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MAACAMO D 0000000000
goooobobooooooooobbboooooooooboboboooao
O
O

oooo

ooooooan

20000000 XenoMouse(D ODHO OO DODOOOODODOOOOODOOO (I)MADCAM-19G,
FcOOODODDOOOOGDVMAACAMO D O 000 oooooDoDoDoooooooooao
Oooooooao

Oooooo

(iIMADCAM-IgG, FcO O O OO0 00O

Oo0Do0o0oo0ooao

OMACAMO OO0 O0DDOOQOO0DODODODDODODDODODODOODDODODDOEcoRI/ZBglIl cDNAD O O
PINCY Incytedl 0 00O (3279276)0 0000 I0D0ODCOOODOOOOINYG, FcOOODOODODOO
O0plGlO 00O 0O OEcORI/BamHIO O O O OO DOOOOOO (Simmons, D.L. (1993), Cell
ular Interactions in Development: A Practical Approach, ed. Hartley, D.A. (Oxfor
d Univ. Press, Oxford), pp- 93-127)0 0000000 0O0O0O0DODOOOOJEcoRI/NotlO O
00 OO0 pCONA3.1+(Invitrogen)J 0 0000 O0O0O0OOOOOOODOOOMAACAM-1gG, F
ccODNAO O OOOODODOODOMAICAM-19G, FcO O O OO OOOOOOOOOOOOOOO
ocoooao

MAACAM-1gG, FcO O OO O 0 OO

MDFGLALLLAGLLGLLLGQSLQVKPLQVEPPEPVVAVALGASRQLTCRLACADRG
ASVQWRGLDTSLGAVQSDTGRSVLTVRNASLSAAGTRVCVGSCGGRTFQHTVQLL
VYAFPDQLTVSPAALVPGDPEVACTAHKVIPVDPNALSFSLLVGGQELEGAQALG
PEVQEEEEEPQGDEDVLFRVITERWRLPPLGTPVPPALYCQATMRLPGLELSHRQA
IPVLHSPTSPEPPDTTSPESPDTTSPESPDTTSQEPPDTTSQEPPDTTSQEPPDT
TSPEPPDKTSPEPAPQQGSTHTPRSPGSTRTRRPEIQPKSCDKTHTCPPCPAPEL
LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKATPPVLD
SDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ

ID NO: 107)

ooooooooooao

O0OMAACAMO O OOODOO

gbooboono

ooooDoDooood/zmoad

0O CHO-DHFRO O O O MAACAM-1gG, FcO O O O O O O cDNAO O O pCDNA3.1+0 0 000 O O
O0OO0O0OO0O0000D0D0O0OMACAM-1gG, FcO DO OODODOODODODDODOODODOOODODODOO
600 p g/mL G4180 0 0 100 ng/mL O 0 0O OO0 OOODOOIscovedl ODODODODODOOOO
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I A 0 O o Y A R WY ¢
Gibco) D OO OOODODO (Gibco)2mMm OO DO OO (Gibco)l OO OOODOODODOAO (Gibe
o) 100 p g/mL G4180 U 0 100 ng/mL 0 0 O O OO DODOOO Iscovel O OO OO O MAd
CAM-1gG, FcO OO OO OOOODOCHOO O OOOOOMAICAM-1gG, FcO O OO O OoQoOoaQo
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo
OO0 O 0O HiTrap Protein G Sepharose(5 mL, Pharmacia) 0 0O OO 0O O O (2 mL/min)0O 2
5mM 000 pH 80150 mM NaCI(GU OO O DOD)OD OO OOOI100mM OO0 O pH 2.500
OO0 @m/min)D00O0O0OC0O02IMO0O pH8OpH 7.500 0000 0 MAICAM-19G,
FcOOOODDOOOOOOODOSDS-PAGED 00O ODDODDODDODODODOOOODOODOGDO35
mM 0O0O-000 pH6.50150 mM NaCIO 0 0 0O 0O OO0 0O OO 0O O Sephacryl si1000 0O O (P
harmacia)J 0 0000000 D0OO0O0O0.35m/min0 0000035 mLlO OO 0O OO MADCAM
-1gG6, FCOOODODDODOOODODODOODOODDODDOODDODODODODODOODODDODODODO3 mvO0O-
000 pH6.500000000000D0Resource Q(6 mL, Pharmacia)D O OO 0O O OO
Oo0DO00O0oo033 mMO0-000 pH6.50150 mM NaCIDO 500 000 00O O 0O (6 mL/
min)d MACAM-IgG, FcO 0 000000035 mM OO0 -000 pH 6.50400 mM NaClO 40
6mL 0000000 0O0OOOODDDODODODOODDODODDOO90%D OO 0O SDS-PAGED O O O
6s kb0 00000000 DUOO0DDODOO0ODODODDUDODODODODODODODODDOODODODODOODO
OO0O000O0DO0OO0O0OO0O025 mM HEPES pH 7.50 1 mM EDTAO 1 mM DTTO 100 mM NaClO 50
%W ODDODO0Do0DOo0ooooDooDoDooo-800 000000 OoOoDoDDoDOoOooOOod
Oooooo
(GDVMAAdCAMO OO DO O0O0o0ooonoad
O0O0O000 MAACAMO O (Shyjan AM, et al., J Immunol., 156, 2851-7 (1996))0 0O O
00006450 012220 0 0 0O Sacl/Notl0 O 0O OO CcDNAD D OO OO OOPCROODODO
O pIND-Hygro O O O (Invitrogen)d Sacl/NotlD O 00 00D OO OOODOOOODODS"O
OO000000O0Sacld OO O pCDNA3.1 MAACAM-IgG, FcO O OO O O0DOOO0OOOOOOO
OO0O0ODDDOO0OOMACAM cDNADO O O O O MAACAM cDNAO O O Kpni/NotlO 0 O O OO O OPp
EFSFRTVSGWCATO O O O (Invitrogen)D 0 00 000000000 DOOOOOOOCATO O
O0O000000O0cbNAOOODODODOODODODDODODODDUODOODODODODODODODODOEFI
pO0 0000000 OOODDOOOOFIpIn NIH 3T30 O (Invitrogen)D 00O O0O0OOO
00000000000 o00ooDo0ooDO0o0o0D0o0D0Do0oDo0ooDOoDOooDOoDoOoDooDDOO
0000000000000 00000000000a 48-"Jy00BOOOOOO
O (Chan BM, et al., J. Biol. Chem., 267:8366-70 (1992))0 0 0 0 00 O00OOO
O000DD0OD0OD0ODOOOMADCAMO DO O OO OCHOO O OO GOOoOOoOOoODOOdOFIpIln CHO
(Invitrogen)D 0 OO0 OO OOO0OODOOO
Ooono
0O MACAMO O FlpIn NIH-3T30 0 O 02 mM L-O0 00000 10% 00O 0OODODOO (Gibco)
O0O0200 pug/mL 00 00000OOB{Nvitrogen)D OO ODODODODOOOODODOOOOO
(GibcO) DD OUDODODDOODODODODODODDODDOOMAICAMO O Flpln CHOO O OO 2 mM L-
OO0O000010% O00000D00O(Gibco)OO350 pgogs/mLk OO DOODOCDOODOB(INvItr
ogeN)D DD D00 OFI2/000000000000O0ODOCIibco) OO ODO0OOOODOO
00000000000 ooDOooDooDoDOooD gm0 O0D0D0DO0DDOOODODOOODO
o o A Y 2 S | Y A W R A
pH 80 10 mM MgCI,O 0.015%(w/v)O0 O OO DO O0O100 U/mML OO0O0O0O0O0OOCODODOO
00000000 oo0Do0oo0ooDo0oDOooD2000000000000000000
0000000000000 D0000000O0sx10°0 0 000000000000
OO00D0DDO=>100,000g0 000 O00O0OXenoMouseD O OO O O0DO0O0O0OOOODODOO
ooo0ooDDODOo0oooodooooDoDoo0oooooooDoD-8oDO0DODDODOO0OOOOOO
O0O0000000D0D000O0000DODDOOAOSDS-PAGED O O O MADCAMO NO O
([C1-KPLQVEPPEP(SEQ ID NO: 134))0 0 00O O0O0O0OO0ODO0DO0DDODOODODODOODDOO
Oo0o0o0o0ooDoDOoooDoooooooao
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Oooooo

Ooo0o0oo0ooDooooooonoadg

O0080100 00O XENOMOUSE(D O )HO OO O0OOOO0OOCOODODOMAACAM-1gG, FcO O 0O O
Oo0o0opg/00/000H)000O0DODODDOODOOODODODOMAICAM-CHOO OO O OO
NIH 3T30 0 (10x10°0 0 /00 /0 0 0)0000000DDODOO0DODODOODODOOO
I A O = A 0 A Y Y 4
00000000 ooDoo4000000000PBSOODO0OMAAdCAMO O O DD ODOOOO
I o o o o N A A A Y =
-X63-Ag8.6530 0 0 0 0 00 0D0O0ODDDODOOOOODODODDO (Galfre and Milstein, Me
thods Enzymol. 73:3-46 (1981))0 HATO 0 O O O O O MAACAMO O O O O 1gG,k O O O 196
s 00o0oooooooooooooooooooUoooUooooooooooooao
OMAMCAMO OOODODDOOODODODDODDUODODDODOODI12000000000000D00O0O
1.7.20 1.8.20 6.14.200 6.22.20 6.34.200 6.67.10 6.73.20 6.77.10 7.16.60 7.20.50 7.
26,40 0 009.820 00 000D O0OO0ODODDUODODDODODODODODODDOODODODOOO
000000 1.7.20 1.8.20 6.14.20 6.22.20 6.34.20 6.67.10 6.73.20 6.77.10 7.16.6
07.20.50 7.26.40 0 0 09.8.20 0 0 0000000 0O0O11.70 1.80 6-140 6.220 6.34
0 6.670 6.730 6.770 7.160 7.200 7.260 0 0 9.80 0 0 O 0O O MAACAMO O O OO OO
Oooooo

ELISADO O

00000000000 oo0o0o0Do0ooDO0oDo0DO0o00Do0ooDU0oDDOooDOoDO0oo0DoDoOoDoOOoOaO
0000 (Coligan et al., Unit 2.1 "Enzyme-linked immunosorbent assays,' Current
Protocols 1 in Immunology(1994))0 0 0 OO0 O O O O MAACAM-1gG, FcO OO O DO OO

OOELISAD D 00O0O00O0OOMAICAM-1gG, FcO OO OO OOOOODOOOOODODOO
ooDoocoOoogs, 00000000000 D0D0O00DO00D00ODOFIpln CHO MAMACAMO O O
goooobOoboooooooooobobboooooooobbbobOooooan

goooao

oooboELISAD DO ODDODDODOOOOoOooooooDoOanO

goooao

ELISAI 00000000 @o0OmMM 00 /0000000000 0pH 9.6)0 00000
0 MAACAM-1gG, FcO O (4.5 p g/mL)0 100 p L/O DD O04000000000000
0000000000000 00O0O0000O0000000000200p /000
0000000 @O0O00000005%BSA00.1% 0 0002000000000
100000000000 000000000000000050pWL/0000000
000000000000 000O00(@OO0000O00)0O0020000000
00000000000 O000PBS(3x100 p L/OOO0)IOO0OO0O0O00OO0O0O0O0OO
000000 @AD)OODOOOPBSOOOOOOHRPOOOOODO (@ OOODOIg6,00
000 1:10000 0 00 0O O 1g6,-HRP(SBO 0 O O O 0 9060-05)0 0 0 1g6,0 0 00001
210000 0 0 0 0 0 IgG,4-HRP(ZymedD 0 0 0 0 03840) 0 0 000000000000 10
0000000000 0PBSOOOO0OOO0ODOO0D0100uLOPD(o-0 00000000 (
DAKO $2405)0 5 p L 30% H,0,/12 ml)0 00000000 000100200 0000000
0000000100 W L2MH,S0,00000000000000490 nmO0 00000

Ooo0ooooooooooogoQgdg
O Oo0ooooaog

oooQoo
Dooo00oo

MACAM-1gG, FcO 0000000 OOODELISAD D OO O0D000000a 4B -+ IYO0
0000 (i)MAACAM-1gG, FcO 0000000 000 (ii)MAACAM-CHOO 0 00 00 0 O
0000000000000 00000000000000000

00000

(i)MAJCAM-19gG, FcO 0 0 0 0 O O

000000 0OPBSOO0OODOMAICAM-1gG, FecO 000000 04.5 y g/ml 00 O 10
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O p LO O 960 O O O Black Microfluor "B"UO (Dynex #7805)0 40 0 0D 000 O0O0ODOOO
MACAMO 0 0 00O O0ODDOO0OOOOODODOILI0% BSA/PBSO 0370 0 0 0 0001000000
ooooDoDOoOO0oo0ooodooooDoODOoDo0o0oo0oooooDoDoODo0o0DoOoooDoooDoOoOaogavyd
0000000000000 0000(08x10°1 0 /mL0 00 0 0 )0 20x10°0 0 /0 0O O
ocooooosoml0C0O0OCO0DO0ODOO0ODODOOODOOdYODUODZ2MML-00O0DODOO
010% D00 00O0000D0O0OD0O (Life Technologies #10108-165)0 O O RPMI16400 O (Gib
co) 0000000000000 D0D0DO0DO0D02030000102x10°5/mLO0 000000
O02mM L-O 0 O 0O 0O (Gibco)d O O RPMI 16400 O (Gibco) D O D O OO ODO200 00O
O Calcein AMO 0 O O O ORPMI 16400 2x10°0 0 /m0 0 0000000000000
Calcein AM(molecular Probes #C-3099)0 O DMSOO O O O 1:2000 0 (D OO OO OOS
WMmOOODoODODooODUODooDoooooDoooDoooD@oo3aomNDO00O0DO0ODoDODoODOO
ooooooo0oooDU0oooDOoo0ooDUooDODU0o0DO0DO0ooODU0DoDDOooDOoDO0ooODO0oOoODDOO
00o0o0D0DD0D0ODO000O0o0oo0oO0oOoO0DDOaoPBsSO0-1 mg/mL BSA(Sigma #A3059)0 0O O O
Spog/mLQ upo/mLO00DNO0O0O0COOO0O0DO0OICG,OO0O000000000O03pg/mL
g/mLO 0 D)0 0D OO0DOOO0.1mg/mL BSA/PBSO 00000 C0DODOOCDODODOODODDODOGO
20 (1:20)0 0000000000 O0DODODODOODODODODOODODODODODOOODODODOOGO
PBSO 0.1 mg/mL BSAO 0 O OO OO
Oooo

0o00DDO0D0000o0o0oDoDoDoDo0o0o0ooosS pwlboo/0000000000

Oo0oDDOoO370020min00000O0OOOOOODDOOOOCalceind O JYO O
000000000 10% O0O0000000RPMI 16400 00 10 00 O O 1 mg/Z/mL BSA/

O
O

OooDoooT= ooo<*T Ooogo
O OoOgoao

PBSO 10 0000000000000 21 mg/mL BSA/PBSO 1x108/mL0 0 0 O O O O O 100
p LO 0O guvuuoobobooooobooooobobboooboooobbooobDboao
oo rpmd 2 min)DO0OD0OODOCDOOCO370045 min0D 00000 DOOOCOODOOO
000000000000 Skatrond 000000000000 0O0O0OWallac Victor® 14
20 Multilabel ReaderD0 0 0 DO OODODCOAN4S nmb OO O0O0OOO0O0O0.1 sec OO

CoOooO0oooDOoosmmbO0OoDOASSSmMOIODOON IOODOOODODOOOOODOD
ooooOobobooooooooooboboboooooooobbbOoooooooobobooooo
OoOO0o0oO0o0o0O0O0ODOobOO0O0o0OD0o0DDbDODDODODbDICgcODODOODODOODDOMAICAMO O
OCoOOooO0OooOoooDoosoyd oo o0Ooo0O0ONMAdAdCAMO D OO ODODOOOOoOOQoOaOoay
O00MAICAM-1gG, FecO O O OO OO0OOICs,0<0.1pog/mOO0O00O0O0O0OO0CODORDO
OoOO0o00O0o0O00OD0OO0oOb0OO0O00O0O0DDO0ODbDDOOO0OMAMCAM-CHOOD O DD ODODOODODOO
ocoodo00ooD120000000D000O0D0OO00DO0ODUOOODODODODODDOODDOD@3OO0
ooooOD0bO01.7.201.8.20 7.16.60 7.20.50 0 0 7.26.40 O 1gGk DO OO OO OO
oooo0ODDO0O0006.14.20 6.22.20 6.34.20 6.67.10 6.73.20 6.77.10 0 0 0 9.8.20 1

g6,k OO0 O0D0DO0OD0O

Oooooo

(ii)MAACAM-CHOO 0 0 00O 0o 0OQd

OJyoooooDUOooOoODOoOoOO0ODOMAAdCAMO O CHOO O OO O ODOOODOO pEFSFRT MAdACA
McODNAO OO OOFIpOODODDODODDODODODOOOODO(nvitrogenN)DOOODODODOOOOMAd
CMOUOOcCHOO OOODODODODODODOOODODOJdYDOUOQOODODODODODDODODODODODODDOO
OMAACAMONO OOOOODODDUODDODOOODODDODUODODDODOODODDODODDOOODODOO
00o0D0DD0OD00000o0o0DoDoDDO0DO0DO0O0O0O0O0D0DO0DMAACAMO OCHOO OO O 2 mM L-0O00
O000D010% 000000 ((Gibco) D OO350 pwg/mL OO OOODODODOB(Invitrogen)Od
O O DMEM/F120 O (Gibco #21331-020) 0 0 00 00 2/30 000 015000000000
O0O0D0DD0ODO0OO0OOOMAACAMO OCHOD OO D200 p LOOD OO OO9SODOODOOOOOO
-0 0 0O (Costar #3904)0 4x10*0 0 /0000000 0370/5% co,0 000000 0O0ODO
Oooooo
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo
1 mg/mL BSA/PBSO 30 p g/mL(10 p g/mMLO 0 0 00 00O OO 0ODOODDOOOOOOMA
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CMcrOO OO OOOOODOODODOOODODODODDODODODOOSOp LODOOV/ZOOODODO
ooooDDbDOoOOoOoooo3vcbzomnM0000o0obbO0oOoOoOooooboboboooOod
OOoO000ooODO0oOoOooO0oOoDOoOoOOgPBsSOO0.1 mg/mL BSAD OO OO OO mg/ZmL BS
A/PBSO 0 00 1x108/mLO0 00 00O 0OCalcein AMDOJYO OO ODODODODODODODODOOO

OdoooDooDooDz2minDO000OD0O0OOOOOOOO100 p LODODODODOOOOOO
000o0Do0o370045 min0 0000000 O0ODOOOODOTecanD OO OODODOO (PW 384)
O0o00o00o0oooooo0odwallacDOOODODO0O0QO0ODDODDODODODOoOoOOoOODOODODOOoOOOO
goooooooooooooooooooboooooo0ooooooooooooooodao
Of0doo0oo0oo0oooooo0ooo0oooooo0ooo0ooU0oooo0o0oo00ooaydo od MAACAM C
HOO OO O0OO0O0D0ICge0 <1 p g/mLO0 0000000 0D0ODOO0OO0O0DODOO0OOoOO0oODoOOoad
OoOO0O0O0O00O0O0D0DO0oO0O0OO0O0O0Db0DODICgx,O0O0DO0DO0DODOOMADdCAMOD OO DO
Oo0o0D0oO0oO0oooos0w0 0000000 0OMAMMMCAMODO O D OOOGOOODODODOOOOODGDO
O0000O001.7.20 1.8.20 6.14.20 6.22.20 6.34.20 6.67.10 6.73.20 6.77.10 7.16
.60 7.20.50 7.26.40 0 009.8.20 0000 ICzcUO0OO0O0OO0O3OOOOOOO0N
Ooo0o00o0oaoao
OO0oO0DDO0O000dMACAMO O O 1C550
MAJCAM 1gG MAJCAM Fipin
J e Fc @& CHO 7 v &A1k
¥4 1C50 #1650
(ng/mL) n (ng/mlL) n
1.7.2 |0.030 + 0.011 6{0502 + 0.280 9
1.8.2 |0.027 + 0.011 4|0424 + 0.107 8
7.16.6 |0.019 + 0009 7/0.389 + 0.093 16
7.20.5 |0.025 + 0.027 7/0.387 + 0.202 9
10.021 + 0.040 40574  0.099 15
10.011 + 0005 40291 + 0.096 6
2 10.018 = 0.011  4{0.573 + 0.168 7
2°10.013 + 0.008 4[{0.285 + 0.073 7
1 ]0.013 + 0.070 4/0.298 + 0.115 8
0.020 + 0.010 4]/0.369 + 0.103 8
0.022 + 0.004 4|0.520 + 0.100 4
{0.020 + 0.050 4({0.440 + 0.342 8
IgG2
9G4
Ooo0oo00o0ooao
gooo0ooooooooouoooooouoooootooooootoooooooooaooao
0000000000000 000D o0oo0oDoO0Do0D o0 oOoOMAdCAMO D OO OQ0ODO
00000000 oO0o000o0o0ooooo00oo0oOMAdCAMO O OO OOcCcHOOD D OOOGOOO
00o0DoDOoGox4ammOOOOOODDDOO(@ 2.5x10°0 O YO oOoGOooooooooao
0o0o0ooDoo0oooDoDoo0oooDoo0o0ooDoDoDoo0o0ooDoDoooooDD0.10 10 p g/mL)
000000000 o0o00oo0oo0oooooo0 oo oooDoopoooOo370020MIN0O0O0OO
OCoOO00O0O0DODO0OD0DD0ODOo00O0G0001m16, 000000000 (10 p og/mL)0D0 OO
0000000000000 00D00O0o0DoDoDOogCEeBLOO.05 PAOD DO ODDODDODODOOO
0oodooDoo0oooDoDoooooDoo0oooDoDooo0ooDoDooooD@ooDooooonan

oH)oooooooobbooooobooooooooooooobooobooboooDoDOoo
ooooOboooooooooooboao

goooooao

10

20

30

40

50



(54) JP 2018-148901 A 2018.9.27

iiND00000-00000 (Stamper-Woodruff)O O 0 O 0O
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MAACAMTO O OO D ODO0ODO0ODO0O0OO0DU0ODO0DO0ODO0OOOMAACAMDODOOOOODDODODOOOOOO

