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5 A 4
F7H9)
ATE1
Ad WM 13-72 9/ —t— 4=7°l AAE oAt A HEi= ol thel Aol 70% FUZ obvmAt A

zb= Aol shve] AbHA AR A9 (complementarity determining region; CDR)& ¥3Hel:, U= E‘rwﬂ%,
EphA3 %"Xﬂ(blndlng agent).

37E 2
A1l lolA,

(a) AE W3 13-17 = o]= sltet Holx 70% EY3F olnwit JgE& zk= (DR 1; A9 HE 18 A 22 =
ol Shubet Aol 70% TUY ofviat MAS ZhE (R B AE WE 23 UiA] 27 F o=
70% EL3 ofn| et MEE ZHE (R 38 X¥ete T4 We228d 7 490 FHE s, 2/

(b) AE WE 28-32 F o= dlye} Hojm 70% TS oln=rt JEE zh= (DR 1; A9 HIE 33-37 T o=
shbel Aolx 70% TUF ofulwAk A HS Zhe (DR 25 2 AP WME 38-42 F o] shue} Hon

olm] =2k MEE zZE (DR 3& Egete A4 WgZ=2Ed 7 99(VL) ZYPE|=S ¥36E EphAs
AZHA .

A4 3

A2ge] JojA,

(a) Vil ELHEEA AQ W5 1530 AAE olulieal A Ei= olo] va] Holw 708 FUF oflwmit A
& Egeta/sA

(b) VL ZelflE =7 A9 WE 15a0] AAE ofnial A i olo] dja] Holw 70% FAF ohult A
S X &3sh= EphA3 A3HA.

AT 4
A1l A,

(a) A8 W& 43-47 T ol 39t ol 70% s Ygk ofv| =4k Ai Zr= (DR 1; A9 W3 48-52 % o=
el Aoj® 70% TUS ofujal ES zk= (DR 2; @ MY WE 53-57 F ol e Ho® 70% TUsH
olu| A A ES zH= (DR 3S 3= VH ZEHEs; @/xE

(b) Mg WE 58-62 F o= sy} Hoj 70% 5L ofniit IS zh= (DR 1; Y9 W3 63-67 T o=
el Hojm 70% FUE ofm At A Z2h= (DR 25 ¥ AE ME 68-72 F o= shuel Hojx 70% FUE
ofu ik M Ee ZH= (DR 32 ¥g3ts VL ZEFE=E L83l EphAs A A,

A3 5

A48 ol QJoj A,

(a) VH ZHEI=7F AE AT 1559 AAE olnieAt 4 e oo s Holk 70% T L3 ofn =it A E
< Xgsta/s A

(b) VL ZERE =7} A9 HE 1569 AAlE ofnieit AE HE oo did] Hojx 70% 5L obv|xit AE
S ¥3}35}= EphA3 ZAgHA].

A7 6
A13 WA A58 F o] & 3o o], 47| EphA3 AEA|7} A = kA ©hEQl EphA3 AEA.
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A+ 7

A6srel] dojA, A7) A wE A who] 303-1 EE 2D4-1 ©EE & (monoclonal antibody) & ©] 9
A <) EphA3 A A .

AT 8

A6d Ex= A7 AolA, 7] EphA3 AFAZE AxF, A7 e A7 (humanized) FA, E= A A
o] EphA3 ZAgHA].

AT 9

(i) 37 CDRS E3tet= 2 7FA (VH) 9

Ad W3 169 ofneAt A9S 2E= HC-CDR1

A We 229 ofu =gt E& zk= HC-CDR2

A W3 279 opw| At NS ZH= HC-CDR3; H

(ii) 37] CDRE Edrate= A2 7FAGL) 44

Ad W3 329 opn gt DS zh= LC-CDR1;

Ad W3 379 opn =t DS zh= LC-CDR2;

A W3 429] opn|it DS zh= LC-CDR3;

S X8k, EphA3el] A3 4= Jd= IFYU-Z23 E A (antigen-binding molecule).

A7 10

(i) 371 (RS Esete= 2 7FH(VH) 94

M W 479] opn|ak DS zhE HC-CDR1

A W 529 opn| ik DS zh= HC-CDR2

Ad ME 579 ot AES ZE= HC-CDR3

(ii) 3t7] CDRE x3she 44 7PA(L) 99

Ad ME 629 oAt A HS 2E= LC-CDR1;

Ad ME 679 obrieat A dS 2E= LC-CDR2;

Ad ME 729] ot A HS ZE= LC-CDR3;

S X8k, EphA3el] AFE = de Fd-A% Ak

ATE 11

Aoel slelA, 7] FLd-A3 £t

Md Hs 153Q ol =ik Mol s Aol 70% ML FLA (sequence identity)S Zte ofv]iAt MES X
gt VH 99; 2

Ad WM 1549] ofw]iAb A el tis] Ao 70% AE TUARS 2 ot AEE s WL 99S X
el d9-AF A4

A7 12

1036l oA, 7l FL-AF EAL

Ad ME 1559 ofw] Al Aol tisl] Holx 70% A9 YRS e obveAt AES XEdshe VH 99 3
A W5 1569 ofm| =gt A el dis] Ao® 70% AE TUFE e olv|wAt AEE xFsE VL 99E 2

_4_
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AT 13

(i) A9 WA A28 F o= & Fol we FLU-AF B, % (i) Epha3 o] 2ol I AR + A=
A-2F BAE TP FU-AF B4

oft

AT 14

A9 WA #1138 F o= 3 o mE IYP-AF +AE
receptor; CAR).

Fel
i)
o
o
rir
)
=)
=
ot
o

4=8-A (chimeric antigen

A% 15

Ad T 1-120] AAlE ofu|at E HE ool s Hojm 70% LS ofnnat AEE e AHojx s
o] (DRS XE3st= Y 2% wdel, =% Eve(transmembrane domain), % AEW T-AE ASHE
(signalling) E=w|¢1& Z3tetE= 71Wgt Y 584 (CAR).

A3 16

A158e] A, 7] Y A7 =]

(a) AE W3 13-17 & o= 6M9Jr Hol®= 70% TL3F ofm] Al ES zH= (DR 15 A1E WHE 18 WA 22 F
ol el Aox 70% U3 olu Al ES 7;% CDR; ¥ M T 23 A 27 F o= 39} Hoj=

[e=]

=
70% EA3 o=t LS *% (DR 3& ¥3ste S WgS2Ed 7P 99 e = 2/Es
(b) Ad W3 28-32 = 01: Shubel Hojm 70% LT ofuAal MES ZH= (DR 1, A€ W3 33-37 T ol
shukot AHolm= 70% HY S 2= (R 25 2 MY W3 38-42 F o] dhtsl Holx 706 FU
ol Al MES zHe= (DR 3& sl 24 WdS2EY 7pd A (VL) ZPE =2 3374, o2 A
ALY, o7 EdHoR FAE= CAR.
AT+ 17
Aj168kel] A A,
(a) VH ZEHE =7 A9 HE 16390 #AA]E olu|al M = oo thafl Hoj= 70% AT oAl M
< E% 3laL/skAL
(b) VL ZFEI=r D WHE 1540 AAE olu]ist AE T oo tis)] Hojm 70% A3 ofujieit A
< X33k CAR.

e

A3 18

A5l oA, 7] e A

st

LErlo]

(a) M WMZ 43-47 T o= shufe} Aol 70% B3 O}Hli*F Mas &t CIR 1; A< WE 48-52 5 o=
shtet Aol 70% FA oAt MEE Zhe CDR 2 MY HWE 53-57 F o= shitel Hol® 70% TUE
obr =2t M IS 7;% CDR 3& >33k Vil %fﬂ%ﬂﬂz; 2/ E=

(b) AY W3 58-6
shubel Aol 70%

oln| Al AE& zk

= = o~
&= CAR.

ol et Aol 70% T3 ofr| Ak ELS z2k= (DR 1; AY WHE 63-67 = o=
b R 2 2 AU W& 68-72 F o] shiksl Holm 70% HA
BEl=s ZFAY, o2 FAAY, o= 2dHoz 4

iy o}n o

A7 19
A 188 ol loIA,

(a) VH EelWEI=7k A9 WE 1550 AAE obvlait A Ei olo] ojs) Hol® 708 FUT obvwit 4
& zﬁa shar/ak AL
() VL EelWEI=sk A ME 1560 AAE obvlnit N Ei olo] sl Holw 708 FUT obvxwit Hd
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A5 WA Al19F T of= 3 el lofA, 7] 4 A =dle]l A9 WE 15
= = 70% FAF opr et MES Zh= P (linker) 9k 22 H71E 23 o}—; CAR.

A 1438 WA A208 F o= 3 o oA, #r] <L (leader sequence)S F7ME X33} CAR.
AT 22

A218e] ol , A7) gy Mdo] 4 HME 1570 AAE ofu]=At D i olo] Tl ZHolk 70% FU3
ol 2t MEe EesIALE, o2 FAEAL, o2 EFAHoE FAE = CAR.

A3 23
A48 WA A228 F o= 3 ol dojA, F7] BtiE Z=ude] (D8 g Z=wels ¥ 3sl CAR.
AT 24

Hele] M W 1599 AAJE ofr|edt D HE= ofo] vl Aok 70%
A4 WA A247 T o= g Foll sdolA, A7l AEW ASHdE =rQlo] (D3 AEH(zeta) AEW] Ao
KR

A 253 gJoiA, A7) MEZEY Az

A wulelo] A WE 1620] AT (D3 AE} obr]ndt A = o]
gl Holw 708 FAH ot AAS T

AT 27

olo tial] Aolx
M3 16090 A
e 2e

A48 WA A28 5 o= g ol oA, AE WME 1619 AAIE ofv| A AE EE o]
70% FLg otn At AES ZE= (D28 F5-Ae EwWlQl(co-stimulatory domain) H/HE X E
Al ofnieAl HE mE old dia]l Holm= 70% FUT opn At MES zh= (D137 &A=
sty o] de] Fe-A= =wWQlS FUFR E Sk CAR.

7% 28

EH%xﬂ(subJect)OM kel A\ H= ool ARESHZ] 918, A1E WA A8Y F ol= & o] EphA3 AFA,
T A9 WA A138 T ol 3 &) FA-AF A, T A4 UlX A27d F o= & g CAR.

AT 29

A1e WA A8 L #1288 F o= 3 ol whE EphA3 AFAl, T A58 WA A278 F o) g &l uw}

E (CARE 9353} (encoding)dt= walw 4k
A7 30

A298ke] da)E ;AL ¥ {1 A ZFA|E (genetic construct).

A7 31
A9 A A3 F o= 3+ o] w2 I AF A, EE A4 w2 CARS dEslstes, do= wy
A e o) dal,
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AT 32

A|318tel] wE ;A = thre] MAES ¥ 3=, e ME (expression vector) HiE TR e wlE |

3 F o= o o] 2 FA-A3 EA, A4 wE CAR, A31&e] wE A4t e e
3

1 2
325l W W ME B e wd MEE THehs AT

A208e] AL B/ A0l FAA AARE TS S5 AF(host cell).
A% 35

A34el AolA, 7] s AETE T-AEo|AY T-HEE

M
ot
QL'
s
)
N
>
H

2T 36

(i) A343 mE= 235 &5
7] EphA3 AgA] Ei= CARS w3}

P A 2 () 2@ (DA addl Y] 55 AX2EE Y
sko], wrEl¥ EphA3 AFA = CARS AAtsls Wy,

X
5=l
Ll
=
U o%
ol

rir
o
N
il
bl
o

A% 37

AAH(E) Ei= whg WE(S)RRE FA-A% B2 wE AR W] AHEsk st A, A1 wE &)
b i U] dAk, T A28 whE wd wE i g Bd WEE et AXE wdsis 9
2 ¥3stE I

AT 38

(i) A1 WA A8 2 A28F T o= 3+ ol whE EphA3 A4, H/E=

H
rlr

(ii) A58 WA A27d F o= 3 3o w2 CARY Agstar/3AY oo tha] A (raising) st 3HA)
A @,
AT 39

A18 WA A8 = A283F F oj 8 Fo] W= EphA3 AEA, A153 WA A|273 = o]
CAR, #1293} w}—?: g Ak, A30Ee] wE AR FAE W/EE A43 == A353 ot

9 oSt o HguE BAl, H44 EE PYAS T 24E

f o

A3 40

A& WA A3 T o= § ol upE FA-Ad
1=l

Ak, i A2l me wd WY B gl 3 HﬂEﬁ, = Al 3&4 Aﬂi% et 4=

A7 41
A 408k oA, AA (S = AFFEJE A A (checkpoint inhibitor)9} L WALWANE F7lE ¥
stele 2AE

phA3 ZA3HA], A|153F WA #2738 = o
A} A|343 wE A353)e wE
111392‘%ﬂ ZAAES ddANA Foste] divdA ol A %}% A5 e qusts dAE £33

o}oq tH*‘xﬂl Pl
AT 43
g Aol A kel o W/mE 5E e ofAle Azl o9, A1F WA A8 E A2FY T o= I

_7_
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o] EphA3 AGAl, A15% WA A27d T of= & T CAR, A29%el whe defd ik, A0 e 74
A AAE B/ A34F e A5 e S5 AEY] &k,

WA EZE(glioblastoma multiforme)Sl, A283+2] EphA3 ZA¥A] T+ CAR, Aj423te] Wy E+=

A3} 45
A1 WA ARE 2 #4283 F o] 3 Fo] w2 EphA3 ATAl, T A58 WX #2838 F o] & o u}
A& 9AE ¥

E CARY} EphA3 Ale]oll &34 (complex)S 3 AI3}e] EphA3 T+ EphA3S Wdsl= AlXE 7
o], EphA3 Wi EphA3S LES: AXE AEels W

= =)
a 1= ©°

ruim f

AT 46
A458ko] A, A7) AETF GAFE|AY GAEE E3el= HEH.
A3 47

Ad WE 13 X 156 2/EE E 2-5 F ol sl AR obmwat A
g oprl it Hds zﬂé}ﬂur, °

=

g = old &l Hojx 70% T
2 BEAHo g FAFAY o2 AT E wElE o,

)

AT 48

AL ME 1 WA 12 B/EE 1 F ok syl AlAE A AE = ol did) Holk 70% sAF A
ALE e, o2 FAHAY o2 EhAoR FAHE deld #it

A3 49

) EphA3 A+o] o3| E = (epitope)ol] Ag3}t

(a) NV el Agetown dAsts= T-#AE FEA(TR); R (b
= = QIRF T-AIE

=
L P-4F = T

A7 50

(W8 ).

AT% 51

A498el oA, 7] FA-AF Z=ude] F /PAGH) 9 2 A 7PAL) 99 e schvel T4
AT 52

(a) MV 39lo] Ho]Ael TCRE TdAsHeE T-AE F8A(TCR); 2 (b) EphA3el Adsle: FU-A7 245 X3

3= T-A|E.
7% 53

527l oA, A7) FE-Add E2A7F T 7PAGH) e R A PEOL) 99S 2H8E scFvdd
T-Al 3%

A7 54
A528F T A3l lojA, A7) dU-AF BA7F CARY T-AHE
A% 55
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A|518, A538 L= Al548 T o]z 3 ol oA, AV VH 9Yo] 4 WM& 15590 AAE obv ek MES

379 57

A498 A A56F F o= I ol 9loiA], 7] CARe] (D4, (D8, % (D28 WHete wdlelomye ey o)
#E =S e T-AE

A7 58

A49F WA AT F ol @ Gl QoiA, B7] CARO 4-1BB Hiz (D28 FE-AT ErleniE dud ¥
TAS 2 TgEhe TAE

37 59

A49% A A F o= & Pol glolA, 471 OV Feo] pps0, pp65, 1E-I, gB R g F Sh} o g

HH feE gE=s E3she T-AE.

2T 60

Al498 WA A58 F o= T Foll glolA, 7] (V Fo] Ad ME 181-211¢l AAE ofr]it AR
° des AUsE EHks -AE

BT 61

(a) HGAZHFE PBMCE x83h= AlEe] Heh(population)s F53H AEE A ste] MV Lo Agfst=
TCRE & sk T-A1329 3917w (subpopulation) & F538= ©A;

(b) Mo -GS AH2sle] EphA3e] o FEXo| A3lsl= CARS ¥z dtsle HMHE =Ydsto=za, MV &
Qo) Astsl= TCR 2 EphA3 AFe] olulEXo] ZAgslE= CARS H3dt:= o|F 5o 4 (bispecific) T-AEY Ht
S AAsE 94

D
o,
ofN
Bl
_04
N
7
)
kel
1o,
m
av)
o
Lot
o
>,
rir
o
)
i
kel
i
o
ol
Q2
a
ftllo

L e AR g AT o FEolH -4

AT 64

A6zl gloiA, 471 Fa ) dodol A WE 1530] AANE ofrliit RS 2, A2 WAL
ofo] A WE 1540 AAE opv]mit RS 2 Wy

A7% 65

633 QlolA, A7) FH 7PAH) o] Ad ME 1559 AAE ofn|wat DS zha, A /AL 9
o]l Md WF 15600 AAE opu it IS ZH= Wy

AT 66

A62g WA A65% T o= 3 do oA, A H3E =uQle] (D4, (D8, EE (D28 g =il

.
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o] A T-A

[}

=

=

H

e
=)

WA 266

&

AT 67

A62

By - ) o A op o T T B R
W B I /= 7
T T T S i x o) w5 05
T ﬂ la 0 o[
W %0 . < W I % = 2y o
= 5 A T D A s = £ s o
T T £ Gl =a s
o el 0 = — ke o o) 3 S
o o T ° w ol o . » o Mo |
= 5 ;o5 Z x z i - ® g 4%
2 B 5 il W o % o
o 0 = X iy — ) X o/ = B E
e o I ) - = T N - g By
o | &) J el E —_ — ©
G = 7 + - i o u] o - 7 ol
& G B m; k) 2l g ) 7 i G
_r B = = N < B ! T g TR
il > o0 — ~N =) o o ™ = R
i ujr oﬁ = ol = H 5 o & o
E._ — M m ‘WL o0 =y El q ,ﬂAII D
B ) G o0 K = iy o do = M
z 3 z = 5 , < " AT =5
| e S th < ) Bl £ _M L o o M
= 2 = o R 1y _ = o o W gl ‘_Wu
= = H , D T ) 2 = o 7
B a4 LO = — o T
= = : 2 T = ° 3 S T A o "
= P il . =1 - i = o = (X
@) Te) oo} N — — —_
3 ny ] . © ) = = N ™ LG
W ! =1 a = & o ol X _ b B
7 - _ = © A _ o = T ) ow T =
T 3% 8 3 g3 § ¢ E P R
- <0 = 2 B W T
- Sy k) B & = T T T o qTT 5 o
S X o < w i £] i GG = op
o T o = Ui o o 9 ol = oF o
ﬂ.jW e XO = ‘@l 17r_| ZT MM:# b3 — EL w
ey o wr £ e R = 4 T wof P R - 1+
o T = W T ) S 3 " " Gl
s & E T T % - LA
— 5 e = % : Hp ® L = T 5
I oy s o 5 B o = N P o o
< o > w H , T = bl L B o B
e Al o T M T W E oy © Mﬁ - R o F
= H -
i < "y Mﬂm S " = B X i EL pois ) um.‘_ =+ B MD K
) = Ny
5 ﬁ Mo 7o ~ ~ = T T M ~ P 7 N < %
5 o . o I =1 ~o o o o E Mo
0 B < < B g s < — o oy X ~
- R = - - = = - W - = - vl =0 o/ "m0
C] 25 T T = T B T < T . 5@ 2o o 7
& x = () 3 ) 3 3T TFE  m™ T Do m Mo K T
L X 5 G ot I G G GOl R N ) of mo N
mm_ = 8 %W R = B = & # ¥R =T S L A TR IV I R o NI
42 B BT OB T PP P OB B PU P BT P BED I g T hg R BE
g+ &% = & = B - Bw n &&w o L& o T BT om A
PSR ETT R OTOROT R T OR ORE O OTo O OTH W N oW puw T O
= 5 = =3
S S S (=)
S S S [}
S, S 3 =)
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[0005]

[0006]

[0007]

[0008]

[0009]

[0010]

[0011]

[0012]

[0013]

[0014]

[0015]

[0016]

[0017]

[0018]

[0019]

ok GBS 7HE A 1E HEY F oshdolth. HE Aue Hd oA HA, WA aW, 2 HEER
nfo]l=2 Alget Euk W wx getawor AT, ey, HA XEE IudE, 27 WY T AE F
il =] )

%3] Q¥ (checkpoint blockade)S AFE3F F 9] WL o] 217k ¢
2 Ao g dgis] Wido] e Ao BRAY(2). Iy E B3}
of digk Algt X|=He] sido] o Hds| Hasirt.

