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1. —FZIREBIRIMER F %, BFF:
(1) RE—FBREHBELEH, SHIBEEMS KRS K
5 LK, ZEME KBS Lactadherin BRHEEH C1 F/E C2 EeE R
R—&a: UK
(2) EAARBEERZEHIIANRIMFEGRUSEES
RS

10 2. —~MERSIMEROEFEERES KN T, 5.
a) RU‘E—FREWRELEH, ERBESENTHRBENZE
Bk, ZEAMZ KA S Lactadherin BRESFH C1 F/8 C2 ThEEE MM
— o
b) WIZEMIIANRIMEFEEMBUF S EHRIME, DR
15 ) WERZEHMSMME, HPZMIBERLRRE - HHFHZHRE
KB SRS £ AR

3. BRUMER 1 B 2 MJ7%, H A% Lactadherin i 34 R
¥ H) Lactadherin EX H &84 .
20
4. BURIEESK 3 7%, 9 Lactadherin SRHE 2% B
(1)  AHB Lactadherin 8% i ) Lactadherin,
(2> ABURET Lactadherin KB, HAFEH C1 M/ C2 I
e, AR
25 (3) 5 (1 & 2) FRZHMAFTED 50%—REHE—H
% K.

5. BURIESK | 7%, £ Lactadherin K E /554 & SEQ ID
NO:7. 8, 10 HEEFH C1 F/8 C2 hEE LM K B .
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6. BUFIENR 1 B, HF Lactadherin FIE EBRF5|HE S SEQID
NO:7. 8 8% 10 i C1/C2 ThEe 4 3.

7. FIER 5 K F ¥, HF Lactadherin K& EBF5 8 S SEQID
NO:7 # 69-255. 229-387 BL 69-387 (U B EBRE, sHFAE SEQ ID
NO:10 HJ 111-266. 109-266. 271-426. 111-426 B 109-426 U EEE

R

8. MAEXR 1 B 2 WHE, HPZXEMEKEE Del-l.
Neuropilin-1. £5EEF 5 BURERE F 8 # C1 F/8L C2 ThEELE .

9. WRBMAERPE—HMGTE, EFREBELEHNEEFNT
REFF, LGRS A0 B Bk & 25 K20 0 B 3 B S 14 7= 25 40 B 1 P9 R Y
o

10. TRARFMBERFE—TWTE, KPP AEREMEEEMS
BRE) EF. TSR A RS I E R AL .

11. WBARFERPE—HHTE, EPZEHATE. 4RE
F. Bk RE RERED. iRk, BOIETFEERIRSF
bk

12. AR ERFE—HE T, HFLHHREA R L IREH
RSB EMBITINIZISME=ER LT .

13. AIBRRRERF AT E, HFZEIME=E 4R
.

14. AIEKR 1 8% 2 B9, HPEIMEFFEARRREM, DX
HH Lactadherin & [ Lactadherin B{H &% C1 FI/8K C2 ThEE S MR &R
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15. —FFfiiE. KERBIEFEMIMEEM B IRRTE, ZHERE:

o REF—NMELH, ERV—MERESIK, REHRER
B R 2 Bk ;

® RKE-NBREGSHIIANRIMETERE, FXERESKE
FasME T HIRIE

o EF—MEMMITRENEREZK, HEERE-I BRESE
H, ERBEEMLREEIZEENELESIK,

¢ KEZANBELSHTIAKIMETEH RN B E L RER
SMEPRIRE; UK

o EFESIBHEEMLMERMFERRENRES K.

16. —Fhil & ThREB L IRAMER 71, B

a) RE—FHRENBEEN, ERBTEEMUZHRBENS
ik, EEABAKIEA (1) Lactadherin BRE&H C1 /2R C2 ThEe &
HE—FMa (2) BERFEKX 15 HHFEEEREMSIK;

b) KEEMSIANRIMEEEGRUSEEEEINRNRE EHHE X
KR ThEE LB AME, LR

c) WEM/ERAk T Reb SR A .

17. ~MAEFREEENERLKOBIMEHTE, BHER

BB ER 15 BFE—FEAE K,
RUE—FRETECMUSHKBEHNEEHNERL KR BELS

iz EHERSME E AR RIE, UK
MAZAE 5 40 i P A 7= R B R AMA

18. —FAEFRIA GPCR REEFHEDL—IEREHRH M2 K
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MAMERI T %, R ERTE.

o WYE—FREGEH, REMRBT 5EFEBREHEA/HE
EAFER 15 BT IR 2 B AL £ BBl & B9 GPCR BRHE 4

® RKIABEGWERISGTEHARTRIE, UK

® %KX GPCR EREH #7r BVE 16 40 Ba o A 7= 71 4 B MR Sk

19. —FrIhRELETRESMA, HBRFER 16 B 18 PAE—TKT
ER% .

20. —M IR EIIRSME, HF ZMBIMERIAELR GPCR BH
— &R 5r.

21. —MAEY, HEFNFIEKR 19 8 20 KThEeLEIMEL KX
o] 25 F BB TE I B 4K

22. —FEFSZREENRENETE, 85

(a) RE—FHRENBELEH, ERBEENEZHBEEHZ
ZIRBH—MRA, ZEMEKER (1) Lactadherin HHEEFH C1 H
/B C2 HEEEMEK —H oM (2) BEIRAER 15 WHELEENE
e $

(b) RREHMIINKIEFEARUFEERRAERZS
FR R AL B B A FR AN

(c) WERZEAMIMEFRK ZMIMERE —HoHEHBIFEA
KHMEIAIPF UL E S ZERBRAMTGE; DR

() MR R RTEF=E 4 M.

23, —MEREREINZANZKTE, B

(a) RY—TFRENBEGH, ERESEMLIKEE K E
B, ZEMBILEE (1) Lactadherin BiHE & H C1 F/B C2 ThEe s
B —8aM (2) EENFER 1SHTELECMEM LK,
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(b) WREGMIIANEIME=EHRUFEERET 2R ZHNE

K E 4 M5k
() WEZEHAMSIMEIK ZBIMERI - EHF N ZZ

BXTHRTF .
24. MHMER 23 K5, EPHERME. RERMEDHRE.

25. —MEEBRESEH, RYZEHRBTSENZHRBESKE
HIZRK, ZEMEZIKEE (1) Lactadherin BRH&H C1 F/8X C2 The
SR — AR (2) BERFER 15 WFELE e EMN K.

26. BUFIER 25 FI1EEW, K e £ iKRE MART1/MelanA.
CD81 B{ CD40L S E EHFEHE WK F K.

27. FIER 25 Bk 26 MG BEEH, KPENSHRARER.
HMEET. A ZE. 2EXREL. HiCEhk. BIETEERH
— ¥ T

28, —FBRABEELEH, HPZEHWEE T M SEQ ID NO:22-27,
32 /133 PHEBEHESHREHABRE C-IRSNEERBRENFE.

29. —FEE, HEENAER 28 KKERELEH.
30. —MEAAR, HEFWFER 28 HBRASBIESH.

3. —MEHNEEZMNEEARNEAEBENTE, 8.

(a) RE—FREBELEH, ERBEEUSHBENZS
Bk, ZEALZERIEE (1) Lactadherin RHE&H C1 M/ C2 ThEEEH
I —# oM (2) BERFEK 1S HHFEEENEMEIK;

(b) HBZEEMIANBIMFEARUFEERRTERZS

6
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Bk B 40 B S 1
(c) # (b) FREHARMESERELEYEM, FEZE

‘WSS ZHIME LR RBRE SRS .

32. —MBHEREIZANRTE, B

(a) RE—FMRENBELEH, ERBEBMNSTHBE N X
R, ZEMEBHEE (1) Lactadherin BRESH C1 /5 C2 ThEe 4
MR — M (2) EIRFER 15 WATELEBREME I

(b) KREMIIANRMMFEAGRUFEEECNNRE L
BiZPLUR M EH K SME,

(¢) WEZEHLAMME, HEEERREEREZZANEN
P SR 4 B 2 1 4 i

(d) WZEHBIMEE BT R RRABRKE S,
0 E 2% B Ak R SR 4 B 7 A B B AR A S B i R R

33. —MAEFRGNTE , 85

o Rt—FEIKESF, BEEEMAE T Lactadherin HEEH CI
/K C2 THEe GBI — 4 HIPLER ;

o KR ENSTE5EFMEBMLERIK CERIMEFRRE
ERERNEEREREM, UFEEEENNRE LERZPRENIIR
AT 2R

o HXMIIReibie RBRATIEARKNEIYUFETLE S
ZHER P,

34, —FRHRBEIZANRNTE, BF:

o RE—FHKEST, EEEMAET Lactadherin HEEF C1
/8% C2 ThRE G Ay —F A PR

o RIIMENTEEFHERLERKAXECERIIMMEFTRAE
ERRERM e REREM, UEEEENNERED L2EZTRNIIEE
WhE R EHE; UK
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® FEFFTE Lactadherin KIS T, WixThRe{LiR R 5K 5 &
AN BB SR M B kA, DR

o Rz KR FORE AL, Wl ixEME M RR
4= E R R AMAE S B AR I R .

35, —MRNEKZIAZANENFE, BF:

o RE—FHKEDT, EBEMET Lactadherin HHEEFH CI
F/ER C2 ThEELE B — 4 B s

o BMIARKESFEEAHMEBMLERIEECERIMFRRE

10 RN ERERER, UFEEEINRE LEB ZIENTIE

WHe TR DK

® 7EfF7E Lactadherin KB T, M ZIhRe{LAE BRI —&
FES B ZZ RN R P

15 36. —MAFTIRLERERN TR, GF:
o RUTEHEBEBRLEARIACERIMEPRAFLENREERNY
FE B, ZBEEHEE —EWUH Lactadherin, X A& Lactadherin 5§
HEF Cl M/E C2 REEHEBN—S, H—NMRMEEMEEZRR
&
20 o HIEREEERZRNMEKEZEAMELERANLEYEM
A=At R R B, BIR
o (Lik4ifkiZThEELEE REH.

37. MANEK 36 M, Hfe R E AR R,
25
38. —f 4= &F Lactadherin AH—H oW LRI B E, EHE
i
a) RPE—FRIGZEKKBESEH,
b) BZEMIINEIMEEARUFEEERRER2RZE KA
30 ThRe b B A4k
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c) (BB T LA, B R
d) MixzhEeft Rk ep B/ i iz S IR & .

39. MAERK 38 5¥E, KA TES Lactadherin, BERHHED
Lactadherin B BEEEMII AR GEFEARUTEELRTDEH
Lactadherin KIZhEEALARSMA, EEWEN/BRAN XTI BILHSME, B
B A Th B2 4k i 14 v [B] O F /B 448 Lactadherin.

40. MAIER 38 ik, B

a) RU—MBEELEH, EFBEBMNERBEHNZERK, &
frZ k& B (1) Lactadherin B &H C1 F/EL C2 THEEL K — &R
G BER (2) BERFIER 15 HAFZREEN Mk XbhBizE
FRBE—NEF USRS R A B E MBI L

b) BEEHWIIARIMEEEARUFEEERREAERES KM
Ih Be 4k B S 44k

c) fRIEWCE /R A % T BRI RSN E

d) FA—FiEE g R R LB R R SME, DR

e) EF/ERAHIZEBIK.

41. —FRPEREIZHANBZHTE, EBESERZEAN R
—MEESENEZRBENZHENBEEH, ZEMEKER (D
Lactadherin (3 &F Cl1 f/5K C2 DR LM —8 4 UK (2) &
A ER 15 W EEEREMEZI.

42, —MEZANEPEE4TRERNRENRERNTE, %
FEAEAZZRNREN —MREBEEML KEE N ZTRNRE
Gitly, ZEMBIRIEE (1) Lactadherin BREEH C1 F/Ek C2 ThaE s
I —R UK (2) BERFER 15 FHFELEERNEME K.

43, NFEXR 41 8% 42 MHE, HPZRELEHEBEEN DNA

9
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B RNA, URHFZBEEHURZENRRAETEEIAENSS.

44, MFEXR 41 5 42 KWHE, CEBEZANEEHRE
Lactadberin Bl 5B 0+ FHIBIE S, FTid#BI 4 F5 Lactadherin (X
EF ClA/EH C2 e EmME—Ho e .

45. MAMEKR 42 Wk, HPZREsEHURENEARER

46. AEXk 44 M55, P ZEyosFRER.

47. WRAEXK 44 {154, KPP ZEBoTRAKEMZIK.

48. WFIEK 42 5%, H 5 Lactadherin FIEEMFF A4S SEQ
ID NO:7 H 69-225.229-387 B, 69-387 47 i) & B 2 5k SEQ ID NO:10

B 111-266 109-266. 271-426. 111-426 BX 109-426 {f FIE EBRE.

49. BFEK 46 F15 8, K EF R LR KRE F, Flan GM-CSF
A1 IL-2 5% CD40L.

50. BAEK 47 M5, KFEMEZHMERRBERERN Fe A,
51 RFIEK 41 R 2 758, HFBESHURENEXSH.
52. MAIER 41 R 2 W75, HFBRESHURNKNERSH.
53. BUAER 41 R 42 ik, HYBEGHESEFARSE.

54, —MEZANEEA LN ERERENLE RN
%, GHABEREGEGRRANEES&F 5 ML KBS K% RKN &

10
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Sk, ZEMBIKEB (1) Lactadherin BLE & C1 F/8 C2 ThE
B —8a:; UR (2) BEEBRFER ISHIELENEMEL K.

55. —MAEY, EEF—MEBSEMEZKEENNENRE
M, ZEMEBIREE (1) Lactadherin i HAH C1 M/ C2 ThEes
MR — 84 PRk (2) @R ESR 15 WAL EMNEIL,
MEH () ~MEBECNERBENEERES FHRESW,
ZEMZIKEE (1) Lactadherin BRHEEH C1 /8K C2 RS HERK
—8a: MR (2) BENFEX 15 HFEEENEMESK, & (b)
— 4% 15 Lactadherin BB & 4.

56. MFIEK ss A&, &F:

(a) —MREEEVZRBENTRRENBESEH, ZEME
Jk#%E B (1) Lactadherin ERE &% C1 /B C2 THELE MR — &4
UK (2) EERRFER 1SHHTZEEEHENEIK, DX

(b) —FMEESEVZRBENEBZRNBEEH, %E
frZfikiE B (1) Lactadherin ERHEH C1 /8 C2 ThREL MM —3
gy PR (2) BESRER 15 WFBEEREMEIK, ZHBEIk
R4 MEF, W GM-CSF 8 IL-2 5 CD40L, B

(c) —MEESEMNEZHBENEERELN Fc FRIES
ZE¥), ZEMEZIEEE (1) Lactadherin BiE A& C1 FI/8L C2 ThiE 4
MR —&0: U (2) BEMRFIESR 15 WA ZEEEREMES K,
19

(d) —F4RHS Lactadherin RJR4E S .

11
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ATHEAEREKIMETENLEY

BAR T

FRUBERATRERERBATHITEERRENEEYNS
. FRARY REETEFRIENBERENREEHMELHA K.
FRAEY RXHR BRI UREFRARGTE. =ERAY
GERMETTE. UAREMEESEREMNNESRABENTE. R
TR, FRAFEHRBREBRIFEK lactadherin BRE 4 A FEK
BETEFERREALIK. ARATUATER. TR, BT BB
11

BFREAR

RAGERETRAGHER EERAGZERNESHREE
MABHI WA ARIREF (4). EFESHALRLBRNABT UL
WHSME, BlmMECREM. B HMEHE. HEABRMNERAR. &
FIREFEHREAMGERBEFTARRUNEOFMEERS (5, 6). B
NBEEHEFSEREEBNAZERTNERD, RERIIMEESIE
AHARERNNAE-AREAZIEBTREER. FXL, AXREMHE
PURBI KRS R A (DC) 4r AR M sk 44, W] CAZE {5 FE G e 4 e
BRMEEPSIEFIMBERN (7, 8). £7=. 4RI BT E
RERABENCEATRITIBEANIMATIREZFRHFER, Ak
W099/03499. WO00/44389 F1 W097/05900 1, ZEEIAHS %,

ZRI MNP LB EEMBTHER, BBEMmRIMERRS UK
TEMMERERFINERN. EX—FH, EFERTEREELHER
TEARMMRSIME, EXETHARBEAEONRANERNEM, XL
EARSMEEHRARBHELAESR (W000/28001).

12
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AR
FRAREATEFEARMERFT TE. ERALELFERS
FEHEREEREZRETIE. FRWULCHRFHNEETTURETEE
TWEAHR, TRTECREEARSIME. ZEXATEY RIXFERID)
RECIR B DL R =PRI T ¥R P A B0 S B R B J5 v LA R A%
HeffEamEesamBer k.

ERXPARETFTEINFIRIL, Bl Lactadherin 75 £ 7= M M & B 40
it RE, HFEEXEHMF, KI Lactadherin JLFH—Hh 5 oM&
Hx (B 1. X ERRMER A E A ENIERR Lactadherin
txR4E, MEZERY% Lactadherin I ST E R fsMEF=E A RSB T
F14MIR Lactadherin EH R4 (H 2). BRI, ﬁﬁ%ﬂ% Lactadherin
K C1/C2 4548k 1 A4S MG # 4, Lactadherin B9 TE 40 L 52 i 3 B2
T (B 2). XEBERIBEZIMTHF Lactadherin B C1/C2 EWHEBEEH
ERr RN A THRIMERTE R BT, X Lactadherin §J C1/C2 &
MERNERRET EMNIAXERALNFRE. BRNAAZXIHUARE
JUANFPEBR TR, BARRGAES Lactadherin B SRS Feok
E$ﬂﬁﬁﬁ%@%%?i%m§,FEWAEﬁmemmm&R¥
FRE—HEET/IRANEROKIIMES (B 3). i, EERAR
RZEREK /DB EHA Lactadherin LS R EIMED ZI (H 3).

