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g Al Al

F749)
7% 1

=4 el 3719 drAd 27 99 (complementarity determining region; CDR)(HCDR1, HCDR2 2 HCDR3) % 7
& Zde] 3702 CDR(LCDR1, LCDR2  LCDR3)S Estshs wald 3-NKG2D A ZA, o714

(i) HCDR1, HCDR2, % HCDR3S A9 W& 12-149] ofm|xAt A4S ¥ &5, LCDR1, LCDR2, 2 LCDR3S A<
M3 16-189] oAt N EE EEFALS

(ii) HCDR1, HCDR2, % HCDR3E A& W3 20-229] ofm|x=At A4S ¥3+3}3L, LCDR1, LCDR2, 2 LCDR3S A<
S 24-269] oAt N EE EEFEALS

(iii) HCDR1, HCDR2, 2 HCDR3& A¥ W3 28-309] oln]:=2F A& ¥3+s}3, LCDRL, LCDRZ, 2 LCDR3S A
4 W3E 32-349] ot AMES EFFSIAY

(iv) HCDR1, HCDRZ2, % HCDR32 A& W% 36-38¢9] ojv|x=Ail AdS ¥3H3Fal, LCDRL, LCDR2, % LCDR3> A<
W3 40-429] ofm=At MES 3=, el 3-NKG2D 3HA).

AT 2

Aol deix, FAZE T4 bE G B A4 b d9E xFstka, A7) F b 49 B A hE 9
ol Ad ¥F 11 9 15, Ad ¥E 19 % 23; AME W3 27 9 31; EE AD WS 35 B 399 ofn|iat A
& ¥3ehe, dele F-NKG2D A

7% 3

A1} we Alzgel oA, A7} 16, Fv, scFv, Fab, F(ab')y, WUBH (ninibody), tobule], Eeobuie,

vinht] | o]F 5] A (bispecific antibody), Hi= @ Z=wQl &A1, we]E 3-NKG2D 4.

A3l 9lolAl, A7) 1g67F 1g61, 1862, 1963 T 1g6G4%), wel€l &-NKG2D 4.

A3 WA A48 F o= 3 3] F-NKG2D A 2 kA A o7 FEgEHE GAS

e
%
Q‘L
i
BN
X
i

A7Y 6
A5l eiA, F-NKG2D FA7E F4 el 3709 4rA A% 9 (CDR) (HCDR1, HCDRZ, = HCDR3) 2 74
o] 3719 CDR(LCDRI, LCDR2, %! LCDR3)& Egatir, of7]A]

(i) HCDR1, HCDRZ2, ¥ HCDR3 A¥d W& 12-149] ofv|xAit 48 xEstar, LCDR1, LCDR2, ¥ LCDR3> A<
e 16-189] ofv|Al A EE XA

f

(ii) HCDR1, HCDR2, % HCDR3S A ¥ W3 20-229] ofm|:=it A4S x£dsta, LCDRL, LCDR2, % LCDR3E A<
WHF 24-269] o}m|At A GS LA

(iii) HCDR1, HCDR2, % HCDR3& A< W3 28-309] olm|w=At N <& a3, LCDR1, LCDR2, ¥ LCDR3S A]
d ¥F 32-349] ot A A EFEAA

(iv) HCDR1, HCDR2, % HCDR3S A ¥ W3 36-389] ofm|=it A4S x3sta, LCDRL, LCDR2, ¥ LCDR3S A<

T 40-429] ofv|xAt MES =, 2AE.
A3 7

AT Q1A F-NKG2D FAZF F2 b g % A A e Testa, 4] F W 9 2 44

_3_
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% 399] opv]e

o} % 3}(encoding) 3k ¥ ZY U LElE A E.

Aol EelyrE Ul QB = MIE E8h= WE (vector).

A9e] HEHE
ATE 1

A1 WA
GAE sl

A7 12

A 118l 9lejA, =gho] (cancer), A7HAE
9, HEi= NKG2DoF #elE ZHgkel, Wy,

7% 13

A11gdel doiA, d-NKG2D A 7F F3) el 3719

AF¢] 3719 CDR(LCDR1, LCDR2,

(i) HCDR1, HCDR2,

ME 16-189 opu|iAl E S LA

(ii) HCDR1, HCDR2,
W3 24-269] o}n| =

2 HCDR3S M9 W3 20-229
A EE 387
(iii) HCDR1, HCDR2,

4 ME 32-349) obvleal AAS ZHFAL

(iv) HCDR1, HCDRZ, ¥ HCDR3-> A€ WH3E 36-38<
WS 40-429) obrdt NG e, W

AT 14
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o}, NKG2DE RE NK A3, NKT AlE 2 y 6§ T AlXE9 sAE ZF5sHA &A3h. A 217k D8+ T

&
e

Ecician CD4+ T Al¥= Quirog

= NKG2DE AStA|NE, wlg-2o A o5 &3t Fovk E S Ak 4 g
43t T = NKG2DE st vk, Azbel A o]e] wdEe FEW(Crohn's disease), Ao} ¥ FF
(juvenile-onset lupus), A|EHWZZnrlo]gl~ 7HA(cytomegalovirus infection)d #2 EX Westzs] z4d3s)
oA fFE=E 5 gtk NKG2DY #AF FERE FERH R Aold T MIC-I-fAF Elt=et AR ¢ RS
o NKG2D ZRt=w A x2Adstell A ojEe] Bde] dwbdow vtk FEAHS Zivr. gxdow, 4
T B Wy e X 2EYAA, oS wdoe] A FEE F vk, AzrelA, NKG2D == MICA

MICB, %! ULBP A& 9] 671 /8 Helrt.

NKG2DE 213 Y EA4S Zte &5 Ws &2 Axy =S Zte 7 /9 gidgte|=-ZA3e ad o
o] FFolAo|tt, vhg-olA, NKG2DE olHE A DAP10 % DAP12E AF&3te] oo ANEE Adste dhd,
Q17Fell A NKG2DE= DAP1079+ AgFstcl. DAP10 @ DAP12E st A AY slAAo|=E AAst}. DAPL0S X
2atEld o] Al E-3 71U A (PI3K) 9] p85E AT 4= & YINM RE|ZE 7px]a 9Qvh. FEg DAP10-> Vavlzdh <
A" Grb2E ZAFeth. DAP12E NKG2D ZFHA] Sre-7]ubAlel 2l&] QlAbsl=s= WMo 84 E2A-75F 2443}
RE|ZE SH{3t). o]2idk ol EE ElRAl 71UAl, Syk B Zap709] Agt W A IE seEtA g

NKG2DE FAlA o2 f13st AEE QA8 AAGE b Fa8 93s drh. o]z F, ubolgl~ eld
AEZ D 7] oja el tidh W] wES FASH: oz YEHTh. o]y d o=, NKG2DE Y 2EHAE
W= w1 AEolA #zt=e] diW(encounter)ell Wigk WhEog AH A AEFRAHS FE wiEE Aoz A
ZAE k. ey, iR 49, NKG2DE 925 4E oA 2AsE Aolnt Wy AX 2455 g &
ATE. NK AIEZ 9 T AXE & the dWbd o= NKG2D7F 34 7Hse a3E mild & 7] e 23 2sEs 3
27 g, mEha NKG2De] F8 Ve tE FEAE 53 Aadde 2E Zow B, o]Re 553
54 TARAoE e v Ao AlE el 28 Oy, Zaold] o odE whg} e W
o Mo FHF|e] Aoldt Tl St ] FEA AEHGE AAsta AstEd = ke Aot

ugel g

s d3lel= HA

NKG2D+= % (cancer)®T} 2 Fa3k A3l gk A XL (cytolytic) WS ¥HE-S ZAslsts a5 73 7]
o] A7 FHo2A & FAHS ZHeth. NKG2DY T8 98-S meed o, NKG2D] A7EH S5 AT

7] #18l F-NKG2D FAlE AEe dart 9l

Ao Fd T
gk AAIGE A, 2 AU E2 9] E-NKG2D FAE Al St ok AA|GE|l A, Zh7he] &-NKG2D &A=
=4 Ao 3719 ArA AA 99 (complementarity determining region; CDR)(HCDR1, HCDR2, = HCDR3) % 7
2 el 3709 CDR(LCDR1, LCDR2, 2 LCDR3)S *3alir, o 7)A

HCDR1, HCDR2, % HCDR3& A<d WHIE 12-149] o}m|:=2F A ES ¥3Fstal, LCDR1, LCDR2, ¥ LCDR3S ME H3
16-189] opn =t M EE& EFFSEAY

HCDR1, HCDR2, % HCDR3> A WHIE 20-229] ofu]:Ail AdS
24-269] of| At MES EFSAY

[

3}3kar, LCDR1, LCDR2,

yE

LCDR3 A W%

5

HCDR1, HCDRZ2, 2 HCDR32 A€ W% 28-309] ofvw=it A&
32-349] o}v|iit QS EFHAL;

o

3}3kar, LCDR1, LCDR2,

yE

LCDR3E A W=

HCDR1, HCDR2, % HCDR32 A ¥ WH3Z 36-382] ofv]:=Al A48 ¥¢kslar, LCDR1, LCDR2,
40-42°] opr:at MAE Tttt
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& AAFEAA, FNKGD FA) ZAzhe B JbE G % A W Qe EFsha, o1 T4 sba 9
9 0 A4 JhE Ggel U oprlmat ADE Bhe 4 F st # Ak 4D BB 1R 155 A9 WE 19
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2 23; H4d HE 27 2 31; EE Y HT 35 2 39

3 ANk A, B AANES kA Hor FEEE BA 2 Edo] AR F-NKG2D FAE EIsleE FA
S Alseiy.

2 RAES EF 2Edol AR F-NKG2D FAE $Est(encoding)dtE EEFEULHE AE B9 of)
olgigt FYFEUEE AEE X WH (vector) R & AEZE AT,

3t A QkEjo A, EYo] A E F-NKG2D A= oF, A7HY As(autoimmune disease), GvHD, wlolz] 7+
4 5‘5% ‘#Eﬂﬂo} AR e JFE As53hed AMRE oAk g2 AAIGH A, Edd JiAE &=

stedl AFEE 4 Y. T ogE Al A, Bl A" -
NKG2D fﬂzﬂ% NKG2De] #ady) e A3S Xgstsd A2 4 ST,
S-NKG2D &A9] ol#fdt 5 % & FHEL F-NKG2D Ao tigh =H e
B ols= Ao},

by

v 2 OAAR dRowy

X

ZHe e 4y

F-NKG2D FA ] A A Y
A AAE ERE FAReR G
A g el e e ARl =eolE
% olo] gro] ANFHL o

% la-lbe AEF ATF NKG2D-ECD-Fc ({13 Fe
(TB) ® W5 A Aba-AE 2 (PB) UHi
]_

CEws @ AN 29E B B

of &3% NKG2D] AlE9 =wol)el g WYst & A3 Adw
gHo 28-S HolFth, & lat Balb/c "F-2(hH9-2 #8741,
8741, 8743, 8744, 8745) W= SJL mF$-(vWh$-2 #8746, 8747, 8748, 8749, 8750)ZH-E1e] @A <] ELISA A%
o] A3E HFUT. T 1be CHO AFEoA IptdAwE QA7H-NKG2D/DaplOel thal W= CHO A EoA zpatd =
cyno-NKG2D/Dapl0ell w3l Balb/c -2 (mp$-2 #8741, 8741, 8743, 8744, 8745) W SJL wp$-2(wh9-2~ #8746,
8747, 8748, 8749, 8750) ZH-E|e] A o] FACS A3S HoFH, CHO EAZAA = vhg/do] = A eFgkrt.
higGl: &4 Q17 IgG . mlgGl: 24 w9~ IgG &, NKG2D Ab: %4 thZ+ hlgG mAb.

F+

= 2 Add vhex solnewnl 229 AAS DA,
£ 32 ELISAC] 9Jgh NKG2D-ECD-Fc el tigh Hdes A1E mAb(mAb001 WA mAb020)9] AFHS HofFr}.

T 4a-4cte A3+ EE cyno NKG2D/Dapl0S Htdst= CHO Al Eo] ek AMelwl AHAl® mAb(mAb001 wHA]
mAb020) 2] FACS A%He HoFrh. = 4at UZF NKG2D/Daplos & sl= CHO xﬂgoﬂ gt A3hs RoEr).
T 4b+ cyno NKG2D/Dapl0g & eli= CHO AlEe] 3 2&S HoFth, & 4e= Uk NK A E] di3h 2
< YERIY, EE mAb(100nM, 7+ mAboll tigk €% =d; E= 10nM, ZF mAbel digh @ EF who))dlAe] &%

oL 0

olEA A thge Hir FF FE=WFDE HoJFErE. Tab KYK2.02 Feoll LALA P329G EAWlE ZHe &4
- NKG2D-R1%F 1gGl &A|olr}. Q1ZF IgGILALA P328GE Fcell LALA P329G E¥olE Zte A7t g6 &4 U=+

Aboltt.