=
o Fslst

Ae Qb T+ QA2+3}(humanized), AMZE $F-EphA3 dA|E E3st= 3F-EphA3 2 A
(binding agent) R ©]¢] A& Wigol] #gh Ao|rt. 2 we] 54 FH= EphA3el] Holdo=z AT = Qe
o A% =elE zadste v A £EACAR) R o1E AMshs WS FUhE Algdd
A3 Feoa], B abygo Hoo] 749 EphA3 @EE 34 (monoclonal antibody)®] dhub o]4+e] (DRS %
$Hok= EphA3 A Al 9 CAROl ¥gk Zlojth

shtel Zﬂ%oﬂﬂi B AEe Ad ME 13-72 R/EE B 470 AAE obueit A e ol fis] Hojw
70% BU3F olmxAl IS zkE= Aok shitel ArA AA 9 (complementarity determining region; CD
R)S ¥3tsl+= EphA3 ZEAE Al-&3ht}.

QR AN A, EphA3 ATAE L EgHET:

(a) Mg W& 13-17 & o= g9 A= 70% 5L opv| =it MES 2he
o] slpe} Aol 70% FTUI ol A HES zH= (DR 2 A E WE 23 WA 27
70% B9 olm] Ak A ES zkE (DR 3 E3bets 4 WoEEEd 7 o

(b) Mg W3 28-32
shtel Aol 70% TLT 0} ]2k HOL« 74 (DR 2; 2 AE WS 38-42 F o] shitel A
oAt LS 2 (IR 3& ¥Fehe 44 M93=2Ed 7 49 0L) e =,

= = ~
ol st AAJH e} Tdte], VH ZZFE = A3l Ad WE 1530 AAE ofu|qt Y L oo 4
) Ao® 70% FUS ofn| At AES ¥ FEA/EAY; VL ZYHEEE AddeAE Ad WT 1549 AAE
ol Ak A wE olo hEf AHolw 70% B ofmnAt AES xFEit)

A TAF AAGE B AF 2 AAGENA, EphA3 A3HAlE HES 23T
(a) MG HE 43-47 T o= dhfe} Holk 70% L7 ofreqt MEE 2= CDR 1; ME WE 48-52 5 o=
shtel Mol 70% A ofm Ak Azt (IR 25 2 AP W& 53-57 F o= shubel Hojw 70% T

o =
ot it MAE = (D

R

(b) ¥ HE 58-62 % o= dhrtel Hoj 70% TL3 ofn|ik H%ﬂ% ZH= (DR 15 Al W3 63-67 & o=
shtet Mol 70% FAF ofmat MEE Zh= (R 2; B MY WS 68-72 F o= shubel Hoj® 70% A
opu At M ES ZHe (DR 3& Egahs VL ZHE=.

oleh d#sto], VI EeE| = A HE 1550 AAE opv|ial A Hi= ol el Hojk 70% A7 of
gt AEE TS /s VL EEE S D WE 1560 AAE opv At M B ool el

AL 700 TS of|t AES 23t 5 3l

A3shAIE, EphA3 A¥Al= A & A ddolt). shube] AAGEolA, A E= gA e 303-1
E 204-1 9EE A e ol9 woeltt. 5 AAIGECA, EphA3 AFAE A, A Ee= AR
A, B A woln

e Sy, B dHe Mg HE 13-72 D/EE F 4-70] AAE opuxal 4Y mE o]o] diE) Zol=
70% T ojwwal HIES zHE Holx Fte] (DRE Xl I A =del, HHE =v9l
(transmembrane domain), ¥ AEW AT HD(signalling) =vlelS ¥3tsl= 7dg &9 F=EA(CAR)| =AY

BoAAGElA, Y AF mHele Bee TPHAL, teor FHHAL, dgoz Pates PAe

{ng

() Y HME 13-17 T o= dfukel Aol 70% L3 opr]et M-S 2E= (DR 1 Ad W5 18 ulA] 22 &
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o= slupel AHol: 70% TUI o)At IS zhi= (DR; 2 AE WE 23 WA 27 F
70% Q93 oln Ak A GS zkE (IR 3 X EetE 54 WIdZFEEd 7 oo (VH) %—ﬂ%ﬂﬂz; ‘;‘/Eﬁ—t—
(b) AME W& 28-32 T o= 9} Hojk 70% TL3 oju=it ES zh= (DR 1; Y W3 33-37 T 9=

shtel Aol 70% & AT ob| At MAE i ;2 Y WE 3842 F o dhte} Hojxw 70% B
obplmat MAE Zhs (DR 3& 2obehs A4 wodazed 7 <

18
=
)
i
i)
re
Iy

olelg AAIFEel A, VI EHREEE Ad UE 16530 AAlE opbrieat M = oo tha Aol 70%
FA ohuwdt NS EE F A/ VL TR =E AL WE 1540] AAE obolwal AD E
ofell thell Aol 70% U ofv|it MAE EdE ¢ QU

Ax ANFelA, FU AT melle Bee TG, Ggor PG, sor Bdgor 7Y
t}:

(a) ME W3 43-47 T o= U9} Hoj 70% 53 olu=it FS zh= (DR 1; Y W3 48-52 T o=
shupel Aol 70% FLS ofr|iat MES Zh= (IR 2; 2 MY W& 53-57 T ol 39} Hoj= 70% FLg

obul it A S Zh= (DR 3& X3k VH iaﬂﬂﬂ S/ E=

(b) MY MZ 58-62 F o= st Hoj&= 70% FAI ofval MEE Zh= (R 1) AE W& 63-67 T o=
shbel AHojm= 70% SU ofrat A Zh= (DR 25 % AE WE 68-72 F o= dthel Hoj®E 70% sUE
op:eit M-S 2zt (R 3= E9shs VL FE3iE =,

ol AAFES] A%, VH BeMEE A WE 155 AN oplwmit A i olo] Hal 704 oY B
A ofrlat AL EFT 5 A/PAY VL FAREE A AE 1569 AAE obrwdt A EE o
v

of gia] Hel= 70% sLI oF

==
=

A AAFHAA, T AT AL DA ke & EFAY. sl 54 AAFEAA, FAS AD W
5 15800 AAE ohulwal A E ofo] ta] Hol® 705 BA ofvlwit ADE EFAAL, oHow T4
A, oew BAgon T,

s, CARS AE ®5 1574 AAJE (DL Ty Evx Als FEE AE Exe old dls)] ok 70% ¢
@ opulial A 2e el E A5 HEE AQES Frhm L

EA AA S A, BT Trde AE HE 1590 AAE ofuxAit E EE ol i Hojx 70% FUdH
ol At MES ¥ (D8 Waks =yt e (D8 Wks Lvele ¥3gh3it),

AgstAE, MEWR T AE Jedd =9l (D3 AlEH(zeta) MEW AEdE =rdES EE 3.

2 A W 1620] AAE CD3 opr] =t ME HE= oo tial 2 o]

ARt Al=, CARS AE H3E 1610 AAE ofr]x=4t Ad T ol tis] Holx 70% 5L oAt AE&
zr= (D28 FF-A= Ev|¢l(co-stimulatory domain) W/EE A HE 1600 AAE ofw Al g T o]d
sl Hojx 70% s ofn At HIE zh= (D137 F&-A= ZHely 2 sy o]t FE-A= Z=Hdls
F7t2 EgsE

A5 AAFE A A, AL FHE] EphA3 AFA = A2 SWY CARS Al (subject) oA &, d& €W td
A ARAEFI FE 1Y o] A5 e ol ARgstr] fg Aot

ol9} #H3le], 7] E B g Xof |&H A L FU-AF EA(antigen-binding molecule)= g
g S48 YEdY, 53] #AAA7=d addelty, A AAIGHA A, 2w d9-4% 2= &S
7HD 3R RRE SES AEAH R AAS: vEHE e

T OE S, & 2EE A7l 2 240 uE el Zlsd vbek 22 EphA3 A3 H/E= (RS dE3)
T OE SHelAM, & 22 7] 2 29 i Stel 7led ded s £¥ehe Ak Al E (genetic

construct)el SIt}.

s E ke ZuelA, B wwe 4] wi wele o 2ol J%d I WEE A4 SARE T
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= 23 AlZE(host cell)ES A|&-3h}.
AgsAe, &5 AEE T-HAXo|AY o] & X3},

E e SwelA, B e deld BphAs AAl EE CARS kel whel flew, A7) WS (i) A5
AEE wigshs & 2 (1) @A (DolA vk 371 w5 AE25E 7] EphA3 2¢A &=

e EphA3 A, A2 E= A6 SWe] CAR, A3 <] At

6 =
A5 ZHe] &F AE 2D kAP0 R FHEHE A A4 wE FIHAS

A4 ZA

et 2YRe ATIG

o8 E ThE SuA, B omue A e AR EE e Pue dovl, 7 PEe Ams
4 fase] Al Ee A6 SUel Bphid AFA, A2 F= A6 Fuel R, A3 FHel A, A4 Swe] A
A AAE, A5 FW GF AL L EE A9 FU 2T A Felstel AN e A ma]

ol A, 2 w2t A A oFe] o B/

= = oA
9] EphA3 ARAl, A2 T A6 FUO] CAR, A3 SWe] ik, A4 FH KA 2A
AL, A2, A0 R A1 S} gste], o2 AReiAlE ¥ wRA x| olF EFHI.

=] CARZ} EphA3 Alole H&-A(complex)ES FAISle] EphA3 H+= EphA3S-

H S MY WE 13 WA 156 Z/E= F 4 WA 7 T o= el AAE ofr| A A
Aol 70% 5L o qt MES EFAY, olZloR EEHoR FAHLALY, o]HoR
o

3k Agtel] os) &A= T-AE F&A(TCR); 2 (b)
ol b

2 X
& Eeske 7lve Y F8ACAR)E TS

A4 AAFE A, Fh-2e E=rle T PR 99 R A 7PAOL) d9s £k schveltt.

oA, E dwe (a) CMV o] Eo]&2l TCRS HasteE T-HE 84 (TCR); 2 (b) EphAsel A
i=]

o]As] T OB SHA, B dge g wE 1 A 12 B/EE F 3 F o= s AAE A AE m=
olel i Aok 70% sdF WA AMEE EFSIAY, olER FAAHAY, oEE EdAoE F4dE dyd
g 4kof QlTh

B oA dube] A3, Edo] &g Q3R] ¢e 3, "EES T (comprise)", "EE3TH(comprises)" ¥ "
ghsl=(comprising)"olghe @olv WAIE AG Ev AG 259 23S gushARt d99 o A e A
T 29 HAIE 9nekA e o= oldE Flojth



[0056]

[0057]

[0058]
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robu et Adde] et EAMow ARG QA8H ofulwit o] oje] N- W/EE (-] F7}e]

1, 2, 3, 4, E 5709 obmlweite Eg@TE AL ojnlg,

of A8 wieh o], BAWA 2l ¥ an'e BE EE 25 0k EE 5L A
C 7

o AREE " EE Eel R4 Ei 548 o)

2
2
EHe] 7l 9

E 1 - Expi293F AZ 28 93 EphA3(P29320]121-541) pcDNA3.40 st SF=2v Hek,

X 2 - EphA3 (P29320]121-541)¢] SDS-PAGE % ¢l=® &3 4. ol M;: @& nv}A TaKaRa, (Cat No.
3452); Al My: ©A whA (GenScript, Cat No. M00521); #Ql 1: 3 =71; A 2 v-3Y x7A; 9
P: A gizato =249 tF-8l2 (GenScript, Cat No. M0101); 12} &A: v}$-2-3-His mAb (GenScript,
Cat No. A00186).

E 3 - AEEREYS 98 Agd v x5 F2EE D). 22 QxS <17k EphAs wh A (PP29320 21-
DR WS stelH e = 59 ® solnewEn} FES EphA3° W3 ek K63 2% A
X5 AFE3H ELISA 2 FACSOl 9]¢t EphA3 Eo]AdS 7|Wte g B IRy 98 A9t (dd B).

E 4 - EphA3dl] dia] AAE @22 A= Aol 4% 58S Zerh. AMEEFE NS ELISAEE A) 2
FACS(=d B)oll 2l&l EphA3 A% @& sl ~32d33it).
3

of

5 - EphA3e A AWE AFEFA e}, wjokd U87, D270 2 U251 A|EFoA 3C3-1 &-EphA3E AL
FAE BA

ro

6 - (Aeh) pD2109-FA301_lres-RFP 2 (3}wh) 3C3-1 scFv 23 o3 2 (D287 T 4-1BBT Alsdd Er|
S 7zk= pD2109-FA302_lres-RFP CAR ZA| &9 LAz %3,

ro i

£ 7 - HEK293T A|xolA CAR T W (546bp)ell AA = AEe RI-P(R B opte2~ A dA7]9ds. Fw -
CAGCGGCTACACCTTTACCA 2 Rev - CCGGAGAATCTATCCGGCAC Z&}olwi,
= 8 - A2 FA301 2 FA302(RFP 2% E) 2 pD2109(GFP 2] E)el tls] XA ¥ EphA3-CAR @E]njo]e]~E
AR23E Jurkat AlEe] HAEAEY.
9 - Jurkat A|3EellA EphA3-CARS] ¥W W&, AXE (%) FA0L 2 (LE%) FA302 #NEuels~2 F24
i ZY o] E-Zg EphA3-his A3} 3§ HH Fsttt. MEZS aFphA3 13} Abo] &4 & F-A st
Ag Uy alis—Bl2 AbZ 9 A&te] EphA3-CAR ¥ &S AA .

E 10 - CAR-3 Jurkat Al¥= EphAsol] 98] &Ad3leivt. FA301 2 FA302 HAEYHA Jurkat AEES ZF7)8}
= Fee SYClE-AY EphA3 el A widstaltt. AEE FACH] €%k (D69 2l disl fMstar CAR
S WHsH= RFP 4 AlEo] FF& RFP 54 AlEeh waskgiet.

X 11 - CAR-3 Jurkat AlE: EphA3 2 £k A E 3o o3| %Hi}ﬂv} FA301 A =JH Jurkat AEE

Lk63 A ES 1:10 ¥&(Jurkat-CAR: Lk63) & vj<atdtt. Jurkat AMEZS FACO] <3 (D69 &) tha] A3}
31 RFP A MZ9 5% RFP &4 Az 9} vjustgict.

E 12 - MV &€ T-Al3Eof| pD2109 2 FA301 #Enle]H~E FAENST. FEEY &S 39 5 FACS
Sl @Xéé}aiﬂr.

X 13 - EphA3 CAR T-AHZ 3%- X}Z LEHlj1e] AFEFY v, (A) dx o T3 MEE (D3/28+ H=(HHE
G S AL-g3te] AFslal A EE EphA3 dEHlo]e] 2~ FA305 -BBT HE FA306 - 280 & FAEYstar 129
Qb wiFssich. w-FA = (NT) T—AﬂJE— T o FASTE. CAR Hd e F-vh9-2 IgG(CAR) 9] ¥ 23
=i

Bt oft

0 RACSOl o) sk ®-Alel| o]s] 7bekgith. (B) EphA3 CAR T-A% &77] 759 543, (AR 2=99 T-4
LK63(EphA3+) ¥4 Azt whAl wiekslm Al EW INFE AbRale] 715 2Lkt

E 14 - CART Axe AA. &x o 3 AILS (D3/28+ HE(IGEFE ) £ UF WV FP o2 FE

26719 HLA Sl 1 2 e~ [1-ASE T-AE FE = o9EZe E(pool)S AHEste] 253150, o5 Al

XE EphA3 dEvlolgi~® FAEYsa 14Y 5 vt H-FAEYND) T-HEE dR2Te= {43}

Stk CARS] W& = (MV-5o]A2 3-mp$-2 IgG(CAR) 2 HLA =34 - CMVell gk $lE|= A} (VIE 2
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[0070]
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[0080]
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ELK)oll w3k FACS #4]o ol H7}1alsivt.

E 15 - OEFE 9 (MV-50|74 T-AMZA EphA3 CAR T-AHIZ 537] 7% L AZT=A9 v, (A) CAR 4=
AFE T-AEZES LK63(EphA3+) T4 AEZe vk wjeksta AZu IFN-y, TNF 2 (D107a9] AE ZTH Y& A}
&3] 715E& A

= 16 - EphA3 CAR T-H¥ A|g 3 MF¥ =49 EA38. (A) EphA3-CARS W& 3l= 3z 2
olFo R AASE S U251(EphA3+) Z U87(EphA3-) A A mE AEF] AXNZF TH-FE AELs]o] <ol
=339k, (B & C) U251 B3 MEFE AFgste] 101, 5:1 2 10:1 &37] of T4 v EdA 22 2

o] EphA3-CARS] RTCA 4.

a4

H

17 - EphA3 CAR T-A|3E& GBME] o]Fo]4 mdloA] 7483k g-GBM WH5-& uizfgich. (A) Ad dAe =44
3. NRG vF$29] A7 (0]F Bd)d FAHHA T AAGuF MEF U251(EphA3+) H+ U87(EphA3-)S

ok oldekint. T% 4712 A %‘?—__}%OH o5} ZgetAu A4s
xR H
A9

FL‘-

)

Qrh. o] ek 25mm o] =W, wles

Ir

= AUl EphA3-CAR, NT(H]EH = Sol% CAR T-AI3E)E Algwskrt. (B) D4+ ¥
g+ W& % (C) 17d Al 5 Ki67 wr@e] el FACS Z% ¥4, (D) U251 %4 H2 v
T AAstd FF =yl ot CAR-T Aﬂ; e GFE Hrhsksitk. (B) U251 B U87 B wh§-2olA] CAR
EphA3 #]3o] Hlal (F) U251(€1%%) 5 UB7(&8%) 3 4 ofFol4 vhe-2o] AW 943t (G) EphA3-
CAR #2] B ot ME(NT B CARIE AEW-E vhg-2o] Wt 7hEs-vholo] A& =4,