BRI d, ZB—AEBF 5| Lactadherin K42 # C1 0
/5 C2 &R E TSN YT U FEFERBREEA M TR
HERREME.

ERBEEAFARERRENEMSRREROFE, KT
FHRHSERREARTEMRIMERERIMERRE, XERE
FETUATEFEEANER, BIESHERAFNFEDE. &
FRAMENENER, PesERATEs, BANEARMRE
T-HENIE, ERANERAESE THER. EREENE,

13
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MSMETE BN ABERNEAENIEENRAERNTER, ATHE
HNEEARIMMPRENTENTE. A, BFEYEENKRE
BHWAHTEFEELRME, BNEEHERETFREIITHER.
Lactadherin XM RSN EALE Ik LI REMEIMEF EFEMERERIEE S 1B
RETHWAE, DX ELEk, B Lactadherin & 5.,

Fit, XA —NERETHRSREMLTRIMER T E, B

a) RE—FMHRENBEGEH, CREMETELSKNFTRES
FX, ZEALZIKEE T Lactadherin I EH C1 /3 C2 ThEEL
H—&as UK

b) FEAAEE AR RS TN S = A 40 f UL A E 4 B 4t
1%

ER\KA—NTERNRBRERSIMETEREERESKNGE, &
&

a) REE—FRENBRELH, ERBELE T Lactadherin BRHEA
F C1 /8 C2 TR G5 Mk K 3B 43 1 BT ik 25 K

b) KZEWTIANRSMEFE MR U EEAIME; DR

c) WRKEAMSIME HPZMSIMERRT EHREHZRE
R 1% R AL R 2 Ak .

FRAR S BRI & RRIMER TR, B

a) RE—FHEHBEEH, ERE—FBS T Lactadherin B
HEH C1 F/EL C2 ThRe 4 Mgy & 20 B £ Ak

b) RHxEWIIARME=EH R U LT RRULRIRRSME, EE
IRE ER&B %L, UK

c) WrERA/ERA %Iy REAL ML SR A

EXRHAKF—TERHRESEH Lactadherin BRE—H 7KL ik
M5, HTERRE:

14
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a) RYt—FREZZIRNBIEEH;

b) KB AL G M5 A RS AT A 4 g LA AR T e B Ak
EEMNKRE EEBZE K,

c) WEM/BRS I R RESME, UK

d) MizZheEH M Sk P EIECRI/BR G4 % % BRERE A B

ZREAK S - ERNRER LR ER &R TR SME DL R &
FRXHNTIRURSIMERN TN REARBENAST .

FRALY RBEKBELEH, ERET —NMENZHK, ZZK
5—A~%% Lactadherin 7 C1 fI/E C2 EMEBRHNEMB IR TEHEE
MA—MEMLHKEE. BRNZRTURFI MK, AREF. KA.
Zih, REREA. FIEEHK. B, ETEERE S XHEMK
AEFIEEH FHBM SEQ ID NO:22-27, 32 BL 33 FEFEMN LK
HHEBRKRT CKif s MNEEBRBREMNFHF K.

FR\LCEHET TELRNBRERESHNRE, UREFHRE
BEGHREIRBENELAR.

ERATRET L EHMBEREIMERMZ KT EE, UR&=ER
ik EE e MBI EER (FlwsME) ERREERNTE. KEE
B—RRE—NEKFF BINRAFENEOWHRE. ARETF.
k. ZHRAEREAHNTEHNRFSTFI)) BEE—IMEMSIK
HIFS) ETOARET, B EME R 2 Lactadherin B A C1 F/8 C2
ThEE M EE 4y, RIEN CL/ C2 THEELE IR

Hik, ZRAMF—ITEET—FHE. ERREFRIMEE
B RRBI T, T EEE:

o RUF—IREGH, ERB\B—MRESK, RIENREN
BEL A,

15
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o RBE—NBELHIIAKSIFEAR, HFURRESLKE
RSME P IR IK

o EFE-NEMRMITRENERESIK, URBEEZ RME
1, ERBEERFRRZERE N ZEFNSIK;

o REZANBELGMIIAMIMETERRH ARG L IREMR
SMEFRIRIE; R

o EFSIEBRIIFRZEERIMEFERRENZIK.

RMNNERET, FRHERKNTE, WUEE. EEM/EEH#
AANEERIERIIEPRENFEREEBMAFINEARS K. X
EERTEEERIIMEFREMKG RS T EMB I LEEBEHRS. X
BERMURNEREAMNEN, FATURRERXENERNEITEK
H—#2, —BRASHELRBEBEXHHT Y. IEEARFHNESTH
REBRESMET, BARRGNBERES. A ETURHETES
HRENBENEML K, BRATRERESHEIE.

RENELRSIMGTRTHSHANGITHE, BESFIE,
FEERE R MET RN SME. HURSEEURSCERIEUEER
H-EAMEEERNENYD.

FZRATTEANMATESRNERER. FXLE, XU
ATHaTFEMEEIMEZSINIERER T, FIMEARREFENE
WEEFRENENAME. LRSS 8 B i R id BT
FMAFRAKERNE R XHEMERBEEAEHBERETE (&
ERF) BEBRLERN/BRAEHNRARBETERIMEFHIER, UE
RTFBRE S THERELNEE .

s, ZEHTTHTHRIZTEMEEHKE Lactadherin RE—F 2
ANIBENSYTF. £X—AL, ZRARBTHEERES, CEETH
2 Eh4, ENfE{T Lactadherin 5—AN4F % GE) B4,

16
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B B . B

B 1: Lactadherin | f 4k 24,

B 2: #PMFER) Lactadherin 3| flSMMEHI E AL

& 3: Lactadherin FIIEBEEREEMARRTH.

Bl 4: 5 Lactadherin Bi&MAEYIEERN IL-2 EREIMES HEE
MRIL.

5: B4 A Lactadherin F14tifk .

B 6: HBLEF DNA B APC FIXX 3 K.

B 7. EAMEEBELZIKERIMEPHIRE. ERIMEREWL
ARAARBEDFRAEELN MelanA/MART1 (4 A). CD40L
(¢4 B) #1 CD81 (4 C).

B 8: ZERSMEFEABKETOANRE,

B 9: ZEF & Lactadherin R BEAMa 5 BB/ BB L& 4 W 31
Lactadherin $i4% .

RAFR

FRAAFEFEHRIMOFTERINA . ERERE, &
RPEEH—FEME IR, Bl Lactadherin BRIEFS;, REFHERERXR
REABRRENZHRRE L LM BT, ZRATUATFE
K. BIR. RIT. TRETEUS B9

A%RBEEBETFEIMT Lactadherin BT EINRIHER. B4R,
& & B B/~ Lactadherin ZEJESMEETFEMHRIE, FWUATFEXFERN
BHPEEHREZK.

W EHEEHK, AXBARMTERM T EAN EBHEME) &
BERBTIE. THEBARMERTEUREFSRRNTE, ZETE
FRT —ANREH®RESHKNREEFRNBEEH. REZHREETE
Lactadherin S K I BE &M BB &FI B L RK.
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Lactadherin

Lactadherin 22— M HEELBREALP B LEENER. EERIITH
Bgr, EFHITENERNRETES /LA EMKETEBMESE & . Lactadherin 78
H N XWEEREEKETFH (EGF-like) K1, HT&HEESE
HEAFRIANBER-HER-RLER (R-G-D) FIERF. &E
/8T Lactadherin SayB, Mayps BEEAKNLSE. Lactadherin K
CAR¥WEF I Cl/C2 &, & 5T Lactadherin 5 FiT BT ERH
HEEH. LHEETHEARIRENREEAEFARXK CrC2 &
¥k, Lactadherin B C1/C2 £MBHELERBHM N FEE B SHHAE
B4 ERIERMRE (2L 1 3 3). 2L KR Lactadherin HH
FEREIYNRRERTENRIECHNERT. EX—FE,
WO000/30667 ¥ & T {1 Lactadherin 2% 34K H1 R B2 B M 2R A
HREESANBRBERN. US5455031 AFF T KHEAHKA Lactadherin

HISERE .«

AKXBE BHFARINT Lactadherin WIFH KW EA A HEHE, B
Lactadherin ZE i SMM& it FEHERIXER B L KBIGEST .

EARRERETXH, RiE “EFEM” R[4 MFRILH Lactadherin
(HEZIK) LFE—HHRERSIMENRE, RETUNERESF
BRAREDEM Lactadherin HERHENARK ZREF . ERABL
ETESMBEE T Lactadherin EERAERSIMEKRE, HATHATE
FEHFEETH Lactadherin &5 R 2 FHRIRIMEE R RER.

EFRAMETXF, RMEELRE “HF” 2 TFHORME (B
B BENATHEEENNREEEANZRT THEE. 27T UE
BERESE, BULUEEEREAR (MERNANES). — &
R, ZXAAFEERNROARHBERS T, HEEENSIER
ZEll.

18
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EHITE R F T LUEA R FARIREZEIRR Lactadherine —fEK
Y, % FEHE AWK Lactadherin BLH #4. W F.3)4 Lactadherin
BREFIWMA. BREBIY. KR 4. BA5H Lactadherine HILLER]
Lactadherin £ A B BRI 3% # Lactadherin BRH F BRI RN E M4 .

FEXFHE, FARBPUNEER:

(1)  AH® Lactadherin 5% [ #J Lactadherin,

(2)  ABBK Lactadherin B, HFE&FH Cl M/ C2 Ihee
gHgiR, BAREN CUC2 ThEEEMIR, B

(3) 5 () KR Q) FHESHKRAEFTED 50%—HEHRA—%
eS8

A K Lactadherin #1 & EBF 7 #R 7 SEQ ID NO:7 (KER)
8 (ERR) . HEKEERSTHE T2 5 5 SEQ ID NO:5 M 6 X
%. KM Lactadherin FIEEBFF#R7E SEQ ID NO:10 . HAZ
1. Stubbs Z(PNAS 87(21), 1990, 8417), L& Genbank &35 M38337.

EARBEHH —IBEEHEIEF, BEEREE —W
Lactadherin, HXEEBFEF|E4 T SEQ ID NO:7. 8. 10 HHEEF C2
hEEE MBI R B .

EARBHA —IBEIHIRY, BEZEEREF M
Lactadherin, XEEMFFIE4 T SEQ ID NO:7. 8. 10 HHEH C1
ThRE &R B, .

ER—ANMEELHAET, EEHEEH —F Lactadherin, HE
E#MFF|A4 T SEQIDNO:7. 8. 10 # C1/C2 ThRe &M 3.

A Lactadherin ] C2 &#38, 4% SEQ ID NO:7 # 229 #)| 387 i &

19
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EERE. A Lactadherin i C1 £ &7F SEQ ID NO:7 H 69 F] 225
MEEBRBRE. A—MREME TP, KELEMWHRE SEQ ID NO:7 #
Z=/b 229 3 387 7Bk 69 B 225 MEERBRE. EH—MEERIXHE
HEF, EEWEHIBT SEQIDNO:7 MEZ 69 F| 387 i EER.

B, Lactadherin fJ C2 #3145 SEQ ID NO:10 KJ 271 F| 426 iz
EEMBRE. R Lactadherin i C1 &M EHF SEQ ID NO:10 K 111
7 266 MIEERBE. E—NREME T, RKELHHIT SEQ ID
NO:10 BIZE /b 271 B 426 {188 111 B 266 M EEBRRE. £ — M
EHEHEHRT, BE4%HWRE SEQ ID NO:10 KIE/> 111 3] 426 v
HFER. EEMAREHTETRD, RELMWHID SEQ ID NO:10 H
Z/> 109 B 426 L EER .

kR, BASSTURSE ER (1) & (2) PHERAEFER
> 50%—FEME RS, F—HEUERER SRR
B, i@ ENREF, %N CLUSTAL k. EEMREMER
T, BUEHKSE (1) & (2) PHEHREFTED 60%, HEED 70%
B —k. XHEEH Lactadherin 24k (RIVBENY) NARBEHLIkE
MBI M SMEFEIRE S . XA YRR BLRIESE, 0 7R SEHEA P IR I
M, FlmBELFE—MREER, B8RSR EESREENZRE,
BN REERERMEEARTRE, REHRERICERERS
EREHELE. MER Lactadherin &5 IR (1) 5 (2) FHZ
FREHZED 5% FA—M. THRHRFAEGEEERREK. A, XX
/s

RN AR EENYNE AN TFTEERESE Cl/C2 51
BHEHRREAREAE. BERIE, XHENIDRERENR 6T
¥ Del-1. Neuropilin-1. BERETF 5 MBELET 8 SiHFH C1 7/
2 C2 DhRB & f K A B

20



02816094. 0

wooW P ZE10/481T

10

15

20

25

30

SEAL % BR B 57 3%

FR\EAFTHMUAE, BER/RLIBHARLEERNEM
ZRK. Bk, 2RAERTAUREEMNERMMPHRENE
TR EZRBIRIZIHFNBRFRIBIRMESIK. ZRERH,
EHRAPRBEENZREHFEA—ERRTERREMSIK, THA
FEXEERPRARENEZ KA DA TH =48 H X E 1
REK. RERBALEERE, —RERIMFARENSHRTUELIESR
DNA BEARHEFARXREX ZF,

REME—7E B S 4 7 4 R LR B SMade R B B B0 Lactadherin
HNERAREEOEMERSIMET, EERIMEFERRARTTE
MSMEPEERNER, X TFRAEEREMIMIIMEFREHLRELE
MEREE. FXARETEECNEAIMEEENTE. ATHARX
—, RIEEKMELM MelanA/MART1. CD40L 1 CD81, Z#H
RIEXEEE) THRNERARGERIMPBRIERL. XELER
MG 6 iR, MelanA/MART1 B—FM B XMRABES,
BRIEEREREABMORIMEPHEEA. BRAXHERBRERRT
HsMER 2K R EREEEE APC MBS (9). BITWEIERH
MelanA/MART1 HE3L FRRE MelanA/MART1 [ 8 i & 44 B B 144
M—NEEMS. CDAL R—HMEENRERNREFN, BEINNE
MERRAETUERMMEPRNE . 52K, CD81 B—ME 4
FIBSMERI S, EMCAEAERE B ARKMAIMETESR. RINM
BTRES5—/ 7-B5E %1k CCR7 Bi& 1 MelanA/MART1 B CD81
BEEH, X MelanA/MART1-CCR7 & EA /L5 —HERIME
hRE, MEMEK CCR7T REHARRE LAME]. MHELZT, A%
W, RE CD81 HSMERMARKE, CD81 5 CCRI KKkE4EH
AEEEFATRAZMNED (LEHES 6). BRI TERBFLE
ARKBSMEEMZ IR, HAFECHNEERIRNZIK, ATRIE.
EENBBRIIENZEEMBIMIMEF.
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Eik, AZBKS—HEETHE. LEREFMIMEEMS I
WT¥E, EAERRE:

o REUFE—NBELH, ERH/—MEESK, MENREHN
B RR 2 ik s

o KE—ABRELSHIANRIGFELR, FUARESKE
BN B RIE 5

o H(E—NEMRNGHIRENEEZK, URHEZE- EE
g, CRBS5EE ML KA FTREE R % K

o KB ANBRELHIIANRIMEFEH N RBEZRER
SMEFRIRE; UK

o EESIBHEMERAERIMPERRENSIHK.

RINMERER, FALRNTE, TUER., EFMN/RIE
ARMEHERSERMIRENERECUFSNERHS K. X
BEREEERSPRENER MG FEMIXLERNES. X
LT R MBEEEAMEN, FETUAEIHENERNEREL
H—#45a, —BASHELOREREHWRNES . XEGHFHNES
FHAERRZBREIIMET, FHRZBMBERER.

ERERELT, SUSHRERESH —IMEEEHE. RECM
SHEFEETUREEASHERENBEREHENERD, Sl0ZE,
EiE%. XENEMESIKPRES TR MelanA/MART1. CD40L.
CD81 BHE—#4. ENEHRTUTHEMBRERD, HNUNELE
HEEFEL—ANBEEHEKIRDT .

ATREEMERNER, AHEELLESTEEEK, g
% FR3E TR B B £ BRI R B S A B B IR BRI SME R . B
MR EM ZRE R EE BN EEK, flnZE. BEARIE K
S. ZEREEEINRY, BACAFBERBERENEETH
HNREBENT, GIMBELNBREMBNZE (Fim G ERRK
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2488 “GPCR”) HIENALE K.

ik e % RS £ IRE R SMET R RIAT LR $E 2 Fr e R
TR, XERRAFTERENEIRARF. £ TMUEXET
£, BRELSHSIARIMEF LA, AXHEMEHRFH &R
Shik, RENBEZRIMEFRENSIK. TUERAZHEARNER
%, BEEAEMEEELSRNERERE. £ ERLES
i, AR EMESREME S KRPIIANFIEFIIHHG
R ERIE .

EH B A SERRT, BT LUK 3 A 50 B0 40 U E 72 R AL & Bk B LU
BT, B CIRE NR. BARNTRRETHEMDRKRERE.
Bkskit, HE e REBRAEMLSRNERARI) =B EN
LIKAERBARRE (HTERRETNS). A—FE, X FREE
KRG, TUALTUHRRARRELHERBRNOXE, UAKE
LT BRIFFBABIRIMEEST .

