLEBERERH
megsin & @A A WAL &M, HF B,

i) B i@ i AT R megsin B E F =5 megsin TGRS YT L4z
1% ate i

13. MAEK 12 7R RAFT %, EFR megsin EEE—RAEPR
megsin & & F AR L LBk .

1



14. RAELR 13 AAEGRNFE, E PR megsin HE F—RAKF it
megsin & & % =K A LA TR SML 25K
15. A ER12PMBGBMT &, EFHEERERRRR
16. ARABRK 12 AMNFx, B PHEELHELERE .
5 17. R T4% megsin ®A KA E, L&A TH A4
a) 7T % 4 30 megsin & & R4 6G B b B AR
b)#. megsin HERAK, ERABRLTHEAZLEARIEL, XTIUH
BEZTELE, &H
c) HEAR
10 18- MAEK 17 TR THAR megsin ZTEHRAMNE, E#—F a4
bz 9 F £ 44940 megsin E G WA
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L i F

#? megsin X O TERALEA

AR AR
RERGR BN EHRGTEH, LOEMNIERBER, L RE, R
%, ) megsin &G . b, REWH R A I megsin T ARG TS
BT XA .

RAE &

BHHEREBFBRAERNGE—F %, TN RFBEFIRLR
£EB.ERADAR, IHBEHBHOEREEALIOERBERITE . o,
BHFTEREOASARAZLT—FHHERE, BRERLSGRILT, R
RABMTF AR RTEBMHEH

dad, BEEMGRAZKESETHHN 170,000 BB EFHEFGHS
FERNEL 6 BFEH, ZRAARLESRRHAEWEHGRKRXEER
Z—. o, HFA23 K, FX46 PHGEN, KRRBHUADHT EF Hipit
&EH .

BREREAGBRALERH. $HERYREFAALERIRAE . A#
SROFEFRARIEY, wHHTEHE, S5, SHRB, BERR, A
G SERAESLE), HFELIREFRAFRLFEER.

EREHEEERAEALRE, PABCEILEZLTEN. Bk,
CMNHHER, BREFRFAEREARNEBCERAELRTTHENLORE . B
o, EEREATRTHROTINAAETRARELTESRM, AR TUAH L
BREGRLE, RARAIHBEEZ A A SEHGHY, AR —FRIENES
it EFAREROMHE .

B, WAEARSMOREOFRRIABRER T ZER T § A6 50 .
fef, PRALEEATRENES, HEEH, £EHARRE, ALH
FhL b AYHEORZARAEG. AF—F B, AEEEARELANOERES,
IR LT HEIE(EERBABRTYH 0.5%)THREREOR. £ARE
B, BHER, *MAASERFHALT, 4 TEME AES . Bit,

1



10

15

20

25

30

A R E G RAGH G GRS,

REBSEITREMERAEINRAR. 2%, EEFREAGKTLE
PRMTRME tappiiin, LTHELZAATEFRSOLIEHEAE,
o/ b REMEHRETHEIA. Ak, ARBERI AN TFREHYS .

— TR B ARREE RO T EOE, TEOoMTHABARLRT
RIFHFANRTFHOEGLE, A HREFEEFANMERITE, 2
Pl EEARTPTOFEOH S ELAIET, FTARFFTERETSBES R
mEERGAERRE .

gl AL i BLET(Cr)de fo i k£ R(BUN) R Z dn % b A& AR 549
FY, ERFEHLHEYA. Bk, MERZGUELF Cr # BUN © 4
PR EAARLERATERS, RILYERLTITRBEARLCEARY
B

FEATTHRIMNESFHPYR, CHAR-BREXEEG . N-LBREHEERE
B(NAG)- 1gG- E4&4q . Wi £-6- FRUEW . 22, AF % 5b]
PR AR RER R RAGEERE, FRLEELK.

mB, B AdRARARPHRALOERITRALERARS L
HELEGEA, NBREELFALAZTEAERAYAGHRE. R LAEF
FEh, BAIR AT RREARBOHENFRFRE DT APREIL &
Mo BERGEASERH B AARREDUARATTRARL ™ ERFH
b F .

2R, BFERZAHAMLE, EHAHLE. holh, BE%
B, ##ffiisd, LAGHEARBAEFERHER, £ 8
B Aot 265 E R .

e LATR, BRSO ERZREHITE, AL ZLERE RS
BT F k. F2ECRTEHRRTTFERGHY . F—F &, FERLRZIH
FPHREFTEACPERENTES . ERCHBEASHAARY, HALL
. A, FEA-MBREARESHEGBENE, LA EFELGA
e R e

AFEAL, TRTE, PHARARKEZGYRAESEAER L
694847 . Fldo, BE S LDHF y GTP 7 2 A TH IR . 24—
fEHRAEEGTHY EHEa .
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AERAABLEKRE DNA FH O A EEBESN T BB —FF AR K
P 4w PR, F 3R SRR YR ) megsin B9 R A . M B AR 55 megsin B &, H
4 A & megsin £ % cDNA FLI% % A5 69 380 M A KRB A K ¥ A4k A Swiss Prot
3 ¥ i 45 FASTA B 5 # 47 8 A8 F IR 44 & (T. Miyata ¥, W ARH 7 & &(.
Clin. Invest.), 120:828-836 (1998)) &£ #LA megsin & & & T SERPIN(# 2% &
& 8 ¥ 4 #)# K#&(R. Carrell ¥, Trends Biochem. Sci., 10:20 (1985); R.
Carrell ¥. 4% #% Symp. Quant. Biol., 52: 527(1987); E.K.O.Kruithof %,
fo %, 86:4007(1995); J.Potempa ¥, LM F L E, 269: 15957(19%94);
E.Remold-O’ Donnell. FEBS Let.. 315: 105(1993)) . X &2 3.3 L& 4] ¢
% (PCT/TP98/04269) -

A megsin EOEARSfmie, FRNEE, ARME, Fof Rk
P HARE, MAF I KB mE T AERE. [gA BREZPETREAS
8] 2 B B4R T megsin & & A& AT 6L E T E IgA B EX F megsin
FORABKPFLELES . A, REHA LK T megsin EETHA F K
BLiape g £ BRI, IgA B F BR)—#H451247 - megsin T @A
REAXRATREFRGE4LFEREDHL. ER2ESEFRFE megsin &
BERAXEFRBARNXA .

XAAE

AEAY—ABGRBRLIRAEE, AR/ —HHWFRPHLTL
PERBENAE, ARRBRATHRFEGANFXHL.

Th, FERANRAATHERASHRATESERA, NTEAR
REMEAGBEREORLEY. ARESNTHAGLATHIRISF IR
B . B RBEAET R KL% o F A (glmomerlar tuft) P &9 et o,
R—FEEABCR S Pt ERLE —RGAR. FIRBEATIREIRE
Bi. e FIHBEeRb5LmaERIARE R LR E DRBER
(E3BF I REARBTHABNERBRGEEHBR)BA .

B lrREmPARFE G RO RE XQEER . €183%
HHMAAREIRER, v HIREERAPRIREAERLROIRAEL.
o, BIREEBERA ALY EEHNGE. flde, BIRBRELY
Wforap st B P RBEEARGBRRBAARER TP RERRERT IR
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R Fe RPN ERABFIBEANT RN IERE)ER T P RAEME
K B 41 % — ¥ (D.Schlondorff, Kidney Int.,49:1583-1585,(1996);R.B.Sterzel
%, B lRBep, ZRAMER, 595-626(1997) . A, S XA K ®RE
M PHANAROARAEALEAZ AT S RRIAGBLE, AT
BRI EREmp A ERERAT IR me A X R RGRE, Fdt
BRRTETE R et KRR .

ARERBEBERXA S THAT KB R [gA BR2A K
#(J.V.Donadio ¥ . J.Am.Soc.Nephrol.8:1324-1332(1997)) - 2%, X E#& &
Moy AR EMHSER, ML, 28 & XEBERAH LR IgA
Bri et s RABXA. Ak, RABLAFLESAR/RGH E
BERGT I RBepam%, Mak, KAFEERERNTRE
mpEEREYEAREET k.

AZBAILA megsin ROHEARERZE s FROXEPEER X,
AP Aoid megsin B A T EHHE ., HILFHE megsin EOFREREfo M
P, EHRELEANOREME . HERLMNE, XPAXERNE
35 SAYE AL T megsin BOWRE RS E, H ARBER T megsin K
AW RE RAERIEN L megsin BAM LG ER, ARARARLH . Ak,
AEBHR—FRMEHEG T E, ABRATRTEGAHNIAHNE, &
TFA 3

(D—Frith B deed 5k, £ 020 T ERAER T megsin k9 ;

QAT R airhEk, LSRN ZEKRMR P megsin TE, WA
B E L5 EEHAT megsin &G 6 R E #4740

GYDAT R B 2h e iv i, EPedid st 2R

(D) AT & B2 etk EPESRAR megsin EaRABRAR
PR R R &S P 49 megsin K H ;

YD FTE B oh ki, E PR megsin B RAE L L&

(6) BB XA, E 644 megsin B QIR ;

(D(6)FT R B A . E PR megsin & G K& L A IEHIK

(8) M R 3 P megsin H G IHAL, H ¥ bA B 64 BAEA,
I megsin EORBEWEAL R T,

(9X(8)AT & megsin & G &R AL, EPEARBELAMNY,

4
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(10)(8)FTi& megsin E @M Fk, HFEAFLENAAAERER DT 1;

(11)(8 AT megsin ZE@BMF L, X PR megsin TORKZELE
bk

(1) M EFRHE % P megsin EOGF &, G4 THFRK.

)% megsin ZERBMASE BhES, TAAEGSEARBLE, X
& 4% &~ L megsin & @ F — K

)R BEAZ DT megsin FO B RAEHCRBTHEAHERY
megsin & @ #& B FFL AR ;

iii) 4 M 8 T 4R megsin &G F AR L4 £ megsin O YAR1ESTF;

(I3)(12)ATE BB F %, K P megsin BE & —HAEF4 megsin £ &
B R S LR

(1H(INATEAME & %k, K PR megsin & @ F — B megsin &
G % AR RA RE R E

(15Y12) P &R F ik, AP HERESRRE

(16)(12)F RGBT %, EPOEERELERE,

(17 A T4 M megsin E@ XA E, LFaETHHSE:

(a) T 4 43 megsin & @R G B BB,

(b4t megsin E Gk, TR AL A EMERBEEHRBA L, KT KA
R#MELLE, &

(c)Hk A%

(A1) F Hr M T megsin TORMOYKHNE, B—FEHALETH
124 F 69 3 megsin & G UK -

fo L HTE, megsin ROBKS SN BERETAF I RB BT HE
BH%&BEEE . AR megsin BT A LS KA SEQ ID NO: 2 ATR&
EBAF PG EEGR(A megsin BE), LEFEEEAEFNOEEGR - ¥l
kBEAGECHHEY megsin EERAHTUKARERIRFHOES
B RCEHERLER Z MR R K- megsin BE-ZQHRGHaT
KA EHeeddsds, AEETRAGEEHEL TR . k& AP megsin
EORAPYTHA RN XYH T EHESEE. & ENTATERR
HEEELRB PHRARES .

T4 T B EAYF megsin EO R A . Bk, RIEHRGA megsin
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% & (SEQ ID NO: 1)%9 cDNA 5 7|, %7+t & T ORF A &40 4 569 1 7 5]
4, A R iZ 5 44 PCR 47 3% Fl iR cDNA 4= R 473 45 cDNA F & £ % cDNA.,
FARIE 5’ RACE ¥ 5 M L r#RAF 7 . Fldo, AR EEHRGE ]
HE tm e 6y mRNA 454 K R#i 44T RT-PCR- ATA R #3140 T L2, 4
to, EHATHRERF|OEZTR . KA megsin G R 28244
TifiE2f 3 X PCR A EAM B LN F IR ERBF .