000000000000 O0DO0OD0OO0O0ODOO0DOOD0ODO-NHS(Pierce)d 2000 00O
bilozmgooooobbOO0OO0oO0oooooobDDbOO0DOoDOooobooobbobonoo
ODO0O0D00O0O @GO min)0PD-10CPharmacia)D 0D 000 O0DODODOODOOOODODOO

00O
000000000000 000O000O0O00O0O0O0O0O0O0O0O0O0O0O0O0O0O0aOn-7
o00D0C0D00D100pymOO0D0000OO0O00D0OO0O0O00OOD-L-00000000000
000000000000 00O0D0000D0O0O00O0O0O0O0O0O0O0D0DODO0OOoOOooao
00-00000000000000(C@AKO)DDIDOODDNDDNDDNONDNDONDONDODONDNDONDODOoOOan
50y g/ML) 0000000000000 OMAMCAMI DOOOOO0DOO0OO0OOOOOO
Chrs)J 00000000 1g6,0001g6,0 00000000 (50 u g/m)0 0
0000000 00B-,00CGOug/mM)IOD0D0D0D000000000

O Oo0ooooaog
OoOoo0oo0oood
O Ooo0oooao

O

RP(DAKO)O O

Ooooooogogogoao

OOoooooggdg
OOoooood

OOoo0oooogd

O

O

O

0 (DAKO)O

O

OO0oo0oooogod

000000000000 000D0000D000O0OO0O0O0D0OO0O0O0ooOan
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& bk frEIhsd~Z BAWK AR R
PESa—7
7.16.6 6.22.2 40mM Y R 20 uL
6.34.2 40mM Y VR 40 pL
7.20.5 40mM Y R 20 uL
6.77.1 9.8.2 40mMY R 10 pL
1.7.2 40mM Y R 5ulL
7.16.6 40mM Y 1 10 pL
1.7.2 6.77.1 25mM Y VR 5ul
9.8.2 25mM Y g 5uL
7.20.5 25mM Y g 5uL
6.22.2 25mM Y U8 5uL
6.34.2 25 mM KBRS R U DA 5uL
6.67.1 25 mM KBk R U U A 5ulL
6.22.2 9.8.2 25mMAKER{ET hU oA | 20 pL
7.26.4 25 mM KT R U O A 5uL
6.34.2 9.8.2 25 mM AL FY DA | 70 uL
1.7.2 A0 mM KRBT LU DAL 5uL
7.26.4 40 mM Kk R Y U A 5uL
6.67.1 9.8.2 40 mMKER{ET U U A 5uL
1.7.2 40 mM KBk R U U A 5uL
7.20.5 9.8.2 25mMVY VR 5nL
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9.8.2 9.8.2 25mMVU g 15 uL.
6.22.2 25mMY 10 uL
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5’-AGC ATG GAT CGG GGC CTG GCC-3’ (SEQID NO:111)

gugobobooooobbood

5’-GTG CAG GAC CGG GAT GGC CTG-3’ (SEQ ID NO:112)
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DNAO OO OODOOOoOPCROODDODODOODODVHOOOOVK ODODODDOOODOODOOOODO (Mark
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f human immunoglobulin variable genes and design of family-specific oligonucleot
ide probes'™; Eur. J. Immunol_., 21, 985-991 (1991))0 0 0000 OO O0O0OOVHOO
0000 MG-30

(5’-CAG GTG CAG CTG GAG CAG TCI GG-3 (SEQ ID NO: 108)

0000 Cy 20 MG40-d

(5’-GCT GAG GGA GTA GAG TCC TGA GGA-3 (SEQ ID NO: 109)

D000O0Cy 40000 O MG-40d
(5’GCT GAG GGA GTA GAG TCC TGA GGA CTG T -3 (SEQ ID NO: 110)

OO0OO0OCk OODODOCtk P20 Green et al., 19940 00 O O0DO0DODODDOOOOO)YOOOO
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ooo0ooDDOO0OO0oOoOoOoooboODbDOoOoOoOoOopPCcROEOOOTOPO-TAOODODDODODDOOO NV
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VH1-18 5¢ TATCTAAGCTTCTAGACTCGAGCGCCACCATGGACTGGACCTGGAGCATCCTT 3' (SEQ ID NO:
70)

VH3-15 5/ TATCTAAGCTTCTAGACTCGAGCGCCACCATGGAGTTTGGGCTGAGCTGGATT 3' (SEQ ID NO:
71) ‘

VH3-21 5/ TATCTAAGCTTCTAGACTCGAGCGCCACCATGGAACTGGGGCTCCGCTGGETT 3’ (SEQ ID NO:
72)

VH3-23 5’ TATCTARGCTTCTAGACTCGAGCGCCACCATGGAGTTTGGECTGAGCTGGCTT 3’ (SEQ ID NO:
73)

VH3-30 5! TATCTAAGCTTCTAGACTCGAGCGCCACCATGGAGTTTGGGCTCGAGCTGGGTT 3’ (SEQ ID NO:
74)

VH3-33 5/ TATCTAAGCTTCTAGACTCGAGCGCCACCATGGAGTTTGGGCTGAGCTGGETT 3¢ (SEQ ID NO:
75)

VH4-4 5¢ TATCTAAGCTTCTAGACTCGAGCGCCACCATGAAACACCTGTGGTTCTTCCTC 3’ (SEQ ID NO:
76)

A2/A3 5’ TATCTAAGCTTCTAGACCCGGGCGCCACCATGAGGCTCCCTGCTCAGCTCCTG 3’ (SEQ ID NO:
77)

A26 5¢ TATCTAAGCTTCTAGACCCGGGCGCCACCATGTTGCCATCACAACTCATTGGG 3’ (SEQ ID NO:
78)

B3 5’ TATCTAAGCTTCTAGACCCGGGCGCCACCATCGCTGTTGCAGACCCAGGTCTTC 3¢ (SEQ ID NO:
79)

012 5! TATCTAAGCTTCTAGACCCGGGCGCCACCATGGACATGAGEGTCCCCGCTCAG 37 (SEQ ID NO:
80)

018 5/ TATCTAAGCTTCTAGACCCGGGCGCCACCATGGACATGAGGGTCCCTGCTCAG 3¢ (SEQ ID NO:

10
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81)
RevIgG2 5/ TTCTCTGATCAGAATTCCTATCATTTACCCGGAGACAGGGAGAG 3’ (SEQ ID NO: 82)
RevIgG4 5' TTCTTTGATCAGAATTCTCACTAACACTCTCCCCTGTTGAAGC 3’ (SEQ ID NO: 83)
RevKappa 5’ TTCTCTGATCAGAATTCCTATCATTTACCCAGAGACAGGGAGAG 3’ (SEQ ID NO: 84)
6.22.2VK_F1 5/-GGA TCT GGG ACA GAT TTC ACC CTC ACC ATC AAT AGC CTG GAR GC-3' (SEQ ID
NO: 85)
6.22.2VK_R1 5/-GCT TCC AGEG CTA TTG ATG GTG AGG GTIG AAA TCT GTC CCA GAT CC-3' (SEQ ID
NO: 86) 10
6.22.2VH_F1 5'-GCA GCG TCT GGA TTC ACC TTC AGT AGC-3' (SEQ ID NO: 87)
6.22.2VH R1 5’-GCT ACT GAA GGT GAA TCC AGA CGC TGC-3’ (SEQ ID NO: 88)
6.22.2VH_CS* 5'-CGG AGG TGC TTC TAG AGC AGG GCG-3’ (SEQ ID NO: 89)
6.34.2VK_F1 5’-GCA AGT CAG AGT ATT AGT AGC TAT TTA AAT TGG TAT CAG CAG AAA CC-
3/ (SEQ ID NO: 90)
6.34.2VK_R1 57-GGT TTC TGC TGA TAC CAA TTT AAA TAG CTA CTA ATA CTC TGA CTT GC-
3/ (SEQ ID NO: 91)
6.34.2VK_F2 57-CCA TCA GTT CTC TGC AAC CTG AGG ATT TTG CAA CTT ACT ACT GTC ACC-
3’ (SEQ ID NO: 92)
6.34.2VK_R3 57-GGT GAC AGT AGT AAG TTG CAA AAT CCT CAG GTT GCA GAG AAC TGA TGG-
3’ (SEQ ID NO: 93) '
6.34.2VH_F16.34 | 5'-GCA AAT GAA CAG CCT GCG CGC TGA GGA CAC G-3' (SEQ ID NO: 94) 20
.2VH R1 5'-CGT _GTC CTC AGC GCG CAG GCT GTT CAT TTG C-3' (SEQ ID NO: 95)
6.67.1VK_F1 5/-CAA TAA GRA CTA CTT AGC TTG GTA CCA ACA GAA ACC AGG ACA GCC-
3’ (SEQ ID NO: 95)
6.67.1VK_R1 5'-GGC TGT CCT GGT TTC TGT TGG TAC CAA GCT AAG TAG TTC TTA TTG-3’ (SEQ
ID NO: 97)
6.67.1VH_F1 5'-~CCC TCA GGG GTC GAG TCA CCA TGT CAG TAG ACA CGT CCA AGA ACC-3’ {SEQ
ID NO: 28)
6.67.1VH_R1 5/-GGT TCT TGG ACG TGT CTA CTG ACA TGG TGA CTC GAC CCC TGA GGG-3’ (SEQ
ID NO: 99)
6.67.1VH CS* 5/ -ATT CTA GAG CAG GGC GCC AGG-3' (SEQ ID NO: 100)
6.77.1VK_F1 5/-CCA TCT CCT GCA AGT CTA GTC AGA GCC TCC-3’ (SEQ ID NO: 101)
6.77.1VK_R1 5/-GGA GGC TCT GAC TAG ACT TGC AGG AGA TGG-3’ (SEQ ID NO: 102) 30
6.77.1VK_F2 5’-GGT TTA TTA CTG CAT GCA AAG TAT ACA GCT TAT GTC CAG TTT TGG CC -
3’ (SEQ ID NO: 103)
6.77.1VK_R2 5/-GGC CAA BAC TGG ACA TAA GCT GTA TAC TTT GCA TGC AGT AAT AAA CC -
3’ (SEQ ID NO: 104)
7.26.4K F1 5'~CCT GCA AGT CTA GTC AGA GCC TCC-3‘ (SEQ ID NO: 105)
7.26 .4K_R1 5'~GGA GGC TCT GAC TAG ACT TGC AGG-3‘ (SEQ ID NO: 106)
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HEH x B

VH | D [ JH ve | Uk
VH3-15 D6-19 JH4b A3 JK5
VH3-15 D6-19 JH4b A3 JK5
VH1-18 D6-6 JH6b A2 JK1
VH4-4 D3-10 JH6b A3 JK4
VH1-18 D6-6 JH6b A2 JK1
VH3-23 D5-5 JH4b 012 JK5
VH3-33 D5-12 JH6b A26 JK4
VH3-30 D4-23 JH6b 012 JK3
VH4-4 D3-10 JH4b B3 JK4
VH3-23 D6-19 JH6b 012 JK2
VH3-21 D6-19 JHBb A2 JK2
VH3-33  D3-10:22D3-16  JH4b 018 JK5
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34.20 6.67.10 6.73.20 6.77.10 7.26.40 0 0 0 9.8.20 k U DO ODDODOOODODOOOO

O (SEQ 1D NO:160 200 240 280 320 440 0 0 48)0 0 0 O 0O O 6.14.20 (SEQ 1D NO:10)O
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7.26.40 00 09.8.20 0 0O O O SDS-PAGETD O O O Pro-Q(O O O O )Emerald 488 Glycopro

tein(Molecular Probes) I 0D 0 00000 O0O0OODODDODOOOOO

Oooooo

00000002 pug00000D0OMACAMO OO OMOPSO OO D OO 0O 40 12% Sbs-0O0 O
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O3% 00 000000000000 00000000000000000OO0aO0OPro-QUO

0 )Emerald 488 Glycoprotein stain Kit(Molecular Probes)D 0 00O OO OO0
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oooooao
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yooooooooooooooooooooooooouooopHOOOODOOOODOO
oooooooUooop-000000U0OO0OQCUODDODUOODODOOOOOODGOODOMAICAM
001.7.201.8.20007.20.50000000000Asn-00000O000ODOCOCODODO
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oooooo

OO0O0O00OO0OOMADCAMO 0D 1.7.20 000000000 /ZAsp-NO O 0O O O O O SSQSLLQSNGY
NYL(SEQ ID NO:69)(1573.7 ba) D DO O LC-MS/MSO OO ODODDODODODODOOODODODOO
O MAACAMO O 1.7.20 010 M DTTO OO OO DOOCSmM O0OOCONaOOODOOODO
OOoo0oO0oooooooUooOGoOmvMO0O-HCIOL mM CaCl,O pH 7.6)0 0 0O
ocoooOoooooo0D120000000000QCO0OD0ODOO0ODODODODODODOOODO
ODO0O0DO0OOD0OODO (sequencing grade modified trypsin)(Promega)d OO0 0O O O
ooooO0ooOoOooUoOooUooD3UObODO0DU0OooDUooDOoDUooODUoOooODUoOoooDO
OEttan LCOO O OOOOOC-18 RPCOODOOHPLCO OO DO OO OO 33Asnd 00
(4032 D) 0 D00 ODOOCODOAsp-NODODDODOGOMMOODODDOOODODOD
pH 8.0) 0 00 O0O0D0ODOOOOOOODOO0OAsp-N(Roche)D OO OD10:100 00000
ooooooooao

ooo

ooDoo@oopu LHoooODooooooo @O -200)0o0Do0ooDOooOoooDOooaOo
OOO0OO0O0OO0OOAsp-NOOOOSpeed-VacO DO OOOOOODQOODOOSppLODOO
/0000000000 @SMNOO0)IOOCOODOOOSpeed-VacOD O OO ODOO
ODoDOoo0o0Do0oo0oo0oD0o0A% TRAODODODODODODODODODDUODDDODODODODODO
OO0O00DO00O0O0O0OO0OO0oOO0OO0OO0OOce1s zip Tips(Millipored)D OO OO DOOODOO
00000 Voyager-DE STR MALDI-TOFO O O 000 O0O0OO0OQCOO0OO00Oa -O000O
Oo0o0o0o0ooDU0ooo0D0oo00ooDU0oo0DO0o00Do0DDU0OoDDODO0OO0DO0DOoOD0OD0ODDOOdao Deca
Plus lon Trapd OO0 OO0 OQOLC-MS/MSO OO OO OOCOODOODODOOIIon Trap MSO
OoooOoooOooOoOooUoooooooooMscOooOoMs/MsSOD OO O O 0O OO MSO O 300
Dal 2000 Da0 0 OO0 OO ODOOCOOOODOODOOODDOOODDOODODOODODOODOD
Oooo0oooDUOoooDoooooDovMs/MsOOoooonoooO

O Oo0goooao
O 0Ooo0oooo

OO0 oo ooooooooooQgooo
OoooooOoogao

O oD oooogogog
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oooooao
ooooDDOMAACAMO O OO OODDO

it x BREH
7 ) av ik VDY 23 W7 IR
(NXS/T) R (NXS/T) R (NG) e
LQSNGYN MS
LOSNGYN MS
HGNGYNY MS
CKSNQSLLY | MS/PAGE
TFNNSAMT N.D
SGTNFTLTI PAGE LTINGLEA N.D
ASQNISSYL PAGE
SSNNKTYLA PAGE
RASQNITN PAGE
SCNSSQSL PAGE
HSDNLSIT PAGE
1gG2
IgG4

O
O
O
O
O
O
O
O

0oobOo0oo0oo0obbDbDO0oO00Dn0SEQ ID NO:- 135-1460 DD OO OO DO

O0DO0DO0OOMAMCAMD 0000000000 COCOO0O0O0O0O0@OOO0
00)0O00OO0D0D0000000000O0O0O0OO0OO0D00000000
0000000000000 000000000000000000
000000000000 00000000O0OPCRD DO MAACAMO O 6.2
.20 6.34.20 6.67.10 6.77.10 0 00 7.26.40 000 000000000000000
0000000000000 0000000000000000000000000O0
00O0/000001g6,00000000000000000000000000000
0O00O0O0O0O0O0O0OSEQ IDN0:130 170210 00200 0 000k 00O ODOOCO O SE
ID NO:150 190 230 310 0 0 430 0 0 O O pCR2.1 TOPO-TAD 0 0 0 O O O O O cDNA(100
n)DO0OO0-000000100000000000000000000000O0O0O0PCR
0000000 O00000000
OooooO0oO0
6.22.20 0 O
OPCRODO OO ODODDO6.22.2 VH_ F10 0 0 6.22.2VH_CS™(1)0 0 0 O VH3-330 0 O 6.22.2
_VHR1(2)ODOExpand Taqd 0 0 0000000 COCOOOO0O0OSEQ IDN0:130 00 0O O
0 O pCR2.1 TOPO-TA ¢DNAOD O (100 ng)D 0 00O OO OPCRO O ()D DO ()OO DOO0DO
00000000000 @IDDE@EIDODD0D0OVH3-33000VK6.22.2 CS* 0000
O00D00OCOPRROODODODODODODODODODOO(@OCOCOOOS50ng)0000006.22.200
v-00O0ODO0DO0OOD0O0ODO0OOOOO0O0O0O0000000FRIOHIS/PheD 000000000
00001ge,0000000000PpPEE6.ICHO 0D DO 0DODOPEE6. 1000000000
00000000000 0000000Xbal0OOOOOOOOOOOPCRO OO O pEE6.
ICHO XbalD 00000000 DOO0OO0OOCOCOO0D0O0000000O0O0OO0OOOCOOOO000
0006.22.20 0000000000000000SEQ IDNO:510 0000000000
OOO0OSEQ IDNO:520 000 00D0DOOOOOCOCOOO0O0O0O0O0O0ONONODODODOOOO
Dooo0O0O0O0O0O0O000

O O oo dNIODOOoOooogogdg
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooo
O oOooo
O Ooo0ooo
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Ooooooo

6.22.2k 0 00O

OPCRODODOOODODODOG6.22.2 VK FIDO OO revk (1)0 000 O A260 O O 6.22.2 VK _R1(2
I OExpand Tag0 0000 O0O0O0OC0CO0O0O0O0O0OO0DO0OSEQ IDNO:150 00 0O O O pCR

2.1 TOPO-TA ¢DNAO 0 (100 ng)0 OO0 OO O OPCROO (IO DO ((RUOOCOODO0O00O
0000000 @IDDE@EIDDDDODDA000revk 0000000000 PCRO
00000000000 @O0D0000S0n0000006.22.2« 00V-000000
0000000000000 0O0O0O0FR3DO OO Asn/Aspd O OGly/Ser0 000000
0000000 OPCRDIOOOHIndIN/EcoRIDO 000 0 OpEE12.10 0 00000000
0000000000 06.22.2« 0000000000000 0000SEQ ID NO:530 O
00000000 O0O0O0O0SEQ IDNO:540 0000000000000 0000000O0
0000000000000 00000000O0

OooooOoOo

6.34.20 0 O

OPCRODDOOODODO6.34.2 VH F10 0 0 6.22.2VH _ CS™(1)0 0 O O VH3-300 O O 6.34.2
_VH RI(2)OOExpand Taq0 0 000 O0CODO0O0O0OO0O0DO0O0OOSEQ IDNO:170 0 0O O
0 O pCR2.1 TOPO-TA cDNAO 0 (100 ng)D 0D 00 OO OOPCRO O ()OO O (OO O0OO0
00000000000 C@I0D0E@IDO0D000O0O0VH3-30000VK6.22.2 CcS™0 000
O0ODO0OO0OCOPCROOOODODDOODODODDODO@OOOODOS0ng)0O00D000E.34.200
V-0 0OOODOODOODO0OOOODO0OOOOOOOOOOFR3DSer/Argd 000000000
00001920 00000000 O0PpPEE6.ICHO OO D OODODOPEE6.10 00000000
00000000000 O0000O00O0XbalJODOOODOODOODOOOOPCRODOO O pEE6.
ICHO XbalD 000 COODO0O0O0OO0O0O0OODOODODOCOODODOOOODOOOODODDOODOOO
00D06.34.20 000000000000 O0000SEQ IDNO:55000000000000
OOOSEQ IDNO:560 0 00 D0ODODODDOODONDNOODODONONDODODODONDOODODOODOOOO
0Do0O0000O0O0O0O0O0

Dooooo

6.34.2k 0 00O

OPCROD OO ODDDOO0120 0 O 6.34.2 VK _R1(1)0 6.34.2_VK_F10 O O 6.34.2_VK_R2(2)
00D006.34.2 VK F20 D0 revk (3)0OExpand Tagd 0 00 00 O0COO0O0DO0OC0COOOO
0 O SEQ ID NO:190 0 O O O O O pCR2.1 TOPO-TA cDNAO O (100 ng)0 O O O O O O PCRO
O@IEOODEOIID0DDNDNDDDDNDNDODDD@OEIODOE@IooDIonn
0(@IODD@ID0120006.34.2 VKRRZIODOODODOOOOOPCRODODOODOODODO
00O0@OO0O00D050 ng)DPCRODO (A0 O O00OPCROD (2)I 00 (3)006.34.2 VK_
FIOOOrevk 0DOOOOPCROOODOOODOOODOOO(OOOODOS50 ng)dPCRO O (5
I OOOOPROIODMOIODODGIIIODODODIODODODODODO2000revk D0 0000
000000 @OO0OO0O0O05 ng)0000006.34.2k 00V-00000000000
00000000000 OCDRIOOOOAsn/Serd 00 FR200 OO0 Phe/Tyr0 000 OO
0 FR30 O O O Arg-Thr/Ser-Serd Asp/Glud O 0 Ser/Tyr0 0 000000000 O0OPC
RO ODODOHIndINI/EcORID 00O D OO PpEE12.10 0 0000000000000 O0O00O0
006.34.2« 0000000000000 OOOOSEQ IDNO:570 00000000000
OOOSEQ IDNO:580 0 00 D0O0ODODDOODONODOODONONDODODONONDOODONDOOODOOO
000000000000