Wy AAs] A FAF BE
gl paw 44

Ad ME 1 F8 303-1 3 (R1L wEAUlE= Hd

Ad HE 2 8 303-1 =4 (DR2 FEHeH= Y

Aqd H3E 3 2 303-1 2 (OR3 FwEFHeg= Mg

Ag M3E 4 28 303-1 42 (Rl FEHSE= Ad

A WHE 5 F2 303-1 44 (DR2 wEFU L= NE

g M5 6 2 303-1 34 (DR3 FwEFH o= HE

A HE 7 F2 204-1 £4) DRI wEFULEE NE

A HE 8 F& 204-1 £4) (DR2 wEFULEE NE

Mg WMF 9 8 204-1 4 (DR3 FEULE = Hd

A HE 10 2 2D4-1 A4 DRl FEFUE= Y

A HE 11 8 2D4-1 A4 DR2 FEFUE= Y

Y HE 12 8 2D4-1 A4 CDR3 FEFUE= Y

A M3 13 2 303-1 52 CDRL obv] =4t A|E (Chothia)
Ad M3E 14 F2 303-1 T4 CDRL obv| =2t A<E (AbM)
Ad M3 15 2 303-1 52 CDRL obv| =4 A|d (Kabat)
A M3 16 2 303-1 52 CDRL obv] =4k A|E (Contact)
Aqd W3 17 8 3C3-1 T4 CDR1 opv| =4k A4 (IMGT)
A M3 18 2 303-1 52 (DR2 ofv]x=A4F A|E (Chothia)
Ad A& 19 2 303-1 T2 CDR2 ofw]:=Ait A< (AbM)
A M3 20 2 303-1 52 (DR2 obv| =4t A|d (Kabat)
A W3 21 2 303-1 52 CDR2 obv] =4t A|E (Contact)
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[0081] Alg Hs 22 38 303-1 54 CDR2 ofv] =2k A& (IMGT)
[0082] A WM3E 23 F2 303-1 521 CDR3 o}v]=i M& (Chothia)
[0083] Ag HS 24 F8 303-1 4| CDR3 obv| =4t A< (AbM)
[0084] Mg W3 25 F82 3C3-1 F4) CDR3 ofv=Ak A <E (Kabat)
[0085] M WM3E 26 F2 303-1 521 CDR3 ofv]=Ak H<& (Contact)
[0086] Alg Ms 27 38 3(3-1 4 CDR3 ofv] =2k A (IMGT)
[0087] AE M3 28 22 3C3-1 24 CDR1 o}w|2=AF <& (Chothia)
[0088] Alg M 29 38 3C3-1 A4 CDR1 obv| =4k A< (AbM)
[0089] A WHE 30 22 3C3-1 A3 CDR1 obv]=2t A< (Kabat)
[0090] AE M3 31 22 303-1 %4 CbR1 o}m| =4k <& (Contact)
[0091] Alg M3 32 38 3C3-1 A4 CDR1 ofbv] =2k A (IMGT)
[0092] Mg W3 33 F8 3C3-1 A4 CDR2 o}w|=At A< (Chothia)
[0093] Ag S 34 38 3C3-1 A4 CDR2 obv| =4t A< (AbM)
[0094] A WE 35 22 303-1 A3 (DR2 obv]x=2t AE (Kabat)
[0095] AE M3 36 22 3C3-1 24 CDR2 o}n| =4k <& (Contact)
[0096] ME ME 37 22 303-1 24 CDR2 ofn|=AF M <E (IMGT)
[0097] AE ME 38 22 303-1 24 CDR3 ofn|2=AF <& (Chothia)
[0098] Mg W3 39 F8 3C3-1 4 CDR3 ofvlat A <E (AbM)
[0099] AE WM 40 F2 3C3-1 #4) CDR3 vl Ak A<E (Kabat)
[0100] AME W3 41 F8 3C3-1 A4 CDR3 ofnj=Ak A< (Contact)
[0101] Mg W3 42 F8 3C3-1 #4) CDR3 ofmj=Ak A< (IMGT)
[0102] Ag HS 43 28 2D4-1 3 CDR1 ofv] =2k A E (Chothia)
[0103] AE WME 44 FE 2D4-1 T30 CDR1 ofv] =4t AE (AbM)
[0104] Ag HS 45 S8 2D4-1 54 CDR1 obv]=4F A E (Kabat)
[0105] Ag HS 46 28 2D4-1 3 CDR1 ofv] =2k A (Contact)
[0106] Mg M3 47 S8 2D4-1 4] CDR1 ofbv| =2k A (IMGT)
[0107] MY W3 48 F& 2D4-1 3l CDR2 v =it A E (Chothia)
[0108] Mg M 49 FE 2D4-1 4| CDR2 obv| =4t A< (AbM)
[0109] Ag M3 50 28 2D4-1 4 CDR2 ofv] =4k A E (Kabat)
[0110] Mg W& 51 S8 2D4-1 30 CDR2 v =it A (Contact)
[0111] Ad WE 52 2 2D4-1 F2 CDR2 ofr] =4k Ad (IMGT)
[0112] Mg W& 53 S8 2D4-1 3 CDR3 v =it A E (Chothia)
[0113] Ag M3 54 28 2D4-1 54| CDR3 obv| =4t A< (AbM)
[0114] AE W& 55 2 2D4-1 F2 CDR3 ofr] =4t A E (Kabat)
[0115] Mg WM& 56 S8 2D4-1 30 CDR3 v =it A <E (Contact)
[0116] Ag M3 57 28 2D4-1 S4| CDR3 ofv| =4k A (IMGT)
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[0117] Mg M3 58 22 2D4-1 24 CDR1 ofbw|2=AF <& (Chothia)
[0118] Mg M3 59 22 2D4-1 74 CDR1 ofm Ak <& (AbM)
[0119] Mg M3 60 22 2D4-1 74 CDR1 obm Ak <& (Kabat)
[0120] AE M3 61 22 2D4-1 724 CDR1 ofm =4k <& (Contact)
[0121] AE M3 62 22 2D4-1 74 CDR1 ofbw=AF A <F (IMGT)
[0122] AE M3 63 22 2D4-1 74 CDR2 ofw|=AF <& (Chothia)
[0123] Mg ME 64 22 2D4-1 74 CDR2 oFm:=AF <& (AbM)
[0124] AE M3 65 22 2D4-1 74 CDR2 obm Ak A <E (Kabat)
[0125] AE M3 66 22 2D4-1 74 CDR2 ofw| =4t <& (Contact)
[0126] AE M3 67 22 2D4-1 74 CDR2 ofw|=AF M <F (IMGT)
[0127] A WME 68 2 2D4-1 22} CDR3 ofv]=i ME (Chothia)
[0128] Mg WME 69 FE 2D4-1 Z4) CDR3 ofvl=Aal A <E (AbM)
[0129] A WME 70 2 2D4-1 74 CDR3 o} =t M <E (Kabat)
[0130] A M5 71 2 2D4-1 2} CDR3 ofv]=Ak H<E (Contact)
[0131] AME M3 72 22 2D4-1 74 CDR3 ofw|=AF M <F (IMGT)
[0132] Mg M3 73 22 303-1 HFRL o}7] =2k A4 (Chothia)
[0133] AME M3 74 22 303-1 HFRL o}v|=2F A<D (AbM)

[0134] AME M3 75 22 303-1 HFRL o}v] =2k A< (Kabat)

[0135] ME M3 76 22 3C3-1 HFRL o}7] =2k <4 (Contact)
[0136] AE M3z 77 22 303-1 HFRL o} =2k A< (IMGT)

[0137] AE M3 78 Z2 303-1 HFR2 o} =2k A4 (Chothia)
[0138] AE ME 79 22 303-1 HFR2 o}v|=2F A<D (AbM)

[0139] A HE 80 & 3C3-1 HFR2 o}v| =2t <& (Kabat)

[0140] A9 HE 81 F8 3C3-1 HFR2 o}v| =2t <& (Contact)
[0141] A9 W5 82 F& 3C3-1 HFR2 o} =4k A4 (IMGT)

[0142] A9 W35 83 FE 303-1 HFR3 o}v| =4+ A< (Chothia)
[0143] Mg M3 84 22 3C3-1 HFR3 o}u|=2F A< (AbM)

[0144] g M3 85 & 303-1 HFR3 o}1| =2k A4 (Kabat)

[0145] A9 WS 86 FE 3C3-1 HFR3 o}v| =4+ A< (Contact)
[0146] A9 W5 87 8 3C3-1 HFR3 ofbv]=4F A< (IMGT)

[0147] A9 WS 88 FE 3(3-1 HFR4 o}v|=4F A< (Chothia)
[0148] Mg M3 89 2 3C3-1 HFR4 o}v|=2F A< (AbM)

[0149] A9 WS 90 & 303-1 HFR4 o}v| =4k A< (Kabat)

[0150] A9 WS 91 F2 303-1 HFR4 o}v| =4+ A< (Contact)
[0151] A9 HE 92 8 303-1 HFR4 ofbv] =4k A< (IMGT)

[0152] A9 W5 93 F2 303-1 LFR1 o}v| =4+ A< (Chothia)
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[0153] A HE 94 8 3C3-1 LFR1 obv]=2t H<E (AbM)
[0154] Mg M3 95 Z2 3C3-1 LFRL o}v] =2k A4 (Kabat)
[0155] Mg ME 96 Z2 3C3-1 LFR1 o}7] =2k A4 (Contact)
[0156] Mg ME 97 2 3C3-1 LFRL o} =2k A4 (IMGT)
[0157] Mg ME 98 2 3C3-1 LFR2 o}m] =2k A4 (Chothia)
[0158] A HE 99 F8 3C3-1 LFR2 ofbv]=2t AH<E (AbM)
[0159] Mg M 100 22 3C3-1 LFR2 o} =4k 44 (Kabat)
[0160] Mg ME 101 2 303-1 LFR2 o} =4k <& (Contact)
[0161] A W& 102 F8 3C3-1 LFR2 o}mi=At 4 (IMGT)
[0162] A M35 103 F& 3C3-1 LFR3 o}v]=A M& (Chothia)
[0163] M M5 104 FE 3C3-1 LFR3 o}r] =2k < (AbM)
[0164] A M5 105 & 3C3-1 LFR3 o} =t A <E (Kabat)
[0165] Ad WM3F 106 F& 3C3-1 LFR3 o}v]=4 M <& (Contact)
[0166] A M5 107 8 3C3-1 LFR3 o}r] =k < (IMGT)
[0167] Mg ME 108 2 3C3-1 LFR4 o}m) =4k <& (Chothia)
[0168] AE ME 109 2 303-1 LFR4 ofm]:=AF <& (AbM)
[0169] Mg M3 110 22 303-1 LFR4 o} =4k 44 (Kabat)
[0170] AME M 111 22 303-1 LFR4 o}m)=4F <& (Contact)
[0171] AE M3 112 2 303-1 LFR4 ofm) Ak 44 (IMGT)
[0172] AE M 113 22 2D4-1 HFR1 o}m) =4k <& (Chothia)
[0173] AME ME 114 22 2D4-1 HFR1 ofm]:=AF <& (AbM)
[0174] Mg WME 115 22 2D4-1 HFR1 o} =4k A& (Kabat)
[0175] A9 HE 116 8 2D4-1 HFR1 o}v]i=At 449 (Contact)
[0176] A9 HE 117 E8 2D4-1 HFR1 o}v]=Ak 4 (IMGT)
[0177] A9 HE 118 F8 2D4-1 HFR2 o}v]i=At < (Chothia)
[0178] AE M 119 22 2D4-1 HFR2 ofm] Ak <& (AbM)
[0179] A9 HE 120 F2 2D4-1 HFR2 o}u]:Aik A9 (Kabat)
[0180] A9 H3E 121 F8 2D4-1 HFR2 o}u]:=Ak 49 (Contact)
[0181] A9 W3S 122 F8 2D4-1 HFR2 o}u]:=Ak <9 (IMGT)
[0182] A9 HE 123 F8 2D4-1 HFR3 o}u]:=Ak A9 (Chothia)
[0183] ME M3 124 22 2D4-1 HFR3 ofm]:=AF <& (AbM)
[0184] A9 HE 125 F2 2D4-1 HFR3 o}u]:=ik 49 (Kabat)
[0185] A9 HE 126 F2 2D4-1 HFR3 o}u]:=Ak 49 (Contact)
[0186] A9 W3S 127 E% 2D4-1 HFR3 o}u]x=Ak <9 (INGT)
[0187] A9 HE 128 F2 2D4-1 HFR4 o}u]:=Ak 49 (Chothia)
[0188] AME M3 129 22 2D4-1 HFR4 ofm] %Ak <& (AbM)
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[0189] Mg M3 130 22 2D4-1 HFR4 o} =4k 44 (Kabat)
[0190] Mg ME 131 2 2D4-1 HFR4 o} =4k <& (Contact)
[0191] A9 HE 132 F2 2D4-1 HFR4 o}u]:=ak 49 (IMGT)
[0192] Mg ME 133 2 2D4-1 LFR1 o} =4k <& (Chothia)
[0193] A9 W3S 134 S8 2D4-1 LFR1 o}u]=AF A< (AbM)
[0194] Mg M3 135 2 2D4-1 LFR1 o} =4k 44 (Kabat)
[0195] AE M3 136 2 2D4-1 LFR1 o}m) =4k <& (Contact)
[0196] A9 W35 137 F8 2D4-1 LFR1 o}ux=Ak <9 (IMGT)
[0197] Mg M3 138 2 2D4-1 LFR2 o}m) =4k <& (Chothia)
[0198] A9 W35 139 F8 2D4-1 LFR2 o}u]:=Ak A< (AbM)
[0199] Mg ME 140 22 2D4-1 LFR2 o} =4k <& (Kabat)
[0200] Mg M 141 22 2D4-1 LFR2 o}m) =4k <& (Contact)
[0201] ME ME 142 22 2D4-1 LFR2 ofm)e=ak < (IMGT)
[0202] M M35 143 FE 2D4-1 LFR3 o}v]=a M& (Chothia)
[0203] ME ME 144 22 2D4-1 LFR3 ofm] Ak <& (AbM)
[0204] ME M3 145 22 2D4-1 LFR3 o} =4k <& (Kabat)
[0205] Mg M 146 22 2D4-1 LFR3 o}m) =4k <& (Contact)
[0206] ME M3 147 22 2D4-1 LFR3 ofm) Ak 4 (IMGT)
[0207] M M35 148 FE 2D4-1 LFR4 o}v]=a ME (Chothia)
[0208] M M35 149 FE 2D4-1 LFR4 obr] =2k < (AbM)
[0209] Mg M 150 2 2D4-1 LFR4 o} =4k <& (Kabat)
[0210] AE ME 151 22 2D4-1 LFR4 o}m) =4k <& (Contact)
[0211] A9 W5 152 8 2D4-1 LFR4 opr) Ak A< (IMGT)
[0212] Aqd HE 153 F& 303-1 53 opu|xAat g

[0213] AME M3 154 22 303-1 A4 ofnx=At N

[0214] AqE HE 155 F& 204-1 53 opu|xat Y

[0215] ME M3 156 22 204-1 A4 ofn At N

[0216] Ad M3E 157 (D8 A% HE= AYg

[0217] A HE 158 =¥ o)A (spacer)/H A ofn=A4l A d
[0218] AE WE 159 (D8 §1A] & g ofw|At A

[0219] A WM3E 160 4-1BB/CD137 &&-A= L2l

[0220] A9 HE 161 (D28 &F5-A= Z=udl

[0221] A9 HE 162 (D3-¢ AEW AZAG Tl

[0222] A M3 163 IRES A A

[0223] g M3 164 M_Cayenne RFP o} =2k Mg

[0224] A9 W5 165 S17F EphA3 obn| =k A (HAFA])
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[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]

[0235]

[0236]

[0237]

[0238]

[0239]

[0240]

[0241]

ZIHSd 10-2022-0079574

x

2
'
fol
—
D
»
e
&

EphA3 A< ofmit M

)

2
)
fol
-
(@]
3
e
N

EphA3 A3z Tl ofw|it A

x

2
'
fol
—
()]
co
e
&

EphA3 % T2l ofu il M

x
e
'
fol
—
D
©
e
&

EphA3 AlE2 Z=w|Ql ofu il I

x
e
'
fol
—
<
o
e
&

EphA3 Eph #7t=-ZAg TuQl ojn| Al g

x
e
'
fol
—
<
=
e
&

EphA3 B 29E 1118 LZwel olu|il g

2
ne
=
fol
—
5
Do
ko
N

EphA3 B 29E 1118 LZwel olu|xAil g

x
e
'
fol
—
x
w
e
&

EphA3 ©id FjubA] Tl ofw| sl M

A<D WS 174 Q17F EphA3 it &} REX ofn| it A d

oo Hojm REHOo= EphA3e] tid @FE Ao Ak o] ol WFE A9 AF m=vds vt
o= sH= 7lvE g FEA(CAR)Q A 7 x3. ol#d dFE A= U WEAEFTI L g
A7 F/EE ded 53] AP ¢ k. F7IE, o]d (RS UdHIE T Alxs 45 7R didolA 4%
med ool Hgte 4= gl

2 e FXE g-FphA3 sAef vluste] Algt H/EE JNAE 5A4S 2= A9F EphA3 AR 2ol #e A
ojty. el FwWolA, ¥ e Aqd HE 13-72 /XL X 2-5 T ok Sl AAlE ojuxAt HE e
olo g Hom 70% FUT oprwat MEE e AHom i AdRA AAH JY9(R)S EFSE At
EphA3 2¢ A2 A& 3t

o AF 487 3(EphA3; 3 oS So] EPH 484 A3; EPH-AF 71UbA]l 4; Q1zF wjo} 7]ubA]; El22l-%

YAl TYRO4; 2 E]2A-wd 7)ubA 84 ETKlolgtak 3 A% EphA3 ©+jd 2 oo o W
z3tete deld RE A w4 EphA3 EAS 233}, EphA3S ¥ EphA3, 92 =
3 P29320(AM4E W& 1650 AAE wlel #2)oz Folw <17t EphA3S EFEA g, oo A
o1 7Fol| A, EphA3-S EPHA3 -+ H(ETK, ETK1, HEK 2 TYRO4=%E A& )ol os) ¢tsslect.
EphA3e] 7|5, oE Eo], Aol EYo Huz ¥y F3[Boyd et al., J Biol Chem, 267(5): 3262-
326710 7]1%E¥o] Qith. EphA3E 1 Aol gl w-AdtE o= Ad EPE o ¥ d2 Afste <
Ao HE-oEd I AsHGE Frshe 784 24 7|YelAlZ 7|58k ~110kDa ©d-57} I%‘
ks gk o),

UniProtkB <=8 ®
St A FETh,

A ¥lE 1659 N-Tek 2071 ofneAte Als HE =S %“é%}Ei 43 FEY EphA3(S, A% FE=Z A
Ast7] s A7 $)E ALD HE 1660] YER ofn| ks ZhErh. A HE 1659 1A 21 UlA] 5412 Al
9] =Hl(ME HE 167)8 P, 91A 542 WA 5 —E s =vol(ME WM3E 168)S IAsta, 9
566 A 9832 MEA =W (MY HE 169)S AT, A =vd2 Eph E-2F Tvd(HE ¥z
1700 veRA, A9 W3S 1659 912 29 WA 207); 7 o] FHIZUE 113 =#0(A2F Ad HE 171 ¢
g W3 1659 9 325 WA 435, L AE HE 1659 92 436 WA 531)S E3HeTh. AE
A 7IyA =vd(AE ¥WE 1730 L‘rE} , Ad WE 1659 92 621 WA 882)S E3taitt.
e w3 Hit 43t HEZ(SAD(AME HE 1749 vER, Ad W35 1659 914 911 WlA] 975)&

EphA3 A< olm| Al A

MDCQLSILLLLSCSVLDSFGELIPQPSNEVNLLDSKTIQGELGWISYPSHGWEEIS
GVDEHYTPIRTYQVCNVMDHSQNNWLRTNWVPRNSAQKIYVELKFTLRDCNSIP
LVLGTCKETFNLYYMESDDDHGVKFREHQFTKIDTIAADESFTQMDLGDRILKLN

TEIREVGPVNKKGFYLAFQDVGACVALVSVRVYFKKCPFTVKNLAMFPDTVPMD
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[0242]
[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

SIHS31 10-2022-0079574

SQSLVEVRGSCVYNNSKEEDPPRMYCSTEGEWLVPIGKCSCNAGYEERGFMCQ
ACRPGFYKALDGNMKCAKCPPHSSTQEDGSMNCRCENNYFRADKDPPSMACT
RPPSSPRNVISNINETSVILDWSWPLDTGGRKDVTFNIICKKCGWNIKQCEPCSP
NVRFLPRQFGLTNTTVTVTDLLAHTNYTFEIDAVNGVSELSSPPRQFAAVSITTNQ
AAPSPVLTIKKDRTSRNSISLSWQEPEHPNGIILDYEVKYYEKQEQETSYTILRAR
GTNVTISSLKPDTIYVFQIRARTAAGYGTNSRKFEFETSPDSFSISGESSQVYVMIAI
SAAVAIILLTVVIYVLIGRFCGYKSKHGADEKRLHFGNGHLKLPGLRTYVDPHTYE
DPTQAVHEFAKELDATNISIDKVVGAGEFGEVCSGRLKLPSKKEISVAIKTLKVGY
TEKQRRDFLGEASIMGQFDHPNIIRLEGVVTKSKPVMIVTEYMENGSLDSFLRKH
DAQFTVIQLVGMLRGIASGMKYLSDMGY VHRDLAARNILINSNLYCKVSDFGLSR
VLEDDPEAAYTTRGGKIPIRWTSPEAIAYRKFTSASDVWSYGIVLWEVMSYGERP
YWEMSNQDVIKAVDEGYRLPPPMDCPAALYQLMLDCWQKDRNNRPKFEQIVSI
LDKLIRNPGSLKITSAAARPSNLLLDQSNVDITTFRTTGDWLNGVWTAHCKEIFT
GVEYSSCDTIAKISTDDMKKVGVTVYVGPQKKIISSIKALETQSKNGPVPY

[ME W& 165]

i

E Ao A, "EphA3"& ¢leole] o aRE| Q] FphA3S A At ol FoZHES EphA3 o4, vH, #

1
oA (BRI A £ Er AEAE @

2o AFEE upel o], whalde] "ghE" | "HolA" e "FEA"E doR Fx "4l d(dE , FAx o
23)9] oluwal A tF Holw 60%, vrEASAE 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, 99%, T 100% ofn| At A d FYUA (sequence identity) &= S ztE AL Exfoz &

T AT AF AAGEHCAM, Fx dmde) dd, WA, olay B el FE: dwiEe] ofs s
A

i

e e dwHoR wMAs ofuldt Ao 1008 S TASE FE wwde) B, wola), ¥R wE

WAe] ofnlwal Ads} PIte] st ol el olulwit g,

<] .