#3514 FY: GTGAATGCTGTGTACTTAAAGGC AANTGN/SEQ ID
NO: 3(3f & F 172VNAVYFKGK180)

B #3149 R21: AANAGRAANGGRTCNGC/SEQ ID NO: 4(#+ R &
A & G, %3]t T 357TADHPFLF363)

2%, MMt Ay HATE cDNA 89— 4, HFE 5° KK,
L FENKER megsin EOWNALERABRHNSEEF A3, AEN#ITHRA
# PCR. iR 3140898 7)(2t & T megsin BE 69 N KR ARXKRF 7))t
T AT -

@ # 314 RM-CtermCl : ATGGCNTCNGCNGCNGCNGCNAAYGC/
SEQ ID NO: 5 (XF YR TXC; %345 T %% megsin & & N-KH
& 5 5)

RM-MR-A2 : CGACCTCCAGAGGCAATTCCAGAGAGATCAGCCCT
GG/SEQIDNO: 6

RM-MR-A1 :

GTCTTCCAAGCCTACAGATTTCAAGTGGCTCCTC/SEQIDNO: 7

(B &34 K& megsin B @B AHE G7]4)

i#it 443 Bl & PCR 44 N pGEM-T-easy # 4 (Promega) A @€ 2
Fol, ToFBRaAREKXER 4246 cDNA &) 3’ EH.. RG, HRiEd
LA ERER 754, @it 5° RACE #2 3° RACE 7T AR & 4% A5 A7 &
Fl #4894 % cDNA 89REF 7| . HAEXBEF AR L34, B RM-PROL :
GCTCAGGGCAGTGAA GATGCTCAGGGAAGA/SEQ ID NO: 8 # RM-
PRO2: CTGACGTGCACAGT CACCTCGAGCACC/SEQ ID NO: 9 TR ¥F
X&A ¥4 5 RACE. H—7 @, RAR%RHEA L34 RM-MR-S3:
GAGGTCTCAGAAGAAGGCACTGAGGCAACTGCTGCC/SEQ ID NO: 10
TRT 3’ -RACE ¥ . AR#FT T4 &R RA £4 . RE L& T %,

6
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AR E K B A 49 megsin cDNA 57|, €414 %4 SEQIDNO: 18(k
F)A SEQIDNO: 20( )T+ .

AEARTME megsin ZTEANHFEBRARE . Bldo, # A megsin &
B megsin EGRGEAR LG A TH, R RN ER.
BEREGA . RERE, BRLETH, RAEZLSH, HLEHT, 4
FRHRE, FRAMBA. I, megsin & G 7 # AL megsin & @Ik
i Western FPiFZEME . L E R FHTIAASL, ik RRRTEHIT
Western 0 3%F « X X8 F E A RBEARABA R .

FABUREEZERARLARERE 5 BGARmE XL BA mER
MESERARELR . wF . MBERE . BEK. BRFRAE, #—F 5%
RARRABRRAEFITO)F XA A LAY EF &z 2801 & IgG
RERELGRBRAE, ARAIBAEAR . &THA LY ELGIRE L &
ERAEHEZRCLEAVHR YR N EoE R R #ATE #4712 . 5k
9hs BT megsin ROZ—FEZOHWHYN, THHEAN R OGP IEE
1”?7935‘11'5’:31‘5&1.41’7&;% KA, TH R megsin & & xt% g&8egFEietbf

#ATARN .

2t megsin EO XK S AMEALETORAORBRIEMNET ELRR,
REHERHNAEDS R, B megsin EEGBPT . Hk, TUMER § LiEdutk,
¥EBEREK AERGHF . b ATRASREGTTTERGH K
. omegsin EERAE T THRE . ., KAAFAREESRAA SEQID
NO: 2 Fi= & ERF P& G HHAK . I megsin BO XEH T AERA 7
BRAW 4, EABREIEARBRPIRLFTRRELOLA IR A
FREFENE, RERFEGH, megsin B8 . AL EFFAXKFHEY
ERK. AERBAEEG, e c-myc-(His)-Tag-megsin & @ MBP-megsin &
B Hlde, FEABRETETHTEHE . REANEFRTRERS Y
BB A RER, KEREEMN S megsin EOBAMHYHEEFKKERE
A . AHGHALKAF €45 SEQIDNO: 11 17, €A T 554
b . AX®FFHP, L5734 SEQID NO: 12(A): SEQ ID NO: 14(A):
SEQIDNO: 17(KL)HEAEAKR/F AL A F I RAZARIT RSB
Ak .

AE A8 megsin & & A H % megsin & & 4 9 RARA 7| 694 A

7
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TEBRREBAIFEAN —LLETRLHIWEAE” LREHHE. A
RBREOERRAEBEEEG, wFTRBRREOFRAALBLERT a4
BLHRBX. ARFREGE®, TRARZEEHN IR TTLERN
ERR—Rtt. #1306 ARAE K, XLAH2510KR. THEGRA
Hihde, B, K. ¥, BREA, PR KA BF, LF, RRE K
BARAKXKK . FABRRECAREBR T THE: ABCLEYGEATRIGY
REBENRAHHEDR) EXRREEN 2 B 5 RE, RAMGI K
B4, BREA/TFORGFERDBRETHEDRRS, FHRALERL
R L. B THIRICH megsin EOERLFRE, AT HERE
HHWRLELE, dATATRFTHOREEE .

AEZATREH megsin BEOUINIF O R XL X LR % LIERSE
TiB L HFELIED megsin EOF AU ALY AEREE . —f, HRT
FAZOHAREEAGEOHALRSFTOALE) TAKRESHEHAR
ML, Rk 10 B 20 MEAR. B, #lde, RISATRG AL, *
BAEY TAESERBRALNE TIEFART AL megsin BOFFMEE AL
Btk HEKAA#® H SEQIDNO: 2(A)- SEQIDNO: 19(X &), % SEQ
IDNO: 21(h R)FTREG|EBRAF 7| . 7T i it £ SEQIDNO: 2: SEQIDNO:
19(X &), & SEQID NO :21(-) R)¥) B AR F 7| T 4 F & F 5] vA % 5 megsin
EORAGARNELE. PR ARREOSHATHARFIGRERST T,
THeit h GE IR B R R A 60 £ L ISR

L MEGSIN ZEO & ARG THRBERAREGY G P LUTETE
Fathit, 5% FBRAG;EF L. 2@l FT kel fe,
AT, BRE, FRERE, Bk, BHFX#A(I DEAE)IRMI AR,
BEEC, BRIR, UETHERERGEGFERELLT R, AlARE
GoBMRERRHA, 2F8 A XFEG G KRk, RERARELES
2B AT &

A # H XAFH TR AL megsin EO QL LA S LIER
R, TRTHMPEFEPRBEmERXER. EAZIEREE megsin
RO FEAECER, LE4EME megsin BE 544 A BMEAR LYK R
RO RARE, REHMNIREEFLGLCE 4+ 4 MEGSIN %9 ;
REF%E, L0 REHARR megsin & @ F F iR AT AKR megsin

8
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FOSRBBITEIHRE, HBSHRERLLGFCREGETUAMNZ L
Bodr A P 69 AR B megsin &8 -

@it &k AR megsin EAT AT R —F#1ir, E¥HF&
A4 B AR IR B A KR megsin BORE, RREWWA BT RELSHR X,
F o A 18 69 AT 2 Bl AR AR AR AR 1269 AR IR megsin EARAE 4, —
¥k &4 B4k, tRieaediik, = ARIE MEGSIN &6 FlEtR& A —# .

ERTEARRGEMBHRERRLE . RLUE . BRAF . RLLK .
RE . RAKKE . RA. REE. AMBFEAME, 44 %, RERE
¥54, BB 2% . AASRKGHRITAZEH44, ABERK, &K,
B, SR, B, BRRK, ZEBX, ME XEF . AR FRKRG K
KT S NFRA . &84 BAREA.

H—F @, CEBRBETHEARMNATEMNALETORERD .
BREFERADEST —HLELERE ZRERECAETREREGARX
HFHEFERE(ABAREHNE 2651249 F) . XA H T AR TR 69
BE—AFEARE L4050 ALTHRAEIALRTHARRE
MEFERE . BB TERMEBERE, FHREMEBRLESOH
T, RIRNAXRSFORKERS . BHEREIETEA L2 E R HHENE .
RAFETAEA. HFEARRE AR . & TN BRI TAH ARER
HRE BTRATANL)EHLNE. FXPAZLR, THALRKEH
18 /2 7 3o Ae B megsin &4 .

FAETRAC AL ELELSRYERRFT EEAAL. RELEETEAR,
BERAENFE, A N-RABRERAAN-SABRERET HRTLR-1-
BB, N-BRHBREREA-DABRIRIEBFOLRBEIEE, AL
B 1-LE3-G-—FEERME P RERMLYH R _BREF . ZEHYH
TH, LABREREATHEN-ZERHR TREE, N-JLHATEKE3-(2-=
AR ke )RR B k. W E £ fb(bisdiazolated) B R B ik, A A A&
¥ . REACAFRAERRARGAOREEHRDRREHRILEY, R
RELAFEBRZHE ZREFBETEEISY .

TR L ERS, REELTATRAESH . BAKM, TR A,
HRMR, AADR, ZABRYR,. 28560 %F . Kiatiirie%A, 4
bo, WEMAYEE, REFKGE, BD-FABTE, FRBMAHE, HHHK

9
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HAZREE, AS-XEBANE, o-HEBRILAE, AEHRFHE, KRIR
SANWE, RABES, DHBANS, HREER%, KL%, TRL
2%, HEE--#BRHAS, HBIHE, PILEARARSESF . Kk
KR, Blde, FRARENET. EEE. FAY, 2488, 2
5G9, NRFERG, POARA_THS. KALEYR 6, Hlb, 58
Kig, A BEA-N-F A& % (lucigenin), &K, FHKRVZBR, Kok, o
e, REMSMeE, REEE TAES, PRELLEG . KK
%-j—,fi%}ﬁ ﬂ;ﬁ., ’ff‘]‘ﬁﬂ, 1251, 1271’ 1311, MC’ 3Hs 32P= 358‘:¥a

B X ERRESNTERMA . B4R, F Liizics
Bl 324710 . BFEE R G A iEAre kR R LA KA RRIR R Bl 3k
et 4 3lizie k. SBEAEE N N -FEXAERLRBE IR, 4N-Dk
B I T RN M N-IRFABL T e 88, 6- 10 skl I B © B8 -N-3% 74 Bt b B B4
44 -ZHERET, UALCCHOTHEA . TEREZKNGHEL. LA
Jf)F BRI EERRARE .. B#FCEGE T OES RER>T ¥
HBREME, —HEX, RSEXRARERAKES, FAEZFRAY
SoRAMEAERELERR. REDEROPRERAD EEOTAKL
WEIRFN B, M ARX wbE, SR ARTHRAMNXEFEREGR
RAR1E .

WAk R AL BT M AEAr it itk sE . R RALEB R AN CT S $ 4%
MEEFALBIEEBRLELFTERIRELARAL. BRTRRAEN K,
#]42 . Fab’ , Fab, F(ab’ ), A4E4uik . $ LA 2 i AR =T Al B ey
FiE#TEARL. RALRTBEAFHCGERAAT O CoFTE £ B
MFA . AERAERA XM RBEIA R . AUH BRI E NG R
R BMR, BEHwHd, REKRA . FRITHIRKRTRAE T HAEFRA
B ag by KA RA -

Hire XM A%, TERALERY, LENEGRA—FEEaHRAZ
REN. S fmesRieaset, HO, ARG ER, 2,2 -2 &-—[3-C
AR AE LB 14 S (ABTS), 5-REAKME, HEM, 4-REEH
#R(4-aminoantipyrine), 3,3’ ,5,5° WY RBKAKEFAFILEH . S8H
BN iEe], A A RBREYE, M ERXRRELEFTAERY .
HB-D-F LB FaER &, RAR-Z(P-D-FLBaaBH), 4-7T AL

10
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& & (methylumbelliferyl)-B-D-F 5L ebwb 4 5 F T A4ER4D - AL AL 63
AT megsin O LTI RAA, LOFEARCHRETHGLAERS 4
k. AAVU#—FORLAMERN . ATHR2AMNGERH .. AR
BB

EMERE R RROERE, F, R, RE, A8&. B4
MAF, RELSH megsin EAREHNHERIAER, BTAARMNEALAY
megsin FEONHER. ERXEERBEST, BEF I RBoROGFAFEL,
TAEKETAZFERIMN B megsin &G . Bk, KREF megsin & & 94 R
AR PRBERAENR R, do IgA K% 448 12(marker) -

ZEGENRINBATTRMEANARR LRI ER WBE G K B
MR, LERGAEIREIREREATOERARLER2E .
FERFAGERFOEIBEE I RBRWEFEOEMTER . BERMHE,
63 IgA B, ABHELREL, B KRE MK EA(focal sclerosing
glomerulopathy), ¥4 W FIREX, BRRAER, REBREXF. 3
BEEEEGAGEARTARRATANREA S E #4780 . A LR R
HZmP, ATHENEHRGEAFTEALARTHE AT IR mpE g AN Y
. to IgA B . mB, RARRATHENEH RO T ERRTATHHE
R BERILTERE, ETUINEAXRIABHI . A5, XEA
AT 2N EHRGFTEARTOREZIL FAEGRMEN T megsin TG4
FTAHRIETHRI KRB ENEE, LFAMEFLIRX, BEFLE
¥, & B FH %44 (minimal-change nephritic syndrome), 1% F 5%
X, BrBHTHRF.