Dooooo

6.67.10 O O

OPCRODDOOOODDCO6.67.1_VH F10 0 0 6.67.1VH_CS™(1)0 00 O VH4A-40 0 O 6.67.1_
VH R1(2)0 OExpand Tag0 0 000 O0O0O0OCO0O0DO0O0O0ODODOSEQ IDNO:210 000 00
0 pCR2.1 TOPO-TA cDNAD O (100 ng)D0 00 OO OO OPCROD ()OO O ()OO ODOOO0
0000000000 Q@IDD@IDO0OD0O00D0VHA-400 0 VK6.67.1.CSTO00 000
O0O0DO0OO0OPROIODOOODODDODOOODD(@OIOOOOS0 ng) 0O000O0O6.67.100 V-
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OoOO0O00O00O0O0OD0OO0oO0O0O0O0O0D0DODO0OD0DO0OODODFR3O 1le-Leu-Ala/Met-Ser-vVall O 0O
gooboboDoo0oobDbigc20 0000000 DbDOpEES.ICHD OO OO DODOOPEEG.IOD O OO
OCOoOO000O0DoODUO0OoOO0DO0OOoO0O0oDUOoOOoDO0OoOO0O0ODXkalDO OOOODOODOODOAOPCRO
OO0OOPpEE6.ICHO XbalO OO OO OODODOOOOOODODODODODODOODODODOODODODOGO
ooobODbO0O0O0e6.67.10000000000000D00O000O0SEQ ID NO:590 0 0 OOO
ooobODO0oO0O0O0OSEQ IDNo:6OD D OO ODOOOoOoDbODOOoOoooboOooooboboogano
gogboboboooobboooobbooad

Ooo0oO0O0

6.67.1k 0 0O

OPCRODOOODOOD6.67.1 VK FIO OO revk (1)0 0 0 0 0B30 OO 6.67.1_VK_R1(2)
OOExpand Tagd 0 0000000000000 COOOSEQ IDNO:230 000 0O O O pCR2
.1 TOPO-TA ¢DNAO O (100 ng)D 00 OO O OPCRODO () DD (O OODOOOOOO0DO

OCoOO0o00o0@ooo@oooooooB30d0revk OODOO0DODOOOODOPCRODODO
OCoooO0oooODOooO@ObOoOooOoosongoooooe.67.k 0O0V-0O000O0O0D0OO
OOO00O0O00OD0O0OO0OO0O0O0O0OD0OCDRID OO O Thr/AsnD OO0 O 0 0O FR2O0 0O O O Arg/ZGly
OO0O0OD0DDOO0OO0O000O0OO0O0OPCRODODODOHINdINI/ZEcOR1ID 0 00O OO pEE12.10 00 O
ooooODbOoOO0ooooooooDbDDbO0Oe.e7.lxk DO0O0ODDOOOOOOOODODEDAOSEQ
IDNO:61D0 0D 00 O0O0OO0OO0CODODODODOOSEQ IDNoO:620 0D 000D OOOCOODODOOOOO
goobooooboboboooobbooooboooobboo

oooobooao

6.77.10 0 O

OPCRODODODOOODO VH3-210 0 0 6.22.2VH CS™0 O Expand Taq0 00 0000 0 OO
O0O0D0O0D0O0DOSEQ ID NO:290 O 0 O O O O pCR2.1 TOPO-TA ¢DNAD O (100 ng)0 O O O
O0O0OOPROOOOCOODOOOODOOOOOOPRROOOOXbalDODOOODOODOODODO
PEE6.ICHO XbalD 0 0 0000 O0O0O0OCOO0O0OCOODODODOODODODODODODODODOODOOOO
000000006.77.10 0000000000000 000SEQ IDNO:630 00000
O0D0DO0OO0OO0OOOSEQ IDNO:640 00 DO DODDOOODODODOONODONDOODODOCODOOOO
0000000000 O0O000000

oooooo

6.77.1k 0 0O

OPCRODODOOOODODOA20006.77.1_VK RL(1)O 6.77.1_VK_VK_F10 O O 6.77.1_R2(2)
00O006.77.1 VK F20 OO revk (3)0 OExpand Tagd 0 00 00 0O 00000000
0O SEQ ID NO:310 0 0 0 O O O pCR2.1 TOPO-TA ¢DNAD O (100 ng)0 O O O O O O PCRO
O@IOO0D@EIIIOD0DDNDIDDDDDNDONDDD@IEIOoOOE@IoooIono
0@IODD0@IDA0006.77.1 VKR20OODODODOOOOOPROOOODOODOOO
00D0@OO0O00D050 ng)D0PCROD (40000 OPCROD (2)J 00 (3)0 O 6.77.1_VK_
FIOODOrevk 0O0OOO0OO0OOOOPRROIOOOODOODOODOODDO(@OODOOS0 ng)
OPCROO(G)DOIOOOPCROIO (A)IDOG)YIODODIOIODODDDIODOOA2000JIK200
0000000000 @OO000O050 ng)0000006.77.1k 00V-0000000
00000000000 O00D0C0OCDRIO O OO Asn/Lysd O O FR30O O O O Ser/Tyrd O
OO0OOCDR3DOOOOOCYs/Ser0 000000000000 O00O0PCRIOOOHindll
I/EcORID 0 D0 OOPpPEEI2.10 0 0000000000000 0000O006.77.1k 00O
00000000000 O0O0O0OOSEQ IDNO:650 000000 DO0D0C0OOONSEQ ID NO:
660 00 0000000000000 O0O0O0ODONODDNOOODODODOONODOOOODONDOOO
DooO

Ooooooo

7.26.4k 0 00O

OPCRODODODOODODDO7.26.4 VK FIDO O O revk (1)0 000 OA20 0 O 7.26.4 VK _R1(2)
OOExpand Tagd 000 000000000000 DOOSEQ ID NO:430 000 O O O pCR2
.1 TOPO-TA ¢cDNAO O (100 ng)D D OO OO OPCROO (OO D (OO DODDCOODODODO
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ODoooD@UoboDboE@ooooooobA0D00revs 0ODOO0DODO0ODOOPCRDODO
oooooDboOo@DboDDoooos0onLODbDDDOOYY.26.4k OD0OV-DDOOOOODODO
OoDOoooDOooO0O0ooU0ooOoDOcecbRIOODOO0AsnW/SerD0 000 0O0O0DODOOOODOODOPCR
O00OHIndIII/EcORID OO OO OpEEI2.20 000000000 OOCOOOOODOO
7.26. 4k U0O0OO0ODDODDODOO0ODOOOOOODODDODOSEQ IDNC:6e7D ODODODOOOOOODOOO
UOSEQ IDNO:eS8O DO OO ODOOODOODDOODODODDODOOOODODOOOODbDDODOOn
gbooooooboad

goooao

6.22.2-modO 6.34.2-modd 6.67.1-mod0 6.77.1-modd O O
OooooOODbOO0O00000SEQ ID NO:-510 550 590 630 o410 000o0o0oo00d
O0O00O0D0SEQ ID NO:520 560 600 640 O O 420 O O O Kk oooO0OD0O0000SEQ ID

7.26.4-mod0 0000 OO0O
O
O
NO:530 570 610650 0 0670 0 00O OOOODODODOOOOSEQ ID NO:-540 580 620 66
O
O
O

Oooooogogoooaoo

O00e80 000 000O®K.22.20 6-34.20 6.67.10 6.77.10 0 0 7.26. 40 0000 0 0 O
I o o S 2222 o o
0 6.34.2-mod0 6.67.1-mod0 O 0O 0 6.77.1-mod0d 0O 0 OO O O cDNAO O O O O O Notl/Sal
IDpEE6.ICHD O DD D0 O0OO0OO0ODO7.26.40 000000000 0O0O0Notl/Salll pEE6.1
0000000000000 O0D0DO0DD0D0O0k 0D0D0DO0DOOOODOOO®6-.22.2-mod0 6.
34_.2-mod0 6.67.1-mod0 6.77.1-mod0 O O 7.26.4-mod00 0 0 0 O 0O O pEE12.10 0 0 O 0O
0000DD0D0000O0o0o0D0DDO0D000000o0oo0oDDDO00O0O0O0D0DDODaOHEK 293T
00000000000 oo0o0o0Do0ooDO0oDo0DO0o00Do0ooDU0oDDOooDOoDO0oo0DoDoOoDoOOoOaO
OO0O0T1650 0 0 000000 DO Optimemd O O O O O 9x10°0 O HEK 293T0O O O O Lipofe
ctamine PLUS(Invitrogen)D 0 000D 0OOO0OO0ODDODOOOODDOOOG®G.22.2-modd 6.34.2-m
odl 6.67.1-mod0 6.77.1-mod0d O O 7.26.4-mod00 0 0 0 0 O O O O cDNA(40 p 9O O O O
OO0O000o0DO0o0DO0DO0o0DOoDUOOo03hrs0000D0OQ0O0DODDODODDODOOODODOO
OO0O000O0D10% OO0 1gG0O 0O O O 0O (Invitrogen 16250-078)0 O O L-O0 0 O O O (50
mL)O O O DMEM(Invitrogen 21969-035)0 0 0 0 00D 005000000000 O0O0OAO
OCO0OO0O0O0DO0OMAMCAMO O OO ODODDODDODODODODODDODODODODODODDOODODODOGO OO
I o o o o o R o A A R A W Y @20 [ e
OOpygLDODODUODODODODO0DDODDODDDODODODODODODOODODODDOO

Oooooo

0 6.22.2-mod0 6.34.2-mod 6.67.1-modd 6.77.1-modd O 0 7.26.4-mod0 00 O 0O OO O
OoOO000O0DODO0OD0DO0ODO0OO0OO0ONMAAdCAMDO DO ODODOO0ODODODOOO0ODODODDUODMAICAM-19G, Fc
OoooO0ooU0oooDOooooooooDUOooDoDOdOoOMAdCAMODODDOODODGOOOODUODO
OMAdCAMO OO OOOO0OD0ICs, 0130 000000000000 O0MAACAMOO O OODO DO
ooooObOoOO0oooooocoobboboooooooobboOoooooooobboooodd
Oo0oO0OODMAACAMO OO OOODDO/ZO0O0OMAAdCAMO OO OODODODDcCcROODODDDOOOOO
goooooogao

oooooao

OCoOO0O0OO0OMAMCAMO ODODDOODODODODOD6.22.2-mod0 6.34.2-mod0 6.67.1-mod0 6.77

1l-modD 0O 7.26.4-mod0 0 D0 OO0 DOODOODOO

MAdJCAM IgG1 Fc
RMEET v A IEEY
IC50 (ng/mL)

Ja—yr B oz
6.22.2 0.018 0.058
6.34.2 0.013 0.049
6.67.1 0.013 0.037
6.77.1 0.022 0.077
7.26.4 0.021 0.033

10

20

30

40

50



OO
00

O MAdCAMO O

oooao
O Vvl

(73)

ggoao

JP 2018-148901 A 2018.9.27

000B - -"00000000O000

Ooo0oooooogogooQg
Oo0ooogQgogoao
Ooo0oooQgoao
OoOoo0ooogoogdg

O

MAdCAMO
goao

OO o oi.;
OO o o.o
O OO0 o.;
O Ooooi.o
O O O oo
O Oooo;
O O o0 oo
O Ooooi.
O O o oo
O 0o ooio;

g
u
O
g

O0Ooo0o0ooao

O
O0000MAACAMO O O OO
20 mM O O Nad 0.2 mg/mL O O O

ggoao
MAdCAMO
ggoao
uggoao

ggoao

oooao
oooao

O 0oogio

uogoboboooobooooobobooad
Do, . 0000000000000
O00D0a ,p 0000000000
gogobooogd

MAACAMO O OO DODODOOO7.16.60 O

7.16.6(1 mg/kg)0 0 0O O (pH 5.50 O O
80045 mg/mL 000 DDOOOOCOO0.02

mg/mL EDTA) 0 0 000000020 (n=4/0)000000000000000000000
0000000000000 D0300000000000000000000EDTAD O
0000000000000 0a 8,0000000000000LPAMOOO0OOOO0O
00000000000 00B ,00C 48,0000 8,00000000000)00
0000000000000 15000000¢@plL)00000O0O0O000100y LOO
0000000000000 0000000000000040 020030 mins00000
0o0oo0o0ao
000000
0000000000000 O0D0000000O0O0O000O0O0O0(BD Pharmingen)
182 v TR PRELZXTA 24T
555748 mlgGl, k-FITC
555844 mlgG2a, k-PE
559425 mlgGl - PerCP
555751 mlgG1, k-APC
555728 CD 28-FITC
555945 B7-PE
558814 CD 95-APC
550631 CD 4-PerCP
0000
000000 1:10 FACSlysed O (BD #349202)0 1m0 0000000000000
0000000000000 D00000000000000012000000000
000000 2mOBO 0000 #554656)0 0 0 00000000000 00006
mins0 250 x g0 00 0000000000000 0000003mO0000000

OooooooogogQgoo
OOooOoo~NOoOOoOgaog

0

D8*CD28*CDO5S )0 DO OMAMCAMO 0 D 0D DD OO DODODDOODOD
I I A Ay I 6 R A W A R 72V [ @7 1 [
000700000000 0000O0CD4™ 7°CD95hiCD28"0 U O O O
00000003 0000000000000CDb4"3 ,_CD95hiCD28™ [

OCoO0O0oO0oOooDOoooooe7minsd250x g 000D OO0OwWyY ODOOOGOQODOO
O (100 p L)O O O CytofixO OO (BD #554655)0 0 0 0 0D 00 O0O00O0DO0OOOO0DODO
Oo0O/00000000CO0O00CO00D0O0DOCDOOOOOOOODODDOGODOFACSCalibur
Oo0oO000o0oo0oU0oDO0oo0O004000000000O000DOPBSC(I00 p L)DOODO

0000000000000 DODCDb4a*e ,7Cb9510CD28 (0 O O
D28+(0 0000000 DO )DOCD4A™E »_CDO5hiICD28+(0 D 0 OO OO DO
icb28 (0 0Jogoobobooboo)Ooboobobooooooooooboao
00000000000 TOODODODO0OO0DOODODOOOCD8 TO O OODO
oad
oad

0 )0 CD4*B ,*CD95hiC
0 )0 CD4*B ,*CD95h

0Dooo040000
0ooooooEe ,*C
Oooooooooao
000000 7.16.6
0DooOoToOO0O00
oooooooo

TOODOOOO0OO0OO0O0DODO0OD0DO0OO0OOMAMCAMOO D OODOOOOTY.6.600 0000000
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oToboooO0oooOOoo0bOO0obOO0OooODO0ooObOOob0bO0O0oO0OO0O0DODDONMAICAMO OO DO
007.16.6000( DB -, 00000000000 D0DOODOODOOOOOD
ooobooooobboooobobbooooobobooooobbooooooooobobooboao

O

oooao

O 0Ooo0oooao
O Ooo0oooao

SEQ ID NO:10 480 0 0510680 0120 DO O OMAACAMD D0 OO0 D O0ODOCOOOK O
0000000000000000000000OMACAMO 8 ,0000000000
0000000000000 00000S50000000MACAMO OO 00000000
00O0O00oDo0o0Ooooao

ooooo

SEQ ID NO:10 480 0120 0 0000000 0 O O MAICAMO O O 1.7.2(SEQ ID NO:10 4)
0 1.8.2(SEQ ID NO:50 8)0 6.14_.2(SEQ ID NO:90 12)0 6.22.2(SEQ ID NO:130 16)0 6.34
.2(SEQ 1D NO:170 20)0 6.67.1(SEQ ID NO:210 24)0 6.73.2(SEQ ID NO:250 28)0 6.77.1
(SEQ ID NO:290 32)0 7.16.6(SEQ ID NO:330 36)0 7.20.5(SEQ ID NO:370 40)0 7.26.4(S
EQ ID NO:410 44)0 0 0 0 9.8.2(SEQ ID N0:45048)0 0 0000k 00 O0D0OOODOOO
00000000000 O0O0O00
0ooooo
SEQ ID N0:490 500 D 0 OO OO OMAACAMa 8 ,00 0000000000000 00
000000 O0O00o
ooooo
SEQ ID NO:510 680 000D ODDDOOODODOCO OO MAICAMO O O 6.22.2(SEQ ID NO:51
0 54)0 0 O 6.34.2(SEQ ID NO:550 58)0 O O 6.67.1(SEQ ID NO:590 62)0 O O 6.77.1(SE
QIDNO:63066)0 000000000k OIDOOODONDOCOONONODODNODODODODOODDOOO
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SEQ ID NO. 1
1.7.2 BSX 7 VAT FEFI

1

51
101
151
201
251
301
351
401
451
501
551
601
651
701
751
801
851
901
951
1001
1051
1101
1151
1201
1251
1301
1351

atggagtttg

ggctgagctyg

gattttcctt

gctgctattt

JP 2018-148901 A 2018.9.27

TR EZ S K3CF

taaaaggtgt

ccagtgtGAG
GGGGGTCCCT

GCCTGGATGA
TGGCCGTATT
CCGTGAAAGG
TATCTGCAAA
TACCACAGGG
CCGTCTCCTC
TGCTCCAGGA
GGACTACTTC
CCAGCGGCGT
TCCCTCAGCA
CTACACCTGC
CAGTTGAGCG
GTGGCAGGAC
CATGATCTCC
ACGAAGACCC
CATAATGCCA
TGTGGTCAGC
AGTACAAGTG
ACCATCTCCA
GCCCCCATCC
TGGTCAAAGG
GGGCAGCCGG
CGGCTCCTTC
AGCAGGGGAA
CACTACACGC

GTGCAGCTGG
TAGACTCTCC
TCTGGGTCCG
AAAMAGGAAAA
CAGATTCACC
TGAACAGCCT
GGAGTGGCTG
AGCCTCCACC
GCACCTCCGA
CCCGAACCGG
GCACACCTTC
GCGTGGETGAC
BAACGTAGATC
CAAATGTTGT
CGTCAGTCTT
CGGACCCCTG
CGAGGTCCAG
AGACAAAGCC
GTCCTCACCG
CAAGGTCTCC
AAACCAAAGG
CGGGAGGAGA
CTTCTACCCC
AGAACAACTA
TTCCTCTACA
CGTCTTCTCA
AGARGAGCCT

TGGAGTCTGG
TGTGTAGCCT
CCAGGCTCCA
CTGATGGTGG
ATCTCAAGAG
GAARACCGAG
AGGACTACTG
AAGGGCCCAT
GAGCACAGCG
TGACGGTGTC
CCAGCTGTCC
CGTGCCCTCC
ACAAGCCCAG
GTCGAGTGCC
CCTCTTCCCC
AGGTCACGTG
TTCAACTGGT
ACGGGAGGAG
TTGTGCACCA
AACAAAGGCC
GCAGCCCCGA
TGACCAAGAA
AGCGACATCG
CAAGACCACA
GCAAGCTCAC
TGCTCCGTGA
CTCCCTGTCT

GGGAGGCTTG
CTGGATTCAC
GGGAAGGGGC
GACAACAGAC
ATGATTCAAA
GACACAGCCG
GGGCCAGGGA
CGGTCTTCCC
GCCCTGGGCT
GTGGAACTCA
TACAGTCCTC
AGCAACTTCG
CAACACCAAG
CACCETGCCC
CCAAAACCCA
CGTGGTGGTG
ACGTGGACGG
CAGTTCAACA
GGACTGGCTG
TCCCAGCCcCC
GAACCACAGG
CCAGGTCAGC
CCGTGGAGTG
CCTCCCATGC
CGTGGACAAG
TGCATGAGGC
CCGGGTAAAT