MEREHATFORRE, BETUREEY, T lEL—HE
BT, MSMER=ER R LR ZEHARRENRHE.

A, FRAMBETURTHR, EUUERERNEREAMEE
BEMRE. EX— AL, RFETUAFEREFERRNE S
B & A T I e RS HWIE.

AFEAFEFBUEN B S RS R EFUMERIMETR
BHIEES T

EX—FE, ARATEREF LS RIEEE KBRS KA RS
HH T, A EEE:
o i bpTiRMEE—F e SRk,
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o RYE—FMEETESBMEREEHIEERNBERS KK BRIELS
,

o RiIZBELHEMMTEARPRE, UK

o NZEMAMRT LMo BEIMME,

FRPBYE R EFRIE GPCR BHEH ED— IR S 58
SHIMSMERI T, ETIEERE:

o REt—TMBELEH, REWRILT ESHFERS WK/
b B i 3% %€ B € A & ARl & B9 GPCR ERE# 7

o RKiIZBELEWENRIMTEARPRIE, HE

® iZFIE GPCR B R4 KBt 40 ML oh £ 7= A0 20 B B S

KR\ RFEELH GPCR SHE—H KM sHE.

A REEW K EE M Melan/MART1. CD40L F1 CD80 iE#H)
ENEHRURBENZHKIBMELK. EEREBAT, HEMLBK
EH—ABREEHER. ZRALY REMREEEIFEHNBE S KK L%
HBRFY . RARE, XHERSHUEAMES T SEQ ID NO:32 Al 33
R4,

B ) % ik
AREWHTE (W) BAMREECEREWFTEM. BFER

BEER (Flmdit) EMEEk, SImiRE. 4RET. K. 26,
AEREA. HOSK BlaFieEe, NRAREEENE). B,
BMTEES, RE—HS. KR, ARATUEEMENSK—
BEHR, PIMEMRFENEREREFERNEIK. b, FRBET
Fi F R Bt 7E B S 4 o RaB B e AL JLAN AN R 9 4m F8 1 [ 25 B B 2 3B A%
g1, U—py RECREXEAZEST.

MBS IKEBFRAUERE, SlUmFERERE. RERENRED T

24
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B, FWERENREMESFRE MAGE. BAGE. RiFIRMHBHIE. &
EEZ, XERENEERFFIASEH, FTLETEAEARE
HERRER. ARPTEEMNREENFENRECETHENIE

EZ s PR (AR

ETHWESHKRNH FEEKRERT (IL-2. IL-4. IL-13). BFF
HF (TNF. INF. GM-CSF. G-CSF %), . BREHFNT. BE. &

FERF.

B—FAUMMENSKRREFTEL—MEESHE, BRER
GPCR BEHMH/KZHh. BXL L, XRPEREALFEREMS K E
EEErE TN ER T M MEIA. GPCR ABEFHREAFEN
SHRAE (BB EERBTERRREK) . EFFRAES#HTHL. AK
. f&¥%. GPCR BI—/AREKHIFREIW CCR7, REXEKHMA
DMEREZH—EFEH.

HEMSENFFRABEREOME B, SimbeERELH Fe
FrBt. XK Fo RBYEERMREPREN, TUKRIMESRA
RIBXLE Fe FRMZHMAR, AImRREBHAM. XHFH Fo AR
FRE, PEREBREIERENREEERE, MENTHEBIAR
EBAM, 5 EMIORE B RIERKIIRA, T XLEHFRE
AX 5K

ARABAHBHES TREBWTHEORSK. TULHIIRERK
WMEARSSMERERE EESEENRELNEAAERERE—
B, BEXHENEOREIGENAR. Fit, WTREATURRE
EHRORFEES, RRETHEDBENRNBEEENT LT RERSE
MARKRE. £X—FH, FREN—MEENBENERRETHE
ARZIZANEFTHTE, BF:

(a) REE—FREMBELEH, BHRIGE Lactadherin REETH
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C1 F/Ek C2 THER LMl i BRER A A LT A FF I 7 ik B 6 8 ) — Fh 2
fr &R EKZER;

(b) W ZEMIINRSIMEF=ERR, UERXRESEHT XK
EEANELRIME;

(¢) WEZELARIME, FHRBIMEREIMOEN B ZHA

H.

Ak, BAERRBEARTERST FHEMBEE Lactadherin BLH I)
fEmy b, AEETET BIESRKLEMHIMNSF. ZE. B
¥, FEIR%E.

FEwprietie, ARAMAEFELF A Lactadberin BRHETNBEE
MY EMTIHEHY FEEARRREERIIMED, UEMRFHELN
AEEEMAIMBERITRE. —AMRENFHFEEIR.
Lactadherin. EALZ Bk (BlI0 Fe FEB) F/skifesw (Fland A+
A GM-CSF %) dE#E K.

BE
4 K % BREAL & YT LUE T R BAL S Rl E R % .

SHTFREME, FEBENSHNREERRRTUEBREE
Lactadherin BRI LRKM L. THBERMABXESHREREL. &
X— b, SEHEBIERR S Lactadherin B L4 UL R 5 AL % BRI N-
WA C-EARAEIIEEN. W, SHEREILZ AT UERES,

AT DL o 38 kA 2 K B ek R YD ) R X3 BT 43 R A X 6] RS X 3K
BIETREMA. VBN A. BEEHNERSE. it RENBELEHE
AUEE /AN ESFI URR TRRERRE 2 B RHt
REEMRMARM . —RY, KEEEAE Lactadherin KI5 7
F3l. R, AT UBARER N RFS, 32w R A Lactadherin
fEa. o, BREERETUEHE —Mrid UMETFAwsin, 5
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W—A myc F5id. — N ERAERIFILE.

ST ERE, TUNHIRLKE Lactadherin FFFIRITHE
R, UEHRHHR—MFEREEER, PlufnE. 8. R
EUXBR—-ANTEENSK. BRIEANFTF. E—MUEERT
%, Lactadherin £ #4%F5 7 SEQID NO:7 HIZE /> 1 3 230 fu K &R,
H C1 g5 (60 B 225 A ER) BEE T BB MIMERZERF, 230
MRLRERREMAT EHES THITHETRMEERERE. Kk
MY RS SH ZATUESELBIFRTERET (2R
G. T Hermanson(1996) £#)% &+ R, San Diego £ 22 i i#t, 785 F).
EFERMREEREERANEET BB T 0T LAH &8 X £ BSR4
&), WEER. AP ENALSYRTE. BRREeTERIABRRE
M B RALEK £ RS Y E LB B AMA R T i BT R AT BRI
EETREAEEMITRK (EHE5/AK G. T Hermanson(1996)). #rHJ
ENENEREEREELHEI, FTRSBHREEF“WENE
K TS FIIR T AR N AP REA .

B, B RIMERIEENE (Bl fgRd) WUEE~EERE
F2£ B Lactadherin £ #40 SEQ ID NO:7 KIfEsME (FRRE), REH
EMNERELZENEYRTRERHE. B4, THREAFD LY
Lactadherin A B BT BLSE 1%, 485 0\ Bl Sl B4 B S 44 BR AR i 44

2P

Bk

ARPEXRBETEE LRMBREBESHHBEUR ST D LA
RUBRSBELEHRBENEAAR. BETURFR . BEE. &
£, A\THEAS. NG TRERR, FlnRe\EmLkaREH
Rk, #3IR pUC. pcDNA. pBR SMTARRR . HERMEEENM
FREATE, FIMEHREHEERRE. BRE. AAV. TFRFER
EERE. NEANEETUhEWERARBEEEFHAZEEN
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EHABIHARHIATHRE. £X—pL, MEEHRESERRBEEI
AR R . FXL, MENEAETIAREFAIVAKR. E
MATURRENARRBLNARR. WG TFRBRT LRI,
Mg, Fam. REEREFUREMNNEHARRITEEAR. &
MEHHIA AR LRI HIAIDER. ZEHREEH
WA, WK, BHREARN T #HEHREERH .

4 X

Fid &b 44 7= A= 40 B BD 35 4 77 A2 7= 0 43 4 e PR 42 R ) R BV ) 48
MEAEIZSIYENARE, KPHEREEEBFEHRAEE TR
EFREMEFTER (4). XEZHERRENARDLRARB S W
FashE, Bl RIRAME. B WEHMR. HEAR. T MEHARAME
RAM. £7=. il s kR 7 2204 A RSB T8R0T B KEE N
MATIRELFFER, HlWWE W099/03499 . WO00/44389 FI
W097/05900 &, EWFIASF. &K% IME ™4 40 Mo 2 T
IYMEAK. WIANY T HEABRAEIASIYRRAER, —&K
ABRBAREN. EX—FH, HEMALERKELRRORA K
(W094/28113) . % SR MER A L (W099/03499). L4,
AT EFETUE, £ B W EHRENRIMEF AT RERRBH,
EAF=E R RIMEES B M TheeM S+, Bl Hiidr=4m MHC
I K5F. Wi, ELRY B @IRATERKRIMERS S 6 B IEHEM R
R4, IRABFEIHNI—IEERFA (100,

MR U S EREFREPEFRMER, §w RPMI. DMEM
%, BERTUEEATEENEESEST, PR, 7. AT, 8
.

TWLEREMERNTERBEEM (BEE) SIARSMESE
M, FlmELIRE DNA KA. HETFERNTSHNER. BReUN
BHER. KN FHER. RENMIOEE. WERLZEARLE.
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HELE. EX—HH, NZERIAEENELEUREHEXKRE
#ZE, AUAFREEREHNARARMUELR L. AXENAR
P2 AE B AT DL R AU B B R g R/ SR gk, Bl
L BIT%. RIEREEAREZE W000/44389 F1 US09/780748 HHiikR,

EHIIASE.

FRAEEN D RUKBIMETURFE>HE. ATEER
R BUIE APy TE 1 AN /R AR O 1 i TR DL R S A AT 3 58 0 £ BB IS
%

DLERF &
E—IMRENERTRT, FRAPREA LRNELEIMEE
PR AT RREEREA .

FRAR—MEBREZERBHNREREELARNIE LHERS SZRIB
B HEE, ERAFENRERES VIR~ ETIE, EXFHELR
TP ESTAKTERRERRE . BEKE, N B MEHEFAEE
MMSMEEH MHC II R4F, WUREIERTE. i, FARE
GURKBERTERAT UHESE. FEXE, TRERRT EREHNS
BHERERREM 4, #HTUEA R — R DRER AN T ES B s
f& (US09/780748). Ak, ATUEHRHMTERINEHEIE, H—&
W UEDLTF 12 MPRHZH. IRHFERE, TUPTAEESHES,
AHFRANFESEHAREATAE. ERAFENEEPRERE, B
GZERNNANTR, TTUBBRFHIRNORRER, BBE~EAF
BEERIIT BRI . A, ZAREFAEERROESEFREE
BESTF (BIWHE) PERAERE. IENEEETUSEARESH
e, EdEmHEMREHIRAFTR THRENE”. ZRBAHFT—
WREZ KA UL AMEF AR R, BMG T#HATRAKMIM
BREEWm (FEELSE BE.
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HHARATE RF=EEEST ERRTERTE, XTEEHEH
FRERET ZEHRBE—NRAKTIEAIRIMEREIEARKIEHI
4, RENERADWRER AR E DR, EHEEES
FEF=4r X _LiR K5 Lactadherin @& TR TS, HESEMF K
Rl & HES R AR TUE.

A RBESREFESIRESHRENTE, S5,

(a) RE|E—FHREHBIEEH, BEHIBE Lactadherin FH A
#H Cl F/BL C2 ThER & MBEFE 5 B & B X L IR —Fh R AL 5

(b) BZEWSIARIEEARUEERRET LEEZ
% FRERR AL B9 E 4 B S

(c) WEZEHAKIIMEFREZBEIMERE—BoETEEA
RIS P UFEELEE T REMRBRABTE; UK

(d) MMEEASIYRET ARG~ EH .

FRWEY REEZEH M GPCR £ENHBRITTE, B

() RE—FRENBELENH, ERBE MK EHZ
BRI —FFRAL;

(b) HKiELEWIINRIMEFERRUF=EERLRE LREX
R AR ER ALK B M SME

(c) WEHEHRIMEHFR ZHISIMEERE T EHBFEA
HKEWAI Y U LSS T R ARRUNTAE: UR

()  MZmE ISR RT BRI L4 .

NATURSREMNETURETEREN. ARRKYR, SF /)
M. . RESY. . ¥, &, SREEFSREHRAENE
VETT BLZE BN Vaitukaitis 2 1971 SRR K. B BRE, LR (FE
ZRAFHEARIE) TUETBRASER (BERATEEN,
Bl ERENR) KIERTEN, F—RETET. BEA. FRAK
MEAESNERAEEZZY. TUHRTEFESH. KELBESR,
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S EGRERERRIMLE.

EERTEFAN S ETUES N Harlow % (Fifk: LREF
i, CSH Hiff4t, 1988) =X Kohler & (Nature 256(1975) 495) HJ3CHER
hRH, FEHIINBE, FHEXE, JEFEERFEARE (EFxKY
R EARIME) RESY, BEERWBSMEEER, REEKE
MARNEHEEARES. BRNRTE-EEARENAE, FHALUE
17 PR B R 4 B R A TE R i LA #E

E—MEEMEHTRS, RIMEF=EERE BHELAR.

ER—NMEEREHEART, BIMEF=EH KA/ Lactadherin
F/BREMEHREE SHEAEENNEASIYHBENYMH. EXLE, &
XREBIARZE T, BSMEF Lactadherin R EE RBEREME, FENHGEE
& EREE N EE KPR

E—MERLHEAFRY, RSMEF=E4 A R A M, Lactadherin
B B Lactadherin B{E &7 C1 fI/8 C2 BSR4 84k,
ANEHBEASYE PR, HERRAKREARRDR, FlIWRALK
ER. EAMBHERT, MREAFELDR, RFFZEAFELRT
&

Kk, BA (ERRM) WEERFS LIRS 2 DK
Lactadherin f1 C1 Fl/8k C2 4&#H, ¥R IMKEFFIERITHERN S
FEYEHEREEE —ANEBRRERGET. RBREEONANERE
P —ANEERSMERDRERERES, HEERNARERLRER
HEARSGE, REEIEREEREELCANELARNE
(US09/780748). HAEHEEARIME LMFEFEAR CU/C2 £l
BB ENEEIL Western EIESHREIL. REHHREREED
BB AMAE S B RN /N R A A E. kR, REREE
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HAFFEHREEANEAFIIPHIRMAARERE ED BRSNS
B PRI R ES IR 8 A BT R R E 28 PAGESE . IR
BEARMNBZERES TS, WEEHEE -/ MHREELD, T
HEKEBAHRRFFIE Lactadherin FFFIKT BH C1/C2 4HBRE .
gk, WA LMERRIA SR B AR RY R Lactadherin C1/C2 45 Hy iR
AR EERENELRME. XEFHEUTERFTHTRERTFIIKN
BREEH, BB RTRNAESMNATAENKREEONERLHN
ik

Ewm EERHE, AFEEFERFRYE, TURATEEMH AR
YR A BT R RRRA, EFEFETER. AHEAER
REFRRNTE.

B o B B A A 1 1 T 48 A A B

AR BT T A B 0 R T AT S M A B B SN
BT LB —A (B BAKE £ S EIEN S B (2
SMEMBETE, W EFR.

FREM—ANMRRE, EELHRSMELEYFEERS T LUARRE
HIRRKRE, XREGERIMREBEBENTHEYEE, RAER
Wi ERBRRAENT R, XFREBRRE N AFENEBEST
RyERE, HEILSE T RAMERE . B, FERUERFERIME
LEREYEHSASNTE, BCEEARSMERNASRT R
ZHNEL MEANTEREIENEORBERN.

AUFEANEYEEEAN - FREBERMR-2 (IL-2), K
B—FEBETARMNERET, AEBENREETT R T 4K
bt B 40 BB SRR . X S B S E BV 5 e R LR R B R
BSME LT BB SR E . EXMEFRLT, IEXEARIMEL
() IL-2 BEEYFENTIREES T REER —F L2 KBHERE.
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F—ANEDEEEERNFI TR CD40 Bk (CDAOL), BiESH
BfES, MXE DC Bat M ERENRENAERNFAEER. #E
TS ESMBETNERNHMERIIE LTURERIMERREER. FEXF
BT, WllZE DC LFEREMFERNIIREI TS ARIELES
fush4E £ B CD4OL BH EWiEm .

HEeWFFEBEREHMEETF (IL-4. IL-13). B3 KEF (TNF.
IFN. GM-CSF. G-CSF%). . BEHT. BX. BEH%E.

HERRENG FREGRERIMEMRSIHEEAR, NikH
ERMRRABEEEANZIR. IRNELZRBENNEERER
K Fo FrBt. XHH Fo A BRAEMRIMERTRIERN, W LUHE TR
HRERNEEREMAR. XHK Fo FERMRESHE (EiELEEA
FRERMTTF) IREMES, REFFRTHESBAR. FHE
SR G % R SMAERTIRA], FIn T XEFEMT G K.