% 5% ELISAY] o8 ad o9 EX vgd £S5 Qg Zloln, thgat o] 4709 Aeldh aFS HoFrt:
IFUAALE A454)S mAb001, 002, 003, 004, 005, 006, 008, 011, 013, 015, 017, 018, 020& =-oT}.
aE 29 03_’:*1)5 mAb007, 010, 0145 HE2vh. 1§ 3(HAME 944)-2 mAb012, 016, 0198 =2}, 1&
4(9 3A4)E mAb009E Fet),

X 6a-6bt 100nM(Z} mAboll tha]l €% 9hd]) FE 10nM(ZF mAbdll il LEZ w)elA AAE  F-NKG2D
mAb(mAb001 =] mAb020)2] ZAZAl NK MEe 4315 Yeldtt. & 6aw= (D107a 43} vpA H4& HAE
t}. APC CD107AE & NKG2D mAb Z& Aol gle & (D107A A Mo, APC mlghe &4 W= vh$-
IgG &Aolth. IN-10602 ¥4 thza" Tribodyelil, IM-10912 &4 Wlx=w Tribody®]th. = 6b: IFN-7Hw}
HE BoErh, IN-10912 54 iz Tribodyoltt.

e

e

T 72 Ay AR mAb(mAb00L WA mAb020) el <8k NKG2D-MICA(MICA - MHC e I ZHAg=-3AA A
A) g JAE BAFT).

= 8ax Tribody 7% 3k AAGEHS HojFETL, T 8bE Prolribody T73%9 3 AANUHE HolFErh, & 8=



[0020]

[0021]

[0022]

t}F3l Tribody #4+2] AAE

G A,
X 9% SDS-PAGES ]&t Tribody T4
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WA (IM1244 WA IM1251) 5435 RHoET).

AbID Ap BE =4 R

CD3x5T4x NKG2D-cl-1 (L- | h1F3.5Fd- 1F3.1A-5T4IM53_HuCL16-13
1244 | H) NEG2D cll_ScFvil-H) (BM7)

CD3x5T4x NKG2D-cl-1 (H- h1F3.5Fd- 1F3.1A-5T4IM53_HuCL16-13
V1245 | L) NEKG2D_clt_ScFv(H-L) (BM7)

CD3x5T4x NKG2D-cl-9 (L- h1F3.5Fd- 1F3.13-5T4IM53_HuCL16-13
V1246 | H) NKG2D_cl9_ScFv(L-H) (BM7)

CD3x5T4x NKG2D-cl-9 (H- h1F3.5Fd- 1F3.1)-5T4IM53 HuCL16-13
IM1247 | L) NEG2D cl9 ScFviH-L) (BM7)

CD3x5T4x NKG2D-cl-10 (L- | h1F3 5Fd- 1F3.1A-5T4IM53_HuCL16-13
V1248 | H) NEKG2D_cl10_ScFv(L-H) (BM7)

CD3x5T4x NKG2D-cl-10 (H- | h1F3 5Fd- 1F3.1)-5T4IM53_HuCL16-13
1249 | L) NKG2D _cli0_ScFv(H-L) (BMT)

CD3x5T4x NKG2D-l-19 (L- | h1F3 5Fd- 1F3.13-5T4IM53 HuCL16-13
V1250 | H) NKG2D cl19 ScFv(L-H) (BM7)

CD3x5T4x NKG2D-cl-19 (H- | h1F3.5Fd- 1F3.1A-5T4IM53_HuCL16-13
mI1251 | L) NKG2D cl19 ScFv(H-L) (BM7)

h1F3.5Fd- KYK-2.0_ScFv(L-

IM1060 | CD3/5T4/NKGID(VL-VH) H) h1F3.1%-ScFv(L-H)

CD3/5T4/NKG2D mut(VL- hiF3.5Fd- KYK-2.0
1091 | VH) mut_ScFv(L-H) h1F3.14-ScFv(L-H)

E 10a-10he 414

X 118 ELISA] 93k NK2G v &l that Tribody w2 (1

HolZ&oh, IN-1060S A Uiz
Bo&Eth, IM-1060

E 12a-12bv= A% NK2G @9 AS #AHsM= CHO AE(E 12a)
12b)ell Wi+ Tribody = (IM1244 WA] IM1251,
S thZ+* Tribody©]t}.

= Tribodye]al, IM-1091-&
T 13& 300nM, 60nM, 12nM %
IM1249, IM1250,

IM1060 2 IM1091)ell <]t NK A &3}

Tribody o, IM-o]ithuhuz

IM1060 &

2. 4N, ol A

OE

-

= i@ Ft}. E+T APC —CD107-& NKG2D mAbe] A3}

SECO] ©]3F Tribody ©H & (IM1244 WA IM1251) EA3IE HojFT).

IM1244 WA IM1251, IM1060 2 IM1091)e] ZAdH&
1(IM1244 - IM1251, IM1060 % IM1091)¢] ZAgS

kA &I Tribodye]i, IM-1091 &4 tZxT Tribodyo|th.

TC 1=

T cyno NKG2DE 3= CHO AlE(=E
IM109D) 9] AFS HolFETh. IN-10602 44 Hi=

S 2)dA Tribody T (IM1245, IM1246,

o A1 2] (D107a AAe]t}. E APC-CD107-S NKG2D mAb 2 ¥A AEZe] FAs A1 (D107 ¢ Mo|t},

wge YA e A

2 A RRS dalE E-NKG2D BA|E A A e
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do] AR FelE=e Qoo Balg Azsehu gAdA Qeld Rage Hxstsh] s Huwc),
A 2T ot sleRoblA @ Leizl e Js) Axd 5 vk,
o] ANE FA EE ol FA-AF BN TS PANH 2YBES Fh EE AN Am0}
A9l ofRo] wet gl AW WAOE (AF Eol, ERF, AE, ®E 4o Fold + k. o8
Fol, RS F2(AF o, 43k, A, AF, v, A9 $), AT, FY, L 0TI gAY m
g, A, B, S, EE Sl FAE PR Fold & Ak Fa gy Feli 7Y F shy
EE R OE 5® 3 % goRd 2YRe ARL AU 2YES BY dUE wE 94 v Sl
o8, E& doREE Tl AW & dnh. AHoR, Rl F, 4§ Fol, Ti wE& AU 4
9 4 9.
FYBE NAT Folstud st A%, Felt AWHoR Fall 93] olFelArh. FAAE F¥e] Fojw,
oA o) mi ATl FAb A Ao Aeksble] HFE wAl FURA Ex WHoRA Axd 5 A
EE, WAT Flt AP FolFe FAS] A AWE B A%-%E Axge FoE S0 & A
g

5 AAFE oA, o JHAIE S-NKG2D &A= o, A7FAY HE, Gvlld, blel# A~ 7 = uheglol 7y
3 3 249 4 Q. & o2 AAJgEH oA, B JfAE F-NKG2D A= NKG2DF 3
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FAA L A7k 4N AAGH % o] Rl 748 F-NKG2D FHE AHgetA ek o4
He A7t d50IE FReA Y 459 Fa == 459 AME 2PATE A AAT 3ok, FiA
Se7be B AN AAGEHAA, FF £ oe Asste Aol Lol ZIAE F-NKG2D FAE ASSHA o
& Avke} vlaste], FF A7), A, B/EE T £ 9] e #as ¥dTE S dAF el
g AAgEolA], B AAYES Bl AHAE F-NKG2D FA Y FEFS TSE RS ddAlA F
sk ©AE Estel, AN dEe Az PSS AEedv. & AN, 2B Edel T1A
d ovpel 2 T 9 A4 (R ALE 2= F-NKG2D FAE E3heich. ®= v AAdEdA, 2452 2
of 714€ whek 22 VH B VL AES zhs F-NKG2D FAE EFHIT

B ANFEA, B ANREE ES hAel N AES ARy T FNGD PAS TP 242 &
2 AFET. @ AN, 2B Lol JIAE vheh g 4 @ A4 R DL 2 F-NK2D
GAE Tac. © e ANGUA, ZABES Bgol AT viek 2 VH R L HAE ZHe F-NKG2D
Ag e

& AAFHANA, BAFE BAE FES) A 8THE B 3yl FLNES B o) 2B I
Fe A F, AW, A, AF L AuE gu, 54 BeAEs, Fol 42, % B ofRol ayel
A oRol uteh cbArkd Wbl ot webd wE 2Tl del JAW F2 A4 e vt
S, AAs G g B Sastel o8] Aua P Agstel A4W  Ark. Folge e
@ 5 glom, FUPESE 19 ol Fob i 18] o R(elE Fol, 23] o4, 33 o), 48] o, Ei: 53
ool g Fold 4 gtk GA U A4 §3 Aol Ud AP BHANN AA & & A

wgrfolg 2 ZEHlol &) b
o] upole| 2 ol mufole] s, o mufole] s, A}
B w7 vlole] A, o= Rulo|y
T4 we wuked wloly s, Qg WA
212, QIfFFF uhol e 2= (HPV),
&7 S5 ZEZupwbo]#] 2, SARS
$3 nlolg~, Ze 9w} ulolg

)

O~

25 2 Alo]E 2 (HSV), HSV-2, F=5-tiit
22, ARIE Fo]2~ w9 npolefx, g x Yo}l ¥ nloly s,
upo]# 2~ (HIV), EE|enfelg]z, X|7h upole] 2z~ F31 upo]ef~, A
dle|Zufole] 2~ D68, TTHAE EF7] TFT(SARS) ZEYulolg~, 5 &
FRulol A 2, AZERRI-HE Hlolu] 2~ QIFFQIA HlolY A, EF7] A
(& £o JC "o, BK Hlolg|2), olEe} niolejx, @7|d wlolelx K= o5 X3e XT3, o]
of A=A ket

(e

f
2,
i
fil
jur)
=

o

T e AAGHeA, A7) F3ke dF(carcinoma), SF(sarcoma), ¥XZF(lymphoma), 3 (leukemia),
A2 AE F%(germ cell tumor), XAEZF(blastoma), A=EF(chondrosarcoma), <4 =% (Ewing's
4% (osteosarcoma), FFILEFF
FA| 35 (astrocytoma), A178x

(glioma), FEAI¥ZF(medulloblastoma), Al74XA|¥(neuroblastoma), T (breast cancer), & 9%

i

sarcoma), ¢ oA AH A FF(malignant fibrous histiocytoma),

-~

(rhabdomyosarcoma), 7<% (heart cancer), % (brain cancer), A

i o of

17

&E (Merkel cell carcinoma), <t (eye cancer), $1%t(gastrointestinal cancer), ©’d<t(colon cancer),
gt (gallbladder cancer), Y% (gastric (stomach) cancer), 9% JFEA|xo]= Z9%(gastrointestinal
carcinoid tumor), ZFAlE%(hepatocellular cancer), #74%(pancreatic cancer), &< (rectal cancer), W
Z%(bladder cancer), Ag7d%¥<(cervical cancer), AFgW e (endometrial cancer), ‘d4$(ovarian
cancer), AIAIE ZF(renal cell carcinoma), A HA(prostate cancer), L¥Y(testicular cancer), &%
& (urethral cancer), A& (uterine sarcoma), A% (vaginal cancer), T%$(head cancer), 4% (neck
cancer), H]¢l% <F=(nasopharyngeal carcinoma), =% (hematopoietic cancer), B|EZAZl HZ=(Non-
Hodgkin lymphoma), ¥|%%(skin cancer), 7]*-A13E <& (basal-cell carcinoma), =A% (melanoma), AA|E
#H¢F(small cell lung cancer), B]-AAE #| 2 (non-small cell lung cancer), T¥ o599 %A 4+ YA vtk
olell Agt= A ¢k tolrt.