GTGAAGCCTG
TTTCACTAAC
TGGAGTGGEGT
TACGCTGCAC
AAACACGCTG
TGTATTACTG
ACCCTGGTCA
CCTGGCGCCC
GCCTGGETCAA
GGCGCTCTGA
AGGACTCTAC
GCACCCAGAC
GTGGACAAGA
AGCACCACCT
AGGACACCCT
GACGTGAGCC
CGTGGAGGTG
GCACGTTCCG
AACGGCAAGG
CATCGAGAAA
TGTACACCCT
CTGACCTGCC
GGAGAGCAAT
TGGACTCCGA
AGCAGGTGGC
TCTGCACAAC
GA
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SEQ ID NO. 2
1.7.2 #EBEHS -} EES
1 mefglswifl aailkgvgcE VQLVESGGGL VKPGGSLRLS CVASGFTFTN
51 AWMIWVRQAP GKGLEWVGRI KRKTDGGTTD YAAPVKGRFT ISRDDSKNTL
iol YLOMNSLKTE DTAVYYCTTG GVAEDYWGQG TLVTVSSAST KGPSVFPLAP
151 CSRSTSESTA ALGCLVKDYF PEPVTVSWNS GALTSGVHTF PAVLQSSGLY
201 SLSSVVTVPS SNFCGTQTYTC NVDHKPSNTK VDKITVERKCC VECPPCPAPP
251 VAGPSVFLFP PKPKDTLMIS RTPEVTCVVV DVSHEDPEVQ FNWYVDGVEV
301 HNAKTKPREE QFNSTFRVVS VLTVVHQDWL NGKEYKCKVS NKGLPAPIEK
351 TISKTKGQPR EPQVYTLPPS REEMTKNQVS LTCLVKGFYP SDIAVEWESN
401 GOPENNYKTT PPMLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEALHN
451 HYTQKSLSLS PGK
SEQ ID NO. 3
1.7.2 k BHX 7 VA F FEFI
1 atgaggctce ctgctcaget cctggggcetyg ctaatgetet gggtctetgg
51 atccagtggg GATATTGTGA TGACTCAGTC TCCACTCTCC CTGCCCGTCA
101 CCCCTGGAGA GCCGGCCTCC ATCTCCTGCA GGTCTAGTCA GAGCCTCCTG
151 CAAAGTAATG GATACAACTA TTTGGATTGG TACCTGCAGA AGCCAGGGCA
201 GTCTCCACAG CTCCTGATCT ATTTGGGTTC TAATCGGGCC TCCGGGGTCC
251 CTGACAGGTT CAGTGGCAGT GGATCAGGCA CAGATTTTAC ACTGAARAATC
301 AGCAGAGTGG AGGCTGAGGA TGTTGGGGTT TATTACTGCA TGCAAGCTCT
351 ACAAACTATC ACCTTCGGCC AAGGGACACG ACTGGAGATT AAACGAACTG
401 TGGCTGCACC ATCTGTCTTC ATCTTCCCGC CATCTGATGA GCAGTTGAAA
451 TCTGGAACTG CCTCTCTTGT GTGCCTGCTG AATAACTTCT ATCCCAGAGA
501 GGCCAAAGTA CAGTGGAAGG TGGATAACGC CCTCCAATCG GGTAACTCCC
551 AGGAGAGTGT CACAGAGCAG GACAGCAAGG ACAGCACCTA CAGCCTCAGC
601 AGCACCCTGA CGCTGAGCAA AGCAGACTAC GAGAAACACA AAGTCTACGC
651 CTGCGAAGTC ACCCATCAGG GCCTGAGCTC GCCCGTCACA AAGAGCTTCA
701 ACAGGGGAGA GTGTTAGTGA
SEQ ID NO. 4
1.7.2 #5E « BB Z 17 BHES
1  mrlpagllgl lmlwvsgssg DIVMTQSPLS LPVTPGEPAS ISCRSSQSLL
51 QSNGYNYLDW YLQKPGQSPQ LLIYLGSNRA SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGV YYCMQALQTI TFGQGTRLEI KRTVAAPSVF IFPPSDEQLK
151 SGTASVVCLL NNFYPREAKV QWKVDNALQS GNSQESVTEQ DSKDSTYSLS
202 STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC
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a7
SEQ ID NO. 5
1.8.2 EHX 7 v A F FEEFI
1 atggagtttyg ggctgagctg gattttocett getgetattt taaaaggtgt
51 ccagtgtGAG GTGCAGCTGG TGGAGTCTGEG GGGAGGCTITG GTGAAGCCTG
101 GGGGGTCCCT TAGACTCTCC TGTGTAGTCT CTGGATTCAC TTTCACTAAC
151 GCCTGGATGA TCTGGGTCCG CCAGGCTCCA GGGAAGGGGC TGGAGTGGGT
201 TGGCCGTATT AARAGGAAAA CTGATGGTGG GACAACAGAC TACGCTGCAC
251 CCGTGAAAGG CAGATTCACC ATCTCAAGAG ATGATTCAAA AAACACGCTG
301 TATCTGCAAA TGAACAGCCT GAAAACCGAG GACACAGCCG TGTATTACTG
351 TACCACAGGG GGAGTGGCTG AGGACTACTG GGGCCAGGGA ACCCTGGTCA
401 CCGTCTCCTC AGCCTCCACC ARGGGCCCAT CGGETCTTCCC CCTGGCGCCC
451 TGCTCCAGGA GCACCTCCGA GAGCACAGCGE GCCCTGEGCT GCCTGETCAAR
501 GGACTACTTC CCCGAACCGG TGACGGTGETC GTGEGAACTCA GGCGCTCTGA
551 CCAGCGGCGT GCACACCTITC CCAGCTGTCC TACAGTCCTC AGGACTCTAC
601 TCCCTCAGCA GCGTGGTGAC CGTGCCCTCC AGCAACTTCE GCACCCAGAC
651 CTACACCTGC AACGTAGATC ACAAGCCCAG CAACACCAAG GTGGACAAGA
701 CAGTTGAGCG CABATGTTGT GTCGAGTGCC CACCGTGCCC AGCACCACCT
751 GTGGCAGGAC CGTCAGTCTT CCTCTTCCCC CCABAACCCA AGGACACCCT
801 CATGATCTCC CGGACCCCTG AGGTCACGTG CGTGGETGGTG GACGTGAGECC
851 ACGAAGACCC CGAGGTCCAG TTCAACTGGT ACGTGGACGE CCGTGGAGETG
901 CATAATGCCA AGACAAAGCC ACGGGAGGAG CAGTTCAACA GCACGTTCCG
951 TGTGGTCAGC GTCCTCACCG TTGTGCACCA GGACTGGCTG AACGGCAAGE
10c01 AGTACAAGTG CAAGGTCTCC AACAAAGGCC TCCCAGCCCC CATCGAGAAA
1051 ACCATCTCCA AAACCAAAGG GCAGCCCCGA GAACCACAGG TGTACACCCT
1101 GCCCCCATCC CGGGAGGAGA TGACCAAGAA CCAGGTCAGC CTGACCTGCC
1151 TGGTCAAAGG CTTCTACCCC AGCGACATCG CCGQTGGAGTG CGGAGAGCAAT
1201 GGGCAGCCGG AGAACAACTA CAAGACCACA CCTCCCATGC TGGACTCCGA
1251 CGGCTCCTTC TTCCTCTACA GCAAGCTCAC CGTGGACAAG AGCAGGTGGEC
1301 AGCAGGGGAA CGTCTTCTCA TGCTCCGETGA TGCATGAGGC TCTGCACAAC
1351 CACTACACGC AGAAGAGCCT CTCCCTGTCT CCGGGTAAAT CA
SEQ ID NO. 6
1.8.2 #EEG ¥ > /7 BlLFI
1 mefglswifl aailkgvgeE VQLVESGGGL VKPGGSLRLS CVVSGFTEFTN
51 AWMIWVRQAP GKGLEWVGRI KRKTDGGTTD YAAPVKGRFT ISRDDSKNTL
101 YLOMNSLKTE DTAVYYCTTG GVAEDYWGQG TLVTVSSAST KGPSVFPLAP
151 CSRSTSESTA ALGCLVKDYF PEPVTVSWNS GALTSGVHTF PAVLQSSCGLY
201 SLSSVVTVPS SNFGTQTYTC NVDHKPSNTK VDKTVERKCC VECPPCPAPP
251 VAGPSVFLFP PKPKDTLMIS RTPEVTCVVV DVSHEDPEVQ FNWYVDGVEV
301 HNAKTKPREE QFNSTFRVVS VLTVVHQDWL NGKEYKCKVS NKGLPAPIEK
351 TISKTKGQPR EPQVYTLPPS REEMTKNQVS LTCLVKGFYP SDIAVEWESN
401 GQPENNYKTT PPMLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEALHN
451 HYTQKSLSLS PGK
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SEQ ID NO. 7
1.8.2 c BEHX 7 LA F FELF
1 atgaggctcc ctgctcaget cctggggctg ctaatgetct gggtetetgg
51 atccagtggg GATATTGTGA TGACTCAGTC TCCACTCTCC CTGCCCGTCA
101 CCCCTGGAGA GCCGGCCTCC ATCTCCTGCA GGTCTAGTCA GAGCCTCCTG
151 CAAAGTAATG GATTCAACTA TTTGGATTGG TACCTGCAGA AGCCAGGGCA
201 GTCTCCACAG CTCCTGATCT ATTTGGGTTC TAATCGGGCC TCCGGGETCC
251 CTGACAGGTT CAGTGGCAGT GGGTCAGGCA CAGATTTTAC ACTGAAAATC
301 AGCAGAGTGG AGGCTGAGGA TGTTGGGGTT TATTACTGCA TGCAAGCTCT
351 ACAAACTATC ACCTTCGGCC AAGGGACACG ACTGGAGATT AAACGAACTG
401 TGGCTGCACC ATCTGTCTTC ATCTTCCCGC CATCTGATGA GCAGTTGAAA
451 TCTGGAACTG CCTCTGTTGT GTGCCTGCTG AATAACTTCT ATCCCAGAGA
501 GGCCARAGTA CAGTGGAAGG TGGATAACGC CCTCCAATCG GGTAACTCCC
551 AGGAGAGTGT CACAGAGCAG GACAGCAAGG ACAGCACCTA CAGCCTCAGC
601 AGCACCCTGA CGCTGAGCAA AGCAGACTAC GAGAAACACA AAGTCTACGC
651 CTGCGAAGTC ACCCATCAGGE GCCTGAGCTC GCCCGTCACA AAGAGCTTCA
701 ACAGGGGAGA GTGTTAGTGA
SEQ ID NO. 8
1.8.2 #EXE « B S X7 BES
1 mrlpaglligl lmlwvsgssg DIVMTQSPLS LPVTPGEPAS ISCRSSQSLL
51 QSNGFNYLDW YLOKPGQSPQ LLIYLGSNRA SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGV YYCMQALQTI TFGQGTRLEI KRTVAAPSVF IFPPSDEQLK
151 SGTASVVCLL NNFYPREAKV QWKVDNALQS GNSQESVTEQ DSKDSTYSLS
202 STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC
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SEQ ID NO. 9
6.14.2 EHX 7 L FF FEF
1 atggagtttg ggctgagctg gctttttctt gtggctattt taaaaggtgt
51 ccagtgtGAG GTGCAGCTGT TGGAGTCTGG GGGAGGCTTG GTACAGCCTG
101 GGGGGTCCCT GAGACTCTCC TGTGCAGCCT CTGGACTCAC CTTTAACAAT
151 TCTGCCATGA CCTGGGTCCG CCAGGCTCCA GGGAAGGGGC TGGAGTIGGGT
201 CTCAACTACT AGTGGAAGTG GTGGTACCAC ATACTACGCA GACTCCGTGA
251 AGGGCCGGTT CACCATCTCC AGAGACTCTC CCAAGAACAC GCTCTATCTG
301 CAAATGAACA GCCTGAGAGC CGAGGACACG GCCGTATATT ACTGTGCGGC
351 CCGTGGATAC AGCTATGGTA CGACCCCCTA TGAGTACTGG GGCCAGGGAA
401 CCCTGGTCAC CGTCTCCTCA GCTTCCACCA AGGGCCCATC CGTCTTCCCC
451 CTGGCGCCCT GTTCCAGGAG CACCTCCGAG AGCACAGCCG CCCTGGGCTG
501 CCTGGTCAAG GACTACTTCC CCGAACCGGT GACGGTGTCG TGGARACTCAG
551 GCGCCCTGAC CAGCGGCGTG CACACCTTCC CGGCTGTCCT ACAGTCCTCA
601 GGACTCTACT CCCTCAGCAG CGTGGTGACC GTGCCCTCCA GCAGCTTGGG
651 CACGAAGACC TACACCTGCA ACGTAGATCA CAAGCCCAGC AACACCAAGG
701 TGGACAAGAG AGTTGAGTCC AAATATGGTC CCCCATGCCC ATCATGCCCA
751 GCACCTGAGT TCCTGGGGGG ACCATCAGTC TTCCTGTTCC CCCCAAAACC
801 CAAGGACACT CTCATGATCT CCCGGACCCC TGAGGTCACG TGCGTGGTGG
851 TGGACGTGAG CCAGGAAGAC CCCGAGGTCC AGTTCAACTG GTACGTGGAT
901 GGCGTGGAGG TGCATAATGC CAAGACAAAG CCGCGGGAGG AGCAGTTCAA
951 CAGCACGTAC CGTGTGGTCA GCGTCCTCAC CGTCCTGCAC CAGGACTGGC
1001 TGAACGGCAA GGAGTACAAG TGCAAGGTCT CCAACAAAGG CCTCCCGTCC
1051 TCCATCGAGA AAACCATCTC CAAAGCCAAA GGGCAGCCCC GAGAGCCACA
1101 GGTGTACACC CTGCCCCCAT CCCAGGAGGA GATGACCAAG AACCAGGTCA
1151 GCCTGACCTG CCTGGTCAAA GGCTTCTACC CCAGCGACAT CGCCGTGGAG
1201 TGGGAGAGCA ATGGGCAGCC GGAGAACAAC TACAAGACCA CGCCTCCCGT
1251 GCTGGACTCC GACGGCTCCT TCTTCCTCTA CAGCAGGCTA ACCGTGGACA
1301 AGAGCAGGTG GCAGGAGGGG AATGTCTTCT CATGCTCCGT GATGCATGAG
1351 GCTCTGCACA ACCACTACAC ACAGAAGAGC CTCTCCCTGT CTCTGGGTAA
1401 ATGA
SEQ ID NO. 10
6.14.2 #EEES Z ™7 HES
1 mefglswlfl vailkgvgcE VQLLESGGGL VQPGGSLRLS CAASGLTFNN
51 SAMTWVRQAP GKGLEWVSTT SGSGGTTYYA DSVKGRFTIS RDSPKNTLYL
101 QMNSLRAEDT AVYYCAARGY SYGTTPYEYW GQGTLVIVSS ASTKGPSVEP
151 LAPCSRSTSE STAALGCLVK DYFPEPVTVS WNSGALTSGV HTFPAVLQSS
201 GLYSLSSVVT VPSSSLGTKT YTCNVDHKPS NTKVDKRVES KYGPPCPSCP
251 APEFLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSQED PEVQFNWYVD
301 GVEVHNAKTK PREEQFNSTY RVVSVLTVLH QDWLNGKEYK CKVSNKGLPS
351 SIEKTISKAK GQPREPQVYT LPPSQEEMTK NQVSLTCLVK GFYPSDIAVE
401 WESNGQPENN YKTTPPVLDS DGSFFLYSRL TVDKSRWQEG NVFSCSVMHE
451 ALHNHYTQKS LSLSLGK
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SEQ ID NO. 11
6.14.2 c BS{X 7 VA F FESFI
1 atggacatga gggtccccge tcagctcctg gggectccectge tactetgget
51 ccgaggggcce agatgtGACA TCCAGATGAC CCAGTCTCCA TCCTCCCTGT
101 CTGCATCTGT AGGAGACAGA GTCACCATCA CTTGCCGGGC AAGTCGGAGC
151 ATTAGCAGCT ATTTAAATTG GTATCAGCAG AAACCAGGGA AAGCCCCTAA
201 AGTCCTGATC TTTTTTGTGT CCAGTTTGCA AAGTGGGGTC CCATCAAGGT
251 TCAGTGGCAG TGGCTCTGGG ACAGATTTCA CTCTCACCAT CAGCAGTCTG
301 CAACCTGAAG ATTTTGCAAC TTACTACTGT CAACAGAATT ACATTCCCCC
351 TATTACCTTC GGCCAGGGGA CACGACTGGA GATCAGACGA ACTGTGGCTG
401 CACCATCTGT CTTCATCTTC CCGCCATCTG ATGAGCAGTT GAAATCTGGA
451 ACTGCCTCTG TTGTGTGCCT GCTGAATAAC TTCTATCCCA GAGAGGCCAA
501 AGTACAGTGG AAGGTGGATA ACGCCCTCCA ATCGGGTAAC TCCCAGGAGA
551 GTGTCACAGA GCAGGACAGC AAGGACAGCA CCTACAGCCT CAGCAGCACC
601 CTGACGCTGA GCAAAGCAGA CTACGAGAAA CACAAAGTCT ACGCCTGCGA
651 AGTCACCCAT CAGGGCCTGA GCTCGCCCGT CACAAAGAGC TTCAACAGGG
701 GAGAGTGTTA G
SEQ ID NO. 12
6.14.2 HERE « BGH v/ ERF
1 mdmrvpagll gllllwlrga rcDIQMTQSP SSLSASVGDR VTITCRASRS
51 ISSYLNWYQQ KPGKAPKVLI FFVSSLQSGV PSRFSGSGSG TDFTLTISSL
101 QPEDFATYYC QONYIPPITF GQGTRLEIRR TVAAPSVFIF PPSDEQLKSG
151 TASVVCLLNN FYPREAKVQW KVDNALQSGN SQESVTEQDS KDSTYSLSST
202 LTLSKADYEK HKVYACEVTH QGLSSPVTKS FNRGEC
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SEQ ID NO. 13
6.22.2 B X7 vAF FEFI
1 atggagtttg ggctgagctg ggttttcete gttgctcttt taagaggtgt
51 ccagtgtCAG GTGCAGCTGG TGGAGTCTGG GGGAGGCGTG GTCCAGCCTG
101 GGAGGTCCCT GAGACTCTCC TGTGCAGCGT CTGGACACAC CTTCAGTAGC
151 GATGGCATGC ACTGEGTCCG CCAGGCTCCA GGCAAGGGGC TGGAGTGGGT
201 GGCAATTATA TGGTATGATG GAAGTAATAA ATATTATGCA GACTCCGTGA
251 AGGGCCGATT CACCATCTCC AGAGACAATT CCAAGAACAC GCTGTATCTG
301 CAAATGAACA GCCTGAGAGC CGAGGACACG GCTGTATATT ACTGTGCGAG
351 AGATCCCGGC TACTATTACG GTATGGACGT CTGGGGCCAA GGGACCACGG
401 TCACCGTCTC CTCAGCTTCC ACCAAGGGCC CATCCGTCTT CCCCCTGGCG
451 CCCTGCTCCA GGAGCACCTC CGAGAGCACA GCCGCCCTGG GCTGCCTGGT
501 CAAGGACTAC TTCCCCGAAC CGGTGACGGT GTCGTGGAAC TCAGGCGCCC
551 TGACCAGCGG CGTGCACACC TTCCCGGCTG TCCTACAGTC CTCAGGACTC
601 TACTCCCTCA GCAGCGTGGT GACCGTGCCC TCCAGCAGCT TGGGCACGAA
651 GACCTACACC TGCAACGTAG ATCACAAGCC CAGCAACACC AAGGTGGACA
701 AGAGAGTTGA GTCCAAATAT GGTCCCCCAT GCCCATCATG CCCAGCACCT
751 GAGTTCCTGG GGGGACCATC AGTCTTCCTG TTCCCCCCAA AACCCAAGGA
801 CACTCTCATG ATCTCCCGGA CCCCTGAGGT CACGTGCGTG GTGGTGGACG
851 TGAGCCAGGA AGACCCCGAG GTCCAGTTCA ACTGGTACGT GGATGGCGTG
901 GAGGTGCATA ATGCCAAGAC AAAGCCGCGG GAGGAGCAGT TCAACAGCAC
951 GTACCGTGETG GTCAGCGTCC TCACCGTCCT GCACCAGGAC TGGCTGAACG
1001 GCAAGGAGTA CAAGTGCAAG GTCTCCAACA AAGGCCTCCC GTCCTCCATC
1051 GAGAAAACCA TCTCCAAAGC CAAAGGGCAG CCCCGAGAGC CACAGGTGTA
1101 CACCCTGCCC CCATCCCAGG AGGAGATGAC CAAGAACCAG GTCAGCCTGA
1151 CCTGCCTGGT CAAAGGCTTC TACCCCAGCG ACATCGCCGT GGAGTGGGAG
1201 AGCAATGGGC AGCCGGAGAA CAACTACAAG ACCGCGECCTC CCGTGCTGGA
1251 CTCCGACGGC TCCTTCTTCC TCTACAGCAG GCTAACCGTG GACAAGAGCA
1301 GGTGGCAGGA GGGGAATGATC TTCTCATGCT CCGTGATGCA TGAGGCTCTG
1351 CACAACCACT ACACACAGAA GAGCCTCTCC CTGTCTCTGG GTAAATGA
SEQ ID NO. 14
6.22.2 HeE B ¥ 3y BT
1 mefglswvEl vallrgvgeQ VQLVESGGGV VQPGRSLRLS CAASGHTFSS
51 DGMHWVRQAP GKGLEWVAII WYDGSNKYYA DSVKGRFTIS RDNSKNTLYL
101 QMNSLRAEDT AVYYCARDPG YYYGMDVWGQ GTTVTVSSAS TKGPSVFPLA
151 PCSRSTSEST AALGCLVKDY FPEPVIVSWN SGALTSGVHT FPAVLQSSGL
201 YSLSSVVTVP SSSLGTKTYT CNVDHKPSNT KVDKRVESKY GPPCPSCPAP
251 EFLGGPSVFL FPPKPKDTLM ISRTPEVTCV VVDVSQEDPE VQFNWYVDGV
301 EVHNAKTKPR EEQFNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKGLPSST
351 EKTISKAKGQ PREPQVYTLP PSQEEMTKNQ VSLTCLVKGF YPSDIAVEWE
401 SNGQPENNYK TAPPVLDSDG SFFLYSRLTV DKSRWQEGNV FSCSVMHEAL
451 HNHYTQKSLS LSLGK
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SEQ ID NO. 15
6.22.2 k BEHX 7 LA F FEFI
1 atgttgccat cacaactcat tgggtttctg ctgctctggg ttccagettc
51 caggggtGAA ATTGTGCTGA CTCAGTCTCC AGACTTTCAG TCTGTGACTC
101 CAAAAGAGAA AGTCACCATC ACCTGCCGGG CCAGTCAGAG AATTGGTAGT
151 AGCTTACACT GGTACCAGCA GAAACCAGAT CAGTCTCCAA AACTCCTCAT
201 CAAGTATGCT TCCCAGTCCT TCTCAGGGGT CCCCTCGAGG, TTCAGTGGCA
251 GTGGATCTGG GACAAATTTC ACCCTCACCA TCAATGGCCT GGAAGCTGAA
301 GATGCTGCAA CTTATTACTG TCATCAGAGT GGTCGTTTAC CGCTCACTTT
351 CGGCGGAGGG ACCAAGGTGG AGATCAAACG AACTGTGGCT GCACCATCTG
401 TCTTCATCTT CCCGCCATCT GATGAGCAGT TGAAATCTGG AACTGCCTCT
451 GTTGTGTGCC TGECTGAATAA CTTCTATCCC AGAGAGGCCA AAGTACAGTG
501 GAAGGTGGAT AACGCCCTCC AATCGGGTAA CTCCCAGGAG AGTGTCACAG
551 AGCAGGACAG CAAGGACAGC ACCTACAGCC TCAGCAGCAC CCTGACGCTG
601 AGCAAAGCAG ACTACGAGAA ACACAAAGTC TACGCCTGCG AAGTCACCCA
651 TCAGGGCCTG AGCTCGCCCG TCACAAAGAG CTTCAACAGG GGAGAGTGTT
701 AGTGA
SEQ ID NO. 16

6.22.2 H#E c BE Y 7 HELF

1
51
101
151
201

1
mlpsgligfl llwvpasrgR
SLHWYQQKPD QSPKLLIKYA
DAATYYCHQS GRLPLTFGGG
VVCLLNNFYP REAKVQWKVD
SKADYEKHKV YACEVTHQGL

IVLTQSPDFQ
SQSFSGVPSR
TKVEIKRTVA
NALQSGNSQE
SSPVTKSFNR

SVTPKERKVTI TCRASQRIGS
FSGSGSGTNF TLTINGLEAE
APSVFIFPPS DEQLKSGTAS
SVTEQDSKDS TYSLSSTLTL
GEC

10

20



(83)