ATEFXFERIRUPRME, EYEEEANESKERES
cDNA FF3F IR & ERD e BRI FFIH LW ER T IE, RS 3M
BREFIIERRENS TEDEERTES — M EBREEGET. €
fir 2 BT LA3E B 33k B A28 Lactadherin FE5 K C1 FI/8% C2 % HiaR
HEMWY, U REFRALEAATFRFESTEEEHEMERK, #
i MART1/MelanA BE B, iSRS & B K FUR 4 # 3 3] — M st
hEERBERT, ENBERANARER/ILRERREARSIME. RE
BEEBEEEREROALEARNME. EEREELRIMELER
FEERARERSERERE (WRTLUAFB)D /S ZRTEE
id Western EQEHTREIL . R/EHATTHEES T LUESE 5 %€ AL % kR
EHEONEYEEBIRE. EFTLLRRLRIMEEA S E
EAFECHHASIVZEANR, RFIRARZANR. GHTLUX
BERARMER, PlmETESEES, MEkA. AR, BE
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K. FERN. ET%.

fit F B 40 M Ah 4 2 KBRS B DC

B T B EARAMESE KA BT R RS, R DL A AT X
fash Mk EREMPUR AR R RN . 0 E BT 6 2818505 R
WEVRENEMBIKEK cDNA MEREFS. REATUERAESA
STk B B P AR B E RSP R4 Bk P DC. &K PURIIXE] DC
FEMTEEFRANEERRE. ki, EIHREREMELE DC
K ERIERRE, SERRBIFBRHMI, 33 1EM I RKRM
R . ik, RESKPMERMEYHRNERRSMETT L
A BT st S S NS R TR H .

EEANS A EHER—FBHERZIAZTANENTIE, B
-

(a) RYFE—FMENBELH, BRIEEET Lactadherin B
HAH Cl1F/mk C2 e &M — 84 B iR ;

(b) KZEHIINKEMEEARU=EECIINRE L
FZNE R EHRIME;

(¢) WEZELARIMME, FRZBIMERE TS B Z%
ZRANEF .

EREHERA—TEHHE—FHRBARBRREIZEANENTE, 8
.

(a) HE—FMBREPNBRIELEN, ERBEMET Lactadherin 3L
HE&H C1F/ C2 TR —8 4 B Z PR

(b) KZEWSIARIMMEFELGRUFEECNNRE L
BiZE W ESHKSME,

(c) WEZEARNME, FRRBAERIRZAT RN
SR MR, LR

(d) HZEMIHHRRABSEE —FoEHIZZANER
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WEOCRA B — “¥4” BRIEWLLEIHEEMEK DC #ES,
REWMRTE, W LEN -2, THEKKNREUEH—PESH
HER. Wi, RE “Ho” ERARETENERTLUREA, AR
Hh AT AR B AR R BAVE S, B A B X AR RO SOR 4 L A IR R LY
B SME .

PSOR G BB H &4 7T A LR s RS, FlandEd #ERk e .
KA. BEA. BEA. LAA%E, flnE W099/03499 F ik
B, TEHEIRSHE.

EmEmEBHE, EREMNZHETRTS, RIMFEARTUS
HEMRESRESHEMN, XEREBRELHEHRIET 5 Lactadherin L
HE&F C1 f/m C2 BREHNEN—BomENEE (MK oF,
MOFEEERRE L HERTHREN XS FRELRME. 20T
AULRAER . EALBEK. Lactadherin %. EAKGFABERERER
B Fc FrBt. CD40 Fefk. AME FM GM-CSF. %154 ml LAtk
BEE—ANBEFRENLNFTFHERES, EMNTURNBELERS
Ffg 1k 7= A 4 Pl e ik

Theedk & A is R B )

WA, EwEEREE, FRATUEEHERL—ELH, &
BERAKBER (FlnfsME) RERM B, FlmiERE. BRIEE
FANELGFRETZHEMN TR, BIRMARARBEREFE &4
FHAANTER. XHERAEERAEGYRE, SHEMNST T,
BENGYHF. BO. ZRERIEN. FHik, BRETUEXEN
M. EERES, FRRETLRNBREST FHDTT (BIIMEBHK,
PR M TE) BMUBERE, FERANETEARXFHIIMEL
EH.
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— R, BRANSEBRIBLEBRR L TERIMETRRE
He%, UK T3 Lactadherin & £ Bk H 24 .

RTFX—&, AREBR—FEFRENTE , G5

o BH—FHAST, BASMAT Lactadherin REAH Cl
R/ C2 RS MR — 30 4 LR

o BEBENTEEEREBLEBRRETERIMEFRRE
ERIEK I R IR B, L EE TN RE LR SRR
WY TP

o AXFMIAMIERERREEALNBADY U ELE S
BB L.

FREABF—PMERE—HRARREZIZANEZNTE, &
#:

o RYt—MKEST, BEEEMET Lactadherin HHEEF Cl
FO/8L C2 ThRE G BB — A AR

o KIMENTEEFARMERLEARRNEEERIIMMPRRT
ERRERNEREREM, UFEEBMNMERD LER IR
WhE R BEWE; BLK

® 7FE7F7E Lactadherin FJI1EHRM T, Bk ZIhRE{Lis mBEEL 5K
HiZZ AN R KW ROR G faiEad: MUKk

o RiIZEMTHINRRABIARBIESN B ZZRANR.

FRERHFS—NMERR—FBAERZIAZTRANENTE,
7

o Rft—FKENT, BEEEMET Lactadherin BLHEFH Cl
/B C2 B S MR — B2 RIHLR

o KRGS TFESEEREBLERIICERIMETRARE
R fEEMEREREM, UFAEENNREO LERSRENTIE
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WHE R, Uk
® 7EFFYE Lactadherin MG T # % Th AL fE R MR — 4
EH B ZZ AN ST .

ERBARER—FHEFLBRITHEEIE R TIF Lactadherin [
HEY .

JERBEWANIE A IRk, R LUERERBBEARER, ER
EERT, NHERLERIRNEERIMEPRAREFTRERETE
£. HETUREMEILEY, B, BB, BR. S5, &
JE%. MENSTALUEFELE (ARERZRE) BRI EREKE
Lactadherin BJHUIR, W EETIB.

ER—ANEHFRD, FRABR—ME~RUERERNT
%, B

o RUSFHAHMEHMLERIKEERIMEFRARETERIEERN
FER B, B H —/NEMWHE] Lactadherin, HH3E Lactadherin 5
HEF Cl F/sk C2 MEeEmE—&4, H—PMREELFEFZERRR
E

o KBZEERBEILL R RN ML EERELERNLES D ERM
PAP=EThRe LRI iR R 2B, BAR

o (EMEALKThERILHIRITRE.

i EATR, &K Lactadherin M ARZEH — S EF ¥ HRERRE
# K Lactadherin F—# 4, FMEZET KN SH ZEH. XHE—F
¥E4L B9 Lactadherin 7] A&7, #1i0 SEQ ID NO:7 # 1-230 (i EE K.
Bh4h, ¥EHE Lactadherin B LUEE 4L 25 ¥E7E Lactadherin B)— ¥ 0
E—ERZEANRE. RERRERHE. HFHZEN Lactadherin
BRI T AR MAMEER A BB B R R . XTRX—R, &
—MEERLHT RS, FREB KR —213 ERKIEN Lactadherin
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WEERE. EF—XSHEARF, FREBRFEFWLELRBRNEWL
Lactadherin HJAEBU{k. X RMIMEABE B s BT Ll EETid &
. WEYTUREMAENSF, Pl B, FBE. B, £
. MaT. Y (BImEZ). BES. WA, WEAR, BRE
WA LA &M EZIKTh e, BlamRAdE. B A4 /347 A/
Lactadherin. BB F1H FEFEEH S5 Lactadherin B E C1 /8L C2 I
RREHBRBENEMERNERER, ZZHMMARE. BNZHK ()
e EREARK Fo FBR) MR (Bl CD40 BELtk. AEF. GM-
CSF %) g,

F K1 DNA g HEM |
ERPWTTHFEANEEHIT DNA REFREEHEMH, AL

HAFRRBH®REHIRES TRBEEH.

BN EFE A DNA % B HR 7T PP A 4R i Bk Hi 44 B N 0 40 4
BRM. SEREFERMEVHENCAS KBS REK DNA
MkaFFlm EFrRslE. RAEREIEHEEANRFE. FRER
{kE0 DNA fJ U T EEEMN MEE3)Y). ELRPEREFN DNA &
BRI LB FEENRBERN, T8 634D BREF= E R 0
VB (S Hasan %%, J. Immunol. Methods 229, 1-22, 1999). BiEH
ROERH, fIRE2FEAM (APC) HIX X5k, Bl APC W4t DNA
HEKAE APC FERMNERIE, BREZEN DNA BEMHFHEREINA
& R K E B L% (Jae Ho Cho %, J. Immunol. 167, 5549-5557, 2001).
thoh, HELXHAREXHRELTX EBLETHEERENZNEE
EE¥B% (Ming Li %, J. Inmunol. 166, 6099-6103, 2001). MiXLk
RUHR, HEEEAEHIEMN DNA #5039 APC #8 3] APC 1
BHROFTEREITRENERER DNA BHHMXE. £X—HE, B
BARKANERREEM TEAEZEAZINABRETHIZHMN
R, BAEAHUEGAFESRIMEEERITER, REHREBE APC.

38



02816094. 0

w5 2H28/481T

10

15

20

25

30

FAhERAKN B - ENETF —FEREREIZANEZNY
%, BRSGRBEANSERN —FHREB TS LRNEMEH, FIIERS
Lactadherin (&7 C1 F/sk C2 WEEEHBN —BO B AR ZRIE
R G .

EARAHF—NTEHER—HEZRANRP LR EREN 2
BRNKTE BAESEEERZANREN —FMRIETSERME
P ZRK, AR5 Lactadherin iH&F C1 M/5k C2 THEELEHBH —
oA ZRRENBRESEW.

ZRNEHEMTUERASHREEE, FANEERE. BERE.
BRmE. BHERES BRBEE, FIUS5EMHERRKERSEEH
DNA, BifFF4i (FIWEZEK) DNA R#1T. ERTUETZH
EHERHT, BENAA. BN, ETHEN. SHEERER
REEIRATHATEREHEN, aEERRKBFL. YT
AU ERESIINAREERNARRREE. EEREBRRKE
B ST B 40 i R R4 B

E—IMRENERTRT, ZHAEERERESRETREZK
KI#RIEHT DNA Bk RNA. REBEREES KR D P ASEAHBIHE R
K. EA—MIGEEHTRY, BELHURENBAELINA
WENEZ, EREERERR.

ZHEATES RGN 2RIETEREANTERE, KRMEK D
BERMN APC AERAREBHIE (XX3F1%) (Wolfers %, Nature
Medicine 7,297-303,2001). B 6 B T XA ERAEE. ARBESF
Lactadherin K C1/C2 £MEBHBRKEEONHE. FRERHEE DNA
BUAREERBREEORSHEFNARECARE, BERIME
E4H (PR’ 1. REELAEOHBERIA KIS RIMEMHE XIS
(BB, 2). AHHFBREEANRIMEE ST APC B, APC HIZZ X 3]
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RRERE (FE]E3D.

E—MEFEREZEHETRT, HES APCHXXE#RE (SB3) &
T SR B A B E RS (BIW DNA). S8 Lactadherin
RIS (0 DNA) —RB4AZKRIYE, ENEEF DC HIMIME
&% Lactadherin. It4b, BIELWET UUH &SR FS BENE
2K M Lactadherin 5 NF EGF MM Cl1/C2 EMRZ 8. H
i, VES—F R — R4 B AT A= 48T Lactadherin 9 C1/C2 45 #35;
EA B fSMERFUR, FEHEPEF Lactadherin B Z4AL & &80T
PL¥E B RIMEFF R EREE DC.

ok, ATH—PHERBERN, REHIEZEE Lactadherin
HBEEMT LS &mBER, FlnEseaERNETFRS FR&EE
SEWFEESRY. IHENEFKEFEIE CD40 Elik. GM-CSF. 4
HF%,

o, ATH—PWBEBERN, REHR. Lactadherin F1/5L
TR BIELHT LS RIBEMS IR, FINRIRIMEBTIEERH
REOETRS FHEEEH—BEH. IHENEALLHRHAFTFEES
FERE R Fe K.

EX—H, #—MFENIHETRT, ZHTEEETERAN
SEH WERETRNBEE RN Lactadherin Bl Lactadherin
BREEHE Cl f/ER C2 URRGFHEN—HIrMENEN T THRES
¥. %5 Lactadherin RS HB 2 THEMTUSHIBHR SRR S
HFIEES, Ao IFES . J#TOFFESE, BT UELFE
FIRERI BRI ZEAT, AT UAARXEE. BARY, TUEEENRERE
PLRHI M, RIGES % Lactadherin MRS W THEW. ER
MEHREHEHHEEORNEAALRFERERRIMERIE.
E—IMRENEHATREY, EENESERNMESAIRERE (WE
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HRE) HRESGH ERE.

EX—FH, ZXACLET —MEAEY, ESF —MRESE
ERBENARERNEEEH, ZEMEMEE (1) Lactadherin &,
HE&F C1 F/E C2 DIRRGEHMEH—84: Dk (2) @ ERA%E
EREMEZHK, 1 () —FEBESEMAZHRBENREHSFT (F
W—NERRAREMLEIK) NBELEH, ZBMEBHRER (1D
Lactadherin B{H&F C1 f/8 C2 ThEe &M —#4: M (2) BT
ERFELERE MBI, F/EL (b) —F4HFS Lactadherin KIEIES
. FEE, FRPALWFEEEABARES Lactadherin E WS A
MEMDES FREMLE, ERAGCHNEDTRMEAEXEIES
T IMAGHREMEB/LEERNF IR, EEUTHREMALN A
BEEEY.

REAFFREBETIBRSHAEYD:

(a) —MEBEEEUZHRBENTENRESH, ZEMS
FK#EE (1) Lactadherin B &F C1 F/8K C2 I E MBI —& 4
(2 B ERFEECREMSE K,

(b)) —MEEEEMZRBENHEBZRNBELSY, &
fArZ k& E (1) Lactadherin B &7 C1 F/8 C2 ThHELL H A —&F
G () BELERAFEEEMEMSIK, ZHEBEHRE—N4K
¥, 0 GM-CSF Bk IL-2 BX CD40L, #1/8K

(c) —MEESEMNZRBMENEEREQRN Fo i RIBE
gify, ZEMBIKIEH (1) Lactadherin BREAH C1 /8 C2 TRt 4
MBI —3a: 1 (2) B ERAELEENEMS K, /3K

(d) —F4HS Lactadherin HIBRIEEH

W AR, e ST LLR /L DNA 2% RNA 40+F, — & X Bk
REHE., FENT. 22K DNA BEMESEECIINAR. ARK
BEEHUTUHEEERENEEY, ETUEXFNBEFRELE
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HAES. AU BMEEFUTHAKNBEARRE, FImBmREN. &
il FBEBRE. AEYETUREDBEENRF, W LR,

ERARARERBH I HFRETZE DC EHTREFHM L
BRRH . ot BEHEREMEBE DC M EANEERRRIE,
SEFE/IFRMI, X 1R 0 EXRCHEBEE. Fit,
% FH 40 B3 5 A7 B M S B OB BRI A Y HL R M R A BEAT 2 F1 DNA
R R R B T O o 2 REE A% e B E R DNA B .

—ANBRR4EXT HIV ) DNA R EASYHE FRET —FitfE
2, BE%HF T 5 Lactadherin Bl &F C1 f/E C2 ThREE MM —
HMoMerE, ZHENSEEREE. gag. env. nef f tat LI E
W PiEE.

s, BRTEREBEEZA, EAREHETUMREHNTRER.
ERX—TH, JUERA4UBEANEARENELSHERA. ELH
ZJ&, BT Lactadherin ] C1 f/8k C2 £HMBH R ARG EEA B
FEEAFABCHERREIMED, NTI=ERE RN,

RtAERANDS —TERNERER T —HEZANRF LT —4
RENENRERNMFTE, ZHFEAESEZZRANEREHEFLEE
frEZRBERNZTENREEZIR, ZEMEIKER (1) Lactadherin
REEH Cl1 f/m C2 DIREMEH—a: 1 (2) EFLRFZEE
SE I ELLZ K.

ERANFG—NMNEMR—MERERZZAZEANEFTHNFE, &
1.

(a) RYE—FHETE Lactadherin BLEEH C1 F/z C2 I
RRENEN—HoBERZNnENRESBEEWY,

(b) RZEMIIANRIMNMEFERRUFEERRT LEHH %
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BRE VR EHKEIME;
() WRZEHARIMFALZREHER: UR
(d) HBEWANEFAHREHE.

EHMS H-FEHMHE T

MEERANFTURENFERNEE, EEFRERLATEEN
MERKAMDEREN TiE. EARIMEURT —HFHAAES-
FEEAEEARNER, TUAFNXE#THEERNFEUL T —
MER-FEOHEERRNNEY. |

SNFXHENNE, BEARRREFRMEERAAELEENELAR
SMEMIFE T . REBANEARIMEYF RSB ORI GATER
AT LA P B 4 B A b B BT B AR U B2 T ELISA B4 i
KR . ZHETUEFEE—AEHNEERZENXRY.

Hib, E—MEENTHTERS, ARPRHET —HEBEREE
— M ERBEGRE S REEOTE, 5

(a) RE—FREB|ELEH, SHROE LROEMSHK, %
BlE LY Lactadherin BRE&H C1 F/E C2 e MBI —H o REH
BEM; |

(b)  HZEMIARIMEF LM = E LR E 2B
% Bk 0 B 4 B A1 |

(c) 4 (b) FMELARIMESEELSWER, HERR
LAY 5 MAME LSS B S ke T

EEUED T UR MR ER=Y . FUHRESYRLEYH
NE. REWESINBFEBE N T (FIEHN=Y) RHEIXE. DNA
XE. BEAXE. TUHBEEREERTRAERFNTG (RRA
B XESF, BARTR. REXEYTUFTAAREARSRSE
/R =
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MeEREUENE T ZZH®R (BHER) MEHNTERRE, Hlin
TR RSMEF R REEANRPELINY .. EEHIALSNYPHER =
ERARENEVERIMERE, FARZD THITERE.

