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A28 WA A82e F ol g ol QojA, Fe =r @A T Hojx dluiz EU 1A R292914 @l o}
A EAWolE EFete, FUHE

A3 84

A83&kell QoA EU 993 R29201419] Z+7te] ofn=il E¢dWol:= =g o7 R292D, R292E, R292L, R292P,
R292Q, R292R, R292T & R292YE o]Folx #Oo R HE MElxE= Zgigc

AT 85
A|84gtol] qofA, x| R29201 4 9] Zbzte] ofm it EdWolE R292PQ, EEHE =
AT 86

A62& A A8 F o= 3 Fo QX ZAZFe] Fe EHd ©EAY 31X
EPKSCDKTHTCPPCPAPELL 2! DKTHTCPPCPAPELLZE o] Fo]x o 2R E Aeg ofnx
ofu .eqk A ER o] FojA =, EHEE.

AT 87
Agegtel] oA, A2 Fc Z=dl wEA] L A3 Fe =Wl wEA 3% BEL ofn|wAl Ad
DKTHTCPPCPAPELLS 2zt Z@HEI=,

AT 88

Agege] YA, Al Fc ZdQl G=FAe] 1A FEE opm|xAib A]E EPKSCDKTHTCPPCPAPELS 2+,
ZEHE =,

A7 89

Ageadel olA, Al Fe Zwel waAe] g% REL opn|mal Y EPKSCDKTHTCPPCPAPELS 7HAH | #12 Fe
ol gy W A3 Fe B9l o ﬂQ§A] BRo ol it A< DKTHTCPPCPAPELLS 2H, Z2HE| =,
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A628 WA A9 F o= 3 o)l JojM, ] Fe EwQl @A CH2 =Hele EdF oz 2] olste]
o ofm] Ak A4 Tr= x| g8 Zr= opn| -2k A
GGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKS ¥3ets, ZHg=.

AT 9

A6z WA AP F o= & Fol AolA, Zh7kel Fe mulel wipAlel CH2 R Uz, 27 ol
) ov] 2 a4 e A8e = obv] it 2k

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKS Egahs, Tewes,

AT 92
A623F WA AR F o= & Fo] glojA, Zzre] Fe =Hlel wEkAe CH2 EwWele Sdstar, 278 olstey
2] o}m] 1A 28-S Zhe= ofn] =2k A

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHENAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKE *3shs, ZEe=.

T 93

628 A AS9E F ol @ Aol oI, 27kl Fe w9l weAle] Ci2 =vlQe FAehi, ohulwat A

[e=]
=

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHENAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKE Egahs, Tewe s,

ATE A
A623 A A89d F ol 3 o] YolA, ZHzre] Fe EW¢l TR CH3 Ev|1L Sy o=z 107) o8}
) oo o}m] 1At 28-S Zhe= obm] 1Al A

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVE SCSVMHEALHNHYTQKSLS
LSPGE Egste, ZFH=.

A3 95
A628 WA Ag9F F oj= 3 ol YA, Zh7he| Fe E=HQl @A CH3 =FQle SHA o=, 87 o]she]
el o 12k A8 2 o 12k Ad

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY TQKSLS
LSPGE *slsls, ZE3E =

AT 96

A628 WA AL9E = o= 3 o] glojA, Azl Fe =<l whEFA|o] CH3 THele EgH oz 67) o]t
e ojwu] =2k =3+ Zh= ofu] =2k A

GQPREPQVYTLPPSRDEL TKNQVSLTCLVKGFYPSD I AVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLS
LSPGE ¥3lsle, ZHE =,

SN

A3 97

A628 WA A8} F o= 3+ &l dojA, 7ol Fe EHlQl @Al CH3 =Rl SHH o= 57) o3t
58] o} = Ak 23S Zh= o} = Ak SE:
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRVQQGNVESCSVMHEALHNHYTQKSLS
LSPGE *slst=, ZH3E =

A7 98

A908 WA A97E = o= 3 3o glojA, ©YU olm At XF-S T366Y, T366W, T394W, T394Y, F405W,
F405A, Y407A, S354C, Y349T, T394F, K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K,
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E357R, D356K @ D356RZ o] Foizl wo 2R Aux= ZE=

AT% 99

A6z WA AT T o= & Fell ow Fo vl ddAle 2h7h s om, Hd 10719 &< opv| st
A8Hs Zb= D WS 42, 43, 45 947 T o= shue] ofw|At S ¥dbehe, EHEE

A3 100

A99gel lojA, v opmal X F FHu 67]% CH3 =vel o] st E¢woldl, Ze|fE =

AT% 101

A99ke] glolA], @Y olm Al X3S EU 9x] 341004 EU 91X K44771419] A ol o=, =
AT 102

Ae2ge] oA, FHA 22 EEFHFE P EdWo] T AHo® s T366Y, T366W, T394W, T394Y,
F405W, S354C, Y349T B! T394F= o] Folxl o RHE Muw=, ZRE=

AT% 103

A5, Ae6d L A69F WA ARIFT F o= & Fo glojA, 27 HEi= 4vfe] HE EdWol= K409D,
K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K 2 D356RE%-E] *dﬁﬂwt—, Z2 e
A3 104

A627 WA A103% T o= g+ el dolA, R4 AF =L schvel, =

A7 105

628 WA 41037 T o= - Foll dojA, CCR4 27 Z=mlde VH Zrel 2 CHl Z=vds £, 22
HE =

A3 106

A103& 0] o], CCR4 A =rQle VL EwWlS Frle ¥dés, Zige

AT 107

10580 JolA, VH Z=wele % 1o] 7]A1%¥ CDR-H1, CDR-H2 & CDR-H3 M Qe AEZS xdsle, A=
273 108

A3 109

10580 glolA | VH E=we1e & 20 7|Al¥ Ale] VH <€ (DR-H1, CDR-H2 % CDR-H3S ¥38&}x, CDR-
HI, CDR-H2 2 CDR-H3 M IS Aleleh Vi A2 & 20 7] A VH M3} 2ol 95% L= 98% wA3,
EEHE =

A3 110

A1058el AoAA, VH =Rl 3 29 7IAlE A 9] VH AEs EFste, ZHPH=

AT 111

1053+ doIA, CCR4 A7 =wl9le % 19] 7]Al% CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A]
do] NEE Xt ZEHPEHE.
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AT 112

A|1058e] ejA, CCR4 A7 EvdS 3 20 71A1d A VH 2 VL A9 MEZFE (DR-H1, CDR-HZ,
CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 AN ¥ES& *3 s, Zqe .

A7 113

A1058e] 9deiA, (R4 AF =dele & 20| 7[A" A2 VH D] CDR-H1, CDR-H2 % CDR-H3S *3t3l=
VH =del, 2 % 20 7]A19 A9 VL A9 CDR-L1, CDR—L2 9 (DR-L3& ¥ alsl= VL m=wele ¥aaly,
CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 M<LES A3 VH 2 VL = ML & 20 7|9 3

Aol VH 2 VL Ah3 Ho= 956 = 98% S8t iEP“ElT:.

273 114

10580 AoiA, CCR4 A =wl9le 3% 20 71A1H o] I 2 VL AEe] NEE ¥, ZFE =
273 115

6& 3o glo]A, CCR4 A =mQe Ig6 CL 3 2% Z=del 2 IgG CHI 34

r
Hl
o
P,L‘
Ly
=
—
ki

gk ol lolA, CCR4 27 =l VH =dl 9 CHl =9l
greh= ZeE =ol ddste] Fabs 42 &

AL EE A2 1661 Fe E0R) @A) DA U A2 ) Aelo] olFsk Al olal ddd A2g A
A56% % oj o] ZeAE =9l 279 A = ‘

AT+ 118

1% =wQl, CH2 =wel % CH3 =wWelS ¥3Hst= [gGl Fe =H¢l @3EAE Edsl= A2 ZE3E =0 2
B oAle2d WA Al1168 F o= 3 o] ZYFEI=E X FstE, A7) ZEHE=9 A2 ZEPE = 4] &
g MEl =] A1, A2 Ei= A3 1g6l Fe =9l dEkAe] 31x] =rol 2 A2 ZHAE|=9] 31x] Tuel o] A
2 el @&7] Atole] o]d3l Agtel| o] AAE =, ZEFEIS H3HA

A3 119

A118gel doiM, A2 FHPE|= dEAE= R, 270 EE 3709 JAs BdWolE e, ZYPE = H

AT+ 120

A11938}ol 2ol A, A2 ia}ﬁ“lﬂc GFAE £ 44 2 X 4BollA AgE U, 27 Ee 370 s =AWl
S xgsiy, ZEHME= Yo F 44 2 E 4BolA Aeld 1), 27) T 379 g Hst Edwolo AdrF ol
ZHRAHE 53A.

AT 121

A|1188F WA #1208 5 o= g gl oA, A2 ZEFAE=E A 1079 @ ofr| At X3S 2tE Ad
WHE 42, 43, 45 9 47 F o sty ofu| At NEE XEeteE, ZEREE 5TA.

A+ 122

A Z=wQl, CH2 =dQl 2 CH3 Z=wlde E&sh= Al 1gGl Fe =dQl d2A,; #l12 94, 34 = M, CH2
=l 2 CH3 Z=H¢elS Eéﬂ%}% A2 1gGl Fc Zwel whekd); <o A3 #H#; 2 31# Z=w¢l, CH2 =w<el
2 CH3 =d¢lS 3= 499 A3 161 Fe T=Wel A4S £38l5, Hojx slue] Fe E=H¢) vakA=
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91014, AL 1g61 DAY ofvli where] CHL =vl9l R A F4 A we Fhw T,

AT 124
A1228el JoAA, Al 1g6Gl ©FA Q] ofn|i Hehel] schvE F712 X ¥38l=, ZHEHE.
AT 125

G = 27) B 49 A3 EdWelE Egetar, A2 16l Fe &
= =

223l glelA, Al Ig6l Fe =vl]l d&FAl= 3
[g61 Fe =rl?l @=FAl= 270 E= 4709 s sdwelEs £dsh=, ZfHE.

>,
B
N
_L|>i
et
i
4o
il

o
ox
_OL
rir
it
re
rE
o
il
kel
<
_OL
=
é
N}

AT 127

A1228e] dojA, A1 1gGl Fe =W¢l dakq = A2 1gGl Fe EWQl d@As 2% f44 27 25532 9

Aale Aol xdel:, ZEHEE.

AT+ 128

A2ske] QoA A3 HA E A3 1gGl Fe Z=H|l @S E3H6)E, Al 1gGl Fe =wlQl 9=, A2 1gG1 Fe
EfQl dEA 2 A3 1g61 Fe =Wl dZFA= 424 f-314 22 5255 45 EddoE XEstke, &
YHE =

AT 129

A 122380 dojA, A3 BAH L A3 [gGl Fe =W d=HAE 1 IgGl Sl ek 2@ A2
[gGl Fc =]l @A 25 27 FAx 24 5555 A5t 29 E Ef}%é}ﬂ, A3 1gGl Fe EHQ1
A= 27) BE 409 IHE BdWolE ksl T HE

A3 130

A1223 o] oA, A3 HHA L A3 1gGl Fe =< whEkA)
IgGl Fc Rl & E5e 77 3%
FA = 27 B 4719 GR35 EdHelE

23, Al g6l Fe %9 kAl 2 A3

=

=
4 EF5-5 IActe EdWolE EoskaL, A2 IgGl =HIQl &
3 = L=

5!
ot
ol
-

A3 131

A1228ke doiM, A3 A L A3 IgGl Fe =v9 @S £3stE, A2 1g6l Fe TulQl @A 2 A3
IgGl Fc =Rl @A 25 4 f-3# 24 5555 A48t SdHoE £gsta, Al 1g6l =vd
FA = 27 B 4719 JAsE BdWolE EdelE, ZFPEE

A3 132

A1228F WA #1318 = o= |
ool vEAE 10, 27 B 3749 9AE Ed¥eE e

A% 133

1228 WA ABIG F o= @ Fol oiA, FA4 2 BERE A Bavel L GQs Bdmol:

CH3 =2l =, Z8E =,
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312 THel, CH2 E=wW¢el 2 CH3 =91 E3Fsl= Al IgGl Fe =wHlQl whekAl; A2 =H7; 3= =Hel, CH2
=rel 2 CH3 =m¢lS zigé% A2 1gGl Fc =ml d&kA); doje] #A13 A, 2 2x Z=del, CH2 =<l
2 CH3 =vels E3sl Ao A3 1gGl Fe Z=d9l GFAIE X385, 2ok dte] Fe = wga= 1
o] JA3t Aol E ¥, ZEHE =

SIo1M, A1 1g61 wgAle] ol wrgo] CH1 =Hlel W A F2) b =e9e Frhw Tekes,

A1348e] oA, Al 1gGl TEFAe] opv| = Hhe] schvE F712 X Fete, ZFHE.
AT 137

134l ojA, Al 1g61 Fe ZmlQ) Al & 4A0lM Aeld 27071 3 AlEQ dxds Edwe] = X 6
oM AdEd 47i7F 7 AERD Mt EdWelE EIstar, A2 Ig6l Fe =wiQl @FAl= #® 4Bolld e
N, 27 BE= 370e) et ofrjaal oS Edehe, ZEHEE.

A+ 138

A1348] JolAM, A1 1gGl Fe Tl @Al & 404 Aeld 1], 27 Ei= 3702 943} ot &4
olZ ¥stslar, A2 1gGl Fe Z=wlQl Tl X 4AdA Agig 27)7F g AEQ] 93t Edwo] i i 4Bl
A Aeld 4707 3 A EQl 93t Eddols E¥sts, ZFES.

A3 139

A1343 o] o], Al IgGl Fe =l vkt A2 16 B3 Twel wrAls= I 4BolA Aelw 17, 278 =
= 39 dAE} ol EAWOlE xekste, ZEE =

37 140
111346}01] Jo1A, A3 G B A3 16l Fe =M SAE £, Al 1g61 Fe =w @A, A2 1g6G1
c =vldl FEA 2 A3 Ig61 Fe =] S@A= #7# F 4Bel A AegE 1), 27 E 3709 s} opuln

& EWolEs ¥k, ZYFEE,
AT 141

A1348] JolA, A3 HAH L A3 IgGl Fe =dlel ©@=A12 £3ety, Al 1g6l Fe =HlQl w=kx 2 A2
IgGl Fe W9l oA R%E Z4zF 3 44 5 4BAlA] A=E 1], 270 5 3719 GA38 ofnweal Hdwol
= ¥3}slar, A3 1g6Gl Fe Z=H <l E‘raﬂ]” 4AN A AEE 277 3 MECQl dAE ZdwWo] i ¥ 4B A
Aeg 4787 3 AEQ JA5 EddolE s, ZEHMEE

A134el] oA, A3 BA H A3 Ighl Fe =wlQl S=FAES Eats, Al 161 Fe =9l &4 2 A3
[gG1 Fe =vQ] ohakd w57 2 4A Em 4Bl A AeE N, 27 B 309 st opvwit SRl
S ¥ebal, A2 IgGl Fe =Rl GFAIE 3F 404 AdEd 2707 & AIEQ st EdWe] e # 4Bl A

gy w7 @ HEL Gde Bdvels Ty, oA,

o ﬂll

A7 143

A4l oA, A3 FA L A3 1g6l Fe =wld dFAE £338lE, A2 1g6l Fe =dld @=kA 2 #13
IgGl Fc =Wl dega] B5e 242 ® 4A 5 4BollA Adgld 17, 27 E& 3709 dd3) ofnieit Edwo]
E XFstaL, Al Ig6l Fe ZvQl Sl & 4404 dEld 27)7F & AEQ] st Edwo] e & 4B A
Aele 47)7F & AEQ dds 5dWelE xgtels, ZHEE

R
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AT 144

A1343 WA #1438 F o= & 3
AL ZEAHO|E ¥ETHSE= 1gGl Fe =1

N, 270 = 3709 A8k obu

A, E 4% E £l 4%
2, ZePEE,

rz =
OSE
)
r1r
m9
rsL‘
(]

jem}

w
é
ro
o
A
e

AT 145

A)1348F WA #1433 Z ojx= & 3ol QJoiA], ¥ 4A L ¥ 4BoA Aeld 170, 2/ EE 3719 dHE ofn
A EdolE 3 mHlglel e, Eelwy

A3 146

1227 WA 1457 T o= ol glolA, 7] EdRol= BU 914 6341014 EU $1A] K4477471 2] A2 el

)

A1228 WA A1458 5 o= 3+ o)l QlojA, 7] EdWole 47 @ ol W), ZE|ME =,
A3 148

A122% WA AI145% T o= 7 el oA, A2 A 2 dole] A3 FA= GGEGGEGGEEGGEGGGEGGEG, GGGGS,
GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS, GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGRS, GGSGGSGGSGERS, GGSG,
GGSG,  GGSGGGSG,  GGSGGGESGGGSGGGGGSGEGGSGGGESGGGGRS,  GENLYFQSGG,  SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG 2
GGGGGGGGGGRGGGEEEER o] ol o2y Adud opn|wil MAS T8t o]e) g ofn|iedl AR o] FolA]
=, ZolEE.

AT 149

A122% WA A145% T o= & ol glojA, A2 A B o)) A3 FA= 5HHeE 4
20, 8 WA 30, 8 WA 20, 12 WA 20 == 12 WA 30709 S8l 7= o] FolA =, E

AT+ 150

1227 WA A145F T o= T Foll oM, A2 FA B doe A3 FF= 20789 S 7|2 o] FolA]
=, ZYPE =

A3 1561

A1223 WA A|1453F = o= & o] glojA], Fc Ewlel wEkA = Zolx shvtE EU 93] 125304 & of
v Al EAWolE ¥3tele, ZEHE =,

AT+ 152

A 1518 ol oA, EU 992 12530A12] ztzte] ofm il Eddwio)l= = d o a2 [253A, 1253C, 1253D, 1253E,
1253F, 1253G, 1253H, 12531, 1253K, [253L, 1253M, I253N, 1253P, 1253Q, I1253R, 1253S, I1253T, 1253V,
1253 2 I253YE o] Fojx Fo2RE HNEy:E ZgFe s,

A3 153
A1528l JolA, A 1253014 9] ZHzhe] olujiit EAWMol = 1253491, ZE|HE =,
A3 154

sl 9lojA], Fe =9l ©Ekd] 3 Holw s EU 91X R29201A4 @ o}
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A 15438 ol oA, EU A R2920 4 2] Z}Zhe] olniil EdHols SYX o7 R292D, R292E, R292L, R292P,
=
H

| L
R292Q, R292R, R292T ¥ R292YZ o]F oz FoR2RE MYy s, &F°
273 156

A|1558e]] lofAl, A R292001 A1 2] Zhzhe] ofm| A4t AW ol= R292P%1, EEHE =,

AT 157
A1228 WA A1458 T o= 3 o] glojA, Zzte] Fe mHIY w@EAle] A= HSHHo=R
EPKSCDKTHTCPPCPAPELL 2 DKTHTCPPCPAPELLZ o] Fojzl o ZHE AMelw oluxit DS T3 7L} o3t

ofuak MER o] F 2=, FTHE =,
273 158

A)1228F WA #1458 F o] 3 o gojA], A2 Fec EWQl ©ek] 2 A3 Fe =w|9 TekAo] 31z FEo
o} :=AF A< DKTHTCPPCPAPELLS zt&, ZgH g =,

o

A% 159

A1223 WA A1458 F o= T Flo] ojx, Al Fc =wel gAY dH] FELS olnni AE
EPKSCDKTHTCPPCPAPELS 2tE, Z e =

273 160
1228 WA #1458 F gt goll lojA, Al Fe =Wl wEAle] 31X FELS opmxib Ad
EPKSCDKTHTCPPCPAPEL & 7}X1tt1, A2 Fe Z=dQl @k 2 A3 Fe Z=dlQd w@eFAe] 1% FE2 ofn|it MY

DKTHTCPPCPAPELLS zt:=, ZE|HE =,
AT 161

1227 WA A1456F T o= g ol oA, Z4zke] Fe =wQl ThEEA9 CH2 =Rl Sy o=, 27) o3t
] o opr =2k 24 T 285 PASS ofr] =2k ok
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHENAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKE *3tete, S =,

A3 162

f
L)
2
%0
2
>
i)
)
S
eyl
(@]

k
é

A1228F WA #1453 F o] &t ol wEAe] CH2 =w|9le FY3tar, 271 o]ste]
o opr] =4k A = 2| &g Zh= opm] =2k A
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTYRVVSVL TVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKE ¥ ghels, ZHE =

A3 163

(s 8ls)

A3 164

(e =

A% 165

A1228 WA AT F ol & ol QolA, Zhzke] Fe wmrlel wAle] CH2 Erlle FUska, 2 o]ste]
e o}n| = Ak 2] 3+-& PR obm| Ak el
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKE E3tehe, EEfE =,

A3} 166
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A1228 WA A1458 F o= & o 9olA, z+zte] Fe =Wl wakAgle] (H2 E=Wdle FUsla, olu|it
A
GGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTIS
KAKS ¥3ets, ZHg=.

273 167
A1228 WA #1458 F o= 3k ol QlojA, Z+Z+e] Fe Zwlel waEAe] CH3 =d|ele Z@zxoz  107) o
3} wd ojw] =2k 23k &—t— oju| =2k A4

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD I AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY TQKSLS
LSPGE ¥ 3t5le, ZDJEE.

AT 168

1228 WA A1458F 5 o= 3 & Qlojx, ZHzhe] Fe E=w|Ql wekAe] CH3 Zwele Sy z oz 87 o3
9 5] o}m] 1At 28-S Zhe= obm] 1Ak A

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY TQKSLS
LSPGE EFsh=, ZeHE =,

273 169

A)1223F WA A|1458F & o] & o glojA], ZHzbe] Fe v weEkAe] CH3 EWle E8d oz 67 o5
) 58] o}m] =4k x| g+& Zh= oju| =2k A4a
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWVQQGNVESCSVMHEALHNHY TQKSLS
LSPGE *stsl=, ZE3E =

A3 170
A1228 WA A145F F o= 3 ol dojA, ZZte] Fe =WQl ©EEAe] CH3 =rele EfHK oz 57) o3
9 g opu] =2k =3+ Zh= oju] =2k A

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLS
LSPGE ¥3tsle, ZHE =,
AT+ 171

A1228F WA A1458F & o= 3 Fo| glojA, @ olu=Ab X8-S T366Y, T366W, T394W, T394Y, F405W,
S354C, Y349T, T394F, K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K =
D356RE o] Folz FoBHEE AMulyi= ZME =,

AT 172
A1228 WA A145F F o= 3 o]l glojA, Fe =9l A= 44 Sdd oz, Ao 10719 & olmx
b X FS b HE HE 42, 43, 45 2 47 T o] 3o opnnat IS Edtele, ZERE S,

7% 173

A99F el oA, @ otk X& F Ho 670 CH3 =Wl Wlof g3t Eddell, EHE=.
A7 174

AN1738 YoM, G ofmal X3S BU 91X 6341014 EU 1] K4477h4 9] A Yol Qle=, ZEFE =,
AT% 175

A1228F WA #1458 T o= 3k o doJA, FHAA 22 2EF S|
T366Y, T366W, T394W, T394Y, F405W, S354C, Y349T % T394F& o] Foljxl FoaRE Muxi= Zgdgc,

AT 176

_18_
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A1228F WA #1453 F o= 3 ol glojA, 27 T 4719 A EWo]:= K409D, K409E, K392D,
K392E, K370D, K370E, D399K, D399R, E357K, E357R, D356K % D356REH-E] Melw:= ZRE =,

A7 177

(e 8l

A7 178
1233}, A|1243F, A13538 2 A|1363 F o= I Fo| glojA, VH E=¢l E ScFveE E 19 7]AlE CDR-
H1, CDR-H2 2 CDR-H3 M2 AEZS E3sls, ZYFE=,

AT 179

A123%F, #1243, #1358 L #1368 F ol gk ol 9JojA, VH =Wl = Schve
Aqgde z3s= VH B9 919 CDR-H1, CDR-H2 ¥ CDR-H3S T ast=, ZEHE =

=1

20 71A% A9

g

i

A% 180

A123%, A124%, A135F L A1363 T A= 3 ol oA, VI =Wl & Schve ¥ 20 714" A9
VH A]9<] CDR-H1, CDR-H2 % (DR-H3< ¥3-a}31, CDR-H1, CDR-H2 @ CDR-H3 A g<S A3t VH AL & 29
7| A o] VH A7} ok 95% Hi= 98% TUS, ZEPE =,

A3 181

z1]124z‘§} 111356} 2 A136% T o= 3 do dojA, VH =] T ScFve X 2] 7A€

ot
&
IS

AT 182

A1238, A1243, A135%F L A1363F F o= 3 ol oA, VH Em|el i ScFveE ¥ 19 71AlE CDR-
H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 @ CDR-L3 A ¥ NMEZ ¥ s, ZEHAgE,

A3 183

A1238, A1248, #1358 L A136& F o= 3 ol oA, VH Z=wQl E= Schve 7 20 7|AE A<
VH % VL Mg MEZFE < (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % C(DR-L3 A 4& xFste, ZHE
AT 184

1238, #1248, #1358 2 A|1363 = o= s o] ol VH EHIQ] EE ScFv: % 29 7|AE A9
VH A< CDR-H1, CDR-H2 ® CDR-H3S g3l VH =wd|¢l, = % 29 711" A9 VL A<€2 CDR-L1, CDR-
L2 2 CDR-L3& x3sle VL Euﬂﬂé 23s}3, CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 = CDR-L3 A<&<&
Aesk VH 2 VL EWel AEe 1 20] 71AE 319 VH @ VL A]d3} Hoj% 95% = 98% U3, Zz|3E
A3 185

1233, #1243, A11353 2 #1363 F o]
VH 2 VL MEe] AES 2shs, THREHE=.

o
0\

ol QlojA, VH =Ml i ScFveE F 20 71419 &9

A7 186

A1223 WA A14538F = o= 3+ ol QojA], IgG CL A B Euel ¥ (g6 CH1 A B Euae F7}
2 X3stE, ZYPE=,

A3 187

A28k A #1878 & o=

%
o
o
il =}
o
i)
Auj
i
i
o2
fol
Lot
ol
rlr
e
r >
A
N
B
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2T 188

A187&e] Ak EAkE E3tehs T WE.

AT 189

A|187 ) A BAE T &5 AL

2T 190

2188 e WMEE X3t S5 AE.

7™ 191

A2 WA AI187F T oj= T Fo] TEFE ] Alx WHorA, 7] EeEEs wdse =3 stelA
A189% = #1903 &5 AEE MSste dAE s B,

AT 192

A|189Fel olA, A VL mwdle ek EHFEES dustete At EAE FtE 2Fshe S5 A
X,

AT 193

A190F el olM, FA VL =vlds EFehe ZeREHES dEdtels At EAE FrE xdee S5 A
AT 194

AI189% el glofAl, A VL =dl 2 A (L =Hele EFshs ZHPE =S dsstels i #2448 R
e w5 AE

3T% 195

A190% el glo1A, @A VL =rll 2 A (L =rlle ¥3ehs ZEPE=E d3stele A #AE FUh=
EFete 5 AE.

2T 196

A189%ell lel A, 1070 olske] T eopviit EdMolE 2tE IgGl Fe =vldl d@FAlE ¥dshs T =
& dEstshe it FAE FUrE E23ses S5 AE.

3T% 197

A190@ el gloiAf, 1071 olste] @l ofmieqt =MelS 2t Ig6l Fo =9l dFAE Edshs FREE
2 gastats At BAE Rl ¥ 45 AE.

379 198

(8 8l

379 199

1968 H= #1978 0l lojA], 1gGl Fe =Wl @=FAE CH3 =H[lelA 1070, 870, 67 & 47 o]ste]
A oprist EARO)E Zh AE WF 42, 43, 45 B 47 T ol S| opmnAt IS ¥FElE, S5 A
277 200

A2 WA A186%F T o= & Fo] FFE=E T8 o 24E.

_20_
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A3 201

A200 loiAl, 371 ESWE =] 40%, 30%, 20%, 10%, 5%, 2% W& Fo =l @Al gl Aok shit
2 AP of

A7 202
A1gel JA, Fe-F9 A3 Wl AAES
a) i) Al Fc =rlQl =),

i) A2 Fe =d oA 4

iii) A1 Fc =rl waFel A2 Fe =l SdAS ddsts HAS E3st= A1 ZEAE =,

b) A3 Fe =vlel @3S 3t A2 ZHME =,

¢) A4 Fe =H9)l d3#AS £3els A3 ZHAE=; 4

A A1 FYRE =, A2 ZYHEE B A3 ZEHE = 949 g 27 A0S 23eE
A1 Fe =l geFAel 213 Fe 2wl g 238l Al Fe =wldS dA4skal, A2 Fe =v) A <}
A4 Fe Z=rel @Al Agste] A2 Fe WS d4shs, Fe-39 2% =W A2

A1E == A202el oA, v Fe-F A3 Erldd ZAAES A9, Fe-dd A wvlQl A=,
AT 204

Fe-3tel 43 =vQl AR ddxoz #4% Jas Xdste RAERA, 7] 2AELS

a) i) Al Fc w9l &),

ii) A2 Fc Z=wel w=kx 2

fii) A1 Pe EEQl webAle) A2 Fe wujel wRAE Adsht @AS wakehe Al Ee)HEs;
b) A3 Fc Z=WlQl @FAE Edste= A2 ZZHEHE,
¢) A4 Fe TulQl dFAE 283= A3 EYHEE=;

ze e s Q4% a9 A% wulle iy

A1 Fe Z=v?l @=FA9} A3 Fe =9l @¥Al= A3ste] Al Fe Z=ulRlS PAstaL, A2 Fe =9l =A<}
A4 Fe Mol dEA= Adsle] A2 Fe EreS dAste, AR
A3 205

A204F) YoM, (CRE AT = AL FelREss Az Fefes wE A3 Fefe s AasA,
A2 FelPE o A3 BeNE|Ce] AANE, 2YE

A7 206

A2048]  YoAA, CCR4 Z2F =Wl Al ZFFAH=, A2 ZZPHE= 9L A3 ZEHE = JddHE
4=

A 207

Fe-a A% =r2l A E2A,
a) i) Al Fc =Wl ok,
ii) A2 Fc =wel wekyg 2

iii) A1 Fe T=mQl d&FA|ek A2 Fe =vQl GFAE Adets IS5 £t A1 P =,
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2] e
¢) A4 Fe =Hl GZFAE E3ste A3 EFPH=; 9
2]

d) Al EFE =, A

e
fuj
[
‘Q,
iih)
1
o
e
iib)
%
oy
=)
r o
tlo
e

et

A1 Fc =vd T=Ale} A3 Fe = ©@=Al= d3ste] A1 Fe =Wde dAdsta, A2 Fe T=dQl kA<
A4 Fe =WQl @Al d3ste] A2 Fe =WlS s, Fe-3d 2% =vd AAES o Fe =Hd ¥
CCR4 2% =S zZe= ZAZ 98] Uehux e AEsHy 48 ¥, Fe-dd 2g =v
A &

273 208

A207Fe] JolX, BETH G4 Fe &4 w7/l £37] 71591, Fe-3d 23 = AAE.

AT 209

A208% 0l QeIA, Fe &4 w7l &¥7] 7]1%& ADCC 2 ADCP 2/ (DC 8491, Fe-d A% =9l 24|
=

AT 210

Fe-3el 23 =vQl #A==A,

a) 1) A1 Fc =HQ &4,

1) A2 Fc =l o= 2

iii) Al Fc =HQl @ZAe} A2 Fo =vQl @38 Adste ~vo s xdshs Al e =;
b) A3 Fc =vQl dgAE x3stE A2 e =;
¢) Al Fe =H 945 2t A3 e =,
d) Al ZYFE =, A2 ZYFPE= e A3 FEPH = Jd249 & A7 =ddls X3k,

A1 Fe =<l @FA|ol A3 Fe =mQl w&Fa+= Agste] A1 Fe =S dAslar, A2 Fec =H| FegA) o
A4 Fe EW9l d3EA= 2gsto] A2 Fe =H9S A8, Fe-3Y 23 =9 A%
AT 211

A2023F, A2073 = A2103] dolAl, CCR4 A3 Z=wW¢le A1 Zgg s ¢
ZHE| =0l AAHAY, A2 ZFHEHE 2 A3 FYHE =] AAH =, Fe-3d 23 =l ZAE.

A3 212

A|2028, A207 = A2108e] QoJA, CCR4 23 =dQle Al ZFPE =, A2 ZFPEE 2 A3 3
Bl AAdx=, Fo-dd 4% =dd A&

A3 213

A1 2 A12028 HA A2128F F o= T o)l dojA, (R4 AF Z=r|S Fab?l, Fe-3¢l A% =wdl zHA
=,

A3 214

A2028 WA A2128 T o= g Foll dolA, CCR4 At =l AL, A2 T A3 ZFE =9 oAt

MEe] dFel, Fe-gd¢ A3 =l A E.
A% 215

A)2143}e] 9lo}Al, CCR4 A7 EWele scFvel, Fe-3g A3 =l A&,

_22_
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A3 216
A2028 WA #2128 F o= 3t o] oA, CCR4 AT E=WdL Vy Ewel 2 ¢yl =HelS ¥3stz, Vy &

Lol A1, A2 Ee A3 ZRHE ofu =ik Ee] dFel,

o
1
G
ot
dg
i
st
bt
2
r o
£
2
i

AT 217

21680l JoiM, CCR4 A =dele V, =r9lS F7l2 2838t Fo-3dd 243 =vel ZHA &,

A216&el dolAl, Vy EW9l> % 1o 7]Al¥l CDR-H1, CDR-H2 %! CDR-H3 A Ee AEE X3+, Fe-dd 4

& =vdl 2=

A2163e] oiA, Vy =Elle E 20 Z|AE A A

H3S Xeéh=, Fe-3de A% =vdl AHAlE

e
o
==
i
_0|L
rir
=
fou ]

EdQle] CDR-H1, CDR-HZ2 %2 CDR-

A3 221

A2163] QQolA, Vy EHlle I 20 7)AlE A Vy A€ CDR-H1, CDR-H2 ¥ CDR-H3S 2 3&&}ar, CDR-
H1, CDR-H2 2 CDR-H3 A gL ALY V, AEL 1 20 71AHE A V, Ad1 HAojx 956 5d3d, Fe-3¢
A% vl AL

AT+ 222

A216F el oA, Vy Z=wllle & 20 71| A Vg AEe Eedehs, Fo-@d A =l A=

A3 223
A1g L A2028 WA A215F F o= gk &ofl dojA, CCR4 A7t =l E 19 7]A¥ CDR-H1, CDR-H2
CDR-H3, CDR-L1, CDR-L2 % CDR-L3 Ao ANEZE x33l=, Fe-3d 28 ZHel A E.

A 224
A1g 2 A2028 WA A|2158 = o] 3k Flo] glojA, CCR4 At Ew|ele F 24 7149 A v, 2V,

Mg MEZEE CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 MES X3Hsl, Fe-dd 23 =d¢l
;ﬂ—;(—ﬂ%
hl

A3 225

A1E 2 A2023 WA #2158 F o= g ol oA, (R4 AT w1 % 29 71AE A vy AEe
CDR-H1, CDR-H2 % CDR-H3<& Edsl:= Vy =wel, 2 F 20 7149 A9 v, A<E< CDR-L1, CDR-L2 % CDR-
L3S x&ste= V) E=v¢lS £33t ar, CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 A<E& A v, ¥
Vi Wil Mg F 20 71 A9 Vy 2V AET Hojk 95% TUe, Fe-dd A EHd FAAE
AT+ 226

A1 2 A2028 WA A215% F o= 3 Fof] Qlojx, (R4 2F LEwWRle i 29 7IAlE A9 vy 2V

_23_
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AT 2 A202F HA A212F T oj= F el SlejA, 16 G FA B =] B TG Gl A B =
BAE F3l Al = A2 EFE =) N-de

AL F7t2 Edete, Ig6 Gl FA =9 =l

of B-25=, Fe-3Y 23 ool DAL
A3 228

#2028 WA A227F T o= g Fell lojAM, Al Fe =l @Al 2 A3 Fe
Falek A3 Fe =wlQl G=FA]l Aole] o]FAstE FHlsh= %E@ o] A 5}
2% =l 2AlE

M
U
oX, o

A202% WA A228% F o= g Fol oA, A2 Fe vl @Al B A4 Fe
A SFAIk A4 Fe =wlQl GFA Atole] o|FAstE FHxlsh= FHA o] FA 3}

2

b
)
oX o

g Ast =l A&
A3 230
A|2028F WA #2288 5 oj= g & QlojA], A2 FFEE P A3 ZFPHEE LS oprxA AES

AT 231

A228% wi= #2290l glolA, oAl AdEAd KE Fo =u9l GFAl T shte] G =vidlel fAAh =
2t g ERE x3sly | Fe =rQd @A T o2 v (3 =rded fHA 23 2555 LEsE, 44
zZ sl AR 22 EEEE Fe TH ¢ g9 EE5E-FEH A4S IR X EHE, F-dY 2
3 =l FAE

A3 232

A2318kol] glojA, FHA Z2FZ B3 S354C, T366W, T366Y, T394W, T394F 2 F405W= o] Fofzl oA A

By Holx sy WyS ¥3stal, FdA 22 a4 Y349C, T366S, L368A, Y407V, Y407T, Y407A,
F405A B0 T394S2 o] 5-ofxl woll A e s = Mol shue] Mg S xobshs, Fe-@dd A% 2wl A=

AT 233

A)2283)F W= A|2293bol] QlolA] | Fe Ew|l wheka] & shubE Y407V 2 V349CE ¥ 3bslar, Fe =d|¢l weka] &
2 b= T366W @ S354CE E &=, Fe-3d 23 Ty A=

A3 234
228 L A2298 0] JolA, oA HNeld RELS Euol kA F el (3 EHold &3}t ofn

b et Fe Z=vldl @A & o2 shue] (3 =riflel st ofvmabs xelyE, SAds oyl At
K

>
H

il

2 Ok 3} o}n| :=AHE Fe Ew|elY]

AT% 235
A234 ] 9JojA, Al Fe Zrlel ©@&kal 2 A3 Fe Zrl9l weAs zhzh D399K 2 K409D Hi= K409ES - &Ha}
=, Fe-39 4% =9l 2AE
AT 236
2 ¥gsl=, Fe-gd

A2347ke) oA, Al Fe Tl @A 2 A3 Fe &9l @A+ 242 K392D 3 D399K
s

_24_
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g

2
N}
w
o~
Ol
o
=
A
2
X
2
—
(=51
o
bt
2
r o
AV
ol
2
e

A3 Fe =H¢l

i
off
2l
rr
£
_N

} E357K % K370EZ ¥3}3}+=, Fe-34d

M

#2348l oA, A1 Fe =WQl @A 2 A3 Fe Z=Hel

an
off
20
rr

Z}+7} D356K 2 K439DE

e
b
ol
ok
rlr
oo
G
ot
(e

AT 239
A)2348}oll ol A1 Fc E=dQl ©&a] L A3 Fc =< ©akd= Z+2z; K392E % D399KS ¥ 31sl=, Fe-3d

AT 240

A|23438}ol] oI, A1 Fe ZdQl ©&a] L A3 Fe =9l ©&ka= 22 E357K % K370DE ¥ 3Hsl=, Fe-3d
A7t =l FAE

A7 241

A)2348}ol] ol A1 Fc =dQl ©&A] L A3 Fe =< ©akA= Z+7; D356K % K439ES ¥ 31sl=, Fe-34d
A3 =l A E.

A3 242

234800 Qo)A A2 Fe =WQl ©FA] 2 A4 Fe =9l ©=EA= 217 $354C 2 T366W= ¥Egtsta, A3 2
A4 ZMEI == Z247) ¥349C, T366S, L368A 2 Y407VE E3Hsl=, Fe-dd 2% =<l A=,

A3} 243

A234Fe] oA, A3 D A4 ZHFE == 42 S354C H T366WE E 33
vl SEFAlE 22 v349C, T366S, L368A X Y407VE X E3she, Fe-4d

A 2 A
AT 244

A234%0l QAA, A2 Fc Z=vdl A 2 A4 Fe =9l @A+ Zb2) E357K L+ E357RS E&star, A3
2 A4 ZYFE| = 7H7F K370D = K370ES E3slE, Fe-3dd 23 Zuedl A&,

T3 245

A2347el lo1Al, A2 Fe =HQl @kA]l B Al4 Fe =wl9l 9 Al= K370D W+= K370EE ¥3shal, A3 3 A4

Zg el = Zh7F B357K B 357RS ETElE, Fe-3dd A3 wuel FAAE
A3 246

A 2348 ol QoI , A2 Fe TuQl w@ekd] 2 A4 Fe ZulQl ©EkAs= 7MzF k409D EE K409ES ¥83t3, #13
2 A4 ZFANE) == ZH2F DI99K HEE DRSS ¥ Tl Fe-3y A wHQ ZAE

A3 247

A 23438k 9]0 1 A2 Fe =w|¢l &4 2 A4 Fc ¢l wEkA+= D399K = D399RS EdHataL, A3 2 A4
ZAE == 7}7F K409D = K409EE X 3als=, Fe-89 23 ©HQ ZHAE .

AT 248

A g A202F WA A247F T o= 7 Fell QlolA, Fe-d A9 =vlQl AAE ] sk oo FA=

_25_
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A1g 2 A2028 WA #2478 T o= T ol oA, Fe-FY A TulQl FAE W] sl o] AL
¥ o] 91, Fe-3d

273 250

A249%el QlolA, AFolA= AE GGGGGGGGGGGGGGGGGGGG, GGGGS, GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS,
GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGES, GGSGGSGGSGGS, GGSG, GGSG, GGSGGGSG,
GGSGGGSGGGSGEGGGSGEEGSGGGGESGGAGS, GENLYFQSGG, SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGRS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG  H=+=
GGGGGGGGGGRGGGEGE 2t ZHE =g E3tehs, Fe-3dd 29 &=l 2AlE.

AT 251

A249% el AoAA, 2FlolE= S 2F oM, Fe-&d 29 =wl ZAlE.

A3 252

2518 oA, Aol = 4 WX 3070, 8 A 307 = 12 WX 30719 Zaal F7]|2 o]Foj X =, Fe-
g A3 = FAE,

A% 253

A2528 0 oA, 3ol 2070e] S84l 7= o] Fol A=, Fe-@d Ad =wiQl AAE.

A3 254

2L

118 2 #2028 WA #2128 T o= § ol oA, (R4 2 =rle FAol ofa] Fe =]l dAel
AAE =, Fe-@dd 2% =ddd AAE.

A3 255
A|2548Fe] oA, BAE = o]AQl, Fe-3d A3 ZuQl ZAE.
AT+ 256

A 2 A202% WA A255F T o= F el lolA, Fe Z=wQle] Aok shub= 91A] 1253904 Aol s}

]
o] opmieat WS Edehe, Fe-dd 23 ZHd AAE.
AT 257

A2563Foll AdolA], X 12530)4]¢] ofmxAF WS ='lx o [253A, 1253C, 1253D, 1253E, 1253F, 1253G,
[253H, 12531, 1253K, 1253L, 1253M, 1253N, 1253P, 1253Q, I1253R, 1253S, 1253T, 1253V, 1253W 2 [253Y=
o|Folzl ForRE MEl¥ i Fe-3d Zg Tyl ZAE.

A+ 258

25730 oM, AR 1253004 9] Zhzhe] opm|mat ML 1253491, Fe-&d 23 =l 2HA=.

A3 259

A1E E A2023 WA #2588 F o= $F ol ojA, Fe EWQle] Hojk dhfeE X R292014 Aok &)
o] olu|ral ME S T3, Fe-3d 2% =9l ZA &,

AT+ 260

#2598kl 9loj A, 91X R29200A 2] ZtHzhe] ofmnAt WMEH S Z o g | R292D, R292E, R292L, R292P, R292Q,
R292R, R292T " R292YZE o] Folx O 2XHE XMey= Fc-dd Ag =ded A E.

A7 261

_26_
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A260& oA, H| R29291 ] Z+7te] oju|At W2 R292PQI, Fe-3d ZAd =vd A&
A7 262

A8 D A2028 WA A2618 F o] & ol doJA], F
IgG G2 & B3 =l 2 Ig6 3 Al B =me ¥@sl=, Fe-ahdd

A% 263

A 262800 qAA, Fec =9l @Fa= b2 166 314 =9, IgG G2 A B =dQl 2 Ig6 G3 A &W
TS E3eEE, Fe-3d 2% =vel A&

AE 264

2628 TE A|2638ke] dojA, 1gGE 1gGl, 1gG2a, IgG2b, 1gG3 2 IgGdE o] Folx oA AElm=

ofdql, Fe-&d 23 vl 2A=.

A1g L A20238 WA A264F T o= gk Fell lojA, AL, A2, A3 L A4 ZYHEE 7o N-LE
Aspe Glno® EdWolw | Fe-3¢ 4 =
A3 266

A1 5 A2028 WA A265% T o= 3 Fell oA, AL, A2, A3 B A4 ZEFPEE T s o] dell=
C-ek gholilo] Zojx o 3=, Fe-3d
3T 267

A266%Fel oA, AL, A2, A3 B A4 ZFE| =] o= C-Udt goldlo] AojEo] g1, Fe-3dd 2F
Zrl HAE.

379 268

A1F HA2028 WA A267F T o= ol glojM, FHAC] oel] syt o] el EE|E =] N-Ew Ei
C-Ietel] AdsE AFN-Ag HE =g U2 e, Fodd 49 =gl s,

373 269

Fe-@el A3 =gl AAEe) s 23bshs AlZ Wi WiA=A, Fe-@dl A3 Z=rQl ZalEe] Aol 50

a) 1) Al Fc =Wl ek,

ii) A2 Fc =Wl whekAg 2

iii) Al Fc =vd DAt A2 Fe =9l S=AE Jddste HAE 23st= Al FHE =,
b) A3 Fc =vl?l GgFAE 23she A2 ZEPE =,
c) Al4 Fc =l @A S s A3 e, 4
d) Al FHFH=, A2 ZYFH= e A3 P s A4 Fd 29 =Aels 236,

A1l Fe Ev¢ GEkA|9} A3 Fe B¢ dAl= Adsto] Al Fe EWAL PAstar, A2 Fe B9 dekA 9
A4 Fe =l @FAs Adgste] A2 Fe =WelS dAst=, AlE 8l wiA
A+ 270

A26989 oA, Fe-3 2 =<l A Eo Holm 75 B4 A1 Fe =w<l, A2 Fc =del 2 CCR4 2¢

3
(<]
S¢S ETE=, AE ujek vix] .
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T wvlel gARe] que ek AL NG WAZA, FeFU AT =02 AAE Holw 50
pzs

, Fe-3d 4 =viQl AAlE2 Aok 0.1 mg/Le] S22 wfF wiA|o] A8k,

A 2718 oA, Fe-dd A% Z=vd FAES Hojk 75 B FRYoR TS, HE g ujxA].
273 273

2698 WA A272% F o= 3 ol SlojA, Fe-&d ZAe =wdd Al Aok 10 mg/Le sE== ¢
uj = el EAjsk=, Al ik A,

AT 274

oot
2
°
o
>
]
T
o
o

A12698 WA A2738 F o= 3 Agt =vel FAAELS A% 100 mg/Le HE& Hj
ok
[e]

iAol EAsk=, Al Wl A

A3 275

=]
=
2) 4% AEE G WARA, A7 G5 ALe

iii) A1 Fc =dQl kAol A2 Fe TH¢] @3S dAdsts gAS L£3d38E= A1 ZYPE =,
(2) A3 Fc =9l dFAE x313te A2 FLFHES (3) A4 Fe Z=vld dZFAE Eﬂ% = A3 iFJJ“E]E
2 (4) 39 A% Ed¢S B3y, Al Fe EHQ A9 A3 Fe E=HQ wEkA=
Fc ZHel &9 A4 Fe EHQ d&3A= Agdste] A2 Fe EvedS A3, CCR4 7&?;%

2 ZHHE B A3 EegiE st dds o] Fe-d9 A9 =r]l FAlEs 4
shaL, Al weF el = Fe-@3d 23 =rl A=) Holx 50 %= TRAHCR $d%, A %

P39l 2% wvl9l 2B Mo 34T g2 TP 2YBRA, 7] 2YBE
2) i) Al Fe %09l B,
ii) A2 Fc =¥l a2

iii) A1 Fc Z=r @A el A2 Fe =<l G342 ddsts 7S EostE A1 ZNE =,

Eo dZd A2 ¥ A =S Ik,

Aok A3 Fe L]l wgAl= Adtete] All Fe mvle F4dstaL, A2 Fe =l e o}
A= Adste] A2 Fe =vilS @8k, A1 2 A2 & 2% =rle Fold a2
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2768l QoA , A1 Fe Ewlel @raka 2 A3 Fe =99 waEA= A1 Fe Z=wlel dEkg el A3 Fe =99 o
FA) Alole] o)A SE EHXs= FRA oA} A BES ¥ostal, A2 Feo =Wl ©@EA 2 A4 Fe
=W GFAE A2 Fo =Wl GEAet A4 Fe =wld @A Alole] olgFA|ste Hxshes HRF o)A
A Z =

&3 Eé—% x3tet | A2 ZE P = A3 ZYPE = old ot MdS 2, ;*é%
A3 278
2778l JAA, A2 Fe Zrl waka 2 A4 Fe 2w @Al Z2h2; B357K 2 K370DE E£§38tar, Al Fe
=l gEEA @ A3 Fe =9l @Al 247 K370D 9 E357KE E9s, E_*é%.
AT 279
Fe-39 243 v ZAEe AdAHox 443 Jos xFste ZHEZA, 7] =4ES

a) i) Al Fec Z=H|¢l vk,

ii) A2 Fe =l @A A

[ed

iii) A1 Fc =rl Aol A2 Fe =l @S ddsts HAS £3st= A1 ZEAE =,

b) A3 Fc =vdl GgFAE 23sts A2 SEPE =,
¢) Al4 Fc =rl 9AE 23dshs A3 FPE =

d) A1 EPE|=el A4 4
e) Al2 ZYPEI=ol AZd A2 Fd 29 =wd; #
4 4

£) A3 EFE =l A

T wujele w3,

A1 Fc Erl wekA el A3 Fe Erel kA= Zdste] A1 Fe E=W¢1S PAsta, A2 Fe EWQl wheka) 9}

A4 Fe =H¢l @&kA= Agsle] A2 Fe =HeS FA8H, A1, A2 2 A3 &9 A = oldk &

3} Agtete AL

AT+ 280

A2798o] oA, Al Fe =H¢l wekx] 2 A3 Fe E=HQ] dekaE= A1 Fe B9 919} A3 Fe B9l &
Al Apole] olFA G Fxlsh: FuA =

[¢]
2 q olgAE MUy mEE ERHL, A2 Fo mAU DA Y A Fe
=) SRS A2 Fo =H9l wakAleh Al4 Fe mrlel kAl Abole] ol@ASE sk Amd olwAls)
Hey RES TP, A2 RS0} A3 SMESE Jolt obvlmit LS 2E

A2808] dolA], A2 Fe =9 wekA] @ 24 Fe EW9l wekAlE 2h7; 357K @ K370DE X&38ta, A1 Fe
T kAl 2 A3 Fe Edld ©ekAlE 247 K370D ¥ E357KE EdetE, 2A4E.