BERARZARNEHRGT &, RELBTHEHRAER QMR EHK
Mo, REBEEXFEMNTEFE megsin ZORE . ik, REJTHR
BARBRHT megsin EO4E, 5 EEAMITH. HHERERAY
megsin EE4E, KE—RATHARRAMNERLRE . E#, TRARAZT—
BRGRET O megsin EOAE . Tk, PRAGRRBREAEGHERLT,
LTHAMBEREXRBERNELSE. K& NERFKE” THBENKE R
BREGTRFTLEHEAABERTOFRB(ERE)NY A . HF0HRE
BRETHMENREREATY . ATHFE, BRAEHEZRSHFILARE
BE S TIAMMEBRERE KXY, ETHR-—REATEHEATHERERE
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AFERGERRET. RE, TRAATATEHRSHGEREREFERN
hBEFHEE REREFEZRABRBEARLMMOGERETTOARETE
B RTGE .

fA, TA—ITHEABLNEENMRERES Y4 megsin ZORE
TRERFARGENR, FLABBEAE. AL L ETHEYHFIAFF
BRAR IR T megsin RO REQEFME, KRB EANKE megsin TEGRE
(REE)E REFE#ITIER NAAZEHEREZETHYE .

AEXAMERESRTUARRER S oE . PHRBEE, BARELRR
Aot A ERRG, B TEERBRRMESGEAREL, . REKELE
S M— 4%, 28T megsin AR EHAFNEY, ENNTHEG TS
BHRAE SR, ¥ MaRZPRET Y megsin TALERAFHE
R TRARAF AN . SRLAT EZRAYAREGAREXFTZED
femm b FEA, AR megsin EONELRTREIELA LR HAMFHF
W Rk T . —FALMETRET megsin & G miFN FHhEeyFikiER
FT, GFEGEERLEAEREKE RAFES % ME megsin B E .

(A) PR &

(DA 89 B& VAR L A e 6 F] &

T T oADMY . ALY, XL PEE REBELS EW
T. Miyata %, WA L& E.. 120: 828-836(1998))4k4L. 69 A megsin & & £,
K. R oM EARBA YRR ZBITRA. Hl,
it 8-10 AFe R, MM T . A THT: (DALY A megsin &
BE54ENEHNB, PRELEN, AALBREAZAGF)RSANL
. QUAET, MBA, #RFFTXEHEHY . ERREALHE 2-5 K,
FREBI-2E . RREEAHWEEARLH 0.5-2 1 g 69 A megsin & & .
Miost B QD ERFE S L ERE. AHBREAY 3-7 RE, ARK
BHRASR, AFEREFTEDTEROES A LBELE AR RN LEER
&, 4:500-507(1974) M & . AREEHERS HEHKRRERAEEREE .

A A XBRELE R B4 T#4F: 72 3 Terasaki #(Falcon) A A pk bz fm
Fe % K562( B 4% 5t 7% B E(JCRS)) &3 ; ;e X B} PBS(B & &, =44 2.90g,
BB 847 0.20g, RAL4A 8g, EALATY 0.2g, KK ILHH i K % T CO,
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FRiBEF 3TCHE 30 24; APBS i, WARNEE A BB Em
F.(Amersha Pharmacia Biotech) ; R M4 AE L LG &

MEZEA megsin & @ XL TR LR B . R4 R
TN, e, SALERHF. 2%, BHAKLER. dl, AXRLEE
8 3-4 RE, RE@ERK, ERRLEZEFEAMEM)(AKF )T A, A
BFHNEAL@mE, £ 1,200pm &5 946, FELEF . A Tris-
HCl %4 & (pH7.65)4 & 1-2 94, HFhizwmi . I MEM 24 &, &3
R T m o k469 A% ta B8,

(2) % FR3% 78 2a PR 69 1) &

BERREARAGIEMmPERTRAERES P AREAmE . — £
BREMB R . RERAREER PG R XM mpp . Hlde, LI EH
#, B TommtN 8-RERhdt | R(BALB/)M BB ML £ .

P3-X63Ag8-Ul (P3-Ul) (Current.Topics in Microbiol. Immunol., 81:1-7,
(1978)),

P3/NS1/1-Agd-I(NS-1)(Bx M oA ¥ & &, 6:511-519,(1976)),

SP2/0-Agl4(SP-2)( & %, 276: 269-270, (1978))

P3-X63-Ag8653(653)( XA F & &, 123: 1548-1550, (1979),

P3-X63-Ag8(X63)(B . 256:495-497,(1975))

FREEREE ML LLE - RO REPHR(GEERE, A
RPMI-1640 & & & Fho 5 £BHEA.5SmM), 2-HEATEHGX10°M), AKX
E%(10 ¢ g/ml), B & f F(FCS: CLSY10%), #t—FABXANLFIZHREF Mo
A 8-B 58415 ugmM)), AtaRiSR T HALALFHMAER 34 X
AARAEMBBES SRR ETHE 2X107 MR L.

(3)2m Rk A

40 Bk T 4 T 47 . 3 4 ILA MEM 335 & &, PBS A 42t %6 1£(1)
PHARALEREEEAEQ)THEYEREE MBI 5-10: 1 HILHIRE .
1,200 rpm &S 5 946, FELE, RREROEEALTSE . WEX 0.1-
1.0mL/10% Ae A ®) 4~ 1-4g B T = 85-1000(PEG-1000); 1-4mL MEM 3%k &,
0.5-1.0mL = FERHGRE4H T, ARFRSMEHRFREMEITC. &
B, 810 2 aRAY P He3mL MEM 4 LR ITHE, B SAH
e MEM 2584 S0mL k&b mpeie R e . &4, F9(1,500%5 4-49)
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BEHHELE, BEmE, A 100mL %8 3% % K(RPMI-1640 32 5% %, 10%
FCS), Rz BEHBREBBRITHEmBENF . 06 LRENLTE 100uL &F
W, £ SBCO,MERMY 3TCHTE 3-5 K. 3B\ EINIA 100 « L HAT 3#
HFEGALT R FES10M), MR ABFAS5X10°M), REAE%SE
X10'M)8g B4 %), AHE 3 K. L6, F#ERFEBARLFY—
F, AFEOHAT AR X . £S5¥COBARBFITCHEHFTFH2A .
DERXBYF R LE
ACREBBLap Lt RkEENATEEI-FYOLE, A AFEYHT
BARKEREFES HAT 3854 %), BmpmE 4 X. RESZEALFR,
RAL#ENEES A XKLL KL M TR megsin EEYRABE . WAEE
BTREATHECFEMNE . flde, BRXBERLFR A BB
MERBER)L, megsin EOALRREHBAE—RLBEHTHREAML,;, AAHK
HEME S SR RLEREORERERATEERAGmERE &
B, MEARPCALERTORB)RES A; #AMETEEMR LGR-
megsin E AL LEREK . RABEMNEFTELA: BEXBEALFTE
EEMTRARREORAERESG A YERL, wAAXAEDR XHEFF
%124 megsin X & ; BRME T AE 4 L&) -megsin & & £ Lk .
HREBAHE megsin EORLYGREFLNOILBIARBBY T X E
B#47 4 RA%E: $hik megsin TORBFHERZ O MB AN~ 4R
megsin RO £ ABRAEN XX BB L .
)R EREGH &
BARSAERIERTRRIBT AL LR . SRITEARHE
B, THEXBHHELESHHL. ARFEASAToRZBLGMME X
BABF 65 5h 4 o Bldhe, THG)FIF565 2-4 X 10° A& * £ 40 megsin B E £
AERCG R X B EALGECARARLAELHEHEEALS
0.5mL 2, 6, 10, 14-W@F R+ A R-BH 5% G54 2 B)4 8-10 A # BALB/c
RN R.23 A6 aTFTABEABARGRRINREEER, GAHEAKFS
BREG R LERE . KEEK, H.93,000pm X5 94 B4R,
At 1gG. F—A @, RXBTARLFHRIIESR, GEEOREITBE
LPERE . EAKSIERLFRR SO ARBRELN, RExPBS#HM 12 A .
1B EAM LY LS BLEZE A Sepharose A, WE IgG BT B 4Lty 3
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TR .

FAR B AR 69 F 42 B Ouchterlony 7 H( & £ & ¥ S RXBWF A E T
BAT], AL ETEE 15, 24 R P, 74 T(1981))- KA Folin 7% ¥4
% 280nm 4b 58 AE(1.4(0Dy =% % K& G Img/mL) K EEEEF .

(6)E AR E T

LPRFHGELEREATETEE: (DHARAALRKCBEITA 00
%42 HSB-2, K562 ¥# 47 RMIER L, RmPp R @R aizit(ek
24 &, 138 2850-3855(1987)); (2)/ 8 3% % 7% & KX % (ELISA) %.7& &
&, 142 2743-2750(1989)) -

QLA ATES A =1%ok -2

BT 4% 44k 6 3 S M ARAR T A A R =B (R B L . 6:43(1969)), il
Bik(AR L Efempp 2 2 E, 22, 1084(1974)), LAB R E(LHLE
&, 79: 233(1976)), "ot A m ALY ECEMLFERE, 173 723(1978))
¥R ITEARIE

Blde, 4= T #TiEaMRE . (1) 4% (38.5Smg/mL)Ht 4w X B it B /L4
5 & (4mg/mL)¥ ; QZERTRE 20 447 ; (3)A 1mM LB % i+ & (pH4.5)
£ % PD-10(Amersham Pharmacia Biotech)% ¥ #& ; (4)/e X 40puL 0.2M 2.4,
4 (5)mA Tt 10mM 2% B & i+ & (pH9.5)E AT 69 10mg £ L& ; (6)
ERTRE2 I, (MREZARE, ReWAKELEH; (8 100ul # £
AR (4mg/mL)E %, R 2 B (9)4% PD-10 3% PBS; (10)3,000rpm &
30 94F ; (11) E#F#E KM Sephacryl $200 HR26 X 30(Amersham Pharmacia
Biotech)#t Ak it i% ; (12)38EMZ 403 F= 280nm 4 &5 °R BT Bl Az1E 692 4
MR E S (134 aFaBEa(0mgmL)m ABZ L5 T ; (14)-20CHK
%, {2 R E A PBS-=LiZ(F 47)20 #H & .

(B)# & 4| A B4

AR THRAGHETHELER megsin BOEAERECBHIERLE
FEELCHNGENATELENARAER LAMNE . RAVR PRI AKLELE
REFLFEG T ERNRARPGLEAR I DAL . Bihkd, BEREK
AR AL ECH P EARBEENR T REBAATAENF %

Fr R BAL At AT M9 3%, 3XR4%, Sepharose. FAEBRM AN $ L& R
2, FREERAKBER, REALHFHNE . 12 A4 A A a4k

15
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%5 AL, MAREMEHS . i, & TR Y G (= Fe,0)RAH
AP, T HER ML IXRBEEHLRZSMGERAE .
REFAEERRESHHR, wiH, NEHHEF, 2HRLRBIE .
BAR DR, 4 F82T A& 5-1000um - b, & A& X T R 2 #(H
DegFA THRE, ERARSEAHAERALG LA . ob, EAKKILE
B HTHENORKLESZAA,. BAREFTEN TARA LG

# megsin EARAKTHALT AR REEFTAESEHFLELE. #lde, R
1A BE LB AR, TR R 1gG AL L H B L,
Mg b BARRR R LS THRA L. AHFARERGEARRE. RTE=
FIL, A REES A REG GENE&SRAREGELR), A ALY
FRABRBMRERALADEEOLGNBLEAF LT AARZELE S . H1EE =
. EGAREGGLELEGEFLL, KAARITELNELEL.
RREEOBRKEFLGEATENT ERTALBEABRENEL ] . &
e BT & 0, ‘?’iﬁﬁti'}i— BALRE, BRUBK, R_8EF.
{Eﬁ?ﬁ"iéﬁr&{t%ﬁh BEABAGFLR SRS, E WK, &8
A, EHGFHE T&”"%%?f&:— iT -

%ﬁ,6ﬁﬁ£%ah¢,%éAjﬁé(}%%ﬁﬁ&ﬁ%oEﬁﬁ
CHHELTHT

Dynabeads™ M-450, M-280, Veritas #&4t, Dynal Japan % ©

BERD R IgG EHA

b F i B IgG B A

BERKA 1gG a#A

BERER 1gG a8 A

Polyscience 2 #]

L FERDR IgGH A L #)R L%

LFRRER [gGH F= L 48)% 3%k

G Ak

L FRER [gGH Fo L a8 )R H 4

I FRKE R [gGH F= L 48 Vot Bk

Ea A B E R
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BFRAD R 1gGH 4= L 44) Sk

AELRRAE LRBFEHES T THT. (DARGERLEESET
AEERATHBAE AL LSRR FRELE S, Q)BAESIIRE KK 4L
FARE & .