24, B4 = Sehu g @A) opual Aol el 4RI AEe Ad FUY(AE
Sof, Ao 605)& FHHE ol 4GS e WAL APt "o nF e AuHOoR Fx WMo
F3} EAG Fol o8] wARE A2 WM WolAT ARHT, HEA"E duHo Fx vude i)
ulaste] gold Fol ols) AHE W WuAe MolAE AFArh. FEAE L= (orthologue) E EF

A2 (ofu At ol oJEl]) doje] dold ¢ AN, R Fx WA (F, dyo] fE whiiA)e] ol
o] Hojw 20%d F dom Fx vl Zole] 50%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%, W= 99% % s Hul HolE 7 4 9lvh. EphA3e] w2 10, 20, 30, 40, 50, 60, 70, 80,
90, 100, 110, 120, 130, 140, 150, 200, 250, 300, 350, 400, 450, 550 ¥+ ¢F 6007 ©]3} ofw]wAil & &}t
o] A2 ZolZ 7k 4 9, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 200, 250,

)

300, 350, 400, 450, 550 T <k 60070 ©]8} ofn]x=2ak & slube] Hu dolE kA 4 g},

A5 Arjgeol A, EphA32 EFEE(dE B9, 9FFEHAA, AlnETa, vAt 947, e A3 H/
e AAF(AE B9, HE T+ F9) EphA3) ZF-E9] EphA3e|th. EPhA3Q] o]|42d, Wy, WHolx & %
Ae dogz, FoARl F, A& 5o Ao ZHEH nAgds T A< EphA3 o] el ofmwit AEd dis) A
ol 70%, WFEABIAIE 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, HEE 100% o}wu| At
qd 5dA F s S 5oz 3 4 Q).

oAy, wH, WolA e JeAle 492, VT4 54/ U A Aol & Aol s d4gH
Hkel o] dE £o] FZ EphA3el 7153 EA/ZAS ZE 7|54 olad, d¥H, WHolA = AsAd
At oS 59, EphA39] o]43, wH, Wolx ke AEAE, & 5o, EphA5ete] A@AFS vEh AL )

A5 A e A, EphA3S A E WH3E 165 & 1660 sl Hojx= 70%, vl 3tAE 80%, 85%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, HE+ 100% otv|:=At AE YA T SHUE ZE oMt AES
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o o B o F o =MW I o = Z = X 45 = %o = P x 8
A ) moElE SoduTn oew & Pz T o®d (22E T m BT xE o
DO LR 2 LA R R S TE =N g = g N B N
e X T P oasH o axglal ® T ol Vs k8= F N g5 Pk
- 760 oo e I e TS ) a T oo N2 g ol
T . inu o#a AN SB== K o TR < Eﬂ_ ) o0 N o ed OC
T A g zE = . "® TR BLZEE _ 2 o mPE MAyg BUMS I N E of pk ST
TEBR oz T 2 xww Tl p K TEwHS Tl & T pwE LN T T
T T S - % = = % R B o E oy xS Lo WEH oS g w .
T o X il S, I = B3 g ) N ol Z PN S o o - g ol o A =
o I oI - il T s mro do N g - B Mo . = S = il p oy e A < W o
2T R AN - A WO o 5839 = _ = M £ 5= P o B
< 0 ow S w <o o ) ol T o) =% P ™ TS L TR 55 o = =% o 4y N
BELESE W, W VU AT T oAk RPRTC B2=23 0 ww 2 Jwoy BYOL g
B s M » e . BeBe® I »epeEPETZE 8 Bk w0 v T o
- o BN I o F o ~ R Ton ™o gy Ton -2 o W By B ) T
oo B o R W m P wm o R oy o e o ool 2T K HHESE WK TR oMK T =
= = a2 T = =) = = = = 3 =
Ne) O Ne) O Ne) N} Ne) ~ ~ o~ o~ ~
N N N N N N N N N (o] (o] (o]
= = S =2 = = =2 =2 = = = =
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[0275]

[0276]

[0277]

[0278]

[0279]

[0280]

[0281]

[0282]

[0283]

[0284]

[0285]

[0286]

[0287]

[0288]

SIHS3l 10-2022-0079574

AF3eh, N-2ehol A C-2e7HA] | Vy 9L & Fx2E 881 N term-[HC-FR1]-[HC-CDR1]-[HC-FR2]-[HC-
CDR2]-[HC-FR3]-[HC-CDR3]-[HC-FR4]1-C term; V, 9 S TZE ¥3sit}: N term-[LC-FR1]-[LC-CDR1 ]-
[LC-FR2]-[LC-CDR2]-[LC-FR3]-[LC-CDR3]-[LC-FR4]-C term.

CDR 218 2 I # S Kabat (Kabat et al., Sequences of Proteins of Immunological Interest, 5th Ed.
Public Health Service, National Institutes of Health, Bethesda, MD (1991)), Chothia (Chothia et al.,
J. Mol. Biol. 196:901 -917 (1987)), AbM % ContactZ ¥ 33+ oo FA¥d (DR YHH Al ws 4=
ATt

Y NG, FA-AF BAE Ephizel AT F Yt FU-AF LA QRS TFATH AN AAF
Bel A, #9-2% A phasel 2T 5 it FA-AF Bl RS EFAT. A AN FeolA, -
A% BAE Bphasel 2 o FU-AF FAe OR 2 FRS IV F, A% AN FeolA FA-2
T #AE Bzl ATE 5 Yt FA-AF 249V, 99 LV, F9S TP,

13- 2 A kelol A dA-A3 BxE 2o 1WA 71<w EphAs-AF A (5, F-EphA3 &3 & 3C3-1
i 2D4-1)°] VH/VL gFelA o258 Fde Wy 2V, 498 I

CDR ofn|:=it o] HlAeA el de Ad HE 13-72 D/EE T 2-50] AAEHo] gk, DR 218 2 dvge
abYsis WA 3.4.1 2 IMGT/V-QUESTE A}g3to] =8iatqity. & W] W& &A= 1, 2 & 370 V. CDR o}
2 Ad(dE S0}, (DR1, CDR2 /X (DR3) H/%E:= 1, 2, X 37 Vy DR olu|wAl AL (dE =
CDR1, CDR2 ¥/ (DR3), dE Eo] A9 W3 13-72 D/E= T 2-50] AAE AES 238 &+ g},

)

AN AAFE el A, EphA3 AjtAlE vhaS 2§

(a) ME HZE 13-17 & o]= 3ol Hoj= 70% 53 ofvjil HES zh= (DR1; MY WS 18 WA 22 &
ol 3t Holm 70% FA3 ofm Al HES zhE= (DR2; B AY WHE 23 WA 27 £ o= e} Holw
70% L3 olnal IS ZHE (DR3S s T4 928 7Hd o9 (Vi) ZERE =, H/Es

+

(b) AME HZF 28-32 T o= 3ol Hojx 70% 543t ofn]=al 498 2= CDR1; AY WE 33-37 5 o=
shtet Aolie 70% AT oblmAt A& Zh= (DR2; R ME WE 38-42 T o= shse Aol 0% AT
o .4t A EE Zbe (DR3S Xdshe A4 WY==2E4d 7P 99 (L) ZZFHE.

olgl3t A FEfe}t Beto], Vil TeREl=E HdatAe AY WE 1530 AAE oAt HF EE ol o
Mol 70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 9%, EE 100% TAF ojm ik A AL s/
AU VL ZYRNE = AAsdE A9 W5 1540 AAE ofu]wak Ad m= old] did Hol® 70%, 75%,

80%, 85%, 90%, 95%, 96%, 97%, 98%, 99%, X 100% H U3 oln|xAl AES E

moi'

1t

ojebAel AN dEel A, BphAs ARAE Thee Eahah:

(a) AE HZ 43-47 T o= el o= 70% FL3t ofn]al G 8 zh= (DRI AY WE 48-52 5 o=
shufel Hojm 70% FLS olH =t MES Zie CDRZ 2 Hqd W& 53-57 T o= sfue} Hojx 70% LT
ofu| Al A ES zF= (DR3S T EstE VH ZefPgeE; D/xe=

CDR1; XY W& 63-67 = Oib

(b) N2 W5 5862 5 o= ahel Aol 70% FAT opul it AL 2
68-72 % ol:= shjet HolE 706 EUY

okl Hojx 70% L3 ol IS ZHE (DR2; B AME WHE
olu =4 A gS zkE= (DR3S E3tslE VL ZERE =,

of¢h ##ste], VH EFeRE=e M WME 1550 AAE opriedt A B ofo] tis] Aok 70% & U7 of
it S 2R ¢ lar/sAvh WL FEREEs Ad UE 15600 AR obnedl A B ol o)
AHolle 70% s A ofveat NS 2 4 ot

Ao 718ekA 7l&d A9 VH 99 2 VL 992 (DR 2 FRE <A IMGT(ImMunoGeneTics) X A]ZElo
w2} s}7)o AHelw ™ (LeFranc et al., Nucleic Acids Res., (2015) 43 (Database issue): D413-22), o7&

F3&[LeFranc et al., Dev. Comp. Immunol. (2003) 27: 55-77]°] 7|4 ule} 22 IMGT V-DOMAIN {HH F3
S AFEEiT. dE AAYHA A, FY-AF X sh7] (1) B (2)d wE VH 99S xgsit:

(1) (3C3-1) Th+ (DR 2E3¥3f

iy

VH 94
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[0289]
[0290]
[0291]

[0292]

[0293]
[0294]
[0295]
[0296]

[0297]

[0298]
[0299]
[0300]
[0301]
[0302]
[0303]

[0304]

[0305]
[0306]
[0307]
[0308]
[0309]

[0310]

[0311]

[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]

[0320]

A WM 169 ofn| 4k DS zk= HC-CDR1:
Ad HE 229] ot A ES ZE= HC-CDR2;
A W 279 opn|qk DS zh= HC-CDR3;
= HC- CDR2 HC-CDRZ,

O & ZghE o] oA,

(2) (2D4-1) & CDRS ¥3tel= VH 99
M W 479 opn|ak DS zh= HC-CDR1:
Ad ME 529 ot A dS ZE= HC-CDR2;

¢

Aqd W5 579 ofr]xAl MES ZHE HC-CDR3;

HC-CDR2, HC-CDR2, =3 HC-CDR3 % &b}
28kl o] o] wWolA.
A5 A GEH A, FA-AF BAE 5] (3) BE (4o WE VH 99S
(3) (3C3-1) T FRS ¥ 3alE= VH 49

A W3 979] ofm| =gt DS Zhe= HC-FRL;

]

A Ws 1029 ofeAt 4 E-S ZE= HC-FR2:
14 35 1079 ofn| it MES zhe HC-FR3;
]

ME MZ 1129 opv|ieqt M-S 2E= HC-FR4;

~

HC-FR1, HC-FR2, HC-FR3,
2 A%k o]] WelAl.

T HC-FR4 ZF s ool A s mi

©:

TC =
.J_\__
=ako

(4) (2D4-1) v FRE EFst= V

=
ol

oF -
20N

A WME 1379 o}t IS

h
s

HC-FR1;

A WME 1429 o}t AL

h
als

HC-FR2;

Ad HE 1479] opn]it A4

e
als

HC-FR3;

o

A ME 1529 o}t AL

A
als

HC-FR4;

FR1, HC-FR2, HC-FR3,

C- T HC-FR4 =
= 2 3kg o] e] ®WolA.

st ololn st EE =

sfito] mE CDR,

Ay AAGHeIA FL-AF B A (D R (@) F
3 3

% Bfvhel whE VH
(5) (el wh= CDR 2 (3)ol] W& FRES x¥sh= VH 99,
(6) (2)°] w2 CDR 2 (4)ol] w& FRES x¥sh= VH 99,
A AA el A, FdL-A% Eabe 8] (7) Ee (9)e] wE VL 49
(7) (3C3-1) v+ CDRS ¥3&sl= VL o9

Ad ME 329 oAt A dS 2E= LC-CDRI;

Ad ME 379 oAt A HS 2E= LC-CDR2;

Ad ME 429] ot A HS 2E= LC-CDR3;

Y LC-CDR2, LC-CDR2,

L= LC-CDR3 = 3l o|AoA] 3y e & =
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F= HC-COR3 & 8kt o] el A st} Hx= & Hi= Al 7] ofvlieite] thE ofm|it

Al A9 ebvliite] the ebm] ik

g

5 s A e ofuiate] ThE ofw]

E Al 7l ofuliato] thE oju

W A7) (3) EE (4)d] wWE FRS

o2

o Eyeh:

Hl
ot
o
i)

Al A9l ebvliite] the opw]wi



[0321]
[0322]
[0323]
[0324]

[0325]

[0326]
[0327]
[0328]
[0329]
[0330]
[0331]

[0332]

[0333]
[0334]
[0335]
[0336]
[0337]

[0338]

[0339]

[0340]
[0341]
[0342]

[0343]

[0344]

[0345]

[0346]

SHESE 10-2022-0079574
o X3kgl o]e] RlolA,
(8) (2D4-1) & CDRS Egsh= VL 99:
AE M 629 ofw] At DS 2h= LC-CDR1;
AE M 679 ofw]eAt HES 2k LC-CDR2;
AE M 729 opw] At NS 2k LC-CDR3;

& LC-CDR2, LC-CDR2, =i LC-CDR3 & &ttt o dtellA] st &= &
= A gl ofe] WolA].

FA

£ Al e obnliabo] thE oful st

lo 7

o

A5 AAGEe A, FL-2Ae EA= &) (9) B (10)e] e VL 949

tilo
[x

iR
(9) (3C3-1) t& FRS ®3¥asle VL 99

A WMz 979 opmat DS zh= LC-FRI;

A M 1029 ol DS 2E= LC-FR2;

A ¥ls 1079 ofn At A
Al HE 1129 ofviAt A d

:3

= LC-FRL, LC-FR2, LC-FR3, Hi= LC-FR4 & 3t o] 4ol A sl ® & @i A 719 ofw]iito] thE o}
ko m A ghe o]e] WolA.

(10) (204-1) t}& FRE ¥3Hsl= VL 99
AE We 1379 olmxeit D& 2E= LC-FRL;
AE M 1429 olmxik D& 2h= LC-FR2;
AE Me 1479 olmeAit DS 2E= LC-FR3;
Ad M 1529 olmxitk MEE Zh= LC-FR4;

C-FR1, LC-FR2, LC-FR3, iz LC-FR4 & dhut ol AtellA it T = &
2 A2hgl ole] wolA].

o
)

| 7he] opr]mito] ThE o}

>
o —

A AAGFH A FL-2S 2R 47 (D F (2) F skl wE R 2 7] (3) s (Dol e FRE
3

oM, dd-Ag BExE 7] (11) == (12) F shudl wE VH 99

o
55|

e

Ao FU-AF G V2 L G @ Y- AN FEAA, B Ao e Fo-
A% AL BphA3el AW Fv 99 TgaAY, olER TRk, A AAFHAA, Fvel VH 2 VL 3
de 97 99, F 9 ) Fr(schvol o8] a8 ad SR =2a ATHc

AR AAFHAA, B oame B odgel wed A 9 RS BEe AT

woage] wHe Bel /8 Pl o8 449 4+ Utk godes, wHe, oF 5W, endolysC,

endoArg-C, endoGlu-C % V8-Z 2 HolA|e} & ZTREo|UARE 3A T CAR @z o] A3l os] AAE 4

Ak, 23kE @ Al & dE ARvtEIY Y] 7]z

lo o
%
o
s
X
=)
o

B oy B4 AAGHE B o3yl Bphi3 $9-2F B4 A9y 9BL ATV "EAy e A1,
g mE B9 28 SR FolA WY WSS $3¥ £ AS v WY wee B /EET Y
N AE, FEE, AL L 5% AES e WY AE R/EE A, AllEstel 2 ARt
e BAT TS WA MR B/EE 454 o 4, B FE AT TFT 5 QAT ol
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[0347]

[0348]

[0349]

[0350]

[0351]

[0352]
[0353]

[0354]

[0355]

[0356]

34 9HE Fab % Fab'2 &3,
ScFv)& E3FalA| vt

72+o (CDR1, 2 2/

ZIHSd 10-2022-0079574

Hobile], Egjopulr], olF5eld @Al 9 Y ) A dH(AE 5
s g W35 13-720] AAE AT
Ze v, o

A % 2L
Ak, vpEA gk A gHS Aol shuhe] A A 7 d9 (R H/EE

JHE= VL obr 2k

Ade] Hojx dFE xggs ¢ 9

Aoz shute] HA F 7t 99 (RS 2ot

Ayl A A oA, B A3 EphA3 AdAl= A, <k e 73t &4, == A wdott. Y
of A AREE "QAzst" A= v]-At "Lt FoRFEH F5H WP A £E A dHS ¥3
slo] Ao T Hojx REHoZ A3k Ve FAE XFE 4 Urt. AF AAFEA, A 2 I
i refEt Aol gk feE WY wkSS fEshA] gomA sdstAY o2 "9t ol AdEHAY
FAE st Fol Fol rhesleE wyE 5= k. ARA A J9CR) e 7PE G9E, vy 2V, =
oNe xeEE A BE A EE H- A dHe A3F A AAZE= e FZo| "ol "H o
"AZkE A e A TES AT Aok dF AAGHA, A e v[AF R eV, 2V, =9
Qle] Iz A BW 97} AxFHoR oA HT}

QX A ekEjol A, B o] F-Adt Bl WAFREY F B Ado s ojate oo xg3it
AR AAGEH A, HAFZEY T3] B AL [g6(dE 9, 1gGl, 1gG2, 1gG3, 1gG4), 1gA(<lE E9
IgAl, IgA2), IgD, IgE, =& Aol ALy o] ZEH fFEt.

AR AAGE AN A, HASZEH T3 & 7F
P01857, v1; A ®#E 175)0)t}. Y W35 1759 93X

23 A <A (IGHGL: UniProt & ¥

Jode FATH(AHMD HE 176).

—

s WA 982 CHl
Ad M3 1759 91X 99 WA 110& CH1¥ CH2 99 Atelell 914 9 9
1759] 913 111 WA 2232 CH2 99¢ FAIHAL ME 178). AL W%
Jode FArh(Hd WME 179).

Hos2ed 4 B9 vk 1

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP
AVLQSSGLYSLSSVVTVPSSSLGTATYICNVNHKPSNTKVDKKVEPKSCDKTHTC
PPCPAPELLGGPSVFLEPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK
TISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK [ ME #Z 175]

(g "3 177). A4E H3E

759 91X 222 WA 330& CH3

Ar AAkEo A, CHI 99L Hd HE 1769 MY, T AY HE 1769 ol Hde tis] Zolx

60%, BFERASAE 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% =

4 AG BAY F IE 2E ADL TFSHAL olER FHE.

A% el A, B wEe] FA-AFG FAE WGTZRA F4 B AL
AR AAGHelA, WG FEEA F4 BW F4e A7 WYy

IGLC1, IGLC2, IGLC3, IGLC6, T+ IGLC7olth. X AAJ<kEjel A CL <
W5 1809 ofm|=Aik Aol s Aol 60%, WA stAIE 70%, 75%, 80%,
95%, 96%, 97%, 98%, 99%, 100% ot =4t ME Fd4d 5 shUE
T H ).