A3} 282
Fe-39 A% mrel RAEe] Adzon F43 Aohs E3sle AETEA, A7) =AELS

a) i) Al Fc E=wW el whekA
ii) A2 Fc =wel wekyg 2

iii) Al Fe Zwel gaFAol A2 Fe =rlQl oz

2
il
re
iR
P,L
rir
2
=
o,
N
il
o=}
i
P,L
rir
2
=
Ui
o
i)
Auj
[r

b) iv) A3 Fc =M<l kA,
v) A4 Fc Z=vel T 2

vi) A3 Fe =)l @A A4 Fe =rld]l GFAE ddsth= A2 78 Eeshe A2 P EHE,

c) A5 Fe =wQl dFAE E¢st= A3 ZHEHE,
d) A6 Fc =] GFAE 235t A4 ZEHE=; 4
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e) Al FFEI=, A2 FYFE=, A3 FYFEE T A4 ZFE o AdEEs I3 A3 mvedle £
ahy,

A1 Fc =vd T=Ale} A3 Fe = ©@Al= d3ste] A1 Fe =Wde dAdsta, A2 Fe Z=dQl kA<
A5 Fc =vd oAl = d3tste] A2 Fe =WdS JdstH, A4 Fe =vd T=FAef A6 Fe =WQl kA=

T H
Agslo] A3 Fe ErldS A=, ZAE.
273 283

A2828] lolA], A1 B A3 Fe E=HQ] d@AE 242 Al Fe =91 @ZAet #13 Fe =9l @=EA] Alo] 9

ojFAstE FXate ARA o|FA S} MEd RES xS, A2 E A5 Fo =HIQl WRAlE 247 A2 Fe &
HQl TR A5 Fe w9l @A Alolo] olFAstE: FHilehs ARA oAt MUl RES XFeta, A
4 D A6 Fe =wel @Al b2 A4 Fe =dlel g@3Fael A6 Fe Tl 93 Atolo] o|FAsE X3
FHA o|FAS Aud BRES X, F-dd 23 =l A=

AT 284
Fe-3hel 43 =vQl AR ddxoz #4% Jas Tdste RAERA, 7] 2AELS
a) i) Al Fe Zuol &),
ii) A2 Fc =HQ T 4
iii) A1 Fe =Hd] TgFA et A2 Fe 2vlQl 9FAE dAsts Al AE X¢ehs Al EFHE =
b) iv) A3 Fc Z=w|el &k,
v) A4 Fc Z=dQl whefa] 2

vi) A3 Fc =rQl SZFA e} A4 Fe Tvd DA S Ad3= A2 A

it

FEgtete A2 e HE S,

c) A5 Fe &Hldl dgAs 23shs A3 T 3E

d) A6 Fc =d9) @FAE ¥3ste= A4 e =; 4
E]

e) Al =, A2 ZAEE, A3 ZPE = T A4 ZFE =0 ddH = F9 A9 =vds 237

a2
A2 Fe =l TEFAIeh A4 Fe =l Al Adste] All Fe =wde dAdstaL, Al Fe =H¢l kA s}
A5 Fe =mQl @&FAl= Addsto]l A2 Fo =vQlS @48k, A3 Fe =l @=FAIsh 216 Fo =rQ]l SFA=

[¢}
Agretol A3 Fe =rls A=, 24E

O

A3 285

A|2848e] QojA, A2 E A4 Fe =w] dFAl= 47 A2 Fe EHlQ] A eF A4 Fe =wQl @A Alo] 9
olFASE FHXstE FRA o|FAst AaA BES X5, Al 2 A5 Fe Tl @FA= 47 Al Fe &
ol eaFA|el A5 Fe Z=ml9l @A Alolo] oA 8-S Fes AnA oA} Auld BES ¥gsta, A
3 2 A6 Fe =]l vkl 2hz A3 Fe =9l wekAlel A6 Fe =w]9l wakA] Alo]o] o]#A3tE =X sl=
ARA o|gAF HEAH RES T, Fe-dd A% Sl AR

oy

a) i) All Fc =vlQl =),

ii) A2 Fe Z=wel ek,

iii) A3 Fc Z=mlol ek,

iv) Al Fc =<l eAe A2 Fe =H¢] OFAS dAdst= Al g7 2

v) A2 Fc =vd DAt A3 Fe =9l @A Jddste A2 9AE Xdste Al HHAHES
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b) vi) A4 Fc Z=w<l @A),

vii) A5 Fc =l &aA,
viii) A6 Fc = el whakA],
ix) A4 Fc =Wl dgFA|o} A5 Fe =HQl 9=FAE d4she= A3 ¥7 4

U
ik
e
fuj
[

x) A5 Fc Zv9 d&FA9} A6 Fe =WQl GHAE AZs= A4 IAE Egste A2
c) A7 Fc ZHlQ] @¥AE Egsl= A3 &

SRl
d) A8 Fe =vlQl BFAS xFate A4 FREH=,
Ehil

e) A9 Fc Z=H¢l d&EFAS E3sl= A5 ZTNE =,
f) 10 Fc Z=HQ dFA S xotsl= A6 ZeNe=; 2
g) Al ZHHAE =, A2 ZZRE =, A3 ZFEHE=E, A4 FEHEE=, A5 ZFHEE = A6 2 E =0

Ad=+= & @% Tl xghaty,

piul

A2 Fe Z=wlQl @Al A5 Fe wvlQl d@als Adste] All Fe =H9S @4k, Al Fe =vQl daEA <}
A7 Fe T=vlQl @FA= A8t A2 Fe =HQS FAdstH, A4 Fe EWQl @A}t A8 Fe =rQl O A=
Agste] A3 Fe =WlS FAstar, A3 Fe =wQl d=FAel A9 Fe =wld wegzls Agste] A4 Fe =W
< gAstH, A6 Fc =HlQl Tl A10 Fe =wld @&FAl= Adste] A5 Fe =HUde A=, 2=
A3 287

A 2863l AAA, A2 B A5 Fe EH] d@FAE 242 A2 Fo =Hd dgAel A5 Fe EvQl @k Abo]<]
o|FA 5t X eE ARA o|;}AS MulHd mES FIE, Al L A7 Fe =M A= 2h7t Al Fe =
wQl SFA 9 A7 Fo =Ml TgA Alolo] o]gAstE HXIshs ARA olFAs AuAd RES sk, Al
4 2 A8 Fe =vlgl Gl Zhzh A4 Fe Z=wQl g el 218 Fe =mlgl kA Alolo] oA stE X s
AR olgAst A BES X5, A3 W A9 Fe =WQ 9@¥Al= Z4ZF A3 Fe =l d=&A9F A9 Fe
EHQl A Afele] olgA|stE FXes ARA o|FAst Mud HES xFsta, A6 E A0 Fo &AM
S 22 A6 Fe Tl Aol 410 Fe =w]9) ©ak] Alolo] o|gFAsts EHXet= 12 oz s A
94 RES ¥3es, Fodd 2% =9 A

A3 288

Fe-3tgl A =l AAZ=2A,
a) i) Al Fe =wQl v
ii) A2 Fe =9l dhakx) &
iii) Al Fe Z=WQl S=FA9} A2 Fe EHQ] SFAE Adste dAE 23t Al ZEPE =

b) A3 Fe ZH¢l @A S L3sle= A2 ZNE=;
2| E

Aot A3 Fe Z=rlel dEFA= Agste] Al Fe =M9S FAlstar, A2 Fe =l G
= A3 2 Fc =H9& ?’é*é%}fﬂ, Al L A2 g AF =rle dolgk ez
¢l AAES @Y Fe EW<l 2 R4 28 =HelS zt= ZA B vla) 3 o9&
AEEA(ADCC) AA, A A& AE A F2HE(ADCP), /e BA &4 AEEA(CDC) HAANA 73}

a7 71%S #AE, Fe-dd A%

rbl o_>L ith) 49

A3} 289
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Fe-3ddl A% =vQ ZAAEZA,

hin

a) i) Al Fc ZH¢l vk,

ii) A2 Fc Z=wel kA 2

Al Fe =HQ] dFAe} A3 Fe =HIQl ©FAlE AEste] Al Fe =S FAgsta, A2 Fe =wQ A<}
1 ] _<‘>r__

Fe-&9 2% Z=vd AAEZA,
a) i) Al Fc =ul whakA

ii) A2 Fc =<l vk 2

iii) Al Fe Z=wWel gk el A2 Fe EHlel g4 S Adsts A oS EL3kste Al Z3E
b) A3 Fec Z=H¢l @S L3al= A2 ZHNE =,
¢) A4 Fe =Wl dFA S Fdate= A3 ZYFEE;

[

o

23 E
e) A2 ZYRE= L/ 73 ZYUPE = AZ2F A2 Y A =vedS EIsly,
Al Fe =¥ @ekA9} A3 Fe =rQl @i Agste] A1 Fe =MoL A5k, A2 Fe =9 k)
A4 Fe ZHQl dgFA= A7ste] A2 Fe EWlS I8, A1 2 A2 &9 23 EvdL Adolsk g
ete, Fe-dd 23 =dQl #AE
AT 291
P~ A% =dl AAEe A9s xgshs AX vl viA2A, Fe-3d 2% = FAEe Hojk 50
B

2
=
T
(@]
i
TE
e}
oft
2
to
2
Do
T
(@]
ol
=2
(o
e}
oft
Y
it
re
m,
EL
rir
o
N
it
ke
oo

P AL Ee)s

e
o
[

Al Fe =r @aFAel A3 Fe =vl @Al AEste] Al Fe =ddS A3, A2 Fe =vd @A
A4 Fe =H¢l @&FA= Agsle] A2 Fe =S dAsH, A1 9 A2 &9 4% Zrde o3k dAx
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AT 292
Fe-39l A% =rl 2AEe] Az Uy oA
a) &7 AXE WYt GAIRA, A7) 55 Axe
(1) 1) Al Fc =H oA,

ii) A2 Fc =w daka 4

iii) A1 Fc Z=wel wFA|ol A2 Fe =W¢l dEAS A48t JAS £3435

A1 EFE =

(2) A3 Fc =H] d&FAE et A2 ZAE=; (3) Al4 Fe =vQl GFAE E3tsth= A3 ZEE =,
(4) A1 ZEFE e A= A R/E= A3 e =] AZ
= A2 Y A3 =Aels s, Al Fe =wWQ ©gFEA9 A3 Fe =rlQl d&Al= A3ste] Al Fe =7

&=
3 =
139 2% =9 2 (5) xﬂ Zelge= Y/E
%
=

& FAStaL, A2 Fe =wQl d&FA|ek Al4 Fe =vQl @=FAl= Afsto] A2 Fe =
& =rle Al EYFE=, A2 ZYFEE B AZ EEFEE 9Jr @ﬂoi Fc—f%—?ﬂ 2
A

AT 293

#2888, #2898, A290, A291F = A2928d] doiA, A1 Fe =] @A 2 A3 Fe Z=wll d¥A=
Al Fe Tl @A A3 Fe TW[Q] ©@=FA] Alo]e] o|FASE X5t FrA olFAg A8y XES X
ghatar, A2 Fe =9l GakA 2 A4 Fe =Wl Gl A2 Fo =rQ GEAe} A4 Fe Emol oA Ao
o] olFAgE FXs A oA} Aely TES xosid, A2 e D A3 FYFE = Aol

F1H A o]
oAt MAE zh= | Fe-3h 24 =wol 2=
AT 294
Fe-8¢ A% Tl ZAERA,
a) i) Al Fe =HQl &=k,

ii) A2 Fc =v) @&k 2

iii) A1 Fe T=mQl @A ek A2 Fe =vlQl G&FAE Adets d7AE £3ste A1 ZHFH =,

b) A3 Fec Z=H¢l @S L3sl= A2 ZENE =,

¢) A4 Fe =Wl dFAZ Fdate= A3 ZHFE S,

d) Al ZYFPE =] d49 A1 3F9 A4 w=wel;

e) A2 ZYFE o] d4H A2 FA A3 w=Hel; 2

f) A3 ZYAY =] dZ29 A3 Y A =ras x3sty,

A1 Fc =vd dFAel A3 Fe = @&FAdl= A3ste] A1l Fe =W9S dAdsta, A2 Fe T=wQl d=kA <}
A4 Fe ZWQl @FA= Agste] A2 Fe =Wels s, A1, A2 € A3 &9 23 =dede Aolst g
3 Agsla, Fe-39 A3 = ZAAELS ©ad Fe =wel @ (R4 23 =HeS zh= ZAEo] vla) A
&= MESAADCC) HA, A o&A AX AHFE(ADCP) H/HE+= BA of&A4 AEXS5A(CDC) HAANA
Zatg 597 715 S Ze, Fe-3d 2% Tl AAE

AT 295

Fe-3H¢l A% wrel ZAEZA,
a) 1) Al Fc =Wl o=k,

ii) A2 Fc =Wl whekyg 2
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N
=
S
(@]
ql
i)
%
o
N
)
S
(@]
ql
i)
-0,
av)
ol
%
il
re
ih)
2L
rir
ot
X
il
™

groh= Al &%

e

B
b) A3 Fc =vQl GFAE £3st= A2 &

c) A4 Fc ZvlQ] G¥AE X8l A3 &

o wuls 2Fehy,

A1 Fe =r9l dkAel A3 Fe =r9l &A= ZAeste] A1 Fe =d9ls A4
A= |91 S w*o}uﬂ A1, A2 L A3 FA A =g
oS Zte=

= ] 2 CCR4 A7 =

AT 296

Fe-39 2% =vd] AAEZA,

a) i) A1 Fc Z=wol w4,
i) A2 Fc Z=vd G4 2

iii) A1 Fc =2 G=FEA 9 A

~
o
(@]

K
170
av)
ot
2
Ll
re
i
_<3|£
rir
[
s
o
>
Ll
=]
%
_<3|£
rir

A1 &

re
uf
[

b) A3 Fe =wlQl @Al E3ets A2 &
c) Al4 Fe T=rQl dAS E3eh= A3 &
d) Al FeE = AdE Al e A =HQl;

e) A2 FeE = Add A2 F A =Hel #

f) A3 e =] d49 A3 T A =vQlS EFeH,

Al Fc =9l ©@ZA el A3 Fe =Wl @A = Z2stste] Al Fe =Wl dAsta, A2 Fe =dQl w9
A4 Fe =vel @& Agste] A2 Fe =Hels IAsHH, A1, A2 & XﬂS g 29 =rQle Aolg Fd
I Agsts, Fe-3d 2g =rlel 2HAlE

Fo-29) 2% Evl9l AR89 Qe g AL Y WAZA, P 2 W AR HofE 50

a) 1) Al Fc =Wl ek,

ii) A2 Fo =l vk 2

iii) A1 Fc =Q A9l A2 Fe TH¢l dEAS ddstes HAS E3sts A1 ZTNE =
b) A3 Fe ZH¢l @EFAS L3sl= A2 ZNE=;
¢) A4 Fe Tl g=AE 3= A3 ZYAE =,

d) Al EPE =l A4 4
e) Al2 ZYPEI=ol AZd A2 Fd A =g %
4 4

f) A3 ZHE = A

A1 Fc =vd T@=ZAe} A3 Fe =W @=Al= 2d3ste] A1 Fe =WQs 3Adsta, A2 Fe Z=wQl oA <}
A4 Fe ZWQl @gAl= djste] A2 Fe =Wl dAdshH, A1, A2 2 A3 &9 2% E=vdL Adols 34

3 Ageke, AE e WA
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A3 298
Fe-3el 23 =rQl ZAl=o] Alx WHozA
a) &7 AEE widste dARA, A7 55 Axe
(1) 1) A1 Fe &=mQl @A,
ii) A2 Fc =HQl oA %
iii) A1 Fe =] GZAS} A2 Fe EMd] OFAE Adst= 275 288t Al ZHEHE;

(2) A3 Fc &Sl SFAE £T3

(4) A1 ZEPE =ol A5 = Al Fd A =vQl; (5) A2 ZHE=C AF
2 (6) A3 ZHEI=C AAEE A3 dd 2 =vdS HHEE, Al Fe =9 %%‘:iﬂsﬂr A3 Fe &<l
A = @%"8}04 A1 Fe ﬂﬂ%% s, A2
A=

e, A% v}

mﬁ_ﬂi ol
e X
fuf
(1
é

A 29438} #2958, #2963, A|2973F = A|2088kol] QJolAl, A1 Fe EHQ) whekx] 2 xﬂg Fe Euﬂo trera)
Al Fe =w]ol @A e} A3 Fe Z=Hl vk Atole] o|#A|stE Z7&}
gatal, A2 Fe E=d¢ @A 2 A4 Fe =9l A E A2 Fe =9 ¢l o
o] o|FA s FHHaE FEA o|FA st MYy HES Ede, A2 &g

Y
ot MAS 2=, 2HE.

ro O 1—#\ rr

i .
) o} xﬂ4 Fe Euﬂ A A
FAE|=9} A3 ZYAE ==
A% 300
Fe-39 2% =vd] AAEEA,
a) i) A1 Fe =wol kA,

ii) A2 Fc Z=HQl &k 2

i) Al Fe =l @A A2 Fe =vlQl dAE ddsts A1 2AE 2ehs Al ZYRE =,
b) iv) A3 Fe E=wl$l whekx]

v) A4 Fc = wheka] 2

vi) A3 Fc &<l vk o}

2
>~
s}
(@]

ki
o
oy
oft
2
Ll
re
i
P,L‘
rir
)
N}
o,
N
Ll
o=}
ot
P,L‘
rir
é
N}
i
o,
i)
fu)
[r

o) A5 Fe Erlel BRAE £ A3 EelRe
d) A6 Fe EHQl HAE e A4 FLHES; o
E)

o) Al FAWEIS, A2 FePES, A3 TP E Ex A4 SV S AAHE FU AF =09 £

RSN

A1 Fc =rQl e3kA9} A3 Fe =v9l @3k = ZAgste] A1 Fe =W¢1S PAsta, A2 Fe Ewel vhaka ot
A5 Fe =9 g Ag3ste] A2 Fe TW0lS A3, A4 Fe Twlol A9l A6 Fe =rQ wak=
ZAgtsle] A3 Fe =WelS FA8taL, Fe-F9 2 =<l A& A Fe T=Wel 2 CCR4 23 T=weds 2t
= AAE vlE] A =G MESAADCC) A, FA g ME AF AL (ADCP) 2/ BA oFEA Al
E5ACDC) AN Aatd axr] 71eS ze, Fodd 48 =dd FAE
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a) i) Al Fc =HlQl =4,

ii) A2 Fc Zw|el w&FA 2

iii) A1 Fc =dd] A et A2 Fe 2vlQl 9FAE d4ste Al AE Xdehs Al EHE=;
b) iv) A3 Fe Z=vlel whakA)],

v) A4 Fe ZQl kA 2

vi) A3 Fc =]l @=FA|9F A4 Fe &rld] dgAlEs ddshs A2 FAE 38t A2 ZEgEE;
¢) A5 Fe Zrldl gdAS £3as A3 ZPE=;
d) A6 Fec =rlel dZAE £3sts A4 SPe|=; 2
e) Al ZEFE =, A2 ZHAE =, 43 ZYHAE S T A4 ZNE o AAHE 9 A mude ¥t
Eazp
A1 Fe = geEAel A3 Fe =] @eFAs A83te Al Fe =S @A tar, A2 Fo =M vk s}
A5 Fe =l A= Adste] A2 Fe Z=wds JAeH, A4 Fe Z=vlQl d&FAloh A6 Fo Z=Hl dEFA=
Asjtete] A3 Fe ®rlQls Pk, Fe-3d 23 v FAES @ Fe =dd 2 R4 AF =vels 2
v A o3 UElA ke e A4S X3ske, Fo-dd A EHldd AAE.
AT 302
Fe-39 2% =vdl AAEZA,
a) i) Al Fc Zw|ol ek,

ii) A2 Fc =HQ] T ¢

iii) Al Fc =HQl @A} A2 Fe =vQl A8 ddshs Al ~doM s xdshs Al ZFE =,
b) iv) A3 Fc =M<l wakA),

v) A4 Fe EHQ] @=EA 2

vi) A3 Fc =Wl @9} A4 Fo =Wl @38 ddshs A2 ~doM s Edshs A2 ZFE =,
¢) A5 Fe m=vl]l WAl E Egtehs A3 ZHE =,
d) A6 Fe =l G#FAE EFete A4 ZPEE; B
e) Al ZHE =, A2 ZPE =, A3 ZHPEE T A4 ZYPE = A= I AY EAels 2
RN
A1 Fe =Rl GRS 213 Fe =Rl Gd&FAlE Addste] Al Fe =wle FAstaL, A2 Fo =H¢l kA<t
A5 Fe =9l @Als Afste] A2 Fe =rle F45tm, A4 Fe =dQ] dFAet A6 Fo =vldl 9=kA=
Agste] A3 Fe WS HAs=, F-gdd 23 =dd A E.
273 303
Fe-39l A% =9l AAEe Jus T8k AX ojd vix2ZA, F-Fd 243 =l FAE] #Holx 50
=
a) i) Al Fe =wQl oA

ii) A2 Fe =9l dhakx) 4

iii) A1 Fe =dld]l TgFAet A2 Fe 2vlQl 9FAE d4sts Al BAE E¢ehs Al FHE =
b) iv) A3 Fc =<l kA,

v) A4 Fc Zw¢l &k 2

vi) A3 Fc =l @Ak A4 Fe &rld]l dgAE ddste A2 FAE st A2 FEgEHE;
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e) Al ZHHAE=, A2 FYUHE =, A3 ZZHEHE B A4 2P 25 E 3Y 2 =vds xF
3t
A1 Fe =wQl @&FA|el A3 Fe =wel @A+ Agste] A1 Fe =welS dAstaL, A2 Fc =H|Ql kA 9}
A5 Fe Zv|ol &A= Aste] A2 Fe =ul9S dAsH, A4 Fe =9l waEA9} A6 Fc =l WA=
Adtste] A3 Fe EvldS Adshs, Al aleF 8=,
AT 304
Fe-&4 2% Zvld AAES Az WHoRA A7 W
a) &3 AEE st GARA, AV S5 AEE
(1) i) Al Fc Z=w]l &34,

ii) A2 Fc =9l wheka) 2

iii) A1 Fc =Rl d&Ale} A2 Fc vl dZFAE ddstks Al FAE st Al ZERE =
(2) iv) A3 Fc =l d=A),

v) A4 Fc =l wheka)] 2

vi) A3 Fc ZvQ] dZFA ¢ A4 Fe =dQ] GFAE AZ3te A2 3AE 283t A2 ZZREHE;
(3) A5 Fc =Rl TdFAE £t A3 ZJE =,
(4) A6 Fc =vel dFAE 35t A4 ZYFPE =, 2
(5) Al ZYHAE =, A2 ZHHAE =, A3 ZHHEHE & A4 ZAHE ddx = 39 4% Zddes 2
dshe
Al Fc =vl Aot A3 Fe Evl @Al ZA3ste] A1 Fe =WQls P, A2 Fe ZWQl Tk <
A5 Fc Evl d&FAl= Zd3ste]l A2 Fe =MQS dsta, A4 Fe Evd d&FAet A6 Fe Q] T
Agete] A3 Fe =WlS A3, Al oY A Q= Fe-d8d 2% Zvdl ZAE9 Hojx 50 5%
TERHoE TS, WA 2

A|3008F, A|3013F, 413023, A|3033 wE= #3043k goiA, Al D A3 Fe =HQ) ©2A= 22 A1 Fe &H
o] A9l A3 Fe Ewlel @A Alole] ol#A3lE ERetE ARF oA 3 HeA RES X ,

9 A5 Fe mlQl @FAlE 242 A2 Fe vl dZAlel A5 Fo =mlQl WA Alo]o] o|ZFAstE X8k 4
HZA oA 3 Meld nES Tsar, A4 2 A6 Fe E=vQ dEA= ZH2E A4 Fe =vQ ek
Tl A Abolo] o|FAstE FHXstE AEA o|FA s MY RES XSk, Fe-dd AF

Fe-39l 2% =vldl FAERA,
a) i) A1 Fc =wol kA,

ii) A2 Fc Z=HQl @&k 2

iii) Al Fe =l @At A2 Fe =vlQl dAE ddsts A1 2AE 2t Al ZYRE =,
b) iv) A3 Fe %Sl vk,

v) A4 Fc Z=vel T 2
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v) A4 Fe =H2
d) A6 Fc =W Ql whekxz

¢) A5 Fe ==l

Ton

P
ofp

0

1

ToR

T

ol
—

o AAs=

Zelggs

A4

-
= b=

, A3 Z8E

_38_

Hl,

S



10-2021-0042324

]|
Al Fe E=H2
At A6 Fe =w¢l whek

=

=

=Pk

s,

13

3

o =
= 9

1

e
A3 Fc =<

s
a

tod A1 Fe

°©

1
H

@6

L
o

A2 Fc Erl wrekA el A4 Fe Ewl whEkA)

o
)

—_

A,

Fod A2 Fe =R

= A9s

A5 Fe =m9l ¢k

ok WX = A, Fc-3F

sz
X

Al

L

.

15}

<
=

Y
X

)

)

o 2 =l FAlse] Jds

tol A3 Fe =HIQ
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ii) A2 Fc =H|Q
v) A4 Fc =H¢
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a) i) Al Fc =2l gz
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i) A2 Fc w9 ez
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p—

v) A2 Fc = waFA|e} A3 Fe =dQ

of

L=

2 El
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ix) A4 Fc =wl wkA 9l A5 Fe =<l
x) A5 Fe =rl dhaka o} A6 Fe =<l

b) vii) A4 Fe =Wl whekx
vii) A5 Fe =<l ok
viii) A6 Fc =l sk
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d) A8 Fe =l
e) A9 Fec =v¢l &
f) A10 Fe =mQl
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iv) A1 Fec =<l @49} 22 Fe E=wel
A,

= A (ADP) B/EE 1A e
creps
o
o
o

A

e
ZrRl FAE2A,

1o A3 Fe =H¢1S 3
v) A2 Fc =vl whaFAel A3 Fe =<l

i) A2 Fc =9
iii) A3 Fc =9

A2 Fc =mQl wrEA 9k A5 Fe =wQd

a) i) Al Fc B9
b) vi) A4 Fc EH <1
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vii) A5 Fe Z=HIQ] ©=FA,

viii) A6 Fc ZHQl ©hekA],

ix) A4 Fe 2wl @A} A5 Fe Rvil ©AE ddste A3 94 4

x) A5 Fe =wQl d&FAeh Al6 Fe w=w|Ql GFAE Adste A4 75 £¥st= A2 ZfE=;

¢) A7 Fe =rl dFAE 2dsh= A3 &

Ehil
d) A8 Fe =vlQl GFAS xFate A4 FRE=;
SRl

e) A9 Fc Z=H¢l d&EFAS E3sl= A5 ZTNE =,
f) 10 Fc Z=HQl dFA S xotsl= A6 ZeNE=; 2
g) Al ZHHAE =, A2 ZRE =, A3 ZFEHE=, A4 FEPEE=, A5 ZFHEE = A6 2 E =0

ddHE= Fd @t}‘} el

o
B
o
(<0
Qo
)

A2 Fc T=v

| At A5 Fe T=wel @A Adtete] A1 Fe =v¢lS dAdsta, Al Fe EH ¢l
A7 Fe ZH¢l

& 2l
FAl= 2gste] A2 Fe =vlolS dAstH, A4 Fc =dQd At A8 Fe Z=wol
Agtsle] A3 Fe =wWl91S FAsta, A3 Fe Twlol dakAel A9 Fe X<l A= Adtete] A4 Fe =
S FAs, A6 Fe =H @eFAel 4|10 Fe Z=Hl9l @=Fal= Agste] A5 Fe =vWelS F43hal, Fe-3dd
A% =d AAES 4d Fo =M 2 R4 2 =S 2t ZAE] s vHehx] s AEs4 84
Fel=, Fe-34d
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v
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o

7% 314

Fe-39 2% =vd] AAEZA,

a) i) A1 Fe =Wl wakA,
ii) A2 Fc =m¢l whekA),
iii) A3 Fc Z=mol kA,

iv) A1 Fc =H ¢
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to
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oft
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il
ol
ol
rlr
2
=
N
i)
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>
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v) A2 Fc =w] @A 9 A3 Fe =m¢l ©FEAE ddsts A2 2HolE E3tete Al P E;
b) vi) A4 Fc =9l oA,

vii) A5 Fc =l whaA],

viii) A6 Fc Z=dQl @A,

ix) A4 Fc =9l @Ak A5 Fe =mQl GZFAE AZdste A3 2dolA; %

x) A5 Fe =wl dEAlel A6 Fo =md GFAE ddste= A4 FAE £38k= A2 Z)-

re
uf
[r

¢) A7 Fe T=mQl GFAS E3eh= A3 &

EEis
d) A8 Fec Z=H¢]l @S L3sl= A4 ZENE =,
2 g

e) A9 Fc E=W¢l @A S Edtal= A5 ZHFE =,
f) 210 Fc Z=H¢]l @S £3sl= A6 ZNE=; 2
g) Al FHHE =, A2 ZHPE =, A3 ZLUHE =, A4 2AEE, A5 ZZPEHE T A6 ZHE =

AAsE P9 AT =W0S TPt

=
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A3 315

Fe-@¢l A =]l A=) HAeks £Fdshs AlE wld wix2A, Fe-3e Ag Z=vdl Aalee] o= 50

a) i) Al Fc E=H¢l vk,
i) A2 Fc THQ wekA

iii) A3 Fe =dQl whakA),

iv) A1 Fe =l @=FA|el A2 Fe Erldl dgAs ddshs Al ~volA; 4
v) A2 Fc =wQl geFalel A3 Fe E=HlQl 9345 Adsts A2 2~doxE 2t All THE =,
b) vi) A4 Fc =m9) ek,
vii) A5 Fc =9l ©&EA],
viii) #16 Fe Z=mlQl ehakA)],
ix) A4 Fc =wlQl @Al A5 Fe =9l @FAE Addsts #13 ~do)A; 1
EFehs A2 FEEHE;

x) A5 Fe =dQl @&gFAlel A6 Fe =9l dFAE Adst= A4 9ol &
¢) A7 Fe =rQl GAS F3eh= A3 &

2] g
d) A8 Fec ZH¢l @S L3sl= A4 ZHNE =,
R

e) A9 Fc e GFHAS ¥3sl= A5 ZHEHE;
f) A10 Fc =<l dAS E3st= 726 ZFPg=; 2
g) Al ZHRAEE=, A2 FYRE =, A3 ZYFPE =, A4 ZZPE=, Ab ZYFHE £ A6 EPE =9

Fe-&el A% =dll AAlEe] Az WonA, 47 B
a) &7 AEE widste dARA, A7 SF Axe
(1) i) A1 Fe Z=ml o),
ii) A2 Fe =wel ek,
iii) A3 Fe ZrlQl ),
iv) AL Fe =9l dAel A2 Fe =WQ) GFAE ddshE Al 2uolA; 2
v) A2 Fe =wQl @Al A3 Fe =rl?l @FAlE Adsts A2 2ol E 23et= Al1 ZE =,
(2) vi) A4 Fe Z=wQl g,
vii) A5 Fe =l kA,
viii) A6 Fc =wel ek,
ix) A4 Fc Z=wlQl g9l A5 Fo =vl9)l @=AE ddsts A3 ~vo)A; 4

x) A5 Fe TH¢l A9t 216 Fe =WQl ©HA|S Adsts A4 2H o5 Edsl:= A2 ZHNE =,
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(3) A7 Fe =] GFAE Egete= A3 &

Ehil
(4) A8 Fe =M GFAES E3shs A4 ZHPE =
Ehil

(5) A9 Fc ZwWQl dFAE E3a= A5 ZYFE=;
(6) A0 Fc =HQl @=AS E3et= A6 ZaRy=; ¢
A=, A4 ZYPE=, A5 ZYHAEHE == A6 ZYFPE=

(7) A1 Z2YFE=, A2 227
o AZEE Y 2 TuolS sy,

A2 Fc Z=vlQl @A et A5 Fe =HQl @FAl= ZAjste] Al Fe =WdE& FA3staL, Al Fe Euﬂﬂ kA 2}
A7 Fe T=vlQl @gFA= A8t A2 Fe =HQlS FAdstH, A4 Fe EWQl dZFA et A8 Fe =rQl O A=
At A3 Fe =WQlS FAdstar, A3 Fe =gl %&iﬂg} A9 Fc vl DAl Z3tslo] A4 Fe =vd
S P4, A6 Fo =Wl w9 Al10 Fe =Wl ©edal= Afste] A5 Fe vl JAstar, AX oS
g olel ) Fe-3d9 A% =rlel AAE] Aok 50 %m TRHORE I, @A 2L

b) A wjF FAHozRE Fe-Fd A =l S AAsks dAS x3dsk=, .

AT 317

A3123F, A|3133F, A|3143, A3158 w= A3163kel] olA, A2 D A5 Fe EW9l @A Zh2 A2 Fe &)
Q1 EEAIe} A5 Fe Z=HQl TgA] Afo]o] o]ZAstE FHxlsh= AHA o|FAs Aeyd RES EFsh, Al
2 A7 Fe =Wl @A = M2 Al Fe Z=vQl dhegAleb A7 Fe =wlQl w@eka] Atole] o|A|stE sk A
BA olgAst el BES Edstal, A4 2 A8 Fe Z=Wl9l w22t A4 Fe =l ©EA19; A8 Fe
ZQl whgA Alole] olgFA|gtE FHXEE AR 01%%15} Ay wEs xesty, A3 B A9 Fe =vQl o
A= zH2E A3 Fe =r9l wheka) o) X119 Fo Z=wQl @eka] Alelo] ojgkxsls st R A ojgkAg Ay
A RES 383, A6 2 A0 Fc &< %%Exﬂ% 77y A6 Fe =ml wrEAlel A110 Fe =mQl @=A A
ole] o]FAstE FXoh= ARA o|FAst YA REs Xk, Fo-dd 2% =vdl A=

Fe-&d 2% Z=vd AAEZA,
a) i) Al Fc =Wl vk,
i) A2 Fc =uQ TEkA)

iii) A1 CCR4 F2 2% =u<d

)

iv) A1 2@ A2 Fc =49 WA=

re
iy
ol
ol
rlr
o
il
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51
i
ol
ol
rlr

Al FYPE =
b) i) A3 Fc E=u|el wekA,
i) A4 Fc =uQ gEkA)

iii) A2 CCR4 T4 29 =wd =

iv) A3 2 A4 Fc =9l GFAE 4= FAE 2Fste A2 ZYPE =,
¢) A5 Fe =Hl¢l gdgAs 238 A3 e =;
d) A6 Fc ¢l GFAE sz A4 Ze|HElol=;
e) Al CCR4 A A% =rle 283t A5 ZEPEI=; 4
f) A2 CCR4 A4 A3t =vlQls X3tels A6 ZEWE =5 £33,

A1 F A3 Fe =] @ A= @71 A1 Fe =dijle d4star, A2 2 A5 Fe =vlldd d@&fA= & A2 Fe
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I, Al CCR4 F2 23 =v
s

s
welz} A2 CCR4 A4 Agt

A7 320
A3198 ] oA, Al E A2 ZTYFPE=E A do] FUE, Fe 9 =vel AAE
AT 321
3198 ] dojAM, A3 Z A4 ZYPEI=E M Fo] FUE, Fe Y =rel AAE
A7 322
A3198 ] oA, A5 E A6 ZTYFPEI=E Ado] FUE, Fe 9 =vel AAE
AT 323

3197l glolA, A1 R A2 EFFE == A Lo

=
2 A6 ZYPE == Ade] U, Fe 3 =9l ;lxﬂ%.
AT 324
3198 WA #1323 F o= 3 Foll gl
A, 4, 3, 270 B 1he] @ ofm Ak A 3kS EFtetE, Fe 9 =H<] &Pxﬂ%.
A3 325

13198 W= #A323F F= o] 3+ o] ojA, Fe ZHQl kA Z
Ad= vlaste], o 8A, 770, 670, 570, 470, 370, 270 EE 1719
4 =l FAE

17F 1gGle o}m) Ak
o

x3gtste, Fe &

3T 326

A)3198F W] #3238 &= o]= 3k Fo] gojA], Fc Emel wAle= 27 =z o=w  Ho 1070, 87, 770, 6
N, 57K, 47h, 374, 270 w1 Tl = A W3 42, 43, 45 2 47 F o] Fh}e] o}
A ES E3Hsk, Fe 3¢ E=re AAE .
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et
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A3 327

A|3248 A A|3268 S o= g &l dojA], @l opm ik X3S CH3 =dQle vt 9=, Fe &9 Z=dd &
A=

AT 328

A|3198 WA A323% F o= g el JojA, Al B A3 Fe =vlQl GRAlE Al 2 A3 Fe vl TA
Atole] EFolFA S Fek= AW 8, 7/, 670, 570, 47K, 370, 27] = U] &Y ofwnAt A& ¥
P

[¢]
b, Fe &9 =l ZHA=.

A3 329

A|3198F WA #3238 F o= g doll dojA, A2 Z A5 Fc =W WA= A2 2 A5 Fe =9l whekA|
Afol o] o]FolFA S ZxatE A 8, A, 670, 570, 470, 370, 270 EE 149 9 oln Ak X3S E

Fatvd, A4 2 A6 Fe =mlQ) SEFAE A4 8 A6 Fe mrl WA APOM olFolFATE Fxlshz At 8
AN, 7, 670, 570, 470, 370, 27 e 19 @ ofn|at X &S ¥ e, Fo FY = FAE

373 330

Az2sFel QeAA, FFolFASE Fxlate A3 & 44 L E 4B NFoREH MEEE F-dd AF =
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A7% 331
A|3298 el QojA, o]FolFA}E FHXst= A
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Fe-g+¢l 2%

o

el AAEZA,
a) i) A1 Fc Q1 &=FA,
ii) A2 Fe Z=vQl e
iii) A1 CCR4 3 A% =gl 4

iv) Al & A2 Fc =W @FAE Adds= 9AE

el
o
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e

A1 EHE =
b) i) A3 Fc Z=wQl wheA)],

ii) A4 Fc =9l wkA

iii) A2 CCR4 T4 2% =l L

iv) A3 2 A4 Fe EHQ THEFA

mlm

ddste F7E 2Fshe A2 ZHE =,

c) A5 Fc =l wrekael A1 CCR4 A4 23 =vdSs x&gste A3 ZPE=; ¢
f) A6 Fc =rl Aol A2 (R4 A4 23 =rdS Xgsts A4 ZNE=E ¥ 3s)y

Al 2 A3 Fe =9l d&FA= A Al Fe =vlds dAsta, A2 2 A5 Fe Z=WlQ] @&A= A A2
=rQlE @k, Al4 B A6 Fe =9l kAl A A3 Fe vl dAdskar, Al CCR4 22 A7 =v
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E=1e A A2 Fabs FAsI=, Fe-3d 2% ool 2AE
A3} 333
Fe-d¢d A% =vd 2AEZA,
a) i) A1 Fc Z=H <l kA,

i) A2 Fc T=wQ kA,

iii) #11 CCR4 3 2% =dd %

iv) A1 2 A2 Fc =49 WA=
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A1 5 AS Fe Zdll @ kA= @ Al Fe Z=viiQls @/dskal, A3 81 16 Fe =vl)l @Al o A2
Hele gAdsid, A2 = Fo Z=dQl &l o7 A3 Fe =dels F4skal, Al (R4 T3 2 &=
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iii) A3 Fe Q] whaka),
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e) A9 Fc ZWlQl @FAE xdst= A5 ZHE
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ok 49e E3ehs, Fo 3 w9l 2R
A3 355

A346% WA A3BLF T o= 7 ol oA, @l oy At A &S CH3 Zw)lellnt gli=, Fe @4 =wel 2

A&,

AT 356

A|3468F WA A351 F oAz g gl glojA, A2 L A5 Fe =W @AlE A2 2 A5 Fe Z=WQl oA
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T3 385
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A389% WA A|3938 F o= g ol AojA], @ opw|wit X3S CH3 =HQlewh 9=, Fe 3¢ m=HQl %}
A&

273 398

13898 WA #3938 F o= 3 ol ojA, A2 L A4 Fe EM]ol dEAlE A2 L A4 Fe EmQ Gy
Abolel FEolFAE EFXe= o 8/, 70, 670, 570, 470, 370, 27 EE 1Rl @l opwanit XFe

[}
Fhobe, Fe & =wdl 2AlE.

A3} 399

389 WA A3938 F o= @ Fol YolM, A1 W Als Fe EAel BFAE AL W A5 Fe o) A
Apole] ol FelFAskE HAste Aul 8, A, 671, 57, 4N, B, 2 E 17le] e opulwt A @e =
F5pol, A3 9 A6 Fe wrlel BekAle A3 R A6 Fe wulel BekA] Alole] ol FolAlsiE sk Ay 8
A, 7, 67, 570, 470, 370, 20 i 10 9 opiat ABe EFEE, Fo @el =l AR

273 400
A|3983}el oA | FFo|FASE FHstE S F 4A D F 4B Ao wRE MUy Fe-3d 2% =
el ZA &
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A3 402

A319% WA A401% F o= g Foll oA, A7+ Y7 = GGGGGGGGEGGEGGGEGEGG, GGGGS, GGSG, SGGG,
GSGS, GSGSGS,  GSGSGSGS,  GSGSGSGSGS,  GSGSGSGSGSGS,  GGSGGS,  GGSGGSGGS,  GGSGGSGGSGRS,  GGSG,  GGSG,
GGSGGGSG,  GGSGGGSGGGSGGGGGSGEGGSGGEGSGGGGS,  GENLYFQSGG,  SACYCELS,  RSIAT,  RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG 2
GGGGGGGGGGRGGGEEEER o] ol o2 Adud opn|wil MAS T8t o]e] g ofn]idt A= o] oA
=, Fe-39 2% =viel A=

73 403
A3198 WA A401F F o= & ol lojA, Fe Z=HlQl @A 5 Hox sl EU 1A 1253004 X8-&
¥3sl=, Fe-3h A3 =Wl AL,

A3 404

Al403el AelA, EU 913 1253914 ¢] eofm|iak X3k Zb7b 1253A, 1253C, 1253D, 1253E, 1253F, 1253G,
1253H, 12531, 1253K, 1253L, 1253M, 253N, 1253P, 1253Q, I1253R, 1253S, 1253T, 1253V, 1253W 3 1253y
offolxl wo g SHACR HYs=, Fe-dd 2% =r]l AA=

3T¥ 405
713198 WA #4018 & o= & ol QojA, Fe E=HQl ©Ekx] 3 Holw sl EU 91X R292014 X8-S
ek, Fo-dd A% =vldl 2AE.

A3} 406

458l glelA, EU $1A R29201A4 2] ofv] et

X3S ZbZF R292D, R292E, R292L, R292P, R292Q, R292R,
R292T % R292YE o]Fojzl o RRE EgHow A

]+, Fe-3¢ 2% =v A&

[ -3 405]

A)3198F WA #4018 ZF= o] 3k 8o QQoJA, Fc Z=wlQl wEEx] = Hol% slub:= T366Y, T366W, T394W,
T394Y, F405W, F405A, Y407A, S354C, Y349T, T394F, K409D, K409E, K392D, K392E, K370D, K370E, D399K,

D399R, E357K, E357R, D356K % D356RZ o] Fojzl #OoZFHE MElxE= X3S L3sls, Fe-3tyd 23 =l
;ﬂ—xﬂ%
|

3T 407
A3198 WA A401E T of= F el QlefA, A7ke] Fe =l w@EAle] AX= SHASR
EPKSCDKTHTCPPCPAPELL %! DKTHTCPPCPAPELLE o] Fo{%] o @i E Mew s 0]—‘1]‘:_ e 23atAY ol d

oAt AR o] oA =, Fe-3 29 =l FAlE.

yige] 41y

=
2 e CCR4 A% Z=Wles Hoj 2719 Fe Zwle djtste] 19 AESHY 48 2te A= X 8A4
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A (e Z Eo], ADCC 2 ADCP &4, ADCC 2 CDC A, ADCP % (DC EAl, &= ADCC, ADCP 2 CDC &4d)o|t}.

A7 FEiel A, 2 EE2 a) i) Al Fe =u9l @A, 1) A2 Fo =l @A % oiii) Al Fe =rQl @
Alek A2 Fe =l dAlS Adshs AoflolM S dehs All ZME=: b) A3 Fe =rldl ddAE £
she A2 FERE =S o) Ald Fe =vlQ] d2AE Edshs A3 = 0 d) AL FREE, A2 Fe3
= Ex A3 ZefE =] ddd (R4 2 wddle Zdshs Fo-dd 29 Lrdd AAes SHo=
&ml: AL Fe = A} A3 Fe =vQl @Al ARste] Al Fe =MdS d48a, A2 Fe =Wl &
A A4 Fe T=HlQl @Al= Agste] A2 Fe wdlels Iddq

el A5, A6, 2 A7 FEe] A TN, (R4 AT =rde Al EEREE 2 A2 ZfEE
E A3 EERE e, Ee A2 EYREE B A3 EeE s AASAY, £ (R4 AT Erde Al
ZERE =, A2 ZYREE 8 A3 EeRE ] ddEy

= e AL, A2, A3 R A4 el A PR, (R4 A =SS Fab 3= Fabe] Violtt.

ool A4, A5, A6 B A7 Feje] A FEAAA, (R4 AT =rIe Vg =Ell B Gl =rde X9
a5, Wy H Gl =Rl AL, A2 e A3 EZEE =S oAl Ade] dytoltt, AR FH A, (CR4
A% =vele Vi =S F7tE x3ety, A FddolA, F-dd A =W FAEL V =HdS 2
s Al ZYFE =g xS A S, vy E=Hele 3 1ol 7]AlE CDR-H1, CDR-H2 2 CDR-H3 *

o] AEE ¥eAY, Vy =dele T 20 7AE A MES EFEE Vy =l CDR-HI, CDR-HZ2
A

et

ne

COR-H3& 2ZetabAL, VH =mRle i 200 71Ald &A1l Vy A9 DR-H1, CDR-H2 3 CDR-H3& s,
CDR-HI, CDR-H2 2 CDR-H3 A& AL Vy AL & 201 714" A vy Ad¥} o= 95% FLsAY,

Aok 97% FAeAY, A% 99% SUAAY, Holx 99.5% SUsIAY, = VH =Wl 7 24 7|A" 3
Aol VH A E& EE3T).

el A, A5, A6 B AT FEje] AN el , CCR4 AT =Ml 3 1o 7]A| CDR-H1, CDR-HZ,
CDR-H3, CDR-L1, CDR-L2 2 (CDR-L3 A€ MEE x3tsln, (R4 23 Edgle I 260 714 A9 v, &
V. g ME=ZXE® (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 A¥€< x&3&}i, (R4 AT &
ole 1 20] 71AE A9 vy L2l CDR-H1, CDR-H2 ' CDR-H3S EgHst= Vy =], 2§ 20] 7|8 &)
o] V, A<e] (DR-L1, CDR-L2 ¥ CDR-L3& x&sl:= v, EwWelS x3slm, CDR-H1, CDR-H2, CDR-H3, CDR-LI,
CDR-L2 % CDR-L3 ME& A3k vy 2 v, =rel & 1 20 7148 A9 vy 2 v, A7 Hojx= 95% 5
A3tAY, Ho% 97% LAY, dox 99% LAY = Holx 99.5% FLsAY, e (CR4 A3 =)
A2 3 20 71AE A Vy 2V AEY MEE EE3T

2 o] A4, A5, A6 R AT FEje] dF FEHA A, Fe-3d A =uQl ZHA

2 =
el B Ig6 Gl A =W ZvQle F7kR 29eks, 16 Gl A 8W Zrkle YAE Sl Al ZeEHE
kil

E A2 FePE s N-wa B,
ool A4, A5, A6 R AT B A FAANA, AL Fe £ DA L A3 Fo £ BFAE A
1 Fe =o]el GapAlsh Al3 Fo =W Bl Atole] o] FAShE s YuA o|FAs Nuy BES XY
e,

ool A4, A5, A6 R AT Bl D¢ FAANA, A2 Fo £ BFA L A4 Fo £ BFAE A
2 Fe =9l WSk A4 Fo =9l WAl Aole] oASE Exlshs A olRAs Hely wES w3
@,

Wy A4, A5, A6 % A7 FHle) A FHAGNA, o BA My wES Fe w9l wFA] F st
G3 =dQlel 14 24 FBY @ P wolel wFA F b shte (3 el fA4 24 BEYE 23
ahE, fAA 27 BEN D §44 29 BEEE Fe wdd B BER-gEy 4e I4GES A9
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ok A3 A, FHx 22 B3 S354C, T366W, T366Y, T394W, T394F @ F405W=F-E A==
ol% e WYL xIetar, FAA FZ FEFIE= Y349C, T366S, L368A, Y407V, Y407T, Y407A, F405A 2
el MEs 23y, A8 FddolA, Fe Erd @A sy Y407V 2

=

T394SE B deE= A
.

Y349CE Z s, Fe =4 b= T366W 2 S354CE Z 3,

2 o] A4, A5, A6 R A7 Feje] dF FAo A, oA MEd BES =] gAY st 3
Lle] &3 ofrleAl R Fe =wQl wEEAe] e shte] (3 Elel kst ol Aks xFEtE, 24
st ofu=Aba At ofn A Fe Emle] S FHXs=F AXET. dF FAdeA, A1 Fe =H<]
kA 2 A3 Fe =del whEkAls ZhzF D399K E K409D = K409EE EEHslal, Al Fe &<l g
Fc Zw¢l @EkA|= 242k K392D 2 D399KS E3Hslw | Al Fe =HQl wekA 2 A3 Fe Zw<l
E357K % K370EZ XE§3ta, Al Fe =vel oA 2 A3 Fe =9l &A= Zhz D356K 2 K439DE
Z38al |, Al Fe =HQ @A 2 A3 Fe =W9l @3kA= 217F K392E 2 D399KES E3 1
dFA 2 A3 Fe =] @FAl= 2H2; E357K B K370DE 2dst™, Al Fe =9l A 2 #13 0]
dakAl = ZH7E D356K 2 K439ES Fghsla, A2 Fe =d9l dhakd 2 A4 Fe =9l kA= 2zt S354C 2
, A3 =1

Z

fl

7}
T366WE ZgHat, A3 B Al4 ZefEl == 2h2h Y349C, T366S, L368A B YA07TVE EeFshALt 2 A4

PE == 247 S354C 2 T366WE EFEH, A2 Fo Z=wlQl wakal 2 A4 Fe ZwlQl @kl 247 v349C,
T366S, L368A 2 YA07VE EgstAY, A2 Fo ®=WQl ©&a 2 A4 Fo Bl 9&A= 747F E357K H

E357RS 239t , #A13 2 A4 ZE|FE =+ ZH7) K370D E+ K370EE X &3tAL, A2 Fe =<l oL
4 Fc Q] @Al= 22 K370D %+ K370EE 2233w, A3 9 A4 ZPEj =+ 22 E357K e 357RS
|4

ALY, A2 Fe Tl dZA 2 A4 Fe =9l 9@&FAl= 2H2F K409D = K409EE 2338, A3 2 A4 &
g e = 7}7b D399K i D3RS EFEAY, EE A2 Fo Bl 9A 2 A4 Fe =Wl wEAE 2zt
D399K T+ D3RS XS, A3 2 A4 ZEFE =+ 22 K409D =+ K409EE ¥ 83},

B A4, A5, A6 L A7 Fehel A FAeolM, A2 ZeRWES L A3 ZYRE=E FAG ol
ezt

v oukndel Ald, A5, Ale % A7 Fulel AR FAelol A, Fe-F AT wrlel HAE el sk ool P
£ Agolt},

wouknlel Ald, A5, Ale % A7 Felel AR FAelol A, Fe-F AT wrlel HAE el st olge] P
B zdolMelth, AR oA, zsoldE  ve  AYde  ZE ZYREs=s Eded:

GGGGGGGGGGGGGGGGGGGG,  GGGGS, GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS,  GSGSGSGSGS,  GSGSGSGSGSGS,  GGSGES,
GGSGGSGGS, GGSGGSGGSGGS, GGSG, GGSG, GGSGGGSG, GGSGGGSGGGSGGGGGSGGGGSGGGGSGGGGS, GENLYFQSGG, SACYCELS,
RSIAT, RPACKIPNDLKQKVMNH, GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR,
GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,  GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGRS,  GGGG,
GGGGGGGG, GGGGGGGGGGGG X+ GGGGGGGGGGGGGGGG. UF F& oA, =FH o= 82l 2FH o)A, oE E9], 4
W7 3070, 8 WA 307) i 12 UlA) 0709 ZEll A= ool A, dn) 209 Fela @]z ool
21 250] Kol t}.

el A4, A5, A6 2 AT Feje] AN FFelolA, CCR4 A7 =l FAol os Fe =rlql wkAl
2. 4y FddelA, ¥ 2do]Molnt.

o] A4, A5, A6 B A7 FEfe] dF FAdNA, Fe EHIQl F Aok shvbe 1A 1253004 A=
shihe] opmi il WEH S EIFeth. A5 F@dolA, 91X 125304 Zpzhel ofmwmil WL 12534, 1253C,
1253D, 1253E, 1253F, 1253G, [253H, 12531, 1253K, 1253L, I1253M, 1253N, 1253P, 1253Q, I253R, 1253S,
1253T, 1253V, 1253W @ I253Y=RE Ef@doz Aadct, A3 FHo)A, 92 12530142 2+2+e] ojm] =ik
M3 e [253A0]T},

e

e

2 ey A4, A5, A6 X AT e IF FHAA, Fe =M T Aok dre
shute] ofmwAt ME S Eshetth. AR FdA oA, $1X] R29200| 4] Z}Zhe] ofm] st
R292L, R292P, R292Q, R292R, R292T @ R292YZR-E Egz oz Meulgt;. A} 78 oo
Z}zke] opm| At WEHE R292PO| T,

ool A4, A5, A6 B A7 Feje R
IgG G2 Al EW Toel 2 oG C3 A W

1A R2926| 4] Aok
¥ R292D, R292E,
A, 1A R2929) 4]
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IgG A =], IgG G2 A B =79l F 16 G3 A B9 =rels 23ddct. g5 FdddA, 16

1=
IgGl, IgG2a, IgG2b, IgG3 % IgGdE o] Fojx o RXHE Meg o}

f
o
n

= o] A4, A5, A6 L AT FENY dF FHAANA, A4, A5, A6 L A7 ZPEI= A N-EEH
Asp¥E Glno® EdWolgr),

w ool A4, Als, A6 R A7 Feel AR FAANA, A4, A5, A6 % A7 BeHEE F sht o] el
C-2e gale] Aofslol qlvh, A THeANA, A4, A5, A6 L A7 FeME= Aol -we Falo] A
SEL )

2wl A4, A5, A6 R A7 G AW FAANA, Fe-FA A =l AATE AN o8 sht o]
o) BeEEY N EE el ddE 9YU-A4F AHsE b Tga

A8 FEfN A, 2 FEE Fe-Fgd 2 =rd AAlE] s xdehe Ax v viAE 5P o= s, Fe-
g A% =] AAEY Hojk 50 2% FRHYSR FUE, F-¥dd 2 EHd FAES Hojx 0.1
mg/L, 10 mg/L, 25 mg/L, 50 mg/L, 75 mg/L TE 100 mg/LY s== vl vjx|o] &A3tc}.
2 ool A8 FEHle] AF Fdoo A, Fe-&d A3 THel FAEe Holm 75 B%, HojE 85 B4 & F
ol 95 BEhE TXRHoR FTYUSIT).

9 el A, 2 IdEe Fe-dd A3 Zvdd fAAEe] AdS X35t "]:‘I & Hﬂz]g 5% ]Oi 3]'“4, Fe-
g A =dQl FAES] Hojx 50 E%= a) i) Al Fc &=

ZrQl GEAS} A2 Fe THel dAlE dAdsts HAE X Al ZIFE=, b) A3 Fc =wd
3]

Al Fc

S E Eehs A2 ZEHEIS; o) A4 Fe =W @S xgstE A3 FEE=; 2 d) A1 ZEE
=, A2 ZYANEH= E= A3 ZANE o] AZE (R4 2 =mele Zdtely, Al Fe =H¢l 929 A3
Fc =W9l wekx= Adsle] A1 Fe E=HQ0S A, A2 Fe B9l WA 9} A4 Fe =HQ deka= A%
3lo] A2 Fe =HelS A3

2 Ago] A9 FEje] U FEANA, Fe-Fd A = FAE
o]&% 95 E4= A1 Fe E=wel, A2 Fc =wel 2 (R4 28 =w¢ls

A10 FEfel A, 2 FEE a) (1) 1) AL Fe ZH &=A, i) A2 Fe =MQ] @A 9 iii) A1 Fe EH
A o A2 Fe &l dFAE ddsts 9AE st Al ZEHEE; (2) A3 Fe = A& 23
st A2 ZHEFEES (3) A4 Fe T SFAE 2dste A3 ZYHEE; F (4) (R4 23 Edds ¢d
st w5 AEZE wSshe GA(7]1A, Al Fe =W dZdAel A3 Fe Tl dgx= 2§t Al Fe =
Weols dAs, A2 Fe =9l A9l #l4 Fe =r9 dA= ZAgste] A2 Fe TWele A star; (R4
A3 Tl Al ZEHPE =, A2 ZHNEHE B A3 ZHEHE AAFHY, Fe-gd A3t Z=del A
S PASH; AE g AN T Fo-dg 23 Tdd FAAEY Holm 50 Boe TRFSE FU9),
b) A vl o2 HE Fe-dd A3t =red FAES GAseE dAE XFste, Fe-dd 23 =<

=
B ool A9 L A0 Felel A TGN, (R4 AT EUAS Al FelAE= @ A2 EAE
A3 FelWemol, wE A2 TeAEE L A3 FeWE = AFHAY, EE R A =L
=, A2 FeREE 2 A3 FelRe s dddn,

Bodgo] A9 2 Al10 Feje] A FHA, (R4 A =ML Fab F= ol o},

Hoakwdol A9 @ A0 el AR FE o)A, CCR4 AF =rele A1, A2 B A3 ZFE =Y olu] il

Agol dFolar, AN FEA, (R4 A7 =mIE scFvoltt.

Hoakweo] A9 @ oA10 FEje] L FAo)A, (R4 AF Elele vy =del 2 ¢l Eels EFsh | vy

20l =Hle AL, A2 Ee A3 EFYME =S ofn At Ade] dRolrt. AR FEAA, (R4 AF =H
Pin, A5 F e, Fe I A% = AAELS V, &=HlE ¥3shs A4

ZYHE =S ¥ttt g5 FHANA, Vy =S 3E 19 7]AlE CDR-H1, CDR-H2 E CDR-H3 A de] HNEE

Z3EAY, Vy TS F 20 A" Ao A

ALY, Vy Evele F 20 71" A vy A

ol

eV, ES IR £

< 23t VH =w|91e] CDR-H1, CDR-HZ2 ¥ CDR-H3S 2%
©] CDR-H1, CDR-H2 ¥ CDR-H3& %3}, CDR-H1, CDR-H2
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[0044]
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2 CDR-H3 M-S A9k vy g2 F 20 7[A" A2 vy A8 HJoj= 95% FLsAY, doj= 97% 5U35
A, Aol 99% FAAY, Holk 99.5% TIIAY, e Vy U X 20 A" A vy HEE X
=y
Eoabgo] A9 @ A10 Fejol AR FHdolA, (R4 A EHAS F 19 7]A1E CDR-H1, CDR-H2, CDR-H3,
CDR-L1, CDR-L2 2 CDR-L3 A g9 MEZS x3stm, ((R4 AT Ed¢le I 20] 7]A1E A9 Vv, 2V, g9
S ¥3slar, CCR4 2% =vle ® 2
Hel, H x 20 ZIAE AV, AE
o] CDR-L1, CDR-L2 2 (DR-L3& = aal:= V., EWlS ¥3s}m, CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥
CDR-L3 AE& Aet vy 2V, = AEL % 20] 7|AE FA vy 2V, ML o= 95% L3I A,
A% 97% U AL, Holm 99% HAsAY T Hol® 99 5% HUsI ALY, EE (R4 23 =L 1 2
of Z1AE A vy 2V, AEe MEE X3},

A EZ5E] CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 4|
of 71A1e A Vy AEe] CDR-H1, CDR-H2 ¥ CDR-H3& E &3l Vy

o rlo

g A9 % A0 Feje] LdF TN, Fe-d 29
IgG Gl Al B3 =vls F7F2 £36tH, 1e6 Gl A =W =rQle FAE Tl Al = e A
2 EYFIE|=o] N-ete] ey

2 ool A9 @ A0 Fefe] 5 FRAelA, AL Fe =) @A 2 A3 Fe =] @Al Al Fe =1
A SFA ek A3 Fe =)l @A Ato] o] o|»A|stE FXIehs R A olFAS HYd REs EFIT.

el
2 0] A9 B oA10 S AR G, A2 Fe =] @A R A4 Fe =Wl dFAE A2 Fe &)
A SFA e Ald Fe Z=wlQl @] Afole] olgAlstE S ek ARA olFASt A9 REas I

= 2w A9 % A0 FEe] AN RN, olFAE AEA EES Fo BHdl dA 5 oshe] (3 =T
g g

ol FHA 22 a5 9 Fe =Wl ©@FA T & skt 3 =dglel A 23 5555 ¥3slH,
AR 227 gE2Y 2 §A4A% 227 EE5FE Fo DYl g3 EE5-gEF A3 RS gxEd.
B F oA, A 27 B3 S354C, T366W, T366Y, T394W, T394F 2 FA0LWEFE MU= Holx &
ve] MgS Zasla, FAA 23 FEHE Y349C, T366S, L368A, Y407V, Y407T, Y407A, F405A 2 T394S= -
B Aeges o s HwEe ¥edich, A8 FdAolA, Fe vl 9¥A T s Y407V} Y349CE
¥3}3tal, Fe =v¢l d@aEd] 5 o2 sl T366WeF S354CE ¥E3H3c),

2 oA A9 W A0 FEje] L FHA A, o]FA S HEAd EEe =Wl dEgA 9 shue] (3 EHde

78 ofu =gt B Fe Tl dEkA o] v skl 3 =Rl FHE obv ks Esbely, Sk ofv
A st obn| Ak Fe Eudle] PSS HXSES Tt A5 FddolA, Al Fe =Wl oA 2

Fc =l @akAl= 242k D399K 2 K409D Hi= K409EE E3Fslar, A1l Fe =HQl kA 2

A= zhz K392D % D399KE E 3l Al Fe =Hl¢l whEEA 2 A3 Fe EWel dhekA =
K370ES E3gtsta, A1 Fe T=wlel @A 2 A3 Fe =<l &A= 27 D356K 2 K439D= E3F
Zrel e @ A3 Fe =v9l &A= Zhz K392E 2 D399KE ¥3star, Al Fe T9l & 2 A3 Fe

ot FZF E357K 2 K370DE Xt , Al Fe Tdol & 2 A3 Fe =l a3 247

D356K 2 K439ES ¥ F8la, A2 Fo E=wWlol @&k = A4 Fe =Wl dEFAlE 247 S354C 2 T366W=
23kt , A3 2 A4 e == 2h2F ¥349C, T366S, L368A B YA07VE za;;smur, A3 L A4 ZHRE=
= 747} S354C H T366WE EZsta, A2 Fo Z=Wl9l @Al 2 A4 Fe =9l ©gkAl= ZH2F ¥349C, T366S,
L368A B Y407VE e AL, A2 Fe =9 @A 2 A4 Fe EwWel deAs 7474 357K = E357RE 23
star, A3 @ A4 ZeWE == zhz; K370D == K370EE E&sk7L, A2 Fe Euﬂﬂ %’v‘kzﬂ 2 A4 Fe T
A= 22 K370D %+= K370EE 23star, A3 ¥ A4 FYRE|=v 717) E357K v 357RS XA, Al
2 Fc =1 D}ﬂczﬂ 2 A4 Fe =rel wEkA= 247F K409D == K409ES E3hela, A3 2 A4 ZYFE=s=
Z+7; D399K HEE D399RS EFHsHAU, LE A2 Fe E=H9l wEkA] 2 A4 Fe =rQ) @eFAE 22 D399K T
D399RS ¥ stalar, #A13 = A4 ZEME| = Z+zF K409D =& K409ES ¥ 39H3ic),

off
0
rir
_|\1

gl A9 % A0 FEie] dF A, A2 FHPEE R A3 FYFE = s oAl HES
Z
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o] A9 B A0 Feje] AR TR, Fe-@d AF =ulQl ZAlE el sk ol e A= Aol

5 e

e

o] A9 2 A0 Fefe] AR FHA A, Fe-dd A =Hlel ZHAE Wl s o] HAE Aol
Moty AR FEdoA, o= MY GGGEGGGGGGGGEGEGEGGEG, GGGGS, GGSG, SGGG, GSGS, GSGSGS,
GSGSGSGS,  GSGSGSGSGS,  GSGSGSGSGSGS,  GGSGGS,  GGSGGSGGS,  GGSGGSGGSGGS,  GGSG,  GGSG,  GGSGGGSG,
GGSGGGSGGGSGGGGGSGGGGSGGGGSGAGES, GENLYFQSGG, SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG, W&
GGGGGGGGGGGGGGEGE 2t ZEIHEI=E X Fsith, i FddoA, =Fo)Ae= il 2uoA, o & Eof, 4
WA 30, 8 WA 30 = 12 WA 30709 SgAl A2 o] Folx A, dAd 2079 FYA F7|E o] Folzl
2=g]| o] Al o] T},

el A9 B A0 FEle %1%'— ool A, CCR4 A7t Ll F7el o] Fe vl wFlol
A, A FRdelA, g 29 H ojtt.

o]l A9 A0 FEfe] dF FAAA, HoAE el Fo TS 91X 1253004 A= el ofn
W3S x3eh, AR T oA, 99X 12530149 ZZe] ofm|nAl WFS =g ow 2534, 1253C,
253D, 1253E, 1253F, 1253G, I[253H, 12531, I253K, 1253L, I253M, I253N, I1253P, 1253Q, I253R, 1253S,
1253T, 1253V, 1253W 9 [253YZYE AHeEEc), dF Fddo|A, $x 1253042 zhzhe] ol it HE &
[253A0] T}

W oo A9 W A0 Fele] A% F@ANA, A% shte] Fe Eulale 917 R20261M A% shite] ol
A W EFATH 9% TR, 97 R2o2olA ] Zzhe] ofult WS WY ow R2o2D, R20ZE,
R292L, R292P, R292Q, R292R, R292T ¥ R292YZH-E MelEt}. AR Fdd oA, X R2929 2] Z}zte] o}
L4F Wg& R292Po| ).