(C) ¥ 7 i%

AEAER T HZ: LETRELBREAE, BUOBERLFAEAK
. BORRTHERLE, #EARZEF KERAZTRRXRENRIE.
AR L@ &ed e BAMBENEES £ TR GFLRKRS
ERTHRA 2 It REZRE, RARESY. mARYERH fT.u_é,Ji
B. RE, REYECKRETE, LEARBIMEREIRLE, NEBRLE.
R OEFEANRELEBRMG T EBR, s rBEE . 7T AR LA megsin
EAWRE, ARARIR T megsin HE L& FGEET RAMRGGIKRE
AP TAIFH]), FARBE R C R BB EMHE R $

(D) H &

AF#F LR ERGHATAAA RN ERE . ZRAHNETRERL
MﬁﬁmﬁﬁﬁﬁﬁTﬁwwmww@&W@%%Aﬁﬁﬁ%%%ﬁw
woh, REAWHAMNEZLEERE, BoF, ZEEANES, BRATRLE
CREEE, REMHE . I, WQA%MﬁﬂﬁﬁﬁﬁﬁR% R AE R
PR MARA S . TR &S LR AR B Z R EAASER AR AR
AL . RERH5A AT ELHES|FRE, ZRRTk.

a2 A
B 1 AFRAEAREGESAK2 945 FE 5 A EHRARIT Westemn
ey R, ZARRAA megsin HAF S AERS FI(SEQ ID NO: 12).
H—KFRTET

1; MBP

2 : MBP-megsin & &

3 : His-megsin & &

4. MBP-PAI II

5: /& CHO % e ¥ & & 49 megsin & &

6: Ml megsin B AR R EARFRFOHHRE
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7: megsin T @A H R RERELROTNRR

8: ABFRENRGIRR

9. EFAMF

B2 ATERAEARRGESRK-3 G FH S LEIRIEKEIT Western
e R, %AREA megsin &GS A LKA H(SEQ ID NO: 13)-
E—5FXTHEORA L

B 3 AT RAEAIRRG S AK-342 6945 71 § LA # AT Western
Fri e R, EAREA megsin ZEaH A LKA F(SEQ ID NO: 15)-
HE—45FEATHEAFA 1.

B 4 AFRAEAHNE Y MBP-megsin & & 8% FAH § LEREKHAAT
Western i8R . B#—FFTATHEOFRAL.

B 5 %+ 7T A& megsin &% ELISA ML R . 4% & T megsin &9
MR E (LB BT LB . AU). Sk AREA(G6 &), IgA BREF(4
wHR), BREREASSMEIEQHHESR).

B 6 &7 T & megsin & &4 Western P AR . & FATH
T

1: MBP-megsin & &

2-5: HERAEIRERR

6-7: IgA B EZHREBRR

MTARATIgGA BAREABFRARNRAFEHEIMRER .

B8ATREBANTALRAREHEMREBA . IAKKIB R, IIVE
X 80 4% -

B9 RTHREANYE, I, MALKRARCHIMER . V ARER
A 334698 R, VIZ 804, VIIF= VII & 40 4% .

B 10 &7 A K& megsin k-2 WA EFRKKGE, M, BELKRIT
RAFREHEMEBR IFTAZKREKI100EG9RL, IV E4L04E.

B 11 AREE REFE XA megsin EEHER

ki 1. #-megsin AR-2 FLAR(-)

73 2 : #-megsin Ak-2 FAR(+)

Kif 3. - FEAR1EYH

A 12 A 71 A CHO-megsin 3 MBP-megsin 4f % # /&R 1% A #-megsin
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Rk-2 3469 ELISA &% . 4% & T 492nm 9RAEE, BRATHERE
(pg/mL) -

B 13 & 71 A CHO-megsin & MBP-megsin 1§ % /& # 1% A #t-megsin
Fk-4(257-272)404k 69 ELISA £ % . & & 492nm R LK, BBERFIR
R R (ng/mL) -

AR K IR 69 & 44 X
[£44] 1] B IRBEMmE
MEXF(ARAER)YANGAE N KBS CHO(T B AP £ 450)
F4 K 10% B4 s ik 6 Dulbecco’ s X B Fagle’ s 34K, 53C0O, %
REITCTHRA. BARIRBERREAT-I0RERATTEGER.

[5£34] 2]4% megsin & & 4 AAk § LERA G H &

AR ARFQHWHANRALCR ARG BRERLREA F KNS
EBAEH AR, #&H megsin TG $ LIEIRME . BRI, HREFEA
megsin(SEQ ID NO : 2)F X & megsin(SEQ ID NO: 19)# T 7| & L& 5 5| #
BARIEA SRR

JE N-Rimegie § AERA 7 SEQ ID NO/No.

16— 30 FREMDDNQGNGNVFF 11/1

72— 86 SQSGLQSQLKRVFSD 12/2

339-354 ATGSNIVEKQLPQSTL 13/3

257-272 NLMEWTNPRRMTSKYV 14/4

342-356 SNIVEKQLPQSTLFR 15/342

74— 87 LGLQYQLKRVLAD 16/ratl
341-354 ESNIVEKLLPESTV 17/rat2

BHERBERFFHAE N-KRMET M CHIH’R 3 RERER C-
K 3%) ¥ BKELE B 554 AL 432A B (Perkin Elmer, Foster City, CA) L& 5%, . &
A2 K4 HPLC b, AF, ATRFTRUARALRI T R EH
R

BEELSBAKEAY N-(6-Z RS ERATRES)RABK T RF1-AE
HEAEMNE F PRIEEE §(Sigman)& 4 21 0.85%NaCl BR#EHN, 5
#H(Difco) Lo RAALMN, RTEHREE. E—REHQOWPYR)ZRE,
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HAITE = REAGOUYR) G F =B — K £# 1T 4 KR %&(505100:200pg/
Ry BPRALSEMNARNTE—REHE, b, BARKRRZLER . & 41
Fe 55 K6, BAHKLARMABELISA) TN L FRERBE, ALK
iR mF RS SRR . ARTERREL, £ 96 ILEIEF— L4
BT Song ARG P 100ul ELEHFORLF. e, EF=XK
R P4 HRP BB L ¥R £ IgG(Cappe) 5 R A - & B, RAHEX=
Fe(fe A ) A R #ATERER AL, £ 492nm METREE . WHKEE G
KA AN .

[ 5364 3]4% megsin & & & K8 % FLIEILAR 69 4k

BBAERT (R ILEEFHEB(ZEHLEIDRKER AL, FHEL,
AAR)#EE &&EFe BT megsin BE S MK § L ERA . 2 AEH0,
F & T#4T: DEE—E4AKE TR FMPQ-#A-1-F Aabszif F X-4-8
& )7% 4.8 Cellulofine(£ L % L ib) L A4l & & fedk ; 2)A PBS(H)# M &I
RAERER (G E0F, RAKELZFLLZESE . BiE Western FFiE (B
1-4)F NI E megsin BORESETENRE, MM ERARE &
R & megsin & @ 4 A MK

[$£ 365 4]40 K B megsin & Ak 69 JLik 69 4] &

1% %% K & megsin 4 R E T RAIE L § & & KLH) (Calbiochem-
Novabiochem, La-Jolla, CA). PP, &% 0.05M BE A%+ R (pHT7.2) T &
KIH 5 58T FEAFHRETHRDRABEE A FRAN-ZERARDT K
B (MBS) % i& TH4¥E 30 948 - RARA 0.05M B8 44 4% 7 # (pH6.0)#& 47 »
KEHA KLHMB #R . K6, S LAOKREFETRBARY. #5H4
KLH-MB —#&Fi& . mA—F8) 02M #&K & =45 KLH-MB #AZEET
BEHE3IIH. REXE, ARRAZTREN, REAFAT.

AAFA KIH BHRASARPFPEMNELARR . KL E24EH
(FCA)DIFCO Laboratories,USA) A Al T % — X &%, # K T 7 £4%#|(DIFCO
Laboratories,USA)A TH G &% . A 23 AW ARERE S K. HAEE A
# #= 4 (Pharmacia Biotech,Uppsala,Sweden) 3t fo 7F & 4b4L 1gG. & R %A
HERRaF, URAHEF Kb IgG.
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[ 354 51 % L&A megsin Bk IgG R &2 AR

% IgG(*A megsin RN BB FZ LG R AU RA TR S HE G4
H B #ATHE 4o T 4] & MBP-megsin & @ #» His-megsin & & :1)#%4% SEQ
ID NO: 1 i & megsin A H#)s A5 74 PCR §F¥HERE I ; 2)B 53~
MIENE L F B EEE G RE K G RE B pMAL-c(New England Biolab) ¥
#4282 3% MBP & megsin &GRSR ONERAK,; 3)A KL XA
B, 8% O RN AR TR EF R LR EMMNERm R P L RE T, £
% MBP-megsin & & - #44%%| His-megsin &9, MAEZKSEG AL HA,
A & H4K ptreHisA(Invitrogen)(E A &5 B ARz X8R G XN R K T #
AP 84 L3R megsin A B . AL RARE LK BAFE IM109, £ IPTG
HFRZXE, WA mp R 248 F e T 9% X4 His-megsin & & .

KRG, 12 &4 megsin = T4 CHO tmie P £k . i3 # A PCR 3] A%
T, 4§ c-myc A 5 Fe 40 R B A% K% 4% 3] megsin cDNA &K %3 R 69 N-K3#% .
F i 218 A megsin cDNA L% ZvR 5L3 4% & & #48 pREPY(Invitrogen) -
% A Lipofect AMINE(GIBCO BRL, Gaithersburg, MD)4 4 A megsin cDNA
% pREP9 #4t. £ CHO @ R.(10° i), e A 6 LR LT 37C,5%CO,
BABPRITTESR. A 05mg/ml BRBESEEGFEAAG)FAMBEY
k. KRG, RA(His)6 FRHEMERLFRF LML cmyc-HAARGFEB
B A megsin & 484K (CHO megsin) -

# megsin EOH)RFBAEHENRRIBERB Liik(GBRFFE
& 78: 3073- 3080 (1979))M 23] X megsin X R &% F B R ENRE. 7
—Z @, # megsin K E(-)HFREGENKREEZIR AL L megsin & H
BB R AR . 81T megsin FARAT L F 69 megsin HAAEE T
F A B B 2 B A mRNA A R B PCR A A M ALK IAAMES megsin
£ W %% SRR AT FERM BP-6518)4F 2| .

BT AF 7 R BE A A %) Bl -T-1, MBP-4F7% 88 R UE H 4 %] B F-2
BA4ZAGMBP-PAL II), FFHREHE . BT BLEGUAARAG IR
B, €15 megsin ®AQAH —EARE R RE .

MBP-megsin & &

His-megsin & &
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MBP-PAI II

PAII.

/£ CHO % e ¥ & i #) megsin & @ >

megsin & B (+)7% & & J 65 A9

megsin & & (-)# & B R 6 F oK%

ABREREGRGERR, AR

AFEERE -

H—RGERNFAEOHREFE0.25% Tris-HCl, 2%SDS, 30%
i, 10%P-AALE, 0.025% BB BENF—LEHDHLE, 100CHH#E S
X4, BAR 420 % W EIR 2 SDS-% & M & X & &k (SDS-PAGE)
(Laemmli,UK., B %, 227:680-685(1970))% & . %2 SDS-PAGE # &4 & Gid
it 100V BE W JE | /Bt Fp ik & R4h = A L (PVDF)B(BioRad) L. . 1% A &9
PP ik #& 4 25mM Tris-HCl» 192mM H 8% , 20 % ¥ &%, pH8.3 - & ¥P i§ 4§ PVDF
BLR &AL E, £4 5%Block Ace #5 TTBS & W31 3 8. PVDF &
A TTBS (20mM Tris. 500mM NaCl, 0.05 % =ti& 20, pH7.5)%t5, 4CT 5
Bk, B E TTBS PR % L% megsin A&k 1gG, REEA . &
&, R eyl gh i 8 % 7% 50 i X # £ (Amplified Alkaline Phosphatase
Immuneblot Kit) (BioRad)#%®| . st 2., & 4S5 TTBS HEa L £l F
HERIgG —REBETHE 1 I, BEEBRERADETES- LR
BRERETSPRE, RISV FAHBER LD EFZ O£ ELAHR
BB ETRTHE 1 IR mel & . PVDF BA TTBS P&, REREMB(K
Bogekde 5B 4-F-3-RAAERE, TRARERZETHEY 30 24, 4
ER RGN ALE . B ERFAMBRATREMALEZRE .