Hoe2ad g B g9

L
T

MRPGTGQGGLEAPGEPGPNLRQRWPLLLLGLAVVTHGLLRPTAASQSRALGPG
APGGSSRSSLRSRWGRFLLORGSWTGPRCWPRGFQSKHNSYTHVFGSGTQLT
VLSQPKATPSVTLFPPSSEELQANKATLVCLMNDFYPGILTVTWKADGTPITQGV
EMTTPSKQSNNKYAASSYLSLTPEQWRSRRSYSCOVMHEGSTVEKTVAPAECS
[ M s 180]
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[0357]

[0358]
[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

SIHS3l 10-2022-0079574

Hosesd Jta 5w Y

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALOSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
[ AY =S 212

Fab 99& EFath 9% AAFelolA, Fab G VH 2 CHIE EFFHAS 5 % Fel

=), 9y NG, Fab e VH R (LS TP FUPESE TFATHAE B, VL §F B9

HEE), Q% AAGEAA, Fab e VH L 0L T FlRAUE(AE Sol, (L 3 FAEE)

LR C £ Eiete ZEFEHE=(AdE %01, CL-CH1 &% :‘—E]‘J‘“E]E)% E@’é}_ﬂ =, 45 ARG A
% CL

: 4
o 9]?'?]] AAE Jd ZFE=ZA, = L% 2 Fab(scFab) e gy 4 CrossFab(scCrossFab)iH A&

U5 AR S oA, 2o 7|sd FA-A3 EA= EphA3dl ZAFst= AA FAE XASAL oA FA4
Ao, 2 AHgE WA FA'E AY9E2E(1g)9 T dAFoer fA Fx2E e FAE A
o}, olgt FFe WAZSZE-G o] G2}, Oﬂw 59, AFo] Yo Fxu2 ¥3+y 3 [Schroeder and

GHo A2 EU(E, [g0)2 2719 S 279 A& x&st= oF 150kDa Gt do|th. N-deko A C-&
97tA], SdE VH okl 3709 E¥ EoQ1(CHL, CH3 2 CH3)S X dete =4 B¥ 949e x3sta, fAls)
A AAE VL gl (LS Z3sit. Fao wpel, Wy
[gA(dlE E9, 1gAl, IgA2), IgD, IgE =+ [gMo = &
o,

AR AAjHolA, o Ved dU-AF F
IgG4), IgA(dE Eo], IgAl, IgA2), IgD, IgE, T+ Ig& %
How A,

Z2EHLE [g6(dE &9, 161, 1gG2, 1gG3, 1gG4),

-
=
FE % avh AAE (o) B g0 £ 9

et 1gG, AE B9, IgGl, IgG2, I1gG3,
SIAY, oA FAFAY, ojHeRE 2

ol
o

o

I

%

T

>

i

o)

k=]

=

=

w

3,

U?*J mﬁ

}5l A=, EphA3 Z2& A= EphA3 w@wldo] ouEsxe Aglsiry, =
Ao ojniate] ALA e BALH IS e 5
[e]

71e} g9l FEAet 2 WAl 2k ofd AAHAY AFE = Art.

o shibel AAdEelN, WMol Eeldlx

Mo
=

wowe wa welo] AE Epha3 AFA WolAZ T
COR "WlolA"2 AFEE, NG WE 1372 F o= shush Holw 706 AR obvlwit ADL EFe: EA3
AT, T ohe AA g, ol Al A WS 1531568 F ol shupe] Yy B/ T, obulwedl A
3 Aol 708 FAF opvit HAL EFFH

Ages, (R Ex e WMolA(5) F AolE shhE @t phi3 AUAE Ephi3 Budel 29E
siek,

54 AAGEl A, Mol At Ad WME 13-156 F o= shbol AAY A% e, FE ARA(NF o, F
Z olag)e ofu|At MFe sl HoAx 70%, 71%, 72%, 73%, 74%, 75%, 76%, 77%, 78%, 79%, 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% = 99% o}v|=Ak

+>

A FUYE vk, Bl AAE @A WMol S o] ofuwale] A, S} Ei TIE ofnw
Moz AW + . QY oplewe AEe) ARGH BYE WebAsA Foud ABSAY A28 5
ek Aol FANA B olHrHRE AR). A ANFUANA, @A, WolA|, olaF W A EE
A2 9NAe F2 gud o8 £9HE /)5S U 5L 548 ¥ 5



[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

SIHS31 10-2022-0079574

Asp ¥ Glwe=E A3, T34 F47F e ofv =ik HSA SHE Z2E OE olvx=iHdE
Gly, Val, lle, Leu, Met, Phe, Pro, Trp, Cys, Val §)o& X3}, 7| /FAs 4 ofvxAit =
/R 34 ohvwib(elE E9] Lys, His, Arg 5)2& X%, 34 F37t A& viskdd o wits
=71 e O vedd oluak(dE £9], Asn, Gin, Ser, Thr, Tyr $)o2 X3k HEl 4 ZH7F 2l
= 7

et
2

Ala,
A7

o
)

Eoobrle e Wk B4 ZH7h Qi e oblndkelE Eol, lie, Thr, ¥ Va)oE A, WP Z7}
Sl obblwAte MR Za7k i B oblwAl(lE Eol, His, Phe, Trp, ¥ Tyr)o® A FU 4
Rk,

Z17be) @A S Alele] Ad B

(comparison window)", "A]¥ TUA", A sUA WESE" 2 "HAdH sdAA"ES xsstt. 7z S/
ML 747 (1) b/ dide] FFehs e ab/amd Ade] WX st o]t FE, H (2) Ak u
A Atolel 71skE & shut o] HEs I S Y] Wi, AdE Hlale dPAoR "mlal F'S F
AEE Aluste] M FAE S T4 d9S st vug e R FET. "Hla FNe FE D H L
v APHRZ 6, 9 = 1279 A A9 AEH BES AAST. v Fe 7 Ade] HHY HEE e
Fz Adz vt <F 20% o3t F7F e AA(SF, A)S XFE vt v FE FEs] A HA
o] MY Ade HFEHIEI LduelF Tl 9§ (Geneworks program by Intelligenetics; GAP, BESTFIT,

FASTA, and TFASTA in the Wisconsin Genetics Software Package Release 7.0, Genetics Computer Group, 575
Science Drive Madison, W1, USA, E9o] Hu® ¥3g) = AA 2 Awd okt v £ o] o 9
a AHE HAde FH(S, v Zel dis] 7P F=2 vE&e] s ofIshe da FdE 5 vk, dF
W 2o Fu= x3hE FA[Altschul et al., 1997, Nucl. Acids Res. 25 3389]el 7IAJ®l ¥} e
BLAST =29 AFTs Fx2T F= k. Ad Aol digh AAgE == & [Unit 19.3 of CURRENT
PROTOCOLS IN MOLECULAR BIOLOGY Eds. Ausubel et al. (John Wiley & Sons Inc NY, 1995-2015)]¢ll A 2o}t

F qnk

gl "G B MY e oulE EF FuelBS Agse A4d FA BAste], v P AA A
gol A Jug ueste] FAF FIULES i obrlndt AXe] £8 TS A0 BN AHE
Ak, whebd, D B WP v ol AH F ole) HAxow FAH ADL wwety, FAT I
AT Fol, A T, C, G, D7 F ADeA BASE 92e 55 Agste] AAGE AN FE A
s, A 9Re] £ ww Fel F 9R =(F, FGindow) Z7NE PR, Aol 1002 Fakel AE
U0 WEES AEFoM AMAY. oE 59U, "N FA4"S DNASIS PHE Z 1 (Version 2.5

for windows; available from Hitachi Software engineering Co., Ltd., South San Francisco, California,
USA)oll of&) Aatd "dA MEE"S gH|sh= Ho=Z odlE F Q.

welo] IR @A, WA B e oo WolAe] FEA EF AT,
B9lo] AHgE FA, FA 9A EE ol WolAe "FEA'E, F FW, e sehd molojelste A =
= ugAs, WS WY (alE Sol, AN, fuFARe, FeaUR), BH WP (AF S0}, HuAY, of
Agst, wegst, As =t U 5), B4 AF(AE Bol, W, Bh, P BAUL) R/EE Y
AN olssl vhsk e F7b bt Mde] Zahol ols) WAL,

ojeh w#sto], w¥vb= o] sehd Wi wEE wuh 3ol el sl ¥ [Chapter 15 of
CURRENT PROTOCOLS IN PROTEIN SCIENCE, Eds. Coligan et al. (John Wiley & Sons NY 1995-2015)1-%

EEie

F7} ohuat AAe % BUAS e $F REY ol NES 2T+ du. odF 54W, §
F OhEY obrledt g weE §3 wude 3F P/EE AAE B 5 Aok MAREY dE 352
N Fol, Fad F ShEd, E2 AT GUNAGBP), BN A, IR SEAzw

2ol deld SE (e So], EphA3 A, A & = CAR), WolA, v g/Es A
s Aty ARk shebA A, AlEd DNA e B ed vheeda] dds ek ofdl Al
A

4 % qu.

stk e A ® &G S TEATE. ol e W2 FdAlel F oA glAwF SYNTHETIC VACCINES
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Ed. Nicholson (Blackwell Scientific Publications)®] #1197 = CURRENT PROTOCOLS IN PROTEIN SCIENCE Eds.
Coligan et al., (John Wiley & Sons, Inc. NY USA 1995-2008) #1573 o] #A|Z% uvle} e 33k4 344 7149
2 Fx3t), ole Ao, A FIN AIW0 99/025505 L A TN AW 97/454445 5 Ik Fx3shr),

e

el WA A GElA, B wme Epha3 34, @A 9@ R/EE OR BHAe A2 wudeln,

Az dlAde odE 5w, 3 [Sambrook et al., MOLECULAR CLONING. A Laboratory Manual (Cold Spring
Harbor Press, 1989), 53] A4 16 2 17; CURRENT PROTOCOLS IN MOLECULAR BIOLOGY Eds. Ausubel et al.,
(John Wiley & Sons, Inc. NY USA 1995-2008), 53] #|10% % #]16%; 2 CURRENT PROTOCOLS IN PROTEIN
SCIENCE Eds. Coligan et al., (John Wiley & Sons, Inc. NY USA 1995-2008), 53] AI1%, A5 =L A67d]el
7l vket 2 B ZREZS AFEStY] A skl o5 AgsiAl AxE & .

7]zt & =8 (CAR)

e Em3 2 e -4 24 Be ZHEHES e 7viE &9 #8ACAR)E Al

oboliit A i olo] tha Mol T0% FAT

i =
A% =), HEE w0 A T AE NS

CARS T-AMl2E Az Zucle] d4" A (e 5o, @Y A 7M1 D (scFv)) e &9 43 =ddE& &
st Ao AAE slolHE|lE whlz e ZEE ottt (ARG EAS T-AX Holdi) whgdE& -
MHC-A gk WAooz Meld A g AAAetE 58 @ dE8 A9 IY-43% 5L o)&ste s8&
Egsit), B-MHC-A|3HE &9l 21242 CARS w3l T Al¥e &9 Aget FasA qYe 23tes 58S
AFste] T @E9 F8 HAUSES 3T GqSo], T-AlxedA ddd o, CARS FEsiHAeE Wdd T
A FEA(TCR) &3 2 wlel et o|FAstE =] e, CAR 72 % 222, d& W, o] 44
a2 X3ty 3 [Dotti et al, Immunol Rev (2014) 257(1)]e AEE] Adut. CARS AX P#A FFJ (43
EuRlers 4Ed) 9 Asdd JFe d4d FL-4AF 998 xgett. o] A JH92 IdL-A4F
P AxEE BF] GG Ateld FEE AT 7 Jdom TteA "WARA A8 ¢ k. B 2o CARS
2 U mE ZYPEE=E X AY, olERE FASAY, olER EEAoR FA4d F9-43% 9498 =
3]

ol A, CARS CD3-7, CD4, (D8, = (D28 & dhubell th& s 49 ofn) |
AgstAe, e =wele (D8a, (D8R, 4-1BB/CD137, (D28, (D34, (D4, FceRIy, CD16, 0X40/CD134,
(D3-3, (D3e, D3y, (D36, TCRa, CD32, CD64, VEGFR2, FAS, FGFR2B B o]59] oo xFomFH 4
Hou oA eRE feEch. 45 54 AAGHA, BT Erde dvtHor e 84 IS
AFahs D8 H/HeE (D28 ks Z=wRIe=HE frafd 4 ok, Edol ARg¥ uie} o], FHx ofuw|wAt
A "2RE FHE" G9e Holm Zz Ao sl Hol® 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99%, W 100% AME LI ofneit NEES ZtE ofuAl AES EFFeTh. dF AN
SFefoll A, HAE EHdle M WHE 1590 AAE ofu Al HE = olo] tis] Hol% 70%, 75%, 80%, 85%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, X 100% ME FL3Z olu| Al IS EFc},
3

wglo] 7128 e FeAel BEE SA(F, AxE BA dee gl TAD Qoo Fud F 9l

oh. Bl ALSE RS e e AT, ubgsls 18 ATy destHor g ool w

4 F2E AFPch. B0l AHER Jveh FEANA gl AT EE wole A Wy anER

BE £5E 4 gk, gaEow, oje §4, v-Ad B4 @Nd AIME(]E Fol, AETNH 293

How e 244 WA ATNE; dF Sof, Bed Fiw XM 0T 53 Al7,052,9065 L PCT F
=

1
7 AWO 2000/032776%. F=x)d 4 Aok, ol 3, WHE EHdE 25 &3 YAsS 2F8E 4 .

dojol MzY Ee AEA T-AXE A3AY Zdd(dE 59, (D3-7 HE FceRly)e CAR-ZE T-AX9 <
cbsh Bl @AdstE 9la] WASEA B EA-7]9 A8 REZ(ITADE 2338k 330 22 Zdd 7sd 7]
2 FEAE A=Y AFSE Utk EYolA ARSE = "TANS B WY AxoA ddE e Aadg &
Ape] ne K- 2, ! 5, FEAVE SY2H™E L 4l
37 AEZR AgEc. 7P dubd oz A= T-AX Asdg e 379 ITAMS X283k= (D3-1 9 4l
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g o] CARS, dE &Y, Al aA9 vkel 22 14, 24, 3AId = 44T (S, BEA Aol Bt
= =

y O fus
s AA A T-AE(TRUCKS) oF A¥kg) CARS! Ao k54 =

1-uj 7l AFE S A= FHoz oHTh. 14

CARS HFAHoR 317 g g =uRle B3] FA-Fef scFvE T AE F8&A9 (D3-AEHT E= z2) AlE
AR Zwlel] AAsc}, 24 CARS F5A= AEE AT fd F7F Zull(dE £, (D28, 4-

1BB T+ I00S)& XEFHeth. 3] CARS AFA o= TCR (D3-7 A& §3FE + A T&5aA5 =ddds 23

ol 3AY FEAS EHgle, o F 5w, (D3-7, (D27, (D28, 4-1BB, IC0S, DAP-10 H+ 0X409] %3S

st ¢ vk, wEka, 2 oddge] CARS v ) P @A (scFv) 2R E FEE dEREW, X, 4iE =

W, 2 (D3-7 H/EE FE5-AF EXAZEH FIdE 1(00Ad), 22AW) Ee 3GAWH) AEAY =l
v AEEARlE 28 3

5 AN Gl A, CARS 4AIth CARZ R e Apo]l=7kQl &dol thal] AAA| T AE(dE E°f, TRUCK)S}
vk, TRUCKSE= CAR T AlEo] mabr] @4s Foeta 3 34 x4 (dE 5o, EphA3E Tdsts %
of HAEE fHAIo]A APEIRI(AE 59, 1L-12)S WES7] 98 v E2A AFEHE CAR-AAA]
ojth. frdato]d] Ale|EIFGIS: A 0w CAR ¥rofAl &€, TRUCK A==
| BFd AR AelErkle HHAE ¢ dn. o)A mHstE F-o AR sxE 2T+

A Aol EFY AN FHL AT ek,
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CARE A&ttt EA AA oA, CARS EphA3e] Eojxo=m ZAdsl= 303 T 204 W&
A& xsheit). ol9} #Awste], B wgo] upghAgl MA|GE|E 303 v 2049 ¢ AF

wele] @l 2 7AW G (schv) & ZFEAU, ol FAHAY, E o] REHow AW Fd-Z

o2 o iz

9/EE F4 W 99 TFY 5 Ak B owwe)
hva

S| &
WOCDR3 @Ole Xl olsh welslel, Y AR EeAL A WE
T 1=

100% &L otuAit AE F or sUE X8t F4 (DR1 995 AE ¥l 18-22 E&= oo fjsl] Hojx
70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, T 100% FA3 oln| Ak N F
ol= 3}E E3tel= F2 DR2 99 2 AY WE 23-27 & old ths] Aol 70%, 75%, 80%, 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, EE 100% FLAFF olmwAl Hd F oln S IIlelE F
A CDR3 B F sl oS T = v}, kA AAde A, dd 2 EvdS AE W35 43-47 &
= oo thal] Hol% 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, TEE 100% F
25k olu|wAl MY F o]z S ZdelE F (DRI FY; A WHIE 48-52 = oo tis] Zol%= 70%,
75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, TEE 100% FUT ojnwAl HE F o=
sluE Z3elE F4 CDR2 949 2 Y WS 53-57 £ oo thal Hol% 70%, 75%, 80%, 85%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, FiE 100% LI olmnA ME F oln FUE e F4
CDR3 99 = st old& =3stt. ngtdsiAle, T3e AE WM& 13-27 =5 AE W3 43-57 E& o]
s Hol% 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, W 100% FLF+ o}m]
A g2 RE AelwE (DRI 99, (DR2 99, 2 CDR3 9 BFZ ¥x393i),

=
4

r!

o

o

wowwe] AAoEelAl, B4 Jba ee B4 Rl 99,
) o

th. olg} T, dd A =Hde A WE 28-32 | sl 2ol%= 70%, 75%, 80%, 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, WX 100% YT oluwit MY F o= E ZIeE=E A
2 CDR1 4¢; ME W3 33-37 ®E oo ths] % 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, 99%, L+ 100% &L ofrt MY F oln shUE Estsle A (DR2 99 2 MY W&

CDR2 9, ¥ 73 CDR3 HIY9S x3st ¢
Jol

worlr

_32_



[0396]

[0397]

[0398]

[0399]

SIHS31 10-2022-0079574

38-42 & ol tia] Zol%= 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, T
100% ELe ofv At Ad F olx FE = A (DR3 99 F 3t o8 2T 4 drt. ekl
A e A, B 43 TS g WS 58-62 & ol i3] AHol%E 70%, 75%, 80%, 85%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, X 100% BL3I oAk MY F ol VS EIe= A4
CDR1 99 A¥ W3E 63-67 &= olo tha] Hol% 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%, 99%, H= 100% ELE olHlAit A F ol shuE EFsteE A4 (DR2 949 2 AE W& 68-72
= ol tha] Hol% 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, TEX 100%
593 ojlut NG F ojn FUE ¥FE A (R3 99 F sk oS ¥g3th. widzEAE, A4
g HIE 28-42 B AY WHIE 58-72 = olo| tis] AHol% 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98%, 99%, L 100% LS olv=At MEZRE Meld (DRI 99, (DR2 9449, 2 CDR3

dd BFE X3

e o

3o A wrele] Z4 7 99e Hd WIE 153 EE 155 X olo] thal Zol%= 70%, 75%, 80%, 85%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, T 100% FUI olm A NEE EFEAY, o& F
AEAY, o2 EAXoR FAdE F k. Fd A3 Eucle] A 7 9 AE WME 154 e 155 &
olo tiall Zol% 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, W 100% =
gk oAt A ES EFEIAY, o2 ALY, ol EAAoR FAddE  Qlvk. weba, & o] A
Fefoll A, F9 A =de AE HE 153 T olof dls] Holx 70%, 75%, 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98%, 99%, L= 100% TAF ofv|wat NAE Edtels T 7pE 99 F/EE A
g H3E 154 w3 oo tha] Zol% 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%,
TE 100% 5Y3 opuical HES e A A 99S 3. oAl AAdEeA, dd A =
Hele Md W3 155 T oldl] tis] Hol= 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, 99%, W= 100% LT ofwieAt AAE EFshE T 7 4o H/EE AE ME 156 = ol tiE]
Aol % 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, = 100% U3+ ofw| =it
MEE Edehs A 7hA 99 st s E, 3l 2F =l Ad WHE 1539 154 Ee A
g W3S 1559 156 = olol] thal Zol%= 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, 99%, W= 100% TLF otu|wAt LS EFelt.

e rir

2 el AAFEA, A b 99 2 F UM Fge 2uolA EE WA Al o8 dZ2"E F
ATt BAE Aol AFe opvwAit AES XTI F Ak, B @] HAGHAA, FAE Ad HE 158
of AAIE ofmiAt AME E= ofd diF =

97%, 98%, 99%, & 100% wHg ofvx=at MEE EFSAY, ol FAHHAY, o] EAHoR FAHH F
ATt

F7LRE, (AR F7Fe] ~dojA HEe HA Ads
A Tds ol mmHgloriE FHo
A3 =dQle] EphA3 AFS 7hsdtAl = dold o
Igh, IgM, IgE, T IgD A9 72 A9 dx =yl
Aetaiel, AR AAFE A, A =Hele Ao B m=del CHl 2 (H2E dZdss X =
g, F7F Ano)A MEe, dF £, 1g6l Fe c

A, ok 107, °F 157K, °F 2070, °F 257

= 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, T 100% &
oot S EdeU, o2 AR, o2 EdAos PAE gy LS =3 ¢ .
ol AAFEl A, Bl AL Axe] FRolA CARS TRE HXT 4 AR, 23 E CARAA @Y M4
EA= CAROl 7158k7] el AeskA] vk, weba, Al R AdollA] CARS] E@A], 2lH A EL CAREHR
g k. ofe} o], & o] AAgH oA, CARY= =H Mol jitt
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[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

= owA, EAE oA, 2 A¥gdow XY Tar wE Ve AR S ALgstE HE dAS ¥des
23y Jlzd 98 AEE ¢ Jut. Y EREe 4r A DNA AGE AEsted AHgdn; kW BRge A
HA RNA M EE Adsted AHgdn. RE EXY 9 &% EXY2 431 A DNA/DNA, DNA/RNA H=+= RNA/RNA
EYFFULEHE A sk AHEE 5 vk o e Ve FAe] savtEdA & dEA o,
A7) Ausubel %o, A12.9.190 WA A]2.9.20He] 7 o] =W, Md EXE2 4 A

A9l o= &3 [Chapters
Spring Harbor Press, 1989)]¢l 7|&% o t}.