=
bl

{ re

A

=4k

(
4

Woabg o] A9 9 A0 o] AR FEdelA, st o] Fe vlQl @EFAlE 1g6 $1A EvQl, 16 Cy2
Wl 2 16 (3 A B Eee Eaheith, AR Aol Zhzbe] Fe Erl9l kAl 16 @
W, IgG G2 A E¥ =dQl 2 Ig6 ¢ LulQls et A5 Tl A, TG IgGl,
I[gG2a, IgG2b, IgG3 B IgG4= o] Folxl O RHE MEy= ofy S zh=t}.

e

2
oo

& e A9 A FEHe AR g, AL A2, A3 R A4 FFE = 7] N-Ed Aspe GIne
2 =dNelE

o] A9 B A0 FEe] A5 FAAA, AL A2, A3 B A4 FAREE F s ol el C-ud g
of dojro] k. AN FReAA, AL, Az, A3 R A4 ZHE = ZzpolE C-uw golrlo] dojsof

¥ O iz
.:er

e i
T

1‘

o

lo

2L

= ©
SE

2

-

FA) L A4 Fe =l @A A2 Fe Enﬂfﬂ crFA 9} A4 Fe =9l & Alole] o]#A|3l=
BA olgA3} NeA mES ¥oele, A2 ZYFEI= A3 ZERNE == o3k ofm| At HO&

)
N
w
S
o
H
=,
[e]
[UO

()
ol
Lo
)
=
=
o2
=
L
1o
4

TEdol A, Al CCR4 A% Wl A1 ZYRNE =] AZAEa, A2 (R4 2%
13 ZYFE| =0 2=},

ki :L fr o 2 rir

=)
rO
rlo
2
Do
S|
Ac)
e
ful
iyl
SE
2L

i rle

Hdo|A] A2 Fe =9l ©=FA] 2D A4 Fe T=WQl kA= 247 E357K 2 K370D
ZA) 2 A3 Fc =Wl %}xﬂt Zy7} K370D 2 E357KE E3Heir),

ol A12 G dF FEde A, A1 Fe Z=r9l @A 2 A3 Fe =99l @Al A1 Fe =dd o=
Abole] o]EAFE ZXls= AR A o|EA 3t AHBA RES E3slal, A2 Fe =
FA D A4 Fe ZvlQl @A A2 Fo =W9l d@aFAlel A4 Fe =wlQl @A) Alole] o|FAstE X3}

£o X i
EO )
N
w
=)

o
bt
o
L
ot
M
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o AR A o|FAst AuA BEs F3sHH, A2 ZFEH =S} A3 R =E deld opnmal AdES 2t
=

odgel A12 FHle] AR FdelA, A2 Fo =vQl @EA 9 A4 Fe =Wl wEFAlE ZH2 D399K 2
K409DZ ¥33tH, A1 Fc =v9) @& 2 713 Fe =rlQl &A= 22} E357K 2 K370DE ¥ 3H3kc),
Eoubgo] A1l 2 A12 FEje] AF FdoA], Al i (R4 2T EvQle Fab & Vy E=WQlolth, B oub

=]
B
Heol A1l E A12 e dFE FAdo A, A1 L A2 CCR4 o
B2, AL, A2 D A3 CCR4 A3 ¢S Fab &V, EHlo]t},

2ol A1l H A2 FEie] 5 F-delA, Al e A2 CCR4 A3 =mWQlS scFvelth. & Wi e] A1l
2 oA12 Feje] AN FEANA, A1 H A2 (R4 A7 =HIS scFvelth. & 3o A9 deje] A F-E
oA, A1, A2 L A3 CCR4 2T =m|A-2 scFvoltt.

Eoakmo] A1l FEle B FHdolM, Al T A2 (R4 =S Vy =d 2 Gl E=9els 38k, Wy
2 Gl E=HAS AL, A2 B A3 FYME =] opu At Ade] dRolth, AR Pl A, (R4 A =H

i, AR FEeolA, Fe 39 A% =vd AAES v BHdS EFshE A4
ZYFPE =g ageitt. A5 FEdA, vy Bl 3F 1o 71A1E (DR-H1, CDR-H2 % CDR-H3 A& NEE
LAY, Vy BHde ® 20 71AE dAe MEE £3e= VH = 919] (DR-H1, CDR-H2 2 (DR-H3S X3
A, Vy Zvlele 7 20 71| A vy A<D CDR-HI, CDR-H2 2 CDR-H3S *¥&38}%], CDR-H1, CDR-H2
51 CDR-H3 A 22 Al9lgh vy M4 20 A1AE Ao vy AL} Hoje 95% T, Holx 97% FL3}
A, Hojm 99% FUAU, Aol 99.5% TUAY, T Vy Bl & 260 Z1AE A vy AL
ghat}.

}:H

5

2o o] 12 oFejel dF oA, AL, A2 EE A3 CCR4 AT E=H¢le v, THel 2 gl EHeS Z

gt Vi B Gl =Ml AL, A2 s A3 EYFE =] ofu it ] ARtk di FE> oA, CCR4

o) AES ¥, Wy =ud2 20 7iAE FAe MES EFehs VH =le] CDR-HI, CDR-H2 H
CDR-H35 et Vy =dqle 3 290 71Ald e Vy Aol (DR-HL, CDR-H2 3 CDR-H3& ¥36}s]
CDR-HI, CDR-H2 % CDR-H3 M E& Al vy A2 F 20 7148 FA ] vy Ad¥} Holx 95% sdatAY
Aol 97% LAY, Aol 99% FLstAY, Aol 99.56 SHAY, T Vy =Hle 3 20 Z1AE F
Aol Vy MEs xFhect.

ol ALl FEfe] 4R FEeelA, Al E= A2 (R4 AFH =wl2 3 1o 71A¥ CDR-HL, CDR-HZ,
CDR-H3, CDR-L1, CDR-L2 % CDR-L3 Mg AEE xFstn, (R4 27 =wdS 1 20 7IAE FAY vy 2
v, Ade] AEZKE (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A L9< ¥3slar, (R4 2% wH
o1& 3 20 71A1E @A Vy &9 CDR-H1, CDR-H2 2 CDR-H3S EgHste Vy =wol, 2 7 20 7]A1% &4
°] v, 49| CDR-L1, CDR-L2 ¥ CDR-L3S ¥3teb= V) =vlelS ¥3elw, CDR-H1, CDR-H2, CDR-H3, CDR-LI,
CDR-L2 ¥ CDR-L3 A E& A9t vy & Vi Z=dQl AEL 1 20 718 A9 Vy 2V, L7} A% 95% &
g3tALY, Holw 97% FUs AL, Hol®E 99% EAdAY wE Ho]E 99.5% FA3IAL, EE ((R4 A% =
1 % 20 7|AE &A Vv 2V, AL AEES 3

Bodbgo] 412 Feje] AR FHAoNA, A1, A2 E=E= A3 R4 23 =rle F 1o 7]AE CDR-HI, CDR-
H2, CDR-H3, CDR-L1, CDR-L2 ¥ CDR-L3 Ao AEE ¥y, CCR4 A% =wldS F 20 71A4% A< Vy
2y, g MEZSE S (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A4

mlo

Eetal, CCR4 A9

ZrQle 3 20 71AE A vy AL CDR-H1, CDR-H2 ¥ CDR-H3& 2F3te= Vy TZH|Q

]

o % 20 A
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Ao v, A4 (DR-L1, CDR-L2 ¥ CDR-L3S sk V, =d9lS 2935k, (DR-HI, CDR-H2, CDR-H3, CDR-
L1, CDR-L2 % CDR-L3 A& Al Vy 2 Vi =l A2 & 20 71" A Wy 2 Vi AE3} #ol= 95%

sdeAY, dojx 97% LAY, Fojx 99% FLdAY T Holx 99.5% FLdAY, i (R4 AT
w1 3 200 Z1AE FAE vy BV ML AES AERI

ki

w 2ol Al R A2 Fefe] dF T oA, Fe-dd 2 Z=d AAlES Ig6 ¢ A EW =rdl "
b2)

H
Ig6 Gl FA =W =vidls F7b2 E9sts, g6 Gl A =9 =vle IS S Al1 Z25)

; H= = A
2 ZYFE|= o N~k F2rE)
Bl A1l 2 412 o] AR pEddA, Al Fe =wol wekg 2 A3 Fe =dol wEkas= A1 Fe &
wlol TeERlel A3 Fe E=Mol thEkA] Alole] o]kA|sle S AR A olekx s MEA RES Tarso)

K

Bodbgol A1l 2 A2 Fele] AR FddolA, A2 Fe Tl wEAl 2 A4 Fe T gl A2 Fe
HQl whEEA e} A4 Fe =] ©gA] Atole] o]ZAstE FHilehs R A o|FA s Mud RES e,
oago] A1l 2 A12 el A5 FHeA, ojFgAg AuA BES Fo =9l @@ F shue] G383 =
Axp 22h ks B Fe =rlQl @A & v skl 3 =dllel FAA 22 EE55-E Eieky
= =} %%H% Fo =9l @Ae E&55-3E5 45 ¥ .o
354C, T366W, T366Y, T394W, T394F % F405W=F-E Helg #Hojw &
dqs ¥ 4% SHE-EL= Y349C, T366S, L368A, Y407V, Y407T, Y407A, F405A 2 T394S2
SH AdEE Aol s t&ﬁé% E?}&D}. SR %lzﬂoiloﬂxi Fe ﬂﬂﬂ A F e Y407Vl Y349CE
- .

X MW K
rlr
w2

2 oagel AL R ALz FHe] Q% TAGANA, olFAH Ay mEe wolel waAlel st 3 =rdl
of &7 obvliedt R Fe wvlel waAlel vhE shupel (3 wrldle] P okl g, LA ob

b FHEE opm| gk Fe =HQ1] S FHXstES fAET. A FAoolA], Al Fe =wQl WA
2 A3 Fe EW¢) A= Am D399K = K409D = K409EE X &3}ar, A1 Fe =HQl whekx] 2 A3 Fe T
ol G&kAl= ZHzZk K392D 2 D399KE E s, Al Fe Tlel &3A 2 A3 Fe =9l @&kl Zhz; E357K 2
K370EE Z3talar, Al Fe =W v 2 xﬂs Fc ©uQl @Al 247F D356K 2 K439DE ¥3+abw | A1 Fe
Tool wEkA @ A3 Fe =Wl wekAlE= zbz K392 2 D399KE 2 3ela xﬂl Fc =m¢l w4 2 A3 Fe
Tl dEgA= 77t E3B7K % K370DE z@z‘ﬂfﬂ, Al Fe =W w5 2 A3 Fe =W ©@FA= 47

(¢}

D356K 2 K439ES ¥338la, A2 Fo E=w]ol oA 2 A4 Fe =l ¢ Xh Zbz} S354C % T366WE
Z3tal, A3 2 A4 ZYFE == 22 Y349C, T366S, L368A 2 Y407VE EdtalAY, A3 2 A4 ZYFE =
= Z+7} $354C 2 T366WS *gtsl, A2 Fe T=wlel whakA] 2 A4 Fe E=d9) whakals= ZhzE v349C, T3668,
L368A 2 Y407VE E3talAY, A2 Fe =wW<l wFx 2 A4 Fe =vel oA = 24z} E357K £ E357RS 3
st A3 D A4 ZNE == zbz; K370D = K370EE EESHAL, A2 Fe =w¢l weA 2 A4 Fe =H¢]
wekA = zhzh K370D W K370EE X338t A3 2 A4 ZeRE == zhzh B357K B 357RS 3, Al
2 Fc =9l &=k 2 A4 Fe E=HQl dEA= 22 K409D HE K409ES E3Hsln | A3 2 A4 ZYHNEP ==
Z+7; D399K HEE D399RS XS, e A2 Fe E=H¢l wEkA] 2 A4 Fe =rQ) A 22 D399K T
D399RS e, A3 B A4 ZYFE =+ 42 K409D B+ K409EE 233t

el A1l B2 A2 FEel A5 A, Fe-@d AF =il FAlE o] st o] ¥ = Al

wnie] A1l 9 A12 Feje] AN PRGN, Fe-3e AF wolel AR o] s} o YAE o)
Aolth, di FEAoA, 2FolME U AEE e ZEHPEHEE X33 GGEEGGGGGEGGGGGGGEEE, GGGGS,
GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS, GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGGS, GGSGGSGGSGGS, GGSG,
GGSG, GGSGGGSG,  GGSGGGSGGGSGGGGGSGGGGSGGGGSGGGGS,  GENLYFQSGG, SACYCELS, RSIAT, RPACKIPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,

GGGSGGGSGGES, SGGGSGGGSGGGSGGGSGGG, GGSGGGSGGGSGGGSGES, GGGG, GGGGGGGG, GGGGGGGGGGGG H=+
GGGGGGGGGGGGGGGG. L& ?ﬁﬂ]ﬂ,iﬂﬂib‘%W\*ﬂﬂH dE E9], 4 WA 3071, 8 WA 307 E+=
12 WA 30709 Zelal W1 ool A, oA 20719 24 A7) o] FolH o] Aolr},
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o] A1 g A2 Feje] AR Tl A, skt o] el (R4 A7 =l FA o3 Fe =del &k
A, AN T oA, %ﬂ—t— 23 o] A o]t}

©] A Ao, Aol dhte] Fe ®=rI1e 91X 125304 #Hojw dhrfe] o}
Al WS etk AR FHEoolA, 91X 125391A419] Zpzbe] ofmnAb WFE 12534, 1253C, 1253D,
[253E, 1253F, 1253G, 1253H, 12531, 1253K, 1253L, 1253M, 1253N, 1253P, 1253Q, 1253R, 1253S, 1253T,
1253V, 12530 2 1253Y=%E Egdoz Mgt AR Lo, %] 1253049 Zh7}e] ojuli-al WP
[253A¢]t}.

o] A1l 2 A2 FEHe dF FHAo A, Holx bl Fe EHIle $1A] R292014 Hojm shife] of
sl WEyS zabeitt, dR FHA A, 99X R2920014¢] Z7be] ofm|n-ak WAL R292D, R292E, R292L,
R292P, R292Q, R292R, R292T % R292YEHRE Z@xom Aegct, I T, 92 R292014 2] Z}7}9]
ol =2k W 3e R292Po| T},

Bodbgol 11 9 Al12 FEle] Ay
g By =rel 2 Ig6 63 A B
312 =vel, IgG CH, &4 W =l 2 Ig6 CH; 34 EW =dde Egech. A8 PN, Ig6e
IgGl, IgG2a, IgG2b, 1gG3 & IgG4= o] Fo|x O ZHE| XMey olgo|r},

of AL % A2 FEje] AR >, AL, A2, A3 H A4 ZPE= o] N-EE Aspe Gln

=
w ool A1 R ALz Felel 2 AN, AL A2, A3 L A4 FAREE F Sh ool 2w
oslo] gith. Q¥ FANNN, AL A2, A3, R A4 FelHelol= Aol - eollo] A

A2 G o3 st ol ge] E

C
A13 Fefell A, B w2 a) i) Al Fe ol @A, i) A2 Fe =rl9l &= 2 iii) Al Fe =v9l &3

Ao} A2 Fe =Wl DdFAE JdZstE Al HAE E3ete Al ZERPE=; 2 b) i) A3 Fec EHld o=,
ii) A4 Fc =l wekal 2 iy) A3 Fe Zwol w9l A4 Fe =r< DJ%E 1 AAS = A2 YAES x3}s)
= A2 ZYHAES; D o) A5 Fe TWel GEAS s A3 ZHNE = A6 Fe =Hel o= 3

b A4 ZEEE; 92 d) Al ZEHEE, A2 FERE=, A3 iaHLFAE T A4 EEHEE d4dd
CCR4 A% =wels E3sts, A1l Fe Z=dQl 99t A3 Fe &H|¢l ©Al= Adtste] A1 Fe =HeS A
stal, A2 Fe Z=dQl @A A5 Fe =rd @&kdlls 438t A2 Fe =vlle dA4sH, A4 Fe Zw<l
ZFA 2 A6 Fe =wld dEgAl= At 2113 Fe =vldS PAshe=, Fe-dd 23 =gl #ZAEe] ddxoz

FSl

wege) A3 Fele] AR FAdolA, Al W A2 Fe wlsl BEAE 27 Al Fe el dlsh A3 Fe
WMol e Aboll o|FASE EHAshe HuA oA ey WES wFHa, A2 % A5 Fe Bl @
A= 27 A2 Fo 2WQ) BAISH Al5 Fe mul9l BAl Abold] olgASE EAshs guA oAl A

& wgelul, A4 @ A6 Fe mu) BRAE 27 A4 o el SAsl A6 Fo =9l EHA) Aol
AsHE FA5k 4ud oPA Hay RES TRU.

pud

i

fo ox o 1 rlz

A4 Fejol A, B e a) i) Al Fe Z=ullQl @34, ii) A2 Fe =dQ) A 2 iii) A1 Fe =d
Aol A2 Fe ®rdl 9FAS AAsE Al 9AS sk A1 ZEHE=; D b) i) A3 Fe BHQ vz
ii) Al4 Fc =9l @4 9 iy) A3 Fec ZdQl w19 A4 Fe =w|Q] o ﬂ dAAste A2 A ®
= A2 ZEFY=; @ o) A5 Fe =Wel dEAE x3stE A3 ZAE=; d) A6 Fo =Wl gEA =
e A4 Z2YFE=; 2 o) Al SYAE=, A2 SAY=, A3 iw‘ﬂ‘: T A4 ZEFE = 03_
CCR4 AgH Z=relS E@é}ﬂ, A2 Fe =Hol Tk el A4 Fe Evel dekAle A3 &
8}ﬁ xﬂl Fec ¢l w9l A5 Fe =Hlel kA= Adtsto]l A2 Fe EHeS A, xﬂs Fc Xm|ol
HQl kA= Adste] 2113 Fe =vs A8k, Fe-3dd 2 = FAZe dddo

2l
L X
S

ol Hil ol

oS o i o

wodgel A el AR ol A2 R A4 Fe ZHll SEFAlE 242 A2 Fe =) ghEAleh A4 Fe
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Rl GFA Afole] olFAStE FHXlshs FRA olFAst AYd REs Eestar, Al H A5 Fe =]l &
FA= 247 Al Fe =vQl d&FAIeE A5 Fe =]l ©&FA] Alolo] o]#A|stE Xk JRA o] »Ast ﬁE“q
4 BEaEes s, A3 # A6 Fo =]l @FAl= 22t A8 Fe =9l dgAek A6 Fe =rl]l @& Aol
of olFAstE FXoh= FRA olFASt HYd REs I

A5 FElellA, B e ) i) Al Fe Z=del @A, ii) A2 Fe =l @A, iii) A3 Fc Z=ud
G|, iv) Al Fe Tulel a9l A2 Fe =rl GZFAE AZ3 = Al HA; 2 v) A2 Fe =9l &)
oF A3 Fe =l @S Adstes A2 FAE Xt Al ZHMEI=; b) i) A4 Fe =HQl &gAl, ii)
A5 Fe Z=wlQl @=FA], iii) A6 Fc Z=ulQl @=kAl, iv) A4 Fc Z=wlQl @kl A5 Fe =wlQl @45 d94
ke A3 WA D v) A5 Fe =H9l wEA| el A6 Fe =Wl O34 E d48E A4 HAS T8 A2 =g
HME=; ¢) A7 Fe =HQ GFAS E3hsh= A3 ZEHE=; d) A8 Fe =vQl A& Xgst= A4 )
HE=; e) A9 Fe =HQl OFAE Edhate A5 ZEHWHE; ) A10 Fo =M dFAE st A6 23

= %) Al &-aﬂac A2 FYFE =, A3 ZYHAYE, A4 ZYPHE, A5 ZYHHE = A6 £
MAE o] A4 R4 23 =S X3ty , A2 Fe Q) @A 9l A5 Fe =rQl @34+ Adtate] A1

o

Fe =wls dAstH, Xﬂl Fo mw?l ©heFAlel A7 Fe =l d&FAl= Zdeste] 212 Fe =vls @At
A4 Fe Tl kAol A8 Fe vl @&al= Agsto]l A3 Fe =l @48k, 713 Fe =wQl @At
A9 Fe Luﬂ?l WA= Adete] A4 Fe =ddS FASaL, A6 Fo =rlQl d2A S A10 Fe =HQ] &A=
Agtste] A5 Fe =wQls @8k, Fe-@dd 2 =vQl ZAEe] Ad4ow w43 [Ads ¥ 24w

= NAIY A5 FElS] AR F A, A2 E A5 Fe EHd GFAE 47 A2 Fe 2HQl 99k A5 Fe
ol B Alole] ol@AEE Fxelt Aud olmAs MU RES ¥gela, Al L A7 Fe Eddl @
A= A7 A1 Fe W) wRAS AT Fe 2 WA Alole] AnA ol@AF ey RES e,
A4 D A8 Fe Eolel gEAE 24zt Ald Fo Eolel gAlsh Als B =9l WA Alole] oldAHE FA5
= o4 olgsh MEd RES Eeeha, A4 D A Fo mulel Bl 747k A4 Fo el weAsh Al
Fo %ol vl Abolo] Aud oldAs AuA mES LS, A3 % A9 Fo mulel g 247 A3
Fo =ulel BaAlsh A9 Fo %9l wabAl Aole] olRAstE Hleh: JuA olFAs Auy HES T
3, A6 @ A0 Fe EWR) BEbAE 22t A6 Fe mulel gAlsl All0 Fe EuQ) Bl Aole] o]akA|shE
A5 JuA olPAs AUy BES LI

Aol A, CCR4 AF &9l Fab B+ Wy E=HQ1o|t).

:l.L
o] A|13, A14 Z A15 FEHo] dF F
of A

oy ool A, CCR4 AF E=w9l2 3lit o] o] ZE|HE =9 ofnx
A Aol diola, 4y T4 CCR4 A% =w|2le schvolt}.

A,

ool A13, All4 2 A5 JEe] dF FHdel A, (R4 A% =Wl vy Z=rel 2 Gl =WdS 233
AL, Vg 2 Gl E=He AL A2 e A3 FERE =S ofw At AEe] Aotk Ay F@delA, (R4 A
3 wEEle Vi EvRlE FUbR xdstal, 45 FEdelA, Fe &Y A% =vdl AAlEe V =S EFe
v A4 ZYRNE =S e, A5 FdAol A, vy el F 1o AlAlE CDR-H1, CDR-H2 2 CDR-H3 A Q<)

< Xgsh= Vg =vele] CDR-H1, CDR-H2, 2 CDR-
H3E& =87, Vy =dele § 20 AN A9 vy 49 (DR-H1, C(DR-H2, 2 CDR-H3S ¥3%3k7An}, CDR-
H1, CDR-H2, % CDR-H3 M &E& A3 vy AL & 20 AAE A2 vy D3} Hojm 95% FA3ALY, o
T 97% BLIAY, HoJx 99% TAdAY, Holx 99.5% TAdAY, Vy B F 20 AAE A9 vy A
4 Eid=
BHoulbmol A13, A4 2 A5 FEjel AR 73
CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A Qe AEZS
V. AEel AlEZXE 9 (DR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 2 CDR-L3 MLEE& *¥F38t7}, (R4 23 =

X

o
et

oflefl A, CCR4 A7 Z=w|9le 3% 1o AIAJ¥ CDR-H1, CDR-HZ,
E3EAY, R4 2% =Wl 3 20] AXE A9 vy &

wele 3E 20 AAE &S] Vy A9 CDR-H1, CDR-HZ2 % CDR-H3E& E3ate Vy EwWlel 2 3F 20 AAR FF
A v, g9 CDR-L1, CDR-L2 ¥ (DR-L3S ¥ 338l v, =w9le ¥ 3ks)s, CDR-H1, CDR-H2, CDR-H3, CDR-LI,
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CDR-L2 2 CDR-L3 M&S AQdk Vy 2V, =mdl A £ 20 AAIE Ao Vy DV, Ad3} 2o]x 95% &

A3k, Aol 97% FLaAY, A% 99% sLdstAY, A% 99.5% A3, (R4 A =mldS X% 2

of AAE A Vy BV, AL NEE E3Hg).

ool A|13, Al4 2 A5 FEle 45 FdodA, Fc U 2 A FAEL (o6 ¢ A EWH =

ol 2 IgG Gyl A & = 2 X3, 16 Gl A Ed =H49e A o) A1 ZEHE
A2 Z e =e) N-2ete] 2gd,

[

el A, Al S AL FHel 98 PR, ClRAs Ak i fo wde) Rl § shie
G3 Erole] 7 22E FEE L Fe 2ol 9RA F O shtel (3 EHldle] 04 24 BEVE
g, FA4 2 RIS F 3 :

AR 24 EF7E Fo Ed] dA9 E55-8=F 45 FH3=5 A
= 354C, T366W, T366Y, T394W, T394F 2 F405W=4-E Ae=
Z2g S Y349C, T366S, L368A, Y407V, Y407T, Y407A, F405A
zohsit, A5 FHAA, Fe TWlel gdFA 5 3hubi= Y407Vt
U= T366We S354C2 E 33Ty,

Ho

Y

_>‘~I_‘

BN

) _1_‘>~_14
= i
fi

e

-

r 1r

w2

- Ee A3, Al R AL FEie] AR e, ofFAs deE mEd =]l &#Al T skl 63
Evl e S-shdE ofrmal B Fe =vldl @A & uE sukel (3 =]l W2 F-shdE obvedhs

23, S-ohae obuledt @ G-shAE ot Fo muldle] YA FeES 9N, A% T
)

olAl, Al F GFA D A3 Fe =Wl dEFAl= 22 D399K 2 K409D HE+= K409EE E39bstar, Al Fe
Eul @A E A3 Fe ZvlQl A 77 K392D ¥ D399KE TS, Al Fe =w|9l @A 2 A3 Fe
FA= Z7F E357K 2 K370EE Edtetal, Al Fe vl whFA 2 A3 Fe =wQl d&dA= 27

K439D5 ¥3Fslm, A1 Fe =Wl weEal 2 A3 Fe =vel v&kAE= Z7b K392E 2 D399KES

Z38tatar, Al Fe =H < A D A3 Fe =W @=kA= Zh2t E357K 2 K370DE E£38, Al Fe &W

G L A3 Fe =9l = Z+7} D356K % K439EE ¥ 3+slar, A2 Fe Twlel @&k 2 #l4 Fe ¢

SFAE 747} $354C 2 13660 S zéﬁt%, A3 8 A4 FEE =S 747 Y349C, T366S, L368A B Y407VE
A== IS

A2

_4_4

e
A

[e)

A, A3 2 A4 ZYRE == Zhz $354C 2 T366WE E3telH, A2 Fe =Wl wEA] 2 A4 Fe &4
kA= Zb2 Y349C, T366S, L368A = Y407VE E3F&lA Fe =l whgAd 2 A4 Fe =wQl whegA)
Z}7} B357K i E357RS X Esh, A3 2 A4 TEWEl=E= Zbz) K370D = K370EE X &3MAL, A2 Fe
Wl whFEA 2 Al4 Fe =) ©EAl= Zb7 K370D W K370EE EdetH, A3 H A
E357K B 357RS XA, A2 Fe =HQl @A 2 A4 Fe =HQl @Al 717 K409D B+ 1{40912E
shale] | A3 2 A4 ZYRNE|=E 247 D399K FEE D399RS EFE AU, e A2 Fo =l whaks 2

Lol wekA= zhzh D399K Wi D399RS el | A3 2 A4 ZRE| == zhzt K409D T K409ES

t rlr A S LS ol

2L
=
o
i)
re
u
r
Ir
N
N
N

oot P
o m 4

m é

o
A
rr

o] AlL3, A4 2 ALS FEje] AR FEdelA, Fe-@dd 23 m=Hdl AAlE W] st ot
2

& oargel A3, A4 BAS FEe] dF TR, Fe-dd A =E)l AAE W] sk ool YA
3ol oltt. A FHdA, 2ol E tE MES Zte EHPEHES £FIT: GGGEGGEGEGGEGGEEGEEEE,
GGGGS, GGSG, SGGG, GSGS, GSGSGS, GSGSGSGS, GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGGS, GGSGGSGGSGGS,
GGSG, GGSG, GGSGGGSG, GGSGGGSGGGSGGGGGSGGGGESGEGEGSGGEES, GENLYFQSGG, SACYCELS, RSIAT,
RPACKTPNDLKQKVMNH, GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR,
GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,  GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,
GGGGGGGG, GGGGGGGGGGGG =+ GGGGGGGGGGGGGGGG. L T ool A, /\ﬁﬂ olAE SEal ~FolA, dFE Eo, 4

W=l 3070, 8 WX 3070 EE 12 WX 30719 Al ZU|E o] Fozl oA 20719 =4l 7= o] F o
71 2= o] A o]},
2 agol A13, A4 2 A5 FEje] AF FHdoA, (R4 A3 =S HA 2&] Fc Z=wlQl d=Fa) ol
AAFEY. 5 FdAANA, AT 2H o] el

TE oA, Fc ¢l F Hojx 3} X 125304 Hox 3}

2] 5 ?tﬂ oA, 9)x 12539419 Zrzhe] ofm|xAal WE L [253A, 1253C,
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[253D, 1253E, 1253F, 1253G, I1253H, 12531, I253K, I1253L, 1253M, I253N, 1253P, 1253Q, I[253R, I1253S,
12537, 1253V, 1253W % I253YEFE SgA o= Hudrt, A FddoA, x] 1253642 242te] opn] At
HE -2 [253A0] T},

Woubmol A13, A4 2 A5 dEje] B FHolM | Fe =Hle F Hojx b= 1A R2920014 Hox 3}
o] ofuiAl WES ¥, AdF T, $IX R292014 ] ZhzZhe] ofmiAal W2 R292D, R292E,
R292L, R292P, R292Q, R292R, R292T % R292YZHFE] EZgHow Mudct, AdX FF oo, 9z R2920] A 2
Ztzke] opw]nal M2 R292POITE

el A3, A4 15 ¥ TR, Fe =l @A T skt o2 Ig6 A =wQl
Ig6 Ci2 A =W =gl R 16 G3 A &8 Z=vds 233, dF F>olA, Fe =rldl @FAl=

IgG A =], IgG G2 A B =79l 2 16 G3 A B¢ =rels 23ddct. 45 FdddA, 1=

=5
IgG1, IgG2a, IgG2b, 1gG3 % 1gG4

A
=
T

L e

o

77

HU
%
2
oL
M4
o
fr
e
An)
rx
)
i
©
oft
o
o

2] A3, A4 H AS FEfe] A FAdels, zhzbe] ZefFlEto]=ol M N-TE Asp= Glnl® =AW
olgt}.

& Egel A3, A4 5 A FEe] AN M, sk o]del EEFE == - gholalo] AefH o]
Ak, dF F>ANA, A7) EeiEte]=ol= -2 2hojilo] Aol o] gt

2ol A3, A4 AS FEje] A FAdelA, Fe-@d 2 =]l A= FA oJa st o4
of TP =) N-2d = C-Ede] ddd dRN-Ad A =E Fte 239

Lo

A6 Fefel A, & WL a) i) Al Fe =HQ] @A, ii) A2 Fe =wlQl @&k 3 iii) Al Fe =l &%
Algk A2 Fe =l GFAE A4t 715 38k Al F2WE=; b) A3 Fe =nAQl dFAE £33k
A2 ZERE=: o) A4 Fe =rlQl dFAE 38k A3 e =: 3 d) Al ZEfE = d49 Al
CCR4 AgH =mQl; R oe) A2 ZEFE= 9/E= A3 ZfE| = AZdd A2 CCR4 AF =rQlS E3ebs,
A1 Fe Tl kAol A3 Fe vl @&l Adsto]l Al Fe =vldls dA4dstar, 12 Fe =wlQl @kt
A4 Fe =wQl @eall= 2esto]l A2 Fe =vldls F4d8kH, A1 2 412 CCR4 23 =viigle doldt dde 2
gstal, Fe-3d 2% w=rlQl Al & Fe =mlQl 31 CCR4 23 &=rlQls 2t 2l vls A &4
A= (ADCC) 241, A &4 AE A2 (ADCP) B/Evs BA] &G ME=S(CDC) A4 Zshe

w7 e 2, Fe-del A% =6 AAEe SHow ),

A26 FEfelA, ¥ 2 a) i) A1 Fe =rel GFA, ii) A2 Fe =wQl @A, 2 iii) Al Fe =r]l &
FAlek A2 Fe =rlQ]l @A Adshs Al A Eshs A1 ZENE=; B ob) iv) A3 Fe =l T
A, v) A4 Fe = S#A], 2 vi) A3 Fe = SEAsh A4 Fe vl SFAE Adahs A2 978 £
b= A2 ZYPEI=: H o) A5 Fe =l SFAE £3st= A3 ZHPE=; d) A6 Fe =vQl d>AS
Eehs A4 FERE=; 9 d) Al FHPEE, A2 EHHEE, XHB ZEEE Ee Al e s A4
¥ CCR4 A3 =rRls 2gsks, Al Fo =d<l @alleh A3 Fe =mlQl dfal= ddtste] A1 Fe =rQls
@i, A2 Fe =rlQl @Ak A5 Fe vl &A= 73%6‘}@ A2 Fe m=rlle @dstH, A4 Fe =<
Aok A6 Fe vl SEAl= Aiate] A3 Fo =He FASta, Fe-@el A% = AAlEe ¢ Fe
=l 5 CCR4 A Erfle zhs FAlzel wis) & o= AE5ZAC0) A, A Ed AE Azt
S (ADCP) R/E= HA oEA AESACDC) 2ol Z3td Ed] 7eE Zhs, Foddd 2% =rdl 244

27 Fefoll A, B 2He ) i) Al Fe =dlel @A, ii) A2 Fe = @24 2 iii) A1 Fc =H<
Aot A2 Fe =HQl @FAE Addste Al HAE X33t Al ZLRE=; E b) iv) A3 Fe =dQl T

Ay
ot

2

v) A4 Fe =vlll @A 2 ovi) A3 Fe Z=wQl @FAeh Al4 Fe =] dFA S Adste A2 I7AE £dst
= A2 ZEFEE 2 o) A5 Fe =]l G#AS x3sk= A3 F2HE=; d) A6 Fe =l d#AS 23
st A4 EEHEE; 2 oe) Al FYRE=, A2 ZYFEHE, A3 ZFHE T A4 S dZ2d
CCR4 2t =vidls Eests, Al Fe =]l @Aeh A3 Fe =vlQl @&all= 296kl Al Fe =vdds E4
stal, A2 Fo =wl Aok A5 Fe =dQl @A ddste] A2 Fe =HS& FAdstH, A4 Fe =rd
Aot A6 Fe =)l &A= 2dsto] A3 Fe =wls F48tar, Fe-3 2% =rldl e &4 Fe =
HA CCR4 A =rlle zhe Azl ofs vehuA &= A2 248 2Fshe, Fe-3d 2% =r”d

HAEe 5HoR 3.
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A28 FejelA, & AL a) i) Al Fe =W 9=FA], i) A2 Fe =rQl @A 9 iii) A1 Fc =HQl @&
At A2 Fe =HQl GFAES Ad4st= Al IAE Eoste Al 2YRE=; L b) iv) A3 Fc Z=dQl T,
v) A4 Fe =] @A 2 vi) A3 Fe =HQl @A e} A4 Fe Tvld GFAE AZdste A2 FAE 233
= A2 EYPE=; 9 o) A5 Fe W GFAE 2= A3 ZYHEIE; d) A6 Fe =HIQ dFAE 23
b A4 ZEFEE; 9 oe) Al ZEUHEE, A2 FYHPE=, A3 ZYUPEHE EE A4 ZEHE = AdZH
CCR4 23 Z=vdS 283tE, Al Fe T TFAe} A3 Fe EWQl DA Ajtste] Al Fe EWdS A4
&tat, A2 Fc =9l wreFAe} A5 Fe Z=vlQl @kl Aste] A2 Fe =Hde I, A4 Fe =dd &
FA ot A6 Fe =rlel @=FAls Agste] A3 Fe =Wlds A, F-gdd 4% = FAES 54Jo=

A% =W AR Yas TPHE AL wF S 5o S,
= oa) 1) Al Fe =W

Fe-3t9 A% w=wel A& Hojx 50 2% A i1) A2 Fe EWQl wEkA 2
iii) A1 Fc =d¢l @9} A2 Fc =HQ GFAS dZ3tE= Al HAS st Al ZYHE=; 2 b)
Sel FEEAQ A4 Fe EWQ dEAS

iv) A3 Fc vl ©=A, v) A4 Fe =Wl
Adshs A2 FAE EFstE A2 FHHNEE; 2 o) A5 Fe BWldl g AE x3ate A3 FEHE=; ) A
6 Fc muel e = 9 oe) Al ZYHAE =, A2 ZYPEE, xﬂS ZYHPEE ==
A4 ZHAE =S AZAe = (R4 A =vlels 2g3ty, Al Fe =del el A

gtste] Al Fe Z=HIRIE FAdstar, A2 Fe =w|9d %%Eiﬂsa} A5 Fe Z=rel Gk = Z:i;js}o# A2 Fe Z=H <l
g8ty | A4 Fe ZrlQl dFAel A6 Fe 2l @FAle A8t A13 Fe =w|ds A3

kA 2 ovi) A3 Fe

A|30 Fefoll A, = A2 a) (1) i) Al Fe =dld ©=A, i) A2 Fc =w<Ql w4 2 iii) Al Fc Euﬂod
gFA et A2 Fe =H)l @FAE dAste FAE 2 Al FWEE; (2) iv) A3 Fe E=vQl o
v) A4 Fe Z=wol whekd 2 vi) A3 Fe =w¢l whakA) XM Fe Eﬂﬂol SGHAE ddse A2 HA
E A2 ZYFE=; 2 (3) A5 Fe =Wl vk 3}3] ; (4) A6 Fe Z=HQl &
ebi= A4 iﬂ)‘”ﬂ—: 2 (5) Al ZYHE=, A2 %BP“HE, 1 iﬂ]*‘”ﬂc T A4 E2 3
St CCR4 Ad =Wle Wdsts 5 AEE gt dAl(o17]1A, Al Fe =HQ @=Aeb A3
deEA e Aggsle]l Al Fe TS P8k A2 Fe =Wl ©aA4|$} A5 Fe ol waA|= Zgtalo] A2
KeN

il
'
o
- ol
rlr
2
w
e 1
_rg
‘u_d
_YE
In

Fe W91 @43, A4 Fe =]l GRSt A6 Fo wvjel DAl Adstel A3 Fo £Me 430,
AE W 3o Fol Fe-de AF £l AABS] Mo 50 Be FRAOE FAY), L b) AX W
AR Fe-de AR B AAES AAGE BAE Tehs, Fo-dtq A% moldl AAzel Az
e 5How d,

wowe] Alge, Al27, A28, A20 W A0 Fele] A% FHaNA, AL P A3 Fe LWl GFAE 47 Al
Fe wolol ehapalsh A3 Fo Q) Baka] Abolo] olAlshE SAshs 4uA olFA s ng BES X

b

3, A2 2 A5 Fc Z=vl G@FAl= Z4z) A2 Fe =dWQl @A 9F A5 Fe =9l ©@&FA] Alole] o|FA|sE F
Aate ARE oAz} NelAd nES ¥day, A4 g2A = 247 A4 Fe EHQ gk
o S

e
2
()}
T
(@]
oy
=
0,
A& JW

A6 Fc =9l T Alole] olgFA|stE X shE R4 o|ZFAs) A
2 odgo] BE o] AR T A, Fe-dd 23 = FAELS A FIAFE zhev, wEA,
2 A, Fe-ad A% =d¢l ZAELS I3 RAHE F Fe-Edlel o=k 40%, 30%, 20%, 15%,

10% =& 5% vwke FAslE),

Boubgo] e okpjo] AR oA, Fe E=HQl ©EEAE CH3 =d|<lo] Ho) 1070970, 870, 770, 670,
S5, 471, 370, 271 Ee e @l olmxAl WElE zhe = 53a(AE WS 43)9 oln|wgt Ads

Boubgo] nE okejo] AR FHA A, Fc EHel ©@EEA= CH3 =wdo] A 1070970, 870, 770, 671,
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Z3eE VH =W, 2 F 20 Z1A4E A VL A9 (DR-L1, CDR-L2 % CDR-L3& X ¥st:= VL =rels ¥

otst=, CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 % CDR-L3 A €S Al<lgk VH 2 VL EwWQl AEL & 29 7]
AE FA] VH L VL AE HJoj 95% & 98% Tk VH =wQl e scFvie & 29 7A€ A9 VH
2 VL MG AEE E3ert.

A4l, A2, A43 D A44 G Hed LB = ol e gastate AL FAF B 7R Ee] Q)
=

=g ZYEFPHE T o= shvE dsgste @S x3ste 2d 9y A4 e 3d 9y E sk F
FAE; A VL =doS g ZYHAE=E d3dlele Al EAH(dE E9], A VL TYel 2 A
(L =dels ¥l ZEYPEHEE dsgste ik F2HE F712 d§ste 55 AX; &4 VL =d9 2
FA CL EWfls xEete ZHFPHEE dusete At AL FUME et 55 AE; 1070 olste &
Y ofmiAt EAWOIE Zhe IgGl Fe =HIQl 9FAE L3ste FEPE=E daslels dak BAE F1=
iole S AXE; 107] olsle] wd ofuxAt EdWelE Zh= IgGl Fe =WIQl ©EAE X3st= 2 3HE
cE dsgtste @A BFAE FUMR Fste S5 AR 1  J1AEY Aok, vdFd F>delA, 1g61 Fe
EwlQl @EEAE CH3 EwQlel 1070, 871, 671 B 470 o]ste] @ ofnjiil EAWOlE ZHe AE WS 42,
43, 45 @ 47 F o= 3h}e ofm Al AL XE &),

i)
re

AE= EE FUAES BEA F ool= S Egsht ot 2y =@ /Aol

3z
= |
Stk chFE TN, FelWEIS ] 406, 308, 206, 106, 5%, 2% VLS Mol htel Fmag gt

2ol Al41, A42, A43 H A44 FHY ZEFEE=EE 2ol VA" g Fe-dd AF &=
Ao ZA sttt mEkA, AL UK A40 GE] F o= s ZEREIE, dE 4
F3E £ e AES B 2o A41, A42, A43 L A4 FH F o= e ZEREY =S ¥gEAY, o]
YHPE =R o] FofA 4= Q).

2 el BE GEoA ARESY] 9% thE 83 ZHEFE =T (E 5], Y407T Y407A, F405A, T394S,
T394W:Y407T, T394S:Y407A, T366W:T394S, F405T, T366S:L368A:Y407V:Y349C, S364H:F405ARF-E] MelE )
U, 27 e 3709 55 FA4ske EAdHolE 2te (dE Eo, 871, 670 570, 47l == 370 olste] '
oful Ak X8 Zhe AE WME 42, 43, 45 2 47 F o= 3t opu| it IS EFEAL; o]2 o] FofF)
Fe =vQl dZAE 2338t ZYPH=E 2§}, ojgfs e =e A9 os 1 44 2 3% 4BEFE
0, 27 =5 379 dHs Edniels 283 5 ).

o] BE el Fe =wQl dEFAe] R = AF(AE o, 1071, 870, 67 = 47) olste] &

et
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A ohuAl AFS (A E Eol, CH3 ZrdlolAnl) zh= Ad M 42, 43, 45 9 47 T o= shte] oAt
Aqde e Fo =l g@A)e B opeil A& i A tshe] E345K R E430G ofr]wAb g
ZF 3 = B EFE M 4 du. E345K 2 E430G o}t X3k Fe =d|ol gFAEtE S/ 4 9
.

o

Fe-g¢l Agh =rl Aalze] B Eelol 7= flom, 7] Fe-3<d A =r]l AAle

a) 1) Al Fc =9 w4

ii) A2 Fe Z=mol wakA)],

iii) A1 CCR4 =3 A% =, 3

iv) A1 2 A2 Fe =Ml @245 Adsts JAE s71s Tdshs Al e =,
b) i) A3 Fe =ml wheA)],

ii) A4 Fc =l oA,

iii) A2 CCR4 T4 2% =vd 2

iv) A3 2 A4 Fe =9 GFAE AZ3te IAZ 2= A2 2P =

¢) A5 Fc W9l @A S Fdats= A3 ZYFEE;

d) A6 Fc =H¢l dAE £33 A4 ZYHEol=;

e) Al CCR4 A4 2 =S ¥t A5 ZHPEl=; 2

f) A2 CCR4 A4 2 =v9S 3= A6 ZHe| = x3sly

1 2 A3 Fe TWlel d&ZAE= &4 A1 Fe =rdS FAsta, A2 2 A5 Fe =9l g3 g4 A2 Fe
Twels AAEH, A4 =D A6 Fe = wekA= 34 A3 Fe =MAS FAsta, A1 CCR4 =4 243 ©w
Q17 A1 CCR4 Al 2% Z=vlde A Al Fabs B3, A2 CCR4 53 A7 =w|Qla} #12 CCR4 F A7
EHle 7 A2 Fabs A},

ohFst FEo A Al L A2 ZERE|=E Ado] sYstar; A3 2 A4 ZFE == A de] FUsH; A5
2 A6 FYHAE == Ade] Tt Al 2 A2 ZEHPE =T Ado] T, A3 % A4 FEHE == A
do] FYsta, A5 E A6 ZHE =T Ado] L, 747t Fe Tl ©ekAle] CH3 =l o) 871,
770, 670, 570, 470, 370, 270 = 109 g ojuxt X8-S xehelar; Zhzhe] Fe =9l dEkA|e] CH3 =
Wele A7t IgGle] ofvi=t A= wjwste], Ho) 871, 770, 670, 570, 470, 370, 270 EE 109 ©d ofn|
Aab X8 xgel; Fe Tl wEAlE ZHzt s9doz2 ) Ho 1070, 871, 70, 670, 570, 47, 370, 270
EE RS g obiat &S s A WS 42, 43, 45 R 47 F o= Fhe] opvnat NAE EFEkAL;
o obr] et il%‘rﬁ CH3 Z=w|loek 9lom; A1 E A3 Fc = TEA= A1 2 A3 Fe =HQ WA A
ole] FFolFATE FX o}L Aol 870, 770, 671, 570, 470, 370, 270 HEe 1UHe @ oAk X3S xE
3t A2 2 1115 Fc Z=wlQl @&FAl= A2 2 A5 Fe ZWlQl Wk Alolo] o|Fo|gAstE FXsh= A 87,

70, 670, 570, 47K, 374, 2711 T 149 @ opr At X8-S x|, A4 H A6 Fe =HIQl wEAlE A4
2 A6 Fe Z=d|l Tl Atole] o]FolgAstE Hxak= Aol 870, 770, 671, 570, 470, 370, 27 E= 17H¢]
o] oln|wAb X8-S EEhEbal; Eio]ah*@@- 3 X3S F 44 9 ® 4B XFoRHE AEEy; o

ZolFA 3 S EXE Xee § 39 XstogRE AEHC,
Fe-&¢ 2% LHld A&l gt 7= o] glom, 7] Fe-3d A% =l A=
a) i) Al Fc =wl gk,

i) A2 Fc =W kA,
ii1) #11 CCR4 2 2% =dved, %
iv) A1 2 A2 Fec =Wl GHFAE ddsts HAE st Al ZENE =

b) i) A3 Fc Z=wlQl whekA],
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1) A4 Fe =vlQl whega,

iii) A2 CCR4 &3 2% =dd

iv) A3 2 A4 Fe =Rl GFAE Adshe FAE Xt A2 FEHE =

A3 ZEPE=; 9

A4 ZLFE|=s E3ete;

¢) Al5 Fe =mlQl SEFAleh A1 CCR4 4 2 =vlelS

el
o
QL
e

T

}_

A1 F A3 Fe =9l d&Al= A Al Fe Zvlde dAsta, A2 © A5 Fc =dQl d&A= &7 A2 Fce
ool FAsH, A4 2 A6 Fe ol @A 7 A3 Fe =wW9S P8k, A1 (R4 53 23 =v
A7} A1 CCR4 A AF =vide §7 A1 Fabs A3, #|2 CCR4 T3 A3 =W} #l2 CCR4 A A
Lwele 37 A2 Fabs: A3,

rlr

[«0

d) A6 Fc ZwlQl @9}l A2 CCR4 A 2% =vas £

ol

Fe-3el A3 =wdl AAlEo] w3 7|AE o] low, 7] Fe-3d A% =l A&
a) i) Al Fc Z=wel k),

ii) A2 Fc =v wakA)],

iii) A1 CCR4 =3 A% =ul, 2

iv) All 2 A2 Fe =7 dZFAE o

iih)
ol
rir
ol
N
it
Hel
oot
ol
rir
2
=
il
o
)
o
[

b) i) A3 Fc =9l wgA],

ii) A4 Fc =v wakA)],

iii) A2 CCR4 =3 A% =] 2

iv) A3 2 A4 Fe =vQl GFAE d4dstes
¢) A5 Fe =vQl dZFAE g3t A3 =
d) A6 Fc =] SFAE X3k A4 £
e) Al CCR4 B 2d Z=rQls x3shes A5 &
f) A2 CCR4 A4 A =vlde Egaet= A6 &

A1 Z A5 Fe =9l @&Al= A Al Fe =vlde dAsta, A3 E A6 Fc =dQl d&A= 7 A2 Fce

Trols A, A2 L A4 Fe EWQl wekAlE &7 A3 Fe =|¢1S PAdsta, Al CCR4 2 23 =n)
A A1 CCR4 A AF =vd2 A Al Fabs FAsIH, A2 CCR4 T4 AF =wdy) A2 CCR4 A A%
Lujole 34 A2 Fabs A 3o},

gheket FHAeA A1 D A2 FYFE S Ado] FUstaL; A3 2 A4 ZPE=E Ado] FdsH; A5
2 A6 %EP“FAEL Mol Fdstar; Al L A2 ZYHAE=E o] FUdH, A3 & A4 ZYFE| == A
do] TdstaL, A5 & A6 ZYUHE=E Ado]l FAsH; Z7be Fe = @EFAe] CH3 =wd2 FHd) 87

74, 670, 570, 47, 370, 270 E e ©d opwneal X3S xFetar; 7b7be] Fe m=wQl whFAle) CH3 &=
1902 Q17F 1gG1o] obmieat A} vlaste], Hd 870, 770, 670, 570, 470, 370, 270 HE&= 109 @ ofn|
28-S ZEste; Fe B=H¢l wEkAE 242 =gx o=z A 1078, 870, 70, 670, 570, 470, 374, 27K
1709 vl ofmat X3S zh= A WE 42, 43, 45 9 47 F o= e ojunat AdS ¥ eslal;
opu| At XS CH3 mWlowt glom; A2 % A4 Fe =H]l DEEAE A2 2D A4 Fe EwlQl vk A}
1o] sEolgAstE HAsk AW 8, 70, 670, 570, 470, 370, 27K m 1ROl w@d opvlmal A ghe 23
a3 Al 2 A5 Fe BWl A= A1 2 A5 Fe EWQl Tk Ato]o] o] Fo|#HA|stE ZHst= A 871,
70, 670, 570, 470, 370, 270 HE 1709 v ofm Ak X3S xE3kele | A3 @ A6 Fe B¢ wEkA|E= A3
9 A6 Fe =Wl Tk Atolo] o]Fo|FAstE X8k Adl 871, 7, 670, 571, 470, 370, 27) EE 149
T obmAt AgE EdFetaL; FFO|FASE ke AT ¥ 44 2 ¥ 4B AFomRE e o
FolFA B 278k= NS F 39 AFowRE Aud),

i)

U
o m9 s rL o =

O

=

Fe-g Agh =rl AAlzo] &3 7Aso] glon, 7] Fe-3ed 2Ad L=l A=<
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a) i) A1 Fe Z=wlQd A,
ii) A2 Fc =vQl oA,
iii) A3 Fc = o=,
iv) A1 CCR4 =2 AF ZHQl,

v) Al % A2 Fe =vlQl GFAE Adsts d7 3

il
re
iih)
o
rir
o
N
il
Hd
%
ol
rir
2
—
il
ik
s
fuj
[

vi) A2 2 A3 Fe Z=mel A
b) i) A4 Fc =rlQl @A),
ii) A5 Fe el vk,

iii) A6 Fc =m|ql whaka),

iv) A2 CCR4 Z4 A3 =<,

v) A4 B A5 Fe =vlQl GFAE ddsts FA 8

vi) A5 R A6 Fe =rQl dFAE AZdste FAE s A2 EPEE;
c) A7 Fc =W dZFAE st A3 ZFE S,
d) A8 Fc =vQl @FAE ELdtalis A4 ZHE =,
e) A9 Fc Z=vQl ©FAE ELdtals A5 ZHWE =,

f) AJ10 Fc Z=Hl @FAS x38t3l= A6 Z e
g) A1 CCR4 A4 AF Zuele xesls A7 Z23
&

h) A2 CCR4 A 23 =uds zdste A] =

d

o
o

A1 8L A7 Fe =Rl SRl 3 Al Fe =wls dAdstal, Al4 B A8 Fe =vlQl @&Als g A2
Evdle dA4sk, A2 B A5 Fe ©@FA= @7 A3 Fe =vde @4dskar, A3 2 A9 Fo Z=vldd aA)
S A4 Fe =rllS dAstH, Al6 5L A0 Fe SFAl= 7 15 Fe =dde @/gdskaL, A1 CCR4 T3 2%

(A

rr

—

h=} H
Tl 9 Al CCR4 A Aj =wle &7 Al Fabs A8 A2 CCR4 S 23 =vld 2 A2 CCR4 4
H A =HQle 7 A2 Fabs BTt

e FRGeIA: AL R A2 EelHE s qde] $Ushn; A3 % A4 EAAEEE Aol TR A5
% A6 FeAE s Adol st A7 R Ay Felfe e Ado] SUse; AL R A2 TR SE A
3 el gEl s o] Bsa; A7 2

e
< Fo 87, 770, 670, 570, 470, 3
A, 270 T e 9 oluiAl X3S EFbelar; Z47be] Fe E=wQl ©EFAle] CH3 =9l QIF IgGle] of
w2k qd@ vlaste] ) Hol 8, 770, 670, 570, 470, 370, 270 HEE ] @ opnnAit X 3he EEEhH;
Fo =l geFAs Syzoz, A 1070, 870, 770, 670, 570, 470, 37K, 270 H=& 109 @ ofmiit X
3s Zte MY WS 42, 43, 45 B 47 F o= 3] opn| At M ES xdhela; @ ofw gk X3S CH
LuQlent glom; A2 B A5 Fe =wlQl dZFAle A2 B A5 Fo vlQl @A) Alolo] FFolgAstEs X
sk A 87, 7, 670, 57N, 470, 370, 270 T 1S 9 ofuAt X $E ¥Fhelal; Al W A7 Fe E
A A= AL 2 AT Fe ZulQl @A Afolo] olFo|FAstE FXsk= Aol 87, 7, 671, 57, 471,
3, 270 e e 9 opn Al X3S zIketw | Al4 9 A8 Fe =Ml 9k A= Al4 @ A8 Fe =M<l
FA Abole] olFolFASE X8k Al 87, 70, 670, 570, 470, 370, 270 EE 1S 9 ofmeAtk 2|3
< X¥star; A3 2 A9 Fe EWQl ©gFA= A3 R A9 Fe Tvd DA Alolo] o] Fo|FA|sE HX =
870, 70, 670, 570, 470, 370, 270 TE 1R v ofm| Al X8-S ¥3HEhH; A6 L A|10 Fe =)
FA= A6 2 A0 Fe =rQl DA Afolo] o]Fo|FAStE FHxlst= Hu 87, 70, 670, 570, 470, 37, 2