ZA7tAe A3 = Fojo o= #-EA(FrlElx B8 Y9 (rheunatoid arthritis), o1& Eo] 34 #E A (acute
arthritis), WH3 Fulg)~ 89 (chronic rheumatoid arthritis), E3Z(gout) T+ EZFA4 T2 9(gouty

arthritis), #A4 B4 #dY(acute gouty arthritis), w4 WA #BA(acute immunological
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arthritis), ¥Hd 934 #HE<A(chronic inflammatory arthritis), E&4 #E < (degenerative arthritis),
A28 FHA-FE=8 BH YA (type 11 collagen-induced arthritis), 794
¢ #HA(Lyme arthritis), 24 #H<A(proliferative arthritis), AXA #BHA(psoriatic arthritis),
28 (Still's disease), #F A (vertebral arthritis) L Zol-2W Fnulelx #4 Y (juvenile-onset
=#4<% (osteoarthritis), "M oFxsi4d  FA<d(arthritis  chronica
g

progrediente), WdA #dA(arthritis deformans), QA w4 vpdA A (polyarthritis chronica

oL
)
il

o (infectious arthritis), =F

rheumatoid  arthritis),

primaria), ¥H§A T (reactive arthritis), R &4 #F¢(ankylosing spondylitis)), @54 52
A F5 A&(inflammatory hyperproliferative skin disease), {14 (psoriasis), d& €9 /¢ d(plaque
psoriasis), T-E}EHl 4 (gutatte psoriasis), &34 Zd(pustular psoriasis), <% AA F9 14, A
Z9(hay fever) ¥ %H Z33(Job's syndrome)d 7 olEy HS Fg3t

(contact dermatitis), % HE4 %A (chronic contact dermatitis), 2&]A 35 (exfoliative
dermatitis), <L#E714 IHY(allergic dermatitis), LdAE7IAH HEA 9H<A(allergic contact
dermatitis), ¥4 ¥ (dermatitis herpetiformis), 3}¥|A T 5-<A (nummular dermatitis), AFA 54
(seborrheic dermatitis), H|5o°] 3% (non-specific dermatitis), UEA A=A HEA 5 (primary
irritant contact dermatitis), ¥ o}EI|A 5 (atopic dermatitis)S E8H3E I F, X-AF 3ol Il
F%7(x-linked hyper IgM syndrome), &#|=7]4 <+ Wl 954 #A3Zt(allergic intraocular inflammatory
disease), FE#7](urticaria), o= Eo] w4 dd=7]4 FZ=27|(chronic allergic urticaria) % ¥4
A7FA 9 F=27](chronic autoimmune urticaria)E& 233 w4 54 F=27](chronic idiopathic
urticaria), ©% (myositis), TFEA = (polymyositis)/¥F% (dermatomyositis), 4o} 33 (juvenile
dermatomyositis), 54 33 IA}Z(toxic epidermal necrolysis), 33 (scleroderma)(HdAl A¥Z E3}),
Z3l%(sclerosis), d& o] Al A3=(systemic sclerosis), THEA A3=(multiple sclerosis)(MS), <
S 59 #H3F-334 MS(spino-optical MS), &4 XA MS(primary progressive MS)(PPMS), 2 At 7
ZF MS(relapsing remitting MS)(RRMS), R84 HAl H3}5(progressive systemic sclerosis), F45 U435
(atherosclerosis), & W7 3}l5(arteriosclerosis), &4 735 (sclerosis disseminata), HXA A3z
(ataxic sclerosis), A2+ (neuromyelitis optica)(NMO), 954 &  Z3&(inflammatory bowel
disease) (IBD) (& E9°], 2% (Crohn's disease), A7FHS-vj7]l 37 3 (autoimmune-mediated
gastrointestinal disease), W&, & B AYE dFd(ulcerative colitis), HAWHF < (colitis
ulcerosa), @Av7ZAA dFA(microscopic colitis), FeFAAd &< (collagenous colitis), &F4 g4
(colitis polyposa), A 4 (necrotizing enterocolitis), ¥ ZA®A th4<A (transmural colitis), ¥ A
7biae A=A & A (autoimmune inflammatory bowel disease)), & @Z(bowel inflammation), Z|AA &)
Z(pyoderma gangrenosum), 2724 Eub(erythema nodosum), YA ZH3H H#<(primary sclerosing
cholangitis), A9 EE 4 ITFITH SIZITURDS)S X3 TFIH FFF(respiratory distress
syndrome), ¢ (meningitis), XEX="H(uvea)®] HA & AR A%, FAA(ritis), WA
(choroiditis), A7Pa<d dd Az (autoimmune hematological disorder), FUFElZ # 3% (rheumatoid
spondylitis), FPFE]2 &9Fed (rheumatoid synovitis), F3A H#H-F(hereditary angioedema), 493l
Ao} e A7 £ (cranial nerve damage), YAl ¥ (herpes gestationis), HEHA 42%5 (pemphigoid
gestationis), 2% 9GS (pruritis scroti), A7PHS %7] PdA¥-A(autoimmune premature ovarian
failure), #A7PAS dgo= <3 EwhA W (sudden hearing loss), IgE-mi7] 23 & £ oljdEA]
2 (anaphylaxis) % ¢#lE27]4 2 ol=34d H|¢l, ¥ ¢ (encephalitis), & E°] #2254l % (Rasmussen's
encephalitis) 2 WA Z/E+= 33+ ¥ A (limbic and/or brainstem encephalitis), ZZ=9d (uveitis), <l
= r 7

| A
= f ST
g Eo] AW x=d

(anterior uveitis), |4 AW XE9<¢(acute anterior uveitis), FolEAd XE9hed
(granulomatous uveitis), H|&o}EAl EE9< (nongranulomatous uveitis), <FAA U4 Fruke
(phacoantigenic uveitis), % XEZ%<%(posterior uveitis) E& A7FAY EZ=9<d (autoimmune uveitis),
215F (nephrotic syndrome)& FWHIAL EWkalA] 92 AFFA1419 (glomerulonephritis)(GN), <& £
T e 54 AFARIG, dE Bo 33 N, WS-l 6N, 93 N WS, S v GN e
St whd AFS(idiopathic membranous nephropathy), 13 2 I18& ¥3ghst =24 e 9 244
GNOMPGN), 2 =% X3 6N, S A& (proliferative nephritis), A7PAY tpd #v] HFA

(autoimmune polyglandular endocrine failure), JHEAMEAL 34  #AFH(balanitis circumscripta
plasmacellularis)< X33t 75 (balanitis), #FX3] A (balanoposthitis), U4 F FWk(erythema
annulare centrifugum), 3173 o]MAA  Edk(erythema dyschromicum perstans), U334 E4H(eythema
multiform), 3HJ FHolF(granuloma annulare), F¥ ElA(lichen nitidus), ZA3d $54 X (lichen
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sclerosus et atrophicus), WA @<= ElA(lichen simplex chronicus), =4} B4 (lichen spinulosus), ¥
el A (lichen  planus), =34 o] M (lamellar  ichthyosis), E9)ute] )7} 3815 (epidermolytic
hyperkeratosis), %4 Z+3l=(premalignant keratosis), ¥ *4 %33 (pyoderma gangrenosum), <7
A% 9 dk&-(allergic conditions and responses), ¥#|Z27] Wkg-(allergic reaction), #2714 E& olE
917y HXl(allergic or atopic eczema)S X3S H3, 7% FX(asteatotic eczema), FHAEZ(dyshidrotic
eczema), W FXEA &£uek whvlel 452 (vesicular palmoplantar eczema), 2], dE So] 7|#x 2
(asthma bronchiale), 7]¥*] #2](bronchial asthma), ¥ A7}Fd< A2 (auto-immune asthma), T AE2 &
2w dF WSS kel A3, R e g W REE, dE Eo] 44l F jol A-B-0 EHF, w4
¥ 954 ZE3(chronic pulmonary inflammatory disease), A7FHYGA A% (autoimmune myocarditis), M3
T F2 AFZ(leukocyte adhesion deficiency), F¥2 Al¥9(lupus nephritis), = FF2(lupus
cerebritis), Zo} FF(pediatric lupus), H]-A1% FFA(non-renal lupus), AF-2] FF~(extra-renal
lupus), @& F3F2(discoid lupus) B Y¥F Wk FF 2 (discoid lupus erythematosus), ©BES F3F
2 (alopecia lupus), @Al FubA FFEX(systemic lupus erythematosus)(SLE), olE £o] 3|3 SLE & ol
A ¥X SLE, Aol FF A~ ZFF i (neonatal lupus syndrome)(NLE) 2 3F4  FukA  F3F(lupus
erythematosus disseminatus)& X33 FF2=, Lo} A&d-oFA T (pediatric insulin-dependent
diabetes mellitus)(IDDM)< ¥t AJad W (A1) T (juvenile onset (Type 1) diabetes mellitus),
2 gl W i (adult onset diabetes mellitus)(A28 Fxw)S LA T o]d A|ets] %] ke=v), T3
AbelEZEQL 2 T-HE o] o3 wiiEe ¥4 R AAY #AHESH #3EE WY 9§, AERFc =R
(sarcoidosis), ®X%F £o}lF 3 (lymphomatoid granulomatosis), WIAIY S0}& % (Wegener's granulomatosis)
< XS FolF, JYFAT(agranulocytosis), FFHY(vasculitis), hdH F#Y(large-vessel
vasculitis)(FmtEl24  thZE(polymyalgia rheumatica) 2 AWl AME(SFlokr) HMA(giant cell
(Takayasu's) arteritis) %3, 3% Y (medium-vessel vasculitis)(7FebA71H (Kawasaki's disease)
2 AdAd o2 T (polyarteritis nodosa)/ZAEA &9 (periarteritis nodosa) 23%), AW H A
o2 sW<A(microscopic polyarteritis), WAE3AY (immunovasculitis), CNS d#d, IF I3
(cutaneous vasculitis), WA  d&<A (hypersensitivity vasculitis), A  d3¥(necrotizing
vasculitis), o= Eo] A A HA < (systemic necrotizing vasculitis), = ANCA-TH d#d, 4=
5o F-2EZ9s 839 B SF T (Churg-Strauss vasculitis or syndrome)(CSS) 2 ANCA-¥&d A¥¥ &
#4, SF5W (temporal arteritis)S X3S @, AYEFA W (aplastic anemia), A7FAFAE A4
=4 W18 (autoimmune aplastic anemia), 2 ¥4 W (Coombs positive anemia), ThololZ= Sl v1E
(Diamond Blackfan anemia), &34 W& (hemolytic anemia) =+ A7FHS €34 W& (autoimmune hemolytic
anemia) (AIHA) S ¥ 3sl= WA &34 M d (immune hemolytic anemia), °Htl<H (Addison's disease), A7}
WA 574 F (autoimmune neutropenia), W T7HAF (pancytopenia), WM F7+2A%(leukopenia), W3
T d5-Z (leukocyte diapedesis)S F7HFs A3k (NS 9454 ZE(CNS inflammatory disorder), ¥Z=3dlolH
W (Alzheimer's disease), %<4 (Parkinson's disease), W83, 94 T Eof| ojxA4A A T2 v}

by 7] 24 F3 A (multiple organ injury syndrome), ¥¥-3kA] Eeka-uwls)] Z3k(antigen—antibody

g ol

)

complex-mediated disease), BAFFAl 7]A = A3} (anti-glomerular basement membrane disease), ¥¢1x]2 &t
A ZF < (anti-phospholipid antibody syndrome), <#N127]4 417 (allergic neuritis), HIXNEW/ZF
(Behcet's disease/syndrome), 7M&ET SF(Castleman's syndrome), X323  FF 7 (Goodpasture's
syndrome), #elx ST (Reynaud's syndrome), =18 FF"(Sjogren's syndrome), ZEEXA-FELE FE95
(Stevens-Johnson syndrome), X% (pemphigoid), A& &1 XA FH X% (pemphigoid bullous) 2 I+
2% (skin pemphigoid), 2% (pemphigus) (47443 H3E3 (pemphigus vulgaris), Y4 X7 (pemphigus
foliaceus), HEH H9 FHEA(pemphigus mucus—membrane pemphigoid), = &¥HAd HE % (pemphigus
erythematosus) *¥%), A7FA9A thidgd &8 S (autoimmune polyendocrinopathies), EZFo|HH FE FF
T(Reiter's disease or syndrome), <% <=4F(thermal injury), AFZFAZF(preeclampsia), WS &3 A3
(immune complex disorder), <& Eo W EH3F 2174¢ (immune complex nephritis), A-vwizl 41744
(antibody-mediated nephritis), TH¥4d A7 W3 (polyneuropathies), W4 417 S (chronic neuropathy), o
S 59 Igh thdA] 21745 (1gM polyneuropathies) H+ IgM-vi7ll 2173 W 3 (IgM-mediated neuropathy), Ab7}
TE W97 4% 45 (autoimmune or immune-mediated thrombocytopenia), <& £ WA E&
ITPE >3gst 54 4% 744 AW (idiopathic  thrombocytopenic purpura)(ITP), Z3Hd
eritis), & B9 5UA AE-F9YE (idiopathic cerato-scleritis), 3% (episcleritis), A7}

139 2 WA (autoimmune orchitis and oophoritis)S X33 13 2 Wiol 7y 23k guka]

w
12 2 ox 12

=T U

_17_



SIHS31 10-2024-0004838

N

#3471%5 A 8k5 (primary hypothyroidism), F-3/47]5 A 3}%5 (hypoparathyroidism), #H&d9E Ege =
P WEH] A3 (autoimmune endocrine disease), dE EY ArPESA 4 (autoimmune
thyroiditis), 3FAXEEW (Hashimoto's disease), %A 349 (chronic thyroiditis) GHAIEE 34
(Hashimoto's thyroiditis)), & oA 73 (subacute thyroiditis), AZFHIA I A
(autoimmune thyroid disease), 5% 734 7]5A 315 (idiopathic hypothyroidism), ZL#l|o]E.2H (Grave's
disease), Y4 F%+ (polyglandular syndrome), <& €°] A7FAY thd FFo (autoimmune polyglandular
syndrome) (£ oA WEHIHZE 53 (polyglandular endocrinopathy syndrome)), #HEE-olE Z5d
%3+ (Lambert-Eaton myasthenic syndrome) Hi= o]E-W EE Z 3 (Eaton-Lambert syndrome)3} 7+& Al
sty BZFoF FF T (neurologic paraneoplastic syndrome)S ¥§H3F H-F%F 533 (paraneoplastic syndrome),
2 Q7+ SF*(stiff-man or stiff-person syndrome), % <5=%1(encephalomyelitis), <& E°] LHE7]4

rgic encephalomyelitis) & ¢dZ27]|4 >34 (encephalomyelitis allergica) ¥ A3d% <&

2]
7

o

% (experimental allergic encephalomyelitis)(EAE), % <523 (myasthenia gravis), o=
lar