A" kel EAstE FAE WS AEsks WS AL FARIA 2 A vk oled U
3L

T WS BF Edehs AT 3 oF Ve sddE AR 2 deA e, T
il A-7I8k SZ(NASBA), Q-B @&l 7HAl

, AxgdEs THEL SFQRPA) R FeTH-Ed SFS AR, o AFEA =t

A FE /1% G F el vhsh ol qPCR, AN PR % AAH PRI 2 54 ABA L w1y
¥4 J4e 23T 5+ Ao

FAA AR A S oAtk AR
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A EE gae] ke TSt shtel W ER tie wHE
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5 3l 3l (ii) ololl R 7 E=
MEe 23l deld ks Eohske fAA AAlES Alwdth. shte] A SR, Tl Sk
(& =01, &d ¥ (expression vector)) o] i} o]de] 24 Aol Ze7bssiA ddsAY At

=
AgstAE, A AAES GgAd & g vt
ur 3]

o 2 , CRE
Feleloh /lg GAAlel Fejolrt o5 A AR XA FAA AAEE AEF DNA Tl o9 =
A s/ owge] A4 i oheshd dde] MEls fls) weleo B uE S5 AZdA el deld
kel FA " SAe] A 5 2l
=T A LAY 545 98, a4 AAEe 2E AAwd  odvh A, TE AAee 2d v
oA st olde] F7F Aol Aevheet ddE B odEe] Ak EgTh. el ARgE e E 9l
A Ak A R ddetr] fF HslFRA AREEE Al FAtelth. M= AlEolA it wAE 9%
HEY vk, mEd e s Fepavse dE ATh-mA dAAe] WE, B S5 el 3= W
d 4 k. eleh wEste], WEi= AE7} EphA3-5o]4 CAR 3= EphA3 AFHAIE @dstes T-Hxeh g
S Al 2 g ks AEd g oglvk. olg s, WEE ol oR T AXM AHHoR F2 5
+o wdo] hssloR
ofeld MH = wdE NI gEsshe wIEALHE N Aertesl ddE ZREH Ads 1¥T -
Stk WEE B9 4 mE 8 3 1AM E 298 S gl
"FheTbe sl AR el@ 7] FUhe wEHLEHE NA(S)(E 5o, 22 A Ad)o] viarAsl= A
ARE I 2R B "] Alefsy] gl 2 el date] dis] At RS oudn. dgHoer, AE
d ik M 8 2 S A (elE B0, ZRERE B/EE 1A Sk Ade] de] =W Nde] 9F
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[0445]

[0446]

[0447]

[0448]

[0449]

[0450]

[0451]

[0452]

[0453]

[0454]

[0455]

[0456]

A, A AH R B AY

2 W Alg W FA AG, QAN EE B4 4GS E£FF 5 AT, ol
AR A ek

dhsh 2o AN BSR4 Zpesl 2 owdge] o8 nelwt,

A% o Selan)s ) wjolud] WE], DNA W], nRNA W], wlolels wlE), EYAYE-Z]G g, 9 <l
2 quE T

=4 AxFEA, 2@ WMEE olulrlolels WE | ofdl-el ol s(A) WE], = snjole s bl
B, dlEzuoles e (dE o}, PruldEmroles ME; ofE o], Fal wWaw Wl s(Ly)-Fa o
B), dElolels WE, WA o} wiolzzs wE W wFmulolsis wEs) 2 ahl olabe] wlolHs g
NzEo AL ol & Tk,

AR AAGElA, WEHE A9 MHY o glom, 6B o, A Mz WHzRE el wdd 2
2% a4E Eget WHA & AT QY AAFEdA, WEE gud HEe fEar] 8, 4 S,
AEH Lol H 2 (CN) Ei S0 TRUHE s LHER WEA 5 ol

F7bel ZHiolA, ¥ W Lol J1EE W B EE f04 AARZ FAATE T ALS AFD
B AP 7 ATE A9 AE =AY AZD 5 Qo AE 5, 4G SF ALE EHEE A
F (ol 00, n Hela, HEK293T, Jurkat AI%), &% AE(AE 5o, Abzubolalz AauAd)), Wz lol

] Aaglo] fEo] #AGle] AMEEE 5 AXE(AE B, Sf9, EYIEZF Ao} Y(Trichoplusia
ni)), AE AX(AE 59, FHEEY2 g2 = (Chlamydomonas reinhardtii), HLHEHF Ego]a=E
78 (Phaeodactylum tricornutum)) T dhe|glo} A, d& S0 7S X33 4= AATH, oo A|3tE A
FEth. s AEEY AXEole I AxolE) RO FHA AAEY =92, A& EW, LU [CURRENT
PROTOCOLS IN MOLECULAR BIOLOGY Eds. Ausubel et al., (John Wiley & Sons, Inc. 1995-2009), 53] 9% %
16710 7% v} o] FgAel 2 <A drt.

i)
W“

& AAHEE R B AU Sl e CARE ESSAY sk AXEE Aledn. Eg, & A El w
E RS dsste ks xstAY Edshe AE7E AlTEnh, T-AER2] CARS] 242 Y T-HE 89S
A T-AlE] g TS doju= A Ho] FHEEY F EHS Hdl, A FHY, Wi T FFEE Ao
CARS Eeletes W AEZE ZAsts WHS a7zl ddA Jdom, &5 59, die] 2o Fa=
23% 3 [Wang and Riviere, Mol Ther Oncolytics, (2016) 3: 16015]°l 7]==o] Qit}. "Hojx 3te] A
E'E v AlE, odE B0, olelgk Alxe] ek (population)s EFFelE ZORE AAH Flolt}.

A G & CARS XA Hdsle Axe A AXE, ofE 5o XfrsE AxY & Ao 2iF
T2 QR EE HRIZE ETRE=(AE 50, E7, 7IU¥, HE, vhes = 7JE AAF (Rodentia 9]
dole] F& 23, 1Yol I, =HA, &, dx, a(x, dE B, A, T Bos 79 499 & x9),
Z(Equidae o] 1ele] T8 X3, Fuidl. H BRI FFF)IL & vt

NKT ME, = AFHA =3 AE(IL0), Ex o8 A+Ad -
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[0457]

[0458]

[0459]

[0460]

[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

SIHS31 10-2022-0079574

Ay AAGFEAA, AEE FL-5o1H T-Azoltt. olefd fyo AAFEAA, "FL-5o]" T-AE= T-A
E7F SolAQl 9, e Y] FUE B AXe] wgate] T-AXe 54 A 5A4S v AX
ojtf. A AAFENA, 52 A T-HE, odE 5o, AE5Y T-HAxs} #dd 754 540t}

A AAFHAAN, FA-Sold T-AHEZ= &7 54 T s ode vehd = gin: dE 891, T-AE 5
olAQl S /TPt AT W MESA; dE 5o, T-AE7E 5olHl &9 = T-AHE7 5ol4
A FAE E/L-S = Az vk, %@‘, IFN-y Z&, CD107a &, IL-2 @&, INF @&, Hzd 3
&, gy 2d, adEeal 9d 9/mE PAS 2= (FASL) 2@, F)-Sold T-AEE A3 MIC EAbol
o AAE W T-AE7E SolHd T b.ELE%— AT & 9l TRE EFATH. FA-5ol4 T-HxE=
CD4+ T-AHIE 2/%1= D8+ T A2 5 QUth.

B AAFHANA, T-AE SolHe) G wholels, dF Hof, AEdEntole 2 (CV), BBl v
P (BBY), obdlicutolel, QIZF HFF wholEA(HPY), AXFAA Holels, F9 whole, BY 2+ wh
P (HBY), CF 7 wholZ(Hov), 17k (HIV), 9274 wegeiel uholel 2 LO) &

A %—l 1
=g £ ol 23SV BE s EE FEsd & g
2]

FesAE, B wge ged ORS BAY J)E WY dvEeld] A0l EphA3el hE Solde 2= o
o T-AE(G10-10"70 AX/$E AT 5+ e ASskn AT ¢ e HTUA AR FA4 Aol 0§
2 Atk dE 59, dERvtolys e diEtold s PALEYS APH-2435tE T H]EQH A 484]7F
of wiks daw & vk, FUME, v At T-AlxE NE5 GF (leukaphoresis) B A ZH-E 9
dof AZERH wx g o3 AZ(PBIC) S delERE 52 5 du. wEbd, o3 kel #9918
10-10709) FRAS == FAGIR T AEE 28454 3lo] 7bsd + Ak,

HhgrE A, ¥ wEel ORE dA=gEAY ¥
719 AE 9 &) 71 AES] EFES FHE

tiorA el AAIGEjel A, &5 AlFEE 28 E7] AFEHSC)S E2 Z7] A Eo|AY ol 2R H HyHh. whebA,
o5 fdll, &F AEe EaAo] 2 dgo] CARS WHIE T-AHEZE A FAA-¥3d &7 Axd 5
ATt

A5 AAFE A, T AE} 22 HF AXE Al|EFIQI, AR H/EE ol9 48 Adans F4
Ao w ZArET,

o5 93, CAR T-HM¥v= TF AESA 2 SolAdS FdA7Ia, TF A99gAE Fsta, s+ AFE 3
i, AR IE dAskes oy BAlos AAlE 4 v TRUCK( HA D Al EFQI AFEE 3] AA A€
T-H2Z) T-AMEE=, dF W, CARS BEAsHARE T TY AMES F318= [L-129F 22 AloERRIS 24
2 ESES 2AET. o Axes du T A %*:@}Hﬁ CARS] A gA] A} Hol2=s WES
=5 AAFEA7] witel, o83t CART-AEE wuwlZ "o} = CAR(armoured CAR)"o]8}al% Sht}. oAl Z Q1 Alo]
B8 IL-2, IL-3. IL-4, IL-5, IL-6, IL-7, IL-10, IL-12, IL-13, IL-15, IL-18, M-CSF, GM-CSF, IFN-a,

IFN-y , INF, TRAIL, FLT3 2|3t=, HXE"E H TGF-BE Eg3it,

"A7b-FE(self-driving)" B "Z(homing)" CART A CAR 9l 7Amzkel #8445 BHa=S

249G, 54 ARAQE FgNA FPRAY 5 Q) WEe, AnA F8A FFe 4 T Axel

3 B EduY L Y T AEe] @ AFE mhA, OR T-AE Sy /154 E

HAQ CAR T-A3E FE3F CARS ZEARE, YU TCR(T—/HL‘ —roZﬂ) T= MFIC( 3:73, 23X
=]

H
A AﬂE% E I

] il(checkpomt inhibitor)S W& 3d}x %LE% 3:3}%

‘ﬂE Nodds Adsts G238 A (nAb) ot &&-Fol2

Moo 2
lm H
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Ei

e X)) AlE T3S o8 s EA AT, PDI-PDL1 2 CTLA-4~ CD80/CD86 ANz A
9k, LAG-3, Tim-3, IDO-1, 2B4 % KIRS e of{= CAR-TO] AACNA thE WY AAX
£ #43t= glo] Zhsdtrk. TILO v Azl AlA= E23bekA] (SHPD), %31%

%r iﬂ ZEALE] AR
JQIE A3

s

¢

= 2-2 }xﬂ =, cbl-b) 2 7
WA (5, HoldZe g 71vAE X8ett. ofm= AR T-AHXEE Hg TE-E1]H Ao EFRl9] ﬁ#ifﬂ
oS HIEAY olEe] UAS ZEF st i T £EAE Bdies 22E 5 . odE B9,
o]z &4 dH9 T6F-B FEA=2 FHEdd CILNEEA T dZ ) FXF Eajd TGF-Bo 23 iy
Aol Wido]l Ak, oyt FAESE M o5 xRy vud w Ao A A St FEY
g4E HERAT

T 02 SHA, 2 IEe (i) ¥4 7iEd oldd FEAFE %5 AXE WSt dA 2 (i) @A
(DollA vkl 7] &5 AE=5E 7] aids gelshs 9dAE 235t, 290 7ied e and
(2 5o, wal¥ EphA3 AHA =& CAR)S Aitels WS A&3t

Az dlde oF 5w, 3 [Sambrook, et al., MOLECULAR CLONING. A Laboratory Manual (Cold Spring
Harbor Press, 1989), 53] A4 16 2 17; CURRENT PROTOCOLS IN MOLECULAR BIOLOGY Eds. Ausubel et al.,
(John Wiley & Sons, Inc. 1995-2009), 53] #1104 2 #]16%; = CURRENT PROTOCOLS IN PROTEIN SCIENCE
ds. Coligan et al., (John Wiley & Sons, Inc. 1995-2009), 53| #|173, A5 2 A6H]od 71&d vt &
< EF ZEEZS AMEStY] gAY Svtel oa A Alxd 4 Ut

#d SudA, B odWe ) AFE Swel wpel o Aust ded bpha3 ATA E: RS
AF gt
S @A m @A whol

dsl Frke] SwWelA, £ 3 vl dis) Aghstar/stvt ofel sl A

(i) A MAz dad o] EphA3 Z3Al; B/E=

Ae, A EBE A dEHe 2o sd VH W oopH Ak A
A(AE 9], AL H3Z 13-156)°] EojHor T Hezow ﬁULo]-ﬂUr 1 oA &), ol9} #HF], B
Zwo] 3 we A dHe MZa 1 EA (DR, VH E=HQl == VL ©HS zh= CARS 2dss T-A X
= ol AP%éMOﬂ e & . 1 e, ¥ dge] A 2 g gHe 2y

Coligan &2 A19.5%l 7|&d 344 iiU}EZﬂM AAE %h%%‘ T ATt
A e AR & Ao FA A, A D ARl 18 e T 4y
, =3 [Chapter 2 of Coligan et al., supra; and Harlow, E. & Lane, D.

Antibodies: A Laboratory Manual, Cold Spring Harbor, Cold Spring Harbor Laboratory, 1988]ollA] Zlo}i
F o, olg & v B Fuw ¥E,

dntdo=z 2 el A= B Oyl dejd dwd, dd, o A e FRAC ARstAY ol HEe
o, dE EW, A= 0= AL = At ol A= oE EW B Uyl wEld dwld ) o, wio]
A Ee FEAE 2 B BEV7E XTE ¢ e AL Foll Y5t UEE FEAHS FETEA Ax
23 5 vk OgEE FAE el e G9AY st A & SEA Aok AHEE F AdE A
IREFL 4 591 3 [Coligan et al., supra & Harlow & Lane, 1988, supralell 7]&% o] Qlt}.

422 A, dE5 EW, B Fu=2 ¥ T [Kohler & Milstein, 1975, Nature 256, 495]2] 7]A}ol
Zled veh 22 12F EE AREEkY AN & AV, 2 dw e ded weld ) o, ¥olA e f =
A F s oldo]l HEE AL FToRRH FHE v e V|EF A AL AEE EdssteREN ) 498 &
W, 7] Coligan 5ol 71&% wle} o] Bl Hteo] Wyl o Aikd 4= ).

54 SdoA, EdoE WV oIEZ(AE , E 1o EAE QW I EZ)E E38tE FAE =S QA EkE
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TCR(HE €91,

a B TCR

_
=

Y 6

TCR)

KN
T-AE)7E AFHh. web, A5 v

T3 BEES A4 T-AXeln,

[

=1

1]

ANHY QN fHES

= V-5l T AME(E
Al Feiel A, & e T-AEs ®

HEEZ ¥ HLA hCMV N Hs
A3 ol
VTEHDTLLY A*01:01 pp50 181
YSEHPTFTSQY A*01:01 pp65 182
NLVPMVATV A*02:01 pp65 183
VLEETSVML A*02:01 IE-1 184
YILEETSVML A*02:01 IE-1 185
AYAQKIFKIL A24:01; IE-1 186
A*24:02
QYDPVAALF A24:02 ppé5 187
TPRVTGGGAM B 07:02 ppé5 188
RPHERNGFTVL B*07:02 pp65 189
ELRRKMMYM B*08:01 IE-1 190
ELKRKMIYM B 08:01 IE-1 191
QIKVRVDMV B*08:01 IE-1 192
DELRRKMMY B*18:01; IE-1 193
B*44:02
IPSINVHHY B*35:01 pp65 194
CPSQEPMSIYVY B*35:08 ppé5 195
CEDVPSGKL B*40:01 pp65 196
HERNGFTVL B*40:01 ppé5 197
B*40:02
EEAIVAYTL B*40:01 IE-1 198
B*40:02
QEFFWDANDIY B*44:02 ppé5 199
TRATKMQV! C*06:02 ppé5 200
YAYIYTTYL B 4101 B 201
QAIRETVEL B*35:01 ppé5 202
CRVLCCYVL C*07:02 ppé5 203
HELLVLVKKAQL DRB1*11:01 | gH 204
AYSNTHSTRYV DRB1°07 gB 205
QEFFWDANDIYRIFA | DRB3°01:01 | pp65 206
CMLTITTARSKYPYH | DRB1*04:01 | gH 207
PLKMLNIPSINVHHY | DRB1*01:01 | pp65 208
EHPTFTSKYRIQGKL | DRB1*11:01 | pp65 209
AGILARNLVPMVATV | DRB1°03:01 | pp65 210
KARAKKDELR" HLA-B*31:01 | IE-1 211
olglgt F3o U nfFA S AALE A, T-AXE 47 2/Ee
of Agste I AF EAE FUE xdet 5 AR e A

A
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[0485]

[0486]

[0487]

[0488]

[0489]

[0490]

[0491]

[0492]

[0493]

[0494]

SISl 10-2022-0079574

g2 oA 7l&d nieg o] CARS WHst=E F2E = k. dF EXW, (MV-509]% T-AH¥+ EphA3-Z
& CARS F7t= x33hr}

A Sl A, EYol= 2o 7" (W dIAEZ F 3y ods s T-AE(E E9, CIL)9
A, A 2/ee S 5 ol AlFET. A5 AAGH A, CTLS Edsts ME(dE £, PBMC
ME)S dEleta, 2ol A" AgdA FE =] Fol wEFA7|a, A" CILS S8, npgd s,
Aol ME=e] 2 % 1o AAE Ao WV HEE AdFEX ojnwil AER BFAoR Fdr. &
A AAGHA, =EFH AMES Hox 149 FoF wgHETE. o] AR HAAGHAA, =FH HES 0UA
of IL-213} A wigdt}. nEtgsiAle, wEE AL 29xbd IL-29F 34 wjdEd. 8o vz sk 2AAQ
oA, =&¥ MZo| wjoke 3dnit} IL-29 H7tes ¥g3it

AN AAIFE]ClA], PBUC A& 1S FoAARERE e, 54 HAAIGEA, PBMCE WEGdd oz
2ZHE fFE. olys dF HAAFH A, Tzt WA WS v Qdrh. AR AA|FH A, FoiA}
v 1y F7] o4 FgAfo|tt. F7F AAGE A, TRt Fulolea QWS WA gt

QXL AAJ oA, CTLS E3tets AMEZ (S Eo], PBMC AZ)S 2 [ MIC E3A Aol R 7«9
MV A EZE 233l FE|=E AASH= APCeF A ol FEol Al widetc), olst fao kst APCe] Al
ZE, 8 EW, Ao Bd Fuw 339 =A] PCT 53] 571 AN02019/2202095.0] 7]&5 o] tt. APCE
T A27 55 didae] A7t 2249 5 vk, A3 AAGHAA, T-AEE dFsts AES 2o Al
B APCe} A 23] o4t mjkdiul. AR AXGE A, T-HEES Holx dh}e] Alo]EF, & E9], IL-2,
IL-4, 1L-7, IL-15, H/%EE [L-219] EAste] APCe} 7 wifst). APCE AFgsle] T-AlXe] F24& fFrshe
AAIAR] e, dE W, Edo FuE x3E v= 53 /) A2015/00177235 AlFEH ] Urt.