HRAAA 1-4. AR EREGORAEZATINORA RAERFEE .

B 1. %#&/F : megsin AK-2

B2 #%&MR: megsin KK-3

B 3. %% /% : megsin Ak-342, =

B 4. %% R : MBP-megsin & &

[ 5= #645] 6] % Fo 4h 4L 693X megsin Kk IgG #) 8 4% 18
80 T & Fr 12 K H £(AP 412X #] & . Boehringer-Mannheim)i# 4% X #
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& hegdss, ALK EERCEAS 3 F8 6 LM megsin A
IgG - #4580 A —Az 12K F £(ECL &G £ 4 £ 471244 . Amersham Pharmacia
Biotech)# 51X # & L&ydg mit i A M &EAR1T -

[s2 364 7)1/ F megsin & & 4§ ELISA @)

KB 16 Bl A, 24 Bl IgA BREH, PUFARERFRESMLEE
FHRBEECHRRERDR . FARETTEA 5000 o458
(Ultarafree, Millipore)#§ £k % . Fl & % L& 4i-megsin B-2-1gG &K 96 I
ELISA # &3L. %3l 120uL PBS(-), # &N 120uL RERE, 4CHE
& . B PBS(-)#4L, AeA Block Ace(K B AHZ)EETHMA 2 Iof. &
FLER4E 0.05%(wiv)eki 20(f= k4258 PBS(-)#k, i Amit s szt
8 % % %BE4t-megsin AK-1 4k, ERTHE 1 . ALB-PBS %5,
#H#iL A 100pl E & &R ER(Img/mL FX_BF L) IM —TE
B (Fe 40 25) 48 i (pHO.8)) . EBRTRAGE . A S0uL /3L IN &R A4
b ROE A ACGE AR i B (Spectra MAX250, Moleculare Devices)it Bt 405nm
AR EE . MAREMEAZRET megsin BEKRE . 7 E JUEREF 0]
# (A F 8 a2 4L “Dia” -Crea, Dia Pharmaceutical )] & Fl — & Af 69 JLER
BERE . ¥ megsin EO TR EANKE LS . BR85S 7. REAFR
IgA B &F | (p<0.001), K IgA BAREBXPFPREREFRESILESLN
(p<0.001): YLK F| megsin EGREHEEF LR

BT BB REAT IgA B% B4 megsin ZAREHEF LR, @&
A E AP magsin BOTAAZ FRGA L. it BT gA KR EFF
RERFARZESMEELRGEEZLER, APERBALAN LK megsin &G
TUARFEEEE . AFERAREGEARBRITAARBRALER
2> BAENRERMALER .

®sbh, HEA #ITILBREFAE 69 & megsin E @ RKE 48, A E megsin
FORBELTARABLBABLLMERS, WV ERMEAERALITE L
MEEER. HEAXAMNZRT megsin HE B, HikiBid o PR R
E¥EFEUEREE.

[ 764 81K Al Western #p i 4 3 £ & & F megsin & &
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KKa 8 MEEAT OANIgA BREZHREHEC, FETEHE.,
R A G 2F€ 5,000(Ultrafree, Millipore)#1 =8I R % . MEEHHRE 4
#%(0.25 % Tris-HC1,2 ¥ SDS,30 % H i, 10% B-2 % LB,0.025 5 B KX %
—AbF 2 B TR R, 100CHh# 5 24, REAE 4208 OB EI(B
— L% 3 &) L 42 SDS- K & 5 Bt i S &, 5K (SDS-PAGE) (Laemmli,U.K.(1970)
Bk 227, 680-685)% & . SDS-PAGE # & AT+ E A A 100V EE®EL |
SE PR AR B UHBEBioRad) L, ATRAEPEE N 25mM Tris-HC,
192mM H &8, 20% F &, pH83. LH &4 PVDF BAZBARREE, &
4 5% Block Ace # TTBS #& ¥4+ 3 & . PVDF A TTBS (20mM Tris»
500mM NaCl, 0.05 % vLi& 20, pH7.5)%. 4C#H &AL TTBS PR AL S L%
% megsin Ak IgG(% — AR KT -

KRG, MY ¥EmtaE 8 5 %% 0 % X # &(BioRad)e® . B, ¥4
5 TIBS B A EMLFREE G —REEZTHET 1 I, %5
BREREMEZG-ADENBU BRI SMWRE, HE oo ER4
MEEOQREYELBHLBERE TS THET 1 R4 & PVDF B4 TTBS
Pk, REFERD(REwrdd 5-8-4-8-3-9 %88, TARER)ER
THEL 30 74, BE5EE—REEEGNORKILE . BT HEREFRBKRAS
R RSOER B - A2 R 5k B4 EAL(AE-6920M-05,Atto)F= & ik 1L B B 14
97 B (AE-6920WSE/MSE Atto) ZE M R E MBI R % . &R (L% HE
E)leB 6 Fiec. BESFHNGMELT. SRREAREREBGE FHL,
TUEE IgA FREBFGRFREE . TL, S3ZISHRAERFHE
JE 9T &M E megsin & & .

B E 4 AemE 4R
K MELR

1 aFEiRLY
2 8.5

3 52

4 13.8

5 4.8

6 32.8

7 15.1
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[E464] 9] #l & M4

A KA 4 R HUEL T 38 13 98 3 megsin K IgG £ W13 & 1gG AR 18 B%
EFREEFERES . FRABHBRELE Dynabeads™ M-450(4 it ¥ K&
B & L ADIRAEE R A OB F . Dynal Biotech) IF AKX S, £ ImM & &
BBREEBRE—R, RER 02M MER L% F R (PHI.S)%H—K . EEHKK
megsin AKX IgG #ARE T 0.2M #8 % 77 i (pH9.5)F £R A 150pg/mL. KB
B E e EF EHEABFL LT REAR/BA=T5 pg/15me)¥ - #EEHER
Ak 22CEMEH 24 Sib . AEAKERABREESE, F5LF. 9
TRMARBK LAFE . BEERL THAFL:

(1)A SmL 0.1M PBS (pH7.0)%: % 10 2-4F

(2)A 5mL 1M ZE:R2-HCl(pH 9.5)%t% 2 ) B,

3)A4 0.IM &4t4, 013 F oFEaFG(BSA): 0.1 %% 20 49 SmL
0.05M Tris (pH7.5)%t% 12 B,

(4R R Gkl 20 494 Q)T R L & SmL 3tk 2 1 E .

wE, REEKERE, £&LFE, BFEEFES 10%Block Ace
# PBS(-/BSA ¥ £ 4 X 10® B A/mL(30mg/mL)& K& « FT4F 1gG 18 B A B
BITELACTHRIHEMLEZE T 64MA .

[5:384] 1038 AL FA 7 R £ /K T megsin & &

FAEHG O PTHEARBEHKEFLEHEBEFTEERNEB/RRESN
AAEFE) megsin BERE, RERHERE RHRBREAF U HEATRE
by EE, AP 1264 1gG BEREL, 7 RHPARERRRESESES .
AARET-80C, RAEFNHEE . ¥EMNT 3,000 pm TH S S 94, BEH
Vet fa o 4o Tl

500,000 %8k T & —HAK(K R % SLIEH megsin AR-2 1K) &) BEPE B AL 2
X B A Block Ace(k B A% 25)3 M &R E(1.5m)¥ . F KA 5000l 5
$FHMMLERERICE R R S L ER megsin AR-1 K6 PBS-)R R4
ERT#RS 2 M. KRB, 3,000pm B 5 246, REKRRERE, £
FE#F, A 1 mL 3b#E(2 0.05% (wiv)eEid 20(F= % 4h.25)% PBS(-) (pH7.4)
(¢LiB-PBS)), HIHAAFEL 4%, REMmAN 100Ul RBER, BHFETR
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Ft 20 Bl 30 94t - B Img/mlL SRR ZIR(FALE)E IM LB R(AIL
sh 254 M E (pHO.S) M AE KA G - RATARGE M 50ul IN & E4%E
BB, A& 450nm TRl Z R AHE . MirifE it H & megsin BARE . o3
345 7 BT R M R — KA PN E R . I megsin KO REARE A LB
B Fe ] .

REBMTER, SEAMNAL, IgA BA EX QK megsin FERE
BN EF R LM . AU A A LREKR . Hoh, [gA B EE 4K megsin
FOMEBELLRENEREASMEELG G . MARBAKA, FALT 8
FARTEIEA, RATAEHAHZTRORE.

[ 3&4] 11)4E A megsin ARtk = B AR R IT £ R AT E

34 IgA BREZQAEFMW, 1| Akl F8 2148 H)BRERLE
W NEMBEFFRYRGTARTPRAMNBALZAFEE FASH

 RPEEFFALNEZRBRALFE, NALRFAEHRE IRAIL

%#%o%ﬁﬁﬂﬁ,k LARERE S R AR EANR . LKE
% Wister 2 KR (HEHE, S ARBREFRELECET

B BEGF ik OEARARR EEHNO.CTAEMT . ERAA
BEWMABNAEEOELAREDT dum 4% hR - BRAELADA R 3-8
AARTCEEAR(Sigma) LB ABRAR L(A 42 S RTFEERZ 15 54) -

AEMAR4A 0.5%LiE 20 &) PBS 2tik, X 4XBLAEF33H . B4R
megsin Ak-2 FAFo 3 megsin k-4 A RAZEEFI4THFTLR. ¥L1;
100 # ZF o E L H R EZRE L FRER [gG WIK(DAKO)RE LR 4 K H
FERTHE 2 8. #HA4F 0.003% LAKY 3,3° - —RKEABEKXEERT
Y. AFAE R e mBEY . BRGAFT RRITHAAR/FLRE .

IgA 7% A% K B8 H kALY &89 B4 A (ECLIPSE E400: 80 4%
A K, Nikon)® B 7 AfiT. BF &7, AAFIRALRFA-NTARL
e AR e E . LEE, AR I RBapARE M RBEARANL
EagEFmiEe, L2 FIERAMEE .

A B AR E D HTHA megsin AR-2 AR E &(E 8- # 8-11), RTHA
megsin k-4 HAEFE(ER 9-V = 9-VD). LER, TAF I RKERAER L
FejfauEe. A —F @, FAREMAMKA megsin K4 RS E(E
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8-1)- AP (B 9-VID), MAELK(E 9-VI). MRILEALR, SHE, o LA
24 KA megsin BK-2 AR S B(R P HKIE) . BTt # megsin AKR-2 7o
WHTAREE, KAEFEHHFRLTAFEAINE 8-IV). A L&
R 1gG AR X8 %% R (A 8-1T). 4, 5 megsin k-2 #4kF= megsin
FRALHR-4 AB L, M40 megsin AK-1 3 megsin AK-3 #9304K T REAE A B 484249
Bl E#iTH AR SR R AR HEaE).

F megsin & & (K & megsin BK-2; B 10-DiAd f&F ERHETAE X
REALRME RMERFAEMLER . AFRK, FAKE 10-100), R4a
LB 10-IVLERE R E . @it s K& megsin -2 —EHF, #XK&F
ARG %R R ELAF B I 4)(8 10-1D A £ R A& IgG &AL K & megsin
Bk-1 G A4 R3] o d RO (R B 303E) .

[E364] 12] RBIRER A

% XM megsin ZHE AHALEAR P HRE 9B P megsin HEHFE .
BP A [S] PALAR F36 %R R REAE(TMinori ¥, £ ML2LE 259: 560
(1984)), Fi#3 %% 5 6494 SDS-PAGE #o 3 4 § R H #7047 .

Bk, BHIRBeEAREEREE 10% R XEGEF QFF]5S)
¥ 2% 8 8 (3.7Mbg/mL)# DMEM)¥ 37°C . 5%CO, #4334k 16 | 8F, 1%
A &8 RaHAz1E .

#%, mE R A PBS bk, BT 200uL TSA(Tris-HCl % 4 #% (pHS.0)»
0.14M RAL44, 0.025% & RA)P, HE+FE4A 1% Triton X-100,1 % - fmér
6, ImM # 8K, 0.2U/mL ¥ &K, 1mM PMSF(R T R&BLH). 4T
Tl oH#%85, 4CT 100,000%xg & 1 P35 22 .

1% A S AR B (10°-10°%cpm) 5 1L Sk 2 R FHH| 3 FER
megsin A-2 $ ZIERAR(0.7mg/mL)4C F# & 90 2-4F .