-8 2% ZF¥EZ(thymoma—associated myasthenia gravis), 243 3} (cerebella

M7 %S (neuromyotonia), SQEFFHHIARE  EE HOIEAY 23UER S5
=
[e}

o 1

@

degeneration), A7
(opsoclonus or opsoclonus myoclonus syndrome)(OMS), ® 7HZ} 417 <5 (sensory neuropathy), Thxd &
A7 ¥ S (multifocal motor neuropathy), Al$+ FF(Sheehan's syndrome), AH7FHY 23 (autoimmune
hepatitis), WA ZFA(chronic hepatitis), F3¥o°]= 7+ (lupoid hepatitis), Ath AIE 7+F(gianT cell
hepatitis), ¥4 %A zFd(chronic active hepatitis) E& A7Pde whd ZFA 7Hd (autoimmune
chronic active hepatitis), H2A 7F2X ¥ (lymphoid interstitial pneumonitis)(LIP), =& A|7]¥&=]<3
(bronchiolitis obliterans)(¥]e]2]) vs NSIP, A#-vte] 5% (Guillain-Barre syndrome), W A% (Berger's
disease)(IgA AIWZF), 54 IgA AW S (idiopathic IgA nephropathy), A% IgA 3]F® (linear IgA
dermatosis), ¥4 €A ZTFTA Y% (acute febrile neutrophilic dermatosis), Zr@sl T¥FA 3y
(subcorneal pustular dermatosis), ¥d#d 7FAIAEZE2] 759 (transient acantholytic dermatosis), ZH3H
Z(cirrhosis), d& Eo U4 IH54  HWT(primary biliary cirrhosis) 2 #HAWS

4 3}

(pneumonocirrhosis), A7HAY AWZF 53T (autoimmune enteropathy syndrome), Az|etH = A7) 2F
(Celiac or Coeliac disease), Ao} 23X F(celiac sprue)(FF8 AW (gluten enteropathy)), WA =
ZF(refractory sprue), 5WA AZF(idiopathic sprue), THFZEHHZ(cryoglobulinemia), T+HFHA
52t A3l (amylotrophic lateral sclerosis)(ALS; FA18Y (Lou Gehrig's disease)), #4 &% AF
(coronary artery disease), A7FA9A 7 ZAZ(autoimmune ear disease), oS Eo] A7pHAA o] A3l
(autoimmune inner ear disease)(AIED), A7FAAA A (autoimmune hearing loss), THEAY dA=4

(polychondritis), d& 9o WxA Tt Add = A oA A9 (refractory or relapsed or
relapsing polychondritis), #3¥ ¥ (pulmonary alveolar proteinosis), FI+&F < (Cogan's syndrome)/H]
wl=4 7HEdA Zbabd (nonsyphilitic interstitial keratitis), ¥ v}H](Bell's palsy), =9 EH/SFL
(Sweet's disease/syndrome), AF7}HS F=AM(rosacea autoimmune), U EZ-TH FF(zoster-associated
pain), oPE=Eo]=F (amyloidosis), WA ®HEZFF 715 (non-cancerous lymphocytosis), ©EE B AlX HX
7575 (monoclonal B cell lymphocytosis)(elE & 44 @EE v 2EUW S (benign monoclonal
gammopathy) % 91| &% @EE 722 8AW F(nonoclonal gammopathy of undetermined significance),
MGUS)S g3t 9wt Y X575 (primary lymphocytosis), W3 A7 ™3 (peripheral neuropathy), §¥-3%

=% (paraneoplastic syndrome), ©]<&ZW < (channelopathies), <& E£°] & (epilepsy),

O

=
-

22 ol

]
(migraine), ¥ (arrhythmia), &% “Fol(muscular disorder), g (deafness), 4% (blindness), F7]
whH] (periodic paralysis) ® (NS¢ o]2T=ZW3F, AHF(autism), @544 TS (inflammatory myopathy),
T EE B e F4 B4 AFAHE S (focal segmental glomerulosclerosis)(FSGS), W&EH] <t
(endocrine opthalmopathy), X242 (uveoretinitis), Med =4 (chorioretinitis), A7paA9 7+ A3
(autoimmune hepatological disorder), A<S%(fibromyalgia), ©&4 WEH FH(multiple endocrine
failure), F7H|E S5 (Schmidt's syndrome), 419 (adrenalitis), 918 % $F(gastric atrophy), =143
X (presenile dementia), B4+%A Z3(demyelinating disease), <E Eo] ArtAdA d4x4 AP

(autoimmune demyelinating disease) % 8w A5 ZFxA R AHWS(chronic  inflammatory
demyelinating polyneuropathy), Z#|&2] S3*(Dressler's syndrome), WX Z(alopecia greata), AF&

T =(alopecia totalis), CREST &% (A3]=(calcinosis), #°]x= @A (Raynaud's phenomenon), 2% 54
ol (esophageal dysmotility), FAAstE 2 BEAMAA FFF(telangiectasia)), B4 L o4 2Aridd &

, oE 59 Fd-AHA A (anti-spermatozoan antibody)Z A3+ E, = A A ZHI(mixed

% o
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connective tissue disease), AF7F2~(Chagas' disease), FW9IE]Z2> D(rheumatic fever), A&
(recurrent abortion), &% #(farmer's lung), ™3 FW¥k(erythema multiforme), AHE/NE-F FF7 (post-
cardiotomy syndrome), 4 %% (Cushing's syndrome), Z5F ofZ&7} ¥ (bird-fancier's lung), LHN=7]A
FolEA dd(allergic granulomatous angiitis), WA HWEZFA <A (benign lymphocytic angiitis), &
Y E F%3(Alport's syndrome), FNXEY (alveolitis), d& o &H=Z7]4 #Hx<(allergic alveolitis) 2
A4 #lE<d(fibrosing alveolitis), IFEA w|Z & (interstitial lung disease), &8 W& (transfusion
reaction), W (leprosy), Zelzlol(malaria), 718%E ZHZ(parasitic disease), dE E° FHUARZTSH
(leishmaniasis), 7]3x2-vtZ(kypanosomiasis), T8&% % (schistosomiasis), oF~7}e}s(ascariasis), of
¥ 24 72 (aspergillosis), AME F3 - (Sampter's syndrome), NE=T F3F3-(Caplan's syndrome), ©7]
< (dengue), AW (endocarditis), AT A3 (endomyocardial fibrosis), WIRHY 7HAA o AF5
(diffuse interstitial pulmonary fibrosis), Zt&A # AfF(interstitial lung fibrosis), #H AfF<
(pulmonary fibrosis), 54 # A3(idiopathic pulmonary fibrosis), ¥4 A3 (cystic fibrosis),
¢k (endophthalmitis), Ab7Al  §714  EWk(erythema elevatum et diutinum), Ejo} ZHol4-=
(erythroblastosis fetalis), A4 &% (eosinophilic faciitis), &% 5% (Shulman's syndrome), 2
E] &3 (Felty's syndrome), Z@}e]o}=(flariasis), E¥A G (cyclitis), dZ Eo] 4 ZAdA A (chronic
cyclitis), HIEAA E%A A (heterochronic cyclitis), TAHEEAG(iridocyclitis)(FA T ) =&
Fx YA (Fuch's cyclitis), 3x=&-#12F1 ZHHY (Henoch— Schonlein purpura), 17 W A ujolg]
Z2=(human immunodeficiency virus, HIV) 74, SCK), *34 WY Z¥ FF3 (acquired immune deficiency
syndrome) (AIDS), ol =Zulo]#]2 79 (echovirus infection), W8 F(sepsis), WEAE S (endotoxemia), 7
9 (pancreatitis), #5535 (thyroxicosis), IHulol#]2 7+ (parvovirus infection), &% wlolels 7+
A(rubella virus infection), AW HFT-F ST (post-vaccination syndromes), ¥4 FTF 74
(congenital rubella infection), $)Z~E}¢l-n} wlole{ 7+<d (Epstein-Barr virus infection), 27| (mumps),
ofgt  F3%(Evan's syndrome), A7FAS A2 FH(autoimmune gonadal failure), A=Y FEH

(Sydenham's chorea), <A+ 9% A< (post-streptococcal nephritis), A dAA 3
(thromboangitis ubiterans), A4  FEZ(thyrotoxicosis), H4 wiS(tabes dorsalis), ™had
(chorioiditis), AW AM¥E ©¥A I5Z(giant cell polymyalgia), %wHd 94 H = (chronic

el
hypersensitivity pneumonitis), 214l Z}Z29<d(keratoconjunctivitis sicca), 34 ZZA= A (epidemic
keratoconjunctivitis), S%A AZF3 3 (idiopathic nephritic syndrome), w4l W3} A®=(minimal change
nephropathy), 44 7154 2 3 E-AAF £’ (benign familial and ischemia— reperfusion injury), ©]&
7] Al#F(transplant organ reperfusion), W% A7FHA(retinal autoimmunity), ¥4 @5 (joint
inflammation), 7]¥A<(bronchitis), ¥ =4 71=/#5 AZ(chronic obstructive airway/pulmonary
disease), TF¥S(silicosis), ©}ZEl(aphthae), ©F~ZEFH Ul (aphthous stomatitis), &M43d A3
(arteriosclerotic disorder), oF2=¥ 22U AUJA]2(asperniogenese), A7FA S &8 (autoimmune hemolysis),
®a A3 (Boeck's disease), HFEEHIZF(cryoglobulinemia),  FEZolE# 55 (Dupuytren's
contracture), W% (endophthalmia phacoanaphylactica), €@ 27] <% (enteritis allergica), 14 A4

4 E9(erythema nodosum leprosum), 54 <FA wuld](idiopathic facial paralysis), WA I=2 F%F
Z

N

(chronic fatigue syndrome), €4 FulE]l2(febris rheumatica), ¥w-2]X " (Hamman-Rich's disease), 7
2734 ¢ (sensoneural hearing loss), W24 B 2R =35 (haemoglobinuria paroxysmatica), “3417]% 4
3}% (hypogonadism), HA 3N (ileitis regionalis), WA ZF(leucopenia), AT HIA=
(mononucleosis infectiosa), & < (traverse myelitis), YA EwtA HANE=ZF(primary idiopathic
myxedema), A1 (nephrosis), 74 ¢t (ophthalmia  symphatica),  SoFEA 1 (orchitis
granulomatosa), #3< (pancreatitis), w4 YA AFZ9D(polyradiculitis acuta), HAAY FIF
(pyoderma gangrenosum), =24 7HA<d (Quervain's thyreoidititis), A 8% 9% (acquired spenic
atrophy), H-°F4 FAF(non-malignant thymoma), W3 (vitiligo), =A-23 S (toxic-shock
syndrome), 2% = (food poisoning), T A|EZ9 HEE Fukst e, WIF-F 2 Ay (leukocyte-adhesion
deficiency), AtO]EFFQ] F T H=ZFo] o3 mi/iEes 4 2 AdA #RSH ddd |99 §jkg, 03d4 g
Tfr% (leukocyte diapedesis)< Rbet A%, thdAd A7) &4 %7 (multiple organ injury syndrome),
-8 H5FEA-visl Z#(antigen-antibody complex-mediated disease), EAFFAl  7]A49 A3
(antiglomerular basement membrane disease), ¥#HE7]4 279 (allergic neuritis), A7FHAA g Wl
1] ¥ 5-(autoimmune polyendocrinopathies), W4~% (oophoritis), 9 HAEF(primary myxedema), AF7}

N
HAA QFA Y (autoimmune atrophic gastritis), w74 <F (sympathetic ophthalmia), FHES A3t
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(rheumatic disease), =% Z% Z ¥4 (mixed connective tissue disease), A& Fa*(nephrotic syndrome),
ol (insulitis), ©hdA WEH FEA(polyendocrine failure), A7} vd F=3F 13 (autoimmune
polyglandular  syndrome type 1), Ad-¥y S F34A7]543815(adult-onset  idiopathic
hypoparathyroidism) (AOIH), A<®W S, d& 5o 44 AW S (dilated cardiomyopathy), FXHA F3EA
¥ u2] 5 (epidermolisis bullosa acquisita)(EBA), @M A 325 (hemochromatosis), Al++%d (myocarditis),
A ZFZ F(nephrotic syndrome), oA 434 @@ (primary sclerosing cholangitis), 3l5A T B3s
4 ¥-8]%5 < (purulent or nonpurulent sinusitis), A & WA ¥H]%5 % (acute or chronic sinusitis), A}
Z(ethmoid), AFEH, s = HFEA(frontal, maxillary, or sphenoid sinusitis), ZAHF-zh&
A% (eosinophil-related disorder), d& €9 ZAFF7}5(eosinophilia), #H &Y 4TSS
(pulmonary infiltration eosinophilia), ZAFF*S7I5-35% 55 (eosinophilia-myalgia syndrome), =&
8 S5 (Loffler's syndrome), WA ZAFPA #H "™ (chronic eosinophilic pneumonia), GthA # ZAFESIH
< (tropical pulmonary eosinophilia), 7]¥A#¥H o}2¥|E7ZF 225 (bronchopneumonic aspergillosis), ©F2=
H2dF2~ZF(aspergilloma), & $AE 8 SolF(granulomas containing eosinophils), oFfZeA|
2 (anaphylaxis), "¥W-3S4 2522 A (seronegative spondyloarthritides), thetAl Win] x7pae 3l