M e DR @ opredt A ghs 2Fetar; oA HAse A9 E 44 B 3 4B Aoy
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a) i) Al Fc Z=vSl gk,

ii) A2 Fc =l wekA)],

iii) A3 Fe =gl whaka),

iv) Al CCR4 F2 A% =vlel,

v) Al 9 A2 Fc EWQ] GFAE ddst= 274 2

vi) A2 2 A3 Fe &M 9@FAE ddsts FAE 2¥ste Al 2PEE;
b) i) A4 Fc =l chagkA),

ii) A5 Fe Z=wlQl v,

iii) A6 Fc =m|ql whaka,

iv) A2 CCR4 Z4 A3 =d<d,

v) A4 5 A5 Fe =vlQl GFAE ddste FA 8

vi) A5 % A6 Fe =l GRFAE ddste FAE 2t A2 EeHEE;
¢) A7 Fc =ml 9AE x3shs A3 FEPE =
d) A8 Fc =v dgAE 23sts A4 ZPE =

e) #19 Fc TwlQl whakA|e} A1 CCR4 A4 A3 =rldS 233t A5 el =; o

2L

f) A10 Fe Zwlel @akA] 9 A2 CCR4 A4 23 =vdS g3t A6 ZPE| =8 ¥ sy,

A1 W A7 Fe = g&ZFA= A A1 Fe B=vds P38, A4 R A Fe EWldd dZgA= A A2

9 w 37 A3 Fe EHAS s, A3 L A9 Fe =9l whek|
A A4 Fe =HIQlS B8, A6 2 A10 Fe DA T4 A5 Fe EWdS FAsaL, A1 CCR4 F3 AF
Zool 2 oAl CCR4 A4 AF Z=vel2 g4 Al Fabs A3sIH, A2 CCR4 T4 23 =d<l 2 A2 CCR4

A5 Fe @A

Fe-ael A3 m=wdl AAlEo] w3 7|AlE o] dow, 7] Fe-3d A3 =l A&
a) i) Al Fc =HI¢ vk,

ii) A2 Fc =<l kA,

iii) A3 Fe =mQl wakA

iv) Al CCR4 F4 A% =<,

v) Al 2 A2 Fe =vQl 9245 d4sts dA 2

vi) A2 % A3 Fe =rQl dFAE AZdste ZAE E¥ete Al FZPE =,

b) i) A4 Fc Zw|el ks,

ii) A5 Fe =<l whakA],

iii) A6 Fc Z=mlQl vk

iv) A2 CCR4 T4 A7 =l

vi) A5 2 A6 Fc ZvlQl ©FAE Adsts JAE 2Fste A2 ZYPE =,
c) A7 Fe vl dFAS g8l A3 e =,
d) A8 Fc =9 @FAE x3ste A4 e =;
e) A9 Fc M9 @FAE x3sle A5 e =;
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f) 10 Fc =Hl @FAS x3hsl= A6 ZNE
g) Al CCR4 A4 A3 =uele xesls A7 Z2 3
h) A2 CCR4 7% AT Tde Edal= A8 Za

AL H A4 Fe =HQl dFA= 2 A1 Fe =vlls FAskal, A2 2 A7 Fe =#< &A= A A2 Fe
Q F

=S FAstY, A5 L A8 Fe wEA|= 3 A3 Fe =WelS A, A3 L A9 Fe =d¢l A=
7 A4 Fe =WS dAAdsty, A6 2 A)10 Fc ©#A= 7 A5 Fe =WelS A8k, Al (R4 =4 2%
¢l 2 A1 CCR4 A 2 ZHele 3 Al Fabs dAAdshH; A2 CCR4 =2 A3 =<l 2 A2 CCR4 74

) A3 =1L 37 A2 Fabs FA3sitt.

tekst FaEoA: Al L A2 ZYFE = Hdo] Fdtar; A3 E A4 ZYPE == MFo] FLsH; A5
2 Ao ZEHME| = A do] Fddta; A7 2 A8 ZFE = Ado] Y Al 2 A2 ZENE =& A
do] Fdsta, A3 E A4 ZPE|=E Ado] Uy, A5 & A6 ZPE|=E A do] FUstar, A7 L
A8 ZYRNE| == o] FYslH; e Fe Wl vk el CH3 =wele ) 870, 770, 670, 570, 470, 3
M, 270 e 1l @ opnaAt X#S yekstar; Zhzhe] Fe Zul9l wEEAle] CH3 =vl2 QIzE IgGle] of

stef, ol 870, 770, 670, 570, 470, 370, 27 & 1Ufe] @ opmwAl X|ghe XTSI,
Zrzy =PAow Ao 1070, 870, 70, 670, 570, 470, 370, 270 EE 1/Re @ ofunn
d WS 42, 43, 45 B 47 F o= ] opu Al MEE et Y ofn| b X $hS
om; A1 % A4 Fe ZvQl @FA= Al 9 Al4 Fo =Wl ©=FA] Alo]o] FFolgAstE
Zdst= AW 87, 770, 670, 570, 470, 370, 270 EE 1709 @ olm|xAk X8-S ¥ &star; A2 D A7 Fe
TuQl ©FAl= A2 E A7 Fe =Wl Tk Apolo] o] Fo|gA|SE FHXske= A 871, 7, 670, 571, 470,
370, 270 = 1he 9 ojmAt XgS E3Hek; A5 2 A8 Fe Mol GEAlE A5 2 A8 Fe kel
FA Abole] o]FolFgASE HXsk= Al 871, 7, 670, 571, 470, 370, 270 EE 19 @Y ofn| =t X
xgstar; A3 2 A9 Fe = @Al A3 2 A9 Fe =HlQl G Alo]e] o]Fo|gAgtE 35t
87N, 770, 670, 570, 470, 370, 27 = 119 9 oAk xS zEsH; A6 D A10 Fe E9 ¢l
ZA = A6 2 A0 Fe Euﬂo G Alole] o]FolFEABtE HXEE A 84, 77H, 671, 570, 470, 370, 2
AN EE ] 9 ofv At X3e X FelaL; TEFO|FASE FXde XS X 4A B X 4BS] XFoRF
B AMEEn; °1%—°1%Ex41§}—é F8hE A # 39 $oRHE] HEFr),

=)
ke
—r>:‘
X
ne
iJ_
=
e R

i

AU, rL% r.n

= o

Fe-ael A3 =9l AAlEo] w3 7|AlE o] low, 7] Fe-3d A% =l A&
a) i) Al Fc =HI¢ vk,

ii) A2 Fc =<l kA,

iii) A3 Fc Z=m<l kA,

iv) A1 CCR4 F4 A3 =v<l,

v) A1 8 A2 Fe =HQl 9FAE d4ste 9A 2

vi) A2 2 A3 Fe ZvlQl ©FAE Adsts JAE 2Fske A1 ZPE =,
b) i) A4 Fc Z=wlel whakA

ii) A5 Fe =<l kA,

iii) A6 Fc Z=mQl vk

iv) A2 CCR4 =3 A7 =w<l,

v) A4 Z A5 Fe =l @S ddssE 3A L

vi) A5 2 A6 Fec =rel dA2 ddss PAS et A2 ZYPES;
¢) A7 Fc =Wol dEAS E3ate A3 ZHPEIS;
d) A8 Fec ZH|¢l dEFAS L3sl= A4 ZNE =,

e) A9 Fc Z=vQl Tl A1 CCR4 A 2% =dlS EEst= A5 ZFHE =, 2
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f) AJ10 Fe =Hl9l whakA] 2 212 CCR4 A4 2 TS 35t A6 ZENE| =S £ g sy,

Al D A4 Fe =H9 dFZFAE 3 A1 Fe =S dAstar, A2 @ A7 Fe =H< v2kqs 34 A2 Fe
=W PAste, A5 L A8 Fe TdFAE A A3 Fe =vldS gAdsta, A3 2 A9 Fe =vd dEAl=
A A4 Fe =r91S dAeH, A6 2 A10 Fe SFAE= 3 A5 Fe =S dAdstar, Al (R4 54 2%

1ol = A1 CCR4 A2 2% w=u]ole 3 Al Fabs FAsk™: A2 (R4 =2 2% ww]el 2 A2 (R4 74
g A% =S 37 A2 Fabs 343},

Fe-ael A3 =wdl AAlEo] w3 7w o] low, 7] Fe-3d A% =l A&
a) i) A1 Fc Z=dQl &),

ii) A2 Fe Z=wQl o),

iii) A1 2 A2 Fc =H @A Adsts IAS 2¥she Al e =,

b) i) A3 Fc Zwel kA,

ii) A4 Fe =vl oA,

iv) A3 2 A4 Fe =rQ GHAE Adsts IAS 3= A2 29

c) A5 Fc =rQl ©=FA| ek Al1 CCR4 S22 B
d) A6 Fc Z=vlQl wHeFAlel #12 CCR4 -2 A3t Zrlels x3ehe A4 ZEHE =
e) Al CCR4 A3) As; =rlds xste= A5 FPE =, &

f) A2 CCR4 A A =vle xste #l6 ZERE| =5 235y

A1 g A5 Fe =l SFAl= 37 Al Fe =rljle @dskar, A3 B A6 Fe =vldl &A= A A2
ZHRls A, A2 2 A4 Fe Z=u] dFAl= A A3 Fe =S FAdsta, Al CCR4 T3 23 T
13} A1 CCR4 A4 29 =wle 37 Al Fabs B8k, A2 (R4 F3 2% =3} 212 CCR4 H4 2

TRl g7 A2 Fabg /g3y,

g TN AL B A2 ERE = Adol Bdska; A3 B A4 EeE = el Tt A5
2 A6 FWE = Mol sdska; Al B A2 EREEE Ade] wdate, A3 R A4 FEHEEE A
Aol Fdshar, A5 R A6 EFeHE = Aol FAskH; 747kl Fe Bvl]l @Al CH3 =rljle A 8,
7N, 670, 5, 47N, 3A0, 270 HE= RSl B ofmlieal X &E aEghetar; Zhzte] Fe Eﬂﬂod A e CH3 =

oo elzk IgGlQ] o}n] Ak Aﬂoﬂﬁr Hlaske], Hdj 871, 770, 670, 570, 470, 370, 27 =

=8 7y =YX oz Hd 1078, 870, 770, 670, 57H, 478, 378, 274
= MT 42, 43, 45 H 47 T o= S| oprit MES EFHefarL;
o ofr 2t i] 32 (CH3 EUﬂ*’JOﬂ gom; A2 9 A4 Fe =<l GFA= A2 2 A4 Fe =d9l whgga] A
ole] TFolFASE st A 8A, 77, 671, 570, 470, 370, 270 HEx= 1] T olunAk XFS xF
star; A1 % A5 Fe =9l dAlE A1 D A5 Fe =R @A Alol9] o]Fo|ZFA|sE Fxlste ol 87,
74, 670, 570, 470, 37K, 270 EE= 1789 wd opm| Al X3S F3EH | A3 D A6 Fe =wel whEEA|= A3
2 A6 Fe =mQ ek Alolg] o]FolakA|3tE =Xet= A 870, 770, 670, 570, 470, 370, 270 =& 179
o opm| b X3S Edbelal; TFOIFASE FX18kE AT ® 44 9 F 4B Ao R NE MY Hm; o
To|FASE FR5= A2 F 39 o2 RE M),

|
—
Y
1o
Fﬂ
O
[0}
o
E
o ko
o>
(£
N
ﬁ
o
xf
FM‘
X
we i

H“‘rﬂ

Fe-gd Agh =rl AAlze] w3 7|Aso] glon, 7] Fe-&ed A3 mvel A=<

a) i) Al Fc =S kA,

ii) A2 Fc =gl whekA),

iii) A1 CCR4 &4 2% =w<l 2

iv) A1 9 A2 Fe =WQ] 9=FAE Adsts FAE £t Al Z2HE =,
b) i) A3 Fc Z=wlel whakA

i1) A4 Fc =Wl kA,
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iii) A2 CCR4 T4 2% =l &

iv) A3 2 A4 Fe =WQ] @=FAE Adsts FAE ¥t A2 e,

c) A5 Fe =HlQl gegAlel A3 CCR4 w3 A =vlele xEdhehs A3 Z2HE =,

f) A6 Fc =d] oA A4 CCR4 A3 AF =vlde x3ste A4 ZPE =,

e) Al CCR4 A A3t =rlQls 2338k A5 ZEHE =

f) A2 CCR4 A4 A3 =ds Eah= A6 2 PEI =]

g) A3 CCR4 A4 A3 =vfde Egsles A7 ZYHPEE; F

h) Al4 CCR4 A AF =vQlS xdehs A8 FEHWE =5 X33ty

A1 B A5 Fe =Rl A= 3 All Fe =Wls F4star, A3 B A6 Fe w9l @=FA= A A2 Fe
Ewels FAsH, A2 2 A4 Fe 93A= 9 zﬂS Fc E=melS dAsta, A1 CCR4 A4 2 =wel 2 A

€] S EL
3 CCR4 2 2% =S 37 11 Fabs BA3HH, A2 CCR4 A 28 =wl9) 2 #l4 C(CR4 4 A% =
°1e 37 A2 FabZ & Astir, A3 (R4 A 2% =l 2 Al (R4 52 2% w=vlle 37 A3 Fabs
el A4 CCRe A3 A =rQ 2 A2 CCR4 F4) 2 Evlde 3 A2 Fabs AT

chpe R AL 2 A2 EeNEsE Aol ¥Uskn; A3 % A4 BePEEE Ado] Bt A

5 A6, A7 5 A8 EPE| == Adol Tt Al R A2 FRE == Mdo] s, A3 B A4 E
EHLFJEL Adel sdstar, A5, A6, A7 AR ZHE == Mo %Eﬂfﬁ' Zb7he] Fe mwlQl whakA] o]
Eﬂﬂod% A 87, 70, 670, 570, 470, 370, 270 w14 Y opweal 23S ¥dhebar; 2-2he] Fe
UﬂoL ZA) 9] CH3 EvAL A7F 16619 ofn| w2 43} vlwste, FHu) 87H 77H 670, 570, 470, 370, 2

A EE 7H91 o ot X3S e ; Fe =9l wEAlE A Sydo= . A 1070, 870, 770, 6
A, 570, 4, 30, 270 m 170 @ opmnat X $E zhe M WE 42, 43, 45 2 47 F o= ] of
Mt NES 23ea; 9 obrel AES (i3 =dldelw Qo A2 2 A4 Fe =Hlel BEgAlE A2 2
A4 Fe =Wl @A Afolo] FFo|FAstE FX8k= 2ol &7, 770, 670, 570, 470, 370, 27 HE= e @&
o oAt A#S xFetar; Al 2 A5 Fe =Wl wEFAlE AL 2 A5 Fe BvlQl wekA] Alele] o] FolgA
sk sk Ao 87K, T, 670, 570, 47K, 37K, 270 B DRe] @ opvledt A 8e e, A3 %A
6 Fc =9l ©aFall= A3 2 A6 Fc Tw|Ql w&x] Alo]eo] olFolaAslE £Xst= Ao 870, 770, 67K, 570,
471, 370, 27N Ee= 1S 9 ofw| b X ES gtal; FEolFAgtE HHehe XS % 44 4 X 4B9]
2)gto 2R MuEn; o]Fo|FAsE FHh= < % 39 XN3oRHEH MEgc),

F

4
m

0
» P
F

I
g
X

ok

FFrU

gekst Aol 2ol B AEGEGEGEGEGEEGEGEGEGEE,  GGGGS, GGSG, SGGG, GSGS, GSGSGS,  GSGSGSGS,
GSGSGSGSGS, GSGSGSGSGSGS, GGSGGS, GGSGGSGGS, GGSGGSGGSGGS, GGSG, GGSG, GGSGGGSG,
GGSGGGSGGGSGGGGGSGGGGSGGGGSGGGES, GENLYFQSGG, SACYCELS, RSIAT, RPACKTPNDLKQKVMNH,
GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG, AAANSSIDLISVPVDSR, GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS,
GGGSGGGSGGGS,  SGGGSGGGSGGGSGGGSGGG,  GGSGGGSGGGSGGGSGGS,  GGGG,  GGGGGGGG,  GGGGGGGGGGGG 2
GGGGGGGGGGGGGGRG=R o] Fol%l w o =R E MEH ofv it ADS X3 AL o2 ofn|iil AER o] FofX]
35 Fe =Rl @A 5 Aol% shvbs EU 91%] 12563004 X85 28381 EU $1x] 125300 4] Z}7be] ofn i
A R3S =PAor ) 125374, 1253C, 1253D, 1253E, 1253F, 1253G, 1253H, 12531, 1253K, 1253L, I253M,
1253N, 1253P, 1253Q, I1253R, 1253S, 1253T, 1253V, 1253W % [253YRE o]|Folxl Fo &R E Helwi; Fe &
A SFA 5 HoE b= EU 91A] R29201A X8-S Eshasl™; EU 91x] R292¢ A 9] Z47te] ofn| it X3S
=g o= R292D, R292E, R292L, R292P, R292Q, R292R, R292T @ R292Y&E o] Fojx O RRE Mely]qr; Fe
el GEA F Holx s EU YA R29200A 9] X3 T366Y, T366W, T394W, T394Y, F405W, F405A,
Y407A, S354C, Y349T, T394F, K409D, K409E, K392D, K392E, K370D, K370E, D399K, D399R, E357K, E357R,
D356K % D356R=  o]Fojx o RHFEH MEEM; Zpzbo]l Fe =Wl 9EAlY] A= SHAS=E,
EPKSCDKTHTCPPCPAPELL 2 DKTHTCPPCPAPELLZ o] Fo]R o BRE HNeEE = ofnwal A E3s1AY o3
ofu| 4t MG o] FolzlT),

Ao
BelolA AR vheh o], go] "Fe Edel WRA"E Mol WA el W A2 W A3 A W £ee)
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[0295]

[0296]

[0297]

ole] 71574 &, % C
%

A

o RS Fe =HIQl WAl ofn e Wekel A FHEA] WekbA] IgGl 1A], I1gGl CH2 =91 2 IgGl CH3
ZrQle] Hoj d¥E ¥ttt wEkA, Fe =vlQl d&kA], o dd) Q17t IgGl Fe =HlQl A= E31691 4]
G446 W= K44774A], P317914 G446 TEE K44774A], K31800 4 G446 o= K4477b4], K318l A (446 = K4477F
A, S319004 G446 W= K4477hA], (3200014 G446 == K44771A], D32100A G446 = K44774A], K32200 4
G446 T K4477hA], 1323904 G446 TEE= K44774A], K32300 4 G446 o K447744], H32400 4 G446 == K4477F
%], T32500 4 G446 T K4477hA), H= (326904 G446 T K44774A) 4" 4= 9tk Fe EdQl gk =
IgG, IgE, IgM, IgA Tt IgD(AA, [g6)E E3ste Joo dYgFzEd 34 584 4= Jdu. F71=, Fe
el aEA= 1gG o (A, 1gGl, IgG2a, 1gG2b, 1gG3 T+ IgGd) (A, Az [ 4= k. <AzH
[gGl Fc vl @A 2o 71AE AAlde] ARgE. Q17F [g619] dA 94 =02 EU ¥ E316°]
A P230 T L23574A] EHEan, CH2 =wlele A231 £ (236004 K3407bA] E4E a1, CH3 =Hgle G341
A K44774A g, 31F] EdQle] whA e ofn|n-4be] Y X|o] digk ofE A7t Tk, o] P230 HEE L1235
ojt}., Eo] we doA, CH3 =m2e K347S E3etx] Fevl. wabad, CH3 Z=welS (341004 446741 L

o

S

T An. 2] g2 delA, A =l E216 WA L2355 EIF Ak o=, dF 5o A7F CHI
Tl Ee (R4 A2F Zvded gk sHEAl 2l Ao sigdEn. dF Ao, d8 5o X7 8
Ej= 9] ofu|y Wido] Q1= A, EU ¥ E 2219 Aspe= Glno®E EdWolHt}. Fe =<l W= 3g-214
g9, dddg 7ha =eel e ARA A% J9(CR)eE s = gl HYIFREAUY ow FRE ¥ds
A e, Fo =Wl @EgAl= Fo Tv¥) Fo 784 1] 4388 WAstE okgd(d7d, A7) Fe =
Wl gekA) A2 RE 9 1079 As (AW, 1~107], 1-87], 1~670, 1~471¢] ohv]u=2k X3k, A7} w=
AX)E S5 4 k. Fe =HQl @ AE Fe =rQl @34 ko) 43248 MAs e oY Fe =W &
ZA qE2HE 9 10799 W3l (dAd, g opbnx=t W3h) (A, 1~1070, 1870, 1~67], 1~47]¢] o}y
A A3, Y Ee AA)E SRE o+ v, 5" FddelA, I3k 16l CH3  AdE

GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVENESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGeF mlarste] CH3 t=w|Qlell= Hwh 1070, 870, 67 Hi= 57He] ©@ed opvmal A sko] g}, 2 ehat ws}e]
o= Al TAH ]

Edol A ARgE mpel 2, &0 "Fe =9l Fo &A1 2EE 4 = 2709] Fe =w)l A o] o] A
E AT, oFAE Fe =wQlelA, 2709 Fe =vQl @&FAl= 2709 63 A &3 =vQl Abole] Fozhgw

o
o

1k ol @l 2709 oA 8} Fe TW9l weEkA|e] d1x] Tl Alolo] FAEE= sl ool o]3sl Azt o3|

ool | "Fe-dl A Tel ZAlE"olgk foj= o ZAlE wiel e Holx 27]9] Fe E=W9lS g
Astal Aolm el "gY AF =del'S xEsle 3E ZIFE S AMSS A A3, B 71AE Fe-
g A =ol FAAEL FLAY Aold MEE zte Fe =F dEAE 23 5= o, 945 59,
Fe-3hl A3 Z=udl ZAES 3719 Fe =welS 7Fd &4 lar, o] F 270 Ig6l B% IgGl-+8 Fc Z=w<d
gZFAE Egstar, A HA AL 1862 B [g62-78 Fe =W G435 x&sit). & g2 doA], Fe-32
A Tl AAES 309 Fe =HdE 7HE &+ 3, 1 F 20E "EE-gES A4S E3sta, A HA
= "EEE-EgEY A S X85HA etk Fe =9l Fe 484, oAU FecyRI, FcyRIla, FeyRIIb, Fey
RIITa, FcyRIIIb %3 FcyRIVe] Agsls A4 722 430

Belo| A AEH® upsl o], go] "dY A wHolne Tz Rxjo] Eolxom Add £ gl HE =, Zg
A= e IE ZYHAE =S (A3, A3 PN, "D A3 =re"e Ao &) AgtH FA
of HojHom Agtsle A9 Ha Mot} ®W ZEAE FW(SPR) T gl A" vhFd WA
A, dF 59 d2" EF T ELISAE AFEshe] gl dig & SolAS Hrkgd 4 k. A Fd e
A, ekl AgE m=eQlt e Al b vl e ARA AW 49(CR), B Eol, & 19 7" gAY
syt o]l CDR, X 2 7IAE Al st o]4Fe] CDR, & X 20 7[A1E A9 VH /%= VL E=vlS
Eghetch, A FHAAA, CCR4 23 Tl Aeiydoz VL =vd= ¢, VH =¥ 2 CHl =WdS &
3} 5} e}

shst 4= Qlth. o2 FddolA, Y (dE £, (CR4) A3 =L A9 Fab @ X+ schvo|th. 1
S}
H

PR CCR4 A% =wele VH =<l 2 CHI Z=H¢ls Ea317A o]& o] Fojx= "((R4 4 2F =<l
2 VL Z=vQl 2 C, =EAE ALY o] o]FoX|= "CCR4 A AF Z=wd"S E8st 4 9l (R4 E
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& =rdle g duady 7Rk e duid (e 5of, dREddE 1119 =vQl(FN3) Ei=vit) 3} e &%
VS

of AbgE go] "ARA AA J9"((DR)S (R4 A o] "ot 3 7 wmelo] ofuwit 172 «H
Wl A& A o7 CDR-L1, CDR-L2 2 CDR-L3, ¥ CDR-HI, CDR-H2 @ CDR-H3o.® A4

. Zh7be) AdRad AA 99 Kabatol oJd) AHo®E "R AH GYroziE 9

F 7h ZuQlel A oF 7] 24~34(CDR-L1), 50~56(CDR-L2) % 89~97(CDR-L3) ¥ ZF 7}
Qlof A 31~ 35(CDR H1), 50~65(CDR-H2) 2 95~102(CDR-H3); 3%l [Kabat et al., Sequences of Proteins
of Immunolog1cal Interest, 5th Ed. Public Health Service, National Institutes of Health, Bethesda,
Md.(1991)]) /%= "z74d j%z"(é, A 7pa = A ¢ 7] 26~32(CDR-L1), 50~52(CDR-L2) 2

91~96(CDR-L3), % =] 7} Z=welolA 26~32(CDR-HL), 53~55(CDR-H2) % 96~101(CDR-H3); #&[Chothia and
Lesk J. Mol. Biol. 196:901-917(1987) ) 24-E 9] olux=il A7E X8E 4= ). dF H9ol, drAd 244
gL Kabatoll WM} Aol®l (IR 99 % 27MH X & EFZREHY ofr|xiks 288 4 Q).

ki
=2

"I G (o]t FR)S CDR 7] ole9le] 7}y m=w|l Zrjoju}. zhzhe] 7pd 1912 A=A o=z FR1
FR2, FR3 ¥ FR4=A] A= 47]9] FRS zt=t}. (DRO] Kabatdl wel Aol®l AL, A4 F
Z

3 R 7= ¢F 37
1~23(LCFR1), 35~49(LCFR2), 57~88(LCFR3) = 98~107(LCFR4)°| $1X¥ ™, =4 FR #A7]E= =4 719 oF 77
1~30(HCFR1), 36~49(HCFR2), 66-94(HCFR3) = 103~113(HCFR4)oll $Xx%Fc}. CDRo] X7} FEZRFE 9] ojn|i

A 7E EEEtE A, A FR ™7IE Ao o ™7] 1-25(LCFR1), 33~49(LCFR2), 53~90(LCFR3) %
97~107(LCFR4) ol A5k, F4 FR ™71= F 719 ¢F 7] 1~25(HCFR1), 33~52(HCFR2), 56595(HCFR3)
2 102~113(HCFR4) ol YA &c}. A¥ %o, CDRo] Kabatol &Ja Aojd A #& (DR © X7 FZ Y AL
5 o] olnbs ¥3EE A9, FR 27)E 2o wel 23 A Ao,

"y wHe A g9 9l 9 A% RelE sk @A 9ol olYd ol WA sdE she F4
9 shpel A bd welele] oAz AW, o, ol Dol schveld RAAoR ¥H A

Sk, o] FAelA zhzhe] b wrjelel 3709 CORE AEAgsle] ViV, olFA S EW 4] (CRe AF 9]
Q@

welol A ALEE kg gol, §of "EAFCE OB WY Fe wdlel wFAnc A el A% Asws} o
e 209 Fo Q) GRARYE Fo Bl G4e s A 2o gAY el s AL o
sgith, welol 7)AR we gel, Aske] Fe WAL BASE 209 Fe EM9 wRAL 2E 2ol (3
A B9 wmdele] AWl FYA oluldt WA F Hol, fu% 2 BEY 9 UK 22 FBY 2/
e g7] 2Eely FAMS 44 4 Avk. FRA ot WHE oW ohulnit WMPo] AolH A
MY obuliedt WMPS 2= ThE Fe el BAlsh wlmste] o]eld Fo =rlel dFAle] M= gre] Au
A 35S FASAG FEWT. ol 29 JEAEIE Oy A B o)1) A obvet W
gom 8, ofuliat Welo] Aelsl ThE Fo mrlel BNt ARE Pe) O ¥ AHES 2= Fo wl
Q1 A o] A}

wdol M AREE mhel o], gof "olFFAE e EE"S 2719 Fe =HIQl @Al Zlgl X*E%Elu Jﬂ
GoletAl shi= Fe =wilQl @&Ale] MEs AQgT. "FrA" oA st Hed &

of MR zte] Aed d3a8S S defshs olF st AeAd Eaolvh. drA oA s} *dE" 3
= TLEAY Aold M 7 ¢ Atk dA Al dRA olFAE dud REo] Bl 7Aool 9l
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2o A1gE vhel o], 8of "HFH(associated)" & EAEE(EE shte vl EAEE el A
)b B MY Fe-F9 AF ol AAB(AE Fof, 349 Fe wrlele 2E -39 AF w9l &
AB)E BYHES A5 s BePES(EE shiel B EeRES Uol AQ) Abols] FEAE, o
Sol £a AR, 54 YEAE EE o4 FEAES JAtE U AgEG. A8 So, A FHAA,
e FAREE, dE Sof 219 Fe =o9) BRAT A7 ZFSE 2o FHEE 2L shtel o =vQ
wz% 27 Egele 2o FUREEE HAFH (AF 5o, £ 50 ¥ E 5o 2AW el 22) 379
c EMlgle 2E Fe AATS AV A9 BYREEE ofF Aol Fe wolel GFAE B 0FT
am B Aole] AFE FH YTAEL EFIA 2
BN ALEE whg Pol g0} "HATE 2709 R4, oE Hol Wl wuel Aol AR AFAr}. I
AL 6 AT T 2MlAY & drk, "AFoles golt e AF, AW, ot AY E: oY
A%, EE o8 Wl s AR oo FRO A, AU, Sy S ARG Aol e &
t 2o EelMEE wE ZefEs mojdl Aol $71 W/mE shade AT S8 2rlel Eeues
T Y9 EUHOL Aol wa}—z— 2ollel (5 5o, FLANLD SAXPEG) FHA) Lz oplad
AD(eE o, 3-200708] olveat, 3-150709] obvmit i 3-100709] ofvl:it A@)E A gk, ofru
B 2ol ( 1—5— 5o, iwaz a— & B oAE FAMEE e FegEE wojell A
Helso) 13} Ade] Rl o Sol, Fe BN FASE 200 94 99 EE 27e] Fo =l W
A Atolel ol3tsh AT FHe WAR HFHA Witk

oA ARGE mpel Fo], o] 'S4l 2do]A "= 2709] Fe =H|Ql GEAE AHER A= = AJJ
S et 978 AR, 24 2ol e Aol 4, 8 e 12709 SAl(dE 59], 4-30, 8~30 E=
12~3070¢] ZAl; o2 Eof, 12~3070, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23, 24, 25, 26, 27, 28, 29 ¥ 30709 ZE)S FHT F vk, A FdolA], A 250
A= GGGGGGGGGGGRGGGGRGAEG(AME W& 27)9] A D& Ztet).

welol A AbgR vish o], gof "YRV-AF AEE"E BY IR
2 7158 12 WA 16719 ojnwAtoZ o] 2olAl ojn]nAl IS
714, d= & 17k, wp9-x = F o

= Fe ®=uQl Gekxe] -2the] §aE o] Fe-3-9 A3 wuel 2

H
g BE=E Ag EE YAS B9, Fo Bvol BFAY N-E Ei Cove] 38 5 Ao,
ol

= , 5 =

o] dolo] HFE=F A A} = Z2 3 a1/3kA
v ZEHEEE dEete A4S 571 A8 ZEHPEE AdE F k. dF FEd A, HA HE == AA
FE|=o Fold =g ZtE thE Eolojgld Adgitt. A FdAdA, GAl FE S| FolHgos Atst
= % 2T}, Fe-3d 23 =v
Q]

S8 mheb o], §o] "GFA "= ol 71" Hojk 2719 3E Fe HAlE = Fo-dd A%
i=ie]
=

Aol Agd upel o], fof "ZERIFUEE"E YU EHE e wEUoE s, 9 o9 oH
e dFE AHSY, dd Jte B ol stEd = la Ala vhe B oE-Als eSS YER § Sle
A 719 =5 3 7199 DNA & RNAE At od ZEwEd e s od ZEPEH=ER dddn

oK AHGE ks o], ol "EHeWEE E WAL o= AFS Bl AR AdHE ohlwi @v)el
2 g

ook
lﬂ 1o o

FTHAE Dt FEYRNE = AA FA ) Ax2F e g o AR
SIEE o Hr),
Edo M ARgE uwlel o], go] "olmal X" Wl i dhilE TolofA olm|:Ale] 9]z WIS
AT, olu] At X E FAIE A (= 59|, (DR % FR 9%) Kabat @¥H A~8(Kabat 9o &3

[ Sequences of Proteins of Immunological Interest, National Institutes of Health, Bethesda, Md., ed 5,
19911) S A183te] AW s, 18X oW EU W # o] A8},

%= 24a WA &= 24d BU HRE AARRS ARESte] dr e QA7 1g61 Fe =vlls mAIRH
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[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

SIHS31 10-2021-0042324

wglol A ALgE whsh gol, gol "ol WY e J1E AA(E Sol, opdP, WEAWe] Ei MUY Fe
Ayt Wske], SFREEEH(PR) B/EE <zr HaHpD) 54, @F W), &90) E6lE 5o, A% &
Al Bol, DA = AT SAUDC) R/EE wAl =4 AEEA FACEC), AFFENE 5
of, A &4 AxA AFAE(ADCP) H/EE BA o4 AEAF AESAZ(CDCC)), WY &4 L T-Hx2 &

A), Fc g (dE B9, Fc-#v +& Zﬂ(chR)(aﬂ =1, chRI(CD64), Fc yRITA(CD32), Fcy
RIIB(CD32), FcyRIITA(CD16a) %/X+ FcyRITIB(CD16b)), Fe-¥¢3 @ EE (FcaR), Fe-ad&E =84 (FceR)
2/ Aol Fe =8 A (FcRn)oll) el 3t=, B ?iJHE’_PO(comp iment cascade)(@l]~ S0, Clg)ol &
ot A g e, HASF W (AE 59, :Lﬂ:’”ﬁ} Algatsl), 31 B4 (E 59, olFAl
(& B9, TFolFA L/EE o|FolZA) Y/EE YFAE FA4se= 59) 2 (dE 5o, 1 2 G Ake]

o
PEEDLERE % 712 4 4 & 2AA7
Po Sdsl EAMET Awel wAE AAT. oulet MBS oulws AR, A4 WEL AL
T QN FAANA, oluledt WHE B ofnleite] Welth, the F@delA, opvwal Wge )
oI, shy afel) ofrlcqtal Wele. olslnt WHE olelndt AR, A R/EE Y 22
EFE 5 Avh ot WP %ol o FelWESE IYsks FEAQEE Ade 4 Edvo) (g
of, B hEALHLE 02 A% wast )9 ¢e AUAE, DM L R WY, 49 2 Ad(E
ol

=S, o] A= o (dE 5o, 1, 2 = 370)
Egech, AR Ao, Hok st Fe ZWQl o=
9, 10 = 2070 olsh) oluiAt HMHE(AE E

BolA ALEE Hlg} Zol, g0} "HAE®M) FUA L, Bad A%, A & FANS DA 8 A2
APen Agap) & A, A AH AL A FH D Fx AL F S wE E R 59 5
gom, HAE Ade HuE g8 FAL & UL Fol 7FE AD, dE Sol, okdE Fo =9l Tl
Age) ofmlwit(EE a4 A7) ST Fu A, dF Fo] Bele] FAR Fedd A% =9 AT
wojol wapAle] Qe obrlwAH(EE A 7)o MEES APk & FAYS A4 98 44

4 A e
FAA 71E el U= okt W, olE 59 BLAST, ALIGN X+ Megalign(DNASTAR) AT Egoj9} e &
AHom of 7Fed AREH 2ZEdE Agsd 94dE 4 Atk 9YAE wass Ade) AA ol
A7 AY AEe DS W Bad Qoo dndFe EFstel, AL 4] A9 44 deiHe
AR AL, A Fadel, Foln A% Aol R, oo g8 EL o9 uaele] Foid Fi AU
o & ofrw(EE 9 54 6 ol wmAHEE WS 2/ ERsE Folnl Fu A4

2 ORtdes 189 F A2 v ol AlbEn:
100 x (A/B9] &4

714, A= F1 AL R 1E A BRI FUW A0 W} Rl opleA(EE Wb )9l
o, B 71E Aol R ohnlwb(EE W) A9 F Folth, Fm AQde] Aolr} ) Ade] Aojsh
FAeA e AR TGN, NF Ado] tF Fu Do) § opuleA(EE W) NG FARE Fu A

[O=1
Qo thg 7F el § ol wea(EE A4) Ad FALT FAGA e Aol
4 PN, Fu Ad3 vl JAA /F Aaog% Fu e A Qo] Ei Fu ADe) AR

ofu|AH(FEE AL z]e] MEE Fate] AXA FR A do] 50% WA 10099 FUA (AT, 50% WA
100%, 60% W= 100%, 70% WA 100%, 80% WA 100%, 90% WA 100%, 92% WA 100%, 95% WA 100%, 97% .V
=] 100%, 99% WA 100%, H+= 99.5% WA 100%2] TEA4)S EAS Yebd & Q. vu g $38) 4449 $2
Aol dole 7lE Hd dole Hojm 30%, AW, HAAZ 40%, <7, HoJ= 50%, 60%, 70%, 80%, 90%,
EE 100%01th. $1 A EolAe AAE V& ABAAY Fedte fX FUe opv =k (EE i) &7t
2bAe o, 24wl fIAA A Y3ttt
AR FEool A, Eo] ANAE Fe AAE Wlo] Fe Erdl Al (g Sof, 379 Fo =v0g 2Hs Fe-3dd
A Z=vQl FAE)E kY Fe Tl T@FAe] A (dE Eo], AEHE 42)9] Holk 95% I (A& &
o], Hol&x 97%, 99% = 99.5% U3 AMIE JHE 4 U %12 T A, Eddd 71AE Fe FAE W
Tl A (dE Bo], 3709 Fe EW91S ztE Fe-39 A3 =l ZAE)E ADHE 44, 46, 48
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[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

ZIHSd 10-2021-0042324

2 50~53 5 o o] M A Hojk 95% FAI(dE 5, Holk 97%, 99% FTE 99.5% FL3I) LS T}
A g At B4 FddelA, Fc FAE W9 Fo =l Gl = AEHs 48, 52 E 539 A de) Holx 95%

=
=3 (S So], Ho|E 97%, 99% = 99.5% U3 AdS 71A 4 ).

o oA, 279 Fe E=r|ol wekA Alole] Ado]xE Hoo Z7lE JAW HAHT 1-36(d= So,
AEdHST 17, 18, 26 4 27) = o]l 3}t Aol Aok 75% =AU (A% 75%, 77%, 79%, 31%, 33%, 85%,
87%, 89%, 91%, 93%, 95%, 97%, 99%, 99.5% T+ 100% TL3IH) ALdE 712 5 AU},

welol N AHgE s} gol, §of "% AX

x Z Q St = dArto =z W 2] S = d #
83 AX &, A5 59, AX 73S XT3k H8|F(vehicle) S A AT, ik APH oz FPA o
A" FH 7s@3AAS,  FADG, Ay dEd, EE JAd, AR vAdrFYdirect
microinjection) &)ol & &5 Mxze =YgE & e WA WHq xIHEATE. 55 AEe 49 AE(dE
o], A AX) = I3 )9 5 ¢ b

of, &5 AMEE AHEste] ddk= =rle g3 stst

sto] fobs Fe-39l 29 =gl 2HAles 4 o U

LA Al ALgE uble} o], fof "ofstd ZAE"S fm ARV ol fa duS Fo WHd HEsH
e S e B oo A 2 NS iehe ooF T ofe AFS A AT, E A g ofgt
A 2AES Fe-@d 2% vl AAEH dH sbed, ofHoR e vhed AEs X3S
dnbd oz | ofshd AHELS AW T I3 FoE g 54 HElolt).

oA ALEH wpe} o], ZFEE F= Fe AR "HAAHoR #H% Hu'e, v DS A M7
T T A7) uiA AEetEadgaz A, ZAE(CE Bol, AX oY A e ofdd 2AgdE) Ul ¥
HMEI= T Fe ZA1E9] Hojx 50%7F 5A3t 29 Fo =mdS 2zt Zojth, ZEFE|= T Fe 259 4
AMdow FA3 A AA Ao, w= dhwld A £ vl ¢ AA Fo|, i 9ol Fabh EE Fe-EolF
el AzvtEagy $ont £549 4 vk, st FEAA, 2B FHEE EE Fo FAES]
Hol% 55%, 60%, 65%, 70%, 75%, 80% i 85%t BUT 429 Fc Z=WllS ztieth. U jFddddA, 2AE
of A ]

FHPE = T Fe AAE Ho 85%, 90%, 92% E& 95%c §U 9 Fo =S zter).
kS

welol A AHgE vl o], gof "eRbH o 5§ sbed wA'E oA 24E o PYA E: NAE
Q@ optAow g b At Adel e Aud 39 Ahsslor sha MEeelsl HEA olok
Stk ¥ owgeld], SRSl oR Hg Jbed WAL Pt 2% Eel AAE] A48 ok gy A
Fhok @k, wAl BAL Fol Aol mel vEdh. o Hof, AT Telddt m3 WAL wwrasta,
Aol Fofol At 8ol HAl (o2 Eol, W W/EE ghFel)s} Avdon AgHr

BAM ALSE AR FEF'S Y EE B Asks ABSHY e fEaAL B /A9 9
EE golE 2t BAE Amste o AHHQ oFShY FolPal ge R AU, £F BANA A
AYe 18] FIPOR i od §% wi JRE JANAL URoR m: gE AnA% Westel 44
o] Yah Az wNE ATHE FOoE AYP = 9eol olshslelok @t

12 2719 Fe Z=dld 2 CCR4 2 Z=dWlE gfiste Fe-dd A% Zvd AAE(HHAE
& 2709 Fe E=H|¢l wEA ] olgA|o|t). Fe =wel whEkA(106 2 108) = 27i& o] 9
153

= 2% 3709 Fe =Wl 2 CCR4 ZAF Z=wele dfdle Fo-&dd 43 =vd FAEEFAE 2)& TA
| FAEL 47019 Fe Z=vlQl @A g4 ez AR, Al Z2FE=(202) 5 N2 Aol vy =

Q1(212)& #f3te (R4 AF THdel AHER Ado]Ae 9d] dZAH 379 EEFF-FHF Fc T =

[}
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(206, 208 2 210)& &F3vh. Vi T =dA(204)S Vy ZwQlel AZAHET. A2, A3 2 A4 ZFEE=
(214, 216 ¥ 218) Z4Zt& ShEH-3H Fc ZWQl S=ZFAE &/-3Hr).

X 32 2719 Fe =dQl 2 2719 CCR4 A7 EWlE i3te Fe-d9d 2% = FAEEFAE 3)S B4
El: | A= 3719 Fe E=WQl @A s e =2 JFE. Al ZYRE=(302)E EE A5
Aol ol AZH 2719 EE5-3F Fc =del o < TRtk A2 2 A3 EFE=(320
322) Ztzbe N-Trdo] vy =91 (316 2 318)S didkE CCR4 23 Tl HHdz AZd" IER-3f Fe

7]
FA(310 B 314)E gk, Vo 3 =mlQl(308 B 312)2 Zhzbe] Wy mw|lel] AZAE T

2 o
2
=
w
(e
=~
b
w
o
(o))
N~—

b %

T 4E 3709 Fe =19 2 3719 R4 2F WS i35l Fe-3dd 2
gteh. o] FAES 47l9] Fe =l dEgA] 4 ZEE=E YA, Al
Aol g8 A4 3709 EEH-3F Fo =wlol whEkA (404, 406 L 408)2 3
E]=(428, 430 2 432) 77 N-wehol] Vy E=m|o1(422, 416 H 410)S 3
|

«
(@]
-
=
I

% o
=)
e
2

X
u
i
2

ol WA (426, 420 R 414)E FHATH V, FH mrld424, 418 R 412)& Z7e]

T 5% 2709 Fc =wel 2 3709 CCR4 ZF =v9le &3t Fo-dd Z3 Tl FAE(FAE 5)& =4
gt} o] FAAEL HA Fc =W¢l oz 3¢ Z ez 3 g%_r:} Al ZFAE=(502)= N-Ze Ao
Vi =191(510)S &3t (R4 A% Tuelo] HH=z AdolMo] o] AZ" 2719 EF5-3f Fc =v<l

G (508 2 506) 5 et A2 2 A3 ZRE (524 2 526) ZH2b2 N-wbde] vy =dQ1(512 ¥ 518)&
ot R4 23 TwQlel AEa ddd dE5-F Fc =dd @=A(516 ¥ 522)5 gfetd). v, g+

=m91(504, 514 B 520)& ZHzhe] Wy Twele] AZAE .

= 62 3709 Fe T=wlQl B 470 CCR4 A7t =w¢l % Frohs Fe-@de 23 =vlQd 2AE(FA= 6) =4
. o] Al 479 Fe @A S ZYFE =R FAET. Al EZHPE =(602)= N-Tet Aol Vy =

¢1(612)S a3t CCR4 2% =dle I¥=a ~
(606, 608 2 610)2 TH3tch. A2, A3 2 A4 Z2HNE =(632, 634 2 63

(&)

622 2 628)% ?}5 3t (CR4 28 =wQle] AERE dA" SER-3F Fc =M<l @A (618, 624 Z 630)=
a8k, Vo 5 E=mQ1(604, 616, 622 2 628) ZFzte] Yy EH|ele] AAHET)

ki

7S 3709 Fc Z=wQl @ 2709 CCR4 Ad =W 73l Fe-dhd A3 vl ZAAE(FAE 7)S
gl B Fe-&9 A =rQl FAELS 2719 Fe Tulel a1 (706 2 718)¢] olFAE d-H3tE, Fc =

E BE5E 29 Fo =9l ©A] Alolo] fedt AAVA Fags S8t W A4 dolgt akd
oln] = AkS o] 9] (3-Cy3 Aol iralth. o] ZAAEL 479 Fe EwW¢l vk df ZYFPE=E FAHT. 2
el ZHFAE=(702 2 724)& WT AEd of2 b ofr|=AbS G3-Gi3 Aol Al $h-3he Fe vl TeEkA)
(706 2 718) =@ N-ek Abe] Vy E¢lS T-H3E CCR4 A3 TWl(712 2 714)0] AHE A o] <3|
AdH SEH-3HF Fo =l @=A(710 2 72005 xgsit). A3 2 A4 FWE=(708 H 722)+= SHEH-
S Fe =dQl Gl Z42) sk, v s Q1704 2 716)2 Z17+e] Wy EHle] AZA

=A
2l

rlr

= 82 3709 Fe Z=del H 2719 CCR4 AF =w|9le /3l Fe-dd 28 Zvldd FAE(FAE 8)& LA
kel ]

to}h. o] AAES 4719 Fe ZHQl @A & ZZPHER FAdET. 2719 e =(802 ¥ 828)+«= WT
Ay} o2 sk o eAbs (3-Cp3 Al A ek Fe Zr9l &= (810 2 816)¢d A E=E 2Fo]Ald 9
AdE EFZH5H-3F Fe =9l T (814 ¥ 820)% 247}y sk, A3 W oAl4 S El = (804 2 826) 7+
S N-Zebe] vy Emel(812 ¥ 818)S Fidt: CCR4 At Zwcld AEE dAdd FER-3H4 Fe =vel o

A (808 2 824)E T3

:L

VL g =HQ1(806 H 822)2 ZHZhe] Wy EH|Qle] AZAET.

T 9% 3709 Fe =¥l 2 4709 CCR4 AF =WE FFate F
g, o] A= A7)e] Fo =)l Al d EEREHER AT, 2709 E93 11:4‘:(902 2 936)
At ohe b obHeAbS (3-8 AWM Ffrshs Fe =Ml 9EEAI(910 B 924) B N-Edhe] _LuﬂL
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= }“ CCR4 27 =v91(908 B 920)° AH= o]l o) = 3
(918 9 928)5 Z+7zb dhgtth. A3 B Al4 ZEFEI=(904 B 934)= N-Eehkol Vy =w9lS $hféhe CCR4 2

i)

E=Ql(912 F 926) 9

»

d2 A4d F=5-3 Fe =] G=FA (916 B 932) 5 g3k, Vo i =

+F
©1(906, 914, 922 % 930)& Z+7tel Vy Z=w|¢lo] AL},

= 108 5709 Fe =Ml 2 2709 CCR4 2 =S i ZrQ 2AE(FAE 1002 =
st} o] AAlES 67019 Fe Z=wdl @A 4 ZYRE =2 P, 2719 ZPEI=(1002 2 1032) =
2 EE5-8F Fc =l @A (1014 2 1028), WT ALy thE 33 opr|=4bS (3-Cy3 Aol A &3
ZFA(1008 2 1022) 2 N-etel] Vg =18 g3 CCR4 A7 =Q1(1006 2 1018) AdE

2d o] o) o8] dAY EE5-3 Fe =dlel @A (1016 = 1030)S $Hr3tct. A3, A4, A5 2L A6
FEI=(1012, 1010, 1026 ¥ 1024)& FEF-3fH Fc = @FAE 47 gF3h. v, i ﬂﬂﬂ(loozl

1020)-8 Z+zte] vy =W el A=},

o
T
(@]
ki
=
O

DS

ki

112 570¢] Fe Rl 2 4719] CCR4 A7 EvWllS fidte Fe-dd 2% Tl AAEFAE 1S &
Steh, o] HAAIELS 6719 Fe =l wEkA] 3 ZERE=R FAEY. 2719 ZEHWE=(1102 2 1148)+
E EE3-3F Fe =W @EkA(1120 2 1130) 2 WT A E3 tE abd opn| ke (3-Ci3 AlRolA] i
Sh= Fo =9 A (1124 2 1126) 0] Hd2 Ado]Ao] o&] Add EE3-8F Fc = o=FA(1118 2
1132)2 -3k, A3, A4, A5 D A6 Z2FE=(1106, 1104, 1144 2 1146)= N-ebo] v, EHels 3hf-
She CCR4 23 =wl(1112, 1122, 1138 B 1128)°] A= AZd® FEF-FF Fe =d¢]l @A (1116,

1110, 1134 = 1140)Z z}zh '% shob, V5 =ue1(1108, 1114, 1135 2 1142)& Z+7e] y, =djeld] A2
A=
T 12

|

s

2712
|

o
i

2= 5719] Fe =H9l 2 6719 CCR4 AF =vlle Ffahe Fe-d
toh o] A= 6709 Fe =wlQl @Al o EeRE =R 94
=
=

Z50-34 Fe Ev9 9EkA) (1226 2 1228), WI AlE3 o=

el FAE (AR 12)S &

ZEHE =(1202 2 1256)+=
]' AHS C3-Cy3 Aol A shi-3}
Fo =l ©hea) (1210 2 1244) 2 N-2eho] Vy =n91S §Hf-8le CCR4 AT =o]91(1250 2 1248)¢ 64
2 2sol o] o8 AAY BZH-3hf Fe wdlel Bk (1224 L 1230)2 Ffach, A3, A4, A5 L A6 =
2 HME = (1206, 1204, 1254 9 1252)% N-ekol] JM% et (R4 23 w=dQl(1218, 1212, 1236 2

>~
-?erﬂ
rN L
H‘ L 1—rl

5]
<

=
—

L

o

1242)0] FER 49 FEH-3E Fc Wl w=A(1222, 1216, 1232 2 1238)E zZ+zt &-f3lct. V), &7 &
w21 (1208, 1214, 1220, 1234, 1240 2 1246)2 Z+zte] y TuQde)] AAdE ),

T 132 3709 Fe =dd 2 2709 CCR4 A3 =dds = AAEEFAE 13)S =
18k}, o] ZAlE2 4719 Fe =wQl @A g ZFE== P, 2719 ZPE=(1302 ¢ 1324) =

ol
o
rr
s}
T

ot
o
iih)

~

EE5-3 Fo =vldl d2A4(1312 2 1316) L N-"do] Vy EvdE &f3dte CCR4 3 23 =w<21(1310

9 1314)0l FE=Z 2 o)A & AZE WT LT 2 3 ofr|=ibS 3-Ci3 AN A $idhe Fe =

Ql TEFA (1308 ¥ 1318)E &Frstth. #13 @ A4 ZZFE (1306 2 1320) & F=5-F Fc TWQl A&

Zbzh g3k, V) s =Ell(1304 F 1322)2 ZHzhel Wy ZwQlel] AZAH T

T 4% 39 Fe = 2 2719 CCR4 A =dvQls &/3te Fo-dd 23 =del AR (HAE 14)S &

= Ol ﬂzﬂge 7hel Fe =del kA 3 % HE =2 FAAET. 2719 ZHE=(1404 2 1426)+=
3 Aol %H AAHE W A4 E}f BW ofr] =4k

kA (1414 2 1418)0] FHZ 23 o)
3l Fe =9l wEkA(1308 2 1318)=

]
oot
:10
ot
ul
Y

1428) = N-Zoho] Vy EmQlS 363l (CR4 23 = (1408 ¥ 1416)0] AEZ AZA9 =R
Ql SR (1410 ¥ 1422) & EF3trh. Vi s EWQ1(1406 H 1424)2 Z}7he] Vy Qe AAET.

= 15+ 30e] Fe =9l B 479 CCR4 AsE =HIQls dhtshs Fo-del A3 =dldl AA= (A4S 15)s &
ARt o] A= 4719] Fe =]l WAl o ZEE =2 gAdr. 279 iﬂlﬁ“ﬂc(lsoz 2 1536)+=
EE5-F Fe =il SR (1518 2 1522) 9 N-mede] Vy =wlE $Hfshe CCR4 A3 =v1(1514 %
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1532)°l] HE& AHojAjo] & Add W AEz tf2 A oju A4k (3-C3 AlMAA /3 Fe =dd
A (1512 2 1524) 8 SHReith. A3 2 A4 ZEFEE=(1504 2 1534) &= N-Ee] vy =WdE sk

CCR4 A3t E=vI(1508 & 1530)o] AE=2 AZAH FEF-3Hf Fe =dQl @A (1510 ¢ 1526)& FFstth.
5 =mel (1506, 1516, 1520 T 1528)& Zh7he] yy =w|ele] AAF ),

2]
271 2] %aﬂac(woz 2 1632) =
2 % 4 2 1620) L N-gto|
Vy =S @wﬂ% CCR4 AF mr|ol(1616 2 1618)0 A= ~Auo]He] & 72" W Hdy g2 34
obH| = 2kS (u3-Cy3 AWl A gF3te Fe =9l wEFA)] (161
YFNE| = (1608, 1606, 1626 Z 1628)= TEH-3+H Fc =d<ele 7zt faict. V) 3Hf =<l (1604 2 163
0)& 7+zre] y, = Qo] AAHAT},

o
SE,
—_
o
o
g
\./
n°1'
:[o
Y
O
2
w

, A4, A5 2 A6 =

% 172 5719 Fc Z=vll 2 4719] (R4 2 =S 73t Fe-3d9d 23 =dl FAEFAE 17)S =
Algkt), o] FAEL 6702 Fe =W g 2 . ZYHME=(1702 2 1748) = &5~
S Fe =ull ©eEA (1720 2 1730) 2 N-"eko] A2 EEF-F Fc =9l oA (1722 2 1728)¢] Xﬁi
o)A &3] AdE W AEd th2 ok ofvieibs G3-Ci3 Aol A &3t Fe EwlQl T=FA1(1718 %

1732)E 3&-3stt). A3, A4, A5 D A6 ZWE = (1706, 1704, 1746 L 1744)= N-dedo] Vy, E=dLS a6

is; Euﬂd(mz 1724, 1738 2 1726)°] 2dz2 A4 SEF-3f Fc Z=dol <A (1716,
1740) & 3hgsic). v, 3 =w|911708, 1714, 1736 2 1742)& 247} Vy Ed|¢le] AAHT).

= 18& 5719 Fe ¢l 2 6709 CCR4 23 wmels 3H- ZAAE(AAE 18)S =
Ak}, o] ZAlE2 6719 Fe Q] oA &f ZPE =2 FAAHET. 2719 ZERE=(1802 % 1856) &
EE5 -8 Fe vl HaEA) (1820 ¥ 1836), A2 E&HF--8H Fc w9l whaFA) (1822 ¥ 1834) £ N-Zdko]
Vi =S 73 CCR4 2% w=mQl (1826 H 1830)e) HH=z Ado]Mof o 4% W MEd & 4
obm = AFS (3-Cp3 AW A &85 Fe =9l whekA] (1818 2 1838)

il
oot

stk A3, A4, A5 2 A6 E
Y NE| = (1806, 1804, 1854 E 1852)+= N-weho] vy =wlelS dhf-at= CCR4 A =2l (1812, 1828, 1844 H
1850)¢l] Ad=2 AZd¥ F=F-F Fc LHlQd ©FA(1816, 1810, 1840 ¥ 1846)F ZH7t &f-sich. v, & =
] ©1(1808, 1814, 1824, 1832, 1842, X 1848)& Ztzte] v, Ew|¢le] A=},

19% 5719 Fc =dQl 2 2719] CCR4 Z2F EvldE i3t Fe-dYd 2 TZvd FAE(FAE 19 =
WED}. o] ZAAEL 6701¢] Fc LHlQl A 3 ZZFHEZ FARET. 2719 W E =(1902 2 1932)+
WT MEd g2 kA ol xibs 3-Ci3 Aol A E3sh= Fe Zull e (1908 2 1926), E&H-3+ Fc
Sof¢l whEEA (1916 2 1918) N-Zeto] vy =els i3l= (R4 2 =Wl (1914 2 1920)o] FHR ~

HolMo] o] AAY EFHF-3HF Fe ﬂﬂ‘ﬂ wheEA) (1912 2 1930)E i3k, A3 2 A4 ZEEI=(1910
2 1928E) = c = = 3, A5 2 A6 ZFE=(1906 © 1924) = FER-FG
Fc Tvldl dZFAE gFe). v, :Hr EUﬂﬂ(1904 9 1922)> 229 Wy =Hdel AAd€tt.

