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1. FH T2 LA &, FoA & ddt CADM-140 HLAR TR SEQ 1D NO <4 FizRi
MDA5 # [ sl B

2. UIBURIE SR 1 ATk iy T2 W 5 L 4% R e, L0 2 B Bt CADM=140 Ht AR iR 1 11
SEQ 1D NO :2 F7n(#) MDAS 25 [ C— A by Brak L A Bt

3. WIBCRIE SR | TR AT, b BTk B L 98 2 55 A 2 adl e 1) e it 29 1 1 X
B SR G R JC L 1 B2 L (C-ADM) o

4. WIRCRIE SR 1 Brid a3 &, S0 0k B I S e W Bl 52 (ELISA) fdll &2 o

5. UIAURIE SR | AT idon &, A .

(1) PLJE, PrRHi 40 2 MDAS 25 1 B G 28 Jr ek UK

(11) A5, Frid A B A TSR S PP (1) Z R R 5

(111) W5, Frid B TR TR BUR (1) 5Pt CADM-140 ik R 59 s UL ATiE
i}

(iv) Z:HEFE N, TR 2 R S AN BT CADM-140 Hi ik

6. FH T2 W KWL 2 I8 7 i, HAFRAE AR B 5 F T CADM-140 Bk iR il 1) MDAS 25
(a3 B 5 LRI AR BT IR AR S PR U B BT CADM-140 Bk i 2 Wi fr ik A1k o B L

jéo

7. QBRI 5 Pk IR 773, 2 rb BT i it O I I3 B A i o

8. WIBIMIER 6 Pk (K 7532, Forb BT i i P (9950 CADM-140 FTRTE L ELTSA SKAs: Mo
9. WIAURESR 6 Pridk 75, B LU PR

(1) Ry 2 BRI AS R IR S DT E R E R 2 L E

(1) RESELLEAT SULR KRR S Fi R, TR RE IOFE dids I 2 AT 4L

(ii1) 97 Ja Vel ik s i e AR

(iv) REbric TN RBEERE A PUIR S N BT S e SRR AL 5 9F B

(v) JE I 5% I BRI 5 Brid St i &5 B K ARic 2

10. H15T CADM-140 FTAR R MDAS 8 1 8 A BOH T2 W VLS8 g H 3 o
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R A2 B A A IS M =

AR
[0001] A B Ko iz Wi B2 UL 58 0 7 Ak ), LUK T8 W B LR i I e 1 i

BEHEA

[0002] ¢ s A8 AR AL A 1 B 0 s IR B AR RE AR 2 7 AR B 2 A Al e 21 43 1) S
o TR XS B G HUAR I 2 PR A i R P AN ] A I BRI 1 R o TR 5T
H &Pk LI PR (B SPUR) 1537850 LU eI A 2: Dhiae A7 Bh 119 B 25 46 41
LU 1 L.

[0003]  ZRMENLAE / B WLFE (PM/DM) Ay 28 T LG , 1 b 3 B2 - UL A E BT 5 | A2 1) T o
JWLIG T3 RYL R PEIR o e i) 22 W0 2 380 L 2R g kiR 1] B 1 B2 928 Gottron (K s i), B
ERZW DMe 22 RN / LR 2 —Fh B & S 5w, IF O a4 T 28 8 B3t
o CLEHE 778 PM/DM FB 38 NS P AETEDUAR X S50 PR AR 70 LA S5 38 Hh e RS 0 2] 1y
UL tRNA & B HTR (PLARS B ) BT SRP HLik B Mi—2 HUARFIS BT LL KBt ULRNP
LR BT SS-A FLAF S WLRAR R IIRML A S hufk. CRIRE, X FAHRIDLR R 7% 8 & 5t
P g B IR 8 35 R I AR AL I PRARFIE 536 T2 W 0 R AR 23 2 3 3R 97 7 VA I %
FTE AL AEIG R F A .

[0004]  AHELZ N, B S HUARPER A A& PM/DM SE Y1l R TE WL P DM (C-ADM) FRAE 2
— o C-ADMEr S ME B S PRI A SR R A . ©40 C-ADM SRHT IR R VAT, 3F H 5 A R TIUE Y
SRR R BT Mt (RP-ILD) K. T ¥R RP-1ILD ) C-ADM A8 ) A Ay, O R
FHEFR A1) FH o 751 2 288 ] e 7 VR S e 0 il 25 M 5 24 1) 5 A 80 T 7 I D e BRI R ax A
JE A, BAAH G RP-ILD [#) C-ADM [ B2 Wi fE R IR B2 2, IF B R v ] T
LIRS =g A

[0005]  #R4f LA b5 5, AN B AR Sz yivE (IPP) VAMIF ST T 1B W i X B L A B e
C—ADM 71 N 1) 45 4 20 2395 1 A8 3 DL SRR e A PE I 4T AL R SR 8 I IS o AN R N B
C—ADM 5535 1% M3 TP AF 70 Be % TR 5 — il 140-kDa & [ 1380 A S0k, 3F BB %0 B & itk
4 A “Hi CADM-140 HifA” (4ELHFISCHR L (NPL 1)) o

[0006]  Fjt CADM—140 HLAARLE & i C-ADM LLAMI 25 4 2 23005 F8 3 e R Ik il 4 4 A 28 3 FTIE
i Al R R A (AT — 4L RAS I B o 1l PR L 22 2T CADM-140 PLAARBH 1 &35 b RP-1LD &
MU R AR, IX R BT CADM-140 Hifk s RP-ILD Z [M A7 4E K IBE (AE LRI 2) o

[0007] IR GAE N AT TP a e A B B AH2C RP-TLD (1) C-ADM 1 5. 2 Wi flvG 97
R F, FR A S s L HUS

[0008] MDA5 H. A SNP(http://www. ncbi.nlm. nih. gov/SNP/snp ref.cgi ? locusld =
64135) » HZFERR T HIFGRZE 751 1 NCBT 8 35 NM_022168, &I CHk 1 (PTL 1) A FF
7 MDAS FHEIEZ R S FR o