# &8 G-sepharose(Pharmacia Biotech)G#—% 4 CT#HF 90 44
AR R B A4 . MIRP A4 0.1 %Trition X-100 #= 0.1 % 4 itk G
TSA %% 3 K. FM 0.05M Tris-HC1 4% 4 # (pH6.8) e %k — K -

B O RAN RERRYEST 30Ul B % F & (0.5M Tris-HCl % &
(pH6.8), 10%SDS, B-#4 258, Hik, 1%BPB)¥, X% 5 24h. UA#RA
ROBRAMEIEAE, REH200xg 1 4. LEREBAELS E#
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47 SDS B ikFr a4t B R H o . “C-FRALZGRASM(FTFERRA 220
97.4, 66> 46, 30kDa; Amersham Internationa) Bl 4k 4F E4z12 . &R T B
11 A& . & 50kDa #99F E4 10 HEVLE 2] 40 megsin AK-2 FARSF R
A ER(E B PIRTA “meg” 95KF).

[52 464 13]megsin #) ELISA # %]

2t &k F CHO #@t) megsin & & (CHO-megsin & & : T.Miyata %,
W KA %2 & 120:828-836 (1998) ; PCT/IP98/04269) %= £ 36 4] 5 AT &
MBP-megsin %& € 5 7& ELISA #% .

4.4t 49 CHO-megsin & & & #&(50uL/3L)A 50mM & & &+ & (pH9.6) %
T, KB ME 96 FLELISA R L. 4CE &R .HI4 PBS tik & v 350l
Block Ace( X B A#IZ)ER3H 2 I . KB, HILA S 0.05%=LE 2049
PBS(=£i%-PBS)%#& . S48 2 #= 3 #2493 megsin k-2 % LER A
I megsin Ak-4 % LERIRALE-PBS HFEEHEAmAN S0uL, ERH#HE 1
Bt . B LB -PBS bk, mAEHELRER 1gG(Cappel): 4THE
&, MeLE-PBS %%

Fi AT &R e R TR LD EE G IER(Amersham), /&
#E 1. HLFALE-PBS sk, KRB 100uL/3L4R K =Rk K &
Bk (A S 0.009% £ AKGITHRR-BRE T REHI.O)FBMFEIRER
BH0.04%). ERBERE 10-30 247, FIF Ao\ S0uL 2M AR KL R &
1% P B 3% R 3 BUBL(SPECTRAmax250, Molecular Device, B A)#:E 492nm
MR LA -

3f MBP-megsin Z@# T AHLE . 2R LA 12(megsin k-2 Hik)fe
B 13(megsin Ak-4 #AR). 4R K8, megsin AR-2 duihfe megsin AK-4 ik
BARBEARB A X 5 megsin BO X LA RLE AF A 53 B 45 CHO & MBP
L R A LR B LT R

LM
AXAAATEARNG TN, EH L BERL—HAFERERA LR
%, @ RAR R o R d XA BRI S R BATIEN . SIS
HRANGAPEBTASES ELAFZARBAZFHRERSE . AF S
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WA LR TG TR RENET . Bk, KFAWRFRINRELT S
Fthfide, HABIRBEBRENLEGEDIRINTERURERLANES K
R TREETENGEF. It BTARGEGHB T ALETERESR
do Bk . P, B R B E 3 AEED megsin B G, THEAESGH RN TEN.

LER, KZARES megsin TG RABR T ik, R -TF ke
AAE, AARAEEFRER ARG TRERELEA LS . BERERNF 3T
S I, megsin BE oG iR AR . o, HTRFETULS THE IR
FEva g 38 s A L, ARE T A S R A AT 46 R T4 44E AT IgA
By REIBRST k.
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ELELE 3

110> Enk
% HES
BABRBILHX L4

120> megsin EAMHMNET T ERELR
<130> F2-101DP1PCT

<140>
<141>

<150> JP  1999-75305
<151> 1999-03-19

<150> JP  1999-306623
<151> 1999-10-28

<160> 21
<170> PatentIn Ver. 2.0

210> 1

211> 1143

<212> DNA

<213> A (Homo sapiens)

<2205
<221> CDS
<222> (1).. (1140)

<300>

<302> W HRBBEHERA, megsin, £—HAE Igh HH T
LiReG N 2 B RE AN H .

303> WERAAERE

304> 120

<305> 4

<306> 828-836

<307> 1998-8-15

<400> 1
atg gcc tcc ctt get gea gea aat gea gag ttt tge ttc aac ctg tte 48
Met Ala Ser Leu Ala Ala Ala Asn Ala Glu Phe Cys Phe Asn Leu Phe



aga gag
Arg Glu

ctg age
Leu Ser

gac tcc
Asp Ser
50

gga tat
Gly Tyr
65

aaa aga
Lys Arg

age att
Ser Ile

gac tac
Asp Tyr

gtt gac
Val Asp
130

tgg gtt
Trp Val
145

gEt ggec
Gly Gly

ttc aaa

atg
Met

cic
Leu
35

cte

Leu

gga
Gly

gtt
Val

gtg
Val

att
Ile
115

ttt
Phe

gaa
Glu

ata
Ile

Bgc

gat
Asp
20

ttc

Phe

tet
Ser

aac
Asn

ttt
Phe

aat
Asn
100

gag
Glu

acg

Thr

aat
Asn

agc
Ser

aag

gac
Asp

gect
Ala

cag
Gln

tect
Ser

tct

Ser
85

BEE
Gly

tgt
Cys

aat
Asn

Glu

aat caa gga
Asn Gln Gly

gee
Ala

att
Ile

tct
Ser
70

gat
Asp

ctt
Leu

gee
Ala

cat
His

aca
Thr
150

ctg
Leu

gat
Asp
55

aat
Asn

ata
Ile

ttt
Phe

gaa
Glu

tta

Leu
135

cat
His

tca tct get
Ser Ser Ala

165

tgg caa tca

gee
Ala
40

aag

Lys

agt
Ser

aat
Asn

get
Ala

aaa
Lys
120

gaa

10

aat gga
Asn Gly
25

ctg gte
Leu Val

ttg ctt
Leu Leu

cag tea
Gln Ser

gea tce
Ala Ser
90

gaa aaa
Glu Lys
105

tta tac

Leu Tyr

gac act

aat
Asn

Ccge
Arg

cat
His

24244
Gly
75

cac
His

gte
Val

gat
Asp

aga

gtg ttc
Val Phe

ttg gec
Leu Gly

45

gtt aac
Val Asn
60

cte cag

Leu Gln

aag gat
Lys Asp

tat ggc
Tyr Gly

gce aaa
Ala Lys
125

cgt aat

Glu Asp Thr Arg Arg Asn

ggc
Gly

Bgta

gce

aaa atc

aag

140

aac gtg

Lys Ile Lys Asn Val

155

atg gtg ctg gtg aat
Val Met Val Leu Val Asn

170

ttc acc aag agc gaa
Phe Lys Gly Lys Trp Gln Ser Ala Phe Thr Lys Ser Glu Thr Ile

15

ttt tcc
Phe Ser
30

get caa
Ala Gln

act gcc
Thr Ala

tct caa
Ser Gln

tat gat
Tyr Asp
95

ttt cat
Phe His
110

gte gag
Val Glu

att aat
Ile Asn

att ggt
Ile Gly

gct gtg
Ala Val
175

acc ata

tct
Ser

gat
Asp

tca
Ser

ctg
Leu
80

cte
Leu

aag
Lys

cga
Arg

aag
Lys

gaa
Glu
160

tac

Tyr

aat
Asn

96

144

192

240

288

336

384

432

480

528

576



tge
Cys

cat
His

aag
Lys
225

ctg
Leu

aat
Asn

gag
Glu

caa
Gln

geca
Ala
305

atg
Met

act
Thr

acg
Thr

cat
His

cag
Gln
210

att
Ile

cct
Pro

cta
Leu

gta
Yal

tat
Tyr
290

gat
Asp

atg
Met

get
Ala

ctg
Leu

tte
Phe
195

gaa
Glu

ctt
Leu

gag
Glu

atg
Met

ttt
Phe
275

tteg
Leu

cte
Leu

cac
His

gee
Ala

ttt
Phe

180

aaa
Lys

Cgg
Arg

gag
Glu

aat
Asn

gaa
Glu
260

ttt

Phe

aga
Arg

tet
Ser

aaa
Lys

aca
Thr
340

aga

tet
Ser

aag
Lys

cte
Leu

gac
Asp
245

1gg
Trp

cct
Pro

gec
Ala

BEE
Gly

tct
Ser
325

gga
Gly

get

cee
Pro

ttc
Phe

aga
Arg
230

ctc

Leu

acc
Thr

cag
Gln

cta
Leu

att
Ile
310

tac
Tyr

agt
Ser

gac

aag
Lys

aat
Asn
215

tac

Tyr

tct
Ser

aat
Asn

ttc
Phe

g8g
Gly
295

get
Ala

ata
Ile

aat
Asn

cac

Arg Ala Asp His

185

tge tct
Cys Ser
200

ttg tct
Leu Ser

aat ggt
Asn Gly

gaa att
Glu Ile

cca agg
Pro Arg
265

aag ata
Lys Ile
280

ctg aaa
Leu Lys

tcg geg
Ser Gly

gag gtc
Glu Val

att gta
Ile Val
345

cca ttc
Pro Phe

gg8g aag gca gic
Gly Lys Ala Val

gtt att
Val Ile

gge ata
Gly Ile
235

gaa aac
Glu Asn
250

cga atg
Arg Met

gag aag
Glu Lys

gat atc
Asp Ile

ggt cgt
Gly Arg
315

act gag
Thr Glu
330

gaa aag
Glu Lys

cta ttt
Leu Phe

gag
Glu
220

aac
Asn

aaa
Lys

acce
Thr

aat
Asn

ttt
Phe
300

ctg
Leu

gag
Glu

caa
Gln

gtt
Val

205

gac
Asp

atg
Met

ctg
Leu

tect
Ser

tat
Tyr
285

gat
Asp

tat
Tyr

g8C
Gly

ctc
Leu

atc
Ile

190

gee atg
Ala Met

cca tca
Pro Ser

tac gtt
Tyr Val

acec ttt
Thr Phe
255

aag tat
Lys Tyr
270

gaa atg
Glu Met

gaa tcc
Glu Ser

ata tca
Ile Ser

acc gag
Thr Glu
335

cct cag
Pro Gln
350

agg aag
Arg Lys

atg
Met

atg
Met

ctg
Leu
240

cag
Gln

gtt
Val

aaa
Lys

aaa
Lys

agg
Arg
320

get
Ala

tce
Ser

gat
Asp

624

672

720

768

816

864

912

960

1008

1056

1104



355

gac atc atc
Asp Ile Ile
370

<210> 2
<211> 380
<212> PRT

360 3656
tta ttc agt ggc aaa gtt tct tge cct tga
Leu Phe Ser Gly Lys Val Ser Cys Pro

375 380

213> A (Homo sapiens)