N
ME,

£ 5

rO

W
off

2

-

ok

o

ol

T 20 5709 Fe
Alghet, o] A&
W ME= g2 a4 } |54k C3-Ci3 Al A &i3he Fe

-3 Fc =vld @A (2040 2 2033)0 2H=R 2wo]Aof o) AdH SS5F-3fF Fc =dQl @A (2020
‘;4 2022)8 g8ttt A3, A4, A5 L A6 ST FE (2006, 2004, 2046 L 2

Sk Fe-3hd 4% =ddl FAEFAE 2008 &=
2709 ZFMEI=(2002 2 2048) =
ol kA (2012 2 2030) 2 N-"to] S

r>4 rlo m
=\.£
Lo
3
F
he)
-0,
T,
)
2
%t
Ho
=}
i)
e
0 o
[

o
oft
oX,
it
ul

8= CCR4 Ag =m|<l(2014, 2042, 2028 % 2036)°] ZHEE AZ2" IEH-3HF Fc =l H=EH(2018.
2010, 2024 % 2032)2 Z+z} a3k, V) 4 E=w|1(2008, 2016, 2026 H 2034)& Z+zbe] vy E=dele] A

et

T 212 5709 Fe =m % 6709 CCR4 AF =wQd b

ol
rlr

ok Fe-@el 2% =vel 2HAEEAE 2DS =

o



[0340]

SINE S 10-2021-0042324
Algte, o] ZAEL 6719 Fe =9l wga] g ZFE=2 Y. 2719 ZEHWE=(2102 2 2156)+=
WT AE3t te ad ol waks G3-C3 Aldel A XEesli= Fe T=ulQl ©=F(2112 2 2130), &5+ Fc
EofQl GEFA(2144 E 2142) 2 N-Zekol] Vy =dQlS 3t CCR4 2F =wl9l(2148 2 2133)0] A H=E X~

HolAel s AAH EEF-FH Fe

s
= GEFA (2120 B 2122)8 SR A3, A4, A5 L Al6 E2F
E]=(2106, 2104, 2154 Z 2152 N-& b

ol
o Vv, TS 83l CCR4 23 =u|ol(2114, 2150, 2128 H
2136)°l HE2 AAH FEF-fF Fc =l Tk (2118, 2110, 2124 £ 2132)5 7zt &f/3d). v,

et

(e}
T =

w1 (2108, 2116, 2126, 2134, 2140 Z 2146)2> Z+Zte] Wy Zvde] AdE ).

w

= 22% B AIEE FHOR e vYd (D20 AAES AR CDC, ADCP 3! ADCC #4]¢] AE HolFi=
el agzolrt. A WAAl 2P E= S3Y Fe-@el A3 =gl AAEe] (CE viAE 5 &S HolErh. 3
TP SAL 2 OS3Y Fe-ghel A =Wl AAE & BF7F ADCP FeyRIla 2|28 #4oA 100 v Z7he] 7
el 558 JehdS BodEt. A WAl ez SAI R S3Y Fe-3d A =HQ) FAlEe] FHA3E mAbol
Hls) ZsbE ADCC E4S BF S mAbet A BAS JEE BojEr

_—

Aok

% 23 WA & 23c COR4 AT EdRlo] Fe 4% Fe £ulo] A4E 4 2l 3709 oA wie) )
SFolth. Y AL (R4 A =rIR1e) B4 AES Fo Alze) §3 vde wdd 4w, 44 AR W
wo] ZelfEER BEE & A8e nolEt. WY B: Fo 449 §% wade BN schvd noEy. o)
Y e MER wdET gdon A7lEl, st AFOR Fe-3 A wulel HaZe] AANE F2 @ 4
) ARE nelzy

© 242k QI 1g619) opvedt AR (HE WE 43)L FU AW ET ) mART. 94 99L oF Wkl ®
Aslol Qar, Oz Evl9le Wl EAH o QX @i, (i3 9P W] EAHo| gt}

T 24bE A7F 16619 obvmmAl ME (MY HE 45)S EU I8 "I A =A13ch. E21600A4 (22074 7F 1=
FA] gL o]F WZo] FAHO 9ar, CH2 =d¢le WZEFo] FAFHO A &Far, CH3 99 WZEo] FAE
o] Qa1 K4470] {lth

£ 2dct Q7 1g619] ohvleAl AQ(NE WS 47 BU AnlEa Sl mAt 64 Qe o)F wiel ¥
3 of Q1A 3, CH3 e Wiel A U 47KV ge.

T 24dE A7F 1gG19) oAt MY (MY WE 42)S EU ¥ g 37 TAsht). E216904 C220714)7F 9=
312 G o]F WHo] FAH Jar, CH2 EWele WEo] FAH A &al, CH3 dg9L WEo] FAH
o] A},

&= 256% F-CCR4 AAl=S AHEF ADCC #41e] Aats =Agitt.

ug S AAslr] et FAE e g

TS A8 A= FA 28 AMESFUDCC), FA oA AE AFAEADCP), E HA oEAH MESA
(DO} & Fe =vglel &a77] 715S Tl AW4 WA 245 BEFozi g3t AR H 9,
Boade uf ARy A4S 2 Ay A5 FAES YA A8 AzA, dF B9, A A8 A
£ Fgfets FA 9 @Y Fe =udde (R4 A =vleds Hojm 2719 Fe =uldy) 2§shs 2S 183,
A AL Bo JRAE A F HzmAE FH 9 Fe-ZHgl i A8A, dF 5o, 49 A8 IA KT}
2 AEsty FAS Zher. Folx 2749 Fe =W9le] EAlE 37 715S #3hsbar, ADCP 2/EE= (D9 =
g ADCCSF 22 ths &) 7S AEElY, s EAY a5S TUMZE vk d3E AESHY 7]
o e ARES A f8, Fo =W 5 Alojste Zo] Fasith. ¥ Uy AgkE G E)
= AlEaRE Wl A7)0 xS 29ely] Y8, Fe =rldS dEstsls e =e] FFo|HAs 2 o]F
olFA S Alojsly] YT Fe FAA 2F Frke] AES Exor vl IA T/ W3E W0/2015/168643%

5]

W02017/151971%., WO 2017/205436% 2 WO 2017/2054345%= 27§ o]A4te] Fe =delS xHalr] 9% Fe 4

22 ok 9 S JfAIEH, o= Aol B HEx=E xIEy. §3A A UL Ax AIAE AII|
MANZIE 724 EACE 59, 282 FA)S £33}, ol ALY 54L& HAHoz #A3 ofshy
2REY] AEAYA ARS JhesiA @k ofEA AgEolA olYdt #HAFLS ofshy HAES AHA
2%, a4 2 AFAAE 1A 8 uigAeith. FEhA 2B A olElg FAEAge] AEUL woW E
3 YA g BAGAY, B8 AE 9/5nE 3 AME Tl U)ol 98 o oFsA AR A
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[0342]

tol, Fe Z=wil]lo]l #AH=

°

A

=

=

1~% 6)

8 4Ag 9 &

[
a

wQl 2l Eol AAE A
2 HEE ddse] 2, 3, 4,5, 6, 7, 8,9, 107 &< Fe

st

3|

tol A4

S

A ool w1 WliA] N+17He] CCR4 A =rQl S AR

L
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=
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=
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=

o], FcyRIIIacl
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H
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o] IgGl=

HAZFZEY A T3 oG, IgE, IgM, IgA T+ IgD
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Al (mAbs) % Fc

2
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=

Fe 84,
olA, Fe L=mlQl ©eFAle] CHy
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FcyRIIIacl] thdk
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H] a5}

9
s

[0344]
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[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

SIHS31 10-2021-0042324

1

tlo
o

)
T

Tool AR e Fe E=w]ol kA (o 2
2 T AgHs 429 Agel Holk 95% FUTH(AE
99.5% T4 ANEE M 4 vk, dF FddolA, EL 7IAE Fe-dd 2

g9 A% Tl FAE)E AERE 44, 46, 48 2
o], HoJ& 97%, 99% HE 99.5% FTUI) AES 714
F Atk 53 FEdA, Fo-dd 23 vl FAlE U9 Fe =9l A= AEws 48, 52, ¥ 53
F o= e Ay Holw 95% FTAE (o= 97%, 99% HE 99.5% TU3) HEE 71E 4 .

A HE 42

e

= 4o FEe A P 99, dE 5ol Vi, i, AR 2A d9(R) Ee= 7P J S 0VR)
T

dF 591, 379 Fc
( =

of

o, Holx

;

i

g =gl Wi

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

Y HE 44

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPITEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

A HE 46

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

Y HE 48

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVDGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

A H3E 50

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTTSKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

Y HE 51

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLKSDGSFFLYSDLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

Y HE 52

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLKSDGSFFLYSDLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPG

A H3E 53

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPTEKTISKAKGQPREPQVYTLPPCRDKLTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHEALHNHYTQKSLSLSPGK

II. Fc =H2
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[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

ZIHSd 10-2021-0042324

Bdoll gele niet o], Fe =wlQl2 CHy @A =W =wlQl Atolo] F3argom oA ste 2709 Fe =m<l

A S 33}, Fe EHel2 Fe =84, d& £, Fe-@vl =8A(F, Fcy A (FcyR)), Fe-23 4
SA(F, Fca &4 (FcaR)), Fc-A2 F8A(SF, Fce F8A (FceR)) E/EE= AAo} Fe & Zﬂ(FcRn)Oﬂ
Adsls Ha F2E AT, 5 FEAA, 2 A W89 Fe =W Fcy FEA(AE E9], Fey

RI(CD64), FcyRITa(CD32), FcyRIIb(CD32), FcyRIITa(CD16a), FcyRIIIb(CD16b)) %/ZE+= FecyRIV Z/HE+=
A Ao} Fe =8A (FcRn)oll 23k},

II. OCR4 2% =+

ot
(o
iy,
oot
H
TE
flo
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o
M
B
-3
n
o,
AN
(o2 10
by R
ilb)
%
o
ol
rir
o
ol
W
o,
ox
o
e
fuj
[
[

k1
0
lo

g & O o
ooz orff o

A Yol Azl A g d9oeln). o= T F A4 Zzbe] syl &

L:—Uﬂ?_% :FL}\E]‘;}E]' Fab %r\lj’\% VH, VL, CH1 ‘;'l CL l.:_Uﬂ?_]g _]E_%D]-?:Sl-]:]— 7}'%_ = ]?_] VH ‘;’l
R o] olm|y weke] 37He] ARA AAH FA(CDR)Y HMEE i3t} Fab S WYZ2EY
IgG, IgE, IgM, IgA & IgDY 4 AUtt. 3, Fab oA wkAes oo © =

, 1gGl, IgG2a, IgG2b, IgG3 HEx IgGd)d 4= AUu). ¥ Fddo)|A, Fab @&
, ) Zo] WYgZFR2EYY A2 5Y Fab ©@Ho| FH Agoz HAwo] F(ab
. AR FEdolA, Fabe, dE S, TWQl Alele HAS §3E W E EW TYl BRFE XF

J Y= wdE 5 9

o
pss

o
2L
T
lo,

N
-
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2
o
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|
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o
\J
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E g
ﬂ
flo
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2
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il
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=
flo
N
N

ot
2l
oft
oftt

£

2 e %
TR
r% u

[o

o

ox,

1’

o 4y
=,
HURY

FHAGNA, Fab Te] ARuke] (R4 AT EHIow AgE F . AR TH w Fabe] 74] 4
0Ol AHEE S AL, Fabdl 2 ARV + Cwrel A48 5 ek, Q% FAAeIA, Fab 7hu
E OV AEe] § BEe) Be-AlE Fha (sl ALgE & itk o Fadel, 44 Fd
] o
-1

PGV G Zdsha, 4Rd F2) FeRE = I (e A% 9 e I 4 3

ML e
N

>
u
ML
m
03\4

2
N
N
>~
>
oo
ila}

F 9.
2

N
:
Ir

otk

e

o] CCR4 A3 Tl ® 10 A" %
E 19 9AE DR A9 = 1, 2, 3, 4, 5/ =& 67 52 x3sH, o) 317

2
15
s
ot
o
=2
)
:IO{:‘G
e
N
-
H
—
2
o
N
N
fuor
o
=

¥ 1
CDR A&
A9 CDR1-IMGT | CDR2-IMGT | CDR3-IMGT | CDR1-IMGT | CDR2-IMGT | CDR3-IMGT
(G2D) ) (3 (D) &ED) (A
28 S | GFIFSNYG ISSASTYS GRHSDGNFAF | RNIVHINGDT | KVS FQGSLLPWT
(SEQ ID (SEQ ID GY Y (SEQ 1D
NO: xxx) NO: xxx) (SEQ ID (SEQ ID NO: xxx)
NO: xxx) NO: xxx)

X2

VHE VL A€
FA3 VH VL
2hE T

Fe-3¢ A3t m=u¢el ZAE 19 CCR4 23 Emel (= 19 110/104)& E 1o €A A = o= st 370
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[0375]

[0376]

[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

[0387]

[0388]

[0389]

[0390]

[0391]

[0392]

[0393]

[0394]

SIHS31 10-2021-0042324

Fe-3td 43 =d<l z}xﬂg 29] CCR4 ZA3g Z=H|el(= 29 212/204)2 & 1o A% &A F o= s 371
23

Fe-&9 Ag =<l A& 39 (R4 2% T (= 39 308/316 2 312/318) & £ 19 dAH A =
ol 3hite] 3719 F3) 2 3719 A R AE& 2353k 4= Q).

Lo

Fe-3¢ 23 =Q ZA|E 49 (R4 AF Tw|Ql (% 49 410/412, 416/418 L 422/424) 7}7+e 7 1o GA
H A F ol st 39 F 2 3 F (R AEs £F8E 4 .

Fe-39 23 el ZHAE 59 (R4 Ad Ew|el(%= 59 510/504, 512/514 2 518/520) Z+7+e & 1o 9A
A F o= e 3719 F 2 3709 A (R LS 28 5 ).

Fe-3¢ A3 wuel ZHA|E 69 CCR4 At =l (% 69 612/604, 614/616, 620/622 2 626/628) ZH2+& %
1o 4A% A4 2L 3709 A4 (R MES £33 5= Q.

2
@2 T ol shte 379 F
2

Fe-a+l A3 muel A% 72 (R4 A% =del(%= 79 712/714 2 714/716) Z+ZHe % 1o 9A® A 5
o= shtel 3719 2 & 309 A4 (R MES 28 4 U,
Fe-319 23 =2 A& 89 (R4 23 E=u¢l (= 89 812/806 2 818/822) Z+zte % 1o dAY A &

o] shite] 370 T4 R 370e] A4 (DR A <L

tlo

R e >~
xee o v

Fe-3t4d 23 T2l ZAE 99 (R4 23 = (% 99 908/906, 920/922, 912/914 ¥ 926/930) Z+z+e =
1o €AE A 5 o= st 3719 F4 2 3719 A4 (R AES 233 5 U,
Fe-3t9 A% Z=dvel ZAE 109 CCR4 23 Zvel (% 109 1006/1004 2 1018/1020) Z+2+& ¥ 1o dAR

A3
A F o= el 3719 F 2 3709 A R AES 28 5 ).
AT £l ZAAE 119 CR4 2 “dd (X 119 1112/1114, 1122/1108, 1128/1142 ¥ 1138/1136)
2A7ye & 19 EAE A F o= e 3719 T4l 2 3719 A4 R AES x23E 4 .

Fe-3td A3 =dQl FAE 12Q CCR4 A3 =W (% 129 1218/1220, 1212/1214, 1250/1208, 1248/1246,
1242/1240 2 1236/1234) ZtZte F 1o 9AW 33 = o= 3ol 3719 =4 2 3719 A4 (R AL X

ha|

teh 4= 9tk

Fe-&9 A% Tl ZHAE 139 CCR4 2 Z=w|ol (= 139 1310/1304 2 1314/1322) Z}z& # 1o 9Ad
A F o= skl 3] F E 379 A4 R MES 2338 4 Q.

Fe-3r9 A3 =9l ZAAE 149 CCR4 A =l (% 149 1408/1406 = 1416/1424) Z}2+e F 1o 9A4
A F o= skl 3719 F R 3709 A R NEE 29 5 AT,

Fe-39l 2% wrol ZAE 159 (R4 2F =l (% 159 1508/1506, 1514/1516, 1532/1520 Z 1530/1528)

Zzke ¥ 10 GAW A F ol shtel 3ol F4 @ el A4 (R AL EFE 5 vt

S

A3 Tool ZAE 162 (R4 AT = (= 169 1616/1604 = 1618/1630) Z+zte H 1o 4A=A
A T oo el 319 T4 2 3709 A (R AMES xge & drt.

A% ol ZAE 179 (R4 ZAF Tu(% 179 1712/1714, 1724/1708, 1726/1742 2 1738/1736)
747 7 1o A" A T o= sk 3 S 2 370 A R AES 2383 4 Q).
Fe-3d 23 =dQl ZAE 18Q CCR4 A3 =2 (% 18¢] 1812/1814, 1828/1808, 1826/1824, 1830/1832,
1850/1848 2! 1844/1842) Ztzte F 1o] 9AW 34 & ol dhtel 3719 =4 2 3709 A4 R AES =

e &

S

Adt =vel ZAAE 199 CCR4 2% E=dQl (% 199 1914/1904 2 1920/1922) Z+2+& # 14 9A%
A F o= e 3719 T4 2 3709 Bl R AES 238 5 U,
el o1 ZAE 209] CCR4 A3 =l (X 209 2014/2016, 2042/2008, 2036/2034 = 2028/2026)
= B A F o= e 371 F 2 3709 A4 (R AES 28T 7 ).
Fe-3t9 23 =2l ZAE 219 (R4 2% Tud (= 219 2114/2116, 2150/2108, 2148/2146, 2138/2140,
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2136/2134 2 2128/2126) Z}72 ¥ 1o €AH A T o= 3hute] 3719 F4 2 3702 A (DR MES *

FT = Ao

IV. o|ZFAF A& BE

= WA gl oSt e RES Fe =Wle d4dsks 270 Fe =vldl @Ale] dos= dolds
SolstAl dh= Fe =vllql &bl o] A2 e A9 opnnits Eeddt. AR, oSt A9 mE
= 2708 Fe =dd] dFAle] Fozgets CHy A 29 =vQle] Aol 9Ad opv| it X &S ¥3héh=
Fe =vlql &&FA|o] Cll; &l =W =wilQl o] di-ojtt. olgFA|st el RaolA, ofnidlt X8 o5 A

A FBDE TG, b2 THANA, oFAS HEY BES CH P BW Svele] (RUAA Fohm 7]

AR wnre]) GRA 24 BERE EGAT. Fo w0 Audon d4e] d8), F94 @A A

CIE SAl, AT, FA% 24 RS FESHE sl O FA BW Q)
_ﬁ_

the oA, Fdat opvmal AgHE Fshs o|FA St AEA RES zte Fe =HQ WA B S8
obm| it A#HE FHrshs ol As HEd mEs zte =
meste] freldk A7) AElY S Fe dedom Adtste] Fo mMdE AT F den, 47 Fe =A<
GFAE AHgsto] olFAS T G E - ol L
=A3F A8 5 o2 38 4 gtk K392D, K392E, D399K, K409D, K409E, K439D 2 K439E. & AAjejol|A],
Frst opwmak X B, o Fo], D356K i E357KE Firete Fo Bl wEAel S8 ofu| ek g, o
& £9°], K370D ®= K370EE sk Fe mvlQl @als abx ofuwibe] fejdh Fx7] ~Eold S Ed) A
gixow Agtstel Fo =vde AT & vk E thE AAdedA, E3BKE sk Fo mvidl whEkA o
TGFAE sk obvliate] fEd AHY] 2EHS T3 Fe
3 oAl A, Gk opulit A g o] FolgASt ey
=, olstAnt FHged et opvwit AEs Rk 270 Fe E=dld WA=
Fe m=rlels @43, olFolFAstE Fxatr] 99 thgFd st olgAst ded mEe] & 39 dA €t

mH Qs medwe] B AT AEjolY EARo] oo, o]FolFAstE sy A AMEE 5 e FUF
9] %6391 %ﬂ‘_017]' —Z‘:—ZH??}T/}— O]E%'(ﬂ- %ﬂ@0]7]— —EJE—‘:S} x Soﬂ 057%%1:}_
Aol FLI JH3 EAW|S I 3

S FEolAs Huy BES TFATh FEoldAs A9y ®
o

]
X
Asts Fx8ke] EFolFA Fe s

m oo o o

o r&% flo

)

o)
- 93
Do
Y
7
lo
o)
@]

A

= Sl t o]

7b fle Fe =Wl wEEAel v w2 FRAS ztev. A FdddlA, Fe Ukl olF °]

K409D/D399K, K392D/D399K, E357K/K370E, D356K/K439D, K409E/D399K, K392E/D399K, E357K/K370D =

D356K/K439EE EdtatE Fe Zd9)l @As x33it, = 0 Ao, Fc e 999 e olF &

Awol, o|E Eo] K409D/D399K/E357K/K370EE  A¥ sl 4% EAWOIE A= Fe =Wl A=
L33}, BFo|FHA S 2 E = thok MElA BEo] E 4A H I 4Bo| EAEC}.

v
off
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p
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Aol @ oAt 271§ ZH= CH, 3A B ErlQle] Qa9 obrlndt 2)E YAk e Ade] oplwet
AN wadeRd 94E 4 itk dAE & e A ollwat A7) Sel e 7
A =

—5_]‘ R S = =1 . s
@ AsAgel o3 fAHE @, O BA B9 el AWl Qi F 4719 Fold,

o

FHA ZS PEE 2 G 29 BERG FH7) Eo]ye] 2§

A7) 2ElolY e wB-F /&3 2Fe], oE Bof, 2he] Folgt EelPEI=e] Fe Erlel WA Aol ol
FoBAE S & + Ak, o Fo] wrt AAF RHE FA] 2EelPe wrk nF wud FA
g 2287 Slo A=, vl mee @ dwde] vz SAE ojnwat Alole) f2d AA7 A%
g2 ol gk Aol A7) 2ElYS AHgdtel EFOIFAS Ei o|FolBARE FAT 5 YoM, T4
towB-E 71en S8l &3 S ATk olFelFAS A%, gelsAwr FYA EAMe|E o] FolP
CEREREE =9tk webd, Fo Eolel webAl thee] G @ gde} ofniat

7}
2% = s T == WHEg=E 4= vk D356K, D356R, E357K, E357R, K370D, K370E, K392D, K392E,
D399K, K409D, K409E, K439D 2 K439E. <& €9, sty Fc =wgl ©@&FA], oA E £o], =5 (Y349C,

T366S, L368A @ Y407V)E zt= Fe Tl wEkals K370D EdwolE w3 238ty 2 Fe EH¢9 vk,
dE So], EE3(S354C 2 T366W)E 2zt Fe =dQl whekA|= E357KE £ ad 4= gitt.

Hop dmtxog  ¢lole] IEHR Zodwol(E EdwWo]l FF): Y407T, Y407A, F405A, Y407T, T394S,
T394W:Y407A, T366W:T394S, T366S:L368A:Y407V:Y349C 2 S3364H:F4057F ¥ 32 A 7] XElojd Eodole} %
st=l = o, Yool EEH EdWol(EE EdWol FgH): T366Y, T366W, T394W, F405W, T366Y:F405A,
T366W:Y407A, T366W:S354C = Y349T:T394F7} & 39 Ax7] AEoj8 EZdwolel 23" 4 ).

VI. F37] £E 0¥

A7) 2Eo]g e Bup aAk dad wabe] A4S 2dEy] 98 HE=, 9ud weel 2 gwio] wije
e obulial Abole] FEjd FHY] AL o] &8k Aolth. o]F-5olA FA|] APAA o]FolHA
e st FoFAY IS BN = A mvile] FeAeS wAskE A 2Eo® a9g o
ot e MF 53 9 F/) A12014-00241115 9] A H o] Tk

e

AN WEAA, AR 2EHE Fo muel wAle] o] FAS L Fe-FA AF el gAe] IS
Aofeh o AT 53, A7) ZEC]PS Agekt Fe =ulel BekAlel o FASE Alofsh] sk,
CHCH, AWE TS sht ool ohulmdt W7l FAs) Ei Sdeh ohulet W2 dAse) =g 5

4 S oblwgtel meh 3EAEE FAVHon FSAL RS Bk, A% TR, ANe] FAs
ohulial, ol Hol golal, of=rly mi AAERE A ol 6F Hol ofAREEMN EE FFY
woz ARG, thE FANA, Ao LA opvate FAsh obvlwitow oA S obr e

KR KR
= R
FEAGHE O, A BW 29 F sh} mE E R =94 5 v

PA) B wvjele] EQFOEA, B obrlndt Atole] HEAFOE A% AV 2EfY Eatel o8 Alof
HE P Eoel wAe] o FAE HEAHoR YT & A CPlNA FAR AAEE) oA Hay
Fol AgH

A% FHANA, FA7) 2Elold Edel ola) Alofse] Fe wrlQl wAle] oFAE NeHom IYT 4
Qe GANE TP oFAS AuA BES Y] Asl, 209 Fo £9 BFAE o Fo|FAG Ei
EFo|FASE Ba) Hedoz P48 & U

Fc w2l 4 = X 3o Al glo] xstd A3 7] A 2 2719 Fe Zdld dEEA

dolalA| gt dHAel BEdWolE EstowA X" S du. 48 FdAoM, Fe ¢l dFA= oS9

st @ SH3} opvxAk X3 F SUE 2 4 vk D356K, D356R, E357K, E357R, K370D, K370E,
e}

K392D, K392E, D399K, K409D, K409E, K439D @ K439E. & AAdo]A, %H3} ofmwal X3k, o F Sof,
D356K Hi= E357KE $hishe Fo =Wl whalel &3 ofueil X8, o o], K370D & K370EE &
sh= Fe Zdl ©kAl= abd obv|weike] fEldk A7) 2HoE S Fdl A9 os Adste Fe =HdS &
A ¢ Juh. E G2 AA oA, E357KE T8k Fe =HS) ©EEAI9} K370DE FHirdle Fe =dQl w4
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S ohmlete] G2 AA7] 2Eelde Ba Augow Agete] Fo mrlE YA & it

rr

K3
|
i

= Sol, 37)¢] Fe muelg 2
ol ola) o] 2749 Fe
241 e ol 9alel o

c—f?}% A% =W AABAA, 3709 Fe EHQ) F 27
o FolpAsiol s F49 = vk, "ol F
A E Fe wulole A Qs 2719 Fe v
e gol@ st Beluol (ol Fol AT 4
o] #2)E @%w 3709l Fe EWQI(Shte] AARA Wy 1E
) A AR ol
W91 Zh7he ol Fol Al Fe Er9l("EA 01%°1%‘¢iﬂ Fe =o]e)"oletat 23)( vw 19] Fe =9l
9l o

(106 ¥ 114) ®=+ Fc =+

=t
2
N
N,
>4

o o o

S A A .
K N
T
it
2
o M
W
=
R
R
W
oe]
o,
i
= & :lo
(@]
k1
=
o
tilo
A
r1r

s
oft
20

O,

o] WHEkA (206 H 214) T Fe =del wEEA(212 2 216)0 o] FHAIE o]Fo]A Fe ﬂﬂ DY 4 A,
A o]Fol#A| Fc =9l E357KE &3k Fec TulQl @A 2 K370DE i3t & T2 Fe =9l &
Aol o3 42 5 .
Z 3
Fc ol FolZA3 Wy
iy EdWol (A& A) E4d4o] (A& B) Az 79
EEQE-F Y407T T336Y 0= B3 #
-1) 8.216.805
LE-Q®-& Y407A T336W v= 58 #
8,216,805
EB-QE-Z F4054 T394¥ v 53 #
8.216.805
LH-QE-Z Y407T T366Y LI = B
8.216.805
FBE-ARE-F T394S F405W ns B3 4
8,216,805
=E-F-Z T394W, Y407T T366Y, F406A nZ =3 #
8.216.805
rE-Q%-F T394S, Y407A T366W, F405W n=E 53 f
8.216.805
rEQE-F T366W, T394S FA05W, T407A U= 53 4
8.216.805
LH-E-F $354C, T366W Y349C, T366S, L368A,
Y407V
=B-%  (CW-| Y349C, T366S, L368A, Y407V | S354C, T366W Zeidler 59, J
CSAV) immunol . 163:
1246-52, 1999
HA-TF S364H, F405A Y349T, T394F 102011028952
AA7] ~Eoley | K409D D399K US 2014/0024111
AA7] 2¥o1¥ | K409 D399R US 2014/0024111
A7 2819 | K4098 D399K US 2014/0024111
AA7] 2809 | K409E D399R US 2014/0024111
AA7] 281019 | K392D D399K US 2014/0024111
A7 2Eo19 | K392D D399R US 2014/0024111
A7 2Eo¥ | K392E D399K US 2014/0024111
A#7] 2~E o9 | K392E D399R US 2014/0024111
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71 2~Elo1¥ | K392D, K409D E356K, D399K Gunasekaran et
(DD-KK) al., J  Biol
Chem. 285:
19637-46, 2010
77 2E 3 | K370E, K409D, K439E E356K, E357K, D399K WO 2006/106905
FH-AFE-F +| 8354C, E357K, T366W Y349C, T366S, L368A, | WO 2015/168643
4471 =€ K370D, Y407V
VYAV-VLLW T350V, L351Y, F405A, Y407V | T350V, T366L, K392L, | Von Kreudenstein
T394W et al, MAbs,
5:646-54, 2013
EEE-RRR D221E, P228E, L368E D221R, P228R, K409R Strop et al, J
Mol Biol,
420:204-19. 2012
EW~-RVT K360E, K409W Q347R, D399V, F405T Choi et al, Mol
Cancer Ther,
12:2748-59, 2013
EW-RVTs-s K360E, K409W, Y349C Q347R, D399V, F405T, | Choi et al, Mol
S354C Immunol, 65:377-
83, 2015
Ask =94 (DK) | L351D T366K De Nardis, J
Biol Chem,
292:14706-17,
2017
s}t =< | L351D, L368E L351K, T366K De  Nardis, J
(DEKK) Biol Chem,
292:14706-17,
2017
L-R F405L K409R Labrijn et al,
Proc Natl Acad
Sci USA,
110:5145-50,
2013
IgG/A 7]+ 2} IgG/A 7]dj=} Davis et al,

Protein Eng Des
Sel, 23:195-202,

2010
S364K, T366V, K370T, K392Y, | Q347E, Y349A, L351F, | Skegro et al, J
F405S, Y407V, K409W, T41IN | S364T, T366V, K370T, | Biol Chem,

T394D, V397L, D399E, | 292:9745-59,
F405A,  Y407S, K409R, | 2017

T411R
S364K, T366V, K370T, K392Y, | F405A, Y407S Skegro et al, J
K409W, T41IN Biol Chen,
292:9745-59,
2017
Q347A, S364K, T366V, K370T, | Q347E, Y349A, L351F, | Skegro et al, J
K392Y, F405S, Y407V, K409W, | S364T, T366V, K370T, | Biol Chem,
T411N T394D, V397L, D399E, | 292:9745-59,
F405A, Y407S, K409R, | 2017
T411R
[0420]
BEAT (A/B - T) | S364K, T366V, K370T, K392Y, | Q347E, Y349A, L351F, | Skegro et al, J
F405S, Y407V, K409W, T41IN | S364T, T366V, K370T, | Biol Chenm,
T394D, V397L, D399E, | 292:9745-59,
F405A, Y407S, K409R 2017
DMA-RRVV K360D, D399M, Y407A E345R, Q347R, T366V, | Leaver-Fay et
K409V al, Structure,
24:641-51, 2016
SYMV-GDQA Y3495, K370Y, T366M, K409V | E356G, E357D, S$364Q, | Leaver-Fay et
Y407A al, Structure,
24:641-51, 2016
A7 25% | K370D E357K
A7) 2599 | K370D E357R
A7 2H9 | K370E E357K
7] 2Elo¥ | K370E E357R
A7 259 | 370D D356K
A7 €9 | 370D D356R
A7 2ElA ¥ | k3708 D356K
[0421] Bx71 2Elo¥ | K370E D356R
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FHE Jr= EU e g Ao wel Gl E (Edelm 52 #3 [Proc Natl Acad Sci USA, 63:78-85, 1969])
Fe Zw]Ql GdEEAe] &3 o] FA 5]

Fe T=vQl @A) FFo|FA st sde 7] gy EQWol(TFolFAst Ay EE)E Fc B
G B BEo o ez mQisto R EHdE 4 . AR FddddA, 2719 Fe T @RAE
CHy Z=mHQl Afeole] Ao A abde 7)o ] vlo] Hoji 2719 fX|o] sdg st 5dWels Ffste
oA A9 BRES Xeth. 2719 Fe =W dEAlolA 27 o]k drAQd v e F AL
o] AslE JAAFN oz, BdRold Fe Zrel SAE 593 oy ML Fe =l Ao 3t
FRAS FASA T, ol#d EdWelrt flE Fo =Wl Aol dis) ¥ W ARAS et Fe =9
A ol =hE O o] FFo|FASE HXY 4 = A 2EAE EdWelE X 44 2 X 4Bo AT
glol YEhd vk, A FEdelA, Fe EWde olF st EAWel(E 44 E ® 4B), dE E9],
K409D/D399KE Ztz; Egtates 2709 Fe L9l @HAE £330, & o FddoA, Fc ZHele AlE 94
3 QWO (E 4A 2 FE 4B), o|lZ Eo], K409D/D399K/K370D/E357KE 22 3+t 2709 Fe Z=mlel Gk
& ¥,

A= B0, 37H91 Fc ERls 2t Fo-&d 23 =9l fAEAA, 3719 Fe =Hd & 17H—t— 77] 2o
o g o) FxiEo] 2719 Fe =HlQl @A SFolFAStol o3 FAHE 5 Ak, "TFOIHA Fe E
Q"S- 2719 Fe Euﬂd ek o] FFolFgEA st ) FAPEE Fe EW]olS A A8y, 2709 Fe =H9l vk
= TUd JAs BdWo) (S Bo], ¥ 44 E F 4Bo] B9l Fx)E i3tk 3709 Fe =Wl (Ehte]

ZHEA wE "E7]" Fe =Rl S ol A

[ez] T
- =
o "E7]" Fe =m9l R O270e] opvlie ek "EA" Fe E=wW]D)E zte Fo-dd A =l FAlEol
I

ey
QIR "&7] FEOlFA Fe ErQl'ezk E3)d
<

R

_
- [e)
. E7] BFol#A| Fe B¢ 7}z o]F EWo] K409D/D399KE -5t 2709 Fe EwQl whekso
=] [e)

Fc 301ZA8 B - 7 Al€d 2719 ¥

' Ed8o A& A2 B) Az 4

ik 9 EEE
8.216.805

AA7] 2€ o9 (KD) D399K/K409D Gunasekaran et al.,

J Biol Chem. 285: 19637-46,
2010, WO 2015/168643

AA7] ~Eo]¥g D399K/K409E Gunasekaran et al.,
J Biol Chem. 285: 19637-46,
2010, WO 2015/168643

A7) 2~Eolg E357K/ XK370D Gunasekaran et al.,
J Biol Chem. 285: 19637-46,
2010, WO 2015/168643

AA7] 2€og E357K/ K370E Gunasekaran et al.,
J Biol Chem. 285: 19637-46,
2010, WO 2015/168643

AA7) 2Eg D356K/K439D Gunasekaran et al.,
J Biol Chem. 285: 19637-46,
2010, WO 2015/168643

AA7] 2€o]g D356K/K439E Gunasekaran et al.,
J Biol Chem. 285: 19637-46,
2010, WO 2015/168643

A7) 2Eo]g K392D/D399K Gunasekaran et al.,
J Biol Chem. 285: 19637-46,
2010, WO 2015/168643

ol
2
N
>
uj
2
ot

K392E/D399K Gunasekaran et al.,
J Biol Chem. 285: 19637-46,
2010. WO 2015/168643

37 259 K409D/D399R
AA7 2EY K409E/D399R
337 299 K392D/D399R
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[0428]

[0429]
[0430]

[0431]

[0432]

[0433]

SIS 10-2021-0042324

[E% 4b]
Fc 5F01FA5 34 - 4 Al&d 4719 Eddo]
FFOIFA Fc =HQde 2749 Fe = FFOIFA Fc =H¢le 2719 Fc =
W SFA ZAzre] 3 FA EW Z=od | WA @FA 449 3 FA EW =9
S48 Sduo(S) QA3 EdHol(E)
K409D/D399K/K370D/E357K K392D/D399K/K370D/E357K
K409D/D399K/K370D/E357R K392D/D399K/K370D/E357R
K409D/D399K/K370E/E357K K392D/D399K/K370E/E357K
K409D/D399K/K370E/E357R K392D/D399K/K370E/E357R
K409D/D399K/K370D/D356K K392D/D399K/K370D/D356K
K409D/D399K/K370D/D356R K392D/D399K/K370D/D356R
K409D/D399K/K370E/D356K K392D/D399K/K370E/D356K
K409D/D399K/K370E/D356R K392D/D399K/K370E/D356R
K409D/D399R/K370D/E357K K392D/D399R/K370D/E357K
K409D/D399R/K370D/E357R K392D/D399R/K370D/E357R
K409D/D399R/K370E/E357K K392D/D399R/K370E/E357K
K409D/D399R/K370E/E357R K392D/D399R/K370E/E357R
K409D/D399R/K370D/D356K K392D/D399R/K370D/D356K
K409D/D399R/K370D/D356R K392D/D399R/K370D/D356R
K409D/D399R/K370E/D356K K392D/D399R/K370E/D356K
K409D/D399R/K370E/D356R K392D/D399R/K370E/D356R
K409E/D399K/K370D/E357K K392E/D399K/K370D/E357K
K409E/D399K/K370D/E357R K392E/D399K/K370D/E357R
K409E/D399K/K370E/E357K K392E/D399K/K370E/E357K
K409E/D399K/K370E/E357R K392E/D399K/K370E/E357R
K409E/D399K/K370D/D356K K392E/D399K/K370D/D356K
K409E/D399K/K370D/D356R K392E/D399K/K370D/D356R
K409E/D399K/K370E/D356K K392E/D399K/K370E/D356K
K409E/D399K/K370E/D356R K392E/D399K/K370E/D356R
K409E/D399R/K370D/E357K K392E/D399R/K370D/E357K
K409E/D399R/K370D/E357R K392E/D399R/K370D/E357R
K409E/D399R/K370E/E357K K392E/D399R/K370E/E357K
K409E/D399R/K370E/E357R K392E/D399R/K370E/E357R
K409E/D399R/K370D/D356K K392E/D399R/K370D/D356K
K409E/D399R/K370D/D356R K392E/D399R/K370D/D356R
K409E/D399R/K370E/D356K K392E/D399R/K370E/D356K
K409E/D399R/K370E/D356R K392E/D399R/K370E/D356R
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[0434]

[0435]

[0436]

[0437]

[0438]

SIHS31 10-2021-0042324

B NAL WEell A, 2719 Fe ZElQl @A Atole] ©AE 3~200709] ofn|:=AH(dE B, 3~2007, 3~1807M,
3~1607, 3~14078, 3~1207R, 3~1007§, 3~907%, 3~807W, 3~707W, 3~607§, 3~507, 3~457), 3~407§, 3~357¥,
3~3078, 3~257, 3~2078, 3~157W, 3~107W, 3~970, 3~87W, 3~77W, 3~67W, 3~570, 3~470, 4~2007), 5~2007Y,
6~20070, 7~2007], 8~2007H, 9~20078, 10~2007H, 15~2007H, 20~2007W, 25~2007], 30~20070, 35~2007, 40~200
AN, 45~20070, 50~20070, 60~20070, 70~20070, 80~2007), 90~2007), 100~2007H, 120~2007), 140~2007H,
160~2007H TE+= 180~200789] ofw]x=ib)& EFhele olu|iAil o] d 4 vk, A FAAoA, 2719 Fe
Tl GEA Atolel AL AHolm 12719 ofw:=glk, oA 12~200709] olviAb(AE B, 12~2007,
12~1807, 12~16071, 12~14078, 12~12070, 12~1007H, 12~907W, 12~807N, 12~7070, 12~607], 12~507], 12~407),
12~307, 12~2070, 12~197, 12~1870, 12~177), 12~167), 12~1570, 12~147], HEi: 12~137]9] oju|xAh) (47
o), 14~20070, 16~20071, 18~20070, 20~20071, 30~20070, 40~2007], 50~2007), 60~2007], 70~20071, 80~2007),
90~2007K, 100~2007), 120~20071, 140~20070, 160~2007), 180~2007§ F+ 190~20070¢] o}m|x=Ab)& 33l
olu] Ak ~do]Aoltt, B FH A, 2719 Fe Ed¢l wEkA] Alole] B AE 12~30719 ol mAk(E
o], 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 Hx= 307§9] o}n|x2h)<S 3t
Sl ofH| At Ao Aoltt, AFe MEE Ado|E FFAd FTAFH da, odF £, 24l L Az
22 7teAd oAt 2VE Este EE ¥AE Edeitt. 54 FdddA], oA E EEHE, o
GS, GGS, GGGGS(ME WZ 1), GGSG(ME WHE 2) L& SGGAYE HE 3)9 tsF HEZ L v RE IS
T 4 k. 53 FdEAA A, 2FolAE S, A7 , GS, GSCS(HYE WHI 4), GSESES(AE WE 5),
GSGSGSGS(ME WME 6), GSGSGSGSGS(ME WME 7), HEE GSGSGSGSGSGS(ME WME 8)e] REIXE ¥3ksle 2 U
A 12709 ofmmats i3 4=y, B UE FddolAM, Aol e G6S, dIAW, GGS, GGSGES(MYE HE
9), GGSGGSGGS(ME WZ 10) Z GGSGGSGGSGES(AE HE 11)9 TE|ZE X &3l 3 A 12719] ofv|=2tS
FH 4 dd. T g2 FHdolA, oM E GGSG(AEHE 2), oY, GGSGEESG(MEWE 12),
GGSGGGSGGGSG( M EHE 13), GGSGGGSGGGSGGGSG(M DM ZE 14) HEE GGSGEGSGGGSGGGSGGGSG(M BT 15)¢] RE
TE x3eE 4 UA 20709 ofnxeaks TR g k. e FAdelA, 2FolAE GES(HEHE 1), 4
A, GGGGSGGGES(M B E 16) HE=GGEGSGGEGSGRGES(M G T 17)9] REXZE 73 5 Qlth. 54 Fddol
A, 2¥o] = SGGGSGEGSGGGSGGESGRG(M B 3. 18) o).

B 2o

IR e, 2709 Fe =Rl @FA Alolo] ~A#o)xE Il 27|ek, oHd), A= 4719 =il &
Z1 (A, 4~2007], 4~1807), 4~16070, 4~1407W, 4~407, 4~1007), 4~907W, 4~807W, 4~707W, 4~607, 4~5071,
4~407Y, 4~307W, 4~207W, 4~1970, 4~187W, 4~177W, 4~1670, 4~157W, 4~1470, 4~1370, 4~127H, 4~1170, 4~107),
4~970, 4~87W, 4~7W, 4~670 T 4~5709 2T 7)) (A, 4~20070, 6~2007H, 8~2007H, 10~2007,
12~2007, 14~20071, 16~20070, 18~20071, 20~2007, 30~2007], 40~2007), 50~20070, 60~20071, 70~2007),
80~20071, 90~2007], 100~2007H, 120~2007), 140~2007§, 160~2007], 180~2007§ T=E 190~2007H¢] =4l =
7DNE gtk 54 FEdelA, 2dolA = 4~-30709 =4l IU(dAd, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 = 30719 24l A7])S z=

AR FHA oA, FEA T Fiste 2doE FE A &S dAGEAY, 0-9FE ==
3H(0-linked glycosylation), O-=dZAstgnx AAHH), o9 st o9 A=- 7| (dxd,
SGGGSGGGSGGGSGGGSGGG(M EH S 18))E FHrate ~FolAl et Hluste] FEFAS FFo] A (dad, 0-2¢
Az FEY ) (A, AdEA, ®Res ) AR, FAA(Fue) 9/EE ZAEEA(Gal)(d7d,

[

Adzmz)eh 2 ks 2te -2t e A4)E & vk

_ﬁ
o
ol

v A, FEA W Gt ssdelt o-FUIASAA, 0-AAZAHHA B >
AAL, odE 5o sty ool Al-l 7] (dld], SGGGSGGGSGGGSGGGSGEG(AM EME 18))E Ffrate &uo)A ¢}
wste] 0-2elmast SEel ghd & Ak, 0-4AR A $E Fak).
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[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

[0445]

SIHS31 10-2021-0042324

AR FEHdol A, FEA A7 FgHste AdoE gd S Ax &S £ IAY dAW, skt ok
MY A7) (AW, SGEGSGGGSGGGSGEGSGRG( A DT 18)) S SHdl= 2u|o] -} nlusle] ghld Ba)fo] 7ha
g 4 9},

54 FdolA, 2dlolA= GGG(AYE WM 19), d7Adl, GGGGGEGG(AME HME 20), GGGGGGGGGGGG(AE W

21), GGGGGGGGGGGGGGGG(M Y W E 22), "+ GGGGGGGGGGGGGGGGGRGG(A Y WF 23)¢] RE|XE i3k 5 AE}
£ FdAlA, 2ol ME GGG EME 24), <A, GGGGCGEGEG(MEHE 25) H=H=GGGGEEGEGGEGGRG(A]
dE 26)9 FEZE FHT £ Jdrk. EAH FdAolA, A¥elME GGEGEEGEGGEGEEEEEEG (M YD WM&
27)°|t}.

2 FdddA, 2dolXE S 2 Al- Q9] oAk, olE Eo] GENLYFQSGG(AE® S 28), SACYCELS(A
EWF 29), RSIAT(M Y™ 30), RPACKIPNDLKQKVMNH(M YW S 31), GGSAGGSGSGSSGGSSGASGTGTAGGTGSGSGTGSG(A]

AW S 32), AAANSSIDLISVPVDSR(AMEW S 33), EE GGSGGGSEGGGSEGGGSEGGGSEGGGSEGGGSGGGS(AMEH S 34)E =

i

@ B 5 9
wowye] B4 pRdolA, 12- Ei 20-obrledt S Aol 29 Fe Erlel wAE AU Ads)
=g AgEY, 12- 2 20—0}1113& HEE zsloldE 47 Y GGGSGGGSCEES(HE W 35) o

SGGGSGGGSGGGSGGGSGRG(AME W& 18) = o] Fofxith. thg Foolx, A GGSGGGSGGGSGEGSGGS(M EM Z 36)
2 o] %o7l 1g-olv:it WE|= solAlvt ALgE & dlrk,

A Tl A, 27§] Fe ZHQl @A Atole] x#lolM s Fed AEMSE 1-36 T o= dhte] ALl A

ol 75% FAI(Ho|x= 77%, 7%, 81%, 83%, 85%, 87%, 89%, 91%, 93%, 95%, 97%, 99% W= 99.5% HAITH) A

a5 7HE = du. B FddolA, 2719 Fe T=W9l @A Alolo] Auo) M e AdWE 17, 18, 26

27 F ol 3l Hde) ol 80% FUF(HE 82%, 85%, 87%, 90%, 92%, 95%, 97%, 99% = 99.5%

A3t H%ﬂ% 7Hd 4= ok, B e, 2789 Fe ZrQl @] Alolo AdolM e A&t HEHE

18 EE 27 T o= dhte] A Eel Hojx 80% THUSH(HAE 82%, 85%, 87%, 90%, 92%, 95%, 97%, 99% EF
[e]

99.50 $UW) AL 7Hd F 9

S TEANAM, Fe =vQl GFAe] A9 opn|w Wy} A3 ZYHE = = Fo 9GEAS] T
o Atolo] GA(S, Al Fe Z=vlQl dkAle] 3 IA B9 =Hle] (-2ehS A2 Fe =Ml T o] 114
v Qle] N-wheke] ddste], 279 Fe Z=vidl @AlzE M= A™o] Hes dAdshs J7)= of Aol okd
37N ol el epmAt(ellE Eof, 3~2007H¢] ofv]=ik(elE E°, 3~200, 3~180, 3~160, 3~140, 3~120, 3~100,
3~90, 3~80, 3~70, 3~60, 3~50, 3~45, 3~40, 3~35, 3~30, 3~25, 3~20, 3~15, 3~10, 3~9, 3~8, 3~7, 3~6, 3~5,
3~4, 4~200, 5~200, 6~200, 7~200, 8~200, 9~200, 10~200, 15~200, 20~200, 25~200, 30~200, 35~200, 40~200,
45~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200, 160~200 EFEi= 180~2007]¢] o}
Ulmah) S s AdelA, EiE AHoi 12789 opwmat, el 12-200709] opw:it(ellE S, 12-200,
12~180, 12~160, 12~140, 12~120, 12~100, 12~90, 12~80, 12~70, 12~60, 12~50, 12~40, 12~30, 12~20, 12~19,
12~18, 12~17, 12~16, 12~15, 12~14 W& 12~13709] opw]i=ab) (e E So0], 14~200, 16~200, 18~200, 20~200,
30~200, 40~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200, 160~200, 180~200 ==
T 190~2007H 9] opm|:=it)) S Frekis ofviit dojAfelnt

Hong

M ET Fe W9l @aFAe] d1x] Zuele] N-Zuka) CCR4 A3 =vl(dE S0, (R4 T4 4% =
UﬂOLO CHI =HIQl v+ CCR4 A3 A% Z=d1Y CL Z=HIRDS FHEA] dek Alojo] EX|3te] 37] o]4e] ofv
LA OE So], 3~200 o}H|mat(eE S0, 3200719 o}mwAb(e]E Sof, 3~200, 3~180, 3~160, 3~140,
3~120, 3~100, 3~90, 3~80, 3~70, 3~60, 3~50, 3~45, 3~40, 3~35, 3~30, 3~25, 3~20, 3~15, 3~10, 3~9, 3-8,
3~7, 3~6, 3~5, 3~4, 4~200, 5~200, 6~200, 7~200, 8~200, 9~200, 10~200, 15~200, 20~200, 25~200, 30~200,
35~200, 40~200, 45~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200, 160~200 &=
T 180~200708] ofm:Ab) S zZtE AdlojA], HE Hojk 1279 obu|w4l, o7 12~200719] oW wAk(AE
S0, 12~200, 12~180, 12~160, 12~140, 12~120, 12~100, 12~90, 12~80, 12~70, 12~60, 12~50, 12~40, 12~30,
12~20, 12~19, 12~18, 12~17, 12~16, 12~15, 12~14 & 12~13709] ofn:=Ab)(olE So], 14~200, 16~200,
18~200, 20~200, 30~200, 40~200, 50~200, 60~200, 70~200, 80~200, 90~200, 100~200, 120~200, 140~200,
160~200, 180~200 HE= 190~200709] ofv|:Ab))S Efale ofvliil AdojAol o3 E=WQle AAT
ATt
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[0446]
[0447]
[0448]

o oy TPy wE AT T EORWOROE M PR £ N B ol W X o o) T W
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[0455]

[0456]

[0457]

[0458]

[0459]

[0460]

[0461]

[0462]

SIS 10-2021-0042324

AR FHA A, Edol 71 Fe-Fd A =vlQl AAE] A1, A2, A3, A4, A5, B A6 FEHE=
Z 3ly o]AH(dE Eo], &= 19 ZYWMEE 102, 112, ¥ 114, = 29] 202, 214, 216 ¥ 218, = 39| 302,
320 % 322, & 49] 402, 428, 430 ¥ 432, & 59| 502, 524 ¥ 526, T 69 602, 632, 634 E 636, & 79
702, 708, 722 @ 724, = 89] 802, 804, 826 X 828, = 9°] 902, 904, 934 % 936, % 10¢] 1002, 1010,
1012, 1024, 1026 9 % 119 1032, 1102, 1104, 1106, 1144, 1146 2 1148, %X 12°] 1202, 1204, 1206,
1252, 1254 2 1256, %= 139] 1302, 1306 1320 % 1324, %= 149] 1402, 1404, 1426, % 1428, % 159 1502,
1504, 1534 2 1536, %= 16¢] 1602, 1606, 1608, 1626, 1628 2 1632, %= 17¢] 1702, 1704, 1706, 1744, 1746
91748, & 182] 1802, 1804, 1806, 1852, 1854 ' 1856, = 19¢] 1902, 1906, 1910, 1924, 1928 = 1932,
209 2002, 2004, 2006, 2044, 2046 L 2048, T 212] 2102, 2104, 2106, 2152, 2154 % 2156)2] N-Ztt

Aspi= Glno 2 EdWeld 5 gl

(

g

wele Aaldel AR AAH Fe-dbd AT =olel AATe] A9, Fe-dbd AF =del AAT 1218 =
B E ARgylel 2z B357K B K7D Aah A4S $AE 4 vk

Hdol 71AE Ar AL Fe-gd4 A3 =l FAE(AE 59 Fe-&dY 23 Zvel FAE 1-21) F o= 3}

U= o Fe =d9l 2 R4 23 =vlde zt= HAIEo] vls) &4 o+

% 22 (ADCP) H/EE wA oEA MEZA(CDC) BAdAM Zatd axr] 7
]

=
2 OCCR4 2 Z=viidle 2zt Azl ofel] vehbA &= Aeshs S48 =32 5 o

= oo Fget WomnE WHT
4 oBed By AE AR, dan, A J19e Tdes ns2e AFan. qie G F48 F 7]
S(FAAT, FAWD, A7) ATY, AWDHE BA, AF 0 A@NFY el g5 53 AT =98 F 3
= oAl e T, £3 AXE TR, AF, AF Er 2% 29 F dud & Ak 25F 53 A

X CHO(H+= CHO-f-2lf Alaz==, olZdh, CHO-K1, CHO-DXB11l CHO-DG44),
VERY, HEK (elZith, HEK293), BHK, HeLa, COS, MDCK, 293, 3T3, W138, BT483, Hs578T, HTB2, BT20 % T47D,
CRL7030 % HsS78Bst AEE XA oo A=A gFevh, dald A& wde xdsiAY, dates 5
4 gAoR 9l AEs MEsta Asks 55 Ak B3 Adgd 5 v Aold w5 Axe @
Aol AYF AE " WMEE 9 549 54 vMAYSS etk wdd 9] enke Wd 3 Ags

B A A% A

A&k DNA Eehav= ZAEAA old 4Ee] 2y P BHE 8, 55 Axs ZEERE, WA,
M, A FAA, EEjotdidst F-9 B A wiAE EFste], dAel g Adg 2y x ©]
a =d® DA 34 FEUAY g1 489 & vk, AR wude wd el 9ol FAse] v,
oS E59], Paulina Balbas, Argelia Lorence (eds.)®] #3[AZ% Gene Expression: Reviews and Protocols
(Methods in Molecular Biology), Humana Press; 2nd ed. 2004 edition (July 20, 2004)]; Vladimir Voynov
2 Justin A. Caravella (eds.)® & [Therapeutic Proteins: Methods and Protocols (Methods in Molecular
Biology) Humana Press; 2nd ed. 2012 edition (June 28, 2012]<& ZZF3hc}.