[0009]  AKBHAKRE T AELRISCHR 3 (NPL 3) , FAFF T Ak AT K AR

3
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[oo10]  HICHx

[0011]  EHH)CHik

[0012]  PTL 1 :HASKRL®H & K& H) C4F 2003-531581 5

[0013]  HELAHISCHik

[0014] NPL 1 :Arthritis Rheum. 46 (9) :S398,2003

[0015] NPL 2 :Arthritis Rheum. 52(5) :1571-1576, 2005

[0016] NPL 3 :Arthritis Rheum. 60 (7) :2193-2200, 2009

[0017] & EIAIA

[o018] A

[0019] AR IPP J5¥Z%, FIA S* Fric ¥ 1 1ML S Y5 1K) K562 41 i $2 BN 4 5K HeLa 41 g Xt $it
CADM-140 HLAARAT T — Rl & o BARIX & HA 8 R R A s e M I m] SEIN 8077, {2
EEA R R BRI IR R, 00 & 7 VAN AE SR R A S50 = A A
[0020] & T Ksdit CADM—140 Fi A4 i & . H 21 52 i PR2 W b, ik 75 22 37 R 68 25 & H )
BOCRFE I B RS, %5 550 CADM-140 HiAAAH N (K90 8 L il 4% B4 8 1 S g it
ELISA BN & RS EX TRAIZ RS & EEN,

[0021] (R @ IRIfA LR T 56

[0022] AU B AARIF HeLa 4 e cDNA ST va [ 551 CADM-140 FrARAH M 1R & A, I H.
W T ZAHNHURE A5 FIEs. 8558, AR BRI MDAS ( JR A 3298 75 AL AH G2 A 5)
A 551 CADM-140 FTAARAH M PR, FFAEE — RO HI LA b 58 A & B .

[0023]  ARBHERML T T AL 2 Wi iR & v, i R B mATR .

[0024] Tt 1. H T2 W S L4 &, JoE0 & B bt CADM-140 HTiA R A% SEQ 1D NO :4
Fr7 ¥ MDAS &5 (el A B

[0025] Tt 2. FREI1 (¥ T2 W s L9 ) &, JLAL S Frht CADM-140 FT AR 1 1) SEQ
ID NO :2 Iz~ i) MDAS 5 [ C— A v BeslcH v B

[0026] It 3. FRHEI 1 ARG, L BT il B2 L 98 2 5 A it e TR JB ek M 9 1 oy PRI
AR BRI PR B2 LA (C-ADM) o

[0027] Tt 4. ARAFIT 1 AR A, L T I B S s R BRI s (ELISA) (35 .

[0028]  Tii 5. MR 1 A&, HAE -

[0020] (i) HLJ, HALE MDAS &5 [ sl H: A0 2 R PR Ak

[0030]  (ii) /M), HidEH TAMERIEES S kbR (1) Z R ;

[0031]  (iii) &5, HAH THIPTATR (1) 530 CADM-140 LA EEW s LA RAEIE K]
[0032]  (iv) ZHEFEN, FEAE BT CADM-140 Fiik.,

[0033] Tt 6. FH T2 W B2 LA 18 732, SLAFRAE AR B 5 55 F Pt CADM-140 HT AR5 1)
MDAS i 18I 7 BN 5 LA RS AE BT I A R I 1 5T CADM-140 HLARR 2 Wiz Mk B
FEWLA o

[0034] T 7. ARFHIN 5 {1775, Forh iR A it A I 9 0L B R A

[0035] I 8. AR 6 1) 5%, Horh B A S 98T CADM-140 B i ELTSA SAS il o
[0036] Tl 9. ARFHIL 6 7%, HARELIT LK

[0037] (i) K4 & AR BH KA S D BRAE R e R I 2 AL L s

4



CON 102138072 A WO P 3/7

[0038]  (ii) HFHEMLEA K ML AR BIRE SRR, HOI MR Ja R s In 2 T i 1L
[0039]  (iii) W F o VeV IT IR S e AR

[0040]  (iv) H#hric Pt A\ Sz sk d bR s | NIl il i AR 1 1L s 9 HL

[0041]  (v) @ik 5% LSRG S ik g & AR id i & .

[0042] It 10. FH#HL CADM-140 HriR il MDAS &5 F 8L iy BEH T2 W B L& 19 T
[0043] R EHIA a1 3

[0044] AR A B AT LA v ffe e b S 00 000 R A B DI PR TG WL PR B2 L 98, HL 5 kA2
T e S A 1R 1 U ek ) 5 e et 1T v AU A 2

[0045] %% BH BEA% PRSI &8 2 FE 0 TP BT CADM-140 Hifk . X% T BAAHIE RP-1ILD [
C—ADM [¥) - B2 Wi R 67 B #4223 19, JF HLIA SR S i ot I TS i IRTR T 7 70
RN I HAA N2 UG R A B BLAE, HT CADM=140 HTARBH PEAE & 1) E RS B8
5 A3 BT AR PEDT R, 1 A o RE SR B B PR R RR 1R B, FF LA B T BH A AH OC RP-TLD
() C—ADM 1 & i AL EE o

[0046]  Pff I fiajids

[0047] L7 TR S e DI VAR S A PR ) S #8 (MDAS) HR [ 55 C-ADM JR 35 1f
V5 2 F) S SR 45 L RIS AR AL T #8 (MDAS) 25 [ I FH AR AN L 5 / B R A IE 554 5
HRIESGEAT. sofE #8 (MDAS) 5 BT i CADM-140 HLARBH 1t MIE #F 5 SOV, HE A 5 I1EH
et R I3 s 1

[o048] & 2 7R tH T MR S0 9 YT VE A A SAE b B R s R #8 (MDAS) A R A 56t
CADM—140 HTARPHME C-ADM 35 S FAth &5 45 21 2805 1) A8 3 DA R I 4 Bk R 1T v 2 (1)
RN &SR ZIF S A4k sT R #8 (MDAS) 2 1 R ARAMNE % / B R A SR IR IA
JEHEAT . 1ZEALER AN I fE REXT IR 0575 SR BT CADM=140 HTARBH T Yy C-ADM £ L
A HE A T I S

[0049] K3 7R T IPP-IB &5 K. 451 CADM-140 Hifk 55 1A MDAS [FESN S A 5 4t e
S ) COST 40 M B S SIS, 7= 2B ) 140—kDa 3 BivE M 5 L 26510 MDAS Hifk & MY .
[0050] &1 4 7 tH T T CADM—140 it A4 BH P i 3 AR L 5 A SR o) MR PR MLy 1 e e BV R &5 2R, 1%
&b R A B4 RIG-T. E2H MDA FIEEZH LGP-2 1 A HTIEAS RN . P CADM-140 HTiARH
PR B IS S E A MDAS [ B, 17 1EH B REXT R (NHC) IS 58 A Y.