(polyendocrine autoimmune disease), A3 T&HA(sclerosing cholangitis), &% (sclera), &9

(episclera), WA H=u¥  utdZ(chronic mucocutaneous candidiasis), BFE 3 (Bruton's
syndrome), rol7] A3 APvtZ228A Y F(transient hypogammaglobulinemia of infancy), ¥=F-<Eg
A FFa(Wiskott-Aldrich syndrome), EAEH g4 HxF S35 (ataxia telangiectasia syndrome), &
#eHdS (angiectasis), bzl 23y #dd A7MHS D3 (autoimmune disorders associated with collagen
disease), FHE|ZE(rheumatism), 217 A3 (neurological disease), ©ZH < (lymphadenitis), ¢t Wk 7t
Z(reduction in blood pressure response), ¥ 715 Foll(vascular dysfunction), 2 <& (tissue
injury), A83# 38 (cardiovascular ischemia), &7 3% % (hyperalgesia), 41% & (renal ischemia),
&3 (cerebral ischemia) ¥ TAAL FHHeE A3l (disease accompanying vascularization), ¥dlZ27] IRl

ol (allergic hypersensitivity disorder), AF-AI21% (glomerulonephritide), A&7 <&/d(reperfusion

injury), 3184 ABF Foll(ischemic re-perfusion disorder), Al T 7|g} ZF 9 AQAF &4, d=xZF
7122 <4 (1ymphomatous tracheobronchitis), 954 %W (inflammatory dermatoses), 34 A5A HAES &

W3l ¥ X1 (dermatoses with acute inflammatory components), ©FEA 7] ¥ H(multiple organ failure),
+¥4 #H&(bullous disease), A1 & IAl(renal cortical necrosis), =4 34 ¥H+=A(acute
purulent meningitis) B 7|8} T3 AAA 54 A3, AdF R A9k P54 AZ(ocular and orbital
inflammatory disorder), {7 F8-TH FF (granulocyte transfusion-associated syndrome), AFO]EF}
Sl-fx=® =A(cytokine-induced toxicity), 7Z]WZ(narcolepsy), =4 To 93 (acute serious
inflammation), WA WX 9=(chronic intractable inflammation), A1-%%(pyelitis), &= W9 vjth=
(endarterial hyperplasia), %3} W% (peptic ulcer), A (valvulitis), @ A== (endometriosis)

SEEEES

o A ke A, A7 Azt oA AW EFH (graft-versus—host disease, GvHD)I} Z& o]d-3d
G

H
27T = gl
Agtolth. g AN el w2, GVHDE FA GVHDolth. ® vhE AAgEo] wh2w, GVHDE= $HA GVHDo T},
A9k B WHE A8 A EewEdEHEE

(e}
E v
1A ZwEdE S ol 71 vkel 22 3-NKG2D A

AHEEhE WS AlFsta, o s sgitt
2o AEE 8ol "EFSth(comprise)”, "EFFTH(comprises)", "EFFal=(comprising)", "EFH3r}
(includes)", "¥%3}=(including)", "Zr=(having)" % o]E59 8L "¥FsAut ol A A &&=

(including but not limited to)"& &n|gkc}.

¢

FeEl ©5g ' R Cthe't Bulol @usbl @l ANSA @t ¢ B5 Fxods
o2 3

1
2 S0, £ "3A(an antibody)" Hx= "HoJE 3}}e] A (at least one antibody)"=
1
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A5, o 5o, 1, 2,3, 4, 5 % 62 PANCE ANT Ao FH ol Bk, ol WS o
S

S W97k Bl EAR wehh, ol EAE Wel Wl Qelel Q88 SRS EE 4 ZFHE A
& olol@th, AL EA SAsh A2 A 549 H91/Akole] W9l (ranging/ranges between)', X Al EA %
AzRE A2 BA FAAAL W E B FHow AgH, Al D Az EAE 54, % 1

Afole] RE R 9 A4S

l
2
ry
>~
=

ol
o

= SEZE L A%e] "oh(about)"Sl AHEel Sl8), B @l ® the AAFHUE s A
o olfelrt, RE WAL EBAIN 2P st & AAFHAM, G0 e EAE £ e 24
of WIIRNE 0.1-56 Aole] WAE APk, E the AAFENA, gof Tope HAE £A EE £
WAZTE 1 UA 106 Atolel BAE AP E e AAFHAA, Fof Top e EAE £4 EE 54
WemRE A 0% WAE AYBh @ ANGHeIA, Fo obe HAF £A EE 29 WZTH
£ 1050 BAE ARV, E OB AAFENA, §o e EAY R EE Rae] WARYE + 549
A4E Yt
gel QolsA @t @, BAGA ASHE BE /1E4 R/EE A3 Golt F-NKGD FA % ol §u7}
S8 7% Bobel B9 Gusll o8 Augow olasE A FAT AvE etk BA AAE R
3 HASAY BB W % AT BNGD A L ole] §Ee] AAgre] B = A g F
AR, W L/EE AR olsll APEL FEss 4%, AoE EFW 53 WAL} @
EE, A, W L AAdE gAY ol wEA AgsteE e ohith Relel AFd 2R3 BY ®
tOE e ARe] B gz xgac
Bl ANE HlM, FNGD FA Ei ole] Wolg Axskm AgIHE Zael wAZ JAHG. ¥ HY
e AL Aol ohvl, JiEel Ms, WARe 4, U e WPES ¥ dwe] FNGD FA L o
of gxol W9l Vol Qi Aoz olsld Aelth
W s, Wle) AAgEe Wel A A4 FNKezD BA L ele] $me 54 SAo] =@ w2
Aeiel A xRl ATE & e Ao odHrh, W, 1ATE 8, BA AN Fee] Wetolq )7
S PNGD FA R oo o) U AL EP AER EE 9o 48 FAzPoR mt Y-
NKG2D A % oo Gl qlele] the AR AAgH] AR Ao ATH F vk, e Al
% AL oleld 82E Qo] FAT F Yt @, olud AAges 2

2

(4
ut}
00

A A
AA¢ 1

NKG2Del Thgh mb--2 3jolBe|ent G238 FA A

2

E3: vk stolBe|ert 7]ES ARgske] NKG2Do tidh dEE FAE A8 9%

2~ FlojH e Enl F-NKG2D Aol 4. 3-NKG2D 3A= Balb/c 2 SIL w22 NKG2D-ECD-hFc(<l
¢ Feoll §3td NKG2De] A|Z9] Z=uo)Z wodgstozyn Autydrl. 88 A dsar ELISAY <& A
71 AT E-AE 1 2 AE-AE -2). 22 q7tE Zte wYstd ve-22REH g AXE v
S8t Eold FAZ A= slolHEntE WA o] AlEo] Ed
3 Q17 Feoll §%E NKG2D-ECD w93 (NKG2D-ECD-hFc) 2}2] wk-g-Adef ]
ELISAol <J&ll 1A} 23 2d3star NKG2D Zhrd Alazebe] wkg-Adef ojsl] FACSel ofsl 23} == edslaltt. =3 #
35 918, FACSOl ok x4 A &Adel sl the] stolBemnt FA NS Alg kit

A FhEE AEE 06U B4 F2EA Selo|Eo] W stolnelwv MR e BB FYA
wepstgich. 0F AEE ANStn, FY BALY 28 FAS} G Sk o4 FEA, wEA @i
FAG ALY PR ALE Agse] BN AT (SR wHE) WA FA b BH anas
SojHom QaseAE FAAsidtt. P ES HAs: A 40l os) Fzdadr. 1238 §% ¥, 5
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°of gAE Aitsls FA FEE FQIskaL ELISA B FACS ofs] M=l

7 s= WSt 5, @H& ELISA % FACSel of&f Azt <13t NKG2D-ECD-Fe(Q13F Feell §31%l NKG2DE] A
x| = sl Agstti(®E 1. E lacl YERd wheh o], Balb/c §& = SIL &9 Al
g AD(B) 1% - G Aol A=A (PB) A= vlarste] ELISAA ofsll 911+ NKG2D-ECD-Feol thaf ¥
4 97k Belth. = b CHO Aol @l QIZE-NKG2D/Daplo 3 CHO AlsEelM 2kdE cyno-
NKG2D/Dapl0°l sigh Ald AHE 1 47be] A4 34 & YfSdhs Wi CHO BEAIZAM = wkgAdo] figih. SIL vt
$-223= NKG2D/Dapl0 CHO Aol widt A& AAPE w Balb/c vhf-2ol Hls) o A5k 2
AR P (HoJE = BAIFA €5)& 7R AlE-AE 200 o], = SIL#8748 R #8749%
vk, 14 =38E A AF NKG2D-ECD-Feoll wigh ELISA®] o)t A &85 2¥sly] 98 A
FEEAeH, QR Fort &4 dxw o Agsigint. aat wked Ast7] 9fsl 17H-NKG2D/Dapl0 5=
= cyno-NKG2D/Dapl0& @& sh= CHO AlZol dis] 23 2388 F55%eH, (H0 #5 A2/t &4 Yz
= Agsidnt. 13 24960, 22F 23S 9l 103719 25 At 22k 23 s F7R A
vaRddE g0l Wsjxlen, Ao 18749 SEo] s 200ml 2 R @E A GAES At =
2= ezt 229 ZAES vepd

_]>~

3}
s
EX=e]
=21 =

Olt

29k QAAZF NKG2D iAol 3t wf$-~ @EFE slojHgl v} AL ELISA ¥ FACSOl 93t 13 9 23} ~3¢
9 3 27k @ cyno NKG2Dol Wk ESold A4z el 07lel E2& ALY, olE FES FIE
1y AA " BAEn, A 55 EAsle Y

Ao 2

QIZF-NKG2DS| %t wl-§-2 stolBErl HEE A AY 543t

23 Agtol| o|gk NKG2Do| ek vl GEE AbE e, AA 2 5A438k517] 9%

Wy slo|HelEn) 229 wd B g4, 7heks] wElA, ~0.25-0.5%10 7] AEZ 100nL A A 6 (5o

B vk-SFM + 2.5% FBS(Low IgG))& v SdE & Wl zFskar, 37Tl 14-162 &<k 300r/h HE=
28 g FHolAM 02 =74 glo] wldstint. 2%, AE S 350mL FAEE7] Hel &3 3,220g, 4
oA 15% FoF AT o2 0.45um o3 HAE= oHyste] AE L AE JAS AASHT. 25 8
FANS st AAE A8 Abd-d3dste el A Jsd AR Al Fetekalvh. FAE sCv(A" &4) ¢
4% dFH0. I NEERYER 945N pH 3.0002 AHoAM EFAI)aL, Trizma F71Z FHF pH 7.00=2
F3AIZ Th 2-8Tol Al WAl 100u] &F &2 <] PBS, pH 7.40] tfs] F438ta, A= b 8]S4 0.22um
FA] R it o 3sigith. 1% XM]% FAE EF ko] AREAIZEA] 20T HE= -80TColA A 7gst3it.

FX gago] st ELISA A3, 7veks| walA, %4 w9 NKG2D-ECD-FcE 0.7pg/mLe] HF 5= PBSY
3|4 A17]aL ELISA iaﬂ o]E(cat: 9018, FFUA Corning) Zol 100pL/de =3I O/N, 4TolA
wjokslth, ZYo|ES 37ColA 1A17r &<k PBST 59 1% BSA 250 uL2 2}e+élar, Biotek(Elx 405)S Al-g&3lo]
PBST®E 43] Aﬂmﬂﬂ} EE AE I F4stal, 100ul/YE A" FAE Feo|Ed Hristar, 37TolA 14
v wob wjkstar, PBSTZ 43 A3k, 100ul/9 G4 vk~ IgG(Fab 50]%)-HRP, (SIGMA A3682)
1:10000& #7bskar, 37ColA 0.541%F &t wiFatitt. PBSTR 48] Al#g ¥, 100ul/de] TMB 712& 7}
tar Ao 57 For wiEth. WSS FEE7] 8] 100ul/4e IN HCIS HUlesith. ZdloE
450nm oAl ELISA S olE 57|85 AFEsle] #5381t (7] 7] SpectraMax Moe). do]E] #4412 H[AE
A(FH A3)S AFLEF O ZH Graphpad prism 5 A2ZEO]E Algste] 38t 22(E%A) vs. Hb
25A= A s=@Dela, g2 0D gholtt.