GEARATHTEEH N FREGRTUE. fl, REELR
W, BRENANREANEAREERRERANERT. IRNERS
EHEZZERER (FlmEdER) B XRIMERITHERM4K,
WRIEEHBFEARNEANY T . TUNZHANY P E LR
ERyik. XK TEFHNESST. ARENT FREER
ENRREIREANT THRRERIERFNHN.

EHLRA A

ERPERMET —F N EBREIThEE4L BN E =2 BRI T
ZTERIET Lactadherin @ A B RIMEF EFEHRIEREMN S
RREIPERR . Ht, WAIMEMER T —NEZEM Lactadherin HEMHEF
Lactadherin F BRI k& 2 AKBIRIR, M AT AR A/ BRI X B &
H. ZMFERN—MEANRREREIMERFZ AHENBEEMKRET
BEA4UMEARBT —MRENTFER, AN KHENHREFRDF
DUNRI R RERANER. EXM &S, T RI4E Lactadherin Bl &
# Lactadherin #] C1 FI/8{ C2 ThREL IR & ZBK, BAIR LMEA
WERNEDLZTENEISMETEERREE, flmaEREEmR
HREBRAGURARRRKEREERES. K, SEEBS
C1-C2 &M BATRHRREMAN, EXREZRHTEEKEY]
FIEFTUMMSMAF HERER (RAK) EH. BEIFEMOLAMUR
SR, BREFIW furin, FEE. BF X SHMEMNA. RETLME
FAHRERNENTTE, AEAEFHRBKETA/SRERXNLES TERE
. FRESE. RESEAERGEN NS LHTRAERRL
URBMHMED. ZEARAEESTAAS LRFEE ALK
EHEEK.
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HEARHPA N EREF—ME™EF Lactadherin HIH—
MM BB T, ZHERRE:

a) RE—FHE T ZZREBESH,

b) HEEWIIARSMEFEEARUSEERLRE FEB XA
HIZh RE b M oh 4

o) AEEWEA/ AL KTIRMLISME, DR

d) ATy sMa T B R/ B A Z B SRR A B

EWCREHB, LKA LLRE Lactadherin, %) a1 B 4 &
Lactadherin i Bt EIX—FH, ZARARET —HERHNE (0
2it.) Lactadherin B 5V, BIEW MR Lactadherin FBE S 5K
SMEFEEMMBUFAERLRE L 2SS KT EILRIME, £k
SM/ERAEN ZThRedb fEsh A, BUR M i Th B8 44 B 4144 o [B] i A /B8 4t
¢, Lactadherin.

ZERAUR—MHKERELSHRBHREEHK, HPHRE2HKk
&F —M5 Lactadherin ) C1 fI/5 C2 RS HEBBEHNBIK. X
ML T, ATLAMAESMEF BB KBRS L RSN RR—F 5,
Bl & k5 Lactadherin # C1 /8K C2 THEEE MR B HBR. &
X—7H, FRAXNF—NMERE—MEFZRKETE, 85:

a) REU—FRELH, ERUTESEMASHKBEMZEHK, X
FZEMERREE (1) Lactadherin BiEEF C1 /8 C2 HRELE
M—#0; M (2) EXLRAFRFTEEEHNEMAEK, EPixE
FRBE—MEF AN ERETI RS R ZE ik L

b) BixGEMIIANKRIIMEFEARUFEERXRT LE2BZEK
MIThEE LB AME

c) (EEWER/E AN KT BRAME;

d) A—MYIEhE A SRR LB TR s A, B R

e) [EIMtR/ERANZE K.
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T T B2 B B SRR 5 4 DA U B TR AN R D AR AT PR

SRR 1: FEARARRZMAZ Lactadherin JL P& —HZE R sMET
BRI

AFERRBEAKRLUARY 0% ILEHEMNS 175cm? M=FAMF,
REEZEERE (FMNT 2mM L-AEBKE. 100Uml HEE.
0.lmg/ml B E. 1mM HERBHIM 10%84 4 175 (FBS) B RPMI 1640)
FF37C 5% CO, AR\ THF4R. EEFNE IR, XTENEF
Yyt T i & B AN A S A R0 40 L B AR

Wk IE LB, KIREL 200g B OFMEE 0.2pm FIyEE% T 38 DL
BREHMBE R . RERHERR LHEBE 4CLL 100000g BL 90 734 LU
HERSMETIIE. BITIEEFBELE 100ul IKA ) PBS F, HEBNAS
HEBRSME (B

JhE 4 BLFE 10ml Versene (Invitrogen)F F ZERE 10 481 M
BEFIPR ESETR. RISE 4CLL 200g FL 10 S8 AMEHRITEE.
FLIEFE B S0mM BEER 44 pHS.0.200mM NaCl. 10mM Bk MEFT 0.5% Tween
20 URBEFEEBEMHF (Sigma) AREK 100ul KARREEMN K

(LB) HEHBFMEM. RERAEKEREA 10 74, REELE
4°CLL 10000g B 10 F8RBEENEYR. B30 LEREE MY
MR (CL).

¥ 32ul E F1 CL 0 8ul 5X SDS-PAGE #EWE (SB), #
100°C{RIB 5 44, R/5EiT SDS-PAGE #AT4H#7. BT THER
ERLMER#EH#% 2 PVDF KL, REEABE 2500 FHEHXTA
Lactadherin #) RGD ZEJ tHI® RE & (Sebastian Amigorena & 1%
W) E S R PSR AE SERE S A Lactadherin FI 7% . 5 Lactadherin
ZEMNGEARE 5000 FHEHRBRIEALYE (Jackson
ImmunoResearch) Z&RIE IR 1gG ik ERKY (CN/DAB,
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Pierce) il

CLMEBRRBKOWTSANEREE 1R AFIKB . X %
e, RERRKE M 293 (F 1 E). ERBEHM FON-T1 (5 2
) A M10 (28 3 1&). FHEM A NCI-N226 (& 4 ) R NCI-H520

(FE538). BEBAMFM3 (B 618). B RMKERFHM Raji (£ 7
iE) B CL M E#HRK.

e B L B9 #8444k B9 A Lactadherin %2 FA G PHEEXT BB (55 9 3),
MRE CHO (&RIVEMMEA) K E M CL B MEAEXNE (25%
W AFIRBFHE SIHE).

. RH 293 (¥ 13E). FON-T1 (£ 23E). M10 (% 3 ).
NCI-H520 (% 5 ) f1 FM3 (¥ 6 i) ) E W] T Lactadherin
(#B), BEREREREARAN CL FRERNBF R (K A).
FER B NCI-N226 (25 4 ). Raji (5 7 &) MAMEXNE CHO (£ 9
&) B EF CL F3&F KW Lactadherin.

Zi%: REZHAAMEARNARALERIE Lactadherin, XL
MR R FKIEH Lactadherin T E#H RN SIMESF,

RG] 2: E4AA Lactadherin /L E —HRIAEHE RA R LMK
S, FEXFMEERREREMEL Cl/C2 G+

MR EMBKE cDNA, 4R EAFI¥% LTDNf15/LTDNt8 F
LTDNf2/LTDNr13 (4 5% SEQ ID NO:1-4) ¥ THEANAESMHA
LactadherincDNA f B . LTDNf15 f1 LTDNr13 W\ Ef1H) S m T, &
& 7 — HindIIl M1—> Agel FRH|#EA K. F LTDNf2/LTDNr13 § 3§
Lactadherin ¢cDNA K] 3’ Mg T 24N, KPP BEKPIXNNTFEHE
Lactadherin cDNA (Lactlf, SEQ ID NO:5). B KIE R KIFF] (Lactsf,
SEQ ID NO:6) #R/>—B 153 MZEBR, FBE Lactadherin #) C2 &
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B R T 51 NEEM. 5’3 cDNA M HindIIIl 1 EcoRI #4k, Lactlf
F0 Lactsf ¢cDNA #8F EcoRI 1 Agel #§4k. ¥ 5’3 F1 3°% cDNA —&
EHFE LA HindIII 1 Agel BEYIH pcDNAG6A-His (Invitrogen). 3
F) B BRAL (pcDNA6hLactlf/His f pcDNA6hLactsf/His) %55 (His),
FICEE KM EKESA A Lactadherin (4514 SEQ ID NO:7 #1 8). {#
FARBR ¥ F R (Invitrogen) B L2 293 A, —HKRAXE
JAEAMAR (ATCC). EREEFETHEFNE 4 X EHRELMERE
FENBBS R LS 1), MEHEF 1 HARTENGERY F4E
# EL Al CL (EL RETHHSMEEF BZ T LB AR PBS F 4]
). FEXANLRSF, 7 100000g B OREMAMEK S BREREBN
EEW (S) RERE . Ni-NTA FHIEHEER (Qiagen) #MMBIFFHHA
SFRUNSEEFLERFIEINELAEL. EBFHFELT 4CHRE
2/pRFJE, ZE 4CLL 200g TRELUIEEF. AHIREE 20mM KM A LB
B3 KE, RTHEFHBIEE 40u1 1X SB H, H7E 100CHRE 54
. £ SB, FE 1 #RH SDS-PAGE F1 % & EN TR 44 .

CL. S # EL R4 ASHER 2 Ktk A. BRI C . kBH
pcDNAGhLactsf/His 1 pcDNA6hLactlf/His ¥ $:#Y 293 £ CL. S # EL

AR ESEFMRKE 1 A2 E.

3k B AT BB 4> 4i4L B Lactadherin #% FE 4 FEHEST R (5 438),
T3k B R 21 pcDNAG6 R ¥ %L H) 293 4RI CL. S 1 EL ¥ B M
MR (BRI 3E).

ZR. £ EL F8ME] T Lactadherin KR (R CHE 2 3E),
ERENEHEZEFYPREBN S A CL PRAWEFTRAKFE (254
MAMBHE 218, AR, RECLHFRMBITHER C2 &P 5k
RT 51 MEEBRK Lactadherin KR (K A % 118), T#E S M EL
PRERME (FAARBMCHE1HE),
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i £ 293 MMRPREMELA Lactadherin JLFEE— b4 R I
FERSMES . EAH Lactadherin B SMERIXF B RECUTRE
HXMEAK C2 EHEN T, EAE C2 EMEFRISREILETH
ShEESr, FETRRBEMT Cl SHEAWER. FEL, ROINE
HHAMEEMESHELAER M Lactadherin I RMESF KN HRE
EZF.

LB 3: Lactadherin 8] C2 & F HKMIMACAGFESEZHHA
YT Z B RARTH

EL/N B, Lactadherin ¢cDNA (Sebastian Amigorena 1§14 ) K&
), {54 LTDNf20 (SEQ ID NO:9) 1 LTDNr13 (SEQ ID NO:4)
1 T /MR Lactadherin F1 42 ¥ cDNA. XE3|YEENIR 5 MR IEM,
%fF LTDNf20 # LTDNr13 51#)4r 5B+ T —4> HindIll F—4 Agel
FREIPEAL A5 . =¥ F HindIII 0 Agel #§4k, 2R )5 EANE 5% A HindIIl
A Agel B 4] B pcDNAG6A-His ( Invitrogen ) . 783 3| ) & K
(pcDNA6mLact/His) 4&#3 5 (His)s #ric B & I E 4 /| Lactadherin
(SEQ ID NO:10). BEHBELRH 2 T H B K FE R &K F
pcDNAG6hLactlf/His (L HES 2 FHR#RFH &) # %3] 293, CHO
1 WEHI (DREERBE) AT, HFNENEFRYFHE EL. B
A%l & Lactadherin RIAK MMM HEF 1 FHR. KREREDK
Lactadherin FJA 293 #fif) EL RnEE 2 IR A F, REREA
Lactadherin #]/) 5 WEHI Z1ff) EL RRER B F, URFKEREA
Lactadherin fJ& R CHO 4R EL Rr-EHR C ¥. KEAERBE
Lactadherin BB LMAMBEE EL RAEBMEINE 2 E. kE8H
22 pcDNAG6 R R MM EL BAMBAENE (8MRHE 1
). REFITHES KA Lactadherin 4 BFAMENR (K C H
33E).

% ENORARANCRABRFRIENA Lactadherin L ZHAF
HXLEHAR=ERRMEF (HBAKR B A C WE 2 E). MR
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Lactadherin 542 & BLZE 5k B A R B9 4 %0 B\ S8 40 M 7= A2 14 B Sh Ak o
(R A, F2iE).

giie: MWD ERISMEEALESRRTH.

LHEBl 4: HEFEABIHE
BEEARELRK - EBNETFRFS|S Lactadherin M1&K
BRI IS T = £

Lactadherin &K F5 —RBEBEEEARFIN LE. RE4 CL.
gHE. REE C2 MEHFNEE Cl M1 C2 EHEHMNKL
Lactadherin 75— FERMEEEAFIINTH. FEFAERTFFS
R A T LAY A B Lactadherin BT 3 F 31 C1/C2 G#y38 2 [8].

ESH—ITEENRETRFIE—4 C SHEMERX N mED
EHET 10 MEERNLEN C SMBEKRERFIETHE, WU
HlEAFARERNKREELD. RFE, WATLMEA Lactadherin # C1
1 C2 EHPIRERAE AR EFMIF M C EHEREERERREZN
HEEH. fln, SHEEA X MARK Cl. BRAFERREMRK Cl. B
AR C2. BRRIER Cl F AR SR BEANREEERT I ARNER.

C1/C2 FEH#Hl &

PA pcDNA6-hLaclf/His AR, {F/HF/¥% LTDNf24 (SEQ ID
NO:13) /LTDNr26 (SEQ ID NO:15). LTDNf22 (SEQ ID NO:11)
/LTDN126. LTDNf25 (SEQ ID NO:14) /LTDNr13. LTDNf23 (SEQ ID
NO:12) /LTDNr13. LTDNf24/LTDNri13 1 LTDNf22/LTDNr13 4 Hl§"
#TwIG Cl. B Cl. C2. EfERY C2. C1/C2 FMEMK C1/C2 &
FJ3% B Lactadherin DNA F Bt. UL pcDNA6-mLact/His AR, FH5I
)%t LTDNf30 (SEQ ID NO:16) /LTDNr26. LTDNf31 (SEQ ID NO:17)
/LTDNr26. LTDNf33 (SEQID NO:19) /LTDNr13. LTDNf32 (SEQID
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NO:18) /LTDNr13. LTDNf30/LTDNrl13 1 LTDNf31/LTDNrl3 $# 7T
3k B /7 B, Lactadherin KIIGEZ R C1/C2 A B. FiEBMIER 3|4 (LTDNF)
EH SRR, MAFHNRA5Y (LTDNr) ZEX S'SWEMUE
F— Agel REMAR. ¥V ESHERAEERE (UT) 8
F Agel 4k,

B4 &-2-C1/C2 &R #1 &

UAEWRE T 41/8 cDNA AR, FEH59 IL2f1 (SEQ ID
NO:20) #1 IL2r2 (SEQ ID NO:21) H# T £ K IL-2 ¢cDNA. IL2fl
X 5 imE U EE—4 HindlI REEM S, T IL2r2 XK 55
BiRRiC . ¥ ™A Hindlll H4, #F5 ER$IZHEFH Cl/C2 DNA
FEB—&EENE%XHE Hindll f Agel B 4] B pcDNAG6A-His

(Invitrogen). IL2 FEREIBEBRILEY 35 Cl/C2 R BIHBERRILIY 5°
WM R FERREETET IL2-C1/C2 REFF. IL2 KR 5K
HindIII f7 S F1 C1/C2 KB 3’3 H Agel fL A EB &5 LUEAE
pcDNAG6His ¥, BB FR (pcDNAG6-His/IL2-C1. IL2-ZEM K] Cl,
IL2-C2.IL2-ZE{# ) C2.1L2-C1/C2 F IL2-ZE{H i C1/C2)4RH8 T 5 (His),
RICEENELAREER (FFAER Cl/C2 SHEHNREEBFF
7 SEQ ID NO0:22-27). #E SEQ ID N0:22-27 ¥, 1-153 fLHIEREST N
FHELKK hIL2 MW EERFY], REEZHKH C HERE 8 MK
EMKE (TGHHHHHH) NN FAHAEBRT . HR/PRENN TR
B Lactadherin K551 .

FERIMEPRIEEDEER IL-2

¥ iR %w5 SEQ ID NO:22-27 WIStk 33| WEHI 41 M. WsLH
Bl 1 FTid%& EL. CLAMSAs. EAEANREE LTS 1 FFF
BH] Western EIE#AT IR, REZMATAMRNTIERAI IL2 $1

1%

CL. S EL &4 R EE 4 B A. BRI C . KBH
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pcDNAGIL2-ZE{# ) C1/His. pcDNAGIL2-FE{# [ C2/His. pcDNAS6IL2-
¥ {4 B C1/C2/His « pcDNAGIL2-C1/His « pcDNAG6IL2-C2/His !
pcDNAGIL2-C1/C2/His ¥ MM i i) CL. S F1 EL 4 B # BREFAN
REIE 18 618,

EA IL2 AR (R C K5 8 i), MRARELRMS
FEB) CL. S Al EL RN B (BMRME 718D,

ZR: FEHEKNHKE IL-2-C1/C2 EEFRA T B S5H IL-2
NAERNHEAES (BRCHE 13 6#). i, XBEEL/LEH
E—HRIAE EL 1, ME S M CL FRBANBBENEZZIREEERZ

(FRAHR AR B KE1Z 6 ). hTHESERIMEPAN R K
IL2-C1/C2 %A EHRERI IL-2 iFH, ¥ CTLL-2 (—#k IL-2 4K #
MR 5HF IL2-C1/C2 MEBEAMNEARIMESR B RE L4
K KRIME—RAR. RNIRASELRIMMEFEENERBANT 3H-
FIRRIERE, MERERBFRARABIEFENERUBEEBAN (¥
ERER).