[0051] K] 5 7~ T $Ht CADM-140 BT & BH P ) C-ADM £ 35 . Pt CADM-140 HTAABH 4 1) C-ADM
B PM/DM BB I B (SSc) B RAMELL BN (SLE) HRag. TLD SR e i {d i
X HE RIS ELISA 45 5L, 1% 45 B2 1 kR FH MDAS VE A iR I3 2 o A8 18 i /K P 2%
KR 1% ELISA RGN 7381 RN 40 MTRE 5 M43 i) 4 85 %6 1 100% .

[0052]  SEJ 7 ZEdihd

[0053] AR BH IR AR A2 HH T CADM-140 Hiikie = M U i (MDAB) , iX i A< & B N &
o MDA5 J& RIG-T KRB AR —Fh2RA, RIG-1 HKIKEAS HOREAR T BT R
MEGIE N . RIG-T SR8 A = IR & DexD/H &t el 45 3. B3 MDAS Z 4h, B
H1RIG-T A1 LPG-2 54 RIG-T FE S o X885 1 17 AU A 25 A 4R H AR, I R AT BE AT
NIRRT TPt CADM=140 ik 5 RIG-T S5k [ [ e MM . 5T CADM-140 Hit
14 5 MDAS R 554 WO T- PR IIH9 %, 3 LT CADM-140 HLARAR 55 H 5 TR G5 1038 45 15 1 )
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MDA [V o X HEPR Z2AE A HE LA € BT CADM-140 HifA & MDAS FIHTIA

[0054] A T %E5E BT CADM-140 Hifk, Ak B AN Zidl 15 HAH N 1R 8 B B i
TR E PR E . SR, AT RRAL 2 B I PURE [, IF H 2w 2 AR . XAk A
e H T B R D B TR - SR SOV SRR )

[0055]  1tAh, 1 C-ADM BLH, At LLIX J3iZ 500 15 HAh SR Y e L3, BRI DA C-ADM g L2 T O
H 7 AR EL /N o 52 S AR AE L REAR o

[0056] AR, A K W N%ETE T Bt CADM-140 HriAHe 5 U0 A MDAS . 521, 1R W AR i AL
(C-ADM) [ ELTSA 5 PRl PR 5 S5CE IR PR S 14 23391l 69 96 AT 99. 6% o BLARGT CADM-140
PUABIPERT C-ADM 8825 LA XE LA2 W sl 2 Wil B AR AR 2 INF ), (ELR A R WA H et TRkl 12
[0057]  FEAULEH A5, “ R PLAE 7 AL HERE AR 4 DM LA K DM RS 2 — i PR JC L 1k B2 JDL %
(C-ADM) , (EAELFEZ R LSS PMe DRI, AR 4R 06 T F T2 Wi AR 2 15 & AT DM B C-ADM
Bt 5 R R AR R A T e DM A A LR » G AR 2 D MR i B BRRE AR A 1) B 2 g B
Ml Gottron [K 2 LA HHE %L 20 5 &2 iyl s UL JE D0 AL/ BOUL A A0 o DMAE 5 a2 AR
i Bohan & Peter HJiZ2Wibn#E (Bohan A,Peter JB.Polymyositis and dermatomyositis.
N Engl J Med 1975 ;292 :344) K2 W), 4RI, C-ADM A3l &L Bohan & Peter [KIbrufE,
I HAAATTZWE, Brid C-ADM 5 3 o SR 30 H DM ) B2 407 5 4R A A R ZR I UL ) 1 15
flo AF 2002 4, Sontheimer 4 HiFr 73 2 FRE, LA JEHLIG g i) SR B JER A0 5 1% LR A
“C—ADM” (Il R TE L PE B L 22 ) 5 3 ELEF“ C-ADM A2 DM (I IE A [Sontheimer RD :Would
a new name hasten the acceptance of amyopathic dermatomyositis(dermatomyositis
sine myositis)as a distinctive subset within the idiopathic inflammatory
dermatomyopathies spectrum of clinical illness ? J Am Acad Dermatol 2002 ;
46 :626-36] . MR A K B2 W7 1) SE AR DM AL 5 3 /2 Bohan & Peter 2 I #E I B0 2
Sontheimer 43 EPrUER]FELE

[0058] A% & W 12 Wik /i) S A2 W 7 VAR H E Bt CADM-140 Hi A4 TR i MDAS 2 1 sl H v
BORAT BT CADM-140 Hidk ( LLR“H4t CADM-140 Fi AU Fr Be” A I e B o “ S i J vk
K)o IR SEQ 1D NO :4 s 9 MDAS 8 1) C- A 523 SRR P41 BL (SEQ 1D NO +2)
591 CADM-140 Fith & &, T LLHT CADM-140 Hr AR YU IR A7 A7 E T MDAS 85 H ) C— A i [X.
dee EYERFIZR AT, MDAS H B S e SR PR JIRmT BLUOA (R AR A X b R — A e A
FAFER BRI AR A N B A B A ) MDAS 85 [ B H s e ik . iR A 4 5 &
29 10 N RAZERAL G I HAF 024 5 B4y 8 NME IR . #1140, MDAS [y A7 v LU IS BA R 77
VERIAE A R e R R K CBAn—k 10 MK 5 [ A SEQ ID NO =2 7 i) MDASC— A
Uiy B N= AR S (67 % 1] 5 KR R 20 55 IR (90 5 N2 R 1R ) (B, 4 s 28 — 288 A4
RIEBR A K, AN 25 T A IR A IR, AR T — 250 = N2 SR A
FIK, S TN 28 A A2 EERR A A, . . ), SRE IR AN IR B 58T CADM-140
U SN o AR E SR AT I B 48 /N, T CADM-140 HTAA U ) MDAS B2 (4
PEIRPERR ) P BT DASART o B0 A S e SR I IR 5 T A 7 B A PR R U T . H 40 A4
B /D2 FETR L 30 e D UIE IR B 20 D ERF D2 BER VR 2 A b B4 10 DI
BRI o RNA fif JiE A FH MDAS ZRAd I o