Py

E
3]
2
[}

A gk FACS 3. v A, dE wjdd AEES A3 FE8H TryplE #E & (cat: 12604~
013, &5UA Life technologies)”} 48 Aol {2 AEES A3A|ZITh. 1000rpmel Al 58 FoF A BTt
NG WA, AEZ FACS $FN(PBS £ 2% FBS)ol 2x107/mLe] FE2 AN 7|1 ZH o] Ed] 100uL/
do] AL dENS zq7}?5PE}(cat#3799 T+ 9A Corning). ﬂ o|EE 2000rpmell Al 5% sk WAl shaL,
et WM. 15 100 ul/4e] Tribody AlE A (400nM AW av) 84, 0dE EFE 83l AEE Al
HEAI7]3L 4Tl A 60% S<F SHolES wgatglrt. Sd]EE 2000rpm, 4Tl 5% S9b AT st &
Aol Wk, 2§ 170 ul FACS E o2 AZE 33 Hléio}i, 22} AE ARSete] 100ul/ D2 AHAEA
7131 o) oA 4TelA 30% Fb wigstgitk. Zelo]EE 2000rpm, 4TelA 5% Feb YA stal 4
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NS WHTE. TIF FACS g5 o = AEE 33] AlF skl FACS verse® &A1t}

ELISAC] &J3F o W EZ HlY, 2has] Wajx, &4 IAE 1png/mle HF FE=Z PBSo| 8]435}a1 ELISA o]
E(cat: 9018, &FYA Corning) Aol 100pL/9g Y3, O/N, 4ColA wjFatt. 37ColA 1A H<H
PBST £¢] 1% BSA 250 pL&2 x}et3st & d#e] Fxo| H ¥l &9 hNKG2D-ECD-FcE H7b3sttl. 37ColA 1.5
Az FF vike ¥ PBSTE ZHlolEE 33 Al th ZF ol 100 ule] ~ESEH|D-HRP(cat: S5512, &%
AA Sigma, 1:10000)E H7}gc}. 37 coﬂxi 1A17F B¢t vjoks & PBSTE Zd|lo]EES 43] AlF3t}. 100ul
4] B 71d& H7kstal A2olA o5&t &b wiFsta, 100nLl/¥e] IN HILE WHE-& FR3I5t. FHolES
450nm 3pFel Al ELISA EHolE #5718 AHgste] #5310}, Graphpad prism 5 X E & AME3lo] &4
o] EC80S& zti=t}.

Foh . 307k

2 mAb IHE ZHolEo ZAgslr] el dildz E3tE mAbe] A4 34 AA| ol A3
NKG2De] ¥4 %Zﬂe lpug/mLe #HEF FE== PBSel|l A A]7]a ELISA Z#o]E (cat: 9018, ¥FAA Corning)
o] 100uL/Le FEETF. O/N, 4ColA wjFshc}l. 37ColA 1A17F &<k PBST <] 1% BSA 250 uL=2 st 3,
EC80¢] W2 &z}l 3¢l (2] ZM 50ul H7h) 3 ﬁxﬁ A (40-80m) A A, 50ul H7H e EFES HIrset. 37
TollA 1.5A1%F 59k vjdt F PBSTRZ ZEo]EE 33 A E thd Zh dofl 100uLe] ~EFEM|T-HRP(cat:
S5512, &34 A Sigma, 1:10000)2 FH7}gic}t. 37 CoﬂH IAIZE ot vjoksl 3 PBSTE ZEo]EE 43] A3
o, 100pl/Le] TMB 718 & Hrbstar A-2olA 53 &<t wiYkettt, 100ul/&e] IN HCIZ W& TR}, &
Yol EE 450nm TFol A ELISA Ed0lE I57]E AREalo] d=53igitt.

~

>

—11:!36

ZF: = 3 ELISAY] 98k NKG2D-ECD-Fc &-o t)at AAlE mAbe] A3 Ueldth. mAb 0198 A|9s}a, o
E A E Alolol A 0.03nM WA 0.6nMe] EC80 #t H$7F B2},

E 4= A3 71E529] PBMCEH-E AA® 13 NK AlE 89 ofyg} <17+ cyno NKG2D/Dapl0S 24 3}+= CHO
o tek Aeld AAE mAbe] FACS 2&S yehitl. = 40 YErd vpel Zo] AAE RE mAb: vhd W9
9 M3xE D G502 CHOKI-hNKG2D, CHOK1-cNKG2D = x} NK Al Zol] tial 23 48 ngih.

¢17¢ NKG2D/Dapl0S & sl CHO Ao thdk ~0.4-3.8nM ZA3e] EC50 zk H97F #ZEAT(E 4a). %A}
3HAl, cynoNKG2D/Dapl0S & sl= CHO Ao sk ~0.7-8nM 23] EC50 %k W97 #2HYTHE 4b).
2k NK Mol gt A8S & AgEE 7 /A sRE ode WE BE mAbolA &% &4 48 i"ﬂﬂr

(X 4c). CHO #-2 AEolM = Aol HEHA okt (dHelH = FAHA &+

X 5% ELISAY & ald oy EX njyd B8 Qo3 Aot} ELISA ¥4& S o] o5 oyEX
QoA F3te = 4719 7S Agksith: 25 134 A44)2 mAb001, 002, 003, 004, 005, 006, 008,
011, 013, 015, 017, 018, 0208 met}, 28 2(Y A&EH)E= mAb007, 010, 0148 Reth, 18 3(AAZHEY
A)L mAb012, 016, 0192 Roth, I8 4(9 FA)E mAb009E Roth., %A ERT Abe BE IEIE A
o] &rt.

[0 NKG2Doll that 22 34 (mAb) & stolB e wnl 718 ALgele] AFow AALT. 207 &
& g9 "o‘}i Edsletqitt. ded mAbE F7HE Edsta stolBgEnr F20 &) AT mAbE F7t

=]

r _1

2 AAS, MS(Mass-Spec) & A, NKG2D-ECD-Fc a+¢lo] tldk ELISA ZAd 2wk ofuz} <1z 2 cyno
NKG2D/Dap10-S &l ali= Ao tldk FACS Aol tis] EAsela, npxjuto g FLISAY <3 o3 EX u]yo
s AlEste] 4719 W 1FS A ST

AAe 3
up-A ol B Z=nl BFE A A/FFY 75H HIt
£ (D107a ¥ IFNg 34l 2|38k, 12} NK A|l3Eo] thdlk & NKG2D mAb Z Al AJ/F#H NK AE S I=

Bt A

vy has] e A EasySep™ 1k NK AlE whg] 71 E(STEMCELL, Cat-17955)E AM&3le] A7 7] 523
FHE PBMCER-E] NK AZE wheldol. 10%FBS 2 100ng/mL hIL-2(R&D SYSTEMS, cat-219-I1L)E i3+ RPMI
1640(Gibco, Cat-A10491-01) .2 NK A|ZE 29 Z9oF FeEA 71T}, A2 969 Z# o] E(Cat-3599, Corning)ol

Q3o ol 7tuAFAZ v 4TolA BHA gt Z"E FeolERRE A NS AA vhg 200l
PBSE ZHoEZ F W AHT. A2 NKHNES 500gol A 587 QAR se] &atar, NK AlX A= vjx
(RPMI 1640 + 10%FBS + 20 ng/ml hIL-2)2 A% ¥E2 5x10 /L2 243 TS 200uL/9 NK AEE Ab 28
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B Zgo]Ed H7}etk. APC &-(D107a(Biolegend, cat: 328620) 2 thZ(0.5uL/test)S ZHzZF NK A Ed
HEg Hrkgith, EdolEE 7H5E 5% €0, th7]olA 37TolA 4A17F &<t wieksheh. [FN-3mF 58S 9% &
Aol & (D107a SRS 3% AXZS 42 43k, (DI07a =3 AL S FACS Z# o] E(Cat-3799, Corning) =
&7k, 200uL FACS $+5o1(PBS T2 2% FBS)C2 AXE F H h&ﬂr. APC-3-(CD107a, FITC-3-CD3
(Invitrogen, cat: 17-0037-41) 2 BV421-3-CD56 (BioLegend, cat: 318328) % XS ZHZF NK Al S e
of H7}ekar, 4CelA 1A17F et AEES wjekalth, 200 uL FACS ghEoo = 2x AlE3 5 100ul Wzh PBSol
AL AHAEA T, NEE o)F5A A8kl FACS(FACS Canto II, BD Biosciences) #4& &) AxEES A=3h
t}. IFN-7vb =4 IFEN-ZFvbks QIZF INF 74wl DuoSet ELISA 7] E(RED, DY285)8] TR EZo| wel A s},

7Fas] @A, PBS 9 AE wRo 3 FAE 969U wlo]A R Z 0| E(Cat-9018, Corning)ol] B &FaL RTol
A A kel 3x AlE $, 300ule] AlSF l“ﬂ](PBS =9 1% BSA)Z ZH°]EE RTAA Hojx 1AZF &
ob abdsit). 3x Al F, Al FAA Fo HAI A4S e 100l AE B BTE2E HUbska, R

A 2N M. 53 A3 F, A48 BT A 100 ulE 4G, KA 290 L AEt. 3
S A%, AEEIE-EP Bl 49 SI49] 100l A7k R4 208 Be vekan. 53 A7 .
100uLe] 712 §o19 A7kaka RIIA 205 9k wjeFaich, 50uLe] A4 £ @7lgch, vlo|azZeo)E
BE=7) (Molecular Device, cat: Spectra Max M5e)E A}&38le] 0D50& =3k},
A7 £ 62 (D107a &3}t wlALY F4d o3 = IFN-7nk FHo 93] 274

mAb(10nM HE+= 100nM) 2] AFA] NK AlEe] &8s el 84 eldAgd2 IN-1060 $A dix
IN-1091578 i<t Tribodyell ofall 27 ol ol &A= ATt. &3 2|4 (D107aNK A FA2 vk
IgG T3 vlaske] FACSe] o1& mib AFA SAHEUATHE 6a). AEH mAb 5 107]%= ELISAS] ojal] 3 o)
oA ZAHE IFN-Zvl BH|E 2313t (= 6b).

LF: 2079 AAE FF-NKG2D mAbE A R LSl o3 54358%ItE. AbE o5 A7 &4 #wk ofz)
NK 8A 3 A4S 752 992 wizg. ZF 9ol sy 4709 mAb(mAb 001, mAb009, mAbO10 H mAb019)

£ Mass-Spec .2 gQlstaL(HolB &= FASHA] &), Tribody ZHAlEo] E=dstar H7latr] 91a) A€ o] &9
—5—@011 7|Qkate] bR A Esigint.

A 4
g2 FlolHEEnt GFE Aol o3 NKG2D-MICA 4528 Aae] A/gAy %7}
£ 8- 7r= NKG2D-MICA g5 2H8ol tieh AAE mAbe] At A& A gy Brstr] 9.

+

] g ELISA 7]9F RBA: 34 whw A (NKG2D-ECD-hFe, ZE: 20200413002, CP)S 1lpg/mle HAZF 5%
PBSoll 3415}k ELISA Ed|lo]E(cat: 9018, ¥FH QA Corning)oll 100pl/ AL ZESTE, O/N, 4coM HH
. PBST 59 1% BSA 250 uL& 37TCelA 1AIZF &<t Abekgh 2 300nMoll Al 1:52 A%k Mabe] A& ¥
(600nM AAl, 50pL F7H) = EC80¢ <1z MICA-His(2u] AlAl, 50ul F7he Egd&ES @7}?&4. 37 Coﬂ/ﬂ
1.5/ 7F Bot mjoksr & PBSTE ZYolEE 33 AF3 te 7 Aol 100 pLe] 3-His-HRP(1:5000)2 Z7}3kc}.
37TAA 1AIZE F<t wiget §, PBST= i‘u’ﬂO]‘fE 48] AA3E. 100uL/4e) TMB 714S #H7leta Ao A
51 Fob vkt IOOuL/%iH IN HCIZ wr8-& 83, ZEo|ES 450nm 3ol A ELISA Zdo|E #57)
& ARHEste] #E3GIT.