JP 2018-148901 A 2018.9.27

SEQ ID NO. 17
6.34.2 BHX 7 vFF FEL%
1 atggagtttg ggctgagetg ggttttecte gttgctettt taagaggtgt
51 ccagtgtCAG GTGCAGCTGG TGGAGTCTGG GGGAGGCGTG GTCCAGCCTG
101 GGAGGTCCCT GAGACTCTCC TGTGCAGCCT CTGGATTCAC CTTCAGTAGC
151 TATGGCATGC ACTGGGTCCG CCAGGCTCCA GGCAAGGGGC TGGAGTGGGT
201 GGCAGTTATA TCAAATGATG GAAATAATAA ATACTATGCA GACTCCGTGA
251 AGGGCCGATT CACCATCTCC AGAGACAATT CCAAAAACAC GCTGTATCTG
301 CAAATGAACA GCCTGAGCGC TGAGGACACG GCTGTGTATT ACTGTGCGAG
351 AGATAGTACG GCGATAACCT ACTACTACTA CGGAATGGAC GTCTGGGGCC
401 ARGGGACCAC GGTCACCGTC TCCTCAGCTT CCACCAAGGG CCCATCCGTC
451 TTCCCCCTGG CGCCCTGCTC CAGGAGCACC TCCGAGAGCA CAGCCGCCCT
501 GGGCTGCCTG GTCAAGGACT ACTTCCCCGA ACCGGTGACG GTGTCGTGGA
551 ACTCAGGCGC CCTGACCAGC GGCGTGCACA CCTTCCCGGC TGTCCTACAG
601 TCCTCAGGAC TCTACTCCCT CAGCAGCGTG GTGACCGTGC CCTCCAGCAG
651 CTTGGGCACG AAGACCTACA CCTGCAACGT AGATCACAAG CCCAGCAACA
701 CCAAGGTGGA CAAGAGAGTT GAGTCCAAAT ATGGTCCCCC ATGCCCATCA
751 TGCCCAGCAC CTGAGTTCCT GGGGGGACCA TCAGTCTTCC TGTTCCCCCC
801 ABAACCCAAG GACACTCTCA TGATCTCCCG GACCCCTGAG GTCACGTGCG
851 TGGTGGTGGA CGTGAGCCAG GAAGACCCCG AGGTCCAGTT CAACTGGTAC
201 GTGGATGGCG TGGAGGTGCA TAATGCCAAG ACAAAGCCGC GGGAGGAGCA
951 GTTCAACAGC ACGTACCGTG TGGTCAGCGT CCTCACCGTC CTGCACCAGG
1001 ACTGGCTGAA CGGCAAGGAG TACAAGTGCA AGGTCTCCAA CAAAGGCCTC
1051 CCGTCCTCCA TCGAGAAAAC CATCTCCAAA GCCAAAGGGC AGCCCCGAGA
1101 GCCACAGGTG TACACCCTGC CCCCATCCCA GGAGGAGATG ACCAAGAACC
1151 AGGTCAGCCT GACCTGCCTG GTCAAAGGCT TCTACCCCAG CGACATCGCC
1201 GTGGAGTGGG AGAGCAATGG ACAGCCGGAG AACAACTACA AGACCACGCC
1251 TCCCGTGCTG GACTCCGACG GCTCCTTCTT CCTCTACAGC AGGCTAACCG
1301 TGGACAAGAG CAGGTGGCAG GAGGGGAATG TCTTCTCATG CTCCGTGATG
1351 CATGAGGCTC TGCACAACCA CTACACACAG AAGAGCCTCT CCCTGTCTCT
1401 GGGTAAATGA
SEQ ID NO. 18
6.34.2 #EBESE S >0 BES
1 mefglswvil vallrgvgeQ VQLVESGGGV VQPGRSLRLS CAASGFTFSS
51 YGMHWVRQAP GKGLEWVAVI SNDGNNKYYA DSVKGRFTIS RDNSKNTLYL
101 QMNSLSAEDT AVYYCARDST AITYYYYGMD VWGQGTTVIV SSASTKGPSV
151 FPLAPCSRST SESTAALGCL VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ
201 SSGLYSLSSV VIVPSSSLGT KTYTCNVDHK PSNTKVDKRV ESKYGPPCPS
251 CPAPEFLGGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSQ EDPEVQFNWY
301 VDGVEVHNAK TKPREEQFNS TYRVVSVLTV LHQDWLNGKE YKCKVSNKGL
351 PSSIEKTISK AKGQPREPQV YTLPPSQEEM TKNQVSLTCL VKGFYPSDIA
401 VEWESNGQPE NNYKTTPPVL: DSDGSFFLYS RLTVDKSRWQ EGNVFSCSVM
451 HEALHNHYTQ KSLSLSLGK
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SEQ ID NO. 19
6.34.2 n BE{X 7 VA F FELF
1 atggacatga gggtccccege tcagctectg gggctectge tactctgget
51 ccgaggtgce agatgtGACA TCCAGATGAC CCAGTCTCCA TCCTCCCTGT
101 CTGCATCTGET CGGAGACAGA GTCACCATCA CTTGCCGEGC AAGTCAGAAT
151 ATTAGTAGCT ATTTAAATTG GTTTCAGCAG AAACCAGGGA AAGCCCCTAA
201 GCTCCTGATC TATGCTGCAT CCGGTTTGAA GCGTGGGGTC CCATCACGGT
251 TCAGTGGTAG TGGATCTGGG ACAGATTTCA CTCTCACCAT CAGGACTCTG
301 CAACCTGATG ATTTTGCAAC TTACTCCTGT CACCAGAGTT ACAGTCTCCC
351 ATTCACTTTC GGCCCTGGGA CCAAAGTGGA TATCAAACGA ACTGTGGCTG
401 CACCATCTGT CTTCATCTTC CCGCCATCTG ATGAGCAGTT GAAATCTGGA
451 ACTGCCTCTG TTGTGTGCCT GCTGAATAAC TTCTATCCCA GAGAGGCCAA
501 AGTACAGTGG AAGGTGGATA ACGCCCTCCA ATCGGGTAAC TCCCAGGAGA
551 GTGTCACAGA GCAGGACAGC AAGGACAGCA CCTACAGCCT CAGCAGCACC
601 CTGACGCTGA GCAAAGCAGA CTACGAGAAA CACAAAGTCT ACGCCTGCGA
651 AGTCACCCAT CAGGGCCTGA GCTCGCCCGT CACAAAGAGC TTCAACAGGG
701 GAGAGTGTTA GTGA
SEQ ID NO. 20
6.34.2 #E « BHF 37 HELF
1 mdmrvpagll gllllwlrga rcDIQMTQSP SSLSASVGDR VTITCRASQN
51 ISSYLNWFQQ KPGKAPKLLI YAASGLKRGV PSRFSGSGSG TDFTLTIRTL
101 QPDDFATYSC HQSYSLPFTF GPGTKVDIKR TVAAPSVFIF PPSDEQLKSG
151 TASVVCLLNN FYPREAKVQW KVDNALQSGN SQESVTEQDS KDSTYSLSST
201 LTLSKADYEK HKVYACEVTH QGLSSPVTKS FNRGEC
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SEQ ID NO. 21
6.67.1 ESHX 7 VA4 F FELF
1 atgaaacacc tgtggttctt cctcectgctg gtggcagctc ccagatgggt
51 cctgtccCAG GTGCAGCTGC AGGAGTCGGG CCCAGGACTG GTGAAGCCTT
101 CGGAGACCCT GTCCCTCACC TGCACTGTCT CTGGTGACTC CATCAGTAGT
151 AACTATTGGA GCTGGATCCG GCAGCCCGCC GGGAAGGGAC TGGAGTGGAT
201 TGGGCGTATC TATACCAGTG GGGGCACCAA CTCCAACCCC TCCCTCAGGG
251 GTCGAGTCAC CATTTTAGCA GACACGTCCA AGAACCAGTT CTCTCTGAAA
301 CTGAGTTCTG TGACCGCCGC GGACACGGCC GTGTATTACT GTGCGAGAGA
351 TCGTATTACT ATAATTCGGG GACTTATTCC ATCCTTCTTT GACTACTGGG
401 GCCAGGGAAC CCTGGTCACC GTCTCCTCAG CTTCCACCAA GGGCCCATCC
451 GTCTTCCCCC TGGCGCCCTG CTCCAGGAGC ACCTCCGAGA GCACAGCCGC
501 CCTGGGCTGC CTGGTCAAGG ACTACTTCCC CGAACCGGTG ACGGTGTCGT
551 GGAACTCAGG CGCCCTGACC AGCGGCGTGC ACACCTTCCC GGCTGTCCTA
601 CAGTCCTpAG GACTCTACTC CCTCAGCAGC GTGGTGACCG TGCCCTCCAG
651 CAGCTTGGGC ACGAAGACCT ACACCTGCAA CGTAGATCAC AAGCCCAGCA
701 ACACCAAGGT GGACAAGAGA GTTGAGTCCA AATATGGTCC CCCATGCCCA
751 TCATGCCCAG CACCTGAGTT CCTGGGGGGA CCATCAGTCT TCCTGTTCCC
801 CCCAAAACCC AAGGACACTC TCATGATCTC CCGGACCCCT GAGGTCACGT
851 GCGTGGTGGT GGACGETGAGC CAGGAAGACC CCGAGGTCCA GTTCAACTGG
901 TACGTGGATG GCGTGGAGGT GCATAATGCC AAGACAAAGC CGCGGGAGGA
951 GCAGTTCAAC AGCACGTACC GTGTGGTCAG CGTCCTCACC GTCCTGCACC
1001 AGGACTGGCT GAACGGCAAG GAGTACAAGT GCAAGGTCTC CAACAAAGGC
1051 CTCCCGTCCT CCATCGAGAA AACCATCTCC AAAGCCAAAG GGCAGCCCCG
1101 AGAGCCACAG GTGTACACCC TGCCCCCATC CCAGGAGGAG ATGACCAAGA
1151 ACCAGGTCAG CCTGACCTGC CTGGTCAAAG GCTTCTACCC CAGCGACATC
1201 GCCGTGGAGT GGGAGAGCAA TGGGCAGCCG GAGAACAACT ACAAGACCAC
1251 GCCTCCCGTG CTGGACTCCG ACGGCTCCTT CTTCCTCTAC AGCAGGCTAA
1301 CCGTGGACAA GAGCAGGTGG CAGGAGGGGA ATGTCTTCTC ATGCTCCGTG
1351 ATGCATGAGG CTCTGCACAA CCACTACACA CAGAAGAGCC TCTCCCTGTC
1401 TCTGGGTAAA TGA
SEQ ID NO. 22
6.67.1 #EEES S 17 B
1 mkhlwfflll vaaprwvlsQ VQLQESGPGL VKPSETLSLT CTVSGDSISS
51 NYWSWIRQPA GKGLEWIGRI YTSGGTNSNP SLRGRVTILA DTSKNQFSLK
101 LSSVTAADTA VYYCARDRIT IIRGLIPSFF DYWGQGTLVT VSSASTKGPS
151 VFPLAPCSRS TSESTAALGC LVKDYFPEPV TVSWNSGALT SGVHTFPAVL
201 QSSGLYSLSS VVTVPSSSLG TKTYTCNVDH KPSNTKVDKR VESKYGPPCP
251 SCPAPEFLGG PSVFLFPPKP KDTLMISRTP EVTCVVVDVS QEDPEVQFNW
301 YVDGVEVHNA KTKPREEQFN STYRVVSVLT VLHQDWLNGK EYKCKVSNKG
351 LPSSIEKTIS KAKGQPREPQ VYTLPPSQEE MTKNQVSLTC LVKGFYPSDI
401 AVEWESNGQP ENNYKTTPPV LDSDGSFFLY SRLTVDKSRW QEGNVFSCSV
451 MHEALHNHYT QKSLSLSLGK
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SEQ ID NO. 23
6.67.1 s BEX 7 VA F FELF
1 atggtgttgc agacccaggt cttecatttct ctgttgctct ggatcictgg

51 tgcctacggg GACATCGTGA TGACCCAGTC TCCAGACTCC CTGGCTGTGT
101 CTCTGGGCGA GAGGGCCACC ATCAACTGCA AGTCCAGCCA GAGTGTTTTA
151 TACAGCTCCA ACAATAAGAC CTACTTAGCT TGGTACCAAC AGAAACCAAG
201 ACAGCCTCCT AAATTGCTCA TTTACTGGGC ATCTATACGG GAATATGGGG
251 TCCCTGACCG ATTCAGTGGC AGCGGGTCTG GGACAGATTT CACTCTCACC
301 ATCAGCAGCC TGCAGGCTGA AGATGTGGCA GTTTATTTCT GTCAACAATA
351 TTATAGTATT CCTCCCCTCA CTTTCGGCGG AGGGACCAAG GTGGAGATCA
401 AACGAACTGT GGCTGCACCA TCTGTCTTCA TCTTCCCGCC ATCTGATGAG
451 CAGTTGAAAT CTGGAACTGC CTCTGTTGTGE TGCCTGCTGA ATAACTTCTA
501 TCCCAGAGAG GCCAAAGTAC AGTGGAAGGT GGATAACGCC CTCCAATCGG
551 GTAACTCCCA GGAGAGTGTC ACAGAGCAGG ACAGCAAGGA CAGCACCTAC
601 AGCCTCAGCA GCACCCTGAC GCTGAGCAAA GCAGACTACG AGAAACACAA
651 AGTCTACGCC TGCGAAGTCA CCCATCAGGG CCTGAGCTCG CCCGTCACAA
701 AGAGCTTCARA CAGGGGAGAG TGTTAGTGA