6
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[0059] L% MDAS 5 SNP. A% BH A4 FH i MDAS 2 19 8 52 o e ok ] DA ELA AR AAT S8 Y £
SNP, SEQ ID NO :3 %7~ MDA5 HIHSEJF41) . SEQID NO :1 e /n&whd SEQ ID NO :2 i 7~ MDAS
By G- R v BE S 741 . R, B 5 SNP AH G KA 2 5 IR 741 / B2 17 41) 1)
MDA5 BY MDAS 1) 5547 5 PR B A 6 70 AR U B A5 1 “MDAS” Y5l 4

[0060] W] LAHEAS % B KT MDAS Bl iz IR I ISR A B A e (1, JF i i FE PR TR Rk A2, B
E ] DA AL A Rk A o R M, 2 g% S PR IR B A A0, HLERARIE ) 50 AN Bl EE 2D
LR EALIE R 30 Ak /D CE RN 20 ek EE/D DL RJCH R 5 & 10 MR IAERA
N, B R P A AE G el CREAHBGRAE G G ) 2B 1%k MDAS BYCH: G iz B e IR nT DL SRk
T AT, ] DL i i 40 e — 8 1) 2 5 Be 1 A R AC K, B e 8 ik ) A A 4 s IR
PEIK AR B B2 10 9w bD K1) DNA 2R R TRE R AR

[0061] T CADM-140 HiAA W] LLNAEATTAE 5t 1 3R4F , BT i A 4] G4~ 44 () I 98 IR I
PR VR L o LY I R IR O IR BT, FF HAE A St 9 I 2 R L 1)

[0062] AU BHH T2 W B LA B 70 &0 & MDAS & 1 sl e Rk Ik o i1l & ] A
A8 FH RN MDAS 2 (A L F0 95 JR K5 5T CADM-140 $tiR LR — BLiA R &Y .
IS 5 S 4 AL S R R bR Il BTN S R BR R AP, 9 AR R AR IR AR D BT
IgG PLik <1 B S AL VI (HRP) RS8R, 15 4 B — 1 FLBE 1156 | i 1k 1t 1% T A
POLEMRIEEAR I, W0 FITC ( iR 7¢Ot 3 ) M RITC ( i MR VY F AL FHE ) %
Jthrid, BUET HARA TS FIAR id o

[0063] o yge il s At FH T 4% BH 2 Wil i) S RS W v o Fn 58 00 2 1R S A1) 0, 6 g o
M (ETA) « ELISA\Ze 6z E (FIA) L2 R 65 5l 52 o 2 ENZE (1B) VR [ EPIZE
T Yt UL S BT 5

[0064]  A<Jx BHAS FH i) MDAS £ [ B S Bz IR MEIRAR e 45 & T AR - LSS AR 1) SE9) A0 46
B e b oA T E AR AR AL FLIE R 25 o ELTSA v 1 2L A4 S A9 A0 46 52 4 M 3 0 5 IO e 92
e %

[0065]  HR4R A & B IRE W SEL A 161 77 3%, AT 3RAT B AN PRI i 55 MDAS i 1 sl H: i Jm
P O ik L 3 3ot 4 3 R Ak 2% 7 SR RS T MDAS 8% L 40 9% 5 Ik 5 BT CADM-140 $Hi K 15T
JR - PiEE G BAA L.

[oo66] 54, A< K B2 W B LR K 77 A48 DL T 2R

[0067] (i) B2 & 1A KR B I KA ST BE R E R e R 2 M FLE 5

[oo68]  (ii) HHEMLLERA B WLR A RR M AE (MBI ) Wk, SR Ja 1 R (A
AN EY B (N

[0069]  (iii) W H JaPRRMEREMR ;

[0070]  (iv) #FHEEFRIC P hRIC SR IC N SR BRER 1 (11 TgG) s N 22 I i Pl ¥
TEMIAL s8R )5

[0071]  (v) HXTREECEL, &0l 5 N ez Bk g A 45 G 1bsid & (78 S 2k i B R br
WFRIETE LT, SEEEH IR E ) .

[0072]  FEARIEISEHETT S, AR BAR G T LLE A -

[0073] (i) HiJR, HALE MDAS &5 [ Bl o5 SR PRI (B i mT LA BH 25 10 v o A S 1 £ L
v, 3 HewT DO 3 SRk B, Brds B RS a5 30, 88 w5 A4 g B d&E (BSA) B 1

7
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MEEA) .

[0074]1  (ii) ML, HIGEH MR SIUR () Z R RN (B, i@ an PBS 2
W) s

[0075]1  (iii) X, H A FA W BTR (1) 550 CADM-140 HL A B &9 (Hl a1, 551
CADM-140 HUAL & HIFRIC P AN R E AP ) DAL

[0076]  (iv) Z:HEFEM, HAEHL CADM-140 Fik.

[0077]  “ANEHi CADM—140 H AR 1 2 HEORE i /60 FE 9 a1 755 {8 B %oy ML %0 . 948 1095 R T S A
HH o

[0078] 4y A Sz BR i ik FH i ALl FRIC T, P CADM-140 HifAw] LU LU R J7
ARSI, 1207 ARG N WY AR R IR I ) B A s 1,80, b N 5 DA K TR AR
PG &R (450nm :0D450) o

[0079] &k FH AR & BH (1912 Wik ) 2 DA K A i 30 A5 1 2 SR 5 LAl AROWE N &5 2R
AT LA, REAE 22 3 TN 2 BT CADM-140 Bk 19 F T8 2 A A2 15 =G DM (1 58 A
[RbRUE.