XI. g¥3243

7} Fc @Al Asn 2979 N-22]l=2438 295 gttt b2 o Fe @ Ao A thg9] old FH
2 ZA% F Q. 2o A" F9-2% Fe AAlE e A g 2AHENA, SRS H o) FAHY F
gom  EAshe FEzte AEe, Forgn, 34 T F9-2F Fe FAES 8] ga AHgEE Al
XY, AxY A4 2A03% wiA 23 @ AL Aol upel gk & k. ohkd A9, 2 7]
A AAE B ZEPEHE EFA e ZYHAEEE Tt ZAES Holk o= AEAE EF IS
Hoh, dE 5o, 2AE EActs Y (dE E9, Fc =870 HAox 5%, 10%, 15%, 20%, 25%, 30%,
35%, 40%, 45%, 50%, 60%, 70%, 80%, 90% Wi 95%dll FHA JA717E Aowo] ok, wEbd | 5%~60%,

5%~50%, 5%~40%, 10%~50%, 10%~50%, 10%~40%, 20%~50% FEt= 20%~40%] F2 2717 Aejsol 9l
o ok ol Ax G¥zAsty 2AELS 1,3,4-Tri-0-olE-2-E5A-2-ZF 9 2-1-F 32 AA ] &4
skl FAE Abets AEs wgstel AE & vk, el JAE AAE B EYE=e dddez @
Fadstd FelE FUIBY] wde]l #HAHAY fle AXdAe BH(E B, FUIRS Hokgau Ex
RNAi (siRNA, miRNA EE= shRNA)S ARE-3E @] ghaxel o)) % ilEb-1,4-hedd-gdebad 4-wep-N-opxd 2
FRAPPEALA DA (GT-T1DE s dshs AxolMel Bas sl tdd the s ARske] At

il
L)
o
2
rlr

- 108 -



A

o1 10-2021-0042324

=

=

o

el
=)

Pt ol

o

| W82 2ol 718

oFetA ZA /A A

XIII.

i

[0463]
[0464]
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w < o . M o @ .S - - o o R T T b £
R - R o S R B - cTEE  FoFE &
) ol N . —_~ & ~ ~ 0 ) ‘_Lr
= gt e By ®E g o om g w3 Py T T N R =
A TAEMT 27 9 (NN S % o oo B W i Dex =
@ Do L X= <€ o N %o Gl T o K o & F
2 SRIDente mET EE PP Lew FT 7 Ton g it
= S S O~ o oG- S _ gl - ok
¥ Bgho _op® B0 TE Ly Bog Mmug v H w8l =
T b ge AL ST T Bk _®TY & PID 2 mxn? N
o) (Enﬂu s - oo oo XN N o S X w2 = ! — i ,:oﬂ%m k) e H
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[0477]

[0478]
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ARESEe] HrkE 4= Qo). A7 A BEA(Quidel)E 25% v/vE BE Aol H7}star, 37ColA 2417 Bk Q5
wlo]Add 4= tl. WST-1 A3 22 A2k (Roche Applied Science)S H7}gH 3 AEES 37TCoA 1247 <
Qliwolder 4 Q. ZHO|EE 283 MYV FiL, 450 mmoll Al FHE=E SAHT = ATt

XVI. @A &4 AE-vi7} ME=/ (ADCC)

ADCCE 3 A4S ARgste] H7bet &= glvk. QIZF 1xF NK 347 Al X (Hemacare) & 353kl 37 CellA &bt
ek 5x10 70l /uLe] BEF G wlA-3(Lonza)el HAAZCH. thed, gk PLoly AEF Raji EH A
Z(ATCC CCL-86)%F 3la=star, w4 wix(sAs @l 53 RPMI, 10% FBSA, GlutaMAX™)oll A@Ershar, vpek
3 wme) A Zmw A7kl A dhel]l 37TCelA 307 F<t EZdlolB Tt olojA, FAAIZ NK Al

shar, ¥4 iAo Adesta, F-CD20 AHE Raji MEEZ Fhohs FeolEd Hrsith. ZHoES &
~O-EA AEe HE Hlgo] 5:1(5x10 e NK AIE: 1x10 /9] Raji)7h HE= 37CoA 647F Ft A
AT,

CytoTox-Glo™ A E=A A 7]E(Promega)S AH&3lo] ADCC A4S ZAZC. CytoTox-Glo™ #2]& whA
HE|= 714 & A&5te], o FEAAS A AXE, odF £ &8 Raji AEe o) WEE 5L AE ==
oAl @4E& SAect. 61 mge &, Fugh Ak A) S EHolES ZF e Hrhetar, A2olA 153
L QH|E ZYolE XUl Ydrt. 23S PHERAstar F5 Zd#|o]|E #57](BMG Labtech) & /\}%O]—Oﬂ] A3k
ot WagteEE AAS Y] Y R ZANK AE + Rajist @) e HE=XE ANFH oA M F dolgE
A5kt

XV. &A &4 AE 4728 (ADCP)
B

AN vlgel Fe-atl A% =) A £ wodAel ola) A o= AE ARALANP) BHE %
B9 4 ol FA §AUAGORE ARl AXPE WUATE AAE o) HH el AATES TAHE 3}
golh, AMEE faAlF 92 WAA FAY Fohe MEE Al AAS uzse Azt o 34
o waA-nd B4 AEEAPS)e] o) BAFEC] NF-xB BAFZ olojArt. olojx, (3b @ WA 2L
F29e B4 PUA) $HY 5 vk, wHo] Favel YW Fo EHQle Fo FEAE B AMLE
@k, ololAl, AL AEE AL, BAL AT ANLE daEd FHAG. ololn, FHehs v
dage AEd B4 G Bl s,

ADCPE AEWY BAS gl BT & drk. FA G AT-o AFAEANP) S A GAe] T8

3]
t}. ADCPE FcyRITa(CD32a), FcyRI(CD64) @ FcyRIITa(CD16a)E Ea) walgt, tAAE,
i?:rL D FXg AE odl wilE ¢ vk, 37 AT BT A <14, WY 84 FsEHY 2
kel AZ A Fodd 4 YA vk, ek AFE FeyRIIar)y ol@3k Ao #oldl= FQ Fey

=

FcyRITa-H ADCP 484 Bioassayi= FcyRIIad] Soldo g ZA3sle] o5 A 3ste Fe =W elS

AL e AE AAY 253 S S48 d 4SS F de Aedd /‘ﬂ}: 719k FAoltt, olejgh &
AL ofu =4k 1310 S| 2EW (W) FHrdhe LSt 17F FeyRITa-H WOl A

T AEF 9 NFAT-¥H& @ (NFAT-RE) ]l 93] fress FAA kA 2l Xe & P €.

1|

Ol

mlm
i)
e
_O‘L
rlr
Ho
R
R
BN
»
—
=

=}

a
o

8

24 Az % B s Fugas 2
NEAY P NFAT-RE ohA FAISEA B fua 4

& ARkl HEE A AFstEr.
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37] AAlde 2 AT
Sl A AT S8 74,
A WA AW e Aol ohn,

Al 1. CCR4 27 =vdS 2= Fe-3Fd 28 =dd FAE 79 44 2 FA

Fe-ghdl 23 =vel AAEL 29 58S S7MA17]aL, 94 &5 18AF9] 2 9 gEgas Add ¢
A= ABFR] AojHA e AFES HAslel, dFA 0T FAT(AE £, HoJE 85, 90%, 95%, 98%
or 99% wAE) AFH LrE T AHES AL AAET. olYd HxE adste], A o] N-dth
Fo m=rQlel gle @Y #A43 Fe Eddezy e JHE A ES s7] 7141 vk} o] A=3%0ct. Fe-34d
A% w=vol ZAE 7(CCR4) ZzHe 2709 Wole] Fe =w9l vk 3 Z2] e =(3-CCR4 Fc Fa(AHd A
% 7z1)9 2719 7hH, 9 Fe @(AE ®s 772)9 2719 719]) H 3F-CCR4 A3 ZZPE=(AED HE 49)9]
2718 FH9 2 33, Fe A4e Asl-Sd WMol F (K409D/D399K E43¥o]) Fe =Sl ©EA| (FFo|HA 3=
1 2]

ol
737 9&)) @ N-deko A9 3-CCR4 VH 2 CH1 E=WQ1(EU €% 1~220)7} 3 g2 F357K A3t SWol
9 S354C 2 T366W EEH-Fd EdWHo|(o]FolFATE X387 HANE 2E THel wEHA S &30t
(A& 7(CCR4)). Fe whf= K370D sl Ed¥o] 2 Y349C, T366S, L368A % Y407V SHER-A Edmo| (o]
o

olFAZE =37 Y3HE Fe Ewlel GHAS i3k, F-CCR4 A= 3 schve

% 4 102 Fe 4]
VEEY $UASS LU & A WAL EAF ATAAS TUS AN AARAGD NS4 EF
U e SRt Dt Eeols AAEE A ol AR 20 A% GEEL 5 FAF
Qehelth. E 40 W E 4BS] ol AAS 3] MAe] Fehavl= (A (-CROE GBS it B
SavlE. Fe BA(B-CRDE FEAFNE artel FAAE 0 Fe GAE FEANE artel Eohaveol
BT EE LS
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[0490]
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[0493]

[0494]

[0495]

¥ 5

TS

ZAE 7(CCR4) M E

I8

734

Fc %3
(3F-CCR4 VH ¥ CH1 =
g

Fc @4}

ZAAE 7
3l
(CCR4)

fole

Mg ¥

DVLMTQSPLSLPVTPGEPASIS
CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRFSGVPDR
FSGSGSGTDFTLKISRVEAEDV
GVYYCFQGSLLPWTFGQGTKVE
IKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

Al HE

EVQLVESGGDLVQPGRSLRLSC
AASGFIFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVKG
RFTTSRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVICV
VVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTT
PPVLKSDGSFFLYSDLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPGKGGGGGGGGGGGGG
GGGGGGGDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTP
EVICVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPRE
PQVYTLPPCRDKLTKNQVSLWC
LVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPG

Mg ¥

fol

DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVICVVV
DVSHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVCTLP
PSRDELTKNQVSLSCAVDGEFYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLVSKLTVDKSRWQ
QGNVESCSVMHEALHNHYTQKS
LSLSPG

Aso) o8 AE eGP0 zTE PR,

3}3 9151, 0.2 pm

H3lo xq

_1
r.l
_i

MEZ S 95Co|A 1087 Laenmli W=

75 ol

7] hAS Poros MabCapture A(LifeTechnologies) AHES A3}
X8y Fe-3d 4Ag

s

°© H

T(AYG AA) pH 3, 100 M FFA o2 &8I}, EEHS
el2 dit ogt. ¢
g AmviEI I o5 FrtE Es3itt.
= 9PZ°“°§*1 50 mM MES 400 mM ASFUIEH, pH 6(E
¥ A28 Aol A 10 kDa H Q. ol g

= A 3E

— =

= FAES ALt
1 M TRIS(pH 7.4)°]
MA-S Poros XS 4~ (Applied Biosciences)E /\}33}04
AL 50 mM MES, pH 6(+= A)2 ALA B3 slsln
A B)S AMEste] oA FejE &gt
(PES) = 7FEZAIE ALE

22 0|2 30 ng/il® BHHAL 0.2 un eIz A ol Bekrt.

free) A(4~15% Z@|olaHoln| = Bio-Rad)ol

(Coommassie blue) FMoz A

FUEO Y EF-FajolZ o] = A 7] G (SDS-PAGE)

=g

1Z+3}8}5l vk, ChemiDoc MP Imaging System(Bio-Rad)o.2 A&

=N (4% SDS, Bio-Rad)ollA] WHAIAF T}, Criterion TGX
AMES FTHT. 99

Imagelab 4.0.1 A2XEgo](Bio-Rad) & AF&3le] wlzo] AH&sls =33},

AAle] 2. CCR4 AF =S

SRR
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[0497]

[0498]

M
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2
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T
g
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M

CCR4 Fc (ML
A2 EDHE =AY
E2P-34 BN (o]l YA

Ry

CH1I =421 (EU 91x] 1~220)¢ #FE & As-= o]

=37 98)E I3 (DAE 13(CCR4)). Fe
Y407V FER-FA Edwo|(o]FolFA =
-CCR4 VH 2 CH1S ®7tEE|FwoarRE 53
SE =S 2EE 5 9

Fe 4 ZEgel= o] Fe =Rl oA
YA)E zH=th. DNA HLEE E/F AEA 9 »
th. DNA Eet2v|E AAES QA7E Hjo} 4
Zrell gk ofr At A S

X]aﬂ FC

S Qe AAE 139 thE e
Aol %
1_

3709 WAhe] Zebm = (72 (F-CCR4) =
(F-CCRHE Sz glste shbe] Eeham= 2 Fe B8 dasshs shvbe] Zetan =)o o3 aslsbqirt.

Lrjelo g RE FA4H
%38k th. Fe-39 A% =wol ZAE 13(CCR4) ZHz+S 271¢] W7l Fe =ml9l ke
NS 77% o= el 2719 719,
s 77)9 2709 F49E EFerh. Fe A= E357K Adt ZAwo] 2 S354C 2 T366W
=187 9a)E 2be Fe =v

¥ (K409D/D399K =<

L.
& =

3= K370D

Stk CCR4 A= =

50 -CCR4 FH= A

M7F(HEK) 293 Ao g EES
dz3sts shube EEtan =,

X6

2 Fec ©l(XME ¥E 77)9

e

ZIHSd 10-2021-0042324

4A%e 57 J1A48 vie} ol
0 S ZeE (-
27)e) 7}¥)) B F-CCR4

R

A

9 N-Zbell 4 3-CCR4 VH

o) Fc L=l @A (5F ol FA| =

%l Awlo] W Y349C, T366S, L368A

A7) A E Fe =dQ] SFAE FF3rh. F-CCR4 74
L3l scFve] X2 A Fe
2" F qlow, oA 747t WA
Jolst A7]el Al 2 o]A (G4, G10, G165 HE+= G20
ﬂ%oH 2 3}3FaL pcDNA3.4 EH-F
T3 gAFAs. v FAE
Fc 24

i
=

AAE

13 (CCR4) A€

A g A4

320
(3}-CCR4 VH & CH1)

Fc &4

ZAE 13| A€ ds

(CCR4),  Goo | DVLMTQSPLSLPVIPGEPASIS
27 CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRFSGVPDR
FSGSGSGIDFTLKISRVEAEDV
GVYYCFQGSLLPWTFGQGTKVE
IKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

EVQLVESGGDLVQPGRSLRLSC
AASGFTFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVKG
RFTISRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVTVSSASTKGPSVEPLAP
SSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVIVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSV
FLFPPKPXDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYT
LPPCRDKLTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPGKGGGGGGGGGGGGG
GGGGGGGDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTP
EVICVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTC
LVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLKSDGSFFLYSDLT
VDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPG

DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKENWYVDGVEVEN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVCTLP
PSRDELTKNQVSLSCAVDGFYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLVSKLTVDKSRWQ
QGNVFSCSVMHEALENHYTQKS
LSLSPG

W E ol A S Poros MabCapture A A#H-E& AF8-3514 H”?:_‘ A-718F X8 A F2etEagde o) AE
weF A olo 2 RE 4@, £99 SIF-Body A%
7F 34 B BEES AAS] A8 T3 AF L%“%" 50 mM T+

i, F
t}. Z3%% SIF-Body 23S pH 39 100 mM 223 o 2 &4
&34 F3k3F 3 AR, 0.2 um TEHE &
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Poros XS A& Algste] o)L w3 mrlE gy o3 whilds Fria2 BEsich. pH 69 50 mM MES($H3
N MR ARS AP FYgsta, 29S ) AES HYsF ST (1:32=) Agitt. &g dF oA
50 mM MES(100% A)olA pH 69 400 mM A3 }FEF(100% B)7HA1 9] 12~15 CV A3 FHjE Algste] =S {7
g}, &8 T Y BE BYL A48 A7) uiA a2eES 9 (SEO) R #AE AL, 14 wE8E Y
A SIF-Body M=ZS A3}

H E4s A4 fF A7 A]="elA] 30 kDa RLX EolHE HEPES) ¥ FIEIAE
Abg3le] 1X-PBS SEdo g o welsich, AZS oF 10~15 mg/mLE FF3FL, 0.2 pm ZEHE F&) A

A8 F7] uiA ZEReEOYIE ALESte] XAE duld A E9E ol2-ug #3 9 HF HAE Asol
g = @rpst. AAE ARE IX-PBSE ARESte] 1 mg/mlE FAskal, A AR SR Zenix SEC-
300(4.6 x 300 mm, 3 pm, 300 A, Sepax, Cat. #213300-4630)% A}&3}e] UV & FLD A=V 3=
Agilent 1200 AJ2=®] Aol A A 8tivk. AHS &4 ol 1A3F 52t 0.3 ml/min®E 0.05% w/v oHA=SIHEF
SFNoR 100 mM AAFEF, 200 mM o2, 300 mM FIIHEF pH=6.7= HFsach. FYF oF 10~15
ul, A" £x: 300C, 280 nmollA UV 7= 2 280 mmollA o17] 2 330 mmollA &S 2= FLD(E A3 A

& Charles Rivers Labs®] Endosafe®-PIS W54 HAE A 2ES Al&3le] SAHEHY, T2HE A
of , AKTA A Al=®l B Ao 54k 58 AF 2 B3t & A3t 54 290 gl&s 3
e AgAog 7 GAl AV e o 0.22 pm HHE F3 A=, At} vreEolE A
2ol s Folgth, eE N 2B = AL AleF Z(Charles River Labs, cat. # W130)Z 10X W
A 20X Alo]Z 3| A= Charles River Labs Endosafe®-PTS ZFE=] X (0.005 EU/ml, cat. # PTS20005F =+
0.01 EU/ml, cat. # PTS2001F) % 3ht& AR&3te] Alg st

AAle] 3. Fe-3d 2% = FAE 19 24 2 AA

U AE Fe mvRleziy FA4% uE2AY ZAAES 317 71AE viep o] Az}, P39 28 =
AAE 1(E 1) 2709 H7) Fe @A f = A 9 Fe w9 2709 7h9)) 2 A %ﬂ%ﬂ
5—% ﬁ%‘an} Fo e Ad d4% 2709 Fe =Wl @A (47he i1 3004 Aeg Ao she =
=do] (o), S354C H T366W =AW e])E EYste] vt A 24 &5 9, Adgyoz,
4A 2 % 4BoﬂA1 AelEl sl o]4de] st EARel (A, E357K) (o] Fo| A stE —:ﬂ 10}71 ﬂsﬂ)e 7}
2 N-wheto]l CCR4 é Erels 3. (R4 2 =L (o2 E9], scFvE 3
Agh oAt Ado] dREA LEE 5 k. Fe @l & 304 dew @011% =
°]( HEH Y349C, T366S, L368A R Y407V EAW])E EQiste] whEold -z 22 EF %, *d%“
F 40 2 E 4BolA A8E gde Sadol (R, K370D) (ol FolFA S FX8] As)E 2 Fe
%%}iﬂ—% EZHGTE. DNA A ES 27 Aol wds 98] HA3kekal peDNA3.4
et DNA Zapan= A o17F wfo} AAH(HEK) 293 AlEo] PEES 538 &
Aol Higk ofu Ak AEE 2719 E EEpav = o] et
nﬂ“ﬂ AT 2~429) gk St AAe] ZHze A, AEe A VM A E
o)

=)

=S| -1E oo
OBL
o,
H\
[
o
r
oo
r
=
(@]
ol N

o)

x
o
=

2k

F m.iu rU
o R

e
o
EL
re
2
w
i
oy

W el ES Poros MabCapture A(LifeTechnologies) AS ARS8k ©held A-7]0k X3} Ay A&ZvfE"

of oal] M wiF A AATE GAg. 23 E Fe-dd AF =uQdl AAES did s A=
ARG A7) pH 3, 100 mM 2oz &3, &2]dS 1 M TRIS(pH 7.4)¢] A= wzA F3}ek3
3, 0.2 pm HE H3 oHsiet, a8 Poros XS 44 (Applied Biosciences)E ARg3slo] o] w3l g7
ntE g vo] os) FrtE 333t A-WE 50 mM MES, pH 6(¢EW M2 AbA BE3sta A &9 9%
Moz 50 mM MES, 400 mM GBI EEF, pH 6(FH B)S AMEsle] &A] Fulz &3t 1—% Iﬂf& —?Oﬂ,
24 23S A %5 o3 A2" AolA 10 kDa Ao E Zo g2 Z(PES) = FtEA S A}
gtz waksth, MEZS ¢F 30 mg/nlE FE3a, 0.2 unm LEE B o o).

%
%
=
R

MZS 95T A 1087t Laemmli AZ 9+=M (4% SDS, Bio-Rad)ollA] WAdAZ1t}. Criterion TGX 24 (stain-
free) ZA(4~15% EZ|obA=dolr|=, BioRad) el A&E& Edv. @ WE=E W A B2 o4 &7
(Coommassie blue) Moz  A|Z+alslt}. ChemiDoc MP Imaging System(Bio-Rad)Soz® AL o]m| ] galr},

- 114 -



[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

[0513]

[0514]

SIHS31 10-2021-0042324

Imagelab 4.0.1 22X Ego](Bio-Rad) & AF&3le] wizo] AH3lE =33},
AAd] 4, Fe-3 2% =r FAE 29 44 € AA|

i3 24 Fe ZdloziE FAE HEAEY FAES 517] 7|AE vpe} 2ol Axgr), Fe-3dd A% =
l AAlE 2(% 2)= 27019 o) Fe @A st ZWE = (Fe 4 2 Fe @219 3709 719)) 2 A4 Z=3
HEg et} Fe g3e N-grhe CCR4 A =vQ T% Xﬁ“’é AZdd 3719 Fe =dlQl GFAE Fhatn, o
A Fc Zul9l @&l F 304 Aad 3 E5-34 Eddol(dzdd], S354C F T366W
EAste] REEA I Fx) 53} =& x‘, Aex o= 3 44 9 X 4BollA] dgd s o]
Hol (A, E3B7K)E zt=t)h. F = 3 394 AdElE Holx shte] FEH-FA EdWol(
, Y349C, T366S, L368A % Y407V EAWo])E E{iste] REX FHA 24 FEF 4, Agior, ¥
4A 2 E 4BelA AEE skt ool At EARel (i, K370D)E Zte= Fe =FQl 9RAE Fret.
DNA NS EHF AxoAe] TdS 93 HAs g
= AAES Az wjo} A(HEK) 293 Aol 2|3
o2k G2 2719 VI FHeham = o3

ll
w

Y7F

N
(]

\_,_I

e

i

9
Sl

—?Lr&ﬁm
(3

e o N
= 2l

(@]

mV)

R

29 Fe =vQleziy J49 vEAY =
= 3(% 3)& 270 UK Fe A g %H%HE(FC Zhﬂ 2 Fe "/Pﬂl"l 2781 7h)) # A
dFAS Fretd, 1714 Zhzbe] Fe Z=wQl @ Al= & 3oA

233t Fe Al 2EE 2719 Fe =

AEE Aol shte] = -‘% Fd EAWol (A, $354C % T366W EAWO])E =Yste] whEod A =
22 %, AuMAHCR, 44 B R 4Bl A sy o] didst EdRol(dld, EBTKE st
Fe @& & 304 A8 FHojke shto] F=F-F4d Aol (d7, Y349C, T366S, L368A, B Y407V &<
WHo)E ESiste] mbEolzl i 2 a8, dYAoR ) i 4A 9 X% 4BAlA] dElE Sl o] oA
s Aol (7], K370D)E 2t Fe =vlQl o], o N-EekolA CCR4 AF =HQlS §Hfrgkeh. DNA A g
& EHF AXAMe] AL Y8 Al pcDVA3.4 EHF LHE wEe] SRt DNA Fehav= A
58 Azt vfol AZF(HEK) 293 MEd 2| Z2EFS S8l FAFYso. g2 Fe AbE 2 10 Fe A& digh ofn|
2b AE2 29 i EZeheam = o) tssteth, ddE dhulEe Al 30049 o] A ETt.

AANd 6. Fe-T9 2 =9 AAE 49 A 2 AA

49 Fe Aoz e FHE MEAY AATS 7] JAY whs} o] Az, Fe-FY AF wral

B ACE D 2R EA P BFA B FePESFe 4 D Fe B9l 349 A 2 A4 e

EG. Fe FAE 492 4o o Eolel BFAS FHekv, o714 42l Fo B9l BFAE & 30

e Holw shte] BEH-FA Bl (), S354C B TN o) S wate] wEold F44 =
A

[
X

2

N

2 FE5 9, deAoR ) 3 44 9 3 4BolA dEE st o]t HH3st Eddel (g, EBTK)E ZtETt.
Fc @3l X 394 Aed Hojx shte] FE5-3A4 Eﬂtﬂﬂ(cﬂ?ﬂ Y349C, T366S, L368A, 2 Y407V &<
WHo)E E=dste] wEolzl fx 27 By 2 Meldon ¥ 44 E F 4BAlA] AEld i Ewol
(g, K370D) & Zt+= Fe =dQl @A, 2 N-gedolA CCR4 A3 =S 33ttt DNA A E9E X7 Al
Folel IS el HA3s}elar pcDNA3.4 EfF T #E o ﬁi”ﬁw} DNA Eetam= ZAAES 1z )
o} AIZF(HEK) 293 Alxzofl FE2FE T FEFAS. g2 Fc A& 2 10 Fe ARE gk ofn| it Mg 2
Nl AN g g g A 3049 o] FAHt.

3l
Fohav =] o8 dzstEn. ¥
A 7. Fe-39d A% = ZAE 5] A 2 BA

4 Fe EriQloae F4Y MEAY AAEL 7] /1AL v} go] AxWTH, Fe-FU AF = 24
2 5(% 5)E 209 WA Fe WA B 3 =(Fe 4 2 Fe w9l 249 Ahs) 2 A FRE =g

Y

1]
i)
re
uf

z
EEHeTH, Fe A3fe N-geke] CCR4 A% =dile 2d A4H 27019 Fe =Wl dZAE i3, o714 7+
Z+e] Fe Z=wWQl @FAlE 3 304 AdEld Aok shvte] E557-34d SRl (o)X, S354C 2 T366W =AW
o)E EYste] e FHA A EEN 4, AuHoR | % 44 H i 4B MEE sht o)t st
SRl (dd, E3BTK)E Zreth. Fo @l 32 304 AgE Holm she] FEF-3A Aol (dxy,
Y349C, T366S, L368A, ! Y407V EAW)E T9iste] mtEold FHA 2% '%‘%f.'— 2 o HduHRon  #E 44 4
E 4Bl A deld s AWl (AW, K370D)E Zte Fe Z=diQl 93FA, 2 N-ZekolA] CCR4 A7 =w¢l
S df3. DNA MES 57 AXEoMe] wads 93] 22 3lslal pcDNA3. 4 E%% Wy WEo F2yY 3o},
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DNA Zetm = A S Q17E wjol A4(HEK) 293 Aol HEFE T3 FAFAdrt. Fo @ 3 Fe @4l
et obmAt M 27he] N EEhav sl o rusteh. wEE dupde Aald 3ol o] FAld
o

AAe 8. Fe-3d 2 = FA= 69 A H A

AY Fe ZvRlo2RE F4¥ vEAE AAES 317 7IAR vkek Zo] Alxgrt. Fe-3el A3 = 24
E 6(% 6)2 2719 A Fe @A dF ZHE=(Fe 4 2 Fe @49 3719 7h9) 2 A3 ZePE=s
2T Fe g3l N-geke] CCR4 AF =dlda 2E AZAR 3709 Fe 2l 9ZAE b, o714 7+
Zke] Fe =mQl U&FAl= R 304 Hded Aok shto] EE5F-FA AWl (A, S354C H T366W =AW
oPDE Efste] vEAX FA 2% EEF E, AE¥AoR, ¥ 4A E X 4BAlA AEE s o]t HAF
EdWol (AW, E3B7K)E zteth. Fe ©lE F 3004 AEd Hox el ER-34 Eoﬂtﬂﬂ(fﬂ]ﬁtﬂ
Y349C, T366S, L368A, F Y407V W) E E9l8te] whEolzl A =37 g5 4, *dEﬂX—iP_i % 44 ¥
Q Wz

X 4BAA AdelE s Aol (A, K370D)E Z= Fe =w|
& 83Tt DNA AES X

& /T ATl WHES 98 HA8}etal pcDNA3.4 A
DNA ZEt=m| = ZAES Q17F viol A (HEK) 293 AlXo] XEFE Ta gAFYstt. &S Fe A& 4 7J Fe
ARl HiRE ofmlial A2 27)e] A Eekav =] o6 qhestevh. HEE GE2 Ao 3ox gt ol

gAE
AAld 9. Fe-3d 2 = FAE 79 A 2 HA

ol N-2d Fc Zvdle v @ X Fe T2 RE P FAES 7] 7|AE ukeh o] A
Att. Fe-&89 A% TulQl AAE 7(% 7)) 2709 HI Fe @A § ZIRE =(Fe F41] 2709 719
c @9 2719 st9)) 2 A EYPE=E X TS Fe = F A2

(A, K409D/D399K EArio])E zt=
- %*é EdHol (oA, $354C L T366W =<

E4A O3 4BolA AdEE sl o] Hdst &
to| A CCR4 AF Z=vQle Egeith, Fe @3
A, Y349C, T366S, L368A 2 Y407V =<1 o])
4A 2 E 4BoA MEE 3R ool AF
DNA MEE& EfF MEolAe] B3-S o) =
= AAES QIZF wjo} AZ(HEK) 293 Aol gL
otul A4k AMEL 27)9] A Etan| = o) dshEct. ddE WEe AA 3dAek Zo] GAHT.

AAd 10. Fe-3 2% =dd FAE 8¢ AA 2 AA|

__n_O,L'A

aq -

T

T |o rgn w2 BN AL

m‘j fru

¢

_lﬂ—‘—‘

Aol N-2dt Fe Z=mdlel e v BX3 Fe ZrQlozRE 4w

Z3lth. Fe-d9 2% =rQl ZAAE 8(% 8)2 2719 #J Fe @A & HEI=(Fc 32l 2719] 719
2 Fc @3] 2709 719]) 2 A ZHE=E ESh. Fe FllE 3 44 2 % 4BolA AEE g3t A
WHol (oA, K409D/D39K EAW])E 2t Fe T @&Ael 2d dAdd, ® 3904 Aded Ho= dhfe]
EE5-3A Eddol (o7, $354C F T366W EARICDE E=Yste wEAR FHA 22 225 2, 494
O, % 4N E F 4BolAd AEd sl oo e EdWel (A, E3BTK)E 2t Fe TElel dEAE %
ettt Fe @3llE #3004 AdEd Aok sl FqaF-34 SdARol(ddd, Y349C, T366S, L368A, %
Y407V %Cﬂt&ol)ﬁ Z=dste] wrEolzl fA 22 gER 9 Melidon ¥ 44 2 F 4BolA MEE S o
Fel st Eddol (], K37T0D)E ZHe Fo =l oA, 2 N-Zekol A CCR4 A =Wl X3,

Zﬂ%% at7] 71 € nkek ol Al

o 0y
IS
o Au)
re

DNA Mg & i%% Ao A BdE A3 HAslaetal peDNA3. 4 -7 Id e S23%ch. DNA E2t27]
= ZAAES <17F wjo} AIA(HEK) 293 Al¥Ed] FEFHS Z3) AT}, 22 Fe AFE 2 7 Fe AbEd dg
ol Al MEL 2719 E Fav = o) dEsiEn. ddE dwde HAAld oA o] AGAlET.

AAd 11, Fe-34d 2% =dQd A= 99 44 & HA

A ] -2 Fe =vlclel gl @ 248 Fe Zviloziy 49 AxEs a7] 714 viek o] A

Zepdtt. Fe-d9l A =rilQl #AlE 9(% 9)= 2709 W7 Fe @Al 9 ZeRE=(Fe g 2719 1]

E fﬂ ZEHE=s I Fo &= F 44 B 4BollA dEE e =d
A

Fe =l dafaieh Ad A2€, 3 304 Aded Hoj= dhe]
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-4 Aol (i, $354C H T366W =AW E =Yste] Rt FHA 227 &5 R, A9H
Ow, % 4A Y E 4BollA AEiE sk o]4kel et EdRel(did, EBTK)E Zhe Fe M9l wEkAl, 9
N-Zetoll A CCR4 A9 =v91S et Fo @3l F 3004 Agg Holx shtel ER-g4 Edol(d
AW, Y349C, T366S, L368A, % Y407V EdWlo])E w=gate] whsolxl fHa %% a2 9 Melzow F
4A 23 4Bell A A B skt o] o] s Mol (AT, K370D)E e Fo m=rlel @A, % N-wdlA
CCR4 A3t =S E3HTh. DNA M-S XA A¥olxe] BdS 98] A4 s}stal pcDNA3.4 EFF7 23 o)
Elo S293%th. DNA Sehav|= AAleS QIZE wiop AHHEK) 293 AlEel S xFS &8 dAFAerh. &2
Fc Ab& 8 20 Fe Aol tigh obvlieit A2 2718 A Zekam=e o) ¢rasteny, ddd djde A

Ald 3o A9t Zo] AAg ),
AN 12. Fe-39Q A =9 FAE 109 A4 2 AA

A el N-ded Fe =ddlel] gl 9 #43 Fe mrglezRE 48 FAES s17] 7]AE vieh o] A
Z39th. Fe-&g 4% =rel ZAE 10(% 10)2 2709 ¥7) Fe @34 shf ZHME = (Fe 9 2719 7}
I 9 Fe ©hafe] 4719 7h9]) B A4 EFPE=F XSl Fe = 3 44 B X% 4BollA] MEE gHa) =
Aol (7], K409D/D399K EAWoNE Z2HE Fe = ©Aef 2E Add, ¥ 304 Ad9E Ho= 34
o EEH-A ol (o, S354C L T366W =AW E =ste] e fdx 223 EE5 2, AY
Ao 3 4A B 3 4BollA AElE shut ool JHst EARl (A, EBTKIE A e Fe &9l O
A, 2 N-Eekol A CCR4 A Erlels E§3T. Fe @l & 304 Adele Hojx e dER-gd4 54
Hol (o], Y349C, T366S, L368A 2 V407V =AW o])E =Yste] ezl fdx 22 &7 3, degyo
2, % 4A 9 X 4BolA A"E sl o]ide] HAHEt EAW (A, K370D)E ZtE Fe =wel wEAE s
3Tk, DNA MBS ER/F AxoAe 43S e HZ 38t pcDNA3.4 E+7F 43 ¥Eo] F293t. DNA &
g = A S Q17 wlo} AF(HEK) 293 Mo f2ES S8 dAFPet. g2 Fe AFE 2 2 Fe A
of gt ofmmat A 2709 Vi Eetav ol o) testEivh. HHE GWMAEL HAAd 3049 o]

A},
AA G 13. Fe-3F9 2 =W FAE 119 A4 £ AA|

AAe] N-gd Fo ZrmRle] sle ©d X3 Fe =rlo2iE Fdd AAES 317 714" vkek Zo] Al

sholth. Fe-39 A3 =vQl ZAlE 11(% 11)2 271 W7l Fe @A & ZFel=(Fc &3] 271 7F

2 Fe @3] a7le] 719)) B A4 ZYPH=E 2§} Fe =

A3t A (oA, K409D/D399K B Ho]) S zh= ¢

o= e EEY-dA SRl (A, S354C E T366W = =, 4

2, AduHom 3 4A B 4BollA HElE sy oo s AWl (e, E35TK)E A7 ZkeE Fe
=

1 Hde 2 o &N A

= = a-
WS 3T, DNA MES EFF MEANAMY DS 8 A3 pcDNA3.4 ¥-F-7F 2d WEo F2Y
3ol DNA Zgfau = ZA|ES <17k vjo} AF(HEK) 293 AlXEo] glEFS Ea) JdAFYstr. g Fe A4 2

[<) [eRE=14 oH
2 Fe Abzell et opmlieat A2 279 7 Eefav sl o ghastevh. wde @A Ao 34

AAd 14. Fe-F9 2% =2 FAE 129 44 2 ZA

A Aol N-2ek Fe =rjlel Sl @ 49 Fe =vleziy e AAEs st7] 71AE nkep 2ol Al
Stk Fe-@d 29 =vilQl AHAlE 125 12)= 270¢] 87N Fe @A g Z2E|=(Fe &9 2709 7F
= Fe w9l 47]9) 7H9]) =

7

& -

7] A ZYAE =S L3, Fe FHs F 44 2 I 4BolA AeE A3 =
Awo] (A, K409D/D399K = =

_o/]

S|

A

(g oon
o,

il ool kAol AE JA49, ¥ 304 AeE Holx )

EEF-3A AWl (o, S354C F T366W EAWe)E =Yt vhEoR fdx 23 EE25F 2, A9
o=, 3F 4A 2 X 4BollA AEE sk ool e AWl (4, E3BTK)E Zb= Fe &

A, D N-Hdo| A CCR4 AF =wels Eg3t). Fe &4

Hol (A, Y349C, T366S, L368A Z Y407V EAWo])E

2,3 4A 9 E 4ABAA AElE st oo JHs &

2 3T

E=sto] whEolxl #Ax
=

AL =

dtol A & A Z=vole xR DNA AES £

Aol (oA, K370D) Tl zll
57 AEoAY S 18] 2 SSal pcDNA3.4 XA
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7 EE dEe] FRYeth. DNA Eehav = 2AlES IR wjob AIH(HEK) 293 Aol 2xFS Fal FAF
Frh. &> Fe Abe B X Fe Aol tigh opnjil S 2709 /i Zekam=d os) dhestent. 23d
AAle] 3ol Mgt ol GAldr.

AAld 15, Fe-3d 2F =vd FAE 139 A4 £ HA

rr

A Fo] C-Fd Fe Z=dgle] gle @ X3 Fe Zdcloziy Jdd ZAES 317 714" vk Zo] A
sholth. Fe-39 A3 =vQl ZAlE 13(% 13)2 2719 7l Fe w2 & ZFel=(Fc g 271¢] ¢
9 Fe @9 2709 7H9)) 9 A4 ZYFPE=E 2§ Fe e 1 3004 Agd Ao st 5=
g4 Eddel (7, S354C H T366W = =1 FHAR 22 25

4A 2 X 4B A AEE s o] de] o

, 3 4A 2O 4BAIA dElE Jd3E &

N-Zdo A CCR4 A2F =v|9lS 3, Fe @&

ZAo], Y349C, T366S, L368A % Y407V EAW)E =3t ez FAx 2%t
4A 2 E 4BelA A" SR o]ide] oA |

DNA NS ZHF AlZolAe 23S s 2
= AAES QIZF wjol A(HEK) 293 Aol = e

obu| Ak M EL 2719 A Eetan| = o) dsstErt. ddE dEe AA 3eA e} Zo] GAH.

~

dop o BN A

F,
w
=2
>
2
)
i,
N
e

2

A -2 Fe =vlclel gl @ 248 Fe =vilomiy 49 x2S a7] 7A€ vpep 2o
za3ith. Fe-gd 243 =d9 AAE 14(% 14)= 209 B Fo @A &7 ZRE=(Fe 9] 2709
3 g Fe wafe] 2709 7h9)) 9 A4 EEEEE ERIG. Fo s gl ® 304 deid A
shte] EEH-FA EdWol (], S354C B T366N EAWOE =Yl whEoxl
AEAom, B H 4 R 3 4BelA AEE sk ol de] st Eelviel (o], E3STK)E s

|

U
>
Ir kN
\u
Y

il
e
3

(]

FAet AE AdE, E 44 2 E 4BolA dEE JHdst Aol (e, K409D/D39K = = Zh= Fe &
Wl SFAE Egett. Fe @lE B 304 AgE Aol she] FEF-FA Aol (A, Y349C,
T366S, L368A, 2 Y407V EdWo])E =3t wrEod FAx 22k gaF 9, duxo= ¥ 44 9 3 4Bl
A AeE S o) de] HdE Al (AW, K370D)E 2t Fe Z=uldl @A, 2 N-ddo A (R4 AT =
WelS ¥33th. DNA MES IHF fri Ld wEe] 22y

S Alzo Aol HHS 93] A s}alal pcDNA3.4

Stoh. DNA SEfam = ZA S 1E wio} 217 (HEK) 293 Al 53l 3 s}, Fe Fe AlE &
71 Fe AbEoll ik ofvl=at A E2 2719 /i Eetav = o3 ¢sstevt. HdHE TwEe AAd 304
o} o] AA|HTt.

AA 17. Fe-3F 2% = FAE 159 44 2 ZA

|
i)
=
BN
o
f
:(31;1'
o
by
AN R
jines

Aol C-Ze Fe Z=delel e @Y £28 Fe ZudozRy FAE ZAAES 317] 7148 vie} o] A
Z39th. Fe-&g 4% =l ZAE 15(% 15)% 2719 ¥7) Fe @34 i e =(Fe 9 2719 7}
3 g Fe ©@4dle] 2719 719]) 2 A ZYPE =g 2Fsth. Fe e & 3004 dgd Ho= 3o &%
oA Zddol (oA, S354C E T366W EdAMe])E =ste] wtEoj fAA 23 B8 2 Muzos
E4A 2 O 4BAIA AdElE sk ol 4] gt ARl (X, E3BTK)E e Fe E=HIQI 9EEA9r AE A4
B, ¥ 4A 2 E 4BolA HelE A Eddol (oA, K409D/D399K EH W) E zh= Fe Tuol wEEA), &
N-Zetol A CCR4 AF =9 E33th. Fe Gl F 394 Add Holm dte] Ei-3dA EdHo| (4
ZAdl, Y349C, T366S, L368A, B Y407V &R E EYste] vhEofd fdx =2 & 9, duyge=r 3%
4A B 3 4Bol A dEE Bt o] st EdAWel(ddd, K370D)E ZEE Fe =w|)l whEA], 9 N-ghel A
CCR4 A% Tuols Eg3ttl, DNA M-S ZR/F AlToMe HdS 9ls] 22 3lslal pcDNA3.4 EA-7F 2d 9
Holl 223t DNA Ztav|= 2 E S Az7F vio} A (HEK) 293 AlEo BlxEFS 53 dd5da. g2
Fc Ab& 2 %1 Fe AbEell digh opr it A 2709 7 Eekav e ofs) testect. wad dde A

Al 3ol A9t o] AAg},
AAd 18. Fe-F9 2% = AL 169 44 2 A

A Fle] C-2 Fe =mdlel Sl= 9 #49 Fe =rQlosiy 49 2AAES s7] 714" nkeh 2ol A
ZeQlth, Fe-3d A% =rQl #AE 16(5%= 16)2 2718 ®7) Fe @A gt ZeME = (Fe &9 2719 7t
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9 gl Fe w9 471¢] 749]) B A ZERE =S X3Sl Fe F3le Z2to] & 3004] AEE Aol shu
o] EE5-3g4 EAWel(dAY], $354C H T366W EAWo])E =9ste] wEAR 2719 fHAA 23} 25
9, duAHoR | 3 44 B O3E 4ROl AdElE skt o]t dHs EARel(dA, EBTK)E e Fe E=HIQI &
ZFAot Ad AZE, F 44 F 4BollA el Gzt Aol (<A, K409D/D39K EARC)E = Fe &=
Wl kA, @ N-"eo A (R4 A E=WlS xS, Fo @l ® 394 AgE Hojx she] dEi-
P ZAMol (AT, Y349C, T366S, L368A 2 Y407V EdWo])E =gsle] wtEold Hx4z x7 25 9|
AuAR o= 3 44 F 3E 4BollA A st ool Hst Eddel (e, K370D)E ZE Fe &9l oA
& ettt DNA M-S ERF AEolA e wds 98l HAskehal peDNA3.4 XA Td WEe] SRS
DNA Ztane ZAES Q7F o} A(HEK) 293 Ao fE2ES B3 FAFYart. &S Fe A}E 2 1 Fe
Ao g ofm At A dS 2719 AE EEtan = o dsstEv. ddE dmEe AAd 3ox9} ol

AA A,
AN 19, Fe-39 A =W FAE 179 A4 2 AA

A Fo] C-Fd Fe Z=dgle] gle @ X3 Fe Zdcloziy Jdd ZAES 317] 714" vk Zo] Al
shalth. Fe-39 A3 =vQl ZAlE 17(% 17) 271¢] 87l Fe 9@ g ZPEl=(Fc g 271 ¢
9 Fc @9l 4719 719) 2 A4 ZEPE=E 23S, Fo e N-2udA] Zhzhe] 1 3o deld
E5-3A Eodol(d A, $354C 2 T366W EAHo)E Tlste] wrEojd 2709 FAA %
giow, I 4A F X 4BollA AEE s oo AHa EdWol(dH, E3BTK)E 2 Fe
2y AdE, % 44 2 3 4BollA dEE FHd3t EARel (o, K409D/D399K =AWl E

= Fe T=dQl @=AE E33th. Fe @alle & 394 AEs Holm shte] FEF-FA4 Eddol (o,
Y349C, T366S, L368A, F Y407V EAW])E =9ste] WEAZ Fdx 22 EF 2, Aeyqoz ¥ 44 ¥
X ABA AdEl® st o]l oHs Eddel (], K370D)E 2t Fe =9l whEA, 2 N-wehol A CCR4
A Tols EE3g. DNA IS ITHF AXxolxe 2dS 98] 2435l pcDNA3.4 -
Z 217 (HEK) 293 Mol BEFS &8 ZAFYeeh. 2 Fe

o] fE Zefav o) o8] gastdr. TdE gude A4

WM B E N A
9
K
_O|L
T
1o,
I
N
o

Qe
1z
ol
£
o
=

AbE B2 Fe Aol High ofm it A 27
o 39k 2Eo] AlE .

AA 20. Fe-3F 2% = FAE 182 AA £ A

AAe] - Fe ZrRle] sle ©d EX3 Fe Zrlo2 e Fdd AAES 317 714" vkeh Zo] A
shoith. Fe-29 A3 =vQl ZAlE 18(% 18)2 271 W7l Fe w@Al i ZFEl=(Fc &3] 271 ¢
2 Fe @3fe] 4709 719]) 2 A EFPEH=F 2§, Fe = 2ol i 3004 dge Aoj= skt
Egate] wHEoH 2709 fFHA 22 EE5F
Aol (A A, E3B7K)E 2t Fe =Wl &
Aot 21E AZFE, ¥ 44 F X 4BolA HEE AHst EdWel (7], K409D/D399K EAHO)E 2t Fe =

ok, 2 N-2ekol A CCR4 A3 E=W]9lS ¥33Ith, Fe @als X 304 AEd Hojx sl FEi-

]

)

SR, 3% 4A B X 4BolM A= s ol el oAst 2
A, 2 N-Zekol A R4 AF =wglS TIIITH DNA ADS ZH4F AEodAe] 23S e HHsteln
4 ZHF ue e 233l DNA Zgan = ZA| B8 <17k ol AA(HEK) 293 A|Eo] 2l EES
JdAFYTTE. FH2 Fe AbE 2 2 Fe AbEel oigh ofv| el Ade 2709 7 Fehan = ofF) <of
gk, 2 E gy AAle 39 A 9f o] A}

o off & oo wd 1o &N Mz

ol @ ox O 2 -
(it
rO
®
o
2
o
=
= S
=~
%)
o
H
w3
o
35
w
-
to
3
Iy
=
HE,
—
o~
S
3
=
(it
@

ARl - = -2 Fe Zvlelol gle 9 #A4F Fe =79l
=

vhsl gro] AlZTh. Fe-9) AF m=del 2

GE gt EdARel (o], K409D/D399K =AW o])E 2t

2
H Holx dhtel EER-FA Ed¥ol (gAY, $354C 2 T366W EAW)E E9lEe] WHEARN FHR 2%
S5 2, AdYgron ) ¥ 44 H X 4BolA MY st o] el AHE EdWol (i, EBTK)E e Fe &
el v, # 3olA MelE Hojx e EEF-FA AW (Add], S354C E T366W EAH)E =4
slo] wEolz fAz 27 BEER @, Mulxgow ¥ 44 D FE 4BolA Au®E s} olate] JHsE Bl
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(A, E3B7K)E 2k ohE Fe EW¢) v, 2 N-ZeoA (R4 2% w=rels Z3hat). Fe vl ¥ 3
ol Ael® Hojx shte] EH-FA EdHo] (A, Y349C, T366S, L368A T Y407V B E ©Is
HEoW A =27 3HE , o=, X 4A B X 4BAlA AMEE s o]t At
%ﬁtﬂﬂ(oﬂﬂtﬂ K370D) & zb= Fe =del kA2 33tk DNA A9S Z/4F AFoAe 2ds e
) Jetth, DNA ZEham = ZAlES 21%F ol 2174 (HEK) 293 Aol
FAEU% -3 ﬁééﬂz—%‘f&ﬁ}. S Fe Ab& 2 2 Fe AbEell digh opn] et Ade 2709 7d Zeham| =9

m‘J A

Age] C-uek Fe Erlole] Qi Wl BAY Fe mrldlomyE F4E AAZE o7 D sk ol A
ST PRl Wi RO AN 200D 00 219 WA Fe DA T FAGE=Fe P 29 A
9 Fe B9 ) Fhu) % P4 BeRESE EFV. Fo A K 4 L E BN AuE gas 5
% 3el4 e Hojw shl

A% 2% BEF 2, AY

2L
Hol (7], K409D/D399K EAMe])E ZH= Fe =l v 24 ﬂéﬂ
SE-3A Sl (A, S354C E T366W Ao E =Yste whs 2
OF 3 4A H X 4BolA MEE st o] JHat EdWel (o, E357K)E 7= Fe =dl9l vk, &
o4 el Holm e EEF-PFA Ao (A, 5354(: 2 T366W Eo])E Tt TESHW H

:[o Fli

N (T« N < S N 17
B

|
S~
=
E
K|

A 22 225 2, Adgder, & 44 B R 4BollA e sk o] de) HHds sdol (s, EBTK)E
Zte O Fe =vldd @A N-2et] if%‘&ﬂr. c TE & 3o AdEw Z*Oh shtel dEF-d4d =4
ol (o ATh, Y349C, T366S, L368A, E Y407V EdWo])E E9lste] vbEold A 2z &3 2 Hdezo
2% 44 9 X 4BolA AEE s o]t 0%6} Edo] (A, K370D) S 2+ Fe =gl %%Eiﬂ, 2 N-
g4 (R4 2% =vidls 3T DNA LS Ef7 Axolre] 2ds 98 H#sketal pcDNAS.4
7oRd wEe] YT DNA ZEkAvE ZAlES AZE wiol AFH(HEK) 293 Ao P EES 611 FAFH
o, &2 Fe AbE 9 2 Fe Aol tigh opmdt A2 2710 /i Zekav =] o3 ohestent. udd

Gl Ao A Ao 3o} o] FAHE,
AAld 23, Fe-3Fd 2AF =vd FAE 219 A4 £ HA

A A o] C—’ﬂﬂ Fo ZvQle] = 9 £AF Fe ZWlRIozNE I AAES 7] 71AE vpeh 2ol A
WDP Fe-3hl 23 =vdl FAlE 21(% 2 )° 2709 WA Fe WAl St %EHL‘FAC(FC el 2709 7}
! Fe DHH 4719 7)) B A4 EYWE=E LS. Fe % ,41 ®4AE R 4B°1W delE s =
1(el A, K409D/D399K &¢I o])Z zk= Fe Euﬂﬂ A gE Hojx st
-84 Eddo (A, S354C 2 T366W =AM E%‘é}@ “J—‘é—oi{]
& ABoIA AElE st o] de] st EdMol (oA, E3BTK)E 2 Fe 23
B Hojx e EER-A Sl (oA, $354C 2 T366W EdWH)ES =Ydte] wEA
=3 9, dedom % 44 9 % 4BollA] YR shu o]t s o

i

[¢]

2 o2 &N Ao
e =
| *‘I

iy
> IH‘E g = »ﬂ
o
) Fl:
B
o=
XE
5|

PO
)

2 N-Zdo A CCR4 2 w=delS ¥3tslc). Fe o
P-4 Eddo|(d A, Y349C, T366S, L368A, & Y407V E¢Ho])=
& E4A 2 4BolA AElE sk o]de] HHE =<
! N-Tekell A CCR4 27 =SS 233t DNA M ES EfF AlEoA e Has 93|
H WEo] F293tt. DNA Sg2an= ZAAES 27k vjo} AA(HEK) 293 A=
< Fe AFE 2 21 Fe AFEol digh opnlieil a2 2709 7 Zehan=o|
& 0@5}?4@ HE gL A 3049 o] A F T

vr
N
Beorlr L

o £

AA ¢ 24, Fe-F9 A% =H¢l FAE 93 CDC, ADCP & ADCC 43}

Al 7HA S AFEste] B omAb ¥ UhdsE Fe-dh Ag =dQl A Eol <]g (DC, ADCP ¥ ADCC 74 29| 4
3= A3t} Gazyva( QW FFFTH) 0 ZHE S (DR, 3-(D20 ©UEE AE Ii3l= 419 AAES AA
ct. FHA3 2 BF A3 mAbE, SIY(RAE 139 FF, = 13 Ao 20] 7)A" wep #g,) 2 SAl
(BAE 79 Fx, = 7, AAd 1o 714" vle} 2) Fe-39 23 Tdd FAAES A3k, A CC B4
St o] st

1. &-CD20 CDC Ao Aled FH AEE Raji HEZol7A 27k B A|EF0]th(ATCC CCL-86). Raji AlEE 4
AR os) erel wjkolo ZHE AA, 6 x 10 /1S AE/mlZ X-VIVO 15 #jAo] A@erardct.
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2. Raji MEZ A% 100 pl(6 x 10719 AE/W)e] 23]z 96 9 FPg et 24 ZgolEx KA}

2 3A(mAb) 2 SIF vlt] ZFzHe X-VIVO 15 vix]ollA 3.33 uME 3Astgich. ojojA, 1.5
FHo|A &-CD20 mAb Z SIF wit] ZtzZto = d#e 1:3 s|A& sl 11 EJNE A%

= \E
3|A& AT
4. 3-CD20 mAb % SIF ®jt]e] 7} gAals 50 pl/A2 F4 ZeolEe] AH3t A7 FHT}.
5. &-CD20 mAb % SIF vltE %7 2%, 50 plel A Azt 3 wAE ¥4 ZYol S 7z d= A,

u
6. A ZHEE 37C 2 5% CO00A 2417 &<k Q1w o] A3 ),
7. 2A1ZF Qo] A%k 3 20 p 1ol WST-1 54 Aoks B4 ZdolEQ 7+ do H7}slsit).

8. ZHOEZ 37T, 5% C0, SlFHIolE]2 14X]7F &< thA] YT},

ADCP A& thevt o] sl

FcyRITa-H ADCP <=8 Bioassay, Complete Kit(Promega Cat.# G9901)+= FcyRIIao] Eo|F oz ZAgsle] o
& @Agst= Fo EMddS ARgste] 34 2 tE AE AAS a5 MHAS SAHsE U AMRE e
AETG AE 70 BAolt}, o]zldk R ol 1310 3] AE W (H)3 NFAT-WHE- @ 4 (NFAT-RE)o] 2]l
FrEE FAAZA BEHE Rt 28T QI FegRlla-H WolAE Wdse §42 22hd Jurkat T
AExFe 9. 14 Ax 4 348 FA S Fudste 45, FeyRIlla-H 237 A2 A9 Fe =<l
Agste] FeyRIla Alede B NFAT-RE w7 FA]9 k] &4& ek, AED3 A5 Bio-Glo™ FA|H
A A A" 2F W SAVE ARSSH] AEH A ARstEn. = 479 T3 sidel] vEd sRE,
Z71eHE w9 ¥-CD20 Ab 2 ZAlE 7(CD20) H+= ZHAlE 13(CD20)2 Raji(CD20+) F4 ME 9 Feo} g
AdstuloldstaL, Frleke wEe (D20 Ab 2 ZHAES Raji(C(D20+) ¥4 MFE 2 FeyRIla-H &27] AE
(2:1 E:T )5 <F 35,000719] &¥71:15,00070] B4 Mx)et §A AFulo]dsit). AFwoelde 37T 6
AR E9t A& TH(Bio-Glo™) . Al°FS H7}skal, PHERAstar FS 7]7]elA ¥3E& SA5ltt. & 479 F3b
gde]l et H%E GraphPad Prism AZE¢o] Rlla-H &37] AE(2:1 E:T ®]; < 35,0007 &3
71:15,00070¢] %4 AE)E AFEste] dolHE 4PL el IEEIgTh. ClifuloldS 37T 6A1%F Fot A
YA tH(Bio-Glo™) . Al¢FS H7lskar, PHERAstar FS 7]7]elA W3S Z43F3th. GraphPad Prism A~XE9
of(Z= 479 F7+ H9)E ALY dloJElE 4PL Ao FHESIT. SAI(RHAIE 7(D20)) % S3Y(FAE
13(CD20)) ZAlE-2 =7 mAbell vl&] 1008) Z=e] Z3ld a5S vEkd

ADCC #4% thg} ol FRsck:

=

o
on,l‘

017k 12} NK &37] Al 3E(Hemacare)E 353kl 37ColA 3FERF FoF 5x105/mLe] HEF A4 1] =]-3(Lonza) ol
BAANZT. e, A7 "ol AEF Raji 3EA AE( ATCC CCL-86) & 3|<ratal, 4] wiA(#H= HA=
& RPMI, 10% FBSA, GlutaMAX™)of] Aj@Estar, thst X9 4 Z=2H Zb7ko] &EA| slol] 37Tl A 30
W oEeh Edlol’d et ololA, AAAX NK AEE IFeta, #4 wjAel AdE e, (D20 ZHE Raji
A2E Hshe EdolEd HUlslth. FHolEE adr|-ul-34 MEY HF H[Eo] 5:1(5x104 NK Al
1x104 Raji)7} ¥ =5 37Tl A 6A1F &<k Ql5fulo]/d &ttt

CytoTox—-Glo™ A E= ﬁ%ﬁiﬂE@mmyﬁi@%ﬂ@AMC%@%'Q@ﬂﬁq CytoTox-Glo™ 218 wh3g
A 50 &3l¥ Raji AME 93 HEd & AHx
KN

Zodob 848 2490, 600 WED £, W AFCIDE Feolmel 24 Wl A, Lol

151 sk enjg Y olE Xg7]d ¥Wolth. a5 PHERAstar F5 Z#o]E 57| (BMG Labtech) & AR&-3h]
SAsA. Magkess AAs] A EHE ZAMNK AIZ + Rajivt sid)e] H=AE Al 23M W 5
dolHE 2483, (&= 47, 2&8% did). SAI(AHAlE 7(CD20)) 2 S3Y(AAl= 13(CD20)) A= E5F F
3%} mAboell Bl st AEEAGE EO]H%, LA SE mAbell vl FARRE AlZEAFE BT
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AAd 25, Fe-FY 2% =vel FAES EA3EI o AHed 484 ZA
HAele o FFFHEl= HF FZolE 23 -)S/IS

G oM o (Sigma)el A 1 ng/ulZ A3tk HE L EdolE(IT)& 10 mMe] sk=2 FH7kste] 65
TolA 30 &< ®A =3 spoll o]&st 23S AT dad 1 Wzhe &, AES OM“’HH A7 E<t
30 mM L¢#°}/‘1IE°}U]‘:(IAM)9} A QFHlol st FE EE&S éﬂ(ﬂﬂ}ub—“ﬂ%ﬂ)&@‘ﬂr ojolA, &
WA 10kDa WHNE &) 25 M FEAIEE FA(pH 7.8) 0% FAgke] 1AM, DIT, ¥ Fohyule A
Astich. @S Barocyc er (NEP 2320; Pressure Blosc1ences Inc. )Oﬂfﬂ EgAoz Hisoirt. odge
37ColA 20,000 psiet 7]t AFololl A 1AIZF B¢k & 30 Alo]E =3A|Z T}, Ultimate 3000(Dionex) I =Ew}
Ea#)y] Al2¥ 2 Q-Fxactive(Thermo Fisher Sc1ent1flc) A FA7]00 A HE| =9 LC-MS/MS +415 333}
A, B 59 0.1% FA 2 ol EYEH F9] 0.1% FAS o5 o2 A3l BEH PepMap(Waters) oA o
WA Basiodrh, = Adz2Ast HA FAE =S £+ 1.5 Da AFE S ©E] Z (quadrupole isolation width) &2
7 o] (2=2) m/z 842.5°l 71%3ko] F A 33}

gk 24 (Intact Mass Spectrometry)

4

o
oBL ofy m
r_l_d

Bk

R

TS 78.98% &=, 20% oHAEUE™, 1% F4F (FA), 9 0.02% EgEFEOMEAISC R o] Folx = M7l ¢
Z N (running buffer)ell X 2 pg/ule Fx&= 3|Askct. Axde]l WA Zdol7k 700 mmQl 2719 Zenix-C SEC-
300(Sepax Technologies, Newark, DE) 2.1 X 350 mm Aol ZHH=Z 37| 6jx] a2ZrtEady] 85 33}
Sk, deEd dA dTHE ARESte] 80 ul/®e FEHOo=E SEC AfA wwiEE &Fskgivl. QSTAR

ite(App ied Biosystems) Q-ToF A% ®EA7|E ko] WE=(positive mode)oA] ZrsAl7A AF ~AEHS
53}tk Bayesian ¥ 2 t]EEFA (deconvolution)S ARE3Ste] ARulETHy] I F9 HAA| ZHo AF 2~
FRo=EH s A7) 830 F4 AFS U EFHI.

fm o
ritsh Jl
rulo

X

A W) E-E ] PHEF(CE-5DS) 4]

v

AZS 1 mg/mL=E 3]43}al HT Protein Express WAl €459 (PerkinElmer)¥ &35}t T3ES 40TolA
207 Aol sttt MES 70 ule EE gAMeta 96-9 EHHOlER HZvh. HT Protein Express

LabChip(PerkinElmer)o] &2¥ Caliper GXII 7]7](PerkinElmer)® AMZS EA319ct. &3 HFEE Algslo]
Zyzrel A7) MEg e Al EANE AFESSIT.