<400> 2

Met Ala Ser
1

Arg Glu Met

Leu Ser Leu

35

Asp Ser Leu
50

Gly Tyr Gly
65

Lys Arg Val

Ser Ile Val

Asp Tyr Ile
115

Leu
5 10

Asp
20 25
Phe Ala Ala
40 45

Ser Gln Ile

85 60

Ser Ser
70 75

Asn

Phe Ser Asp

85 90

Asn Gly Leu

100 105

Glu

120 125

Ala Ala Ala Asn Ala Glu Phe Cys Phe Asn Leu Phe

15

Asp Asn Gln Gly Asn Gly Asn Val Phe Phe Ser Ser

30

Leu Ala Leu Val Arg Leu Gly Ala Gln Asp

Asp Lys Leu Leu His Val Asn Thr Ala Ser

Asn Ser Gln Ser Gly Leu Gln Ser Gln Leu

80

Ile Asn Ala Ser His Lys Asp Tyr Asp Leu

95

Phe Ala Glu Lys Val Tyr Gly Phe His Lys

110

Cys Ala Glu Lys Leu Tyr Asp Ala Lys Val Glu Arg

Val Asp Phe Thr Asn His Leu Glu Asp Thr Arg Arg Asn Ile Asn Lys

130

135 140

Trp Val Glu Asn Glu Thr His Gly Lys Ile Lys Asn Val Ile Gly Glu

145

150 155

160

Gly Gly Ile Ser Ser Ser Ala Val Met Val Leu Val Asn Ala Val Tyr

1143



Phe Lys Gly

Cys His Phe

195

His Gln Glu
210

Lys Ile Leu
225

Leu Pro Glu

Asn Leu Met

Glu Val Phe

275

Gln Tyr Leu
290

Ala Asp Leu
305

Met Met His

Thr Ala Ala

Thr Leu Phe
355

Asp Ile Ile

370

<210> 3
<211> 29

165 170 175

Lys Trp Gln Ser Ala Phe Thr Lys Ser Glu Thr Ile Asn
180 185 190

Lys Ser Pro Lys Cys Ser Gly Lys Ala Val Ala Met Met
200 205

Arg Lys Phe Asn Leu Ser Val Ile Glu Asp Pro Ser Met
215 220

Glu Leu Arg Tyr Asn Gly Gly Ile Asn Met Tyr Val Leu
230 235 240

Asn Asp Leu Ser Glu Ile Glu Asn Lys Leu Thr Phe Gln
245 250 255

Glu Trp Thr Asn Pro Arg Arg Met Thr Ser Lys Tyr Val
260 265 270

Phe Pro Gln Phe Lys Ile Glu Lys Asn Tyr Glu Met Lys
280 285

Arg Ala Leu Gly Leu Lys Asp Ile Phe Asp Glu Ser Lys
295 300

Ser Gly Ile Ala Ser Gly Gly Arg Leu Tyr Ile Ser Arg
310 315 320

Lys Ser Tyr Ile Glu Val Thr Glu Glu Gly Thr Glu Ala
325 330 335

Thr Gly Ser Asn Ile Val Glu Lys Gln Leu Pro Gln Ser
340 345 350

Arg Ala Asp His Pro Phe Leu Phe Val Ile Arg Lys Asp
360 365

Leu Phe Ser Gly Lys Val Ser Cys Pro
375 380



<212> DNA
213> ALF 7

220>
223> ALK FI6#EH AT 4K B #3144 7

<400> 3
gtgaatgctg tgtacttaaa ggcaantgn

<210> 4

211> 17
<212> DNA
213> ALF 7|

<2205
223> ALGMEAHRE . ATSRAEH31HAF

<400> 4
aanagraang gritcngc

<210> 5

211> 26
<212> DNA
213> AXAF

<220>
223> ALBEFI6FHE . ATSRARKH3]4H5 5

<400> 5
atggenten gengengeng cnaayge

<210> 6

<211> 37
<212> DNA
213> ALRAF

{2200
223> ALFF6GFHE . ALE KRG HH DA R

<400> 6
cgacctccag aggcaattcc agagagatca gecctgg

29

17

27

37



210> 7

211> 34
<212> DNA
213> ALK

<2205
Q223> ALFA . ALSANHEF5H5F 7

<400> 7
gtcttccaag cctacagatt tcaagtgget cctce

<210> 8

211> 30
<212> DNA
Q213> ALFF

<220>
223> ALBRFHHE . ALSRHOE LS HHAF

<400> 8
gctcagggeca gtgaagatge tcagggaaga

210> 9

<211> 27
<212> DNA
213> ALA5)

<2205
223> ALFFG#EK . ALSRYELIBAF

<400> 9
ctgacgtgeca cagtcaccte gagcace

<210> 10
<211> 36
<212> DNA
Q213> ALA )

<2200

34

30

27



223> ALF AL . ALSMGH L5447

<400> 10
gaggtctcag aagaaggcac tgaggcaact getgee

210> 11
211> 15

<212> PRT
213> ALEF

<2202
223> ALFAFI6IE . ALS KM A negsin &K

<400> 11
Phe Arg Glu Met Asp Asp Asn Gln Gly Asn Gly Asn Val Phe Phe
1 5 10 15

210> 12

<211> 15
<212> PRT
213> ALFF|

<220>
Q23> ATLAFIOHZE : ALERWA negsin & #HKAK

<400> 12
Ser Gln Ser Gly Leu Gln Ser Gln Leu Lys Arg Val Phe Ser Asp
1 5 10 15

210> 13
<211> 16
<212> PRT
213> ALR7F

{220
<223> ALA PR . ALS ARG A negsin B #H A

<400> 13
Ala Thr Gly Ser Asn Ile Val Glu Lys Gln Leu Pro Gln Ser Thr Leu
1 5 10 15

36



<2107 14
211> 16
<212> PRT
213> ALA 7|

<2202
223> ALRFHEK . A LS A A negsin &R

<400> 14
Asn Leu Met Glu Trp Thr Asn Pro Arg Arg Met Thr Ser Lys Tyr Val
1 5 10 15

210> 15
211> 15

<212> PRT
213> AZLAF|

{2202
223> ALAB R . AL S M A negsin & H ik

<400> 15
Ser Asn Ile Val Glu Lys Gln Leu Pro Gln Ser Thr Leu Phe Arg
1 5 10 15

<210> 16
211> 13

<212> PRT
213> ALAF

<220>
223> ALAFIO#HAE . ALA RN A negsin & H3Ak

<400> 16
Leu Gly Leu Gln Tyr Gln Leu Lys Arg Val Leu Ala Asp
1 5 10

210> 17
211> 14
<212> PRT
Q213> ATLRAF



<220>

223> ALFPIEEE . ALS RO A negsin &K

<400> 17

Glu Ser Asn Ile Val Glu Lys Leu Leu Pro Glu Ser Thr Val

1 9

<210> 18

<211> 1229

<212> DNA

<213> Rattus norvegicus

<220>
<221> CDS
222> (8).. (1147

<300>
<310> PCT/JP98/04269
<311> 1998-09-22

<400> 18
tttcaaa atg gcc tcc
Met Ala Ser
1

tta ttc
Leu Phe Arg Glu Met
15 20

tct tee
Ser Ser

ctg agc atc
Leu Ser Ile
35

cga ggt gac tgt nnn
Arg Gly

50

cca tca aga caa ggg

aga gag atg gat agt
Asp Ser

ttc act
Phe Thr

cgt cag
Asp Cys Xaa Arg Gln

ctt gct geca
Leu Ala Ala

agt
Ser

gee
Ala

att
Ile

aat tca tcg

Pro Ser Arg Gln Gly Asn Ser Ser

65

caa ttg
Gln Leu
80

aaa aga gtt
Lys Arg Val

ctt get
Leu Ala Asp

70

gac

gea
Ala

caa
Gln

ctg
Leu

gac
Asp
55

aac
Asn

ata

10

aat gca gaa ttt ggc ttc
Asn Ala Glu Phe Gly Phe
10

gga aac gga aat gta ttc
Gly Asn Gly Asn Val Phe
25

agc cta atc cgt ttg ggt
Ser Leu Jle Arg Leu Gly
40 45

aag gee ctg cac ttit ate
Lys Ala Leu His Phe Ile
60

agt cag cta gga ctg caa
Ser Gln Leu Gly Leu Gln
75

aac tca tct cat aag gat

gac
Asp

tte
Phe
30

get
Ala

tee
Ser

tat
Tyr

nnn

Ile Asn Ser Ser His Lys Asp Xaa

90

10

49

97

145

193

241

289



aaa
Lys
95

cat

His

gaa
Glu

aat
Asn

28344
Gly

gtt
Val
175

cte
Leu

atg
Met

cca
Pro

atc
Ile

ttc

255

ctc age
Leu Ser

aag agc
Lys Ser

aga gtt
Arg Val

aaa tgg
Lys Trp
145

gac agc
Asp Ser
160

tac ttc
Tyr Phe

agt tgc
Ser Cys

atg cat
Met His

atg cag
Met Gln
225

atg ttg
Met Leu
240

cag aat

att
Ile

tat
Tyr

gat
Asp
130

att

Ile

agc
Ser

aaa
Lys

cat
His

caa
Gln
210

att
Ile

cee
Pro

cta

gce aat
Ala Asn
100

atg gag
Met Glu
115

ttt aca
Phe Thr

gaa aat
Glu Asn

ctec age
Leu Ser

gegc aag
Gly Lys
180

ttc agg
Phe Arg
195

gaa cgg

Glu Arg

ctt gag
Leu Glu

gag gat
Glu Asp

atg gac

260

gga gtt ttt
Gly Val Phe

tgt gct gaa
Cys Ala Glu

aat gat ata
Asn Asp Ile
135

gaa aca cat
Glu Thr His
150

tca tca gct
Ser Ser Ala
165

tgg aaa tcg
Trp Lys Ser

tct ccec age
Ser Pro Ser

agg ttc aat
Arg Phe Asn
215

cta caa tat
Leu Gln Tyr
230

gac cta tcc

gca
Ala

aac
Asn
120

caa

Gln

ggc
Gly

gte
Val

gee
Ala

ggt
Gly
200

ttg
Leu

cat
His

gaa

gag aaa
Glu Lys
105

tta tac
Leu Tyr

gaa acc
Glu Thr

aaa atc
Lys Ile

atg gtg
Met Val
170

ttc ace
Phe Thr
185

cct gga

Pro Gly

tct acc
Ser Thr

get ggc
Gly Gly

att gaa

gta ttt
Val Phe

aat gct
Asn Ala

aga ttt
Arg Phe
140

aag aag
Lys Lys
155

cta gtg
Leu Val

aag agt
Lys Ser

aaa gca
Lys Ala

att cag
Ile Gln
220

ata agc
Ile Ser
235

agc aag

Asp Leu Ser Glu Ile Glu Ser Lys

245

250

tgg aca aat agc agg aag atg aaa
Phe Gln Asn Leu Met Asp Trp Thr Asn Ser Arg Lys Met Lys Ser Gln