ST

[0080] N ICHAN A& BHIEAT T SE EAN HL R A

[0081]  SLJitifsl 1 :C-ADM F-HAL Wi /7 i7:

[0082] i@ it i FH 3% ik A A HeLa 4H il cDNA 3C J il £ 19 N ZAP Wit B 18 189 K i #F B
(XL1-Blue MRF) SRAE KA W REHRED. BREMEALE DHRA 4 20, i
5551 CADM=140 HT A BH P M35 SR L4y B PH T s e . 2R )5, BF9T T 3RS I FH M e e S bt
CADM-140 FT/ABH M C-ADM £ 19 10 AN LIS A 5 BT CADM-140 HUAR AN AT 14 AN i is
FEfL (24> C-ADM FE&L, 2 > PMAE S, R G MR L0 BT M AR s I 2 39 AR ) SR M B 08 4% 1 AV
b LR T AN IEH AR R B RE S ) IO . fER1I 9 D rale b, sul #8 ULmidis 54t
CADM—140 T ABH P M5 FE i & N, BRI 10 /N1 CADM-140 HLAABH 1 C-ADM MIE 5 17 9 4.
18 E1 A It BA ARG 5% / F R e iR IE LUG , il S DTiE 9t 7 C-ADM JR3%
(I TE SV PR B A RN . Tal #8 5 FTE Hi CADM-140 UK BH 1 I iE AL 5 R,
AN 1E 5 fd R R I S (B 1) o BRAk, sl #8 AN 4 4 4L 280 28 3 1M v [ 8
Pt CADM-140 FLARFHYE C-ADM BN (I 2) o BbAN, g T HE b5 #8 HIBRIE 751, RIS v
[0 B 7 DNA U1 F 5ok DNA. 450k DNA 2846 UL @ B IS P41 o B0 » X BT A e 41 1304 T
RIS 2, I HiZ 741 5 MDASC— it 7 41) 58 4 VG i o

[0083] ik [PP-IB J5¥Z, ¥ Pt CADM—140 HT A BH P if 75 15 2 18 MDAS 173 P 2076 5 41 e
S5 1K) COST Ah a4 E A i R o 9T T 140kDa (K 3RA5 IR S B UTIE W) 5 (L 2EHT MDA Hiik
RN 3Kk MDAS B, iZ A B UTiEY) 5 1L =E5T MDAS BRI (K 3) o Sbak, BF5E T3t
CADM—140 HUAARBH M 135 K2 1E 5 A B FE i3S S5 4E A PTR I RIG-T K% R1IG-1.MD5 Fl LGP-2
FEI AL A AF V. BT CADM-140 FTRkBHME B 1 M35 {0 5 E 41 MDAS B, 1y 1E
AR FER R IS AN 5 B4 MDAS N (B 4) . BLL E&5 BIE 2 E 3, 551 CADM-140 Fifk
FHRY BT 4 MDAS

[0084] 4, A % B A HH 404K [ 25 41 MDAS 15 Sk $iT 8 3k A 4% 96 FL AR UL % 57 B T it

8
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CN 102138072 A F 3l % 1/10 7T
[0001]
Frai
<110> KEIO UNIVERSITY
<120> MR KIS W™ dh
<130> P09-69
<150> JP 2008-223789
<151> 2008-9-1
160> 4
<170> PatentIn version 3.4
2100 1
<211> 1706
<212> DNA
213> A
<400> 1
gaagaacaca ttttaaaact atgtgccaat cttgatgcat ttactattaa aactgttaaa 60
gaaaaccttg atcaactgaa aaaccaaata caggagccat gcaagaagtt tgccattgca 120
gatgcaacca gagaagatcc atttaaagag aaacttctag aaataatgac aaggattcaa 180
acttattgtc aaatgagtcc aatgtcagat tttggaactc aaccctatga acaatgggcc 240
attcaaatgg aaaaaaaagC tgcaaaagaa ggaaatcgca aagaacgtgt ttgtgcagaa 300
catttgagga agtacaatga ggccctacaa attaatgaca caattcgaat gatagatgcg 360
tatactcatc ttgaaacttt ctataatgaa gagaaagata agaagtittgc agtcatagaa 420
gatgatagtg atgagggtgg tgatgatgag tattgtgatg gtgatgaaga tgaggatgat 480
ttaaagaaac ctitgaaact ggatgaaaca gatagatttic tcatgacttt attttttgaa 540
aacaataaaa tgttgaaaag gctggctgaa aacccagaat atgaaaatga aaagctgacc 600
aaattaagaa ataccataat ggagcaatat actaggactg aggaatcagc acgaggaata 660
atctttacaa aaacacgaca gagtgcatat gcgctttccc agtggattac tgaaaatgaa 720
aaatttgctg aagtaggagt caaagcccac catctgattg gagctggaca cagcagtgag 780
ttcaaaccca tgacacagaa tgaacaaaaa gaagtcatta gtaaatticg cactggaaaa 840
ataaatctgc ttatcgctac cacagtggca gaagaaggtc tggatattaa agaatgtaac 900
attgttatcc gttatggtct cgtcaccaat gaaatagcca tggtccagge ccgtggtega 960
gccagagetg atgagageac ctacgtccig gttgctcaca gtggttcagg agttatcgaa 1020
catgagacag ttaatgattt ccgagagaag atgatgtata aagctataca ttgtgttcaa 1080
aatatgaaac cagaggagta tgctcataag attttggaat tacagatgca aagtataatg 1140
gaaaagaaaa tgaaaaccaa gagaaatatt gccaagcatt acaagaataa cccatcacta 1200
[0002]
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ataactttcc
attgagaaaa
gaaaacaaag
aaatgtggcc
aaaataagga
tgggtagaat
gatgaggatt
tgattatgat
gttttactct
<210> 2

<211> 523
<212> PRT
213> A

<400> 2

Glu Glu His Ile Leu

|

Lys Thr

Pro Cys

35

Glu
50

Lys

Met Ser

65

Ile Gln

Val Cys

Val Lys Glu

Lys Lys Phe

Lys Leu Leu

Pro Met Ser

Met Glu Lys

Ala Glu His

tttgcaaaaa
tgcatcacgt
cactgcaaaa
aggcttggeg
attttgtagt
tacctatcac
agcacttgat
taatgtattc

gcaaaaaaaa

Ly
5

20

70

Ly
85

Le

Asn Leu

Ala Ile

Glu Ile

Asp Phe

ctgcagtgtg
caatatgacc
gaagtgtgcc
aacaatgatg
ggttttcaaa
atttcccaat
tgaagattct
attatgctac