H] 218l SDS-PAGE

AMZS 95T A 1087 Laenmli AWE €=M (4% SDS, Bio-Rad)olA ®WAAAZTE. Criterion TGX F2H4 (stain-
free) A (4~15% E|ola o=, Bio-Rad)’dol AES St ©d MEE IV A BE Fupr] 5 G4
o2 AZ+gsld k. ChemiDoc MP Imaging System(Bio-Rad) 2.2 A8 o|n|X]|85}3I ). Imagelab 4.0.1 AXES]|
o (Bio-Rad) & AF&3slo] WM=o] A3l E ¢ sirt.

HA o]EX A EEH(CDC)

Raji AZATCC)E A% S48 e EAG Fe AAE 4 E= [Vige a9shE 04 2amoz o0 B7hsg
k. <7k I3 1A (Quidel)E 25% v/vE EE A 747}} I 37ColA 2A7F For wieksteith, WST-1 Al
<2 Al2F(Roche Applied Science)& #7Fet & AXE 37CoAA 12417 B¢t vigsAtt. ZolEE 283
g7lo] £, 450 mmoll A EFEE =A6Y
AAe) 26, (CR4 2% =S ZE Fe-3d 2% =vd FAAE 49 HA4 2 AA

Qo e

wr
:L

<

N

Y Fe EvRlo2RE 4% vEAE AAES 317 7IA| vkeh Zo] Alxdeh. Fe-dd A7 = 2HA
5 4(CCR4) ZZ32 2709 W7He] Fe =wlol wakA] 37 ZERE=(Fc FH(AH<E A5 66), &-CCR4 Fc AlE
(M Wz 68)° 3709 7H9]), B &F-CCR4 B4 ZIHE=(AE H3E 49)¢] 3709 7H9E E33eh. Fe 4l
t HAEZ 319 Fe =9l dZFAS g3k, zHzbe] Fe Zul9l &A= E357K A3l E¢dwo], 9 S354C 2
T366W E=H-84 EAWol(o]FolFASE £33ty $J@)E zte=tvh. Fe @& Y349C, T366S, L368A &R
Y407V FEH- SAWo|(o]Fo|FA 8t —.735P7] $l8l) 2 K370D A3} EAWM)E Zhe Fe =vl kA,
2 N-Zedol A o] &-CCR4 VHSF CH1 ZwQI(EU 1A 1~ 220)(ﬂzﬂ% 4(CCR4))S gHF3lTh. CCR4 AE =
schve] dF-2A Fe o] N-doel] §3+ = % wEE & otk DNA A4S Xf7F Axolre] wds 94

-

)
<

- 122 -



[0578]

[0579]

[0580]
[0581]

[0582]

4 3s}etal pcDNA3.4 A+ TE WEo| FEEIT. DNA ESfavE AAle

Stz gtehs shihel Eefav=

ZIHSd 10-2021-0042324

g 97k wjo

217 (HEK) 293 A2

9 Fe @4 (3-CCR4) &

o ZEFE %’514 FAFAIG. & 79 4 FAlEe] hE w59 ofvmAt AdE 3719 e EEkav =(
o)

ZAE 4 (CCR4) A8

2AE 34

Fc &4

Fc &4
(3-CCR4 VH 2 CH1 =
3h)

FAZ 4| A2 95

(CCR4) DVLMTQSPLSLPVTPGEPASIS
CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRFSGVPDR
FSGSGSGTDFTLKISRVEAEDV
GVYYCFQGSLLPWTFGQGTKVE
IKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

X8 M3 66

DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVY
DVSHEDPEVKFNWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVYTLP
PCRDKLTKNQVSLWCLVKGFYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQ
QGNVESCSYMHEALHNHYTQKS
LSLSPGKGGGGGGGGGGGGGGG
GGGGGDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGEKEYKCKVSN
KALPAPIEKTISKAKGQPREPQ
VYTLPPCRDKLTENQVSLWCLV
KGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGKGGGGGGGGGG
GGGGGGGGGGDKTHTCPPCPAP
ELLGGPSYFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPTEKTISKAKGQ
PREPQVYTLPPCRDKLTKNQVS
LWCLVKGEFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVESCSVMHE
ALHNHYTQKSLSLSPG

Mg HZ 68

EVQLVESGGDLVQPGRSLRLSC
AASGFIFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVKG
RFTISRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVIVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVICV
VVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVCT
LPPSRDELTKNQVSLSCAVDGF
YPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLVSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPG

e E ©hE S Poros MabCapture A(Life Techno

logies) AHS A&

s wu

A-7]%F

zl

ool s Mz mgF A HAAFE AAE. 2EEH Fe-dd A% =Hd FAES A4

2 AAS(AG A4) pH 3, 100 oM Sejalez &2k, §2l9S 1 M TRIS(pH 7.4)2] H7F= wh
39aL, 0.2 pm YEHE "W Ag3sitd, @S Poros XS 4] (Applied Biosciences)E Ab
A=utEIH T o3 FrtR FEshe). %
FAo R 50 mM MES, 400 mM HIUEF,
of, 4 EF& HA

PBS® 9F=ol walalt),

= N

M

[o 3R =%

71‘
2H
=1

IHE Tl " o3,
2% =l AAE 89 EA & AA

Z O
=

oF 30 mg/mLE FF3FaL, 0.2 pum

AAle 27. (CR4 2% Zte Fe-¥4d

1A wksh ol

A#S 50 mM MES, pH 6(&=9 AR AFH HBE3eta BES 84
pH 6(&FH B)S A&l ©A Ful2 g3ttt o] ug
oJ7 A28l Ao 10 kDa HLE Zgo B2 E(PES) 19 FLEFAE A}LE}]
(e}

A



[0583]

[0584]

[0585]
[0586]

[0587]

399, Fe-

H(ALE Wz 69)9] 270¢] 7h9] B F-CCR4 Fe (ML
(AE W3 49)9 792

D399KZ zt= Fe =49l

=dMo] B E3B7K Hat
Y407V SHE -9 A %fﬂtﬂo

UJ N_\:ﬂ—u].oﬂ /ﬂ 4
scFve] ¢
# A s}slal pcDNA3.4 E

o= H
A (F-CCR4) & s stst=
dosleb= ehrhe] Sekan| =)o o8 heshEt:

]‘ZL]_L}__Q_EH & A ==0

] X2 A Fe qﬁ

5&
£
Lo
10y

EgHet. Fe e (%ol

Aot AEe AZE (o]Fo|FASE Ft7] %) S354C E T366W

Fc ©ha& Y349C, T366S, L368A gL

Zb= Fe =H¢9 whekA),

3} . CCR4 AA=

frir AEA ] BdS
(e}

217 (HEK) 293 A3

EARolE 2= Fe =

ZtAu= | Fe

319l A3 =uol ZAE 8(CCR4) ZHzFe 2709 Eile] Fe =wWol wekd] &%
HS 68)9] 2709 7)) B F-CCR4 A4 EeHEl=
FA s F31517]

=0

No
il

o GFAE 3.

= 7] 98) 2 K370D A3} =

O1(EU 91x] 1~220)(ZAE 8(CCR4))S 53

9 4HE & Qrh. DNA A& o

FrH 2E wEd 2493t DNA A E AR ES 23)

sheh. 3 89 ZF AAEC tig vhao ofw|wAk AEE 3709 ‘ﬁﬂH Zehan = (4
= FAE dustele shhe] Fetavs Bl

x 8

ZIHSd 10-2021-0042324

AR s eddo

EA o]

=2 v v

Yy
a 3

ZF

AAE 8 (CCR4) A

A=

Fc &4

Fc w3
(%-CCR4 VH ¥ CH1 %
19

ZAE

(CCR4)

AqE HE
DVLMTQSPLSLPVTPGEPASIS
CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRFSGVPDR
FSGSGSGTDFTLKISRVEAEDV
GVYYCFQGSLLPWTFGQGTKVE
IKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

Ag H3E 69

DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVICVVV
DVSHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPP
VLKSDGSFFLYSDLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKS
LSLSPGKGGGGGGGGGGGGGGG
GGGGGDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVV
SYLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQ
VYTLPPCRDKLTKNQVSLWCLV
KGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSYMHEALHNH
YTQKSLSLSPG

Mg HE 68

EVQLVESGGDLVQPGRSLRLSC
AASGFIFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVKG
RFTTSRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVIVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVICV
VVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVCT
LPPSRDELTENQVSLSCAVDGF
YPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLVSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPG

e E @28 Poros MabCapture A(LifeTechnologies) ZHA# S AL-&3}:=
Jﬂ A wleF F ol A FE A st
(A AA) pH 3, 100 mM Aoz gedry. &89

XY Fe-3d 2%

i A7)k HE dd ARvED
=Hl FAES AR F
< 1 M TRIS(pH 7.4)9] H7t= w2A 3}kl

e =(Fe &

o (3-CCR4) =

,QZummHifM¥ﬂﬂaq A5 Poros XS A (Applied Biosciences)ZE ARg3d}o] o] w3l g2
ntEagae] oa) FriE 2Estdtt. 4498 50 mM MES, pH 6(+=9 M) Ald HFsletn AZS 89 9=
Mo 2 50 mM MES, 400 mM FIUHEF, pH 6(2FY B)S AHEste] oA Fulz &3t} o] wE Fo,
1A 2E8s A fF AT Al2=E oA 10 kDa AL EZE]AH2HE(PES) ¥ FIEZAE A8-3to] PRSE
ol W, AEE ok 30 mg/mlE FFHEAL, 0.2 um ZHE T dFE oH3},

= Fe-&4d 28 =vd &A= 99 HA 7 A

714 wpeh o] A



[0588]

[0589]

Z3F9 ). Fe-

Fd 29 =vd

E(XE WE 499 M9 E

Fol A3
A3

=2 =3

= /*

DNA ZE}An|= Z2HA| &

IR Fe A s

22 9(CCR4)E 2712] ¥WAe]l Fe Ewel
A (ME HE 54)9 27019 7ty 2 F-CCR4 Fe &a(AE W35 68)9 2719 71y]) &
Zdo] K409D 2 D399KE zt+= Fc =wl WA (&

A o

=

361 10-2021-0042324

Z2 W E = (&-CCR4 Fc
-CCR4 744 3 E

ZX3817] fal) 2 N-"el A9 &-CCR4 VH 2 CHI =wA(EU 91A] 1~220) 3} A =2 E357K

Edwo] 3 S354C 2 T366W E=F-FA Aol (o]FolFASE FX3t7] ) E 2= Fo Bl o=
AZ S H(FAE 9(CCR4)). Fe whafl= Y349C, T366S, L368A Z Y407V SHEH--3A £ o] (o]F o] 3}
= =787 9a)) 2 K370D A EAWolE zie Fe Tl wEkd, 2@ N-gekolA e d-CCR4 FHE g3
TH(ZAE 9(CCR4)). CCR4 A= H3F scFve] dF-2A4 Fe F4 2/ Fe dao N-"ddo §d5F=s 2y
ATH. DNA A9S& ZH7F AFoAY 2&S e HA sl pcDNAS IR 2 WEe] FRYdet.

A7 wijo} A (HEK) 293 Aol 2lxFS T3 FAFAset. E 99 7 AA=C o

= M9 EHANY EHam =B (F-0ROE U3 ﬂék% shte] Zeham=, Fe 34

3 theel oplaat A

(F-CROE FEFeHE shbe] Fehavl= 2 Fe

she):

3 (3F-CCR4) & ¢t 3}a)

x9

LA E

9 (CCR4) A&

ZAE

734

4
(3-CCR4 VH 2 CH1 =
19)

Fc &4
(&-CCR4 VH 2 CH1 =
3h)

ZA =
(CCR4)

9

Ad H3E 49

DVLMTQSPLSLPVTPGEPASIS
CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRFSGVPDR
FSGSGSGTDFTLKISRVEAEDV
GVYYCFQGSLLPWTFGQGTKVE
IKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVIKSFNRGEC

A U3 54

EVQLVESGGDLVQPGRSLRLSC
AASGFTFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVEG
RFTISRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVIVPSSSLGTQ
TYICNVNHKPSNTKVDEKVEPK
SCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGAPREPQVYT
LPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTT
PPVLKSDGSFFLYSDLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPGKGGGGGGGGGGGGG
GGGGGGGDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTP
EVICVVVDVSHEDPEVKENWYV
DGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKV
SNKALPAPTEKTISKAKGQPRE
PQVYTLPPCRDKLTRNQVSLWC
LVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPG

Ad U3 68

EVQLVESGGDLVQPGRSLRLSC
AASGFIFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVKG
RFTISRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTEVDKKVEPK
SCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVCT
LPPSRDELTKNQVSLSCAVDGF
YPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLVSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPG

m

2
ﬁrﬂ

3 A=z

=

ll

ER I
ox, &L e

[¢]

M 2S Poros MabCapture A(LifeTechnologies) A= A}
ok A oo e A 3T},
(A9 A7) pi 3, 100 i 2o SeFch S

289 Fe-34
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[0590]
[0591]

[0592]

ZIHSd 10-2021-0042324

f

I, 0.2 um TEE 7 oH3ecr. @ulAS Poros XS 424 (Applied Biosciences)E Ab&3&to] o] gt =

vtE g ao] o8 7R wEsheitt. AHS 50 mM MES, pH 6(%FH AR AR BF st AES &8 4%
Mo = 50 mM MES, 400 mM FASPHEEF, pH 6(F N B)S AMEste] WA o2 ggith. o] wd Fof,
T4 B9 A4 % o3 A]xE Aol 10 kDa AL Z Zg|oHZAHE(PES) [ JFEYA S AL&38le] PBSE
ol wketh, AMES °F 30 mg/mLE EF3EAL, 0.2 pm FEHE F3) Eat o g

AAd 29. (CR4 2% AL 2= Fe-Fd 2% =Wl FAE 109 AA £ AA

mlo rlo

Aol N2 Fe Erlele] gl B £AY Fe w0y E 48 AABS 7] /A vk go
CFe-29l A% =69l AAE 10CRY) 242 2709 W) Fo molel webAl g Eas
CCRA Fe 40 (M9 W& 719 2709 7b 2 Fe w(H9 W& 63)9] 474 7hs]) % ¢

CR4 73 Z2|3¥E
S(ME WE 499 FHEE 4 28Hsith. Fe e 9 EAwo] K409D 2 D39KE 2= Fe =vd o=
A (FFo)FHAs S X357 98]) 2 N-Zdo Ao 3-CCR4 VH 2 CH1 =w|A(EU YX 1~220)3} stA 2H=

E357K A3} =<dwo] 2 S354C % T366W ZEF-FA =AWl (o]FolFAstE F3lslr] A8l E 22k 2t Fe
ool GFAS PR I3 (ZAE 10(CCR4)). Fe 3= K370D sl Sdwo] 2 Y349C, T366S, L368A
9 Y407V FEF-PYA FAdWol(o]FTolFASE FX5H7] A E Fe =HQ GHAE ol F-CCR4 74
B scFve] YF-EA] Fe o] N-Eete] §3E =% #3dd 4 vk, DNA AEs T AlECdA ]
A8l HAskstar pcDNA3.4 XA Hd WEo] F2gth. DNA ZEanE FAES Az wlo} 217 (HEK)
203 Aol BEXEHS T8 FAFAS. F 109 7 FAE] Wik ohge] ofn it AAS 31 Ee] E&)
21 = (A (F-0CR4) S astets shtel Zakan =, Fe 24 (3F-CR4)Z aslels st Zopan= 2
Fe @& d3stste shvhe] Zeban =)ol o3 <tesiect:

mlo r1r N
1° m n9~'
:lo :l°

-
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[0593]

[0594]

[0595]

[0596]

H* 10

=SIEL

AAE

10 (CCR4) A€

A& 734

Fc &4
(3H-CCR4 VH 2 CH1)

A2 10| A¥ HE

(CCR4) DVLMTQSPLSLPVIPGEPASIS
CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRESGVPDR
FSGSGSGTDFTLK I SRVEAEDV
GVYYCFQGSLLPWIFGQGTKVE
IKRTVAAPSVF IFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

AqE WE 71

EVQLVESGGDLVQPGRSLRLSC
AASGF IFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVEG
RFTISRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVIVPSSSLGTQ
TYICNVNHKPSNTKVDRKVEPK
SCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVICV
VVDVSHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTT
PPVLKSDGSFFLYSDLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPGKGGGGGGGGGGGGG
GGGGGGGDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTP
EVICVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPRE
PQVYTLPPCRDKLTKNQVSLWC
LVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVESCSVMHEALH
NHYTQKSLSLSPGKGGGGGGGG
GGGGGGGGGGGGDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPTEKTISKAK
GQPREPQVYTLPPCRDKLTKNQ
VSLWCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVESCSVM

HEALHNHYTQKSLSLSPG

Ad U3 63

DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVCTLP
PSRDELTKNQVSLSCAVDGFYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLVSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKS
LSLSPG

ul3

E R

2
lo

ol A v A Aol A FE AGA g,
st (A AA) pH 3, 100 MM Sl
0.2 uym ¥HZ d oI,

ol EL g

W22 Poros MabCapture A(LifeTechnologies) AH & AM&-3l+=
X384 Fe-3dY 28 =

= Hd

10-2021-0042324

e A A5 Ay AmehEo

191 2Ales A 943
o= g, &84S 1 M TRIS(pH 7.4)9] H7t=E w27

Wl 2S5 Poros XS <A (Applied Biosciences)Z

/\].QL o]. oq o]

SEREd

F339

sk 92

APS 50 mM MES, pH 6(59) MHZ AL FPseta AES &3 9%
pll 6(8kZ B)S Abgste] @Al oz geldtt. o] & Fol,
o8 24 E(PES) W 7HERAE AHE3le] PBSE
w8l Hat o2ttt

Zre Fo-¥Y 2% = FAE 169 A4 £ HA

ntE o] o8 F7EE 2 sk}
Moz 50 mM MES, 400 mM G3hIEF,
24 FEES Ad 5 A7 Al2w AdelA 10 kDa ReE

CAES °F 30 mg/nlE EF38taL, 0.2 um FHE

AAE 30. (CR4 2F =HIS
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[0597]

[0598]

ZIHSd 10-2021-0042324

A8 vl ol A

2AY Fe wvidlozyy 48 AAFL 37 )
A g EelwE=(3-
5

HQ] FC .J_Eﬂo] Ijr

Aol - Fe Ev[dlel = ©d

Z8kith. Fe-@ A7 =l ZAlE 16(CCR4) ZH2h2 27He]

CCR4 Fc (AL W=z 73)9 2719 719 2 Fc @(ME Wz 63)9 4719 713]) 2 -CCR4 A Z2HE
=MD HFE 49)9 3709 719 =S 47 313t Fe Zale 22 E357K A3t Ed¥o] 2 $354C 2 T366W =&
%ﬂ——ﬁé*é AR (o] FolFA S E 3187 Ya)E Ztv= Fe ZdlQl oA, 3 N- ‘g%oﬂﬁ 3-CCR4 VH 2 CH1

ZQI(EU 915 1~220)¢F AEZ A48 s 5ol s 387 ) E %

K409D 2 D399K (5o &) 5}
A

= Fc =9l @S 3oh(2AlE 10(CCR4)). Fe w3+ K370D At E¢iwio] o Y349c, T366S, L368A
9 Y407V FEF-F sdWo|(o]FolFAstE FX8r] $3)E Fe THQl dEAE et F-CCR4 73
T ES scFvel AF-EA Fe Ao N-eke] §3EES 2dE 5 vk, DNA AEES E/F AlE VH -
S 98l HHsksta peDNA3.4 EZfF &d WEo F2Jdth. DNA St ZAES A3 wlol A1 (HEK)
293 A XEol| BEZFS 3 IE 119 ZF FAE] oist thge] ofn it AES 3719 bﬂﬂH =

Fe B8 gEshshe

rES 33 AT
20 = (A (F-CCRH) E g3 8lele dlhte] Zapan=
shfo] Zalan =)o) o8 s 3tETH:

H* 11

. Fe ZH(F-CRHE F33stshe= shvte] Zetam= 3l

& 16 (CCR4) M &

A=

Fc &4
(3-CCR4 VH & CH1 ¥
23]

Fc @3

A&
(CCR4)

16

ok ke
DVLMTQSPLSLPVTPGEPASIS
CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRFSGVPDR
FSGSGSGIDFTLKISRVEAEDV
GVYYCFQGSLLPWTFGQGTKVE
TKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPYTKSFNRGEC

Ad M3E 73

EVQLVESGGDLVQPGRSLRLSC
AASGFIFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVKG
RFTISRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGILVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPE
PVIVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSY
FLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYT
LPPCRDKLTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPGKGGGGGGGGGGGGG
GGGGGGGDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPRE
PQVYTLPPCRDKLTKNQVSLWC
LVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGKGGGGGGGG
GGGGGGGGGGGGDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPTEKTISKAK
GQPREPQVYTLPPSRDELTKNQ
VSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPYLKSDGSFFL
YSDLTVDKSRWQQGNVFSCSYM
HEALHNHYTQKSLSLSPG

AE ¥3 63

DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVICVVV
DVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVCTLP
PSRDELTKNQVSLSCAVDGFYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLVSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKS
LSLSPG
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[0599]

[0600]
[0601]

[0602]

ZIHSd 10-2021-0042324

il @A S Poros MabCapture A(LifeTechnologies) AHS A}&3sl= ©@hld A-7WF X138} A9 A2vfED
Balel oa] ME wF FAHAANATEH FAGT. 2YH Fe-Fd A =Hl AAES A4k
St (AD AlA) pH 3, 100 mM Aoz gg]dit}, gajS 1 M TRIS(pH 7.4)¢] H71= #
, 0.2 um ZEHZ W A7}, ‘?:PH“XLO* Poros XS 4% (Applied Biosciences)E Alg&3&}o] o]
nfE oo os] Fri= EFEEth. AHS 50 mi MES, pH 6(HF5 9 A)E AL HYsela MES
o g 50 mM MES, 400 mM OS:@‘%EH p 6(&F9 B)S AFE3te] WA ez &3, o] wE Fo,
w8 A4 fE old A=l AellA 10 kDa Q3 ZE]d g 24 E(PES) ¥ AHERAE AHESEe] PBSE
goh. AlES °F 30 mg/ml®E FF3kal, 0.2 pm EHE S "t A#got

o KL oo
2 i

X

o g

3]
ol

o ke
of 2
12

AAle] 31. CCR4 2% =S 2= Fo-3dd 28 =vdd FAAE 199 24 2 AA

Aol N-gek = C-2ek Fe Lr¢lo] %it o A Fe ZrQloziE PAH &zﬂ%é sk71 71 A
upel o] Azt Fo-3d AF =wd ZHAE 19(CCR4)+= 27119] Eole] Fe =9l ek
= (3F-CCR4 Fe %JH(H HE 75)9 2709 719 2 Fe @(HE H3E 63)9 4749 719]) 2 3-CCR4
e =ML ‘?ii 49)9] 71912 ztz} ¥33hl. Fe 4= E357K Aal o] @ S354C 2 T366W =
4 EAWOlE zte Fo =Rl @A (o] FolZFAstE FxX8t7] fls))et 3 A2 AAE, st =dd
K409D 2 D399K ZH= Fe Eﬂﬂ GFA (FFolFASE £2st7] ) FA Ad=2 A4% E357K M3}
2 5354C 2 T366W E=H-FA Aol (o]Fo|FAZE £H37] Yal)E 2= Fe ZdQl whaEA],
OM,] -CCR4 VH 2 CHI Z=vQ1(EU 914 1~220)2 F3tch (A= 19(CCR4)). Fe = K370D A3}
o] 2 Y349C, T366S, L368A % Y407V SHEH--3A Soro](o]FolHA S X387 ¢3S Fe =9l
2 g3tk F-CR4 A= L3 schve] 524 Fe Ao N-2eke] 3= w39 4= vk, DNA
A5 Huoﬂﬁgl HHS 98 HAsletal pcDNA3.4 EfF Td ¥EC] F2ddith. DNA ZEav =

7t ol A17G(HEK) 293 Mol BxFS Tl FEFdert. & 129 ZF A& ik ohg-<] ofv
S 37 WY Zebam = (A (F-0CR4)E P35 3hete ehbe] Zebav= ) Fe 33 (30RO E ¢
s}5h= MA Zdan = 2 Fe @35 dagsis dhue] Fekavs)d os) dEste:

)
é
oot
o
il
ik
)
T i

i

ﬁ] 3
=]
B

N o,

9
SE i O of

¢
1= l‘

FU{U o 2 [E rﬁ o

3

l"

o
E

=

(T T R T L
B 2opR o 2

o]
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[0603]

[0604]

[0605]

[0606]

H* 12

SIS

£ 19 (CCR4) A&

AAE

Fc 34
(3-CCR4 VH ¥ CH1 =
)

Fc @3

Z A5
(CCR4)

19

R

d Wz

DVLMTQSPLSLPVTPGEPASIS
CRSSRNIVHINGDTYLEWYLQK
PGQSPQLLIYKVSNRFSGVPDR
FSGSGSGTDFTLKISRVEAEDY
GVYYCFQGSLLPWTFGQGTKVE
IKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

AE Hz 75

EVQLVESGGDLVQPGRSLRLSC
AASGFIFSNYGMSWVRQAPGKG
LEWVATISSASTYSYYPDSVKG
RFTISRDNAKNSLYLQMNSLRV
EDTALYYCGRHSDGNFAFGYWG
QGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPE
PVIVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVIVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSY
FLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYT
LPPCRDKLTENQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQ
KSLSLSPGKGGGGGGGGGGGGG
GGGGGGGDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKY
SNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTC
LVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLKSDGSFFLYSDLT
VDKSRWQQGNVESCSYMHEALH
NHYTQKSLSLSPGGKGGGGGGG
GGGGGGGGGGGGGDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTL
MISRTPEVICVVVDVSHEDPEV
KENWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPTEKTISKA
KGQPREPQVYTLPPCRDKLTKN
QVSLWCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFF
LYSKLTVDKSRWQQGNVESCSV
MHEALHNHYTQKSL SLSPG

Ag M3 63

DKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVICVVV
DVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGAPREPQVCTLP
PSRDELTKNQVSLSCAVDGFYP
SDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLVSKLTVDKSR¥WQ
QGNVFSCSVMHEALHNHYTQKS
LSLSPG

10-2021-0042324

Wy v A S Poros MabCapture A(LifeTechnologies) AHS A3t
,]

S A-vluE A8 A9 ARebED
A AE W ARl AART. wHE P A% 2t

AATS AN 4F AAFE

gul

=Nl

Al (A A7) pll 3, 100 mM 2oz g2dtc). S A& 1 M TRIS(pH 7.4)2] H7t= w2A F 3}k
i, 0.2 um ZEE HF o), DPH”X‘E Poros XS A (Applied Biosciences)& A}-&3d}o]

ol g A7
nfE Yo o8] Frt2 EFsect. AE 50 mM MES, pH 6(2F 9 AE AP HYslsln MES &7 45
oz 50 mM MES, 400 m) Oéﬁ}b}EH pH 6(59 B)S AMgate] @A o2 g, o] wE Fo,

7 2ES HA % oA A28 Ao 10 kDa AL X Zg o€ 24 E(PES) 2 JLETAE AFR-35le] PBSE

Aol wedt;, AWES oF 30 mg/nlE FF8FA, 0.2 pm LHE Fa) "W o33,

AAle] 32. ¥-CCR4 Fc A E 23 A &4 A X-vj7] AESA(ADCC) &3}

234 3}E FBS(Hyclone)E &

%A 1gG FBSE gH-3t=
@-CCR4 ZAIES 6 nMol| A

3= RPMI 1640 =] o)
dE @z 3R RPMICN

3l B AstaL,

CCRF-CEM AIE(ATCC)E FZA AMER AFE3}e], 10% |-
A kT, 50 409 AE(100x10°70E] AIE/m)E 10%

AQesta, A4 AP eke] 06-9 FelolEe] HEaednh. w4

N
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[0607]

[0608]

[0609]

[0610]

[0611]

[0612]

[0613]

[0614]

[0615]

ZIHSd 10-2021-0042324

2% HF w9 19 s=2 Axsrh. 10 W] Z2F AAlE A NS T4 Axel FHrbstar, a3r] Al
ZZ FH7lslr] Aol RIoIA 24015 1568 &<t QlidlolAdsieltt. ey MER FZHEEH NK A E(Hemacare)

- z22) wjd-Hg" Eet=A (Falcon) oA AIN-V vl X]ol| A 24A12F “5F A A TE. A 2500071 <]

| AEE ZA7bsle], 5:19 &9 FH(E:T) ¥&S 4. ZYUoES oA 5A1ZE Bk Aol
g B, 50 unLel CytoTox Glo Al°F(Promega)& F7Fe § 37T boQlFulel sl wge
PHERAstar FS(BMG Labtech)& AF&3lo] #=538qltt. AE & 25 3

Z 13

ADCCE - E38ts F-CCR4 Fc FAE9 &%

_ EC50 (nM)
Z x-] L= @i:{l
A i HY ks SD
ZAE 13 (8|1 17165 WA | 1.062 +/- 6176.5
-CCR4), Gzo o 125449
A

A 33: ZAES] Fe =ML A9 Fe =rY Fe 3wt F&Ad Ad FAHS

2
G-CD20 % F-CCRA AATS AHgHe] FEolRAS BNl o FolFAS Bol
s

4 . EHEE 9 2

Fab =r|9ls] thobat 2ol Fe gk #8490 od A% G vAeA o9 Bt BW Sopap

FAPRE A8 a0 (6ATe o 841 DSl 11 A%E BT, HAES J Edol Eddn, 18

H Al WE AT 11 AT wAH) A SASAT. olu@ FHAA, A A Fe 7159
H

==
Aol disl 7Hg wzke dsxo)m; 5 B BEH e Fo =Y A
A B 9F

DNA MEE& IR/ Maxoxe] B3-S 9 H A3kl pcDNA3.4 /-7 2d ¥Eo] Z=2938kivh. DNA £
2= ZAAES QI3 vlol AA(HEK) 293 AlxEo B EEFES F3l %éﬁ"‘—‘?ﬂ);}%ﬁt}. FA = 2709 dolgt Eep
nEgREH ddEded, shve SHE desteta e stve AHE Fob. SIF-wht] = 371¢] el
EttavEE Y SdE e, gy A9, sl EEtavss A4 AHE dssstal, shuvel Eet
2u=E opn| -t Feol] ¥l CHI-VH FAB ¥-2S 3Hi-3l= Fe S ¢tssteln], A3 ZatAn=E Fe o
AE dzslete). de= S3A L S3W Sif-vir Ak, S3We] Ag-, e FEtam=E A AAE duslelal,
A2 EepavEE 27 HA Fe EMdE $rste FE dassty, A3 Eet2v == CHI-VH FAB F-3& §His
= O Fc AFES dosterivh. S3A9 A, shue] Eotan e A AHAE dssstal, A2 FetarEs
ofu] =~k Feoll ¥-2H%l CHI-VH FAB &S5 &3l Fec FHE dwgsid, shte] Z8k2n =+ CHI-VH FAB
S w3 FfetE Fo S g3 3sil).

m[o Ho

U& o
l‘l
ol

WHEE @A Poros NabCapture A AHS AHgstel @M Al Ashy AW ARekEadwd] s AX
Wk oz nE ASGY. £3E SIF HE 29 F ANy 93 495ES, i 7.02 Ageta, 3
N ER B RS A AA FEAY 59 50 al TN BFAGH 5,505 4 AN
AgE SIF vlt] E4& pH 39 100 mM Sl oz &8]star, pl 7.49 1 M TRISE 7Iste] &8lHS 2&8H
P9 T, AUEAIL, 0.2y BIE Fel B AAAA,

Poros X3 448 AHgate] o] & W@ AmvhEuelsle] ofs) wuAe Frhe RESACH. pil 6] 50 mi MES(SH
Fo MR FUS A FYeStn, 292 A BB YIS0l AR, S §9 45

o2 50 mM MES (100% A)ollA 400 mM ASIHEF, pH 6(100% B)o.2 12~15CVe] A3 Full& Al&ste] £33
89 B FUR LE PAE 208 ) A AREIAAGI0R A, 2 e EYo
AAE SIF vhe] Az sk

12 HAZE(PES) 9 FtEYAE

ol g F EF o]} A| 2~ A 30 kDa HQZ Zg]dE =
E5%tal, 0.2 pm FEZ Pt o

= 4 RE
Agstel IX-PBS Shxelow 9o waslth. MES tEF 10415 ng/nlE

el
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[0619]

[0620]

[0621]

[0622]

[0623]

[0624]
[0625]

[0626]

ZIHSd 10-2021-0042324

48 A7) A A2etET ] (SEC)E AFEste] ¥ 2E ol A EYE o] 2-ud B3 49 HF AAE A
g9 izt +=5 Hrlsldo.

AAE AZE IX-PBSE AFE3Ie] 1 mg/mlZE 3438k, ¥4 AHOSZE Zenix SEC-300(4.6 x 300 mm, 3 pm,
300 A, Sepax, Cat. #213300-4630)S Al&3te] UV & FLD AE7]E E&38t= Agilent 1200 A2~ Abojl A £
sheit.

AYE B4 Aol 1Az 5¢ 0.3 ml/minE 0.05% w/v PN E=IHEF SEH0 2 100 mM AAPIEE, 200 mM
olZ7)d, 300 MM AIIEF pH=6.7= FHIYFFstPt. FY=FE F 10~15 ul, AHA &x: 300C, 280 nmellA] UV

HE 280 mmoll A ©37] 2 330 nmol|l A WES ZHE FLD(Z A3 A7k 158).

A7) =5 AFHE ® 149 EAH0] Tk, BE ARE %o $30] uAF(H0S) S YER)T.

¥ 14
Fc A% 240 Algd FAAEY F7] &%
. SECe]l o& =7] £ | SECA 9% =y &=

pd
A2 34 (%4 soEe) = (HOS%)
mAb CD20 97.0% 1.7%
ZAAE 13 (S3Y) CD20 89.6% 0.0%
ZA 2 7 (S31) D20 89.0% 1.7%
22 8 (S3W) (D20 83.4% 0.0%
ZHAE 9 (S34) €D20 92.4% 1.5%
ZAE 10 (S51) (D20 98.4% 1.6%
ZAE 19 (S5X) CD20 90.0% 0.4%
ZAAE 16 (S5Y) CD20 73.8% 1.6%
mAb (D20 97.0% 1.7%

g £4

A% A¥S (M3 Alg= S A

%! 7;]% A3} Biacore T200 7]17](GE Healthcare)ol A 4233} }t. FegR A
A AE AF oWl AZYL E3 AU, YeE A SEdA 3|4

shdth. <1zt A =g (D32a Fi= (D64(R&D Systems) 2] 6-FECIE & 84S ¥ 33 27t 9o 53

o] Ax7HE 53 ol ALtsiglt:

F= QA7) = Rmax/[(MW &A1& /M k=)= g|7t= 38 5],

(D20 2HAlEol W3k (D64 Ae] B4 Ayt F 159 =AEH o] drt.

BE 7%°l, (D64 23 YA 7F= Fe =dde o Zok=d, ol EE Fc =dlo] (De4oll Ajetes: 7%
Stths AS EAISHT. S3Y-AA-OBI 2 S3Y-AA-AVES} A Eo] Sd3A T, Fab =w|dlo] Aojd tx 33E2 o]
gt ZA|Eo vls] CDede]l Ajst=ul, ol Fab EWQlE XEste Zlo] Fe F&A digt 23S WAHA
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[0627]

[0628]

[0629]

[0630]

[0631]

ZIHSd 10-2021-0042324

X 15
574 3-020 AA &9 A7}
5z
A8 4 Fomeg 4 | R ST 06
mAb CD20 1 1.5
ZAE 13 CD20 3 3.4
(83Y)
ZAE 7 (S31) | CD20 3 3.0
ZA = 8 (S3W) | CD20 3 2.9
ZA & 9 (S34) | CD20 3 3.1
ZAE 10 D20 5 5.5
(85D)
AANE 19 CD20 5 4.9
(85%)
ZAZ 16 CD20 5 5.5
(S5Y)
gz (S3Y) 3y A% =d¢l |3 3.
N

AN 34: HAE2 AX F9 Fe vt &A1 o8] o AEsA 2ot

A EW (D32ac] ek ZAAEY A AFS F-D20 FAES ALgstE AI7F B @3 39 dyx A
(TR-FRET) 4 (CisBio)ollAl A7}t tt. w4 Aok AzdAe] Ao wal AZ3 k. Freedom EVOware
150 A5 HA A 7] (Tecan) & A3t XA ® FE&AFE 2te AEdd H7be 2F Ao g 10-2JE, 3-H)
A A4S AT, olojA, EAE AA FAE Hrreta, FHolEE ALddA QAFHlolAstitt.
PHERAstar ¥4 #57](BMG Labtech GmBh)E AF&3ste] 4] ZHOlEE 665 % 620 nmoll A #53Fch. =21
WeE AE FEE ST HIRF A% ¥]&(665 nn/620 nm)oll thall SEskich, 470¢] sebu|e] njAdd 39 &4
(Hx A IJ")S XV-ZFNA 33l TA A 2 MEo] EC50E AP e, oju EC502 Fe #vl <=
|Ao digt A& Hslxe] vk g,

TR-FRETell ©Jaf 2% CD32ac] the AA AFe =

B3 AAse A= THol AA Sk, ol Aad 1050 g
OBI % S3Y-AA-AVE®} A do] Fd3tA|5F, Fab Ew|lo] = X W
CD32a°] wisll FAstA=l, o= Fab =& Egetes Zlo] Fe F&Ad e 23S WA A F55 dAF

shict.

4. Fe Z=Hcle] =5 S7RA7IW, (D32acl il oS
o o3 wredm wpe} 7T}, S3Y-AA-

X 16
EX &-CD20 ZAES Fc &4 2%
= R FcyRIIIav158 | FcyRIIaH131 | FcyRIIb
42 34 IC50 (nM) IC50 (nM) IC50 (nM)
mAb €D20 428 1273 3291
A2 13 | €D20 0.076 0.009 2.146
(83Y)
235 7 | CD20 0.230 0.014 29.220
(831)
2= 8 { CD20 0.476 0.026 34.925
(S3W)
A2 9 | CD20 0.539 0.018 17.361
(S34)
A2 10 | CD20 0.045 0.002 4,427
(851)
A& 15 | CD20 0.055 0.012 0.086
(55X)
A2 1 CD20 0.017 0.014 1.231
(S85Y)
=7 (S3Y) | &Y Ag =] 0.097 0.025 3.297
W NS
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[0632]

[0633]

[0634]

[0635]

[0636]
[0637]
[0638]

[0639]

[0640]

[0641]

ZIHSd 10-2021-0042324

AN 35: Y 2L F-CCR4 FAA B4 BEAL,

SPRS A}-g3te 39 AZS H ekl AxEe] s 2~Elw Bl1¥ CCR4(9049-B7 R & D Systems) TH1AS- o]
Aol A% &-6X His IAE ALE3te] MMM £330, 5F A 2 SIF-wite] A gajds A
FHAFOH, ol BAE F9 Alold @ pH =4l §AoZ oAl AT, A3RS 101 Langmuir 4%
28 1ndg ALgslo] AAksglt.

R
2

-CCR4 2HAlES] Aol ® 179 Z=AI=ES k. AJds BE 315HE-2 SECO 93¢t &=%7} 96% mTho]Att. 2
A& 1:1 2¢S Aasts B4 Assts ddZ2 A9 543 Y 43S 7M.
¥ 17
£74 F-CCR4 ZAEY CCR4 B2F

ZAAE KD (nM)

mAb 7.38

Z A E 13 (S3Y) 9,44

ZAAE 7 (S31) 0.013

AA¢) 36: F-CCR4 Fc FAAEL Fc F&A 2§},
Fc 484 A% #4072 3-((R4 Fc ZAE 13(AA 4 2; F 6)¢] Fc F&A< AFsts= AL dohfirt.
71el &

B A dEE 2E Y

=]
=,
ada AEA e Fxes Eiy

WA ol FAH PR waste] V1%
ANel NS mra @ A B okl FAHAG BEAL Bl &3k g A%
488 5 gt B ANAATEe ol WAL T3 B A Qelel Wy, g m
= o, 37ge] YFE

e s g e el £ddn.
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=82
204
206 214
202 —
208 — 216
210 218
ZHE 2
E83
i 320
304 _
302 — =
L 322
306 _

IAHE 3
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Er4
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404 __ =
b— 430
406
402 — -
b 428
408 _|
ZE 4
Eds5
502 -—

— 524

A= 5

526
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k1
N2
()Y

612614 =

632

602 — 634

— 636

ZHE 6

1
g
3

702 724

710 459

ZHE 7
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EHS8
806
802 - 828
804 _J 826
808
14 8>\

5 2% 5 J

EH9
L 936

902 —

930
— 934

932

918 928

ZHAE 9
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1002

1102

1004

1010

1012

1104

1106 —

1006 1018

b— 1032
1024

014
1028

1030
1026

1016

ZHE 10

1146

— 1144

AAE 11
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1200 - 1204 1252 - 1256

1206 1254

- AHE 12

1302 —f | 1324
L A 13
EH14
1406 424
1402 [ 1414 1418 7 L 1428
~1404 | 1426 -

= 14
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EWI5
1504 —of — 1534
1502 — | 1536
= g 15 d
EHI6
1604 1630
1536 1618
1620
1006 1614 1628
1602 — 1612 1522 1632
l 1626
1610 1624
= ZAE 16 .
EHI7
1704 1744
1722 1728
1702 — | 1748
1746
- HAHE 17
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EHI8
0 1830 1850 n
804 1852
1802 — e
1806 1854
L ZAAE 18
EHI19

1922

1902 — L1932

- A= 19 -
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EH20
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N
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EH23c

=24,

216 EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD 280
281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR 344 (HE W2 43)

345 EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK 409

410 LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 447

E924b

221 DRKTHICPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD 280

=
12
rE
fot
»
a2

281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR 344

345 EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK 409
410 LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG 446

EH24c

216 EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD 280
281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR 344 (HE Y% 47)

345 EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK 409

410 LTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPG 446

Ew24d

221 DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD 280

()
(1]
loh
8

281 GVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR 344 (A
345 EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK 409
410 LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 447
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EH25
—e— S3Y-AA-Ipi-002
—o - S3A-AA-Ipi-001
—a— S5X-AA-Ipi-001
—a— o|dz| 74
---8--- S3Y-AA-Ipi-002 (aglyco)
600000 — i
500000
400000 -
2 300000
o 200000
100000 —
0 -
-100000 -

AHdE s
SEQUENCE LISTING
<110> MOMENTA PHARMACEUTICALS, INC.

<120> COMPOSITIONS AND METHODS RELATED TO ENGINEERED FC-ANTIGEN BINDING
DOMAIN CONSTRUCTS TARGETED TO CCR4

<130> 14131-0187W01

<140> PCT/US2019/041324

<141> 2019-07-11

<150> 62/696,746

<151> 2018-07-11

<160> 141

<170> KoPatentIn 3.0

<210> 1

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 1

Gly Gly Gly Gly Ser

1 5

<210
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> 2
<211> 4
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 2
Gly Gly Ser Gly
1
<210> 3
<211> 4
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 3
Ser Gly Gly Gly
1
<210> 4
<211> 4
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 4

Gly Ser Gly Ser

1

<210> 5
<211> 6
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<400> 5
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Gly Ser Gly Ser Gly Ser

1 5

<210> 6

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 6

Gly Ser Gly Ser Gly Ser Gly Ser

1 5

<210> 7

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

peptide

<400> 7

Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser

1 5 10

<210> 8

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 8

. Synthetic

. Synthetic

. Synthetic

Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser

1 5 10
<210> 9

<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic
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peptide
<400> 9

Gly Gly Ser Gly Gly Ser

1 5
<210> 10

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 10
Gly Gly Ser Gly Gly Ser Gly Gly Ser
1 5
<210> 11
<211> 12
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<400> 11

Gly Gly Ser Gly Gly Ser Gly Gly Ser Gly Gly Ser

1 5 10
<210> 12

<211

> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 12
Gly Gly Ser Gly Gly Gly Ser Gly
1 5
<210> 13

<211> 12

SIHS31 10-2021-0042324



<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 13

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly

1 5 10

<210> 14

<211> 16

<212> PRT

<213> Artificial Sequence
<

220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 14
Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly
1 5 10 15
<210> 15
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 15
Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly
1 5 10 15

Gly Gly Ser Gly

20
<210> 16
<211> 10
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

peptide

- 151 -
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<400> 16

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1 5 10

<210> 17

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 17

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1 5 10 15

<210> 18

<211> 20

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 18

Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly

1 5 10 15

Ser Gly Gly Gly

20

<210> 19

<211> 4

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 19

Gly Gly Gly Gly

1

<210> 20
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<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 20

Gly Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 21

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 21

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 22

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 22

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

<210> 23

<211> 20

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 23

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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Gly Gly Gly Gly

20

<210> 24

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 24

Gly Gly Gly Gly Gly

1 5

<210> 25

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 25

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 26

<211> 15

<212> PRT

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic

peptide
<400> 26
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
<210> 27
<211> 20

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 27

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly

20

<210> 28

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 28

Gly Glu Asn Leu Tyr Phe Gln Ser Gly Gly

1 5 10

<210> 29

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 29

Ser Ala Cys Tyr Cys Glu Leu Ser

1 5

<210> 30

<211> 5

<212> PRT

<213> Artificial Sequence
<220

><223> Description of Artificial Sequence: Synthetic
peptide

<400> 30
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Arg Ser Ile Ala Thr

1 5

<210> 31

<211> 17

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 31

Arg Pro Ala Cys Lys Ile Pro Asn Asp Leu Lys Gln Lys Val Met Asn

1 5 10 15

His

<210> 32

<211> 36

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 32
Gly Gly Ser Ala Gly Gly Ser Gly Ser Gly Ser Ser Gly Gly Ser Ser
1 5 10 15
Gly Ala Ser Gly Thr Gly Thr Ala Gly Gly Thr Gly Ser Gly Ser Gly
20 25 30
Thr Gly Ser Gly
35
<210> 33
<211> 17
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 33
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Ala Ala Ala Asn Ser Ser Ile Asp Leu Ile Ser Val Pro Val Asp Ser

Arg

<210> 34

<211> 36

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 34

Gly Gly Ser Gly Gly Gly Ser Glu Gly Gly Gly Ser Glu Gly Gly Gly

1 5 10 15

Ser Glu Gly Gly Gly Ser Glu Gly Gly Gly Ser Glu Gly Gly Gly Ser

20 25 30

Gly Gly Gly Ser

35

<210> 35

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 35

Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser

1 5 10

<210> 36

<211> 18

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 36
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Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly

1 5 10 15

Gly Ser

<210> 37

<211> 11

<212> PRT

<213> Unknown

<220><223> Description of Unknown:
Albumin binding peptide

<400> 37

Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp

1 5 10

<210> 38

<400> 38

000

<210> 39

<400> 39

000

<210> 40

<400> 40

000

<210> 41

<400> 41

000

<210> 42

<211> 227

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 42

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

- 158 -

SIHS31 10-2021-0042324



Gly

His

65

Arg

Lys

Tyr

Leu

145

Trp

Val

Asp

His

Pro

225

<210> 43

Pro

Ser

Asp

50

Asn

Val

Lys

Thr

130

Thr

Leu

Lys

Ser

Arg

35

Pro

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

<211> 232

<212> PRT

5

10

Val Phe Leu Phe Pro Pro Lys

20

25

Thr Pro Glu Val Thr Cys Val

Lys Thr

Ser Val

85
Lys Cys
100

Ile Ser

Pro Pro

Leu Val

Asn Gly

165
Ser Asp
180

Arg Trp

Leu His

Lys

Lys

70

Leu

Lys

Lys

Ser

Lys

150

Asn

40
Phe Asn Trp Tyr
55

Pro Arg Glu Glu

Thr Val Leu His
90
Val Ser Asn Lys
105
Ala Lys Gly Gln
120

Arg Asp Glu Leu

135

Gly Phe Tyr Pro

Pro Glu Asn Asn

170

Ser Phe Phe Leu
185

Gln Gly Asn Val

200
His Tyr Thr Gln

215

Pro

Val

Val

Pro

Thr

Ser

155

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Asp Thr

30
Asp Val
45

Gly Val

Asn Ser

Trp Leu

Pro Ala

110
Glu Pro
125

Asn Gln

Thr Thr

Lys Leu

190

Cys Ser

205

Leu Ser

- 159 -

15

Leu

Ser

Thr

Asn
95

Pro

Val

Val

Pro

175

Thr

Val

Leu

Met

His

Val

Tyr

80

Val

Ser

160

Pro

Val

Met

Ser
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 43

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala

1 5 10 15

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
20 25 30
Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
35 40 45
Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
50 55 60
Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln

65 70 75 80

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
85 90 95
Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
100 105 110
Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
115 120 125
Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr

130 135 140

Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
145 150 155 160
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
165 170 175
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
180 185 190
Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Gln Gly Asn Val Phe

195 200 205

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

- 160 -



210

215

Ser Leu Ser Leu Ser Pro Gly Lys

225
<210> 44
<211> 227

<212> PRT

230

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 44
Asp Lys Thr His
1

Gly Pro Ser Val

20
Ile Ser Arg Thr
35
Glu Asp Pro Glu
50
His Asn Ala Lys
65

Arg Val Val Ser

Lys Glu Tyr Lys
100
Glu Lys Thr Ile
115
Cys Thr Leu Pro
130

Leu Ser Cys Ala

145

Thr
5

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Pro

Val

Cys

Leu

Lys

Lys

70

Leu

Lys

Lys

Ser

Lys

150

220

Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

10

Phe Pro Pro Lys Pro

25
Val Thr Cys Val Val
40
Phe Asn Trp Tyr Val
95
Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln

90
Val Ser Asn Lys Ala

105

15

Lys Asp Thr Leu Met

30
Val Asp Val
45
Asp Gly Val
60

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala
110

Ser

Glu

Thr

Asn

95

Pro

His

Val

Tyr

80

Ala Lys Gly GIn Pro Arg Glu Pro Gln Val

120
Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser

155

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr

165

170

125
Lys Asn Gln
140

Asp Ile Ala

Lys Thr Thr
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Val

Pro

175

Ser

Glu

160

Pro
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Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val
180 185 190
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
195 200 205

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

210 215 220
Pro Gly Lys
225
<210> 45
<211> 226
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 45
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
1 5 10 15
Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
50 55 60
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
65 70 75 80
Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly

85 90 95

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
100 105 110
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
115 120 125

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
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130 135 140
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu

145 150 155 160

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
165 170 175
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
180 185 190
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
195 200 205
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

210 215 220

Pro Gly

225

<210> 46

<211> 226

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 46

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1 5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

35 40 45

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
50 55 60

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr

65 70 75 80

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly

85 90 95
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Lys Glu Tyr

Glu Lys Thr
115
Cys Thr Leu
130
Leu Ser Cys
145

Trp Glu Ser

Val Leu Asp

Asp Lys Ser
195

His Glu Ala

Pro Gly
225
<210> 47
<211> 231

<212> PRT

Lys

100

Pro

Asn

Ser
180

Arg

Leu

Cys Lys Val Ser Asn

105

Lys Ala Leu Pro Ala Pro

110

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

120
Pro Ser Arg Asp Glu
135
Val Lys Gly Phe Tyr
150
Gly Gln Pro Glu Asn

165

Asp Gly Ser Phe Phe

185

Trp Gln Gln Gly Asn
200

His Asn His Tyr Thr

215

<213> Artificial Sequence

Leu Thr

Pro Ser

155

Asn Tyr

170

Leu Val

Val Phe

Gln Lys

Lys
140

Asp

Lys

Ser

Ser

Ser

220

125

Asn

Thr

Lys

Cys
205

Leu

Gln Val

Ala Val

Thr Pro

175

Leu Thr
190

Ser Val

Ser Leu

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 47

Val

Ser

160

Pro

Val

Met

Ser

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala

1

5

10

15

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro

20

25

30

Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val

35

40

45

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
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50

Asp Gly Val Glu Val

65

Tyr Asn Ser Thr

Asp Trp Leu Asn

100

Leu Pro Ala Pro

115

Arg Glu Pro Gln

130

Lys Asn Gln Val

145

Asp

Ile Ala Val

Lys Thr Thr Pro

180

Ser Lys Leu Thr

195

Ser Cys Ser Val

210

Tyr

85

Val

Ser

165

Pro

Val

Met

Ser Leu Ser Leu Ser

225
<210> 48
<211> 226

<212> PRT

55

His Asn Ala
70
Arg Val Val

Lys Glu Tyr

Glu Lys Thr

120

Tyr Thr Leu
135

Leu Thr Cys

150

Trp Glu Ser

Val Leu Asp

Asp Lys Ser
200
His Glu Ala
215
Pro Gly
230

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 48

Lys Thr

Ser Val

90
Lys Cys
105

Ile Ser

Pro Pro

Leu Val

Asn Gly

170

Ser Asp

185

Arg Trp

Leu His

Lys

75

Leu

Lys

Lys

Ser

Lys

155

Asn

60

Pro Arg Glu

Thr Val Leu

Val Ser Asn
110
Ala Lys Gly

125

Arg Asp Glu
140

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe

190

Gln Gly Asn
205

His Tyr Thr

220

Glu Gln

80
His Gln
95

Lys Ala

Gln Pro

Leu Thr

Pro Ser

160
Asn Tyr
175

Leu Tyr

Val Phe

Gln Lys

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

- 165 -
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Gly

His

65

Arg

Lys

Cys

Leu

145

Trp

Val

Asp

His

Pro

225

<210> 49

Pro

Ser

Asp

50

Asn

Val

Lys

Thr

130

Ser

Leu

Lys

Ser

Arg

35

Pro

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

195

<211> 219

<212> PRT

5
Val Phe
20

Thr Pro

Lys Thr

Ser Val

85
Lys Cys
100

Ile Ser

Pro Pro

Asn Gly

165
Ser Asp
180

Arg Trp

Leu His

10
Leu Phe Pro Pro Lys
25
Glu Val Thr Cys Val
40
Lys Phe Asn Trp Tyr
55

Lys Pro Arg Glu Glu

70
Leu Thr Val Leu His
90
Lys Val Ser Asn Lys
105
Lys Ala Lys Gly Gln
120

Ser Arg Asp Glu Leu

135
Asp Gly Phe Tyr Pro
150
GIn Pro Glu Asn Asn
170
Gly Ser Phe Phe Leu
185

Gln Gln Gly Asn Val

200
Asn His Tyr Thr Gln

215

Pro

Val

Val

Pro

Thr

Ser

155

Tyr

Val

Phe

Lys

Lys

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Asp Thr

30
Asp Val
45

Gly Val

Asn Ser

Trp Leu

Pro Ala

110
Glu Pro
125

Asn Gln

Thr Thr

Lys Leu

190

Cys Ser

205

Leu Ser
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15

Leu

Ser

Thr

Asn
95

Pro

Val

Val

Pro

175

Thr

Val

Leu

Met

His

Val

Tyr

80

Val

Ser

160

Pro

Val

Met

Ser
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ZIHSd 10-2021-0042324

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 49

Asp Val Leu Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Arg Asn Ile Val His Ile

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

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Gly

85 90 95
Ser Leu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
115 120 125
Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
130 135 140

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln

145 150 155 160
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
165 170 175
Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
180 185 190
Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
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210