SEQ ID NO. 24

6.67.1 #5E « BHF 7 HELF

1 mvlgtgvfis 1llwisgayg DIVMTQSPDS LAVSLGERAT INCKSSQSVL

51 YSSNNKTYLA WYQQKPRQPP KLLIYWASIR EYGVPDRFSG SGSGTDFTLT
101 ISSLOAEDVA VYFCQQYYSI PPLTFGGGTK VEIKRTVAAP SVFIFPPSDE
151 QLKSGTASVV CLLNNFYPRE AKVQWKVDNA LQOSGNSQESV TEQDSKDSTY
201 SLSSTLTLSK ADYEKHKVYA CEVTHQGLSS PVTKSFNRGE C
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SEQ ID NO. 25
6.73.2 EHX 7 LA F FEF
1 atggagtttg ggctgagctg getttttctt gtggctattt taaaaggtgt
51 ccagbgtGAG GTGCAGCTGT TGGAGTCTGG GGGAGACTTG GTCCAGCCTG
101 GGGGGTCCCT GAGACTCTCC TGTGCAGCCT CTGGATTCAC CTTTAGAAGT
151 TATGCCATGA ACTGGGTCCG ACAGGCTCCA GGGAAGGGGC TGGAGTGGGT
201 CTCAGTTATT AGTGGTCGTG GTGGTACTAC ATACTACGCA GACTCCGTGA
251 AGGGCCGGTT CACCATCTCC AGAGACAATT CCAAGAACAC GCTGTATCTG
301 CAAATGAACA GCCTGAGAGC CGAGGACGCG GCCGTATATT ACTGTGCGAA
351 GATAGCAGTG GCTGGAGAGG GGCTCTACTA CTACTACGGT ATGGACGTCT
401 GGGGCCAAGG GACCACGGTC ACCGTCTCCT CAGCTTCCAC CAAGGGCCCA
451 TCCGTCTTCC CCCTGGCGCC CTGCTCCAGG AGCACCTCCG AGRACACAGC
501 CGCCCTGGGC TGCCTGGTCA AGGACTACTT CCCCGAACCG GTGACGGTGT
551 CGTGGAACTC AGGCGCCCTG ACCAGCGGCG TGCACACCTT CCCGGCTGTC
601 CTACAGTCCT CAGGACTCTA CTCCCTCAGC AGCGTGGTGA CCGTGCCCTC
651 TAGCAGCTTG GGCACGAAGA CCTACACCTG CAACGTAGAT CACAAGCCCA
701 GCAACACCAA GGTGGACAAG AGAGTTGAGT CCAAATATGG TCCCCCATGC
751 CCATCATGCC CAGCACCTGA GTTCCTGGGG GGACCATCAG TCTTCCTGTT
801 CCCCCCAAAA CCCAAGGACA CTCTCATGAT CTCCCGGACC CCTGAGGTCA
851 CGTGCGTGGT GGTGGACGTG AGCCAGGAAG ACCCCGAGGT CCAGTTCAAC
901 TGGTACGTGG ATGGCGTGGA GGTGCATAAT GCCAAGACAA AGCCGCGEGGA
951 GGAGCAGTTC AACAGCACGT ACCGTGTGGT CAGCGTCCTC ACCGTCCTGC
1001 ACCAGGACTG GCTGAACGGC AAGGAGTACA AGTGCAAGGT CTCCAACAARL
1051 GGCCTCCCGT CCTCCATCGA GAAAACCATC TCCAAAGCCA AAGGGCAGCC
1101 CCGAGAGCCA CAGGTGTACA CCCTGCCCCC ATCCCAGGAG GAGATGACCA
1151 AGAACCAGGT CAGCCTGACC TGCCTGGTCA AAGGCTTCTA CCCCAGCGAC
1201 ATCGCCGTGG AGTGGGAGAG CAATGGGCAG CCGGAGAACA ACTACAAGAC
1251 CACGCCTCCC GTGCTGGACT CCGACGGCTC CTTCTTCCTC TACAGCAGGC
1301 TAACCGTGGA CAAGAGCAGG TGGCAGGAGG GGAATGTCTT CTCATGCTCC
1351 GTGATGCATG AGGCTCTGCA CAACCACTAC ACACAGAAGA GCCTCTCCCT
1401 GTCTCTGGGT AAATGATAG
SEQ ID NO. 26
6.73.2 #EES S 37 BRI
1 mefglswlfl vailkgvgcE VQLLESGGDL VQPGGSLRLS CAASGFTFRS
51 YAMNWVRQAP GKGLEWVSVI SGRGGTTYYA DSVKGRFTIS RDNSKNTLYL
101 QMNSLRAEDA AVYYCAKIAV AGEGLYYYYG MDVWGQGTTV TVSSASTKGP
151 SVFPLAPCSR STSENTAALG CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV
201 LQSSGLYSLS SVVTVPSSSL GTKTYTCNVD HKPSNTKVDK RVESKYGPPC
251 PSCPAPEFLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SQEDPEVQFN
301 WYVDGVEVHN AKTKPREEQF NSTYRVVSVL TVLHQOPWLNG KEYKCKVSNK
351 GLPSSIEKTI SKAKGQPREP QVYTLPPSQE EMTKNQVSLT CLVKGFYPSD
401 IAVEWESNGQ PENNYKTTPP VLDSDGSFFL YSRLTVDKSR WQEGNVEFSCS
451 VMHEALHNHY TQXSLSLSLG K
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SEQ ID NO. 27
6.73.2 c B X7 VAT FEFI
i atggacatga gggtcccege tcagctcecctg gggctecetge tactctgget
51 ccgaggtgce agatgtGACA TCCAGATGAC CCAGTCTCCA TCCTCCCTGT
101 CTGCATCTGT AGGTGACAGA GTCACCTTCA CTTGCCGGGC AAGTCAGAAC
151 ATTACCAACT ATTTAAATTG GTATCAGCAG AAACCAGGGA AGGCCCCTAA
201 GCTCCTGATC TATGCTGCGT CCAGTTTGCC AAGAGGGGTC CCATCAAGGT
251 TCCGTGGCAG TGGATCTGGGE ACAGATTTCA CTCTCACCAT CAGCAGTCTG
301 CAACCTGAAG ATTTTGCAAC TTACTACTGT CAACAGAGTT ACAGTAATCC
351 TCCGGAGTGC GGTTTTGGCC AGGGGACCAC GCTGGATATC AAACGAACTG
401 TGGCTGCACC ATCTGTCTTC ATCTTCCCGC CATCTGATGA GCAGTTGAAA
451 TCTGGAACTG CCTCTGTTGT GTGCCTGCTG AATAACTTCT ATCCCAGAGA
501 GGCCAAAGTA CAGTGGAAGG TGGATAACGC CCTCCAATCG GGTAACTCCC
551 AGGAGAGTGT CACAGAGCAG GACAGCAAGG ACAGCACCTA CAGCCTCAGC
601 AGCACCCTGA CGCTGAGCAA AGCAGACTAC GAGAAARCACA AAGTCTACGC
651 CTGCGAAGTC ACCCATCAGG GCCTGAGCTC GCCCGTCACA AAGAGCTTCA
701 ACAGGGGAGA GTGTTAGTGA
SEQ ID NO. 28
6.73.2 #E5E x EGHZ o 1y BEF
1 médmrvpagll gllllwlrga rcDIQMTQSP SSLSASVGDR VTFTCRASQON
51 ITNYLNWYQQ KPGKAPKLLI YAASSLPRGV PSRFRGSGSG TDFTLTISSL
101 QPEDFATYYC QQSYSNPPEC GFGQGTTLDI KRTVAAPSVF IFPPSDEQLK
151 SGTASVVCLL NNFYPREAKV QWKVDNALQS GNSQESVTEQ DSKDSTYSLS
201 STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC
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SEQ ID NO. 29
6.77.1 EHX 7 v F FEFI
1 atggaactgg ggctccgetg ggtttteccett gttgctattt tagaaggtgt
51 ccagtgtGAG GTGCAGCTGG TGGAGTCTGG GGGAGGCCTG GTCAAGCCTG
101 GGGGGETCCCT GAGACTCTCC TGETGCAGCCT CTGGATTCAC CTTCAGTAGC
151 TATAGCATGA ACTGGGTCCG CCAGGCTCCA GGGAAGGGGC TGGAGTGGGT
201 CTCATCCATT AGTAGTAGTA GTAGTTACAT ATACTACGCA GACTCAGTGA
251 AGGGCCGATT CACCATCTCC AGAGACAACG CCAAGAACTC ACTGTATCTIG
30L CAAATGAACA GCCTGAGAGC CGAGGACACG GCTGTGTATT ACTGTGCGAG
351 AGATGGGTAT AGCAGTGGCT GGTCCTACTA CTACTACTAC GGTATGGACG
401 TCTGGGGCCA AGGGACCACG QTCACCGTCT CCTCAGCTTC CACCAAGGGC
451 CCATCCGETCT TCCCCCTGGC GCCCTGCTCC AGGAGCACCT CCGAGAGCAC
501 AGCCGCCCTG GGCTGCCTGE TCAAGGACTA CTTCCCCGAA CCGGTGACGG
551 TGTCGTGGAA CTCAGGCGBCC CTGACCAGCG GCGTGCACAC CTTCCCGGCT
601 GTCCTACAGT CCTCAGGACT CTACTCCCTC AGCAGCGTGG TGACCGTGCC
651 CTCCAGCAGC TTGGGCACGA AGACCTACAC CTGCAACGTA GATCACAAGC
701 CCAGCAACAC CAAGGTGGAC AAGAGAGTTG AGTCCAAATA TGGTCCCCCA
751 TGCCCATCAT GCCCAGCACC TGAGTTCCTG GGGGGACCAT CAGTCTTCCT
801 GTTCCCCCCA AAACCCAAGG ACACTCTCAT GATCTCCCGG ACCCCTGAGE
851 TCACGTGCGT GGTGGTGGAC GTGAGCCAGG AAGACCCCGA GGTCCAGTTC
901 AACTGGTACG TGGATGGCGT GGAGGTGCAT AATGCCRAGA CAAAGCCGCG
951 GGAGGAGCAG TTCAACAGCA CGTACCGTGT GGTCAGCGTC CTCACCGTCC
1001 TGCACCAGGA CTGGCTGAAC GGCAAGGAGT ACAAGTGCAA GGTCTCCAAC
1051 AAAGGCCTCC CGTCCTCCAT CGAGAAAACC ATCTCCAAAG CCAAAGGGCA
1101 GCCCCGAGAG CCACAGGTGT ACACCCTGCC CCCATCCCAG GAGGAGATGA
1151 CCAAGAACCA GGTCAGCCTG ACCTGCCTGG TCARAGGCTT CTACCCCAGC
1201 GACATCGCCG TGGAGTGGGA GAGCAATGGG CAGCCGGAGA ACAACTACAA
1251 GACCACGCCT CCCGTGCTGG ACTCCGACGG CTCCTTCTTC CTCTACAGCA
1301 GGCTAACCAT GCGACAAGAGC AGGTGGCAGG AGGGGAATGT CTTTTCACGC
1351 TCCGTGATGC ATGAGGCTCT GCACAACCAC TACACACAGA AGAGCCTCTC
1401 CCTGTCTCTG GGTAAATGAT AGGAATTCTG ATGA
SEQ ID NO. 30
6.77.1 #EEEHF 7 HELS
1 melglrwvEl vailegvgcE VQLVESGGGL VKPGGSLRLS CAASGFTFSS
51 YSMNWVRQAP GKGLEWVSSI SSSSSYIYYA DSVKGRFTIS RDNAKNSLYL
101 QMNSLRAEDT AVYYCARDGY SSGWSYYYYY GMDVWGQGTT VTVSSASTKG
151 PSVFPLAPCS RSTSESTAAL GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA
201 VLQSSGLYSL SSVVTVPSSS LGTKTYTCNV DHKPSNTKVD KRVESKYGPP
251 CPSCPAPEFL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSQEDPEVQF
301 NWYVDGVEVH NAKTKPREEQ FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN
351 KGLPSSIEKT ISKAKGQPRE PQVYTLPPSQ EEMTKNQVSL TCLVKGFYPS
401 DIAVEWESNG QPENNYKTTP PVLDSDGSFF LYSRLTVDKS RWQEGNVESR
451 SVMHEALHNH YTQKSLSLSL GK
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SEQ ID NO. 31
6.77.1 s BEHX 7 VA F FEFI
1 atgaggctcc ctgctcaget cctggggetg ctaatgctcet ggatacctgg
51 atccagtgca GATATTGTGA TGACCCAGAC TCCACTCTCT CTGTCCGTCA
101 CTCCTGGACA GCCGGCCTCC ATCTCCTGCA ACTCTAGTCA GAGCCTCCTG
i51 CTTAGTGATG GAAAGACCTA TTTGAATTGG TACCTGCAGA AGCCCGGCCA
201 GCCTCCACAG CTCCTGATCT ATGAAGTTTC CAACCGGTTC TCTGGAGTGC
251 CAGACAGGTT CAGTGGCAGC GGGTCAGGGA CAGATTTCAC ACTGAAAATC
301 AGCCGGGTGG AGGCTGAGGA TGTTGGGGTT TATTCCTGCA TGCAAAGTAT
351 ACAGCTTATG TGCAGTTTTG GCCAGGGGAC CAAGCTGGAG ATCAAACGAA
401 CTGTGGCTGC ACCATCTGTC TTCATCTTCC CGCCATCTGA TGAGCAGTTG
451 ARATCTGGAA CTGCCTCTGT TGTGTGCCTG CTGAATAACT TCTATCCCAG
501 AGAGGCCAAA GTACAGTGGA AGGTGGATAA CGCCCTCCAA TCGGGTAACT
551 CCCAGGAGAG TGTCACAGAG CAGGACAGCA AGGACAGCAC CTACAGCCTC
601 AGCAGCACCC TGACGCTGAG CAAAGCAGAC TACGAGAAAC ACAARAAGTCTA
651 CGCCTGCGAA GTCACCCATC AGGGCCTGAG CTCGCCCGTC ACAAAGAGCT
701 TCAACAGGGG AGAGTGTTAG TGA
SEQ ID NO. 32
6.77.1 #5E c BEHZ R} 7 B
1 mrlpagllgl lmlwipgssa DIVMTQTPLS LSVTPGQPAS ISCNSSQSLL
51 LSDGKTYLNW YLQKPGQPPQ LLIYEVSNRF SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGV YSCMQSIQLM CSFGQGTKLE IKRTVAAPSV FIFPPSDEQL
151 KSGTASVVCL LNNFYPREAK VQWKVDNALQ SGNSQESVTE QDSKDSTYSL
201 SSTLTLSKAD YEKHKVYACE VTHQGLSSPV TKSFNRGEC
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SEQ ID NO. 33
7.16.6 EH{X 7 v & F FEF
1 atggactgga cctggagcat ccttttcttg gtggcagcag caacaggtge
51 ccactccCAG GTTCAGCTGG TGCAGTCTGG AGCTGAGGTG AAGAAGCCTG
101 GGGCCTCAGT GAAGGTCTCC TGCAAGGCTT CTGGTTACAC CTTTACCAGC
151 TATGGTATCA ACTGGGTGCG ACAGGCCCCT GGACAAGGGC TTGAGTGGAT
201 GGGATGGATC AGCGTTTACA GTGGTAACAC AAACTATGCA CAGAAGGTCC
251 AGGGCAGAGT CACCATGACC GCAGACACAT CCACGAGCAC AGCCTACATG
301 GACCTGAGGA GCCTGAGATC TGACGACACG GCCGTGTATT ACTGTGCGAG
351 AGAGGGTAGC AGCTCGTCCG GAGACTACTA TTACGGTATG GACGTCTGGG
401 GCCAAGGGAC CACGGTCACC GTCTCCTCAG CCTCCACCAA GGGCCCATCG
451 GTCTTCCCCC TGGCECCCTE CTCCAGGAGC ACCTCCGAGA GCACAGCGGC
501 CCTGGGCTGC CTGGTCAAGG ACTACTTCCC CGAACCGGTG ACGGTGTCGT
551 GGAACTCAGG CGCTCTGACC AGCGGCGTGC ACACCTTCCC AGCTGTCCTA
601 CAGTCCTCAG GACTCTACTC CCTCAGCAGC GTGGTGACCG TGCCCTCCAG
651 CAACTTCGGC ACCCAGACCT ACACCTGCAA CGTAGATCAC AAGCCCAGCA
701 ACACCAAGGT GGACAAGACA GTTGAGCGCA AATGTTGTGT CGAGTGCCCA
751 CCGTGCCCAG CACCACCTGT GGCAGGACCG TCAGTCTTCC TCTTCCCCCC
801 AARACCCAAG GACACCCTCA TGATCTCCCG GACCCCTGAG GTCACGTGCG
851 TGGTGGTGGA CGTGAGCCAC GAAGACCCCG AGGTCCAGTT CAACTGGTAC
201 GTGGACGGCG TGGAGGTGCA TAATGCCAAG ACAAAGCCAC GGGAGGAGCA
951 GTTCAACAGC ACGTTCCGTG TGGTCAGCGT CCTCACCGTT GTGCACCAGG
1001 ACTGGCTGAA CGGCAAGGAG TACAAGTGCA AGGTCTCCAA CAAAGGCCTC
1051 CCAGCCCCCA TCGAGAAAAC CATCTCCAAA ACCAAAGGGC AGCCCCGAGA
1101 ACCACAGGTG TACACCCTGC CCCCATCCCG GGAGGAGATG ACCAAGAACC
1151 AGGTCAGCCT GACCTGCCTG GTCAAAGGCT TCTACCCCAG CGACATCGCC
1201 GTGGAGTGGGE AGAGCAATGG GCAGCCGGAG AACAACTACA AGACCACACC
1251 TCCCATGCTG GACTCCGACG GCTCCTTCTT CCTCTACAGC AAGCTCACCG
1301 TGGACAAGAG CAGGTGGCAG CAGGGGAACG TCTTCTCATG CTCCGTGATG
1351 CATGAGGCTC TGCACAACCA CTACACGCAG AAGAGCCTCT CCCTGTCTCC
1401 GGGTAAATGA
SEQ ID NO. 34
7.16.6 HEES X o /30 BRI
1 mdwtwsilfl vaaatgahsQ VQLVQSGAEV KKPGASVKVS CKASGYTFTS
51 YGINWVRQAP GQGLEWMGWI SVYSGNTNYA QKVQGRVTMT ADTSTSTAYM
101 DLRSLRSDDT AVYYCAREGS SSSGDYYYGM DVWGQGTTVT VSSASTKGPS
151 VFPLAPCSRS TSESTAALGC LVKDYFPEPV TVSWNSGALT SGVHTFPAVL
201 QSSGLYSLSS VVTVPSSNFG TQTYTCNVDH KPSNTKVDKT VERKCCVECP
251 PCPAPPVAGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSH EDPEVQFNWY
301 VDGVEVHNAK TKPREEQFNS TFRVVSVLTV VHQDWLNGKE YKCKVSNKGL
351 PAPIEKTISK TKGQPREPQV YTLPPSREEM TKNQVSLTCL VKGFYPSDIA
401 VEWESNGQPE NNYKTTPPML DSDGSFFLYS KLTVDKSRWQ QGNVEFSCSVM
451 HEALHNHYTQ KSLSLSPGK
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SEQ ID NO. 35
7.16.6 c BEX 7 VA4 F FELF
1 atgaggctcc ctgctcagct cctggggctg ctaatgctet ggatacctgg
51 atccagtgca GATATTGTGA TGACCCAGAC TCCACTCTCT CTGTCCGTCA
101 CCCCTGGACA GCCGBCCTCC ATCTCCTGCA AGTCTAGTCA GAGCCTCCTG
151 CATACTGATG GAACGACCTA TTTGTATTGG TACCTGCAGA AGCCAGGCCA
201 GCCTCCACAG CTCCTGATCT ATGAAGTTTC CAACCGGTTC TCTGGAGTGC
251 CAGATAGGTT CAGTGGCAGC GGGTCAGGGA CAGATTTCAC ACTGAAAATC
301 AGCCGGGTGG AGGCTGAGGA TGTTGGGATT TATTACTGCA TGCAAAATAT
351 ACAGCTTCCG TGGACGTTCG GCCAAGGGAC CAAGGTGGAA ATCAAACGAA
401 CTGTGGCTGC ACCATCTGTC TTCATCTTCC CGCCATCTGA TGAGCAGTTG
451 AAATCTGGAA CTGCCTCTGT TGTGETGCCTG CTGAATAACT TCTATCCCAG
501 AGAGGCCAAA GTACAGTGGA AGGTGGATAA CGCCCTCCAA TCGGGTAACT
551 CCCAGGAGAG TGTCACAGAG CAGGACAGCA AGGACAGCAC CTACAGCCTC
601 AGCAGCACCC TGACGCTGAG CAAAGCAGAC TACGAGAAAC ACAAAGTCTA
651 CGCCTGCGAA GTCACCCATC AGGGCCTGAG CTCGCCCGTC ACAAAGAGCT
701 TCAACAGGGG AGAGTGTTAG TGA
SEQ ID NO. 36
7.16.6 x B H 3y BEF|
1 mrlpagllgl lmlwipgssa DIVMTQTPLS LSVTPGQPAS ISCKSSQSLL
51 HTDGTTYLYW YLQKPGQPPQ LLIYEVSNRF SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGI YYCMONIQLP WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL
151 KSGTASVVCL LNNFYPREAK VQWKVDNALQ SGNSQESVTE QDSKDSTYSL
201 SSTLTLSKAD YEKHKVYACE VTHQGLSSPV TKSFNRGEC
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SEQ ID NO. 37
7.20.5 EHHX 7 L4 F FELF
1 atgaaacacc tgtggttctt cctcctgctyg gtggcagctc ccagatgggt
51 cctgbtccCAG GTGCAGCTGC AGGAGTCGGG CCCAGGACTG GTGAAGCCTT
101 CGGAGACCCT GTCCCTCACC TGCACTGTCT CTGGTAGCTC CATCAGTAGT
151 TACCACTGGA ACTGGATCCG GCAGCCCGCC GGGAAGGGAC TGGAGTGGAT
201 TGGGCGTATC TATACCAGTG GGAGCACCAA CTACAACCCC TCCCTCAAGA
251 GTCGAGTCAC CATGTCACTA GACACGTCCA AGAACCAGTT CTCCCTGAAG
301 CTGAGCTCTG TGACCGCCGC GGACACGGCC GTGTATTACT GTGCGAGAGA
351 GGGGGTCAGGE TATTACTATG CTTCGGGGAG TTATTACTAC GGTCTIGGACG
401 TCTGGGGCCA AGGGACCACG GTCACCGTCT CCTCAGCCTC CACCAAGGGC
451 CCATCGGTCT TCCCCCTGGC GCCCTGCTCC AGGAGCACCT CCGAGAGCAC
501 AGCGGCCCTG GGCTGCCTGG TCAAGGACTA CTTCCCCGAA CCGGTGACGG
551 TGTCGTGGAA CTCAGGCGCT CTGACCAGCG GCGTGCACAC CTTCCCAGCT
601 GTCCTACAGT CCTCAGGACT CTACTCCCTC AGCAGCGTGG TGACCGTGCC
651 CTCCAGCAAC TTCGGCACCC AGACCTACAC CTGCAACGTA GATCACAAGC
701 CCAGCAACAC CAAGGTGGAC AAGACAGTTG AGCGCAAATG TTGTGTCGAG
751 TGCCCACCGT GCCCAGCACC ACCTGTGGCA GGACCGTCAG TCTITCCTCTT
801 CCCCCCAAAA CCCAAGGACA CCCTCATGAT CTCCCGGACC CCTGAGGTCA
851 CGTGCGTGGET GGTGGACGTG AGCCACGAAG ACCCCGAGGT CCAGTTCAAC
901 TGGTACGTGG ACGGCGTGGA GGTGCATAAT GCCAAGACAA AGCCACGGGA
951 GGAGCAGTTC AACAGCACGT TCCGTGTGGT CAGCGTCCTC ACCGTTGTGC
1001 ACCAGGACTG GCTGAACGGC AAGGAGTACA AGTGCAAGGT CTCCAACAAA
1051 GGCCTCCCAG CCCCCATCGA GAAAACCATC TCCAAAACCA AAGGGCAGCC
1101 CCGAGAACCA CAGGTGTACA CCCTGCCCCC ATCCCGGGAG GAGATGACCA
1151 AGAACCAGGT CAGCCTGACC TGCCTGGTCA AAGGCTTCTA CCCCAGCGAC
1201 ATCGCCGTGG AGTGGGAGAG CAATGGGCAG CCGGAGAACA ACTACAAGAC
1251 CACACCTCCC ATGCTGGACT CCGACGGCTC CTTCTTCCTC TACAGCAAGC
1301 TCACCGTGGA CAAGAGCAGG TGGCAGCAGG GGAACGTCTT CTCATGCTCC
1351 GTGATGCATG AGGCTCTGCA CAACCACTAC ACGCAGAAGA GCCTCTCCCT
1401 GTCTCCGGGT AAATGA
SEQ ID NO. 38
7.20.5 HEEBEH S 7 BES
1 mkhlwfflll vaaprwvlisQ VQLQESGPGL VKPSETLSLT CTVSGSSISS
51 YHWNWIRQPA GKGLEWIGRI YTSGSTNYNP SLKSRVTMSL DTSKNQFSLK
101 LSSVTAADTA VYYCAREGVR YYYASGSYYY GLDVWGQGTT VTVSSASTKG
151 PSVFPLAPCS RSTSESTAAL GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA
201 VLQSSGLYSL SSVVTVPSSN FGTQTYTCNV DHKPSNTKVD KTVERKCCVE
251 CPPCPAPPVA GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVQFN
301 WYVDGVEVHN AKTKPREEQF NSTFRVVSVL TVVHQDWLNG KEYKCKVSNK
351 GLPAPIEKTI SKTKGQPREP QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD
401 IAVEWESNGQ PENNYKTTPP MLDSDGSFFL YSKLTVDKSR WQQGNVFSCS
451 VMHEALHNHY TQKSLSLSPG K
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SEQ ID NO. 39
7.20.5 c BHX 7 VA F FELF
1 ' atgaggctcc ctgctcaget cctggggctg ctaatgctct gggtctetgg
51 atccagtggg GATATTGTGA TGACTCAGTC TCCACTCTCC CTGCCCGTCA
101 CCCCTGGAGA GCCGGBCCTCC ATCTCCTGCA GGTCTAGTCA GAGCCTCCTG
151 CATGGTAATG GATACAACTA TTTGGATTGG TACCTGCAGA AGCCAGGGCA
201 GTCTCCACAG CTCCTGATCT ATTTGGGTTC TAATCGGGCC TCCGGGETCC
251 CTGACAGGTT CAGTGGCAGT GGATCAGGCA CAGATTTTAC ACTGAAAATC
301 AGCAGAGTGG AGGCTGAGGA TGTTGGGEGTT TATTACTGCA TGCAAGCTCT
351 ACAAACTCTC ACTTTCGGCG GAGGGACCAA GGTGGAGATC ARACGAACTG
401 TGGCTGCACC ATCTGTCTTC ATCTTCCCGC CATCTGATGA GCAGTTGAAA
451 TCTGGAACTG CCTCTGTTGT GTGCCTGCTG AATAACTTCT ATCCCAGAGA
501 GGCCAAAGTA CAGTGGAAGGE TGGATAACGC CCTCCAATCG GGTAACTCCC
551 AGGAGAGTGT CACAGAGCAG GACAGCAAGG ACAGCACCTA CAGCCTCAGC
601 AGCACCCTGA CGCTGAGCAA AGCAGACTAC GAGAAACACA AAGTCTACGC
651 CTGCGARAGTC ACCCATCAGG GCCTGAGCTC GCCCGTCACA AAGAGCTTCA
701 ACAGGGGAGA GTGTTAGTGA
SEQ ID NO. 40
7.20.5 #E « B S 7 HELS
1 mrlpagllgl lmlwvsgssg DIVMTQSPLS LPVTPGEPAS ISCRSSQSLL
51 HGNGYNYLDW YLQKPGQSPQ LLIYLGSNRA SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGV YYCMQALQTL TFGGGTKVEI KRTVAAPSVF IFPPSDEQLK
151 SGTASVVCLL NNFYPREAKV QWKVDNALQS GNSQESVTEQ DSKDSTYSLS
201 STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC
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SEQ ID NO. 41
7.26.4 B#EX 7 VAT FEF
1 atggactgga cctggagcat ccttttcttg gtggcagcag caacaggtgce
51 ccactccCAG GTTCAGCTGG TGCAGTCTGG AGCTGAGGTG AAGAAGCCTG
101 GEGCCTCAGT GAAGGTCTCC TGCGAGGCTT CTGGTTACAC CTTTACCAGC
151 TATGGTATCG ACTGGGTGCG ACAGGCCCCT GGACAAGGGC TTGAGTGGAT
201 GGGATGGATC AGCGTTTACA GTGGTAACAC AAACTATGCA CAGAAGCTCC
251 AGGGCAGAGT CACCATGTCC ACAGACACAT CCACGAGCAC AGCCTACATG
301 GAGCTGAGGA GCCTGAGATC TGACGACACG GCCGTGTATT ACTGTGCGAG
351 AGAGGGTAGC AGCTCGTCCG GAGACTACTA CTACGGTATG GACGTCTGGG
401 GCCAAGGGAC CACGGTCACC GTCTCCTCAG CCTCCACCAA GGGCCCATCG
451 GTCTTCCCCC TGGCGCCCTG CTCCAGGAGC ACCTCCGAGA GCACAGCGGC
501 CCTGGEGCTGEC CTGGTCAAGG ACTACTTCCC CGAACCGGTG ACGGTGTCGT
551 GGAACTCAGG CGCTCTGACC AGCGGCGTGC ACACCTTCCC AGCTGTCCTA
601 CAGTCCTCAG GACTCTACTC CCTCAGCAGC GTGGTGACCG TGCCCTCCAG
651 CAACTTCGGC ACCCAGACCT ACACCTGCAA CGTAGATCAC AAGCCCAGCA
701 ACACCAAGGT GGACAAGACA GTTGAGCGCA AATGTTGTGT CGAGTGCCCA
751 CCGETGECCCAG CACCACCTGT GGCAGGACCG TCAGTCTTCC TCITCCCCCC
801 AAAACCCAAG GACACCCTCA TGATCTCCCG GACCCCTGAG GTCACGTGCG
851 TGGTGCTGGA CGTGAGCCAC GAAGACCCCG AGGTCCAGTT CAACTGGTAC
901 GTGGACGGCG TGGAGGTGCA TAATGCCAAG ACAAAGCCAC GGGAGGAGCA
951 GTTCAACAGC ACGTTCCGTG TGGTCAGCGT CCTCACCGTT GTGCACCAGG
1001 ACTGGCTGADN CGGCAAGGAG TACAAGTGCA AGGTCTCCAA CAAAGGCCTC
1051 CCAGCCCCCA TTGAGAARAAC CATCTCCAAA ACCAAAGGGC AGCCCCGAGA
1101 ACCACAGGTG TACACCCTGC CCCCATCCCG GGAGGAGATG ACCAAGAACC
1151 AGGTCAGCCT GACCTGCCTG GTCAAAGGCT TCTACCCCAG CGACATCGCC
1201 GTGGAGTGGG AGAGCAATGG GCAGCCGGAG AACAACTACA AGACCACACC
1251 TCCCATGCTG GACTCCGACG GCTCCTTCTT CCTCTACAGC AAGCTCACCG
1301 TGGACAAGAG CAGGTGGCAG CAGGGGAACG TCTTCTCATG CTCCGTGATG
1351 CATGAGGCTC TGCACAACCA CTACACGCAG AAGAGCCTCT CCCTGTCTCC
1402 GGGTAAATGA
SEQ ID NO. 42
7.26.4 HEEHE S >3y BEF
1 mdwtwsilfl vaaatgahsQ VQLVQSGAEV KKPGASVKVS CEASGYTFTS
51 YGIDWVRQAP GQGLEWMGWI SVYSGNTNYA QKLQGRVTMS TDTSTSTAYM
101 ELRSLRSDDT AVYYCAREGS SSSGDYYYGM DVWGQGTTVT VSSASTKGPS
151 VFPLAPCSRS TSESTAALGC LVKDYFPEPV TVSWNSGALT SGVHTFPAVL
201 QSSGLYSLSS VVTVPSSNFG TQTYTCNVDH KPSNTKVDKT VERKCCVECP