%1i8: # IL-2 5 Lactadherin ] C1/C2 &M BRE4RHT IL2 &
REAMEFRIRIE, IRAXLEHRBBFREREESHEREIR
Sk, C1 A C2 e Thee LRI . &F 1A C M K&
AEENFERETRANESE CLA Q2 4HBNHBAES. 85, B
FETEREYEEN I MIREER, RP L2 £ TRANWE.
Bk, 1M Lactadherin B C1/C2 & E Qe B SME, Bz b
AURHEEREFHED RO ELRI;E.

SEHER] 5. E4H A Lactadherin B 4t4k

HREHES 2 PRERFIERET 5M-is) MiCMENEKAE
¢ Lactadherin £ ftk pcDNA6GhLactlf/His (SEQ ID NO:7). {#HfER
R (Invitrogen) B iZFAHELS CHO M (—HARIRE
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HMMER) (ATCC). EELHEFE (BT 2mM L-AEBEE. 100U/ml
FEER. 0.lmg/ml HEEN 2%K 40 (FBS) § CHO-SFM) FF
37°C 5% CO,RATHEFNE 1 R, EHRM 2ug/ml KERK IR+
EFERERRNAN. £F5F 4 RE, EIERBEBEARIHHEE
RIfE. EIEAEMES 2 FHIRA Western I IELS M SME
FREMELY Lactadherin LIiEFEAEH KB 4= Lactadherin ITLRE.
K CHO-3.2 # | FHEBEMTY ¥, HERS FBS MLk
F P EFF KB AT Lactadherin. SIS 7 R/E, LEBEEL D
250ml B, 2000rpm B0 S HHUITRAK. REHLBERE
I 0.2um MHEMILIE, FHARES FEN 500K KA %K HIRE
F| 100ml. REKIRBH LT RTF 4°CH 100000xg FTEL 1 B 15
8. A KSMERUTIE S EH BIFLE 1ml MLBII (50mM NaPO4 pH8/
300mM NaCl/ 10mM BKME/ 0.5% Tween) o, R/5HB IS FE 2ml Ni-
NTA B (FEBLUREZE) HRAEF. £ 4CERKLEE 2
E 3 /PG, KEEMAEAN—IR BioRad AT, HE4CHE. BT
Fl 10ml MWBI (50mM NaPO4 pH8/ 300mM NaCl/ 20mM BKM/ 0.5%
Tween), R & Fi 20ml MWBII (50mM NaPO4 pH8/ 500mM NaCl/ 10mM
k) E¥E. SEEETF LMEHAH 8ml MEBII (50mM NaPO4 pHS/
300mM NaCl/ 250mM Bk M O¥E it . {5 F B 8 4 F & 28 10000 ) Millipore
Ultrafree-4 3B R EOREIFBBEHBESRH pH74 1 PBS. &
EHEMRDBERRFAE-20C. X SDS-PAGE #HITEDRTHE LIS
i, B S ERTHEANEY Lactadherin £ & W (58 AFIB) &R
FEWAWRBRER N (FHIAE 1 50ul FI5E 2 1ug).

BEMEZ, EHBRNS B4 TEAEHNEA Lactadherin.
STHEG 6: G THRREMABIRIMERRIMEAER

{# F§ MelanA/MART1. CD40L F1 CDS81 ¥F{& T Mash & 8 fir 45 #3 35;
EREEHTHFERENEERE MBI RIMETHINAE.
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ERE—4HXRY, FHEAFFNSY, M FM3 @AM cDNA
(MelanA/MART1) F/MR 240l cDNA (Clonetech; CD40L, CDS81)
L T 45 MelanA/MART1. CD40L 1 CD81 i) cDNA. X TRk
HER, 5IMELE SHREFZEE—MREME A . 3 38™=4 FH FH$

HEEL, AEANTLHILAR KT pCDNAGA-His

(Invitrogen). 18 2B FHL (4354 pcDNA6-MART1. pcDNA6-CD40L
1 pcDNA6-CD81) 4RIBEARK MelanA/MART1 (SEQ ID NO:28).
CD40L (SEQ ID NO:29) F1 CD81 (SEQ ID NO:30). E4H K
MelanA/MART1 1 CD81 # @& 3| Myc #7512 £, HERB M LArR4t
¥ His #7332, EE&RP, 7€ SEQ ID NO:28 #, 1-118 frRIREN N
F MelanA/MART1, 120-129 fIEIBEST R T Myc 4718, L& 133-140
FrRYFRERT N F His #7i8. E4&, #F SEQ ID NO:30 ¥, 1-236 {7 KI5
EXNTF CD81, 238-247 ALHEREXN N F Myc #5id, Bl 251-258 fir
R EXT N T His #5710 .

7 A F%H% SEQ ID NO:28-30 HIFRLET B FFL (W F EL4 A
220V 950uF; X} 293F A 400V. 200uF) ¥ 3 EL4 F1 293F 4 L. #%
BLiEsl 1 FRFZEEE EL M1 CL 44, BT ¥HSMER 4 Rt
E#ZERBET 1X SB T SDS-PAGE. B LiEf 1 FHHRH
Western ENZEFE A ELAEORNRE, RTXEAWRNHR 14X
MelanA/MART1 1 CD81 XK i £ B3t Myc FRiCBIHL4, TMX CD40L
SR P CDAOL Fifk. MelanA/MART1. CD40L F1 CD81 # 4 B4
WER 7 iR A. B C . BRMKRELNAME EL MEELAER
BENARN CL2AMEREEMIME 1 2 43E,

EE_AXRY, FARRSY, NELHIRNTREBFTTHT
4D 7-BBIEZ Ak CCR7 #) cDNA. W5 ER SIRERERS—
A Agel FREIMEAI R T 7= WF Agel #ib, FEATER Agel ¥
WL HI% 55 SEQ ID NO:29 M)FHi. Agel 4Lt &S —4
415 CD81 MEE A+ (pcDNAG6-CDSIE, SEQID NO:31),
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BEEARETIYHETEK, & SEQ ID NO:30 —# . SEQ ID NO:31 #
CD81 K) C WEEX B BE R LR CCR7 ZEHMBIENE+ HiE Y
SERFTEER. 7 SEQ ID NO:31 #F, 1-200 £z BEREXT N F CDSIE,
202-211 PRI ZEXT BT Myc #7i8, LR 215-222 L IR EX BT His
Frid. #4715 SEQ ID NO:28 #1 31 MRk iE# $ 3L CCR7 cDNA A
B ZARFRK) Myc #7120 His #7822 /8. @it PCR B FiEEFH
HEeo CCR7T AT AN 538 3PHEM. AR (pcDNAG6-
MART1/CCR7 1 pcDNA6-CDS81E/CCR7) 435 His fric &M EA
BE&®EAE (4455 SEQID NO:32 f 33). 7 SEQID NO:32 ¥, 1-118
{7 B3R Z Xt I F MelanA/MART1, 120-129 £ B3R % F Myc #512.,
135-488 FLRYRZEST N F CCR7, LK 489-496 {7 BIFREXT N T His 4%
8. 7E£ SEQ ID NO:33 #1, 1-200 £ {5 & XN F CD81E, 202-211 fif
RIEREE N N F Myc #7128, 217-570 A B E X N F CCR7, LK 571-578
AL BIFREE S N T His #518 .

4+ H 4R SEQ ID NO:32 1 33 BRRE T EFLESL EL4 4

B, HER ERETESE BL M CL 44y . BikR LR Western Ef

BHEEEAEANRIL. EL M1 CL #ES AL EE 8 BIR A
1 B #. REH pcDNA6-MART1/CCR7 F1 pcDNA6-CD81E/CCR7
REARAKREZLNARPFERSANERESMROE 1 33 E.

GR: ERPAMYBIMEANARBBER (2HHIEMIHE 1
F3E) FRNBT ELHMK MelanA/MART1 (B 78 A). CD41L (&
7 B) ¥ CD81 (B 71k C). EREERNE, FHMKERR CD4OL

(BRI 7 CL F# RS (K B KE 3 ), MALHENERR
(AT ERSMERERRE ()R B M5 11E). K B M1 3
EFRUESTFERDN=Y, RTHEEHTEARBMEBF CDSI
IR EINEAKBIER. ERRARMBEAMETRNE T EAN
A MelanA/MART1-CCR7, BERZEHARBMBBFRELNE (&
#IAE 8 KK A M B HFIE 1 ). {H FACS 247, BATESEL T X
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gtS CCR7 WX BEM=4A T MRS ERE RN REERRELE
KRAGHRUIMEAZE (ZEEXRETR). BE, FBHREES
CDS81E/CCR7 HIFRA LM RAMWAL FHARREEZETRAUBNES
K (B 8 AT BRI 2E). ERERERARNEIPRER
WEESD (B7TRAZICHRE 2418, ESIRAMBKE3H.

4. WEMEA Lactadherin FriF A, HENRIMEEE BT
UBEERATECRENEENZ /A, FLE, MelanA/MARTI #
ERNEERBERSMES, BE 7-BBZ/4% CCR7T HEEMART
CCR7 ZEfUSMEFRIRZE. EHIAREMERBEEREN, EHE
AREMKSMEZE AW CDSIE k4 R4 B E AR a3 CCr7.
Hik, xHSMMEOREEEAEMBIMIMEF B EITRE, ¥
BREFHFNE MelanA/MART! HHEMNELEY, THATFS5HEH
Lactadherin # C1C2 £MBHRIMINE. NiZERD, REFEXL LY
HHENEB] CDSIE/CCR7, CD81 {HRTREE S TR CCR7 ZAHHTE
PR EAL B M SMEF |

LB 7. BRERMENEARANARERENY
HBEHY 3 PHREBH &K B pcDNAGhLactlf/His # $ 1
WEHI 40K /D BAESME. EHBEHH 5 PRBERFBIESA4UMAESL
Lactadherin, 9 R Balb/C /MR ZH R 3 MaBEH, 843 R. &
RUNRBEATERR RS %, A K4 20ng E4 A Lactadherin [ PBS
(% 14). X4 20ng EZH A Lactadherin # 1:1 i) PBS/BLHKTEL
HEFNEEY (5 24) 8&F K4 20ng KA Lactadherin ) E 4 WEHI
FSMAER PBS (B 3 A). EE—REHEFNEHXSWHIT K
mEsEE, FRARERNER BRTES 24PHREH|BZET 1:1 ¥ PBS/
AREFREFBEDT. F_REGERXsHYEUML, @ik ELISA Jll
AP Lactadherin $i4k. #E ELISA F, 50ng A Lactadherin f PBS
PEEEHERERNAE, T 37CHE 1 /. &5 0.05% Tween-
20 #1 6% fE Jikr B PBS M A ZE M mEIFL P, ZHEME 1 /i
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DRAMFROEEEEMAR. REELTMARSAZHBERERE 1000
FREEPNRKYILE, ZREFEE 1 /. BEASFREERTL 3 KE,
ERBRE 10000 FHEHRRTENYE (Jackson ImmunoResearch)

BECHE MDD K 1gG AU ERIEY (Amersham) BULE S
k. EZREREE 9 F.

Z5%: fEMHE Lactadherin ¥ H4M& % 5% B9/ B B I3 o A 90 3
T # Lactadherin #i/k, {HRZ Lactadherin B EL{E R % KA ELK
PEANBREFETIARN. JEABREREIMFEE 4 RiEFER
FHRERERMNEFA, EREEZHH Lactadherin K HSMERT B
& PP AR EEEEENEF TN (HERER).
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110> PUIESEHR/AE] (ANOSYS, INC.)

<120> ATHREBEEIRIMESTERLEY

(Methods and Compounds for the Targeting of Protein to Exosomes)
<130> SCT040192-47

<160> 30

<170> PatentIn version 3.1

210> 1
211> 30

<212> DNA
213> AILF3FI

<220>
<223> HF¥ A Lactadherin cDNA KIIE RIS |4)

400> 1
tataagctta gcatgcegeg cccccgeetg 30

210> 2
211> 21

<212> DNA
213> ALFF

220>
<223> HEF¥ A Lactadherin cDNA IR R34

<400> 2
ggattggcge atccgttcag ¢ 21

210> 3
211> 18

<212> DNA
213> AIF3

220>
<223> BF¥ A Lactadherin cDNA BIIERI5I|H)

60
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02816094. 0 FoAl R OH2/3400
<400> 3
gcectggata tetgttec 18
210> 4
<211> 30
<212> DNA
213> ALF%
<220>
<223> FAT¥ A Lactadherin cDNA MR [E3 |4
<400> 4
ataaccggta cagcccagca gctccaggeg 30
210> 5
<211> 1164
<212> DNA
<213> £ A (Homo sapiens)
<400> 5
atgcegegee ccegectget ggeegegetg tgeggegege tgetetgege ceccagecte 60
ctegtegece tggatatctg ttccaaaaac ccctgecaca acggtggttt atgegaggag 120
atttcccaag aagtgcgagg agatgtcttc ccctcgtaca cctgecacgtg ccttaaggge 180
tacgcgggea accactgtga gacgaaatgt gtcgagccac tgggcatgga gaatgggaac 240
attgccaact cacagatcge cgcctcatct gtgegtgtga ccttettggeg tttgeageat 300
tgggteccgg agetggeeceg cctgaacege geaggeatgg tcaatgectg gacacccage 360
agcaatgacg ataacccctg gatccaggtg aacctgctge ggaggatgtg ggtaacaggt 420
gtggtgacge agggtgccag ccgettggee agtcatgagt acctgaagge cttcaaggtg 480
gcctacagee ttaatggaca cgaattcgat ttcatccatg atgttaataa aaaacacaag 540
gagtttgtge gtaactggaa caaaaacgceg gtgecatgtca acctgtttga gacccctgtg 600
gaggctcagt acgtgagatt gtaccccacg agctgecaca cggectgeac tctgegettt 660



62

02816094. 0 o B R BE3/34W
gagctactgg gctgtgaget gaacggatgec geccaatccce tgggecctgaa gaataacagce 720
atccctgaca agcagatcac ggectccage agctacaaga cctggggett geatctette 780
agctggaacc cctcctatge acggetggac aagcagggca acttcaacge ctgggttgeg 840
gggagetacg gtaacgatca gtggetgeag gtggacctgg getcctcgaa ggaggtgaca 900
ggcétcatca cccaggggge ccgtaacttt ggetctgtee agtttgtgge atcctacaag 960
gttgectaca gtaatgacag tgcgaactgg actgagtacc aggaccccag gactggcage 1020
agtaagatct tccctggeaa ctgggacaac cactcccaca agaagaactt gtttgagacg 1080
cceatcetgg ctegetatgt gegeatcctg cctgtageet ggcacaaccg catcgecetg 1140
cgcctggage tgetgggetg ttag 1164
210> 6
<211> 1008
<212> DNA
<213> %A (Homo sapiens)
400> 6
atgecgegee cccgectget ggecgegetg tgeggegege tgetctgege ccccagecte 60
ctcgtegeece tggatatctg ttccaaaaac ccctgecaca acggtggttt atgegaggag 120
atttcccaag aagtgcgagg agatgtcttc ccctcgtaca cctgeacgtg ccttaaggge 180
tacgcgggea accactgtga gacgaaatgt gtcgagecac tgggcatgga gaatgggaac 240
attgccaact cacagatcge cgectcatct gtgegtgtga cettettggg tttgeageat 300
tgggtccegg agetggeecg cctgaaccge geaggeatgg tcaatgectg gacacccage 360
agcaatgacg ataacccctg gatccaggtg aacctgctge ggaggatgtg ggtaacaggt 420
gtggtegacgc agggtgccag ccgettggee agtcatgagt acctgaagge cttcaaggtg 480
gectacagee ttaatggaca cgaattcgat ttcatccatg atgttaataa aaaacacaag 540



<400> 7

Met Pro Arg Pro Arg Leu Leu Ala Ala Leu Cys Gly Ala Leu Leu Cys

1

5

10

15

Ala Pro Ser Leu Leu Val Ala Leu Asp Ile Cys Ser Lys Asn Pro Cys
25

20

30

His Asn Gly Gly Leu Cys Glu Glu Ile Ser Gln Glu Val Arg Gly Asp

35

40

45

Val Phe Pro Ser Tyr Thr Cys Thr Cys Leu Lys Gly Tyr Ala Gly Asn

50

65

60

His Cys Glu Thr Lys Cys Val Glu Pro Leu Gly Met Glu Asn Gly Asn
70

65

75

63

80

02816094. 0 o B R HA/343
gagtttgtgg gtaactggaa caaaaacgcg gtgcatgtca acctgtttga gacccctgtg 600
gaggctcagt acgtgagatt gtaccccacg agctgccaca cggectgeac tctgegettt 660
gagctactgg getgtgaget gaacggatge gecaatccce tgggcctgaa gaataacage 720
atccctgaca agcagatcac ggcctccage agctacaaga cctggggett gcatctctte 780
agctggaacc cctcctatge acggetggac aagcagggeca acttcaacge ctgrgttgeg 840
gggagctacg gtaacgatca gtggectgeag atcttcecctg gcaactggga caaccactcce 900
cacaagaaga acttgtttga gacgcccatc ctggetcget atgtgegeat cctgectgta 960
geetggeaca accgeatcge cctgegeetg gagetgetgg getgttag 1008
210> 7
<211> 395
<212> PRT
<213> %A (Homo sapiens)