aaaaaa

s Leu Cys

Asp

Ala

Gln

ctagecctgtt
ccagaattca
gactatcaaa
gtgcacaaag
aataattcaa
cttgactatt
tttaaaatac

agaactgaca

Asn Leu

10

Leu Lys

25

Ala

4

Met

55

Gly

s Ala Ala

u Arg Lys

Asp

Thr

Thr

Lys

Tyr

Ala Thr

Arg 1le

Gln Pro

75

Glu Gly

Asn Glu

ctggggaaga
aggaacttta
taaatggtga
gcttagattt
caaagaaaca
cagaatgctg
tatcagttaa

taagaatcaa

Asp Ala Phe

Ile
30

Asn Gln

Glu
45

Arg Asp

Gln Thr Tyr

Tyr Glu Gln

Asn Arg Lys

Ala Leu Gln

tatccatgta
cattgtaaga
aatcatctgc
geettgtete
atacaaaaag
tttatttagt
acatttaata

taaaatgatt

Thr
15

Ile

Gln Glu

Pro Phe

Cys Gln

Ala
80

Trp

Glu
95

Arg

Ile Asn

1260
1320
1380
1440
1500
1560
1620
1680
1706

100 105 110

Thr Glu

125

Thr Ile Arg Met His Leu Thr Phe Tyr

115

Ile Asp Ala
120

Asp Tyr

Ala Val Ile Glu

140

Glu
130

Asn Glu Lys Asp Lys Lys Phe Asp Asp Ser Asp

135
[0003]
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[0004]

Glu

145

Leu

Leu

Glu

Gln

Thr

225

Lys

His

Ile

Val

Tyr

305

Ala

Gly

Tyr

His

Lys
385

Gly

Lys

Phe

Tyr

Tyr

210

Arg

Phe

Ser

Ser

Ala

290

Gly

Arg

Val

Lys

Lys

370

Thr

Gly

Lys

Phe

Glu

195

Thr

Gln

Ala

Ser

Lys

275

Glu

Leu

Ala

Ile

Ala

355

Ile

Lys

Asp

Pro

Glu

180

Asn

Arg

Ser

Glu

Glu

260

Phe

Glu

Val

Asp

Glu

340

Ile

Leu

Arg

Asp

Leu

165

Asn

Glu

Thr

Ala

Val

245

Phe

Arg

Gly

Thr

Glu

325

His

His

Glu

Asn

Glu

150

Lys

Asn

Lys

Glu

Tyr

230

Gly

Lys

Thr

Leu

Asn

310

Ser

Glu

Cys

Leu

Ile
390

Tyr Cys Asp Gly Asp

Leu

Lys

Leu

Glu

215

Ala

Val

Pro

Gly

Asp

295

Glu

Thr

Thr

Val

Gln

375

Ala

Asp

Met

Thr

200

Ser

Leu

Lys

Met

Lys

280

Ile

Ile

Tyr

Val

Gln

360

Met

Lys

Glu

Leu

185

Lys

Ala

Ser

Ala

Thr

265

Ile

Lys

Ala

Val

Asn

345

Asn

Gln

His

12

155

Thr Asp
170

Lys Arg

Leu Arg

Arg Gly

Gln Trp

235

His His
250

Gln Asn

Asn Leu

Glu Cys

Met Val

315

Leu Val

330

Asp Phe

Met Lys

Ser Ile

Tyr Lys
395

Glu

Arg

Leu

Asn

Ile

220

Ile

Leu

Glu

Leu

Asn

300

Gln

Ala

Arg

Pro

Met

380

Asn

Asp

Phe

Ala

Thr

205

Ile

Thr

Ile

Gln

Ile

285

Ile

Ala

His

Glu

Glu

365

Glu

Asn

Glu

Leu

Glu

190

Ile

Phe

Glu

Gly

Lys

270

Ala

Val

Arg

Ser

Lys

350

Glu

Lys

Pro

Asp

Met

175

Asn

Met

Thr

Asn

Ala

255

Glu

Thr

Ile

Gly

Gly

335

Met

Tyr

Lys

Ser

Asp

160

Thr

Pro

Glu

Lys

Glu

240

Gly

Val

Thr

Arg

Arg

320

Ser

Met

Ala

Met

Leu
400



F

5 &

CN 102138072 A 4/10 TT
Ile Thr Phe Leu Cys Lys Asn Cys Ser Val Leu Ala Cys Ser Gly Glu
405 410 415
Asp Ile His Val Ile Glu Lys Met His His Val Asn Met Thr Pro Glu
420 425 430
Phe Lys Glu Leu Tyr Ile Val Arg Glu Asn Lys Ala Leu Gln Lys Lys
435 440 445
Cys Ala Asp Tyr Gln Ile Asn Gly Glu Ile Ile Cys Lys Cys Gly Gln
450 455 460
Ala Trp Gly Thr Met Met Val His Lys Gly Leu Asp Leu Pro Cys Leu
465 470 475 480
Lys Ile Arg Asn Phe Val Val Val Phe Lys Asn Asn Ser Thr Lys Lys
485 490 495
Gln Tyr Lys Lys Trp Val Glu Leu Pro Ile Thr Phe Pro Asn Leu Asp
500 505 510
Tyr Ser Glu Cys Cys Leu Phe Ser Asp Glu Asp
515 520
210> 3
211> 3434
<212> DNA
213> A
<400> 3
gceceegetge ccacctgece geetgeccac ctgeccaggt gegagtgecag ccccgegege 60
cggeetgaga gecetgtgga caacctegtc attgtcagge acagageggt agaccctget 120
tctctaagtg ggcageggac agcggeacge acatttcacc tgtecccgeag acaacagcac 180
catctgettg ggagaaccct ctceccttcic tgagaaagaa agatgtcgaa tgggtattce 240
acagacgaga atttccgcta tctcatctcg tgcttcaggg ccagggtgaa aatgtacatc 300
caggtggagc ctgtgetgga ctacctgacc tttctgeetg cagaggtgaa ggagcagatt 360
cagaggacag tcgccacctc cgggaacatg caggcagttg aactgetget gagcaccttg - 420
gagaagggag tctggcacct tggttggact cgggaattcg tggaggccct ccggagaacc 480
ggcagccete tggeegeecg ctacatgaac cctgagetca cggacttgee ctctccateg 540
tttgagaacg ctcatgatga atatctccaa ctgctgaacc tccttcagec cactctggtg 600
gacaagcttc tagttagaga cgtcttggat aagtgcatgg aggaggaact gttgacaatt 660