265

11

gat
Asp

aaa
Lys
125

aaa

Lys

gtg
Val

aat
Asn

gat
Asp

gtt
Val
205

gag
Glu

atg
Met

ctg
Leu

tet

ttt
Phe
110

gig

Val

att
Ile

ttg
Leu

get
Ala

acc
Thr
190

aat
Asn

cca
Pro

tac
Tyr

agt
Ser

cag

270

337

385

433

481

529

577

625

673

721

769

817



tat
Tyr

atg
Met

tce
Ser

tca
Ser

gag
Glu
335

gaa

Glu

aag
Lys

gtg
Val

agg
Arg

agg
Arg

aag
Lys
320

geca
Ala

tce
Ser

aat
Asn

aat gtg
Asn Val

age cac
Ser His
290

get gat
Ala Asp
305

cta atg
Leu Met

act get
Thr Ala

acg gtg
Thr Val

gge atc
Gly Ile
370

ttt
Phe
275

ttg

Leu

ctg
Leu

cac
His

gce
Ala

tte
Phe
355

atc

cte
Leu

aaa
Lys

tct
Ser

aag
Lys

aca
Thr
340

aga
Arg

tta

cce
Pro

tct
Ser

gga
Gly

tce
Ser
325

gaa
Glu

gct
Ala

ttt

cag
Gln

gta
Val

att
Ile
310

cte
Leu

agt
Ser

gac
Asp

act

Ile Leu Phe Thr

ttc aag ata
Phe Lys Ile
280

ggc ttg gaa
Gly Leu Glu
295

gee tet gga
Ala Ser Gly

ata gag gtc
Ile Glu Val

aac atc gtt
Asn Tle Val
345

cgc ccc ttt
Arg Pro Phe
360

gge aaa gtc
Gly Lys Val
375

tgaaattcta tttggttttc catacactaa caggcatgaa

aattgtaatt ggaagtacat gg

<210> 19

<211> 380
<212> PRT
<213> Rattus norvegicus

<400> 19
Met Ala Ser Leu Ala Ala Ala Asn Ala Glu Phe Gly Phe Asp Leu Phe

1

Arg Glu Met Asp Ser Ser Gln Gly Asn Gly Asn Yal Phe Phe Ser Ser

5

10

12

gag aaa
Glu Lys

gac atc
Asp Ile

ggt cgt
Gly Arg
315

tca gaa
Ser Glu
330

Raa aag
Glu Lys

ctg ttt
Leu Phe

tcg tet
Ser Cys

gat tat
Asp Tyr
285

Tttt gtt
Phe Val
300

cte tat
Leu Tyr

gaa ggc
Glu Gly

cta ctt
Leu Leu

gtc att
Val Ile
365

cct
Pro
380

gaa
Glu

gag
Glu

gta
Val

acc
Thr

cct
Pro
350

agg
Arg

865

913

961

1009

1057

1105

1147

gaaacatcat aagtgaatag 1207

15

1229



20 25 30

Leu Ser Ile Phe Thr Ala Leu Ser Leu Ile Arg Leu Gly Ala Arg Gly
35 40 45

Asp Cys Xaa Arg Gln Ile Asp Lys Ala Leu His Phe Ile Ser Pro Ser
50 55 60

Arg Gln Gly Asn Ser Ser Asn Ser Gln Leu Gly Leu Gln Tyr Gln Leu
65 70 75 80

Lys Arg Val Leu Ala Asp Ile Asn Ser Ser His Lys Asp Xaa Lys Leu
85 90 95

Ser Ile Ala Asn Gly Val Phe Ala Glu Lys Val Phe Asp Phe His Lys
100 105 110

Ser Tyr Met Glu Cys Ala Glu Asn Leu Tyr Asn Ala Lys Val Glu Arg
115 120 125

Val Asp Phe Thr Asn Asp Ile Gln Glu Thr Arg Phe Lys Ile Asn Lys
130 135 140

Trp Ile Glu Asn Glu Thr His Gly Lys Ile Lys Lys Val Leu Gly Asp
145 150 155 160

Ser Ser Leu Ser Ser Ser Ala Val Met Val Leu Val Asn Ala Val Tyr
165 170 175

Phe Lys Gly Lys Trp Lys Ser Ala Phe Thr Lys Ser Asp Thr Leu Ser
180 185 190

Cys His Phe Arg Ser Pro Ser Gly Pro Gly Lys Ala Val Asn Met Met
195 200 205

His Gln Glu Arg Arg Phe Asn Leu Ser Thr Ile Gln Glu Pro Pro Met
210 215 220

Gln Ile Leu Glu Leu Gln Tyr His Gly Gly Ile Ser Met Tyr Ile Met
225 230 235 240

Leu Pro Glu Asp Asp Leu Ser Glu Ile Glu Ser Lys Leu Ser Phe Gln
245 250 255

13



Asn Leu Met Asp Trp Thr Asn Ser Arg Lys Met Lys Ser Gln Tyr Val

260

Asn Val Phe Leu Pro Gln Phe Lys

275

Ser His Leu Lys Ser Val Gly Leu

290 295

Ala Asp Leu Ser Gly Ile Ala Ser

305 310

Leu Met His Lys Ser Leu Ile Glu

325

270

Ile Glu Lys Asp Tyr Glu Met Arg

285

Glu Asp Ile Phe Val Glu Ser Arg

300

Gly Gly Arg Leu Tyr Val Ser Lys

315 320

Val Ser Glu Glu Gly Thr Glu Ala

330 335

Thr Ala Ala Thr Glu Ser Asn Ile Val Glu Lys Leu Leu Pro Glu Ser

340

350

Thr Val Phe Arg Ala Asp Arg Pro Phe Leu Phe Val Ile Arg Lys Asn

355

365

Gly Ile Ile Leu Phe Thr Gly Lys Val Ser Cys Pro

370 375

<210> 20

<211> 1147

<212> DNA

<213> Mus musculus

<220
<221> CDS
<222> (1).. (1104)

<300>
<310> PCT/JP98/04269
<311> 1998-09-22

<400> 20

380

ttc gac tta ttc aga gag atg gat agt agc caa gga aat gga aat gta
Phe Asp Leu Phe Arg Glu Met Asp Ser Ser Gln Gly Asn Gly Asn Val

1 5

10 15

ttc ttc tct tcc ctg age atc ttc act gec ctg acc cta atc cgt ctg

14

48

96



Phe

get
Gly

aac
Asn

cag
Gln
65

gat

Asp

gac
Asp

aaa
Lys

aaa
Lys

gtg
Val
145

aac
Asn

gat
Asp

gtt

Phe

get
Ala

ata
Iie
50

tat

Tyr

tat
Tyr

ttt
Phe

gtg
Val

att
Ile
130

ttg
Leu

gct
Ala

ace
Thr

aat

Ser

Cga
Arg
35

cca

Pro

caa
Gln

gaa
Glu

cat
His

gaa
Glu
115

aat
Asn

gBcC
Gly

gtt
Val

cte
Leu

atg

Ser
20

ggt
Gly

tca
Ser

ttg
Leu

cte
Leu

aag
Lys
100

aga

Arg

aaa
Lys

gac
Asp

tac
Tyr

agt
Ser
180

atg

Leu

gac
Asp

aga
Arg

aaa
Lys

agc
Ser

85
aac

Asn

gtt
Val

t8g
Trp

age
Ser

tte
Phe
165

tgc
Cys

cat

Ser

tgt
Cys

caa
Gln

aga
Arg
70

att
Ile

tac
Tyr

gac
Asp

att
Ile

age
Ser
150

Lys

cgt
Arg

caa

Ile

gca
Ala

gga
Gly
55

gt

Val

gee
Ala

att
Ile

ttc
Phe

gaa
Glu
135

cte
Leu

g8c
Gly

ttt
Phe

gaa

Phe Thr Ala
25

cgt cag att
Arg Gln Ile
40

aac tca tct
Asn Ser Ser

ctt get gac
Leu Ala Asp

act gga gtt
Thr Gly Val
90

gag tgt gct
Glu Cys Ala
105

aca aat gat
Thr Asn Asp
120

aat gag aca
Asn Glu Thr

age tcg teg
Ser Ser Ser

aaa tgg aaa
Lys Trp Lys
170

agg tct ccc
Arg Ser Pro

185

cgg cgg ttc

Leu

gac
Asp

aat
Asn

ata
Ile
75

ttt

Phe

gaa
Glu

gta
Val

cat
His

get
Ala
155

teg
Ser

acg
Thr

aat

15

Thr Leu

aag geca
Lys Ala
45

aat cag
Asn Gln
60

aac tca
Asn Ser

gca gaa
Ala Glu

aac tta
Asn Leu

caa gat
Gln Asp
125

gga aag
Gly Lys
140

gtc atg
Val Met

gece ttc
Ala Phe

tgt cct
Cys Pro

ttg tct

Ile
30

ctg
Leu

cca
Pro

tet
Ser

aaa
Lys

tac
Tyr
110

acc
Thr

atc
Ile

gtg
Val

acc
Thr

Arg

cac
His

gga
Gly

cat
His

gte
Val
95

aat
Asn

aga
Arg

aag
Lys

ctg
Leu

aag
Lys
175

gga aaa
Gly Lys Val

190

Leu

ttt
Phe

ctt
Leu

aag
Lys
80

tat

Tyr

get
Ala

ttt
Phe

aag
Lys

gtg
Val
160

act
Thr

gta

acc att cag

144

192

240

288

336

384

432

480

028

076

624



Val

cag
Gln

atg
Met
225

ctg
Leu

tct
Ser

tat
Tyr

gat
Asp

tac
Tyr
305

g8C
Gly

ctt
Leu

atc

Asn Met Met His Gln

cca
Pro
210

tac
Tyr

agt
Ser

cag
Gln

gaa

Glu

gag
Glu
290

gta
Val

act
Thr

cct
Pro

195

cca
Pro

att
Ile

ttc
Phe

tat
Tyr

atg
Met
275

tce
Ser

tca
Ser

gaa
Glu

gag
Glu

atg
Met

atg
Met

cag
Gln

gtg
Val
260

acg
Thr

agt

cag
Gln

ctg
Leu

aat
Asn
245

aac
Asn

cac
His

gca

Ser Ala

aag
Lys

gce
Ala

tce

cta
Leu

act
Thr
325

aca

gt
Val

cct
Pro
230

ctg

Leu

gtg
Val

cac
His

gat
Asp

atg
Met
310

gct
Ala

gtg

Ser Thr Val

340

aag aag aat
Ile Lys Lys Asn Asp Ile

355

gac

atc

Glu Arg Arg Phe Asn

ctt
Leu
215

gag
Glu

atg
Met

ttt
Phe

ttg
Leu

cte
Leu
295

cac

His

gee
Ala

tte
Phe

ate
Ile

200

gag ctc
Glu Leu

gat ggc
Asp Gly

gac tge
Asp Trp

ctc cce
Leu Pro

265

aaa tcc
Lys Ser
280

tet gga
Ser Gly

aag tca
Lys Ser

aca gaa
Thr Glu

aga gcc

caa
Gln

cta
Leu

acc
Thr
250

cag

Gln

tta
Leu

att
Ile

ttc
Phe

aat
Asn
330

gac

tat
Tyr

tgt
Cys
235

aat

Asn

ttc
Phe

24:40
Gly

gee
Ala

ata
Ile
315

aac
Asn

Ccgc

Arg Ala Asp Arg

345

tta ttt act ggc
Leu Phe Thr Gly

360

tgaaattcga tttggtttcc tatacagtaa caggcatcaa

16

Leu

cat
His
220

gaa

Glu

agg
Arg

aag
Lys

ttg
Leu

tct
Ser
300

gag
Glu

att
Ile

CcCC
Pro

aaa
Lys

gaa

Ser
205

get
Gly

att
Ile

agg
Arg

ata
Ile

aaa
Lys
285

gga
Gly

gte
Val

gtt
Val

ttt
Phe

gtc
Val
365

Thr Ile Gln

gge ata age
Gly Ile Ser

gaa agc aag
Glu Ser Lys
240

aaa atg aaa
Lys Met Lys
255

gag aag aat
Glu Lys Asn
270

gat atc ttt
Asp Ile Phe

ggt cgt cte
Gly Arg Leu

tca gag gag
Ser Glu Glu
320

gaa aag cag
Glu Lys Gin
335

ctg ttt gtc
Leu Phe Val
350

tct tgt cct
Ser Cys Pro

672

720

768

816

864

912

960

1008

1056

1104

1147



210> 21

<211> 368

<212> PRT

<213> Mus musculus

<400> 21
Phe Asp Leu Phe Arg Glu Met Asp Ser Ser Gln Gly Asn Gly Asn Val
1 5 10 15

Phe Phe Ser Ser Leu Ser Ile Phe Thr Ala Leu Thr Leu Ile Arg Leu
20 25 30

Gly Ala Arg Gly Asp Cys Ala Arg Gln Ile Asp Lys Ala Leu His Phe
35 40 45

Asn Ile Pro Ser Arg Gln Gly Asn Ser Ser Asn Asn Gln Pro Gly Leu
50 55 60

GIn Tyr Gln Leu Lys Arg Val Leu Ala Asp Ile Asn Ser Ser His Lys
65 70 75 80

Asp Tyr Glu Leu Ser Ile Ala Thr Gly Val Phe Ala Glu Lys Val Tyr
86 90 95

Asp Phe His Lys Asn Tyr Ile Glu Cys Ala Glu Asn Leu Tyr Asn Ala
100 105 110

Lys Val Glu Arg Val Asp Phe Thr Asn Asp Val Gln Asp Thr Arg Phe
115 120 125

Lys Ile Asn Lys Trp Ile Glu Asn Glu Thr His Gly Lys Ile Lys Lys
130 135 140

Val Leu Gly Asp Ser Ser Leu Ser Ser Ser Ala Val Met Val Leu Val
145 150 155 160

Asn Ala Val Tyr Phe Lys Gly Lys Trp Lys Ser Ala Phe Thr Lys Thr
165 170 175

Asp Thr Leu Ser Cys Arg Phe Arg Ser Pro Thr Cys Pro Gly Lys Val
180 185 190

17



Val Asn Met Met His Gln Glu Arg Arg Phe Asn Leu Ser Thr Ile Gln
195 200 205

Gln Pro Pro Met Gln Val Leu Glu Leu Gln Tyr His Gly Gly Ile Ser
210 215 220

Met Tyr Ile Met Leu Pro Glu Asp Gly Leu Cys Glu Ile Glu Ser Lys
225 230 235 240

Leu Ser Phe Gln Asn Leu Met Asp Trp Thr Asn Arg Arg Lys Met Lys
245 250 255

Ser Gln Tyr Val Asn Val Phe Leu Pro Gin Phe Lys Ile Glu Lys Asn
260 265 270

Tyr Glu Met Thr His His Leu Lys Ser Leu Gly Leu Lys Asp Ile Phe
275 280 285

Asp Glu Ser Ser Ala Asp Leu Ser Gly Ile Ala Ser Gly Gly Arg Leu
290 295 300

Tyr Val Ser Lys Leu Met His Lys Ser Phe Ile Glu Val Ser Glu Glu
306 310 315 320

Gly Thr Glu Ala Thr Ala Ala Thr Glu Asn Asn Ile Val Glu Lys Gln
325 330 335

Leu Pro Glu Ser Thr Val Phe Arg Ala Asp Arg Pro Phe Leu Phe Val
340 345 350

Ile Lys Lys Asn Asp Ile Ile Leu Phe Thr Gly Lys Val Ser Cys Pro
355 360 365

18
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%1k (492 nm)

2.0 1

1.5 7

1.0 1

0.51

(O: MBP-megsin (414K 8 pg/ml)
@: MBP-megsin (i 2 pg/ml)
O: CHO-megsin (4% 8 pg/ml)
M : CHO-megsin ({4& 2 pg/ml)
A:MBP-PALZ (34K 8 pg/ml)
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