02816094. 0 ST S h YR Y

Ile Ala Asn Ser Gln Ile Ala Ala Ser Ser Val Arg Val Thr Phe Leu
85 90 95

Gly Leu Gln His Trp Val Pro Glu Leu Ala Arg Leu Asn Arg Ala Gly
100 105 110

Met Val Asn Ala Trp Thr Pro Ser Ser Asn Asp Asp Asn Pro Trp Ile
115 120 125

Gln Val Asn Leu Leu Arg Arg Met Trp Val Thr Gly Val Val Thr Gln
130 135 140

Gly Ala Ser Arg Leu Ala Ser His Glu Tyr Leu Lys Ala Phe Lys Val
145 150 155 160

Ala Tyr Ser Leu Asn Gly His Glu Phe Asp Phe Ile His Asp Val Asn
165 170 175

Lys Lys His Lys Glu Phe Val Gly Asn Trp Asn Lys Asn Ala Val His
180 185 190

Val Asn Leu Phe Glu Thr Pro Val Glu Ala Gln Tyr Val Arg Leu Tyr
195 200 205

Pro Thr Ser Cys His Thr Ala Cys Thr Leu Arg Phe Glu Leu Leu Gly
210 215 220

Cys Glu Leu Asn Gly Cys Ala Asn Pro Leu Gly Leu Lys Asn Asn Ser
225 230 235 240

Ile Pro Asp Lys Gln Ile Thr Ala Ser Ser Ser Tyr Lys Thr Trp Gly
245 250 255
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Fl R OH6/34

Leu His Leu Phe Ser Trp Asn Pro Ser Tyr Ala Arg Leu Asp Lys Gln

260

265 270

Gly Asn Phe Asn Ala Trp Val Ala Gly Ser Tyr Gly Asn Asp Gln Trp

275

Leu Gln Val Asp Leu Gly
290

Gln Gly Ala Arg Asn Phe
305 310

Val Ala Tyr Ser Asn Asp
325

Arg Thr Gly Ser Ser Lys
340

His Lys Lys Asn Leu Phe
355

Ile Leu Pro Val Ala Trp
370

Leu Gly Cys Thr Gly His
385 390
210> 8

<211> 343

<212> PRT

280

Ser Ser
295

Gly Ser

Ser Ala

Ile Phe

Glu Thr
360

His Asn
375

His His

<213> % A (Homo sapiens)

<400> 8

285

Lys Glu Val Thr Gly Ile Ile Thr
300

Val Gln Phe Val Ala Ser Tyr Lys
315 320

Asn Trp Thr Glu Tyr Gln Asp Pro
330 335

Pro Gly Asn Trp Asp Asn His Ser
345 350

Pro Ile Leu Ala Arg Tyr Val Arg
365

Arg Ile Ala Leu Arg Leu Glu Leu
380

His His His
395

Met Pro Arg Pro Arg Leu Leu Ala Ala Leu Cys Gly Ala Leu Leu Cys

65



02816094. 0 FoAl R OHT/341

Ala Pro Ser Leu Leu Val Ala Leu Asp Ile Cys Ser Lys Asn Pro Cys
20 25 30

His Asn Gly Gly Leu Cys Glu Glu Ile Ser Gln Glu Val Arg Gly Asp
35 40 45

Val Phe Pro Ser Tyr Thr Cys Thr Cys Leu Lys Gly Tyr Ala Gly Asn
50 55 60

His Cys Glu Thr Lys Cys Val Glu Pro Leu Gly Met Glu Asn Gly Asn
65 70 75 80

Ile Ala Asn Ser Gln Ile Ala Ala Ser Ser Val Arg Val Thr Phe Leu
85 90 95

Gly Leu Gln His Trp Val Pro Glu Leu Ala Arg Leu Asn Arg Ala Gly
100 105 110

Met Val Asn Ala Trp Thr Pro Ser Ser Asn Asp Asp Asn Pro Trp Ile
115 120 125

Gln Val Asn Leu Leu Arg Arg Met Trp Val Thr Gly Val Val Thr Gln
130 135 140

Gly Ala Ser Arg Leu Ala Ser His Glu Tyr Leu Lys Ala Phe Lys Val
145 150 155 160

Ala Tyr Ser Leu Asn Gly His Glu Phe Asp Phe Ile His Asp Val Asn
165 170 175

Lys Lys His Lys Glu Phe Val Gly Asn Trp Asn Lys Asn Ala Val His
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Fl R OH8/34M

Val Asn Leu
195

Pro Thr Ser
210

Cys Glu Leu
225

Ile Pro Asp

Leu His Leu

Gly Asn Phe
275

Leu Gln Ile
290

Leu Phe Glu
305

Ala Trp His

Gly His His

210> 9

180

Phe Glu

Cys His

Asn Gly

Lys Gln

245

Phe Ser

260

Asn Ala

Phe Pro

Thr Pro

Asn Arg Ile Ala Leu Arg Leu Glu Leu Leu Gly

325

His His
340

Thr Pro Val
200

Thr Ala Cys
215

Cys Ala Asn
230

Ile Thr Ala

Trp Asn Pro

Trp Val Ala
280

Gly Asn Trp
295

Ile Leu Ala
310

His His

185

190

Glu Ala Gln Tyr Val Arg Leu Tyr

Thr Leu

Pro Leu

Ser Ser
250

Ser Tyr
265

Gly Ser

Asp Asn

205

Arg Phe Glu Leu

220

Gly Leu Lys Asn

235

Ser Tyr Lys Thr

Ala Arg Leu Asp

270

Tyr Gly Asn Asp

285

His Ser His Lys

300

Leu Gly

Asn Ser
240

Trp Gly

255

Lys Gln

Gln Trp

Lys Asn

Arg Tyr Val Arg Ile Leu Pro Val

330

315

67

320

Cys Thr
335



02816094. 0 FoAl R H9/34m

211> 30
<212> DNA
213> A3

<220>
<223> HTFHW/E, Lactadherin cDNA BIIEMB|Y)

<400> 9
ataaagctta gcatgcaggt ctcccgtgtsg 30

<210> 10
211> 434
<212> PRT
<213> Mus sp.

<400> 10

Met Gln Val Ser Arg Val Leu Ala Ala Leu Cys Gly Met Leu Leu Cys
1 5 10 15

Ala Ser Gly Leu Phe Ala Ala Ser Gly Asp Phe Cys Asp Ser Ser Leu
20 25 30

Cys Leu Asn Gly Gly Thr Cys Leu Thr Gly Gln Asp Asn Asp Ile Tyr
35 40 45

Cys Leu Cys Pro Glu Gly Phe Thr Gly Leu Val Cys Asn Glu Thr Glu
50 55 60

Arg Gly Pro Cys Ser Pro Asn Pro Cys Tyr Asn Asp Ala Lys Cys Leu
65 70 75 80

Val Thr Leu Asp Thr Gln Arg Gly Asp Ile Phe Thr Glu Tyr Ile Cys
85 90 95

Gln Cys Pro Val Gly Tyr Ser Gly Ile His Cys Glu Thr Gly Cys Ser
100 105 110
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02816094. 0 Pl & FH10/341

Thr Gln Leu Gly Met Glu Gly Gly Ala Ile Ala Asp Ser Gln Ile Ser
115 120 125

Ala Ser Tyr Val Tyr Met Gly Phe Met Gly Leu Gln Arg Trp Gly Pro
130 135 140

Glu Leu Ala Arg Leu Tyr Arg Thr Gly Ile Val Asn Ala Trp His Ala
145 150 155 160

Ser Asn Tyr Asp Ser Lys Pro Trp Ile Gln Val Asn Leu Leu Arg Lys
165 170 175

Met Arg Val Ser Gly Val Met Thr Gln Gly Ala Ser Arg Ala Gly Arg
180 185 190

Ala Glu Tyr Leu Lys Thr Phe Lys Val Ala Tyr Ser Leu Asp Gly Arg
195 200 205

Lys Phe Glu Phe Ile Gln Asp Glu Ser Gly Gly Asp Lys Glu Phe Leu
210 215 220

Gly Asn Leu Asp Asn Asn Ser Leu Lys Val Asn Met Phe Asn Pro Thr
225 230 235 240

Leu Glu Ala Gln Tyr Ile Arg Leu Tyr Pro Val Ser Cys His Arg Gly
245 250 255

Cys Thr Leu Arg Phe Glu Leu Leu Gly Cys Glu Leu His Gly Cys Leu
260 265 270

Glu Pro Leu Gly Leu Lys Asn Asn Thr Ile Pro Asp Ser Gln Met Ser
275 280 285
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02816094. 0 Pl &R FH11/341

Ala Ser Ser Ser Tyr Lys Thr Trp Asn Leu Arg Ala Phe Gly Trp Tyr
290 295 300

Pro His Leu Gly Arg Leu Asp Asn Gln Gly Lys Ile Asn Ala Trp Thr
305 310 315 320

Ala Gln Ser Asn Ser Ala Lys Glu Trp Leu Gln Val Asp Leu Gly Thr
325 330 335

Gln Arg Gln Val Thr Gly Ile Ile Thr Gln Gly Ala Arg Asp Phe Gly
340 345 350

His Ile Gln Tyr Val Glu Ser Tyr Lys Val Ala His Ser Asp Asp Gly
355 360 365

Val Gln Trp Thr Val Tyr Glu Glu Gln Gly Ser Ser Lys Val Phe Gln
370 375 380

Gly Asn Leu Asp Asn Asn Ser His Lys Lys Asn Ile Phe Glu Lys Pro
385 390 395 400

Phe Met Ala Arg Tyr Val Arg Val Leu Pro Val Ser Trp His Asn Arg
405 410 415

Ile Thr Leu Arg Leu Glu Leu Leu Gly Cys Thr Gly His His His His
420 425 430

His His

210> 11
211> 22
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02816094. 0 Pl &R FH12/341

<212> DNA
213> ATLF3F

<220>
<223> FAFHH A Lactadherin C1/C2 cDNA BIIEME S|4

<400> 11
ccctegtaca cctgeacgtg cc 22

210> 12

Q11> 21

<212> DNA
213> ANLFF

<220>
223> FF¥H A Lactadherin C2 cDNA BIIEH 54

<400> 12
cccacgagct gecacacgge C 21

210> 13

211> 21

<212> DNA
213> AR5

<220>
<223> FF¥ A Lactadherin C1/C2 cDNA HIIE[E54)

<400> 13
aaatgtgtcg agccactggg ¢ 21

210> 14
211> 19

<212> DNA
213> AR5

220>
<223> HETH WA Lactadherin C2 cDNA BIIE[R 3|4

<400> 14
ggatgcgeeca atcecctgg 19
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02816094. 0 Pl &R FH13/341

210> 15

<211> 33

<212> DNA
213> AIF3

<220> :
<223> FF¥H A Lactadherin C1 cDNA IR MIS|H

<400> 15
gaaggaaccg gtacagccca gtagctcaaa geg 33

<210> 16

211> 22

<212> DNA
213> ALF3I

220>
<223> FT4 /R Lactadherin C1/C2 cDNA HIEE R4

400> 16
ggatgttcta cacagctggg ca 22

210> 17
Q11> 17

<212> DNA
213> ALF3

<220>
<223> FF¥ /K Lactadherin C1/C2 cDNA HIIEAEI4)

<400> 17

accgaataca tctgcca 17

<210> 18
Q211> 21

<212> DNA
213> ANIF3

<220>

72
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Pl &R H14/341

<223>

<400>

Ty #/M§ Lactadherin C2 cDNA KIIEI5 (¥

18

cctgtttcgt gccaccgegg ¢

<210>
<21
212>
{213>

<220>
<223>

<400>

19
19
DNA

A3

FI T/ Lactadherin C2 cDNA B9EEMSIY

19

ggatgtctcg agcecectgg

210>
211>
212>
213>

<220>
<223>

<400>

20
31

DNA
AIFF5)

AT HEABNE-2 cDNAKIERSIY

20

aggaggaagc ttatgtacag gatgcaactc ¢

210>
<2115
<212>
<213>

<220>
<223>

<400>

21

19

DNA
ATIFF

ATFy#AANE-2 INAKRRATD

21

agtcagtgtt gagatgatg

<210>
<211>

22
318

73

21

19

31

19



02816094. 0 Pl &K FH15/341

<212> PRT
Q13> AILZF

<2200

<221> MISC_4¥4E

<223> A IL2- A Lactadherin C1 &I &EA

<400> 22

Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu

1 5 10 15

Val Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
20 25 30

Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
35 40 45

Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
50 55 60

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
65 70 75 80

Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
85 90 95

Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
100 105 110

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
115 120 125

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
130 135 140
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02816094. 0 Pl &K FH16/341

Cys Gln Ser Ile Ile Ser Thr Leu Thr Lys Cys Val Glu Pro Leu Gly
145 150 155 160

Met Glu Asn Gly Asn Ile Ala Asn Ser Gln Ile Ala Ala Ser Ser Val
165 170 175

Arg Val Thr Phe Leu Gly Leu Gln His Trp Val Pro Glu Leu Ala Arg
180 185 190

Leu Asn Arg Ala Gly Met Val Asn Ala Trp Thr Pro Ser Ser Asn Asp
195 200 205

Asp Asn Pro Trp Ile Gln Val Asn Leu Leu Arg Arg Met Trp Val Thr
210 215 220

Gly Val Val Thr Gln Gly Ala Ser Arg Leu Ala Ser His Glu Tyr Leu
225 230 235 240

Lys Ala Phe Lys Val Ala Tyr Ser Leu Asn Gly His Glu Phe Asp Phe
245 250 255

Ile His Asp Val Asn Lys Lys His Lys Glu Phe Val Gly Asn Trp Asn
260 265 270

Lys Asn Ala Val His Val Asn Leu Phe Glu Thr Pro Val Glu Ala Gln
275 280 285

Tyr Val Arg Leu Tyr Pro Thr Ser Cys His Thr Ala Cys Thr Leu Arg
290 295 300

Phe Glu Leu Leu Gly Cys Thr Gly His His His His His His
305 310 315

75



02816094. 0

}“?

Al K OHE1T/341

210> 23
<211> 336
<212> PRT
Q21 AILLF

<220>
221>
<223>

MISC_#§4E

<400> 23
Met Tyr Arg Met Gln Leu Leu Ser

1 5

Val Thr Asn Ser Ala Pro Thr Ser
20

Gln Leu Glu His Leu Leu Leu Asp
35 40

Asn Asn Tyr Lys Asn Pro Lys Leu
50 55

Tyr Met Pro Lys Lys Ala Thr Glu
65 70

Glu Glu Leu Lys Pro Leu Glu Glu
85

Asn Phe His Leu Arg Pro Arg Asp
100

Val Leu Glu Leu Lys Gly Ser Glu
115 120

A IL2- A Lactadherin Cl &k &EQ

Cys Ile Ala Leu Ser Leu Ala Leu
10 15

Ser Ser Thr Lys Lys Thr Gln Leu
25 30

Leu Gln Met Ile Leu Asn Gly Ile
45

Thr Arg Met Leu Thr Phe Lys Phe
60

Leu Lys His Leu Gln Cys Leu Glu
75 80

Val Leu Asn Leu Ala GIn Ser Lys
90 95

Leu Ile Ser Asn Ile Asn Val Ile
105 110

Thr Thr Phe Met Cys Glu Tyr Ala
125
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02816094. 0 Pl &K H18/34m

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
130 135 140

Cys Gln Ser Ile Ile Ser Thr Leu Thr Pro Ser Tyr Thr Cys Thr Cys
145 150 155 160

Leu Lys Gly Tyr Ala Gly Asn His Cys Glu Thr Lys Cys Val Glu Pro
165 170 175

Leu Gly Met Glu Asn Gly Asn Ile Ala Asn Ser Gln Ile Ala Ala Ser
180 185 190

Ser Val Arg Val Thr Phe Leu Gly Leu Gln His Trp Val Pro Glu Leu
195 200 205

Ala Arg Leu Asn Arg Ala Gly Met Val Asn Ala Trp Thr Pro Ser Ser
210 215 220

Asn Asp Asp Asn Pro Trp Ile Gln Val Asn Leu Leu Arg Arg Met Trp
225 230 235 240

Val Thr Gly Val Val Thr Gln Gly Ala Ser Arg Leu Ala Ser His Glu
245 250 255

Tyr Leu Lys Ala Phe Lys Val Ala Tyr Ser Leu Asn Gly His Glu Phe
260 265 270

Asp Phe Ile His Asp Val Asn Lys Lys His Lys Glu Phe Val Gly Asn
275 280 285

Trp Asn Lys Asn Ala Val His Val Asn Leu Phe Glu Thr Pro Val Glu
290 295 300

17



02816094. 0

}“?