Z#: mAbE NKG2D-MICA 32285 Adsls T dia 243tt. & 74 Yepd vhel o] 1050 o=
olZzE A& HYE 1.4nM-8nM$l ¥HA | mlgGl &4 tiRTAAE A Do) AFE R &),

o

l—(‘o

2 AW BE mAbs NKGANICA S8 A-2hs daatgel v@ A #4e e

AAld 5

Q1ZH-NKG2Do| thgt vl SlojHElevl S22 HE FE & AIF NKG2DE AHE-E 712} Tribodye M=%
Ak

Z3: % 8a-boll Zt7Z} oA HEo] Edo] EIE AW 2020/2258055. 0 o] Holl ZAE wpe} o], AMEld
gF-217F NKG2D mAb(mAb 001, mAb009, mAb010 Z mAb019)2] m}9-2~ CDR A E<S Tribody/ProTribody ZHA|Eo =
5ke] & (D3 Fab, & NKG2D mAbo] w4 2 3 & NKG2Do] 9@ = 7A€ s5e] 7t Avs BT},

WY SlolH ) XY, (reke] waA, AeE by wEE stolH e mul AE(-1x10)E NucleoZOL Al
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(MACHEREY-NAGEL, 740404.200)°] X =2EZo] we} A RNA @el& 93] F33F3lth. SMARTer® RACE 5'/3'¢]
71E vwisdol wal oDNA 43S 18] HA RNAE AF&SFIAL, A1 7Fe cDNAS A& el 729 Zefolw &
AFESEGITE. PCRE F3 B A 7M1 998 S5A1717] Hdll, 3 cDNAE FHo = ARgetal, v [g-Z
gholm] A E(Novagen, 69831-3)2F-E 9] Xlo|uw g {dA-5Fol# xztolm(GSP) = AHE-38ITE. Ade A7|&
zb= PR AHES FH3sta 71E9 o] wEh NucleoSpin® Gel 2 PCR Clean-up(Macherey-Nagel,
740609.250) 0.2 AAlsta, TA F29d 4 Aol H-838k3ith. NKG2D-mAbe] F2 2 A 7pH (VW £V
L) ofdl 711" vk} 2ol Tribody ZAIEZR F2Q 3 th3 ELISA 2 FACSOl <l NKG2Dol thst ZAglol| of sl
543}ttt

AR oY W FelanE A Aol A FAHC) 2 A L0 dE ZHY AES DNA 4 2 PCR
of osf Ak, ololA EfFH AE AzHelA Tl wES 98] pCDNA3.4-7]%F E2}2~H| = (Invitrogen)
2 AEIFEYSGT. A Te R, I wWE o A AES DNA AlAd o 183,

HFEo] FA HAEC] 2. Tribody/Pro-Tribody Aol YA HHL PEI WS A&t &5 ol& HC
2 LC ZAE(Tribody 8212l 49 1:1 HC/LC H]& & ProTribody d219] A9 2.5:1 HC/LC H]&)<S CHO Al
IR ¥=-34 03/\]74 Saatott. 7raE welA, 3L A8 ekl o 5.5%10°/mle] CHO AlE 1LE %
F2 ARE3ar, 100ml OptiMEM ®§A](Invitrogen) v«] DNA lng/P PEI 4mge] &3=S AXo H7lsta H=
HA 3oz 1 FARAS AT 1% AE 120rpm, 37T 2 8% COolA mlg7] xF7]elA 8-104
Qb wFetsith. HE U 2F32 FE2 AX d2E 2 AEFH wE) 24430 ¢ 2 O F 2-3Uvit 73
Shlth. Al wjk2 AlE AEEo] <B0%= AT 8-10UA FESATH. A WX E 9N d AAE Y8 5

gah3it.

>~

5ol A FFAEe] A Hsd ARwEIHS B SECHl ofF ¥l AAl= AKTA =5 7171(GE
Lifesciences)E AF&3dto] 3l tt. Tribodyd 3 EHE 83 AH MRS CaptureSelect™ CHI-XL 3
3 wlE¥ 2 (Thermo Scientific)e] ZA™ol| FHAIA G435 ekl A(25mM Tris, 150mM NaCl, 5mM
EDTA, pH 7.5)% ZAHAS A3 & dWlAS 4Fd B(GOmM AEZAYEE, 150mM NaCl, pH 3.0)02 &FA]7]
L, SA1/6 &2 ol DM ok=7]d, 400nM 41%F, pH 9.0) 2 FSAIZTE. 15 Fshd AAE oA
S Amicon 30kD &F7](Merck Millipore)E AFE3}e] 5-10mg/mlZ FF3FaL, SEC £F51(200mM o271y
137mM < A14F) 0.05%Tween-80, 150mM NaCl, pH5.0)% &3} Superdex200 ZH(GE Lifesciences)ollA SEC A
A5 AN, 4 Tribody 28-S F83 g 5% EATZ2(146mDE F718kdh. ®2 TribodyE SDS-
PAGE % HPLC-SECE AH&-3te] #A13k3itt.

_|_4

< 5

HsEo] A AAE-O] SDS-PAGE #47. tribody®] SDS-PAGE #A1S ou]-Fx¥ Zgolmoln= oA &
2 w3 278t Fasttt. s @A, 2ug Tribody AMEZS 70mM DITE H7bstAY HobshA A
NUPAGE™ LDS A% 9+l (thermofisher-NPO008)oll ola] &3Falgivt. 25T £ 90°ColA 108 Fob wjoks
IOz W gaEzx e wuld ZFEA(BI0 RAD-161-0363)S Ad| Felsldtt. ArdES 120V A3
Ao Al 1x E=-2A-SDS Ad 4FTNS AFEste ATt A7ldEs -, FukA] &5 (Coomassie

blue) & AHE3le] & WAl AAsta &aA &N (10% oFAEAL, 40% WEehe 2 50% &)o=2 dAAEdt. &
A AL A olu A Al (Tanon-2500R) &2 =703}l T},

MsEo] g RAE o] SEC-HPLC #4]. 214 SEC-HPLC+ Shimadzu LC-10 HPLC 7]7](Shimadzu Corp.)E AF&
Fod 42803ttt Img/mle] 201 ME2 Superdex 200 Increase 5/150GL A (GE Lifesciences)ol] H-3}3ic}.
o] A4S 0.3ml/min, 15mine &0 & 2xPBSSTH.

Tribody ZA1E-2] LC-MS #4]. TribodyE A-<oll4 ACQUITY UPLC BEH200 A, SEC A# (Waters 1.7pum, 4.6X
300mm) ©. & #a}é}z ESI-MS(Thermo, MS-B20-03)2 HZE3IATE. ol&d4- 0.1% L 54k o EYE-(75:25,
v/v)elal fr& 0.2uL/olth. A BAHS Gol2oA Fdatgltt. A% ZAMY & wiuss v
7 2 %H 17500, =70 W¥$ 1000-5000m/z, Z~2~ Wl CID 60eV, ¥|& 7}~ #3F 30L/min, ZAY &%
350C, #5 A 2.5KV.

{0

o]

Za: AeE zF pAb F2Y T 7FA Hol A (IN-1244/5% WEEE mAb001, IM-1246/7% thESE mAb009, IM-
1248/9% WHEEE mAb010 2 IM-1250/1%2 thHEEE mAb019)E veERHE 8709 Tribody ZHAlES

o] EA(XE 8a) T HA(E 8b) dtol X 8o oAld ukse} o], & (D3 Fab, & NKG2DS] @
NKG2De] & 2 4% A5l 7lvlel AbE A =S AAEAT. & 8ce AAE Ab BAE AAS] A

, 24 &=Q

i

il
A, 23
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3k, o] 7|4 L-HE 3 NKG2D 78 Z¢9 ARl 3% & NKG2D 7FH A =S velar, H-LS & NKG2D 7F
=49 skl gw 3 NKG2D 7HH AAS yebdith. ZF Tribody #AFe] @d ¥ HC 2 LC Tribody 2HA|E

Agste] @ BEAE A, o)A HEAY(NR) Z7olA SDS-PAGEONA #Hze T FQ ~100kDA thY
A R) ZAA ~50kDag] o]F Yoz FAEHE 9). & 95 ZHz; IN-1244-1M12512] SDA-PAGE l?—éqg
ERH, o 7] A% el kDa(M) %%’M wAE JERa, F7F gL #dd 20 RS YE A,
% gole v-3dd Z=AMNR)E YeRdY. = 10a-hes 47 IM 1244-1M1251¢] SEC-HPLC #41& urehﬂuq, 2]
FEAY s Mo R g o4 Mwel Al AR A A Sk ~6we] AR AZlel A v HaE YT

o}

HE: NF5o] Tribody WolA7} Aoz Has s AU,

2 o (B of

AA ] 6
NKG2D A= @lde] tig Tribody A ZAIES A

£ ELISAS] 93k NKG2D A %3 whwldo] ok @ FACSol 2]3h wt ZAgtsl NKG2D v}z -& W& als= A ¥ o
3, wpex Flo|HEEnl FEoRHY aH% g 5T4ScFv =m|9l, & (D3e Fab =m|ol 2 & QIZINKG2DE
¥l Thge Tribody @A ZAES AF a5 A8 AT, g A5 CAP vt=F A4E, Ao 7ks
st YA, v-do g7, ¥y oly E‘Xq olAol Ao thsk A7t Aol =3} Tribody/Protribody 349
& 24 xR A&ste H-EdHold AAlolA Ade 49 4 Tt

o T3z AlZol o Tribody @A 2AE9] ELISA 2 FACS A

o

dg

g

D7) Ao 26l Z1AlE wpep e @

Z#: &= 112 ELISAol 9§k NKG2D-ECD-Fc ©@uide] digh A3l diz] ddd AF5cl AE 48
Y5 eeh. NKG2D-ECD-Fe whdo] gk A3gt EC50-S IN-1244(2F )] 79 2.6nM, IM-1245(2H2 AMzHE) <)
749 1.1nM, IM-1248(ZF2 mFER)9] 79 1.7nM, IM-1249(F )] % 0.7nMe] Wb | o abgl vpel Zo] &
A HZF Tribody IM-1091 NKG2D E¢3Wo] Wol A (2 nlExr)d e Aol #&AHA L= 11).

E 12% FACSol <Jgh NKG2D-T¥d S L&k Axo] gk Ao sl ddd 4F50 AAE 245 53
o, <9Izt NKG2DE ddsE CHO AlEo] ek A% EC50-2 IN-1244(FE 94), IN-1245(F2 AHZHE), M-
1246(24& AF3F AHzbal) ) IN-1247(2Ze 813k AHZd), IM-1248(FFe wbER), IN-1249(2 ) 2 IN-1250(2
ARzZEE)ell We) 22 8.6, 7, 12, 2.5, 4.9, 4.7nMo1g>ir:}(E 12a). cynoNKG2DE &3l CHO Aol djsh
A% BC50S  IM-1244(FS ), IM-1245(FS AZHE) | IN-1246(2Fe AsF abzbdl) ) IN-1247(Fe 83k
AHEE), IN-1248(2He mRER), IN-1249(F ) 2O IN-1250(F ARZFE) el disl Zb7F 21, 13, 15, 30, 5.9,

Al

5.3 % 2.30Me]JATHE 12b). IN-1251 EC50 #h(Z A3 4H243)S A& 7FsatAl FAA, a3tz 54 =
i Tribody IM-1091 NKG2D E<¢i®io] WHolA| (& U}%E)oﬂ ek Aghe #AEE A k. IN-1060 (2 &3k A7)
F)e A thET Tribody=A AFREQTE. CHO F% AxEe] gk A HAE=HA| skrh(dold 3FA] <
).

FE: Aoy stelugEnt FEOENEH AIEME v b Ay 2 FHE ERletal scFvE H3stal
Tribody A& Z=4ste] 7]vlgl TriBody A5 A3, ol X5 2d, A D ZF 4 93
F7t2 BEAglstelon, Q17 NKG2Dol| tidt Ast 5Ao] fA8S BT

1ol vebd mke} o], TriBody @2 WolA 3 NKG2DE T49 71w} Tribodye] A NKG2D wh =
f‘& AFE FASIAT. A, E 120 YERH nke} o], Al WA 17F H cyno NKG2DE EF I
sl AlFolME Aol AUk, 22 mAb 001, mAb 009, mAb 010 = mAb 0192 YEMNE Tribody IM-
1245, IM-1246, IN-1249 2 IN-12502 A/ F#H 7152 4 98] F7l2 AgdA).

é[—l‘l

AAd 7

Tribody A ZAE] AJF &Y 7154 B7t

23 oA Lo EAstol A AE 7|Z=A=2E ] 12} PBMCO] W3+ Tribody Wol o] o3t A3 @) &2k o]F
A NK-HE dA3E Frlstr] 9.