[0005]
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CN 102138072 A F 3 % 5/10 7
gaagacagaa accggattgc tgctgcagaa aacaatggaa atgaatcagg tgtaagagag 720
ctactaaaaa ggattgtgca gaaagaaaac tggttctctg catttctgaa tgttcttcgt 780
caaacaggaa acaatgaact tgtccaagag ttaacaggct ctgattgctc agaaagcaat 840
gcagagattg agaatttatc acaagttgat ggtcctcaag tggaagagca acttctttca 900
accacagttc agccaaatct ggagaaggag gtctggggca tggagaataa ctcatcagaa 960
tcatcttttg cagattcttc tgtagtttca gaatcagaca caagtttggc agaaggaagt 1020
gtcagctgcet tagatgaaag tcttggacat aacagcaaca tgggcagtga ttcaggcacc 1080
atgggaagtg attcagatga agagaatgtg gcagcaagag catccccgga gccagaactc 1140
cagctcagge cttaccaaat ggaagttgcc cagccagect tggaagggaa gaatatcatc 1200
atctgcctce ctacagggag tggaaaaacc agagtggetg tttacattge caaggatcac 1260
ttagacaaga agaaaaaagc atctgagcct ggaaaagtta tagttcttgt caataaggta 1320
ctgctagttg aacagctctt ccgcaaggag ticcaaccat ttttgaagaa atggtatcgt 1380
gttattggat taagtggtga tacccaactg aaaatatcat ttccagaagt tgtcaagtcc 1440
tgtgatatta ttatcagtac agctcaaatc cttgaaaact ccctcttaaa cttggaaaat 1500
ggagaagatg ctggtgttca attgtcagac ttttccctca ttatcattga tgaatgtcat 1560
cacaccaaca aagaagcagt gtataataac atcatgaggc attatttgat gcagaagttg 1620
aaaaacaata gactcaagaa agaaaacaaa ccagtgattc cccttcctca gatactggga 1680
ctaacagctt cacctggtgt tggaggggcc acgaagcaag ccaaagctga agaacacatt 1740
ttaaaactat gtgccaatct tgatgcattt actattaaaa ctgttaaaga aaacctigat 1800
caactgaaaa accaaataca ggagccatgc aagaagtttg ccattgcaga tgcaaccaga 1860
gaagatccat ttaaagagaa acttctagaa ataatgacaa ggattcaaac ttattgtcaa 1920
atgagtccaa tgtcagattt tggaactcaa ccctatgaac aatgggccat tcaaatggaa 1980
aaaaaagctg caaaagaagg aaatcgcaaa gaacgtgttt gtgcagaaca tttgaggaag 2040
tacaatgagg ccctacaaat taatgacaca attcgaatga tagatgcgta tactcatctt 2100
gaaactttct ataatgaaga gaaagataag aagtttgcag tcatagaaga tgatagtgat 2160
gagggtggtg atgatgagta ttgtgatggt gatgaagatg aggatgattt aaagaaacct 2220
ttgaaactgg atgaaacaga tagatttctc atgactttat tttttgaaaa caataaaatg 2280
ttgaaaaggc tggctgaaaa cccagaatat gaaaatgaaa agctgaccaa attaagaaat 2340
accataatgg agcaatatac taggactgag gaatcagcac gaggaataat ctttacaaaa 2400
acacgacaga gtgcatatgc gctttcccag tggattactg aaaatgaaaa atttgetgaa — 2460
gtaggagtca aagcccacca tctgattgga gctggacaca gecagtgagtt caaacccatg 2520

[0006]
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CN 102138072 A F 3l % 6/10 5
acacagaatg aacaaaaaga agtcattagt aaatttcgca ctggaaaaat aaatctgett 2580
atcgctacca cagtggcaga agaaggtctg gatattaaag aatgtaacat tgttatccgt 2640
tatggtctcg tcaccaatga aatagccatg gtccaggece gtggtcgage cagagetgat 2700
gagagcacct acgtcctggt tgctcacagt ggttcaggag ttatcgaaca tgagacagtt — 2760
aatgatttcc gagagaagat gatgtataaa gctatacatt gtgttcaaaa tatgaaacca 2820
gaggagtatg ctcataagat tttggaatta cagatgcaaa gtataatgga aaagaaaatg 2880
aaaaccaaga gaaatattgc caagcattac aagaataacc catcactaat aactttcctt 2940
tgcaaaaact gcagtgtget agectgttct ggggaagata tccatgtaat tgagaaaatg 3000
catcacgtca atatgacccc agaattcaag gaactttaca ttgtaagaga aaacaaagca 3060
ctgcaaaaga agtgtgccga ctatcaaata aatggtgaaa tcatctgcaa atgtggecag 3120
gcttggggaa caatgatggt gcacaaagge ttagatttge cttgtctcaa aataaggaat 3180
tttgtagtgg ttttcaaaaa taattcaaca aagaaacaat acaaaaagtg ggtagaatta 3240
cctatcacat ttcccaatct tgactattca gaatgctgtt tatttagtga tgaggattag 3300
cacttgattg aagattcttt taaaatacta tcagttaaac atttaatatg attatgatta 3360
atgtattcat tatgctacag aactgacata agaatcaata aaatgattgt tttactctge 3420
aaaaaaaaaa aaaa 3434
210> 4
<211> 1025
212> PRT
213> A
<400> 4
Met Ser Asn Gly Tyr Ser Thr Asp Glu Asn Phe Arg Tyr Leu Ile Ser
1 5 10 15
Cys Phe Arg Ala Arg Val Lys Met Tyr Ile Gln Val Glu Pro Val Leu

20 25 30
Asp Tyr Leu Thr Phe Leu Pro Ala Glu Val Lys Glu Gln Ile Gin Arg
35 40 45
Thr Val Ala Thr Ser Gly Asn Met Gln Ala Val Glu Leu Leu Leu Ser
50 55 60
Thr Leu Glu Lys Gly Val Trp His Leu Gly Trp Thr Arg Glu Phe Val
65 70 75 80
Glu Ala Leu Arg ggg Thr Gly Ser Pro ggu Ala Ala Arg Tyr ggt Asn

[0007]
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[0008]