251 PCPAPPVAGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSH EDPEVQFNWY
301 VDGVEVHNAK TKPREEQFNS TFRVVSVLTV VHQDWLNGKE YKCKVSNKGL
351 PAPIEKTISK TKGQPREPQV YTLPPSREEM TKNQVSLTCL VKGFYPSDTIA
401 VEWESNGQPE NNYKTTPPML DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM
451 HEALHNHYTQ KSLSLSPGK
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SEQ ID NO. 43
7.26.4 c BEHX 7 VAT FEEFI
1 atgaggctcc ctgctcagct cctggggctg ctaatgctct ggatacctgg
51 atccagtgcg GATATTGTGA TGACCCAGAC TCCACTCTCT CTGTCCGTCA
101 CCCCTGGACA GCCGGCCTCC ATCTCCTGCA AGTCTAATCA GAGCCTCCTG
151 TATAGTGATG GAAAGACCTA TTTGTTTTGGE TACCTGCAGA AGCCAGGCCA
201 GCCTCCACAG CTCCTGATCT ATGAAGTITC CAACCGATTC TCTGGAGTGC
251 CAGATAGGTT CAGTGGCAGC GGGTCAGGGA CAGATTTCAC ACTGAAAATC
301 AGCCGGGTGG AGGCTGAGGA TGTTGGGGTT TATTACTGCA TGCAAAGTAT
351 ACAGCTTCCG TGGACGTTCG GCCAAGGGAC CAAGGTGGAA ATCAAACGAA
401 CTGTGGCTGC ACCATCTGTC TTCATCTTCC CGCCATCTGA TGAGCAGTTG
451 ABATCTGGAA CTGCCTCTGT TGTGTGCCTG CTGAATAACT TCTATCCCAG
501 AGAGGCCAAA GTACAGTGGA AGGTGGATAA CGCCCTCCAA TCGGGTAACT
551 CCCAGGAGAG TGTCACAGAG CAGGACAGCA AGGACAGCAC CTACAGCCTC
601 AGCAGCACCC TGACGCTGAG CAAAGCAGAC TACGAGAAAC ACAAAGTCTA
651 CGCCTGCGAA GTCACCCATC AGGGCCTGAG CTCGCCCGTC ACAAAGAGCT
701 TCAACAGGGG AGAGTGTTAG TGA
SEQ ID NO. 44
7.26.4 HE c BEHZ ] HES
1 mrlpagllgl lmlwipgssa DIVMTQTPLS LSVTPGQPAS ISCKSNQSLL
51 YSDGKTYLFW YLQKPGQPPQ LLIYEVSNRF SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGV YYCMQSIQL:P WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL
151 KSGTASVVCL LNNFYPREAK VQWKVDNALQ SGNSQESVTE QDSKDSTYSL
201 SSTLTLSKAD YEKHKVYACE VTHQGLSSPV TKSFNRGEC
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SEQ ID NO. 45
9.8.2 EHX 7 LA F FEFI
1 atggagtttg ggctgagctg ggttttccte gttgctettt taagaggtgt
51 ccagbgtCAG GTGCAGCTGG TGGAGTCTGG GGGAGGCETG GTCCAGCCTG
101 GGAGGTCCCT GAGACTCTCC TGTGCAGCGT CTGGATTCAC CTTCAGTAGC
151 TATGGCATGC ACTGGGTCCG CCAGGCTCCA GGCAAGGGGC TGGAGTGGGT
201 GGCAGTTATA TGGTATGATG GAAGTAATGA ATACTATGCA GACTCCGTGA
251 AGGGCCGATT CACCATCTCC AGAGACAATT CCAAGAACAC GCTGTATCTG
301 CAAATGAACA GCCTGAGAGC CGAGGACACG GCTGTGTATT ACTGTGCGAG
351 GGGGGCGTAC CACTTTGCCT ACTGGGGCCA GGGAACCCTG GTCACCGETCT
401 CCTCAGCTTC CACCAAGGGC CCATCCGTCT TCCCCCTGGC GCCCTGCTCC
451 AGGAGCACCT CCGAGAGCAC AGCCGCCCTCG GGCTGCCTGG TCAAGGACTA
501 CTTCCCCGAA CCGGTGACGG TGTCGTGGAA CTCAGGCGCC CTGACCAGCG
551 GCGTGCACAC CTTCCCGGCT GTCCTACAGT CCTCAGGACT CTACTCCCTC
601 AGCAGCGTGG TGACCGTGCC CTCCAGCAGC TTGGGECACGA AGACCTACAC
651 CTGCAACGTA GATCACAAGC CCAGCAACAC CAAGGTGGAC AAGAGAGTTG
701 AGTCCAAATA TGGTCCCCCA TGCCCATCAT GCCCAGCACC TGAGTTCCTG
751 GGGGGACCAT CAGTCTTCCT GTTCCCCCCA AAACCCAAGG ACACTCTCAT
801 GATCTCCCGG ACCCCTGAGG TCACGTGCGT GGTGGTGGAC GTGAGCCAGG
851 AAGACCCCGA GGTCCAGTTC AACTGGTACG TGGATGGCGT GGAGGTGCAT
901 AATGCCAAGA CAAAGCCGCG GGAGGAGCAG TTCAACAGCA CGTACCGTGT
951 GGTCAGCGTC CTCACCGTCC TGCACCAGGA CTGGCTGAAC GGCAAGGAGT
1001 ACAAGTGCAA GGTCTCCAAC AAAGGCCTCC CGTCCTCCAT CGAGAARAACC
1051 ATCTCCAAAG CCAAAGGGCA GCCCCGAGAG CCACAGGTGT ACACCCTGCC
1101 CCCATCCCAG GAGGAGATGA CCAAGAACCA GGTCAGCCTE ACCTGCCTGG
1151 TCAAAGGCTT CTACCCCAGC GACATCGCCG TGGAGTGGGA GAGCAATGGG
1201 CAGCCGGAGA ACAACTACAA GACCACGCCT CCCGTGCTGG ACTCCGACGG
1251 CTCCTTCTTC CTCTACAGCA GGCTAACCGT GGACAAGAGC AGGTGGCAGG
1301 AGGGGAATGT CTTCTCATGC TCCGTGATGC ATGAGGCTCT GCACAACCAC
1351 TACACACAGA AGAGCCTCTC CCTGTCTCTG GGTAAATGA
SEQ ID NO. 46
9.8.2 #EEESZ 37 HES
1 mefglswvfl vallrgvgcQ VQLVESGGGV VQPGRSLRLS CAASGFTFSS
51 YGMHWVRQAP GKGLEWVAVI WYDGSNEYYA DSVKGRFTIS RDNSKNTLYL
101 OMNSLRAEDT AVYYCARGAY HFAYWGQGTL VTVSSASTKG PSVFPLAPCS
151 RSTSESTAAL GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL
201 SSVVTVPSSS LGTKTYTCNV DHKPSNTKVD KRVESKYGPP CPSCPAPEFL
251 GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSQEDPEVQF NWYVDGVEVH
301 NAKTKPREEQ FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLPSSIEKT
351 ISKAKGQPRE PQVYTLPPSQ EEMTKNQVSL TCLVKGFYPS DIAVEWESNG
401 QPENNYKTTP PVLDSDGSFF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH
451 YTQKSLSLSL GK
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SEQ ID NO. 47
9.8.2 k B#HX 7 VA4 F FEF
1 atggacatga gggtccctge tcagetcetg gggctceccectge tgctctgget
51 ctcagtcgea ggtgccagat gtGACATCCA GATGACCCAG TCTCCATCCT
101 CCCTGTCTGC ATCTGTAGGA GACAGAGTCA CCATCACTTG CCAGGCGAGT
151 CAGGACATTA GCAACTATTT AAATTGGTAT CAGCAGAAAC CAGGGAAAGC
201 CCCTAAGCTC CTGATCTACG ATGCATCCAA TTTGGAAACA GGGGTCCCAT
251 CAAGGTTCAG TGGAAGTGGA TCTGGGACAG ATTTTACTTT CACCATCAGC
301 AGCCTGCAGC CTGAAGATAT TGCAACATAT TCCTGTCAAC ACTCTGATAA
351 TCTCTCGATC ACCTTCGGCC AGGGGACACG ACTGGAGATT AAACGAACTG
401 TGGCTGCACC ATCTGETCTTC ATCTTCCCGC CATCTGATGA GCAGTTGAAA
451 TCTGGAACTG CCTCTGTTGT GTGCCTGCTG AATAACTTCT ACCCCAGAGA
501 GGCCAAAGTA CAGTGGAAGG TGGATAACGC CCTCCAATCG GGTAACTCCC
551 AGGAGAGTGT CACAGAGCAG GACAGCAAGG ACAGCACCTA CAGCCTCAGC
601 AGCACCCTGA CGCTGAGCAA AGCAGACTAC GAGAAACACA AAGTCTACGC
651 CTGCGAAGTC ACCCATCAGG GCCTGAGCTC GCCCGTCACA AAGAGCTTCA
701 ACAGGGGAGA GTGTTAGTGA
SEQ ID NO. 48
9.8.2 #5E x BEH Y 7 BHEF
1 mdmrvpagll gllllwlsva garcDIQMTQ SPSSLSASVG DRVTITCQAS
51 QODISNYLNWY QQKPGKAPKL LIYDASNLET GVPSRFSGSG SGTDFTFTIS
101 SLQPEDIATY SCQHSDNLSI TFGQGTRLEI KRTVAAPSVF IFPPSDEQLK
151 SGTASVVCLL NNFYPREAKV QWKVDNALQS GNSQESVTEQ DSKDSTYSLS
201 STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC
SEQ ID NO. 49
B =7 A FAMAICAMD 0738 R AL VDX 7 VAT REF
1 ATGGATCGGE GCCTGGCCCT CCTGCTGGCG GGGCTTCTGG GGCTCCTCCA
51 GCCGGBGCTGC GGCCAGTCCC TCCAGGTGAA GCCCCTGCAG GTGGAGCCCC
101 CGGAGCCGGET GGTGECCATG GCCCTGGGCGE CCTCTCGCCA GCTCACCTGC
151 CGCCTGGEACT GCGCGGACGG CGGGGCCACG GTGCAGTGGC GGGGCCTGGA
201 CACCAGCCTG GGCGCGGTGC AGTCGGACGC GGGCCGCAGC GTCCTCACCG
251 TGCGCAACGC CTCGCTGTCG GCGBCCGGGA CCCGTGTGTG CGTGGGCTCC
301 TGCGGGAEGCC GCACCTTCCA GCACACCGTG CGGCTCCTTG TGTACGCCTT
351 CCCGGACCAG CTGACCATCT CCCCGGCAGC CCTGGTGCCT GGTGACCCGG
401 AGGTGGCCTG TACGGCTCAC AAAGTCACGC CTGTGGACCC CAATGCGCTC
451 TCCTTCTCCC TGCTCCTGEGE GGACCAGGAA CTGGAGGGGG CCCAGGCTCT
501 GGGCCCGEGAG GTGGAGGAGG AGGAGGAGCC CCAGGAGGAG GAGGACGTGC
551 TGTTCAGGGT GACAGAGCGEC TGGCGGCTGC CGACCCTGGC AACCCCTGTC
601 CTGCCCGECEC TCTACTGCCA GGCCACGATG AGGCTGCCTG GCTTGGAGCT
651 CAGCCACCGC CAGGCCATCC CGGTCCTGCA C
SEQ ID NO. 50
B =2 A FAMAICAMD 07 #EE R AL DT I J B3
1 MDRGLALLLA GLLGLLQPGC GQSLQVKPLQ VEPPEPVVAV ALGASRQLTC
51 RLDCADGGAT VQWRGLDTSL GAVQSDAGRS VLTVRNASLS AAGTRVCVGS
101 CGGRTFQHTV RLLVYAFPDQ LTISPAALVP GDPEVACTAH KVTPVDPNAL
151 SFSLLLGDQE LEGAQALGPE VEEEEEPQEE EDVLFRVTER WRLPTLATPV
201 LPALYCQATM RLPGLELSHR QAIPVLH
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SEQ ID NO. 51
256, 22. 2B X 7 LA F FEFI
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1 atggagtttg ggctgagctg ggttttccte gttgetcttt taagaggtgt
51 ccagtgtCAG GTGCAGCTGG TGGAGTCTGG GGGAGGCGTIG GTCCAGCCTG
101 GGAGGTCCCT GAGACTCTCC TGTGCAGCGT CTGGATTCAC CTITCAGTAGC
151 GATGGCATGC ACTGGGTCCGE CCAGGCTCCA GGCAAGGGGC TGGAGTGGGT
201 GGCAATTATA TGGTATGATG GAAGTAATAA ATATTATGCA GACTCCGTGA
251 AGGGCCGATT CACCATCTCC AGAGACAATT CCAAGAACAC GCTGTATCTG
301 CAAATGAACA GCCTGAGAGC CGAGGACACG GCTGTATATT ACTGTGCGAG
351 AGATCCCGGC TACTATTACG GTATGGACGT CTGGGGCCAA GGGACCACGG
401 TCACCGTCTC CTCAGCTTCC ACCAAGGGCC CATCCGTCTT CCCCCTGGCG
451 CCCTGCTCTA GAAGCACCTC CGAGAGCACA GCGGCCCTGG GCTGCCTGGT
501 CAAGCACTAC TTCCCCGAAC CGGTGACGGT GTCGTGGAAC TCAGGCGCTC
551 TGACCAGCGGE CGTGCACACC TTCCCAGCTG TCCTACAGTC CTCAGGACTC
601 TACTCCCTCA GCAGCGTGGT GACCGTGCCC TCCAGCAACT TCGGCACCCA
651 GACCTACACC TGCAACGTAG ATCACAAGCC CAGCAACACC AAGGTGGACA
701 AGACAGTTGA GCGCAAATGT TGTGTCGAGT GCCCACCGTG CCCAGCACCA
751 CCTGTGGCAG GACCGTCAGT CTTCCTCTTC CCCCCAAAAC CCAAGGACAC
801 CCTCATGATC TCCCGGACCC CTGAGGTCAC GTGCGTGGTG GTGGACGTGA
851 GCCACGAAGA CCCCGAGGTC CAGTTCAACT GGTACGTGGA CGGCGTGGAG
901 GTGCATAATE CCAAGACABRA GCCACGGGAG GAGCAGTTCA ACAGCACGTT
951 CCGTGTGETC AGCGTCCTCA CCGTTGTGCA CCAGGACTGG CTGAACGGCA
1001 AGGAGTACAA GTGCAAGGTC TCCAACAAAG GCCTCCCAGC CCCCATCGAG
1051 AAAACCATCT CCAAAACCAA AGGGCAGCCC CGAGAACCAC AGGTGTACAC
1101 CCTGECCCCCA TCCCGGGAGG AGATGACCAA GAACCAGGTC AGCCTGACCT
1151 GCCTGGTCAA AGGCTTCTAC CCCAGCGACA TCGCCGTGGA GTGGGAGAGC
1201 AATGGGCAGC CGGAGAACAA CTACAAGACC ACACCTCCCA TGCTGGACTC
1251 CGACGGCTCC TTCTTCCTCT ACAGCAAGCT CACCGTGGAC AAGAGCAGGT
1301 GGCAGCAGGEG GAACGTCTTC TCATGCTCCG TGATGCATGA GGCTCTGCAC
1351 AACCACTACA CGCAGAAGAG CCTCTCCCTG TCTCCGGGTA AATGATAG
SEQ ID NO. 52
A6, 22. 2EEH T I/ BRElF
1 mefglswvil vallrgvgeQ VQLVESGGGV VQPGRSLRLS CAASGFTFSS
51 DGMHWVRQAP GKGLEWVAII WYDGSNKYYA DSVKGRFTIS RDNSKNTLYL
101 QMNSLRAEDT AVYYCARDPG YYYGMDVWGQ GTTVTVSSAS TKGPSVFPLA
151 PCSRSTSEST AALGCLVKDY FPEPVTVSWN SGALTSGVHT FPAVLQSSGL
201 YSLSSVVTVP SSNFGTQTYT CNVDHKPSNT KVDKTVERKC CVECPPCPAP
251 PVAGPSVFLF PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE
301 VHNAKTKPRE EQFNSTFRVV SVLTVVHQDW LNGKEYKCKV SNKGLPAPIE
351 KTISKTKGQP REPQVYTLPP SREEMTKNQV SLTCLVKGFY PSDIAVEWES
401 NGQPENNYKT TPPMLDSDGS FFLYSKLTVD KSRWQQGNVF SCSVMHEALH
451 NHYTQKSLSL SPGK
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SEQ ID NO. 53
6. 22. 2  BE{ X 7 VA F FELFI
1 atgttgccat cacaactcat tgggtttctg ctgctectggg ttccecagettce
51 caggggtGAA ATTGTGCTGA CTCAGTCTCC AGACTTTCAG TCTGTGACTC
101 CAAAAGAGAA AGTCACCATC ACCTGCCGGG CCAGTCAGAG AATTGGTAGT
151 AGCTTACACT GGTACCAGCA GAAACCAGAT CAGTCTCCAA AACTCCTCAT
201 CAAGTATGCT TCCCAGTCCT TCTCAGGGGT CCCCTCGAGG TTCAGTGGCA
251 GTGGATCTGG GACAGATTTC ACCCTCACCA TCAATAGCCT GGAAGCTGAA
301 GATGCTGCAA CTTATTACTG TCATCAGAGT GGTCGTTTAC CGCTCACTTT
351 CGGCGGAGGG ACCAAGGTGG AGATCAAACG AACTGTGGCT GCACCATCTG
401 TCTTCATCTT CCCGCCATCT GATGAGCAGT TGAAATCTGG AACTGCCICT
451 GTTGTGTGCC TGCTGAATAA CTTCTATCCC AGAGAGGCCA AAGTACAGTG
501 GAAGGTGGAT AACGCCCTCC AATCGGGTAA CTCCCAGGAG AGTGTCACAG
551 AGCAGGACAG CAAGGACAGC ACCTACAGCC TCAGCAGCAC CCTGACGCTG
601 AGCAAAGCAG ACTACGAGAA ACACAAAGTC TACGCCTGCG AAGTCACCCA
651 TCAGGGCCTG AGCTCGCCCG TCACAAAGAG CTTCAACAGG GGAGAGTGTT
701 AGTGA
SEQ ID NO. 54
B%6. 22. 2 « BHT I/ BRELS
1 mlpsgligfl llwvpasrgE IVLTQSPDFQ SVTPKEKVTI TCRASQRIGS
51 SLHWYQQKPD QSPKLLIKYA SQSFSGVPSR FSGSGSGTDF TLTINSLEAE
101 DAATYYCHQS GRLPLTFGGG TKVEIKRTVA APSVFIFPPS DEQLKSGTAS
151 VVCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL
201 SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC
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SEQ ID NO. 55
E6. 34. 2ES(X 7 VA F FELF
1 atggagtttg ggctgagctg ggttttcctc gttgctcttt taagaggtgt
51 ccagbgtCAG GTGCAGCTGG TGGAGTCTGG GGGAGGCGTG GTCCAGCCTG
101 GGAGGTCCCT GAGACTCTCC TGTGCAGCCT CTGGATTCAC CTTCAGTAGC
i51 TATGGCATGC ACTGGGTCCG CCAGGCTCCA GGCAAGGGGC TGGAGTGGGET
201 GGCAGTTATA TCAAATGATG GAAATAATAA ATACTATGCA GACTCCGTGA
251 AGGGCCGATT CACCATCTCC AGAGACAATT CCAAAAACAC GCTGTATCTG
301 CARATGAACA GCCTGCGCGC TGAGGACACG GCTGTGTATT ACTGTGCGAG
351 AGATAGTACG GCGATAACCT ACTACTACTA CGGAATGGAC GTCTGGGGCC
401 AAGGGACCAC GGTCACCGTC TCCTCAGCTT CCACCAAGGG CCCATCCGTC
451 TTCCCCCTGG CGCCCTGCTC TAGAAGCACC TCCGAGAGCA CAGCGGCCCT
501 GGGCTGCCTG GTCAAGGACT ACTTCCCCGA ACCGGTGACG GTGTCGTGGA
551 ACTCAGGCGC TCTGACCAGC GGCGTGCACA CCTTCCCAGC TGTCCTACAG
601 TCCTCAGGAC TCTACTCCCT CAGCAGCGTG GTGACCGTGC CCTCCAGCAA
651 CTTCGGCACC CAGACCTACA CCTGCAACGT AGATCACAAG CCCAGCAACA
701 CCAAGGTGGA CAAGACAGTT GAGCGCAAAT GTTGTGTCGA GTGCCCACCG
751 TGCCCAGCAC CACCTGTGGC AGGACCGTCA GTCTTCCTCT TCCCCCCAAA
801 ACCCAAGGAC ACCCTCATGA TCTCCCGGAC CCCTGAGGTC ACGTGCGTGG
851 TGGTGGACGT GAGCCACGAA GACCCCGAGG TCCAGTTCAA CTGGTACGTG
901 GACGGCGTGGE AGGTGCATAA TGCCAAGACA AAGCCACGGG AGGAGCAGTT
951 CAACAGCACG TTCCGTGTGG TCAGCGTCCT CACCGTTGTG CACCAGGACT
1001 GGCTGRACGG CAAGGAGTAC AAGTGCAAGG TCTCCAACAA AGGCCTCCCA
1051 GCCCCCATCG AGAAAACCAT CTCCAAAACC AAAGGGCAGC CCCGAGAACC
1101 ACAGGTGTAC ACCCTGCCCC CATCCCGGGA GGAGATGACC AAGAACCAGG
1151 TCAGCCTGAC CTGCCTGGTC AAAGGCTTCT ACCCCAGCGA CATCGCCGTG
1201 GAGTGGGAGA GCAATGGGCA GCCGGAGAAC AACTACAAGA CCACACCTCC
1251 CATGCTGGAC TCCGACGGCT CCTTCTTCCT CTACAGCAAG CTCACCGTGG
1301 ACAAGAGCAG GTGGCAGCAG GGGAACGTCT TCTCATGCTC CGTGATGCAT
1351 GAGGCTCTGC ACAACCACTA CACGCAGAAG AGCCTCTCCC TGTCTCCGGG
1401 TAAATGATAG
SEQ ID NO. 56
B%6. 34. 2EHT I J BRECS
1 mefglsgwvfl vallrgvgcecQ VQLVESGGGV VQPGRSLRLS CAASGFTFSS
51 YGMHWVRQAP GKGLEWVAVI SNDGNNKYYA DSVKGRFTIS RDNSKNTLYL
101 QMNSLRAEDT AVYYCARDST AITYYYYGMD VWGQGTTIVTV SSASTKGPSV
151 FPLAPCSRST SESTAALGCL VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ
201 SSGLYSLSSV VTVPSSNEFGT QTYTCNVDHK PSNTKVDKTV ERKCCVECPP
251 CPAPPVAGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE DPEVQFNWYV
301 DGVEVHNAKT KPREEQFNST FRVVSVLTVV HQODWLNGKEY KCKVSNKGLP
351 APIEKTISKT KGQPREPQVY TLPPSREEMT KNQVSLTCLV KGFYPSDIAV
401 EWESNGQPEN NYKTTPPMLD SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH
451 EALHNHYTQK SLSLSPGK
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SEQ ID NO. 57
BZ6. 34. 2 x BEH X 7 U AT FEFI
1 atggacatga gggtcccegce tcagctectg gggcectcectge tactctgget
51 cegaggtgec agatgtGACA TCCAGATGAC CCAGTCTCCA TCCTCCCTGT
101 CTGCATCTGT CGGAGACAGA GTCACCATCA CTTGCCGGGC AAGTCAGAGT
151 ATTAGTAGCT ATTTAAATTG GTATCAGCAG AAACCAGGGA AAGCCCCTAA
201 GCTCCTGATC TATGCTGCAT CCGGTTTGAA GCGTGGGETC CCATCACGGT
251 TCAGTGGTAG TGGATCTGGG ACAGATTTCA CTCTCACCAT CAGTTCTCTG
301 CAACCTGAGG ATTTTGCAAC TTACTACTGT CACCAGAGTT ACAGTCTCCC
351 ATTCACTTTC GGCCCTGGGA CCAAAGTGGA TATCAAACGA ACTGTGGCTG
401 CACCATCTGT CTTCATCTTC CCGCCATCTG ATGAGCAGTT GAAATCTGGA
451 ACTGCCTCTG TTGTGTGCCT GCTGAATAAC TTCTATCCCA GAGAGGCCAA
501 AGTACAGTGG AAGGTGGATA ACGCCCTCCA ATCGGGTAAC TCCCAGGAGA
551 GTGTCACAGA GCAGGACAGC AAGGACAGCA CCTACAGCCT CAGCAGCACC
601 CTGACGCTGA GCAAAGCAGA CTACGAGAAA CACAAAGTCT ACGCCTGCGA
651 AGTCACCCAT CAGGGCCTGA GCTCGCCCGT CACAAAGAGC TTCAACAGGG
701 GAGAGTGTTA GTGA
SEQ ID NO. 58
BZ6. 34. 2 « BH T I BRECLS)
1 mdmrvpagll gllllwlrga rcDIQMTQSP SSLSASVGDR VTITCRASQS
51 ISSYLNWYQQ KPGKAPKLLI YAASGLKRGV PSRFSGSGSG TDFTLTISSL
101 QPEDFATYYC HQSYSLPFTF GPGTKVDIKR TVAAPSVFIF PPSDEQLKSG
151 TASVVCLLNN FYPREAKVQOW KVDNALQSGN SQESVTEQDS KDSTYSLSST
201 LTLSKADYEK HKVYACEVTH QGLSSPVTKS FNRGEC
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SEQ ID NO. 59
5%6. 67. 1ES X 7 L' AT FEF
1 atgaaacacc tgtggttett cctcecctgetg gtggcagctce ccagatgggt
51 cctgtccCAG GTGCAGCTGC AGGAGTCGGG CCCAGGACTG GTGAAGCCTT
io0l CGGAGACCCT GTCCCTCACC TGCACTGTCT CTGGTGACTC CATCAGTAGT
151 AACTATTGGA GCTGGATCCG GCAGCCCGCC GGGAAGGGAC TGGAGTGGAT
201 TGGGCGTATC TATACCAGTG GGGGCACCAA CTCCAACCCC TCCCTCAGGG
251 GTCGAGTCAC CATGTCAGTA GACACGTCCA AGAACCAGTT CTCTCTGAAA
301 CTGAGTTCTG TGACCGECCGC GGACACGGCC GTGTATTACT GTGCGAGAGA
351 TCGTATTACT ATAATTCGGG GACTTATTCC ATCCTTCTTIT GACTACTGGG
401 GCCAGGGAAC CCTGGTCACC GTCTCCTCAG CTTCCACCAA GGGCCCATCC
451 GTCTTCCCCC TGGCGCCCTG CTCTAGAAGC ACCTCCGAGA GCACAGCGGC
501 CCTGGGCTGC CTGGTCAAGG ACTACTTCCC CGAACCGGTG ACGGTGTCGT
551 GGAACTCAGG CGCTCTGACC AGCGGCGTGC ACACCTTCCC AGCTGTCCTA
601 CAGTCCTCAG GACTCTACTC CCTCAGCAGC GTGGTGACCG TGCCCTCCAG
651 CAACTTCGGC ACCCAGACCT ACACCTGCAA CGTAGATCAC AAGCCCAGCA
701 ACACCAAGGT GGACAAGACA GTTGAGCGCA AATGTTGTGT CGAGTGCCCA
751 CCGTGCCCAG CACCACCTGT GGCAGGACCG TCAGTCTTCC TCTTCCCCCC
801 AAAACCCAAG GACACCCTCA TGATCTCCCG GACCCCTGAG GTCACGTGCG
851 TGGETGGTCGGA CGTGAGCCAC GAAGACCCCG AGGTCCAGTT CAACTGGTAC
901 GTGGACGGCGE TGGAGGTGCA TAATGCCAAG ACAAAGCCAC GGGAGGAGCA
951 GTTCAACAGC ACGTTCCGTG TGGTCAGCGT CCTCACCGTT GTGCACCAGG
1001 ACTGGCTGAA CGGCAAGGAG TACAAGTGCA AGGTCTCCAA CAAAGGCCTC
1051 CCAGCCCCCA TCGAGAARAC CATCTCCAAA ACCAAAGGGC AGCCCCGAGA
1101 ACCACAGGTG TACACCCTGC CCCCATCCCG GGAGGAGATG ACCAAGAACC
1151 AGGTCAGCCT GACCTGCCTG GTCAAAGGCT TCTACCCCAG CGACATCGCC
1201 GTGGAGTGGG AGAGCAATGG GCAGCCGGAG AACAACTACA AGACCACACC
1251 - TCCCATGCTG GACTCCGACG GCTCCTTCTT CCTCTACAGC AAGCTCACCG
1301 TGGACAAGAG CAGGTGGCAG CAGGGGAACG TCTITCTCATG CTCCGTGATG
'1351 CATGAGGCTC TGCACAACCA CTACACGCAG AAGAGCCTCT CCCTGTCTCC
1401 GGGTAAATGA TAG
SEQ ID NO. 60
%%6.67. 1EEHH T I / BRES
1 mkhlwf£1l1ll vaaprwvlsQ VQLQESGPGL VKPSETLSLT CTVSGDSISS
51 NYWSWIRQPA GKGLEWIGRI YTSGGTNSNP SLRGRVTMSV DTSKNQFSLK
101 LSSVTAADTA VYYCARDRIT IIRGLIPSFF DYWGQGTLVT VSSASTKGPS
151 VFPLAPCSRS TSESTAALGC LVKDYFPEPV TVSWNSGALT SGVHTFPAVL
201 QSSGLYSLSS VVTVPSSNFG TQTYTCNVDH KPSNTKVDKT VERKCCVECP
251 PCPAPPVAGP SVFLFPPKPK DTLMISRTPE VTCVVVDVSH EDPEVQFNWY
301 VDGVEVHNAK TKPREEQFNS TFRVVSVLTV VHQDWLNGKE YKCKVSNKGL
351 PAPIEKTISK TKGQPREPQV YTLPPSREEM TKNQVSLTCL VKGFYPSDIA
401 VEWESNGQPE NNYKTTPPML DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM
451 HEALHNHYTQ KSLSLSPGK
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%%6.67. 1 x B X 7 LA F FE2H|
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1 atggtgttgc agacccaggt cttcatttct ctgttgctct ggatctctgg
51 tgcctacggg GACATCGTGA TGACCCAGTC TCCAGACTCC CTGGCTGTGT
101 CTCTGGGCGA GAGGGCCACC ATCAACTGCA AGTCCAGCCA GAGTGTTTTA
151 TACAGCTCCA ACAATAAGAA CTACTTAGCT TGGTACCAAC AGARACCAGG
201 ACAGCCTCCT AAATTGCTCA TTTACTGGGC ATCTATACGG GAATATGGGG
251 TCCCTGACCG ATTCAGTGGC AGCGGGTCTG GGACAGATTT CACTCTCACC
301 ATCAGCAGCC TGCAGGCTGA AGATGTGGCA GTTTATTTCT GTCAACAATA
351 TTATAGTATT CCTCCCCTCA CTTTCGGCGG AGGGACCAAG GTGGAGATCA
401 AACGAACTGT GGCTGCACCA TCTGTCTTCA TCTTCCCGCC ATCTGATGAG
451 CAGTTGAAAT CTGGAACTGC CTCTGTTGTG TGCCTGCTGA ATAACTTCTA
501 TCCCAGAGAG GCCAAAGTAC AGTGGAAGGT GGATAACGCC CTCCAATCGG
551 GTAACTCCCA GGAGAGTGTC ACAGAGCAGG ACAGCAAGGA CAGCACCTAC
601 AGCCTCAGCA GCACCCTGAC GCTGAGCAAA GCAGACTACG AGAAACACAA
651 AGTCTACGCC TGCGAAGTCA CCCATCAGGG CCTGAGCTCG CCCGTCACAA
701 AGAGCTTCAA CAGGGGAGAG TGTTAGTGA