BA3 e gele) 43e 3

E3 g 37
aV-5ol% Ae|=e] o8 4TI FAL BHE
A

MV HAE|=-5o]A T-Alxe] ot ulo]omntAe] @2 {4
2] 5 T
FA. AlggeAE, WV RAHP=-5017 T-AxE Bdo Fuz ¥3H =4 PCT 53
=] o =

W02019/220209%. 0 71&H T2 EF| wel = W/EE ¥H G At 45 AAGEC A, MV HE| =~
Eo]& T-HMAEE= (D107a0] Eol&Ql sl o]ite] At A mYdsE us FAX SAHeE FHET. dF

AN gl A, IV e =-S5 4 T-AMEE IAN-y, [L-2 B/EE N
ool AgsHe skt olel AAsh o Wik, A A
KeN

AE- AAFENA, A7) WHE T gAAREE T-AEE TFdsts AES FEF(EE B9, F94 o
BJAZTE PBIC MES $53) S Frhe E3deh. AR AAGHAA, A7F T-AHZ(GE 5o], D4+ T-HIE
E= D8+ T-Al2)= AEEFE deldn. dF AAGEAA, HEL giFE B s 55 T AZR 4
e},

A5 AAGE A, AEA T-AE(NE 501, CIL)Y Aol% 1%, 2%, 3%, 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%, 30%,
40%, 50%, 60%, 70%, 80% == 90%+= (D107aE &&strt.

AF AA G A, AEA T-AE(NE 501, CIL)Y Aol% 1%, 2%, 3%, 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%, 30%,
40%, 50%, 60%, 70%, 80% W= 90%+ IFN-y & &gt}

A5 AAGE A, AEA T-AE(NE 591, CIL)Y Aol%= 1%, 2%, 3%, 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%, 30%,
40%, 50%, 60%, 70%, 80% H=i= 90%+= TNFE & sic).

A5 AAGE A, AEAA T-AE(NE 501, CIL)Y Aol% 1%, 2%, 3%, 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%, 30%,
40%, 50%, 60%, 70%, 80% H=+= 90%+ IL-2& &gt

IR ARG A, AEAA T-AZ(ANE Eo], CIL)S Aol 1%, 2%, 3%, 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%, 30%,
31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
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[0502]

71%,

SIHS31 10-2022-0079574

72%, 73%, 74%, 75%, 76%, 77%, 78%, 79%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, W= 90%

= (D107a & IFN-y & 233},

A
11%,
31%,
51%,
71%,

AAFE A, MENA T-AE(AE E°], CTL)2 HAE 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%,
12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%,
32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
7%, 73%, TA%, 75%, 76%, 77%, 78%, 7%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, WX 90%

= (D107a 2 TNFE 33T},

qw
11%,
31%,
51%,
71%,

AR FE el A, MENA T-AE(AE E°], CTL)2 HAE 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%,
12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%,
32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
7%, 73%, TA%, 75%, 76%, 77%, 78%, 7%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, WX 90%

= (D107a ¥ IL-28 2d3i),

Qs
11%,
31%,
51%,
71%,

HAAFHN A, WEoNA T-AE(AE E°], CIL)9 A= 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%,
12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%,
32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
72%, 73%, TA%, 75%, 76%, 77%, 78%, 7%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, WX 90%

= IFN-y 2 TNFE 233},

q=
11%,
31%,
51%,
71%,

AR FHN A, WEolA T-AE(dE =], CIL)9 A= 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%,
12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%,
32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
72%, 73%, TA%, 75%, 76%, 77%, 78%, 7%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, WX 90%

= IFN-y ¥ IL-28 ¥dsio).

qx
11%,
31%,
51%,
71%,

HAAFHN A, WEoNA T-AE(dE E°], CIL)9 A= 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%,
12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%,
32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
72%, 73%, TA%, 75%, 76%, 77%, 78%, 7%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, WX 90%

= INF 2 IL-25 @& s,

q=
11%,
31%,
51%,

HAAFHN A, MEoNA T-AE(dE E°1, CIL)9 AHol= 1%, 2%, 3%, 4%, 5%, 6%, 7%, 3%, 9%, 10%,
12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%,
32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,

1%, 72%, 73%, 74%, 75%, 76%, 77%, 78%, 79%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, H:= 90%
= IFN-y, INF, ¥ IL-28 ¢&3sio).

AF AALE A, AEAA T-HE(AE 5], CTL)Y Hol% 1%, 2%, 3%, 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%, 30%,
31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
1%, 72%, 73%, 74%, 75%, 76%, T7%, 78%, 79%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, TEE 90%
= (D107a, INF, ¥ IL-2& @& 3lc),

A5 AAGE A, AEAA T-AE(NE 501, CIL)Y Aol% 1%, 2%, 3%, 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%, 30%,
31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
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51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
1%, 72%, 73%, 74%, 75%, 76%, 77%, 78%, 79%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, T 90%
= (D107a, IFN-y, ¥ IL-2& W& 3o},

A5 AAGE oA, MEAA T-AX(AE 5, CTL)Y HoA% 1%, 2%, 3%, 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%, 30%,
31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, A5%, 46%, 47%, 48%, 49%, 50%,
51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
1%, 72%, 73%, 74%, 75%, 76%, T7%, 78%, 79%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, TEE 90%
 (D107a, IFN-y, ¥ TNFE H&3}.

A5 AALE A A, MEAA T-HE(AE 59, CTL)Y A% 1%, 2%, 3%, 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%, 30%,
31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, A5%, 46%, 47%, 48%, 49%, 50%,
51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 5%%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
1%, 72%, 73%, 74%, 75%, 76%, T7%, 78%, 79%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 8%, TEE 90%
= (D107a, IFN-y, INF, ¥ IL-22 &3},

Edol MAE e dF AAIFEHAA, T-AEZ(dE £, ClL)v tF (W FIo2RE Fd s

= oyuEZ fid wgAS yehdg. o9} B#EEte], T-AME(AE £, CIL)2 1%, 2%, 3%, 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%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 33%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%,
48%, 49%, 50%, 51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%,
68%, 69%, 70%, 71%, 72%, 73%, 74%, 75%, 76%, T7%, 78%, 79%, 80% 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, Wi 90%i= Jh o] CMV oy EXo] whsAdoltt, 5 AAGEH A, T-HXE(dE 59, CTL)=
E 1o AAIE WV HE = FESE ofu| At A F o= Sl EE o]F] XFe] whgAdolth. ¢
Elol A, T-AlE(dES 59, CTL)E pp50, pp65, IE-I1, gB, g, & ol sl T o]59] 2o Wk&

T-AE wpo]emr] Wg B/EE (V 9HAS, dE 50, 9994 IV JHE oyEx
olal] Zel JHAlE B S o= shutel] 9% T-AZ(dE 5], CIL) &4 A e F9

2~ 0]

_‘
-

>
l

T-AZ(E 51, CTL) A= ol A=Fstent. diqhA
T-AX(AE £, CTIL)9 A= Fol| AFsd
AMZo e T-AE2 W

‘E%— ol A o] T-AE2] u
ol Aol T-AHxEe] WEES 3l
1A o] T-MEe] &S AFsse
, CD107a, IFN-y, INF, 2 IL-2 & 2
AR Axkeloll A, CMV ¥H3-A-e (D107a, IFN-y
Z31gtom ) AXET. T-AEE MV v Wi
Zdele METHERFE dgd 4 vk, upEbA,
oA HdtE EAF(E)S 2t T-Axe fEEo]
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2o Fol ol me} #9-2 Aolnk

woEue) e Y] AFE ABel Rkl st oldel Frkel o AnE XFY F ASE AN
Aoltk. olel@ o Mgt okE au, dstaw, A, AW L sk AARA 9@, PN 2, S5, IY
oW, ol e WA oY 2 Ve A 2 e AR allE TR 5 AR, ofdl AEA et
Ak o, ofm, AAZA(AE 501, FA, siRNASH &2 oA Siah) H= speta WA= Bl "Fek A
gxﬂu 5]_:_% “%%ﬂ]“i 7\]%]%3}

A5 HAAGEH A, gdAE =3 g4 S Foderr, dAFQl 3¢ stES dRFFH(Canpath®),
AF] EYE =2l (Panretin®), oFUAEZZE(Arimidex®), HWHIAFH(Avastin®), HWAFZEI(Targretin®), X
2| ZY(Velcade®), X FEYBosulif®), BAFAY H = (Adcetris®), 7FEZEIH(Cometrig™), 7127
29 (Kyprolis™), ASEAH(Erbitux®), A]FEH(Xalkori®), THAFEIH(Sprycel®), HEFI TZE S
(Ontak®), ZZEY 2 (Tarceva®), ¥ ZTF=(Afmitor®), A ~¥(Aromasin®), ZH|AETE
(Faslodex®), ATEIH(Iressa®), o|B2]FEY E]2A e (Zevalin®), ©|vE]ld w2 # o] E(Gleevec®), ©]
o5 (Yervoy™), etEld HEAH O E(Tykerb®), BIEZE (Femara©), d2E'd(Tasigna®), L3755
(Arzerra®), JYUFEFTH(Vectibix®), 3}ZFyuy slo]=g2F2dto]=(Votrient®), HEFFH(Peijeta™), =
dE MOl E(Folotyn®), #aehdd(Stivarga®), HFAIH(Rituxan®), =W 5HAl(Istodax®), Zetslld
EAdYo]ENexavar®), THEY Za o] E(Sutent®), EFFAIH, YA E2]F2(Torisel®), Ed M M (Fareston
®), BEAFEY % I3 [[-BEAFEH(Bexxar®), EgtAFF9H(Herceptin®), EZE 221 (Vesanoid®), HHd]
Ely (Caprelsa®), W 5-2t#d (Zelboraf®), HE|=XELE(Zolinza®), 2 AH-cfZTMAE(Zaltrap®)E *
et ek, oo A A Fe=rh.

¢

A AAGEHAA, B3 Al= Y g AlE Fold=r. oleld steteiAle] o= EleH N 9 AlojER
< hyA E

=
J=sb 22 gAskA]; BAE, dzEAw 3 g 3xday ; MxEd, JhRFe

Ml
I
o

, Egdgazazacin= Egod
1 wgddlaln; ol EAY(ES] Eelekal
23, BElexEE;  Ze~glE; C-1065(0] 9
ol A, hEAH A 2 v A AR 23 AHEL(SS] AHEIA 1 2 AHESL 8); &
Z2Elel;  FeglEvpol A (g HAHA,  KW-2189 2 CBI-TM1  ¥3%h);  dRFEHERW,;  HITE| =B,
APE2FYEQ] AEAAEE; SREPEAY, FREVUSR, FEXAgE 2", olxadus, wE
2ZYER, #AESEYUER SAbolE ol I gatols, AR, wWlH, Az, TYPEYS A", ERY
zue ) g MaEEgd e dih WaEE; tEFAY, FEEXEL, XHT AW,
9 gdra"n 22 YEZ§-gol; vl A (AE Eof, ZelAloluil, 53] ZelAonAl ek(1,1)
2 Zrg]Aolual w71, 1)) ek 22 AAA; tolulnil AE E s tholunil; ERE
2X2FY O E; o|aFEu]al; ¥Rk ofyg} WedteA w2EE v 9 dhe bk oyl A A
Ak, ofFEAmutol Al ot mmto] Al ofg-Egtutolil, olxpAl|, B euto]il, ZbEwemtolll, FhEpulal, 7
‘Er‘ A

Henfoldl, A2 wnY | A weoldl, SEwnio]dl, hewFulal, dEFHA, 6-T)ohR5-G AL 2T

°
T
»

i
o
[
i
i
o
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A, BRI (REEN B AR A, Aol R E e n-S s g, 2-9] S e-BaRud g HSA AT
A3, oM T, ol AFHAL, o[thFulAl, w2 Enteldl, u]Enteldl (g} e mEwkelsl, WA
M, wmgetutelal, Selmvtelal, WEEvtoldl, EEWRulolal, FRutelal, Aetrioldl, REFHN, 2EF
EYT, 2EFNERN, FHEAY, $uUEs, eree, 2504 dEE0E 9 5-2F0 2 e
(5-FOT 2o FoAed; bsed, MEsdels, Zagaa, Eavedsoes} 2& Ji S =
Frpehl, 6-mFEFY, ElopulTa, Elopohdst g FY FAAL SIAER, ol bAER, 6-obg-Ed,
ewFe A, OusAsey, QSR ol wAEw, T 2o snd g4 2
2HE, EREAEHEE TzuodolE, ofuEe st wYEHesw, HARSEN B FEel; ofmn
ZRHEE, g, EYRags 2o PR, AN 2 QN BEA; oMFHE; dExavuE
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SRS bl R A QAR ASE AR ATESACIES s H
24 el T Axave; AAeE ool E; ¥ERE; EIFAL; AMAF: sfo|muA e}
AEE ZuTiol; deleh B QWA e el SAlel s nEFelE; RS EoluE UE
ol el MEAEE; AUl AR 254EE; rEddd: 2o daemaAE; Zashv: PR o
BB Sl AEA AEFE ARG diobEdl Bl T8 : 2,20 2o FRE Eel]
gobul: B A(SE T2 54, MeTd A, 29 A 2 brols); ek Wd; g whey
SR VEDRUE; VESE: SELLT AR ok A S ("Ara-C); At 2R EATI S B oH3;
Haol=, olF Fol, AN R KA FRPPA AN 6-HL T YRR AEEq
oE; AxFedl, SAEeE ¥ enZeds ge wF wg HE; NBGs"; B o EEA S (P-

WWER; HUEAE; E Aol E; kol Al;

16); olEzshu|=; WEAER; WA~ B wan;
ol =X e ; FRET}; olHt=g o] E; o7 ZH(d '
ERowd R 2u el (DIF0): el it e dE o= A el 2 4] T o= 9] ohAstHow 54

H 9, A B GEAZ EFAR, ol ATHA e

2 gAY "AAE AHEEte] FHE
2 gAe] AME, T-AZ 89, ¥ FX

n

A5 AAGE A, Al = |9 A gdiAds Fout=td, WY 2d dwde] o= B JXT 8E
AAAH("BLC"), C-C REX AEF} 11("Eotaxin-1"), ZAHE 3}et4A oWz 2("Eotaxin-2"), IHT F=

A= AAH("G-CSF"), TET AAE F2U-A= }(“ C F'), 1-309, AE7F F2 B2} 1("ICAM-1"),
AEIHE ZAu("IFN-y "), JEFU-1 ¢ (IL-1a"), UJEF HER("IL-18"), JAEIFZ 1 F84 AdIA
("IL-1ra"), QUQEF-2("IL-2"), <IEF-4("IL-4"), °JE1 —5(“IL—5“) Sl F7-6("IL-6"), AEFI-6
7HeA FEA(IL-6 sR"), QAEFA-7("IL-7"), <AEFZ-8("IL-8"), SIEFII-10("IL-10"), Eiv
11("IL-11"), QUEHF71-129] A B4y wleb("IL-12 p40" FEE "IL-12 p70"), <NEFZ1-13("IL-13"), JEFA
15("IL-15"), QI F21-16("IL-16"), AEFZI-17("IL-17"), ARIICI(C-C REZ) k= 2("MCP-1"), thalA
X FEY-AS JAA(CN-CSF"), Fhut g o3 fFEE EwIRICMIG"), ARIFRJI(C-C BEX) It
2("MIP-1a"), ARFS (C-C REX) 2= 4("MIR-18"), hAAE d54 dwA-1-deb("MIR-16"), &
- A A MEFY BO'PDGF-BB"), AL (C-C REIZ) 2|t= 5, A8 24, AN T AEX 23
2 Bu] ZH(Regulated on Activation, Normal T-cell Expressed and Secreted)("RANTES"), TEMP =&t -&
oAl A A 1(TIMP-1"), TIMP wlg-2selcha]l o AlA] 2("TIMP-2"), =< A} <lxb, ("INE"), EF A} ¢
b, FAEZEA-EH("INF-B"), 78 INF 84 EBFY 1("SINFRI"), SINFRIIAR, ¥|-fa AlAd °z}
("BDNF"), 713 Aol A3 AAH("bFGF"), & FelEA vl 4("BMP-4"), = FElA o@d 5("BMP-
5"), = FeEdA @M d 7("BMP-7"), 4174 A AAH("b-NGF"), ®I 47 QIAF("EGF"), i3 AF AR &
A ("EGFR"), lﬁfﬂl - @ W9 A AR('EG-VEGE"), AfrolAlE A% 1A 4("FGF-4"), ZAAAME F%
AAF("FGF-7"), A% H3F AAF 15("GDF-15"), wd ME-F AFFF AA("GNF"), A T=E, 9 -
A% EGF-rAF 4% AXH("HB-EGF"), ZHAIXE A7 <l Z}("HGF") SlEA-FAF AR A Ag el 1("IGFBP-
1), V&Ed-fAF 478 A= A% o 2(”IGFBP 2") A A A AR d 3(”IGFBP 3") 3l
Ed-fFAF A% 1A} AF o 4("IGFBP-4"), - P *é% Az Ag gd 6("IGFBP-6"), 2| %
Ab A7 A 1(MIGR-1"), e Y, A AE EH—Z}J AAF("M-CSFR"), 217 473 AA +& Zﬂ("NGFR”)
ZEZA-3("NT-3"), WEEZHA-4("'NT-4"), FZAEHEA A ARF("Osteoprotegerin"), EAI-2 *éﬂ

A2} A ("PDGF-AA"), FEASE|HolwAlE-ZE . AFA('PIGF"), Skp, Tol¥, F-box T EHFA

By

O_Yﬂrﬁll-> lﬂ

>~l

3l
("SCE"), &7 ME AA FEAC'SCFR"), FAHdFE A A &I ("IGFa"), FAAE ZF AA wlE-1
("IGFB1"), FAAE A4 A=k wE-3("IGFB3"), & 9] A7 AA("VEGF"), & U9 43 Ax 84
2("VEGFR2"), &% WUy A& A =84 3("VEGFR3"), VEGF-D 6Ckine, ElZAl-vrula 7)uba] =&
FIFO("Ax1"), WP EA('BIC"), FHu-#=x  FARII('CCL28"), AR (C-C EEZ) =