Py A AEE] EAEt A NE A Z43). PRICE 109FBS % 100ng/ml. hIL-2(RED SYSTENS, cat-219-1L)%
398k RPMI 1640(Gibco, Cat-A10491-01)& 29 Eot HEA 7T, A= 3. 50004 58 EoF ARl
PBMC % ¥4 AE NCI-H226S 4838}, 24 5N (RPMI 1640 + 5%FBS + 10ng/ml hIL-2)& Ab&3le] AlE
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w2 747 4x10°/mL 2 2x10/mLE 2R the BT H]SS 20:1% sto] 37 969 = o 77} 50 L
PBMC &EFed 9l 50l NCI-H226 AEHS 7psic). §4 gFdo] gaw A (2+)E +8]sta, 100pL/Le
Hryetm, 838 &£33rh. APC 3-CD107a(Biolegend, cat: 328620) @ thZT(0.5uL/A )& MZd HE

ZHUEE 7hFHE 5% €02 th7]olA] 37TolA 4417 Fet wikstch. mief &, Zo]EE 250g0lA] 4

PAEska, AH AL BlE]ar, FACS €59 (PBS+2% FBS)S Abgate] BE A|ZEE FACS =9

2 23] MFHe 3, 100ul FACS €& ulel FITC-3-CD3, BV421-&-CD56 %

APC-CD107aS #7}8tar o] F& 3ol 4TolA 458 &< Zeo]ES wddrl. FCAS ¢F Aoz 23] A
%, 100l ¥Z PBSE AEZE AFdEAZITE oA FACS 4 S A8l AEE A&,

o
o
(m

o,
(m
fil

fo
w
£
3
7
e,
o
12
o

Z#: 300nM, 60nM, 12nM 2 2.4nM(1Zo] A QEBZ 0 7)o t}ekdl Tribody(IM-1245, IM-1246, IM-1249, IM-
1250)¢] EAstellA, B33 S22 e PBMC, 2 5T4 ©hdS W sks NCI-H226 %% A|lES 5%-
vl o3k & (D56tgated NK AIE kol A (D107a MFIol <& 4w niel 2& 60-70%2] 2437 B-2H v
Tribody®] F-Alstol A= 30%] 714 @87t ##=Ack. NKGz2Del wish Z3te] F53 &4 dlZ Tribody
IM-1091 NKG2D E<dw®ie] ®WolAolAE 35-40%9 X} w2 437 BEHAnt. IN-10602 4 iz
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mAb No. 2E A
1 19D4C6
2 20F11F1
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4 26G9D9
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12 38H4HS8
13 13G5G9
14 25E2F4
15 1H4HS8
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17 33F10D6A9
18 4C12A11
19 31H4C2
20 20B4F3
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. 300nM
. 50nM
- 12nM
- 24nM
. OnM(no Ab)

EEE
SEQUENCE LISTING

<110> IMMUNORIZON LTD.

<120> NKG2D ANTIBODIES AND USES THEREOF
<130> P-604135-USP

<140><141><160> 42

<170> PatentIn version 3.5

<210> 1

<211> 121

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide
<400> 1
GIn Val Gln Leu Val Glu Ser Gly Gly Gly Leu
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe

20 25
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ala Phe Ile Arg Tyr Asp Gly Ser Asn Lys Tyr
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

Val Lys Pro Gly Gly
15

Thr Phe Ser Ser Tyr

30
Gly Leu Glu Trp Val
45
Tyr Ala Asp Ser Val
60

Lys Asn Thr Leu Tyr
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65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95
Ala Lys Asp Arg Gly Leu Gly Asp Gly Thr Tyr Phe Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 2
<211> 9
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 2
Phe Thr Phe Ser Ser Tyr Gly Met His
1 5
<210> 3
<211
> 14
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 3
Trp Val Ala Phe Ile Arg Tyr Asp Gly Ser Asn Lys Tyr Tyr
1 5 10
<210> 4
<211> 13
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 4

Lys Asp Arg Gly Leu Gly Asp Gly Thr Tyr Phe Asp Tyr
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1 5 10

<210> 5

<211> 110

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 5

Gln Ser Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln

1 5 10 15

Ser Ile Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn

20 25 30
Ala Val Asn Trp Tyr Gln Gln Leu Pro Gly Lys Ala Pro Lys Leu Leu

35 40 45

Ile Tyr Tyr Asp Asp Leu Leu Pro Ser Gly Val Ser Asp Arg Phe Ser
50 95 60
Gly Ser Lys Ser Gly Thr Ser Ala Phe Leu Ala Ile Ser Gly Leu Gln
65 70 75 80
Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu
85 90 95
Asn Gly Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

100 105 110

<210> 6

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 6

Ser Ser Asn Ile Gly Asn Asn Ala Val Asn

1 5 10

<210> 7
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<211> 11
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 7
Leu Leu Ile Tyr Tyr Asp Asp Leu Leu Pro Ser
1 5 10
<210> 8
<211> 10
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

peptide
<400> 8
Ala Ala Trp Asp Asp Ser Leu Asn Gly Pro
1 5 10
<210> 9
<211> 121
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

polypeptide

<400> 9

GIn Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro

1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser

20 25

30

Gly Gly
15

Ser Tyr

Gly Met His Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40

45

Ala Phe Ile Arg Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp

50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr

— 44 -

Ser Val

Leu Tyr
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SIS

65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Lys Asp Ala Gly Glu Gly Asp Gly Thr Tyr Phe Asp Tyr Trp Gly

100 105 110
Gln Gly Thr Thr Val Thr Val Ser Ser

115 120
<210> 10
<211> 110
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 10
Gln Ser Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln

1 5 10 15

Ser Ile Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn
20 25 30
Ala Val Asn Trp Tyr Gln Gln Leu Pro Gly Lys Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Ala Asp Asp Leu Leu Pro Ser Gly Val Ser Asp Arg Phe Ser
50 55 60
Gly Ser Lys Ser Gly Thr Ser Ala Phe Leu Ala Ile Ser Gly Leu Gln

65 70 75 80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu
85 90 95
Asn Gly Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110
<210> 11
<211> 123
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 11

Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Ile Ser Cys Lys Ala Ser Ala Phe Asn Phe Thr Ser Tyr
20 25 30
Tyr Leu His Trp Val Lys Gln Gly Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
Gly Trp Ile Tyr Pro Gly Ser Gly Asp Thr Lys Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Ala Asp Thr Ser Ser Ser Ala Ala Asn

65 70 75 80

Met Lys Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Arg Ile Phe Asp Ser Tyr Tyr Val Asp Ser Met Asp Tyr
100 105 110
Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser
115 120
<210> 12
<211> 10
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide
<400> 12

Ala Phe Asn Phe Thr Ser Tyr Tyr Leu His

1 5 10
<210> 13

<211> 14

<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 13

Trp Ile Gly Trp Ile Tyr Pro Gly Ser Gly Asp Thr Lys Tyr

1 5 10

<210> 14

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 14

Arg Asn Arg Ile Phe Asp Ser Tyr Tyr Val Asp Ser Met Asp Tyr

1 5 10 15

<210> 15

<211> 111

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 15

Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly

1 5 10 15

Gln Arg Ala Ile Ile Ser Cys Lys Ala Ser Gln Ser Val Ser Phe Ala

20 25 30

Gly Ser Asn Leu Met His Trp Tyr Gln Gln Lys Pro Gly GIn Gln Pro

35 40 45
Lys Leu Leu Ile Tyr Arg Ala Ser Asn Leu Glu Val Gly Val Pro Thr
50 55 60
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn Ile His
65 70 75 80
Pro Val Asp Glu Asp Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Ser Arg

85 90 95
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Glu Tyr Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys

100 105
<210> 16
<211> 12
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence
peptide

<400> 16

110

. Synthetic

Gln Ser Val Ser Phe Ala Gly Ser Asn Leu Met His

1 5 10

<210> 17

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 17

Leu Leu Ile Tyr Arg Ala Ser Asn Leu Glu Val

1 5 10

<210> 18

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 18

GIn Gln Ser Arg Glu Tyr Pro Phe

1 5

<210> 19

<211> 122

<212> PRT

<213> Artificial Sequence

. Synthetic

. Synthetic
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<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 19

Glu Val Lys Leu Leu Gln Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Asp Leu Ser Arg Tyr

@

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly I

20 25 30
Trp Met Ser Trp Val Arg Arg Ala Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Gly Glu Ile Asn Pro Asp Ser Ser Thr Ile Asn Tyr Ala Pro Ser Leu
50 55 60

Lys Asn Thr Leu Ser

o

Lys Asp Lys Phe Ile Ile Ser Arg Asp Asn A
65 70 75 80

Leu Gln Met Arg Lys Val Arg Ser Glu Asp Thr Ala Leu Tyr Phe Cys

85 90 95

Ile Arg Arg Arg Tyr Tyr Gly Ser Ser Tyr Trp Tyr Phe Asp Val Trp

100 105 110
Gly Thr Gly Thr Thr Val Thr Val Ser Ser

115 120
<210> 20
<211> 9
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 20
Ile Asp Leu Ser Arg Tyr Trp Met Ser

1 5

<210

> 21
<211> 15
<212> PRT

<213> Artificial Sequence
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=T

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 21

Trp Ile Gly Glu Ile Asn Pro Asp Ser Ser Thr Ile Asn Tyr Ala

1 5 10 15

<210> 22

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 22

Ile Arg Arg Arg Tyr Tyr Gly Ser Ser Tyr Trp Tyr Phe Asp Val

1 5 10 15

<210> 23

<211> 112

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 23

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Thr

20 25 30
Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser

35 40 45

Pro Lys Leu Leu Ile Tyr Arg Val Phe Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Lys Ile

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe GIn Gly

85 90 95
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Ser His Val Pro Phe Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys

100 105 110

<210> 24

<211> 13

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 24

Gln Ser Ile Val His Thr Asn Gly Asn Thr Tyr Leu Glu

1 5 10

<210> 25

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 25

Leu Leu Ile Tyr Arg Val Phe Asn Arg Phe Ser

1 5 10

<210> 26

<211

> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 26

Phe Gln Gly Ser His Val Pro Phe

1 5

<210> 27

<211> 122

<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 27

Gln Val Gln Leu GIn Gln Pro Gly Ala Glu Leu Val Lys Pro Gly Ala

1 5 10 15

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

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

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys

85 90 95

Ala Arg Gly Val Tyr Asp Gly Tyr Tyr Val Gly Tyr Phe Asp Val Trp

100 105 110
Gly Thr Gly Thr Thr Val Thr Val Ser Ser

115 120
<210> 28
<211> 9
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 28
Tyr Thr Phe Thr Thr Tyr Trp Ile Gln

1 5

<210

> 29
<211> 14
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 29

Trp Ile Gly Glu Ile Asp Pro Ser Asp Ile Phe Thr Asn Tyr

1 5 10

<210> 30

<211> 14

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 30

Arg Gly Val Tyr Asp Gly Tyr Tyr Val Gly Tyr Phe Asp Val

1 5 10

<210> 31

<211> 111

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 31

Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Met Ser Leu Gly

1 5 10 15

Lys Arg Ala Thr Ile Ser Cys Arg Ala Ser Glu Ser Val Ser Ile Met

20 25 30
Gly Thr Asn Leu Ile Asn Trp Tyr Gln Gln Lys Leu Gly GIn Pro Pro

35 40 45

Lys Leu Leu Ile Tyr His Ala Ser Asn Leu Glu Thr Gly Val Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Asp

65 70 75 80

Pro Val Glu Glu Asp Asp Val Ala Val Tyr Tyr Cys Leu Gln Gly Arg

85 90 95
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Lys Ile Pro Arg Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

100 105

<210> 32

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 32

110

. Synthetic

Glu Ser Val Ser Ile Met Gly Thr Asn Leu Ile Asn

1 5 10

<210> 33

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 33

Leu Leu Ile Tyr His Ala Ser Asn Leu Glu Thr

1 5 10

<210> 34

<211> 8
<212

> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 34

Leu Gln Gly Arg Lys Ile Pro Arg

1 5

<210> 35

<211> 120

<212> PRT

<213> Artificial Sequence

. Synthetic

. Synthetic
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<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 35

GIn Val Gln Leu Lys Glu Ser Gly Pro Gly Leu Val Ala Pro Ser Gln

1 5 10 15

Ser Leu Ser Ile Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr

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

Lys Met Asn Ser Leu Gln Thr Asp Asp Thr Ala Arg Tyr Tyr Cys Ala

85 90 95
Arg Lys Gly Asp Glu Gly Tyr Trp Gly Tyr Phe Asp Val Trp Gly Thr
100 105 110

Gly Thr Thr Val Thr Val Ser Ser

115 120
<210> 36
<211> 9
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

peptide

<400> 36
Phe Ser Leu Thr Ser Tyr Ala Ile Ser
1 5
<210> 37

<211> 13

<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 37

Cys Leu Gly Val Ile Trp Thr Gly Gly Gly Thr Asn Tyr

1 5 10

<210> 38

<211> 14

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
peptide

<400> 38

Ala Arg Lys Gly Asp Glu Gly Tyr Trp Gly Tyr Phe Asp Val

1 5 10

<210> 39
<211

> 107

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
polypeptide

<400> 39

Asp Ile Leu Leu Thr Gln Ser Pro Ala Ile Leu Ser Val Ser Pro Gly

1 5 10 15

Glu Arg Val Ser Phe Ser Cys Arg Ala Ser Gln Ser Ile Gly Thr Ser

20 25 30
Ile His Trp Tyr GIln GIn Arg Thr Asn Val Ser Pro Arg Leu Leu Ile

35 40 45

Lys Tyr Ala Ser Glu Ser Ile Ser Gly Ile Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Ser Ile Asn Asn Val Glu Ser

65 70 75 80

Glu Asp Ile Ala Asp Tyr Tyr Cys Gln His Ser Asn Arg Trp Pro Leu

85 90 95
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Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105
<210> 40

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 40

Gln Ser Ile Gly Thr Ser Ile His

1 5

<210> 41

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
peptide

<400> 41

Leu Leu Ile Lys Tyr Ala Ser Glu Ser Ile Ser

1 5 10

<210> 42

<211> 8

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

peptide
<400> 42
GIn His Ser Asn Arg Trp Pro Leu

1 5

. Synthetic

. Synthetic

. Synthetic
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