Pro

Glu

Leu

Thr

145

Glu

Trp

Leu

Ile

Leu

225

Glu

Glu

Ser

Ser

Glu

305

Glu

Glu

Tyr

Leu

130

Ile

Ser

Phe

Val

Glu

210

Ser

Asn

Ser

Leu

Asp

290

Leu

Gly

Leu

Leu

115

Val

Glu

Gly

Ser

Gin

195

Asn

Thr

Asn

Asp

Gly

275

Ser

Gln

Lys

Thr

100

Gln

Arg

Asp

Val

Ala

180

Glu

Leu

Thr

Ser

Thr

260

His

Asp

Leu

Asn

Asp

Leu

Asp

Arg

Arg

165

Phe

Leu

Ser

Val

Ser

245

Ser

Asn

Glu

Arg

Ile
325

Leu

Leu

Val

Asn

150

Glu

Leu

Thr

Gln

Gln

230

Glu

Leu

Ser

Glu

Pro

310

Ile

Pro Ser Pro Ser

Asn

Leu

135

Arg

Leu

Asn

Gly

Val

215

Pro

Ser

Ala

Asn

Asn

295

Tyr

Ile

Leu

120

Asp

Ile

Leu

Val

Ser

200

Asp

Asn

Ser

Glu

Met

280

Val

Gln

Cys

105

Leu

Lys

Ala

Lys

Leu

185

Asp

Gly

Leu

Phe

Gly

265

Gly

Ala

Met

Leu

16

Gln

Cys

Ala

Arg

170

Arg

Cys

Pro

Glu

Ala

250

Ser

Ser

Ala

Glu

Pro
330

Phe

Pro

Met

Ala

155

Ile

Gln

Ser

Gln

Lys

235

Asp

Val

Asp

Arg

Val

315

Thr

Glu

Thr

Glu

140

Glu

Val

Thr

Glu

Val

220

Glu

Ser

Ser

Ser

Ala

300

Ala

Gly

Asn

Leu

125

Glu

Asn

Gln

Gly

Ser

205

Glu

Val

Ser

Cys

Gly

285

Ser

Gln

Ser

Ala

110

Val

Glu

Asn

Lys

Asn

190

Asn

Glu

Trp

Val

Leu

270

Thr

Pro

Pro

Gly

His

Asp

Leu

Gly

Glu

175

Asn

Ala

Gln

Gly

Val

255

Asp

Met

Glu

Ala

Lys
335

Asp

Lys

Leu

Asn

160

Asn

Glu

Glu

Leu

Met

240

Ser

Glu

Gly

Pro

Leu

320

Thr
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[0009]

Arg

Ala

Val

Tyr

385

Pro

Leu

Gln

Asn

Lys

465

Leu

Thr

Leu

Lys

Thr

545

Ile

Pro

Val Ala

Ser Glu
355

Glu Gln
370

Arg Val
Glu Val
Glu Asn
Leu Ser

435

Lys Glu
450

Leu Lys
Pro Gln
Lys Gln
Asp Ala

515

Asn Gln
530
Arg Glu

Gln Thr

Tyr Glu

Val

340

Pro

Leu

Ile

Val

Ser

420

Asp

Ala

Asn

Ile

Ala

500

Phe

Ile

Asp

Tyr

Gln
580

Tyr

Gly

Phe

Gly

Lys

405

Leu

Phe

Val

Asn

Leu

485

Lys

Thr

Gln

Pro

Cys

565

Trp

Ile

Lys

Arg

Leu

390

Ser

Leu

Ser

Tyr

Arg

470

Gly

Ala

Ile

Glu

Phe

550

Gln

Ala

Ala Lys Asp His

Val

Lys

375

Ser

Cys

Asn

Leu

Asn

455

Leu

Leu

Glu

Lys

Pro

535

Lys

Met

Ile

Ile

360

Glu

Gly

Asp

Leu

Ile

440

Asn

Lys

Thr

Glu

Thr

520

Cys

Glu

Ser

Gln

345

Val

Phe

Asp

Ile

Glu

425

Ile

Ile

Lys

Ala

His

505

Val

Lys

Lys

Pro

Met
585

17

Leu

Gln

Thr

Ile

410

Asn

Ile

Met

Glu

Ser

490

Ile

Lys

Lys

Leu

Met

570

Glu

Leu

Val

Pro

Gln

395

Ile

Gly

Asp

Arg

Asn

475

Pro

Leu

Glu

Phe

Leu

555

Ser

Lys

Asp

Asn

Phe

380

Leu

Ser

Glu

Glu

His

460

Lys

Gly

Lys

Asn

Ala

540

Glu

Asp

Lys

Lys

Lys

365

Leu

Lys

Thr

Asp

Cys

445

Tyr

Pro

Val

Leu

Leu

525

Ile

Ile

Phe

Ala

Lys

350

Val

Lys

Ile

Ala

Ala

430

His

Leu

Val

Gly

Cys

510

Asp

Ala

Met

Gly

Ala
590

Lys Lys

Leu Leu

Lys Trp

Ser Phe
400

Gln Ile
415

Gly Val

His Thr

Met Gln

Ile Pro
480

Gly Ala
495

Ala Asn

Gln Leu

Asp Ala

Thr Arg
560

Thr Gln
575

Lys Glu
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[0010]

Gly Asn Arg

Glu

His

625

Ile

Asp

Asp

Arg

Arg

705

Gly

Trp

His

Asn

Leu

785

Cys

Val

Ala

610

Leu

Glu

Glu

Arg

Leu

690

Asn

Ile

Ile

Leu

Glu

770

Leu

Asn

Gln

595

Leu
Glu
Asp
Asp
Phe
675
Ala
Thr
Ile
Thr
Ile
755
Gln
Ile

Ile

Ala

Lys

Gln

Thr

Asp

Glu

660

Leu

Glu

Ile

Phe

Glu

740

Gly

Lys

Ala

Val

Arg
820

Glu

Ile

Phe

Ser

645

Asp

Met

Asn

Met

Thr

725

Asn

Ala

Glu

Thr

Ile

805

Gly

Arg

Asn

Tyr

630

Asp

Asp

Thr

Pro

Glu

710

Lys

Glu

Gly

Val

Thr

790

Arg

Arg

Val

Asp

615

Asn

Glu

Leu

Leu

Glu

695

Gln

Thr

Lys

His

Ile

775

Val

Tyr

Ala

Cys Ala Glu

600

Thr

Glu

Gly

Lys

Phe

680

Tyr

Tyr

Arg

Phe

Ser

760

Ser

Ala

Gly

Arg

Ile

Glu

Gly

Lys

665

Phe

Glu

Thr

Gln

Ala

745
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Met

Ser

880

Tyr

Val

His
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