<210> 50
<211> 227

<212> PRT

215

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 50

Asp Lys Thr His

1

Gly Pro Ser Val
20

Ile Ser Arg Thr

35

Glu Asp Pro Glu
50

His Asn Ala Lys

65

Arg Val Val Ser

Lys Glu Tyr Lys

100

Glu Lys Thr Ile
115
Tyr Thr Leu Pro
130
Leu Trp Cys Leu
145

Trp Glu Ser Asn

Val Leu Asp Ser

Thr

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Pro

Val

Gly

165

Asp

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

10
Leu Phe Pro Pro Lys Pro
25
Glu Val Thr Cys Val Val

40

Lys Phe Asn Trp Tyr Val
95
Lys Pro Arg Glu Glu Gln
70 75
Leu Thr Val Leu His Gln
90
Lys Val Ser Asn Lys Ala

105

Lys Ala Lys Gly Gln Pro
120
Cys Arg Asp Glu Leu Thr
135
Lys Gly Phe Tyr Pro Ser
150 155
GIn Pro Glu Asn Asn Tyr

170

Gly Ser Phe Phe Leu Tyr

Lys Asp Thr
30
Val Asp Val

45

Asp Gly Val
60

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala
110

Arg Glu Pro
125

Lys Asn Gln

140

Asp Ile Ala

Lys Thr Thr

Ser Lys Leu

- 168 -

15

Leu

Ser

Thr

Asn

95

Pro

Val

Val

Pro

175

Thr

Met

His

Val

Tyr

80

Val

Ser

160

Pro

Val
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180

SIHEd

185 190

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

195

200

205

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

210
Pro Gly Lys
225
<210> 51
<211> 227

<212> PRT

215

<213> Artificial Sequence

220

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 51

Asp Lys Thr His Thr Cys Pro Pro

1
Gly Pro Ser Val
20
Ile Ser Arg Thr
35
Glu Asp Pro Glu

50

His Asn Ala Lys
65

Arg Val Val Ser

Lys Glu Tyr Lys
100
Glu Lys Thr Ile

115

Tyr Thr Leu Pro

130

5

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Pro

Leu Phe Pro

Glu Val Thr
40
Lys Phe Asn

55

Lys Pro Arg
70

Leu Thr Val

Lys Val Ser

Lys Ala Lys

120

Ser Arg Asp

135

Cys Pro Ala Pro Glu Leu Leu Gly

10 15

Pro Lys Pro Lys Asp Thr Leu Met

25 30

Cys Val Val Val Asp Val Ser His

45

Trp Tyr Val Asp Gly Val Glu Val

60

Glu Glu Gln Tyr Asn Ser Thr Tyr

75 80

Leu His GIn Asp Trp Leu Asn Gly

90 95

Asn Lys Ala Leu Pro Pro Ile
105 110

Gly Gln Pro Arg Glu Pro Gln Val

125

Glu Leu Thr Lys Asn Gln Val Ser

140

- 169 -
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Leu Thr Cys Leu Val

145

Trp Glu Ser Asn Gly
165

Val Leu Lys Ser Asp

180

Asp Lys Ser Arg Trp
195

His Glu Ala Leu His

210

Pro Gly Lys

225

<210> 52

<211> 226

<212> PRT

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu

150 155 160

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
170 175

Gly Ser Phe Phe Leu Tyr Ser Asp Leu Thr Val

185 190

Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
200 205
Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

215 220

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 52

Asp Lys Thr His Thr

1 5
Gly Pro Ser Val Phe
20
Ile Ser Arg Thr Pro
35
Glu Asp Pro Glu Val
50

His Asn Ala Lys Thr

65
Arg Val Val Ser Val
85

Lys Glu Tyr Lys Cys

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

10 15
Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
25 30
Glu Val Thr Cys Val Val Val Asp Val Ser His
40 45
Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
55 60

Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr

70 75 80
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
90 95

Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile

- 170 -
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100 105 110
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
115 120 125

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser

130 135 140
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
165 170 175
Val Leu Lys Ser Asp Gly Ser Phe Phe Leu Tyr Ser Asp Leu Thr Val
180 185 190

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

195 200 205
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220
Pro Gly
225
<210> 53
<211> 227
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 53
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
1 5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50 55 60
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His Asn Ala
65

Arg Val Val

Lys Glu Tyr

Glu Lys Thr
115
Tyr Thr Leu
130

Leu Trp Cys

145
Trp Glu Ser

Val Leu Asp

Asp Lys Ser
195

His Glu

210
Pro Gly Lys
225
<210> 54
<211> 695

<212> PRT

Lys

Ser

Lys

100

Pro

Leu

Asn

Ser

180

Thr Lys
70

Val Leu

85

Cys Lys

Ser Lys

Pro Cys

135

Val Lys

150

120

105

90

Pro Arg Glu Glu Gln

75

Thr Val Leu His Gln

Val Ser Asn Lys Ala

Ala Lys Gly Gln Pro

Arg Asp Lys Leu Thr

Gly Phe Tyr Pro Ser

155

Gly Gln Pro Glu Asn Asn Tyr

165

170

Asp Gly Ser Phe Phe Leu Tyr

185

Arg Trp Gln Gln Gly Asn Val Phe

200

Leu His Asn His Tyr Thr Gln Lys

215

<213> Artificial Sequence

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Asn

Trp

Pro

125

Asn

Thr

Lys

Cys

205

Leu

Ser Thr

Leu Asn

95
Ala Pro
110

Pro Gln

Gln Val

Ala Val

Thr Pro

175
Leu Thr
190

Ser Val

Ser Leu

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 54

Tyr

80

Val

Ser

160

Pro

Val

Met

Ser

Glu Val GIn Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg

1

5

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr

- 172 -

ZIHSdl 10-2021-0042324



Gly

Lys
65

Leu

Thr

Pro

145

Asn

Ser

Ser

Thr
225

Ser

Arg

Met Ser

35
Thr Ile
50

Gly Arg

Gln Met

Arg His

Leu Val

115
Leu Ala
130

Cys Leu

Ser Gly

Ser Ser

Ser Leu

195

Asn Thr
210

His Thr

Val Phe

20

Trp

Ser

Phe

Asn

Ser

100

Thr

Pro

Val

180

Gly

Lys

Cys

Leu

Val

Ser

Thr

Ser

85

Asp

Val

Ser

Lys

Leu

165

Leu

Thr

Val

Pro

Phe

245

Arg Gln Ala

70

Leu

Ser

Ser

Asp

150

Thr

Tyr

Asp

Pro
230

Pro

Thr Pro Glu Val Thr

260

Ser
55

Ser

Arg

Asn

Ser

Lys

135

Tyr

Ser

Ser

Thr

Lys

215

Cys

Pro

Cys

40

Thr

Arg

Val

Phe

120

Ser

Phe

Leu

Tyr

200

Lys

Pro

Lys

Val

25

Pro Gly Lys

Tyr

Asp

105

Ser

Thr

Pro

Val

Ser

185

Val

Pro

Val

265

Ser

Asn

Asp

90

Phe

Thr

Ser

His
170

Ser

Cys

Pro

Lys
250

Val

Tyr

75

Thr

Lys

Pro

155

Thr

Val

Asn

Pro

Glu
235

Asp

Asp

Gly

Tyr

60

Lys

Tyr

140

Val

Phe

Val

Val

Lys

220

Leu

Thr

Val

30

Leu Glu
45

Pro Asp

Asn Ser

Leu Tyr

Trp Gly

110
Pro Ser
125

Thr Ala

Thr Val

Pro Ala

Thr Val

190
Asn His
205

Ser Cys

Leu Gly

Leu Met

Ser His

270

- 173 -

Trp Val

Ser Val

Leu Tyr
80
Tyr Cys

95

Val Phe

Ala Leu

Ser Trp

160

Val Leu
175

Pro Ser

Lys Pro

Asp Lys

Gly Pro

240
[le Ser
255

Glu Asp
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Pro Glu Val

275

Ala Lys Thr
290

Val Ser Val

305

Tyr Lys Cys

Thr Ile Ser

Leu Pro Pro
355
Cys Leu Val
370
Ser Asn Gly
385

Lys Ser Asp

Ser Arg Trp

Ala Leu His

435

Lys Gly Gly

450

465

Pro Glu Leu

Lys Asp Thr

Val Asp Val

Lys

Lys

Leu

Lys

Lys

340

Ser

Lys

420

Asn

Leu

Leu
500

Ser

Phe Asn Trp

Pro Arg Glu

295

Thr Val Leu
310

Val Ser Asn

325

Ala Lys Gly

Arg Asp Glu

Gly Phe Tyr

375

Pro Glu Asn
390

Ser Phe Phe

405

Gln Gly Asn

His Tyr Thr

455
Gly Asp Lys

470

Gly Gly Pro
485
Met Ile Ser

His Glu Asp

Tyr

280

His

Lys

Leu

360

Pro

Asn

Leu

Val

Thr

Ser

Arg

Pro Glu Val

Val

Pro

345

Thr

Ser

Tyr

Tyr

Phe
425

Lys

His

Val

Thr

505

Asp Gly Val

Tyr Asn Ser
300
Asp Trp Leu
315
Leu Pro Ala
330

Arg Glu Pro

Lys Asn Gln

Asp

380

Lys Thr Thr
395

Ser Asp Leu

410

Ser Cys Ser

Ser Leu Ser

Thr Cys Pro

475

Phe Leu Phe
490

Pro Glu Val

Lys Phe

Glu Val His

285

Thr Tyr Arg

Asn Gly Lys

Pro
335
Gln Val Tyr

350

Val Ser Leu
365
Val Glu Trp
Pro Pro Val
Thr Val Asp

415

Val Met His
430
Leu Ser Pro

445

Pro Cys Pro

Pro Pro Lys

495

Thr Cys Val
510

Asn Trp Tyr

~174 -

Asn

320

Lys

Thr

Thr

Leu
400

Lys

480

Pro

Val

Val
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Asp

Tyr

545

Asp

Leu

Arg

Lys

Asp

625

Lys

Ser

Ser

Ser

515
Gly Val

530

Asn Ser

Glu Val

Thr Tyr

His Asn

535

Arg Val

550

Trp Leu Asn Gly Lys Glu

565

Pro Ala Pro Ile Glu Lys

Glu Pro

595

Asn Gln
610

Ile Ala

Thr Thr

Lys Leu

Cys Ser
675
Leu Ser

690

<210> 55

<400> 55

000

<210> 56

<400> 56

000

<210> 57

<400> 57

000

580

Gln Val

Val Ser

Val Glu

Pro Pro

645

Thr Val

660

Val Met

Leu Ser

Tyr Thr

Leu Trp

615
Trp Glu
630

Val Leu

Asp Lys

His Glu

Pro Gly

695

520

Ala

Val

Tyr

Thr

Leu

600

Cys

Ser

Asp

Ser

Ala

630

Lys Thr Lys Pro

540

Ser Val Leu Thr
555
Lys Cys Lys Val
570
[le Ser Lys Ala
585

Pro Pro Cys Arg

Leu Val Lys Gly
620

Asn Gly Gln Pro

Ser Asp Gly Ser

Leu His Asn His

525

Arg Glu

Val Leu

Ser Asn

Lys Gly

590

Asp Lys

605

Phe Tyr

Glu Asn

Phe Phe

Gly Asn

670

Tyr Thr

685

- 175 -

Glu Gln

His Gln

560
Lys Ala
575

Gln Pro

Leu Thr

Pro Ser

Asn Tyr

640
Leu Tyr
655

Val Phe

Gln Lys
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SIHS31 10-2021-0042324

<210> 58
<400> 58
000

<210> 59
<400> 59
000

<210> 60
<400> 60
000

<210> 61
<400> 61
000

<210> 62
<400> 62
000

<210> 63
<211> 226
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 63

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
1 5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50 55 60

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
65 70 75 80

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
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85 90 95
Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
100 105 110
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

115 120 125

Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
130 135 140
Leu Ser Cys Ala Val Asp Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
145 150 155 160
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
165 170 175
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val

180 185 190

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
195 200 205
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220
Pro Gly
225
<210> 64
<400> 64
000
<210> 65
<400> 65
000
<210> 66
<211> 720
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 66
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Asp

Gly

His

65

Arg

Lys

Tyr

Leu

145

Trp

Val

Asp

His

Pro

225

Lys

Pro

Ser

Asp

50

Asn

Val

Lys

Thr

130

Trp

Leu

Lys

Thr

Ser

Arg

35

Pro

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

His

Val
20

Thr

Lys

Ser

Lys

100

Pro

Leu

Asn

Ser

180

Arg

Leu

Gly

Thr

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Pro

Val

165

Asp

Trp

His

Gly

Cys

Leu

Lys

Lys

70

Leu

Lys

Lys

Cys

Lys

150

Asn

Gly
230

Pro Pro Cys

Phe Pro Pro
25
Val Thr Cys
40
Phe Asn Trp
55

Pro Arg Glu

Thr Val Leu

Val Ser Asn

105

Ala Lys Gly
120

Arg Asp Lys

135

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe
185

Gln Gly Asn

200
His Tyr Thr
215

Gly Gly Gly

Gly Gly Gly Gly Gly Gly Gly Asp Lys

Pro Ala Pro Glu Leu Leu Gly

10

Lys

Val

Tyr

His
90

Lys

Leu

Pro

Asn

170

Leu

Val

Gly

Thr

Pro

Val

Val

Pro

Thr

Ser

155

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Asp

Asp

45

Asn

Trp

Pro

125

Asn

Thr

Lys

Cys

205

Leu

Gly Gly Gly

235

His Thr Cys

Thr

30

Val

Val

Ser

Leu

110

Pro

Thr

Leu

190

Ser

Ser

Gly

15

Leu

Ser

Thr

Asn
95

Pro

Val

Val

Pro

175

Thr

Val

Leu

Gly

Met

His

Val

Tyr

80

Val

Ser

160

Pro

Val

Met

Ser

Gly
240

Pro Pro Cys
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245

Pro Ala Pro Glu Leu

Lys

Val

Tyr

305

His

Lys

Leu

385

Pro

Asn

Leu

Val

Gln

465

Pro

Val

290

Val

Pro
370

Thr

Ser

Tyr

Tyr

Phe

450

Lys

Lys

275

Val

Asp

Tyr

Asp

Leu

355

Arg

Lys

Asp

Lys

Ser

435

Ser

Ser

260

Asp

Asp

Asn

Trp
340

Pro

Asn

Thr
420

Lys

Cys

Leu

Gly Gly Gly Gly

Thr

Val

Val

Ser

325

Leu

Pro

405

Thr

Leu

Ser

Ser

Leu Gly

Leu Met

Ser His

295

310

Thr Tyr

Asn Gly

Pro Ile

375

Val Ser

390

Val Glu

Pro Pro

Thr Val

Val Met

455
Leu Ser

470

250

Gly Pro Ser

265

Ile Ser Arg

Glu Asp Pro

His Asn Ala

Arg Val Val

330
Lys Glu Tyr
345

Glu Lys Thr

Tyr Thr Leu

Leu Trp Cys

Trp Glu Ser
410
Val Leu Asp
425
Asp Lys Ser
440

His Glu Ala

Pro Gly Lys

Val

Thr

Glu

Lys

315

Ser

Lys

Pro

Leu

395

Asn

Ser

Arg

Leu

Gly

475

255

Phe Leu Phe Pro

270
Pro Glu Val Thr
285
Val Lys Phe Asn
300

Thr Lys Pro Arg

Val Leu Thr Val

335
Cys Lys Val Ser
350
Ser Lys Ala Lys
365
Pro Cys Arg Asp
380

Val Lys Gly Phe

Gly Gln Pro Glu

415

Asp Gly Ser Phe
430

Trp Gln Gln Gly

His Asn His Tyr

460

Gly Gly Gly Gly

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Asp

485

490

495

- 179 -

Pro

Cys

Trp

320

Leu

Asn

Lys

Tyr

400

Asn

Phe

Asn

Thr

480

Lys
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Thr

Ser

Arg

Pro

545

Val

Tyr

Thr

Leu

625

Cys

Ser

Asp

Ser

705

His Thr

Val Phe

515
Thr Pro

530

Lys Thr

Ser Val

Lys Cys

595
Ile Ser
610

Pro Pro

Leu Val

Asn Gly

Ser Asp

675
Arg Trp
690

Leu His

<210> 67

<400> 67

000

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro

500

Leu Phe Pro Pro Lys

520
Glu Val Thr Cys Val
535
Lys Phe Asn Trp Tyr
550
Lys Pro Arg Glu Glu
565

Leu Thr Val Leu His

580
Lys Val Ser Asn Lys
600
Lys Ala Lys Gly Gln
615
Cys Arg Asp Lys Leu
630

Lys Gly Phe Tyr Pro

-

645
GIn Pro Glu Asn Asn
660
Gly Ser Phe Phe Leu
630
GIn Gln Gly Asn Val
695

Asn His Tyr Thr Gln

710

505

Pro

Val

Val

Pro

Thr

Ser

Tyr

665

Tyr

Phe

Lys

Lys

Val

Asp

Tyr

570

Asp

Leu

Arg

Lys

Asp

650

Lys

Ser

Ser

Ser

Asp Thr

Asp Val

540
Gly Val
555

Asn Ser

Trp Leu

Pro Ala

Glu Pro

620

Asn Gln

635

Thr Thr

Lys Leu

Cys Ser

700

Leu Ser

715

510

Leu Met Ile

525

Ser His Glu

Glu Val His

Thr Tyr Arg
575

Asn Gly Lys

590
Pro Ile Glu
605

Gln Val Tyr

Val Ser Leu

Val Glu Trp

655
Pro Pro Val
670
Thr Val Asp
685

Val Met His

Leu Ser Pro
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Ser

Asp

Asn

560

Val

Lys

Thr

Trp

640

Leu

Lys

Gly

720
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ZIHSdl 10-2021-0042324

<210> 68

<211> 448

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 68

Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr

20 25 30

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val
50 95 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys

85 90 95

Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gln Gly
100 105 110
Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
115 120 125
Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
130 135 140
Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp

145 150 155 160

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
165 170 175
GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
180 185 190

Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro
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Ser

Thr

225

Ser

Arg

Pro

Val
305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

Ala

Asn

210

His

Val

Thr

Lys
290

Ser

Lys

Pro

370

Asn

Ser

Arg

Leu

195

Thr

Thr

Phe

Pro

Val

275

Thr

Val

Cys

Ser

Pro
355

Val

Asp

Trp

His

435

Lys

Cys

Leu

260

Lys

Lys

Leu

Lys

Lys

340

Ser

Asp

Gln
420

Asn

Val Asp Lys

215

Pro Pro Cys
230

Phe Pro Pro

245

Val Thr Cys

Phe Asn Trp

Pro Arg Glu
295
Thr Val Leu
310
Val Ser Asn
325

Ala Lys Gly

Arg Asp Glu

Gly Phe Tyr

375

Pro Glu Asn
390

Ser Phe Phe

405

Gln Gly Asn

His Tyr Thr

200

Lys

Pro

Lys

Val

Tyr

280

His

Lys

Leu

360

Pro

Asn

Leu

Gln
440

Val

Pro

Val

265

Val

Pro

345

Thr

Ser

Tyr

Val

Phe
425

Lys

205
Glu Pro Lys Ser

220

Pro Glu Leu Leu
235

Lys Asp Thr Leu

250

Val Asp Val Ser

Asp Gly Val Glu

285

Tyr Asn Ser Thr
300
Asp Trp Leu Asn
315
Leu Pro Ala Pro
330

Arg Glu Pro Gln

Lys Asn Gln Val
365
Asp Ile Ala Val
380
Lys Thr Thr Pro
395
Ser Lys Leu Thr

410

Ser Cys Ser Val

Ser Leu Ser Leu

445

Cys

Met

His

270

Val

Tyr

Val

350

Ser

Pro

Val

Met

430

Ser
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Asp Lys

Gly Pro
240

Ile Ser

Glu Asp

His Asn

Arg Val

Lys Glu

320
Glu Lys
335

Cys Thr

Leu Ser

Trp Glu

Val Leu

400

Asp Lys

415

His Glu

Pro Gly
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<210> 69
<211> 473

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 69

Asp Lys Thr His Thr

1

Gly Pro Ser

Ile Ser Arg
35
Glu Asp Pro
50
His Asn Ala

65

Arg Val Val

Lys Glu Tyr

Glu Lys Thr

115

Tyr Thr Leu
130

Leu Thr Cys

145

Trp Glu Ser

Val Leu Lys

Asp Lys Ser

Val
20

Thr

Lys

Ser

Lys

100

Pro

Leu

Asn

Ser

180

5

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Pro

Val

Cys Pro Pro Cys

Leu Phe Pro Pro
25
Glu Val Thr Cys
40
Lys Phe Asn Trp
95
Lys Pro Arg Glu

70

Leu Thr Val Leu

Lys Val Ser Asn

105

Lys Ala Lys Gly
120

Ser Arg Asp Glu

135

Lys Gly Phe Tyr

150

Pro Ala Pro Glu Leu Leu Gly

10

Lys

Val

Tyr

His

90

Lys

Gln

Leu

Pro

Gly Gln Pro Glu Asn Asn

165

170

Asp Gly Ser Phe Phe Leu

185

Arg Trp GIn Gln Gly Asn Val

Pro Lys Asp Thr
30
Val Val Asp Val
45
Val Asp Gly Val
60

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala

110

Pro Arg Glu Pro
125

Thr Lys Asn Gln

140

Ser Asp Ile Ala

155

Tyr Lys Thr Thr

Tyr Ser Asp Leu
190
Phe

Ser Cys Ser
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15

Leu

Ser

Thr

Asn
95

Pro

Val

Val

Pro

175

Thr

Val

Met

His

Val

Tyr

80

Val

Ser

160

Pro

Val

Met
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His

Pro

225

Pro

Lys

Val

Tyr

305

His

Lys

Leu

385

Pro

Asn

Leu

195

Glu Ala
210

Gly Lys

Ala Pro

Pro Lys

275
Val Val
290

Val Asp

Gln Tyr

Gln Asp

Ala Leu

355
Pro Arg
370

Thr Lys

Ser Asp

Tyr Lys

Tyr Ser

435

Leu His

Gly Gly

Gly Gly

245

Glu Leu

260

Asp Thr

Asp Val

Gly Val

Asn Ser

325

Trp Leu
340

Pro Ala

Glu Pro

Asn Gln

Thr Thr
420

Lys Leu

200

Asn His Tyr Thr
215

Gly Gly Gly Gly

230

Gly Gly Asp Lys

Leu Gly Gly Pro

265

Leu Met Ile Ser
280
Ser His Glu Asp
295
Glu Val His Asn
310

Thr Tyr Arg Val

Asn Gly Lys Glu
345
Pro Ile Glu Lys
360
GIn Val Tyr Thr
375
Val Ser Leu Trp

390

Val Glu Trp Glu

Pro Pro Val Leu
425
Thr Val Asp Lys

440

Gln Lys

Thr His
250

Ser Val

Arg Thr

Pro Glu

Ala Lys

315

Val Ser

330

Tyr Lys

Thr Ile

Leu Pro

Cys Leu

395

Ser Asn
410

Asp Ser

Ser Arg

205

Ser Leu Ser Leu

Thr Cys Pro Pro
255
Phe Leu Phe Pro

270

Pro Glu Val Thr
285

Val Lys Phe Asn

300

Thr Lys Pro Arg

Val Leu Thr Val

335

Cys Lys Val Ser
350
Ser Lys Ala Lys
365
Pro Cys Arg Asp
380

Val Lys Gly Phe

Gly Gln Pro Glu

415

Asp Gly Ser Phe
430

Trp Gln Gln Gly

445
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Ser

240

Cys

Pro

Cys

Trp

320

Leu

Asn

Lys

Tyr

400

Asn

Phe

Asn
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Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

450

455

Gln Lys Ser Leu Ser Leu Ser Pro Gly

465
<210> 70
<400> 70
000
<210> 71
<211> 942

<212> PRT

470

<213> Artificial Sequence

460

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 71
Glu Val Gln Leu Val
1 5
Ser Leu Arg Leu Ser

20

Gly Met Ser Trp Val
35
Ala Thr Ile Ser Ser
50
Lys Gly Arg Phe Thr
65
Leu GIn Met Asn Ser

85

Gly Arg His Ser Asp
100
Thr Leu Val Thr Val
115
Pro Leu Ala Pro Ser

130

Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg

Cys Ala Ala

Arg Gln Ala
40
Ala Ser Thr
95
Ile Ser Arg
70

Leu Arg Val

Gly Asn Phe

Ser Ser Ala
120
Ser Lys Ser

135

Ser

25

Pro

Tyr

Asp

Glu Asp

105

Ser

Thr

15

Gly Phe Ile Phe Ser Asn Tyr

30

Gly Leu Glu Trp Val
45
Tyr Pro Asp Ser Val

60

a Lys Asn Ser Leu Tyr

30
Ala Leu Tyr Tyr Cys

95

Gly Tyr Trp Gly GIn Gly

110

Lys Gly Pro Ser Val Phe

125

Gly Gly Thr Ala Ala Leu

140

- 185 -
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Gly

145

Asn

Ser

Ser

Thr

225

Ser

Arg

Pro

Val
305

Tyr

Thr

Leu

Cys

Ser

Cys

Ser

Ser

Ser

Asn

210

His

Val

Thr

Lys
290

Ser

Lys

Pro

Leu

370

Leu

Gly

Ser

Leu

195

Thr

Thr

Phe

Pro

Val

275

Thr

Val

Cys

Ser

Pro
355

Val

Val

Ala

Lys

Cys

Leu

260

Lys

Lys

Leu

Lys

Lys

340

Ser

Lys

Lys

Leu

165

Leu

Thr

Val

Pro

Phe

245

Val

Phe

Pro

Thr

Val

325

Arg

Gly

Asp Tyr

150

Thr Ser

Tyr Ser

Gln Thr

Asp Lys

215

Pro Cys
230

Pro Pro

Thr Cys

Asn Trp

Arg Glu

295
Val Leu
310

Ser Asn

Lys Gly

Asp Glu

Phe Tyr

375

Phe Pro Glu Pro Val

Gly

Leu

Tyr

200

Lys

Pro

Lys

Val

Tyr

280

His

Lys

Leu
360

Pro

Val

Ser

185

Val

Pro

Val

265

Val

Pro

345

Thr

Ser

Asn Gly Gln Pro Glu Asn Asn Tyr

His
170

Ser

Cys

Pro

Lys

250

Val

Asp

Tyr

Asp

Leu

330

Arg

Lys

Asp

Lys

155

Thr Phe

Val Val

Asn Val

Pro Lys

220

Glu Leu
235

Asp Thr

Asp Val

Gly Val

Asn Ser

300
Trp Leu
315

Pro Ala

Glu Pro

Asn Gln

[le Ala
380

Thr Thr

Thr

Pro

Thr

Asn

205

Ser

Leu

Leu

Ser

285

Thr

Asn

Pro

Val
365

Val

Pro

Val

Val
190

His

Cys

Met

His

270

Val

Tyr

Val

350

Ser

Glu

Pro
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Ser Trp

160

Val Leu

175

Pro Ser

Lys Pro

Asp Lys

Glu Asp

His Asn

Arg Val

Lys Glu

320

Glu Lys

335

Tyr Thr

Leu Thr

Trp Glu

Val Leu
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385

Lys

Ser

Lys

465

Pro

Lys

Val

Asp

Tyr

545

Asp

Leu

Arg

Lys

Asp

625

Ser Asp Gly

Arg Trp Gln
420

Leu His Asn

Glu Leu Leu

Asp Thr Leu
500
Asp Val Ser

515

530

Asn Ser Thr

Trp Leu Asn

Pro Ala Pro
580
Glu Pro Gln

595

Asn Gln Val
610

Ile Ala Val

Ser

405

Gln

His

485

Met

His

Val

Tyr

Gly

565

Val

Ser

Glu

390

Phe Phe

Gly Asn

Tyr Thr

Gly Pro

Ile Ser

Glu Asp

His Asn

535

Arg Val
550

Lys Glu

Glu Lys

Tyr Thr

Leu Trp

615
Trp Glu
630

Leu

Val

Thr

Ser

Arg

Pro

520

Val

Tyr

Thr

Leu

600

Cys

Ser

Tyr

Phe
425

Lys

His

Val

Thr

505

Lys

Ser

Lys

585

Pro

Leu

Asn

Ser

410

Ser

Ser

Thr

Phe

490

Pro

Val

Thr

Val

Cys

570

Ser

Pro

Val

Gly

395

Asp

Cys

Leu

Cys

475

Leu

Lys

Lys

Leu

555

Lys

Lys

Cys

Lys

Gln

635

400
Leu Thr Val Asp Lys

415

Ser Val Met His Glu
430
Ser Leu Ser Pro Gly
445
Gly Gly Gly Gly Gly
460
Pro Pro Cys Pro Ala

480

Phe Pro Pro Lys Pro
495
Val Thr Cys Val Val
510
Phe Asn Trp Tyr Val
925
Pro Arg Glu Glu Gln

540

Thr Val Leu His Gln
560
Val Ser Asn Lys Ala
975
Ala Lys Gly Gln Pro
590
Arg Asp Lys Leu Thr

605

Gly Phe Tyr Pro Ser
620
Pro Glu Asn Asn Tyr

640
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Lys

Ser

Ser

Ser

705

Thr

Phe

Pro

Val

Thr

785

Val

Cys

Ser

Pro

Val

865

Thr

Lys

Cys

Leu

690

Cys

Leu

Lys
770

Lys

Leu

Lys

Lys

Cys

850

Lys

Thr

Leu

Ser
675

Ser

Pro

Phe

Val

755

Phe

Pro

Thr

Val

835

Arg

Pro Pro Val

Thr

660

Val

Leu

Pro

Pro

740

Thr

Asn

Arg

Val

Ser

820

Lys

Asp

645

Val

Met

Ser

Cys

725

Pro

Cys

Trp

Leu
805

Asn

Lys

Gly Phe Tyr

Asp

His

Pro

710

Pro

Lys

Val

Tyr

790

His

Lys

Leu

Pro

870

Leu

Lys

Pro

Val

Val

775

Pro

Thr

855

Ser

Gly Gln Pro Glu Asn Asn Tyr

Asp

Ser

630

Lys

Pro

Lys

Val

760

Asp

Tyr

Asp

Leu

Arg

840

Lys

Asp

Lys

Ser Asp Gly Ser Phe Phe Leu

650
Arg Trp

665

Leu His

Glu Leu

730

Asp Thr
745

Asp Val

Asn Ser

Trp Leu

810
Pro Ala
825

Glu Pro

Asn Gln

[le Ala

Thr Thr

Gln Gln Gly Asn

670

Asn His Tyr Thr

685

Leu Gly Gly Pro

Leu Met Ile Ser
750
Ser His Glu Asp
765
Glu Val His Asn
780
Thr Tyr Arg Val

795

Asn Gly Lys Glu

Pro Ile Glu Lys

830

Gln Val Tyr Thr
845

Val Ser Leu Trp

860

Val Glu Trp Glu
875

Pro Pro Val Leu
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655

Val

Thr

Ser

735

Arg

Pro

Val

Tyr

815

Thr

Leu

Cys

Ser

Asp

Tyr

Phe

Lys

His
720

Val

Thr

Lys

Ser

800

Lys

Pro

Leu

Asn
880

Ser
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885 890 895
Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
900 905 910
Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu

915 920 925

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
930 935 940
<210> 72
<400> 72
000
<210> 73
<211> 942
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 73
Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr

20 25 30

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu GIn Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys

85 90 95

Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
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Pro

145

Asn

Ser

Ser

Thr

225

Ser

Arg

Pro

Val
305

Tyr

Thr

Leu

Leu
130

Cys

Ser

Ser

Ser

Asn

210

His

Val

Thr

Lys
290

Ser

Lys

Pro

115

Leu

Ser

Leu

195

Thr

Thr

Phe

Pro

Val

275

Thr

Val

Cys

Ser

Pro

355

Pro

Val

Lys

Cys

Leu

260

Lys

Lys

Leu

Lys

Lys

340

Cys

Ser

Lys

Leu

165

Leu

Thr

Val

Pro

Phe

245

Val

Phe

Pro

Thr

Val

325

Arg

Ser

Asp

150

Thr

Tyr

Asp

Pro

230

Pro

Thr

Asn

Arg

Val

310

Ser

Lys

Asp

Lys
135

Tyr

Ser

Ser

Thr

Lys

215

Cys

Pro

Cys

Trp

295

Leu

Asn

Lys

120

Ser

Phe

Leu

Tyr

200

Lys

Pro

Lys

Val

Tyr

280

His

Lys

Leu

360

Thr

Pro

Val

Ser

185

Val

Pro

Val

265

Val

Pro

345

Thr

Ser

His
170

Ser

Cys

Pro

Lys

250

Val

Asp

Tyr

Asp

Leu

330

Arg

Lys

Gly Gly
140
Pro Val

155

Thr Phe

Val Val

Asn Val

Pro Lys

220

Glu Leu
235

Asp Thr

Asp Val

Gly Val

Asn Ser

300
Trp Leu
315

Pro Ala

Glu Pro

Asn Gln

125

Thr Ala

Thr Val

Pro Ala

Thr Val

190
Asn His
205

Ser Cys

Leu Gly

Leu Met

Ser His

270

Glu Val

285

Thr Tyr

Asn Gly

Pro Ile

GIn Val

350

Val Ser

365
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Ala Leu

Ser Trp

160

Val Leu

175

Pro Ser

Lys Pro

Asp Lys

Glu Asp

His Asn

Arg Val

Lys Glu

320
Glu Lys
335

Tyr Thr

Leu Trp

ZIHSd 10-2021-0042324



Cys

Ser

385

Asp

Ser

Lys

465

Pro

Lys

Val

Asp

Tyr

545

Leu Val Lys Gly Phe Tyr Pro

370

375

Asn Gly Gln Pro Glu Asn

Ser Asp

Arg Trp

Leu His

435

Glu Leu

Asp Thr

Asp Val

515

Gly Val

530

Asn Ser

Gly

Gln
420

Asn

Leu

Leu

500

Ser

Thr

Asp Trp Leu Asn

Leu

Arg

Pro Ala

Glu Pro

595

Pro
580

Gln

Lys Asn GIn Val

Ser

405

His

485

Met

His

Val

Tyr

Val

Ser

390

Phe Phe

Gly Asn

Tyr Thr

Gly Pro

Ile Ser

Glu Asp

His Asn

535

Arg Val

550

Lys Glu

Glu Lys

Tyr Thr

Leu Trp

Asn

Leu

Val

Thr

Ser

Arg

Pro

520

Val

Tyr

Thr

Leu

600

Cys

Ser

Tyr

Tyr

Phe
425

Lys

His

Val

Thr

505

Lys

Ser

Lys

585

Pro

Leu

Asp

Lys

Ser

410

Ser

Ser

Thr

Phe

490

Pro

Val

Thr

Val

Cys

570

Ser

Pro

Val

Ile

Thr

395

Lys

Cys

Leu

Cys

475

Leu

Lys

Lys

Leu

555

Lys

Lys

Cys

Lys

Ala Val
380

Thr Pro

Leu Thr

Ser Val

Ser Leu

Pro Pro

Phe Pro

Val Thr

Phe Asn

525

Pro Arg

540

Thr Val

Val Ser

Ala Lys

Arg Asp

605

Gly Phe

Glu Trp

Pro Val

Val Asp

415

Met His
430

Ser Pro

Cys Pro

Pro Lys

495
Cys Val
510

Trp Tyr

Glu Glu

Leu His

Asn Lys

975
Gly Gln
590

Lys Leu

Tyr Pro
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Glu

Leu

400

Lys

480

Pro

Val

Val

Pro

Thr

Ser
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Asp
625

Lys

Ser

Ser

Ser

705

Thr

Phe

Pro

Val

Thr

785

Val

Cys

Ser

Pro

610

Thr

Lys

Cys

Leu

690

Cys

Leu

Lys
770

Lys

Leu

Lys

Lys

Ser

850

Ala Val

Thr Pro

Leu Thr

660

Ser Val
675

Ser Leu

Pro Pro

Phe Pro

740
Val Thr
755

Phe Asn

Pro Arg

Thr Val

Val Ser

820
Ala Lys
835

Arg Asp

615
Glu Trp Glu
630
Pro Val Leu
645

Val Asp Lys

Met His Glu

Ser Pro Gly

Pro Lys Pro

Cys Val Val

Trp Tyr Val
775
Glu Glu GIn

790

Leu His Gln
805

Asn Lys Ala

Gly Gln Pro

Glu Leu Thr

855

Ser Asn Gly

Asp Ser Asp
650
Ser Arg Trp

665

Ala Leu His

Pro Glu Leu

730

Lys Asp Thr
745

Val Asp Val

760

Asp Gly Val

Tyr Asn Ser

Asp Trp Leu
810
Leu Pro Ala

825

Gln
635

Gly

Asn

Leu

Ser

Glu

Thr

795

Asn

Pro

620

Pro Glu Asn

Ser Phe Phe

Gln Gly Asn

670

His Tyr Thr

Gly Gly Pro

Met Ile Ser
750
His Glu Asp
765
Val His Asn
780

Tyr Arg Val

Gly Lys Glu

Ile Glu Lys

830

Arg Glu Pro Gln Val Tyr Thr

840

Lys Asn Gln

Val

845
Ser Leu Thr

860
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Asn

Leu

655

Val

Thr

Ser

735

Arg

Pro

Val

Tyr

815

Thr

Leu

Cys

Tyr
640

Tyr

Phe

Lys

His
720

Val

Thr

Lys

Ser

800

Lys

Pro

Leu

ZIHSd 10-2021-0042324



ZIHSdl 10-2021-0042324

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
865 870 875 880
Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Lys Ser
885 890 895
Asp Gly Ser Phe Phe Leu Tyr Ser Asp Leu Thr Val Asp Lys Ser Arg
900 905 910
Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu

915 920 925

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
930 935 940
<210> 74
<400> 74
000
<210> 75
<211> 943
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 75
Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr

20 25 30

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu GIn Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys

85 90 95
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Gly Arg His

Thr

Pro

145

Asn

Ser

Ser

Thr

225

Ser

Arg

Pro

Val
305

Tyr

Thr

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn

210

His

Val

Thr

Lys

290

Ser

Lys

Ile

Val

115

Leu

Ser

Leu

195

Thr

Thr

Phe

Pro

Val

275

Thr

Val

Cys

Ser

Ser Asp Gly Asn Phe Ala Phe

100

Thr

Pro

Val

Lys

Cys

Leu

260

Lys

Lys

Leu

Lys

Lys

Val

Ser

Lys

Leu

165

Leu

Thr

Val

Pro

Phe

245

Val

Phe

Pro

Thr

Val

325

Ala

Ser Ser

Ser Lys
135
Asp Tyr

150

Thr Ser

Tyr Ser

Gln Thr

Asp Lys

215

Pro Cys
230

Pro Pro

Thr Cys

Asn Trp

Arg Glu

295
Val Leu
310

Ser Asn

120

Ser

Phe

Leu

Tyr

200

Lys

Pro

Lys

Val

Tyr

280

Glu

His

Lys

105

Ser

Thr

Pro

Val

Ser

185

Val

Pro

Val

265

Val

Ala

Lys Gly GIn Pro

Thr

Ser

His
170

Ser

Cys

Pro

Lys

250

Val

Asp

Tyr

Asp

Leu

330

Arg

Gly Tyr Trp Gly
110
Lys Gly Pro Ser
125
Gly Gly Thr Ala
140
Pro Val Thr Val

155

Thr Phe Pro Ala

Val Val Thr Val

190

Asn Val Asn His
205

Pro Lys Ser Cys

220

Glu Leu Leu Gly
235

Asp Thr Leu Met

Asp Val Ser His
270
Gly Val Glu Val

285

Asn Ser Thr Tyr
300

Trp Leu Asn Gly

315

Pro Ala Pro Ile

Glu Pro Gln Val
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GIn Gly

Val Phe

Ala Leu

Ser Trp

160

Val Leu
175

Pro Ser

Lys Pro

Asp Lys

Gly Pro
240

Ile Ser

Glu Asp

His Asn

Arg Val

Lys Glu

320
Glu Lys
335

Tyr Thr
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Leu

Cys

Ser

385

Asp

Ser

Lys

465

Pro

Lys

Val

Asp

Tyr

545

340

Pro Pro Cys
355

Leu Val Lys

370

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
420
Leu His Asn
435
Gly Gly Gly
450

Gly Gly Gly

Glu Leu Leu

Asp Thr Leu

500

Asp Val Ser
515

Gly Val Glu

530

Asn Ser Thr

Arg Asp Lys

Gly Phe Tyr
375

Pro Glu Asn

390

Phe Phe

Ser

405

Gln Gly Asn

His Tyr Thr

Gly Gly Gly

Gly Asp Lys

Gly Gly Pro
485
Met Ile Ser
His Glu Asp
Val His Asn

535

Tyr Arg Val

550

Asp Trp Leu Asn Gly Lys Glu

Leu

Pro Ala Pro

580

565

Ile Glu Lys

Leu

360

Pro

Asn

Leu

Val

Thr

Ser

Arg

Pro

520

Val

Tyr

Thr

345

Thr

Ser

Tyr

Tyr

Phe
425

Lys

His

Val

Thr

505

Lys

Ser

Lys

Ile

585

Lys

Asp

Lys

Ser

410

Ser

Ser

Thr

Phe

490

Pro

Val

Thr

Val

Cys
570

Ser

Asn Gln Val

365

[le Ala Val
380

Thr Thr Pro

395

Lys Leu Thr

Cys Ser Val

Leu Ser

Cys Pro Pro

475

Leu Phe Pro

Thr

Lys Phe Asn
525
Lys Pro Arg

540

Leu Thr Val
555
Lys Val Ser

Lys Ala Lys

350

Ser Leu

Glu Trp

Pro Val

Val

Asp

415

His

Met

430

Ser Pro

Cys Pro

Pro Lys

495
Cys Val
510

Trp Tyr

Glu Glu

Leu His

Asn Lys
575
Gly Gln

590
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Trp

Leu
400

Lys

480

Pro

Val

Val

Pro
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Arg Glu Pro Gln Val

Lys

Asp

625

Lys

Ser

Ser

Ser

705

His

Val

Thr

Lys

785

Ser

Lys

Ile

Asn

610

Thr

Asp

Cys

Leu

690

Thr

Phe

Pro

Val

770

Thr

Val

Cys

Ser

595

Gln Val

Ala Val

Thr Pro

Leu Thr

660

Ser Val
675

Ser Leu

Cys Pro

Leu Phe

740
Glu Val
755

Lys Phe

Lys Pro

Leu Thr

Lys Val
820

Lys Ala

Ser

Pro
645

Val

Met

Ser

Pro

725

Pro

Thr

Asn

Arg

Val
805

Ser

Lys

Tyr Thr

Leu Thr

615
Trp Glu
630

Val Leu

Asp Lys

His Glu

Pro Lys

Cys Val

Trp Tyr

775

Glu Glu

790

Leu His

Asn Lys

Gly Gln

Leu Pro

600

Cys Leu

Ser Asn

Lys Ser

Ser Arg

665

Ala Leu
680

Gly Lys

Ala Pro

Pro Lys

745
Val Val
760

Val Asp

Gln Tyr

Gln Asp

Ala Leu
825

Pro Arg

Pro Ser

Val Lys

Gly GIn

635

Asp Gly

650

Trp Gln

His Asn

Gly Gly

Asp Thr

Asp Val

Gly Val

Asn Ser

795

Trp Leu
810

Pro Ala

Glu Pro

Arg Asp Glu Leu

605

Gly Phe Tyr Pro
620

Pro Glu Asn Asn

Ser Phe Phe Leu
655
Gln Gly Asn Val

670

His Tyr Thr Gln
685

Gly Gly Gly Gly

700

Gly Gly Asp Lys

Leu Gly Gly Pro

735

Leu Met Ile Ser
750
Ser His Glu Asp
765
Glu Val His Asn
780

Thr Tyr Arg Val

Asn Gly Lys Glu

815

Pro Ile Glu Lys
830

Gln Val Tyr Thr
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Thr

Ser

Tyr

640

Tyr

Phe

Lys

Thr
720

Ser

Arg

Pro

Val
800

Tyr

Thr

Leu
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835 840 845
Pro Pro Cys Arg Asp Lys Leu Thr Lys Asn Gln Val Ser Leu Trp Cys

850 855 860

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
865 870 875 880
Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
885 890 895
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
900 905 910
Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala

915 920 925

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
930 935 940

<210> 76

<211> 32

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 76

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Gly Gly

1 5 10 15

Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

20 25 30

<210> 77

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(30)
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<223> This sequence may encompass 4-30 residues
<400> 77
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
<210> 78

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(30)

<223> This sequence may encompass 8-30 residues

<400> 78

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

<210> 79

<211> 30

<212> PRT

<213>

Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(30)

<223> This sequence may encompass 12-30 residues

<400> 79

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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20 25 30
<210> 80
<211> 20
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(20)

<223> This sequence may encompass 4-20 residues

<400> 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly

20

<210> 81

<211> 20

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(20)
<223> This sequence may encompass 8-20 residues
<400> 81
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly
20
<210> 82
<211> 20
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(20)

<223> This sequence may encompass 12-20 residues

<400> 82

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

Gly Gly Gly Gly
20
<210> 83
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 83
Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
1 5 10 15
Pro Glu Leu Leu
20
<210> 84
<211> 15
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 84
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15
<210> 85
<211> 19

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 85

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala

1 5 10 15

Pro Glu Leu

<210> 86
<211> 105
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<400> 86
Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
1 5 10 15
Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
20 25 30
His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
35 40 45

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

50 55 60
Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
65 70 75 80
Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
85 90 95
Ile Glu Lys Thr Ile Ser Lys Ala Lys
100 105
<210> 87
<211> 106
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 87

Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp
1 5 10 15

Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe

20 25 30
Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu
35 40 45
Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe

50 55 60

Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
65 70 75 80
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
85 90 95
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
100 105
<210> 88
<211> 8
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 88

Gly Phe Ile Phe Ser Asn Tyr Gly

1 5

<210> 89

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
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<400> 89

[le Ser Ser Ala Ser Thr Tyr Ser

1 5

<210> 90

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 90

Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr

1 5 10

<210> 91

<211

> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 91

Arg Asn Ile Val His Ile Asn Gly Asp Thr Tyr

1 5 10

<210> 92

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 92

Phe Gln Gly Ser Leu Leu Pro Trp Thr

1 5

<210> 93

<211> 200

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 4-200 residues

<400> 93

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190
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Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 94
<211> 180
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(180)
<223> This sequence may encompass 4-180 residues

<400> 94

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly
180
<210> 95
<211> 160
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(160)
<223> This sequence may encompass 4-160 residues
<400> 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
<210> 96

<211> 140

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(140)
<223> This sequence may encompass 4-140 residues
<400> 96
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
<210> 97

<211> 40
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<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(40)

<223> This sequence may encompass 4-40 residues

<400> 97

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly
35 40
<210> 98
<211> 100
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(100)
<223> This sequence may encompass 4-100 residues

<400> 98

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly
100
<210> 99
<211> 90
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(90)

<223> This sequence may encompass 4-90 residues

<400> 99

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90
<210> 100
<211> 80
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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polypeptide
<220><221> MISC_FEATURE
<222> (1)..(80)
<223> This sequence may encompass 4-80 residues
<400> 100

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

<210> 101

<211> 70

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(70)

<223> This sequence may encompass 4-70 residues

<400> 101

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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50 55 60
Gly Gly Gly Gly Gly Gly
65 70
<210> 102
<211> 60
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<220><221> MISC_FEATURE

<222> (1)..(60)

<223> This sequence may encompass 4-60 residues

<400> 102

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
<210> 103
<211> 50
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(50)
<223> This sequence may encompass 4-50 residues
<400> 103
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

<210> 104

<211> 19

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(19)

<223> This sequence may encompass 4-19 residues

<400> 104

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly

<210> 105

<211> 18

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(18)

<223> This sequence may encompass 4-18 residues

<400> 105

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly
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<210> 106

<211> 17

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<220><221> MISC_FEATURE
<222> (1)..(17)
<223> This sequence may encompass 4-17 residues
<400> 106
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly

<210> 107

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(16)

<223> This sequence may encompass 4-16 residues

<400> 107

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
<210> 108

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
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=T

<220><221> MISC_FEATURE

<222> (1)..(15)

<223> This sequence may encompass 4-15 residues

<400> 108

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
<210> 109

<211> 14

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<220><221> MISC_FEATURE

<222> (1)..(14)

<223> This sequence may encompass 4-14 residues

<400> 109

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 110

<211> 13

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(13)

<223> This sequence may encompass 4-13 residues

<400> 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10
<210> 111
<211> 12

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(12)

<223> This sequence may encompass 4-12 residues

<400> 111

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 112

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<220><221> MISC_FEATURE

<222> (1)..(11)

<223> This sequence may encompass 4-11 residues

<400> 112

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10

<210> 113

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(10)

<223> This sequence may encompass 4-10 residues

<400> 113

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10
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<210> 114

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(9)

<223> This sequence may encompass 4-9 residues

<400> 114

Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 115

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(8)

<223> This sequence may encompass 4-8 residues

<400> 115

Gly Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 116

<211> 7

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(7)

<223> This sequence may encompass 4-7 residues

<400> 116
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Gly Gly Gly Gly Gly Gly Gly

1 5

<210> 117

<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide

<220><221> MISC_FEATURE

<222> (1)..(6)

<223> This sequence may encompass 4-6 residues

<400> 117

Gly Gly Gly Gly Gly Gly

1 5

<210> 118

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<220><221> MISC_FEATURE

<222> (1)..(5)

<223> This sequence may encompass 4-5 residues

<400> 118

Gly Gly Gly Gly Gly

1 5

<210> 119

<211> 200

<212> PRT

<213> Artificial Sequence
<220><

223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE
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<222> (1)..(200)

<223> This sequence may encompass 6-200 residues

<400> 119

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 120
<211> 200

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 8-200 residues

<400> 120

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 95 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190
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Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 121
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 10-200 residues
<400> 121
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 122
<211> 200
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 12-200 residues
<400> 122
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 123
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 14-200 residues
<400> 123

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200

<210> 124

<211> 200

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 16-200 residues

<400> 124

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 125
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 18-200 residues

<400> 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200
<210> 126
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 20-200 residues

<400> 126
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 127
<211> 200
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 30-200 residues
<400> 127
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200

<210> 128
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<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 40-200 residues
<400>
128
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 95 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 129
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 50-200 residues
<400> 129
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 130
<211> 200
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 60-200 residues
<400> 130
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 131
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 70-200 residues
<400> 131

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200

<210> 132

<211> 200

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 80-200 residues

<400> 132

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 133
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE

<222> (1)..(200)
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<223> This sequence may encompass 90-200 residues

<400> 133

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 134
<211> 200
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 100-200 residues

<400> 134

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly

195 200
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<210> 135
<211> 200
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<220><221> MISC_FEATURE

<222> (1)..(200)

<223> This sequence may encompass 120-200 residues

<400> 135

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 95 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200
<210> 136
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<220><221> MISC_FEATURE
<222> (1)..(200)

<223> This sequence may encompass 140-200 residues
<400

> 136

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 137
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 160-200 residues
<400> 137
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 138
<211> 200
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 180-200 residues
<400> 138
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

35 40 45

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

- 239 -

10-2021-0042324



65 70 75 80

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

100 105 110

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

165 170 175

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190
Gly Gly Gly Gly Gly Gly Gly Gly
195 200
<210> 139
<211> 200
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide
<220><221> MISC_FEATURE
<222> (1)..(200)
<223> This sequence may encompass 190-200 residues
<400> 139

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

1 5 10 15
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
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35 40 45
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
50 55 60

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

65 70 75 80
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
85 90 95
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
100 105 110
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
115 120 125

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly

130 135 140
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
145 150 155 160
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
165 170 175
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
180 185 190

Gly Gly Gly Gly Gly Gly Gly Gly

195 200

<210> 140

<211> 695

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 140

Glu Val GIn Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr

20 25 30
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Gly

Lys
65

Leu

Thr

Pro

145

Asn

Ser

Ser

Thr

225

Ser

Arg

Pro

Met Ser

35

Thr Ile
50

Gly Arg

Gln Met

Arg His

Leu Val

115
Leu Ala
130

Cys Leu

Ser Gly

Ser Ser

Ser Leu

195

Asn Thr

210

His Thr

Val Phe

Thr Pro

Glu Val

Trp

Ser

Phe

Asn

Ser

100

Thr

Pro

Val

Lys

Cys

Leu

Glu
260

Lys

Val

Ser

Thr

Ser

85

Asp

Val

Ser

Lys

Leu

165

Leu

Thr

Val

Pro

Phe
245

Val

Phe

Arg Gln Ala Pro Gly Lys Gly Leu Glu

Ser

Ser

Asp

150

Thr

Tyr

Asp

Pro

230

Pro

Thr

Ser

55

Ser

Arg

Asn

Ser

Lys

135

Tyr

Ser

Ser

Thr

Lys

215

Cys

Pro

Cys

40

Thr

Arg

Val

Phe

120

Ser

Phe

Leu

Tyr

200

Lys

Pro

Lys

Val

Asn Trp Tyr

Tyr

Asp

105

Ser

Thr

Pro

Val

Ser

185

Val

Pro

Val
265

Val

Ser

Asn

Asp

90

Phe

Thr

Ser

His

170

Ser

Cys

Pro

Lys
250

Val

Asp

Tyr Tyr

60
Ala Lys
75

Thr Ala

Gly Tyr

Lys Gly

Gly Gly

140

Pro Val

155

Thr Phe

Val Val

Asn Val

Pro Lys

220

Glu Leu

235

Asp Thr

Asp Val

Gly Val

45

Pro Asp

Asn Ser

Leu Tyr

Trp Gly

110

Pro Ser
125

Thr Ala

Thr Val

Pro Ala

Thr Val

190
Asn His
205

Ser Cys

Leu Gly

Leu Met

Ser His
270

Glu Val

- 242 -

Trp

Ser

Leu

Tyr

95

Val

Ser

Val

175

Pro

Lys

Asp

255

Glu

His

Val

Val

Tyr

80

Cys

Phe

Leu

Trp

160

Leu

Ser

Pro

Lys

Pro

240

Ser

Asp

Asn

ZIHSd 10-2021-0042324



Ala

Val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

Lys

465

Pro

Lys

Val

275
Lys Thr

290

Ser Val

Cys

Lys

Ile Ser

Pro Pro

355

Leu Val

370

Asn Gly

Ser Asp

Arg Trp

Leu His

435
Gly Gly
450

Gly Gly

Glu Leu

Asp Thr

Asp Val

515

Lys

Leu

Lys

Lys
340

Cys

Lys

420

Asn

Leu

Leu
500

Ser

Pro Arg Glu

295

Thr Val Leu
310

Val Ser Asn
325

Lys Gly

Arg Asp Lys

Gly Phe Tyr
375

Pro Glu Asn

390

Ser Phe Phe

405

Gly Asn

His Tyr Thr

455

Gly Asp Lys
470

Gly Gly Pro

485

Met Ile Ser

His Glu Asp

His

Lys

Leu

360

Pro

Asn

Leu

Val

Thr

Ser

Arg

Pro
345

Thr

Ser

Tyr

Tyr

Phe

425

Lys

His

Val

Thr

505

Tyr

Asp

Leu

330

Arg

Lys

Asp

Lys

Ser

410

Ser

Ser

Thr

Phe

490

Pro

Pro Glu Val

520

285

Asn Ser Thr

300

Trp Leu Asn

315
Pro Pro
Pro
Asn Val

365

Val
380

Thr Thr Pro

395

Lys Leu Thr

Cys Ser Val

Leu Ser Leu

445

Cys Pro

475

Leu Phe Pro

Glu Val Thr

Lys Phe Asn

525

Tyr Arg Val

Gly

Lys

320

Ile Glu Lys

Val
350

Ser

Pro

Val

Met

430

Ser

Cys

Pro

Cys
510

Trp

- 243 -

335

Tyr

Leu

Trp

Val

Asp

415

His

Pro

Pro

Lys

495

Val

Tyr

Thr

Trp

Glu

Leu

400

Lys

Gly

Ala
480

Pro

Val

Val

ZIHSd 10-2021-0042324



Asp

Tyr

545

Asp

Leu

Arg

Lys

Asp

625

Lys

Ser

Ser

Ser

Gly Val Glu Val
530

Asn Ser Thr Tyr

Trp Leu Asn Gly
565
Pro Ala Pro Ile
580
Glu Pro Gln Val
595
Asn Gln Val Ser

610

Ile Ala Val Glu

Thr Thr Pro Pro

645

Asp Leu Thr Val
660

Cys Ser Val Met

675

Leu Ser Leu Ser

690

<210> 141

<211> 6

<212> PRT

His Asn Ala Lys Thr

535
Arg Val

550

Lys Glu

Glu Lys

Tyr Thr

Leu Thr

615

Trp Glu

630

Val Leu

Asp Lys

His Glu

Pro Gly

695

<213> Artificial Sequence

Val

Tyr

Thr

Leu

600

Cys

Ser

Lys

Ser

Ala

680

Ser Val

Lys Cys

570
Ile Ser
585

Pro Pro

Leu Val

Asn Gly

Ser Asp

Leu His

Lys Pro Arg Glu Glu Gln
540
Leu Thr Val Leu His Gln

555 560

Lys Val Ser Asn Lys Ala
575
Lys Ala Lys Gly Gln Pro
590
Ser Arg Asp Glu Leu Thr
605
Lys Gly Phe Tyr Pro Ser

620

Gln Pro Glu Asn Asn Tyr
635 640
Gly Ser Phe Phe Leu Tyr
655
GIn Gln Gly Asn Val Phe
670
Asn His Tyr Thr Gln Lys

685

<220><223> Description of Artificial Sequence: Synthetic

6xHis tag

<400> 141

His His His His His His

1

1

5
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