R OH19/341

Ala Gln Tyr Val Arg Leu Tyr Pro Thr Ser Cys His Thr Ala Cys Thr

305

Leu Arg Phe

<210> 24
211> 320
<212> PRT

310 315 320

Glu Leu Leu Gly Cys Thr Gly His His His His His His
325 330 335

213> AIHF

<220>

<221> MISC_4&4E
<223> A IL2-A Lactadherin C2 &Rk &EH

<400> 24
Met Tyr Arg

1

Val Thr Asn

Gln Leu Glu
35

Asn Asn Tyr
50

Tyr Met Pro
65

Glu Glu Leu

Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu
5 10 15

Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gin Leu
20 25 30

His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
40 45

Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
55 60

Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
70 75 80

Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
85 90 95
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02816094. 0 FoAdl & F20/341

Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
100 105 110

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
115 120 125

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
130 135 140

Cys Gln Ser Ile Ile Ser Thr Leu Thr Gly Cys Ala Asn Pro Leu Gly
145 150 155 160

Leu Lys Asn Asn Ser Ile Pro Asp Lys Gln Ile Thr Ala Ser Ser Ser
165 170 175

Tyr Lys Thr Trp Gly Leu His Leu Phe Ser Trp Asn Pro Ser Tyr Ala
180 185 190

Arg Leu Asp Lys Gln Gly Asn Phe Asn Ala Trp Val Ala Gly Ser Tyr
195 200 205

Gly Asn Asp Gln Trp Leu Gln Val Asp Leu Gly Ser Ser Lys Glu Val
210 215 220

Thr Gly Ile Ile Thr Gln Gly Ala Arg Asn Phe Gly Ser Val Gln Phe
225 230 235 240

Val Ala Ser Tyr Lys Val Ala Tyr Ser Asn Asp Ser Ala Asn Trp Thr
245 250 255

Glu Tyr Gln Asp Pro Arg Thr Gly Ser Ser Lys Ile Phe Pro Gly Asn
260 265 270
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02816094. 0 Pl &R FH21/341

Trp Asp Asn His Ser His Lys Lys Asn Leu Phe Glu Thr Pro Ile Leu
275 280 285

Ala Arg Tyr Val Arg Ile Leu Pro Val Ala Trp His Asn Arg Ile Ala
290 295 300

Leu Arg Leu Glu Leu Leu Gly Cys Thr Gly His His His His His His
305 310 315 320

<210> 25
<211> 340
<212> PRT
213> AIHF

<220>

<221> MISC_4%1E

<223> A IL2- A Lactadherin C2 &GRS EA

<400> 25

Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu

1 5 10 15

Val Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
20 25 30

Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
35 40 45

Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
50 55 60

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
65 70 75 80
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02816094. 0 Pl &R E22/341

Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
85 90 95

Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
100 105 110

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
115 120 125

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
130 135 140

Cys Gln Ser Ile Ile Ser Thr Leu Thr Pro Thr Ser Cys His Thr Ala
145 150 155 160

Cys Thr Leu Arg Phe Glu Leu Leu Gly Cys Glu Leu Asn Gly Cys Ala
165 170 175

Asn Pro Leu Gly Leu Lys Asn Asn Ser Ile Pro Asp Lys Gln Ile Thr
180 185 190

Ala Ser Ser Ser Tyr Lys Thr Trp Gly Leu His Leu Phe Ser Trp Asn
195 200 205

Pro Ser Tyr Ala Arg Leu Asp Lys Gln Gly Asn Phe Asn Ala Trp Val
210 215 220

Ala Gly Ser Tyr Gly Asn Asp Gln Trp Leu Gln Val Asp Leu Gly Ser
225 230 235 240

Ser Lys Glu Val Thr Gly Ile Ile Thr Gln Gly Ala Arg Asn Phe Gly
245 250 255
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Ser Val Gln Phe Val Ala Ser Tyr Lys Val Ala Tyr Ser Asn Asp Ser
260 265 270

Ala Asn Trp Thr Glu Tyr Gln Asp Pro Arg Thr Gly Ser Ser Lys Ile
275 280 285

Phe Pro Gly Asn Trp Asp Asn His Ser His Lys Lys Asn Leu Phe Glu
290 295 300

Thr Pro Ile Leu Ala Arg Tyr Val Arg Ile Leu Pro Val Ala Trp His
305 310 315 320

Asn Arg Tle Ala Leu Arg Leu Glu Leu Leu Gly Cys Thr Gly His His
325 330 335

His His His His
340

<210> 26
<211> 480
<212> PRT
Q13> AIHSF

<220>

<221> MISC_4&4E

<223> A IL2- A Lactadherin C1/C2 &HBiKk&ES

<400> 26

Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu

1 5 10 15

Val Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
20 25 30
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Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile

35

Asn Asn Tyr Lys Asn Pro Lys
50 55

Tyr Met Pro Lys Lys Ala Thr
65 70

Glu Glu Leu Lys Pro Leu Glu
85

Asn Phe His Leu Arg Pro Arg
100

Val Leu Glu Leu Lys Gly Ser
115

Asp Glu Thr Ala Thr Ile Val
130 135

Cys Gln Ser Ile Ile Ser Thr
145 150

Met Glu Asn Gly Asn Ile Ala
165

40 45

Leu Thr Arg Met Leu Thr Phe
60

Glu Leu Lys His Leu Gln Cys
75

Glu Val Leu Asn Leu Ala Gln
90

Leu Ile Ser Asn Ile Asn
105 110

Asp

Thr Thr Phe Met Cys Glu
125

Glu
120

Phe Leu Asn Arg Trp Ile
140

Glu

Thr Lys Cys Val Glu Pro
155

Leu

Asn Ser Gln Ile Ala Ala Ser
170

Lys Phe

Leu Glu
80

Ser Lys
95

Val Ile

Tyr Ala

Thr Phe

Leu Gly

160

Ser Val
175

Arg Val Thr Phe Leu Gly Leu Gln His Trp Val Pro Glu Leu Ala Arg

180

185 190

Leu Asn Arg Ala Gly Met Val Asn Ala Trp Thr Pro Ser Ser Asn Asp

195

200 205
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Asp Asn Pro Trp Ile Gln Val Asn Leu Leu Arg Arg Met Trp Val Thr
210 215 220

Gly Val Val Thr Gln Gly Ala Ser Arg Leu Ala Ser His Glu Tyr Leu
225 230 235 240

Lys Ala Phe Lys Val Ala Tyr Ser Leu Asn Gly His Glu Phe Asp Phe
245 250 255

Ile His Asp Val Asn Lys Lys His Lys Glu Phe Val Gly Asn Trp Asn
260 265 270

Lys Asn Ala Val His Val Asn Leu Phe Glu Thr Pro Val Glu Ala Gln
275 280 285

Tyr Val Arg Leu Tyr Pro Thr Ser Cys His Thr Ala Cys Thr Leu Arg
290 295 300

Phe Glu Leu Leu Gly Cys Glu Leu Asn Gly Cys Ala Asn Pro Leu Gly
305 310 315 320

Leu Lys Asn Asn Ser Ile Pro Asp Lys Gln Ile Thr Ala Ser Ser Ser
325 330 335

Tyr Lys Thr Trp Gly Leu His Leu Phe Ser Trp Asn Pro Ser Tyr Ala
340 345 350

Arg Leu Asp Lys Gln Gly Asn Phe Asn Ala Trp Val Ala Gly Ser Tyr
355 360 365

Gly Asn Asp Gln Trp Leu Gln Val Asp Leu Gly Ser Ser Lys Glu Val
370 375 380
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Thr Gly Ile Ile Thr Gln Gly Ala Arg Asn Phe Gly Ser Val Gln Phe
385 390 395 400

Val Ala Ser Tyr Lys Val Ala Tyr Ser Asn Asp Ser Ala Asn Trp Thr
405 410 415

Glu Tyr Gln Asp Pro Arg Thr Gly Ser Ser Lys Ile Phe Pro Gly Asn
420 425 430

Trp Asp Asn His Ser His Lys Lys Asn Leu Phe Glu Thr Pro Ile Leu
435 440 445

Ala Arg Tyr Val Arg Ile Leu Pro Val Ala Trp His Asn Arg Ile Ala
450 455 460

Leu Arg Leu Glu Leu Leu Gly Cys Thr Gly His His His His His His
465 470 475 480

210> 27
<211> 498
<212> PRT
213> AI&#F

<2200

<221> MISC_%1E

<223> A IL2-A Lactadherin C1/C2 &HE#x&EA

400> 27

Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu

1 5 10 15

Val Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
20 25 30
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"Gln Leu Glu
35

Asn Asn Tyr
50

Tyr Met Pro
65

Glu Glu Leu

Asn Phe His

Val Leu Glu
115

Asp Glu Thr
130

Cys Gln Ser
145

Leu Lys Gly

Leu Gly Met

Ser Val Arg
195

His Leu Leu Leu

Lys Asn Pro Lys
55

Lys Lys Ala Thr
70

Lys Pro Leu Glu
85

Leu Arg Pro Arg
100

Leu Lys Gly Ser

Ala Thr Ile Val
135

Ile Ile Ser Thr
150

Tyr Ala Gly Asn
165

Glu Asn Gly Asn
180

Val Thr Phe Leu

Asp Leu Gln Met Ile Leu Asn Gly Ile
40 45

Leu Thr Arg Met Leu Thr Phe Lys Phe
60

Glu Leu Lys His Leu Gln Cys Leu Glu
75 80

Glu Val Leu Asn Leu Ala Gln Ser Lys
90 95

Asp Leu Ile Ser Asn Ile Asn Val Ile
105 110

Glu Thr Thr Phe Met Cys Glu Tyr Ala
120 125

Glu Phe Leu Asn Arg Trp Ile Thr Phe
140

Leu Thr Pro Ser Tyr Thr Cys Thr Cys
155 160

His Cys Glu Thr Lys Cys Val Glu Pro
170 175

Ile Ala Asn Ser Gln Ile Ala Ala Ser
185 190

Gly Leu Gln His Trp Val Pro Glu Leu
200 205
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Ala Arg Leu Asn Arg Ala Gly Met Val Asn Ala Trp Thr Pro Ser Ser
210 215 220

Asn Asp Asp Asn Pro Trp Ile Gln Val Asn Leu Leu Arg Arg Met Trp
225 230 235 240

Val Thr Gly Val Val Thr Gln Gly Ala Ser Arg Leu Ala Ser His Glu
245 250 255

Tyr Leu Lys Ala Phe Lys Val Ala Tyr Ser Leu Asn Gly His Glu Phe
260 265 270

Asp Phe Ile His Asp Val Asn Lys Lys His Lys Glu Phe Val Gly Asn
275 280 285

Trp Asn Lys Asn Ala Val His Val Asn Leu Phe Glu Thr Pro Val Glu
290 295 300

Ala Gln Tyr Val Arg Leu Tyr Pro Thr Ser Cys His Thr Ala Cys Thr
305 310 315 320

Leu Arg Phe Glu Leu Leu Gly Cys Glu Leu Asn Gly Cys Ala Asn Pro
325 330 335

Leu Gly Leu Lys Asn Asn Ser Ile Pro Asp Lys Gln Ile Thr Ala Ser
340 345 350

Ser Ser Tyr Lys Thr Trp Gly Leu His Leu Phe Ser Trp Asn Pro Ser
355 360 365

Tyr Ala Arg Leu Asp Lys Gln Gly Asn Phe Asn Ala Trp Val Ala Gly
370 375 380
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Ser Tyr Gly Asn Asp Gln Trp Leu Gln Val Asp Leu Gly Ser Ser Lys
385 390 395 400

Glu Val Thr Gly Ile Ile Thr Gln Gly Ala Arg Asn Phe Gly Ser Val
405 410 415

Gln Phe Val Ala Ser Tyr Lys Val Ala Tyr Ser Asn Asp Ser Ala Asn
420 425 430

Trp Thr Glu Tyr Gln Asp Pro Arg Thr Gly Ser Ser Lys Ile Phe Pro
435 440 445

Gly Asn Trp Asp Asn His Ser His Lys Lys Asn Leu Phe Glu Thr Pro
450 455 460

Ile Leu Ala Arg Tyr Val Arg Ile Leu Pro Val Ala Trp His Asn Arg
465 470 475 480

Ile Ala Leu Arg Leu Glu Leu Leu Gly Cys Thr Gly His His His His
485 490 495

His His

<210> 28
211> 30
<212> DNA
213> AIFF3

220>
223> FTFH A CD4OL cDNA HIIER B

<400> 28
ggaaggaccg gtcatagaag gttggacaag 30
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<210> 29
211> 32
<212> DNA

213> AIFF

<220>
<223> FTF¥H A CD40L cDNA IR M3

<400> 29
ggaaggaccg gtgagtttga gtaagccaaa gg 32

<210> 30
211> 612
<212> PRT
Q13> AIHF

220>

<221> MISC_4&1E

<223> A Lactadherin- A CD40L & EH

<400> 30

Met Pro Arg Pro Arg Leu Leu Ala Ala Leu Cys Gly Ala Leu Leu Cys

1 5 10 15

Ala Pro Ser Leu Leu Val Ala Leu Asp Ile Cys Ser Lys Asn Pro Cys
20 25 30

His Asn Gly Gly Leu Cys Glu Glu Ile Ser Gln Glu Val Arg Gly Asp
35 40 45

Val Phe Pro Ser Tyr Thr Cys Thr Cys Leu Lys Gly Tyr Ala Gly Asn
50 55 60

His Cys Glu Thr Lys Cys Val Glu Pro Leu Gly Met Glu Asn Gly Asn
65 70 75 80
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Ile Ala Asn Ser Gln Ile Ala Ala Ser Ser Val Arg Val Thr Phe Leu
85 90 95

Gly Leu Gln His Trp Val Pro Glu Leu Ala Arg Leu Asn Arg Ala Gly
100 105 110

Met Val Asn Ala Trp Thr Pro Ser Ser Asn Asp Asp Asn Pro Trp Ile
115 120 125

Gln Val Asn Leu Leu Arg Arg Met Trp Val Thr Gly Val Val Thr Gln
130 135 140

Gly Ala Ser Arg Leu Ala Ser His Glu Tyr Leu Lys Ala Phe Lys Val
145 150 155 160

Ala Tyr Ser Leu Asn Gly His Glu Phe Asp Phe Ile His Asp Val Asn
165 170 175

Lys Lys His Lys Glu Phe Val Gly Asn Trp Asn Lys Asn Ala Val His
180 185 190

Val Asn Leu Phe Glu Thr Pro Val Glu Ala Gln Tyr Val Arg Leu Tyr
195 200 205

Pro Thr Ser Cys His Thr Ala Cys Thr Leu Arg Phe Glu Leu Leu Gly
210 215 220

Cys Glu Leu Asn Gly Cys Ala Asn Pro Leu Gly Leu Lys Asn Asn Ser
225 230 235 240

Jle Pro Asp Lys Gln Ile Thr Ala Ser Ser Ser Tyr Lys Thr Trp Gly
245 250 255
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Leu His Leu Phe Ser Trp Asn Pro Ser Tyr Ala Arg Leu Asp Lys Gln
260 265 270

Gly Asn Phe Asn Ala Trp Val Ala Gly Ser Tyr Gly Asn Asp Gln Trp
275 280 285

Leu Gln Val Asp Leu Gly Ser Ser Lys Glu Val Thr Gly Ile Ile Thr
290 295 300

Gln Gly Ala Arg Asn Phe Gly Ser Val Gln Phe Val Ala Ser Tyr Lys
305 310 315 320

Val Ala Tyr Ser Asn Asp Ser Ala Asn Trp Thr Glu Tyr Gln Asp Pro
325 330 335

Arg Thr Gly Ser Ser Lys Ile Phe Pro Gly Asn Trp Asp Asn His Ser
340 345 350

His Lys Lys Asn Leu Phe Glu Thr Pro Ile Leu Ala Arg Tyr Val Arg
355 360 365

Ile Leu Pro Val Ala Trp His Asn Arg Ile Ala Leu Arg Leu Glu Leu
370 375 380

Leu Gly Cys Thr Gly His Arg Arg Leu Asp Lys Ile Glu Asp Glu Arg
385 390 395 400

Asn Leu His Glu Asp Phe Val Phe Met Lys Thr Ile Gln Arg Cys Asn
405 410 415

Thr Gly Glu Arg Ser Leu Ser Leu Leu Asn Cys Glu Glu Ile Lys Ser
420 425 430
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Gln Phe Glu Gly Phe Val Lys Asp Ile Met Leu Asn Lys Glu Glu Thr
435 440 445

Lys Lys Glu Asn Ser Phe Glu Met Gln Lys Gly Asp Gln Asn Pro Gln
450 455 460

Ile Ala Ala His Val Ile Ser Glu Ala Ser Ser Lys Thr Thr Ser Val
465 470 475 480

Leu Gln Trp Ala Glu Lys Gly Tyr Tyr Thr Met Ser Asn Asn Leu Val
485 490 495

Thr Leu Glu Asn Gly Lys Gln Leu Thr Val Lys Arg Gln Gly Leu Tyr
500 505 510

Tyr Ile Tyr Ala Gln Val Thr Phe Cys Ser Asn Arg Glu Ala Ser Ser
515 520 525

Gln Ala Pro Phe Ile Ala Ser Leu Cys Leu Lys Ser Pro Gly Arg Phe
530 535 540

Glu Arg Ile Leu Leu Arg Ala Ala Asn Thr His Ser Ser Ala Lys Pro
545 550 555 560

Cys Gly Gln Gln Ser Ile His Leu Gly Gly Val Phe Glu Leu Gln Pro
565 570 575

Gly Ala Ser Val Phe Val Asn Val Thr Asp Pro Ser Gln Val Ser His
580 585 590

Gly Thr Gly Phe Thr Ser Phe Gly Leu Leu Lys Leu Thr Gly His His
595 600 605
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His His His His
610
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