SEQ ID NO. 62
6. 67. 1 x BH T I BRELS

1 mvligtqvfis lllwisgayg DIVMTQSPDS LAVSLGERAT INCKSSQSVL
51 YSSNNKNYLA WYQOKPGQPP KLLIYWASIR EYGVPDRFSG SGSGTDFTLT
101 ISSLQAEDVA VYFCQQYYSI PPLTFGGGTK VEIKRTVAAP SVFIFPPSDE
151 QLKSGTASVV CLLNNFYPRE AKVQWKVDNA LQSGNSQESV TEQDSKDSTY
201 SLSSTLTLSK ADYEKHKVYA CEVTHQGLSS PVTKSFNRGE C

10

20



(105)

JP 2018-148901 A 2018.9.27

SEQ ID NO. 63
%6, 77. 1ESX 7 LA F FELF
1 atggaactgg ggctccgetg ggttttcctt gttgctattt tagaaggtgt
51 ccagtgtGAG GTGCAGCTGG TGGAGTCTGGE GGGAGGCCTG GTCAAGCCTG
101 GGEGGTCCCT GAGACTCTCC TGTGCAGCCT CTGGATTCAC CTTCAGTAGC
151 TATAGCATGA ACTGGGTCCG CCAGGCTCCA GGGAAGGGGC TGGAGTGGGAT
201 CTCATCCATT AGTAGTAGTA GTAGTTACAT ATACTACGCA GACTCAGTGA
251 AGGGCCGATT CACCATCTCC AGAGACAACG CCAAGAACTC ACTGTATCTG
301 CAAATGAACA GCCTGAGAGC CGAGGACACG GCTGTGTATT ACTGTGCGAG
351 AGATGGGTAT AGCAGTGGCT GGTCCTACTA CTACTACTAC GGTATGGACG
401 TCTGGGGCCA AGGGACCACG GTCACCGTCT CCTCAGCTTC CACCAAGGGC
451 CCATCCGTCT TCCCCCTGGC GCCCTGCTCT AGAAGCACCT CCGARAGAGCAC
501 AGCGGCCCTG GGCTGCCTGEE TCAAGGACTA CTTCCCCGAA CCGGTGACGH
551 TGTCGTGGAA CTCAGGCGCT CTGACCAGCG GCGTGCACAC CTTCCCAGCT
601 GTCCTACAGT CCTCAGGACT CTACTCCCTC AGCAGCGTGG TGACCGTGCC
651 CTCCAGCRAAC TTCGGCACCC AGACCTACAC CTGCAACGTA GATCACAAGC
701 CCAGCAACAC CAAGGTGGAC AAGACAGTTG AGCGCAAATG TTGTGTCGAG
751 TGCCCACCGT GCCCAGCACC ACCTGTGGCA GGACCGTCAG TCTITCCTCIT
BO1 CCCCCCAAAA CCCAAGGACA CCCTCATGAT CTCCCGGACC CCTGAGGTCA
851 CGTGCGTGGT GGTGGACGTG AGCCACGAAG ACCCCGAGGT CCAGTTCAAC
S01 TGGTACGTGG ACGGCGTGGA GGTGCATAAT GCCAAGACAA AGCCACGGGA
951 GGAGCAGTTC AACAGCACGT TCCGTGTGGT CAGCGTCCTC ACCGTTGTGC
1001 ACCAGGACTG GCTGAACGGC AAGGAGTACA AGTGCAAGGT CTCCAACAAA
1051 GGCCTCCCAG CCCCCATCGA GAAAACCATC TCCAAAACCA AAGGGCAGCC
1101 CCGAGAACCA CAGGTGTACA CCCTGCCCCC ATCCCGGGAG GAGATGACCA
1151 AGAACCAGGT CAGCCTGACC TGCCTGGTCA AAGGCTTCTA CCCCAGCGAC
1201 ATCGCCGTGG AGTGGGAGAG CAATGGGCAG CCGGAGAACA ACTACAAGAC
1251 CACACCTCCC ATGCTGGACT CCGACGGCTC CTTCTTCCTC TACAGCAAGC
i3o1l TCACCGTGGA CAAGAGCAGG TGGCAGCAGG GGAACGTCTT CTCATGCTCC
1351 GTGATGCATG AGGCTCTGCA CAACCACTAC ACGCAGAAGA GCCTCTCCCT
1401 GTCTCCGGGT AAATGATAG
SEQ ID NO. 64
6. 77. 1ESZ 37 HHELF
1 melglrwvfl vailegvqcE VQLVESGGGL VKPGGSLRLS CAASGFTFESS
51 YSMNWVRQAP GKGLEWVSSI SSSSSYIYYA DSVKGRFTIS RDNAKNSLYL
101 QMNSLRAEDT AVYYCARDGY SSGWSYYYYY GMDVWGQGTT VTVSSASTKG
151 PSVFPLAPCS RSTSESTAAL GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA
201 VLOSSGLYSL SSVVTVPSSN FGTQTYTCNV DHKPSNTKVD KTVERKCCVE
251 CPPCPAPPVA GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVQFN
301 WYVDGVEVHN AKTKPREEQF NSTFRVVSVL TVVHQDWLNG KEYKCKVSNK
351 GLPAPIEKTI SKTKGQPREP QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD
401 TAVEWESNGQ PENNYKTTPP MLDSDGSFFL YSKLTVDKSR WQQGNVESCS
451 VMHEALHNHY TQKRSLSLSPG K
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SEQ ID NO. 65
®E6. 77. 1 c B X 7 L A F FEF
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1 atgaggctece ctgctcagect cctggggcectg ctaatgctcet ggatacctgg
51 atccagtgca GATATTGTGA TGACCCAGAC TCCACTCTCT CTGTCCGTCA
101 CTCCTGGACA GCCGGCCTCC ATCTCCTGCA AGTCTAGTCA GAGCCTCCTG
151 CTTAGTGATG GAAAGACCTA TTTGAATTGG TACCTGCAGA AGCCCGGCCA
201 GCCTCCACAG CTCCTGATCT ATGAAGTTTC CAACCGGTTC TCTGGAGTGC
251 CAGACAGGTT CAGTGGCAGC GGGTCAGGGA CAGATTTCAC ACTGAAAATC
301 AGCCGGGTGG AGGCTGAGGA TGTTGGGGTT TATTACTGCA TGCAAAGTAT
351 ACAGCTTATG TGCAGTTTTG GCCAGGGGAC CAAGCTGGAG ATCAAACGAA
401 CTGTGGCTGC ACCATCTGTC TTCATCTTCC CGCCATCTGA TGAGCAGTTG
451 AAATCTGGAA CTGCCTCTGT TGTGTGCCTG CTGAATAACT TCTATCCCAG
501 AGAGGCCARAA GTACAGTGGA AGGTGGATAA CGCCCTCCAA TCGGGTAACT
551 CCCAGGAGAG TGTCACAGAG CAGGACAGCA AGGACAGCAC CTACAGCCTC
601 AGCAGCACCC TGACGCTGAG CAAAGCAGAC TACGAGAAAC ACARAGTCTA
651 CGCCTGCGAA GTCACCCATC AGGGCCTGAG CTCGCCCGTC ACAAAGAGCT
701 TCAACAGGGG AGAGTGTTAG TGA
SEQ ID NO. 66
%%6. 77. 1 « BH{T I/ BRELS
1 mrlpagllgl lmlwipgssa DIVMTQTPLS LSVTPGQPAS ISCKSSQSLL
51 LSDGKTYLNW YLQKPGQPPQ LLIYEVSNRF SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGV YSCMQSIQLM SSFGQGTKLE IKRTVAAPSV FIFPPSDEQL
151  KSGTASVVCL LNNFYPREAK VOQWKVDNALQ SGNSQESVTE QDSKDSTYSL
201 SSTLTLSKAD YEKHKVYACE VTHQGLSSPV TKSFNRGEC
SEQ ID NO. 67
BT, 26. 4 c BEHX 7 LA F FELS
1 atgaggctce ctgctcaget cctggggetyg ctaatgcectet ggatacctgg
51 atccagtgcg GATATTGTGA TGACCCAGAC TCCACTCTCT CTGTCCGTCA
101 CCCCTGGACA GCCGGCCTCC ATCTCCTGCA AGTCTAGTCA GAGCCTCCTG
151 TATAGTGATG GAAAGACCTA TTTGTTTTGG TACCTGCAGA AGCCAGGCCA
201 GCCTCCACAG CTCCTGATCT ATGAAGTTTC CAACCGATTC TCTGGAGTGC
251 CAGATAGGTT CAGTGGCAGC GGGTCAGGGA CAGATTTCAC ACTGAAAATC
301 AGCCGGGTGG AGGCTGAGGA TGTTGGGGTT TATTACTGCA TGCAAAGTAT
351 ACAGCTTCCG TGGACGTTCG GCCAAGGGAC CAAGGTGGAA ATCAAACGAA
401 CTGTGGCTGC ACCATCTGTC TTCATCTTCC CGCCATCTGA TGAGCAGTTG
451 ABRATCTGGAA CTGCCTCTGT TGTGTGCCTG CTGAATAACT TCTATCCCAG
501 AGAGGCCAAA GTACAGTGGA AGGTGGATAA CGCCCTCCAA TCGGGTAACT
551 CCCAGGAGAG TGTCACAGAG CAGGACAGCA AGGACAGCAC CTACAGCCTC
601 AGCAGCACCC TGACGCTGAG CAAAGCAGAC TACGAGAAAC ACAAAGTCTA
651 CGCCTGCGAA GTCACCCATC AGGGCCTGAG CTCGCCCGTC ACAAAGAGCT
701 TCAACAGGEGGE AGAGTGTTAG TGA
SEQ ID NO. 68
BT, 26. 4 c BT I RELS
1 mrilpagllgl Imlwipgssa DIVMTQTPLS LSVIPGQPAS ISCKSSQSLL
51 YSDGKTYLFW YLQKPGQPPQ LLIYEVSNRF SGVPDRFSGS GSGTDFTLKI
101 SRVEAEDVGV YYCMQSIQLP WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL
151 KSGTASVVCL LNNFYPREAK VQWKVDNALQ SGNSQESVTE QDSKDSTYSL
201 SSTLTLSKAD YEKHKVYACE VTHQGLSSPV TKSFNRGEC
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