27("CTACK"), ZAARIF (C-X-C REZ) k= 16("CXCL16"), C-X-C EE|=Z A Z7}el 5("ENA-78"), ZAl=E7}<l
(C-C ®E=) g7t= 26("Eotaxin-3"), IH" 34 @Wd 2("6CP-2"), GRO, AR (C-C RE=Z) 3t
= 14("HCC-1"), AEFSD (C-C EEZ) = 16("HCC-4"), AEHFZ-9("IL-9"), AHFZ-17F("IL-17F"),
QIEFZ1-18-43% WA ("IL-18 BPa"), <QUEFZI-28A("IL-28A"), AHFZ 29("IL-29"), AHFZ 31("1L—
31"), C-X-C BE|Z ARl 10("1P-10"), ARIFQ 48 CXCR3("1-TAC"), W&+ Oﬁﬂ X}("LIF")
ARIFA (C BHXE) F=("Lymphotactin"), @& &8 F4 A=} &g 2("MCP-2"), @3l &g} —Zr* °L
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2b i 3("MCP-3"), @ 3hE FA AAF i 4("MCP-4"), A A EZ-fE AZEIFJACMC"), HAAME
1% oA AAF("MIF"), ARIF (C-C EEIZ) = 20("MIP-3a"), C-C REZ ARIFel 19("MIR-38"),
ARTFQL (C-C REZ) k= 23("MPIF-1"), tHAAME A= @i d sl AFEZ("NSPa"), wEdlesds =¥ o
A 1-f-AF 4("NAP-2"), Eu]® lghmA 1("Osteopontin"), F L &A3-zA ALl EFFSI("PARC"), AT ¢
b 4("PF4"), 2ERW} AZ-F8 QA-1 &3("SDF-1a"), ARI (C-C ZEZ) = 17("IRC"), FA-&¢
HAel AZIFI("TECK"), F4 712 HFEZFo|o&l("TSLP 4-IBB"), (D 166 <U("ALCAM"), ¥3} ZFeixH
80("B7-1"), T4 AL AA #&A FHILe 749 17("BCMA"), 3} S 2~E] 14("CD14"), ®3} S|~ H
30("CD30"), &3} &vl~H 40("CD40 Ligand"), <toiol de-dA Ax F2 22 1(F5F ol z) ("CEACAM-
I"), AFE S84 6("DR6"), HIZAEIUY Z1uAl("Dtk"), €} 1 = Beh¥l = ("Endoglin"), &4 ElZA-¢
Wz 71UA] erbB-3("ErbB3"), Wul-wld - Rz Bz} 1("E-Selectin"), o}FEFEAIZL Y 1("Fas"), Fms—FAt
H 221 71uAl 3("F1t-3L"), +F HAF 1A &4 FHaEe] 49 1('GITR"Y), T FAAF 1A &4 3
el ALY 14("HVEM"), AZEZ B2 B2 3("ICAM-3"), IL-1R4, IL-IRl, IL-10RB, IL-17R, IL-2Ry, IL-
21R, BaF = v 2("LIMPM"), TF7 AEUA-#HE 2|22 ("Lipocalin-2"), CD62L("L-Selectin"),
FZ I ("LYVE-1"), MAC = 1 Z|fE=-3-d A9 ACMICA"), MHC S 1 ZEHe=-8d Mg
B("MICB"), NRGI-BI, wlel-e}q} dAaw-Fof A4 Ax F&ACPDGF RB"), 4a¥ Uy Ax F3x %
("PECAM-1"), RAGE, A% ¢l wiolelz Mx #&A 1('TIM-1"), F%F AL A F&A4 ALy 744
IOC("TRAIL R3"), EZtd wwizd EdAzgFeEbv|uA 243 Z=ud("Trappin-2"), $+2Z7]ubA]l =83 ("uPAR"),
% Ax FF owwd 1("VGAM-T"), XEDAR, HEWl A, o7t - WA ("AgRP"), | H S okAl
5("Angiogenin"), A FoloEl 1, ¢txo ~¥lel, JIElAl S, (D40, A HE Hdg] @A B("Gripto-1"),
DAN, Dickkopf-¥#& waad 1("DKK-1"), E-7l=a, A3 AE H2 EX("EpCAM"), Fas #ZF=(FasL E+&
CD95L), Fcg RIIB/C, E$l=elel, A&7, Mzt F2 24 2("[GAM-2"), IL-13 Rl, IL-13R2, IL-17B, IL-2
Ra, IL-2 Rb, IL-23, LAP, A1 A% 52 2('NrCAN"), Zehamezl S AAA-1"PAN"), 4 o
A% A2k A ("PDGF-AB"), #lA 2", 71 AZ-f AF 1("SDF-18"), sgpl30, WHIH frizzled-¥d
S d 2("ShhN"), Alda-AE AAZZEA-EFY IR("Siglec-5"), ST2, JFH A3 A4 Qxp-wlel 2("TGF
B2"), Tie-2, EFEIOIAR("TPO"), +F FAF AA #&A FoHade] 49 10D("TRAIL R4"), =5 A
of e EgAR +#E&A 1("REM-1"), d¥# WF 474 A C("VEGF-C"), VEGFR1, oft]xv™, o}H4Al
("AND"), &ub-eoldul ("AFP"), X Eolofl'l-f-AF 4("ANGPTLA"), wlE-2-vwlo|ARZEZEJ("B2M"), 71A
A P2 F2H("BCAN"), ©rstE 3 125('CA125"), ¢ 39l 15-3("CA15-3"), Stulol &< ("CEA"), cAMP <
£A WA ("GRP"), 17F Ty A Az £=8A 2("ErbB2"), Zgxeld, G¥-A= SEE('FSH"), ARSI
(C-X-C BE=Z) = 1("GROa), AzZF R A A= Z2E("B HGG"), Jded-FAF 4 A= 1 584
("1GF-1 sR"), IL-1 sRII, IL-3, IL-18 RB, IL-21, &, mjEx w22 goluA-1("MP-1"), mjEe~
Hgz Iz oluA-2("MP-2"), wE=~A wegzIzggo|bA-3("MP-3"), wjEZ~ oz olbA-
S("MMP-8"), WiEY A wEEIZ 2ol uA-9("MMP-9"), "WlEEx R X 2 g o|uA-10("MMP-10"), WEZ X~
wg 2= 2 o] L A-13("MMP-13"), 417 AlE 72 FZF("NCAM-1"), AERI("Nidogen-1"), il 5olA of=2t
A('NSE"), ZFZ~ERE M('OSM"), ZEZAEWU, Z2EwE dyd Sold FYU("PSA"), ALA-ZAF [g-FAt
el 9("Siglec-9"), ADAM 17 ANE=FNEICHAI("TACE"), EIZSZEW, WP ZZ g o|uA]l AAA 4("TIMP-4"),
TSH2B4, t]=QlEl1d] 9 g =z 2 e olubA Eul-Fhf vl d 9("ADAN-9"), QMA@ Eolol|d2, F< #AF <
2 e euuEe] ALY 13, AR TS 9 gl 32 wde] A BOUAPRIL"), & FEjdAy o
2 2("BUP-2"), = FeiEA oA 9("BMP-9"), XA A 5Sa("Cha"), ZFg4l L, CD200, CD97, A=A, &%
AL A2 A FHAEE Y 6B("DeR3"), A WAR-ZAY wld 2("FABP2"), A frolAE EAd3t el
&3H("FAP"), AdFolME AR A 19("FGF-19"), ZE€-3, WX A AA #EA("HGFR"), IFN-a/B
R2, Ql&Ed-fAF A% A 2("IGF-2"), JAEH-fFAF A A 2 FEA(IGF-2R"), AEFI-1 FEA
6("IL-1R6"), <EIFZ 24("IL-24"), <IEIFZ 33("IL-33", ZeA<e 14, olxuElrid  dAx=ME oA
("Legumain"), Atslyl AL gkdd =g 1("L0X-1"), %ex-As de('MBL"), W= g]Al("NEP"),
Notch A 1, 2 #-2¢ (Drosophila) ("Notch-1"), o

(]

m\:

—

o

b

N

2~

H

g i) Al o} 4| 32 (Nephroblastoma
overexpressed) ("NOV"), QS 2HQNER, oA AFEAF @dd 1("PD-1"), N-olAEF&RA-L-&ehd ofn| A
("PGRP-5"), Al=% A4, B frizzled ¥ ©d 3("sFRP-3"), EZFHLEEY, E-FAF =84 2("TLR2"),
Zok AL Az F&A FHIAEY FAY 10AC"TRAIL RI1"), EANASHA('TRF"), WIF-1ACE-2, 4wl AMIGA,
St Q. ol 4, B-ME 438} AA("BAFF"), ®©3tE &9 19-9("CA19-9"), (D163, 3 ~E ™, CRT AM,
AT (C-X-C FE=Z) 7= 14("CXCL14"), A Z=E}El C, o= ("DCN"), Dickkopf-#& wrwha 3("Dkk-
3"), DEFAF @l 1("DLL1"Y), FFQ] A, SSR-A A A 1("aFGF"), A F8A &3k("FOLR1"),

_48_



[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

SIHS3l 10-2022-0079574

F3, GPCR-T¥ 27 auld 1("GASP-1"), GPCR-¥-& ¥F @uld 2("GASP-2"), I ZEY-A= AA
SA("GCSFR"), A ZZE oAl #AI("HAI-2"), JAEFZ1-17B =& ("IL-17B R"), JAHFZ 27("1L-27"), ¥
ZP-gA3s FH2 3("LAG-3"), o}EX¢hulA A-V("LDL R"), A=A I, dEE 23 wuld 4("'RBP4"),
SOST, &lluteh Aduo]lE Z 2 QFeZH("Syndecan-1"), &% A} <A} =83 Foda] F+AY 13B("TAG"),
Z2 QA A= AAACTEPI"), TSP-1, &% b 1A} =84 sl 4 10b("TRAIL R2"), TRANCE,
ERyY [, $EIUA Zetanwd @A (wPA"), =S 5, (DIM4ERE LR B 2 BE VE-7l=Ee "
(838 W) ("VE-Cadherin"), WII-%4 Aazdg 22 gz 1("WISP-1"), 2 3 <z} k BY &4 A4
A ("RANK") & E 3R vk, o]ol] Al8¥ A et}

A AN G oA, didAlE T3 WY AAXRJIE AAAE Folk
& AE7F W WS dety stERdatr] s AT ¢ oA

QEYe) =
g do] o= CTLA4, PD-1, PD-L1, PD-L2, A2AR, B7-H3, B7-H4, BTLA, KIR, LAG3, TIM-3 X

VISTAZ EgelAw, olo] AlgEA kvl wel AATAE oA W AZEJE ] Ageln
o1 ofASE FA wE old FU-AY VWY £ Utk WY AALAE JAAY i YR, AuEY
o, e, AMP-224, AMP-514, STI-AT110, TSR-042, RG-7446, BMS-936559, MEDI-4736, MSB-0020718G,
AUR-012 % STI-A1010S XA gF, o]o) AsteX] gF=t}.

AR AAGENA, LA AFE ZHB(NZ Fo}, BUoA ATH WA 2YB)E o L/EE OV FY
& Y] A8 Yo Folurh, Ay ANFENA, WAL FF AL HFE AA7] ) Folnr)
WAL Bl o AL EE OV BEE Ao A% A Ei Fol Fold £ Avh. FF AL 399 oAle
FF AL AL oY, AA, EF wE ARATE AS AFE A0 oldHrh, Y AAFHAA, ¥
Ao 7)%H WES, G4, PA EE APCE EFHE WA Fol T, AUFH W3] fEAT. AFZH W
o whge APEA AlelEstel B/mE ARA, dF B, -y 2/EE 1129 A4S T A9F
A el ekl 2 AmAe Fgerel & LeiA vt

ME aWe T A7 Folm u Rl AL AA AR Dvbh A8 AebAA BES st gHoR B
H o agRe] w4, BAH 9 PEA 9/EE FF Tl EFUT. AF AAGHAA, A2 AAE AL A
A} 357135} J5hE & A,

=3 =]l i-n i =3 "
Folste" e "Fo
3z

FH2F 2ZAE, AE =
EphA3 ZAHA], CAR i o9 ®olAl, T 4%t i, e FAx FAE, 5 AX, e 9
3.
[}

2dEe] Foi= ool exE AHd, 25, AW, FAW, dd, A, v
=

AT olo] ABHA B Aol AW WATF, Fh wE g F2 3 o) F

Fol e A, WAL, WEL, FA, &9, A3, ER7), A%, B, dolE, 43 A 52 =g
Bk, olel@ Fol Fult ER oleld HAS SAs) HWs| AAY Ao WE PN i ol Yo Fh
2 A89ES wgn 02 g o A8e FA E oldst AL R 4 Atk A=A Aol BEe
F, B BW, okAW A, %, I AWE A3, FelFEN U FeIPRA L 54 AFES fE
A, g Bol SolmBAZzAMY AFEAE EPHE 254 FPAR m¥goRd £99 5 dn
E3, Ao} WEe te TR ELs, d¥E Q/EE UaTAS ASs] $38 & A

AT mE AT Felo] M@ B wWel 2B 247 ve AR %] sh ol B e ARAE
Fhete Aw, A EE PAS LS pE BRRA, B EE AgoRA e 24 O, NS 94 F
o §o) E A, £FF WA EE FFF GA oEAoRA AT 5 Atk oleld 2B U9
oFsh Wl e AzE 4 gAW RE PHS sht oldel BF AR T BAY 47 J1%w vk
e St ol AAE AYAE BAS TP, AvHon, YRS ¥ 3yl ANES 4 BA £t
MY mA B EE E OE Fdstn AUsl R o, aW 4% 44Ee 95t 92 4390
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[0576]

[0577]

[0578]

[0579]

[0580]
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AFA|H
[
EphA3 (P29320]21 - 541)¢ W3 9A

=1

2]

Xt ud oY A H2

HoYsPH ME =4 &t

1% HaEs} 0 Y%t 50 ug/ 58, sc

HAE 14 Y%} 25ug/ 58, sC

NEEER 21%

BEAE 2 28 Y%} 25 ug/ &8, sc

AlE HE 2 35 Yt

IE REAE 50 Y%t 25 ug/ 88, sc

M= g8 54 Y%t
SC - m| 8}
Az 3 8 28 Fdol¥e s A4 aFl d&l A7-g&l o& AT, 4 FHAZTH BE
S5 AEE 96-9 ZoolEd Zgol”stn ATMYE  wiXES  EphA3 wFZ  ELISAC]  9E
»Aegsleh. A 4H NS ELISAC o8] Tt his-elr® vl o] ois] 349 ZoR SelE k. 57
o] & gfo EFAEU} Z29 FphA3 EolQS 7dlow dte] HuZFzye o Auaigdtl. 1079 BEF2A A
BIE g Ne ELISAOIA A|Z3 EphA3ell theh EphA3 23 &8, & FAX 2240 23 EphAs-2#d Mgy
AZF LK639oﬂ el 23 dsklth(e 3 B 4). ste]HE|kvt 303-1 B 2D4-12 A AEA S S8 AEEHAA
9, A3 a8ol g @ FE(AE 5o, 609-1)2 A=A},
ARS8, TRIzol® AloFS AREsle] 3C3-1 ¥ 2D4-1 stolHg Lt AEZ2ZRE A RNAS Telsigit.
% AA RNAZ PrimeScript™ 1st Strand cDNA &4 71EE Al&3le] o]Ad-Eo]7 ¢tE|AlA Zelolw Hi=
HPA Zelolm g ARgate] cDNAR ZAbetltt. T4 B Aol A ©HS cDNA Brhe] 5 FF(RACE) 9l
3 Z=EANAY. ZZH A D}.qo EF 24 Weo Wxg Zeysdr. 22y PRS 438kl F 39
dAE A2 AL B G 719 AYgES 7k F8S 23 dseI.
[ 3]
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[0581]

[0582]
[0583]

[0584]

[0585]

BEA AR 9 I AL

Ve |CORT:
ATCTACACGATACAC

CDR2:
TACATTAATCCTAGCAGTGATTATACTAATTACAATCAGAAGTTCAAGGAC

CDR3:
GAAGGGGCGTATGGTAACTACGACTTTGCTATGGACTAC

CDR1:
AGATCTAGTCAGAACATTGTCCATAATAATGGAAACACCTATTTAGAA

CDR2:

v
" | AAAGTTTCCAACCGATTTTCT

CDR3:
TTTCAAACTTCACATGTTCCGTACACG

2081 |

‘C‘DHIIEW FEEHEEAEE
GGCTATGGTGTAAAC

CDR2:

V
: ATGATATGGGGTGATGGAAGCACAGACTATAATTCAGTTCTCAAATCC

CDR3:
GATCGGGGTATTAGTTATTACTATGCTATGGACTAC

CDR1:
AGGGCCAGTAAAAGTGTCAGTGCATCTGGCTATAGTTATTTGCAC

CDR2:
CTTGCATACAACCTAGGATCT

Vi

CDR3:
CAGCACAGTAGGGAGTTTCCGCTCACG

3C3-1 2 2D4-19] JHd 24 99 (CDR)S & 4-79 A U},

© WEAES udd EphA3-Seold usty AdrAd 2A 9IRS
& AR83ke] EphA3
(scFv)& A=l AHEE 5 A7 EphA3e] 41 7|8t &8 A&

EphA3-5old A9 =wdls JAst R T-HX 7=
T
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[0586] 28 3(3-1 $4 CDR1, 2 & 3 opv|:=2t HE
6] _ Mg
25 9| Mg EHE | 0|
H3
Chothia |QVQLQQSGAELARPGASVKMSOKSS -~ 20-44 | 25 |73
AbM |QVOLOOSCAELARPGASVKMSCKSS - 20-44 | 25 [74
HFR1 [ Kabat [QVOLOOQSGAELARPGASVKMSCKSSGYTET 20-49 | 30 |75
Contact |QVOLOGSCGAELARPGASVKMSCKSSGYTE- 20-48 | 20 |78
MET  |QVOLONSGAELARPGASYKMSCKSS .- 20-46 | 25 |77
Chothia |GYTFTIY-- 45 - &1 7 |13
AbM |GYTFTIVTIM 45-5¢ | 10 |14
Cgf' Kabal |—IVTiH 50-56 | 5 |15
Contact |~--TiYTIH 48 - 54 6 16
INGT  |GYTFTIVT- 45 - 52 8 [17
Chothia |TIHWVKQRPGQGLEWIGY! 52-70 | 19 |78
ADM  |---WVYKORPGQGLEWIG-- 55-68 | 14 |79
HFRZ | Kabat |-WVKORPGOGLEWIG- 55-88 | 14 |80
Contact |- WYKQRPGGGLE - 55-65 | 11 |81
MOT  [-HWVKORPGQGLEWIGY- 53-88 | 17 |82
Thothia [--—-NPSSDY-rmeemem 71-76 s |18
—_— AbM |-~ YINPSSDYTNw-ven- 68-78 | 10 |19
’Hé' Kabat |- YINPSSDYTNYNQKFKD 69 - 85 17 |20
Contact |WIGYINPSSDYTN-—— 66-78 | 13 |2t
MGT  [|---iNPSSDY Toeeeeee 70-77 g |22
Chothia | TNYNQKFKDKATLTADKSSTTAYMOLSSLTSEDSAVYYOR| 77-117 | 41 |83
ABM |- YNQKFKDKATLTADKSSTTAYMQLSSLTSEDSAVYYCVR | 78- 117 | 38 |84
HFRA | Kabat [ KATLTADKSSTTAYMOLSSLYSEDSAVYYCVA 86-117] 32 [ss
Contact |--YNQKFKDKATLTADKSSTTAYMOLSSLTSEDSAVYYS-- | 78-115 | 37 |88
IMOT  |[-NYNOKFKDKATLTADKSSTTAYMOLSSLTSEDSAVYYC- | 78-115 | 38 |87
Chothia |--EGAYGNYDFAMDY 118-130 13 |23
AbM [-EGAYGNYDFAMDY 118-180| 13 |24
CS? Kabal |-EGAYGNYDFAMDY 118-130| 13 | 25
Contact |VREGAYGNYDFAMD- 116-128| 14 |26
IMGT  [VREGAYGNYDFANMDY 116-130| 15 |27
Chothia |-WGOGTSVTVSS i31-141| 11 |88
AbM  |-WGQGTSVTVES 131-141] 11 |88
HFR4 | Kabat [-WGOGTSVIVSS 131-141| 11 |90
Contact |[YWGQGTSVTIVSS 130 - 141 12 91
MGT  [-WGOGTSVTVSS 131-141] 11 |92

HFR = 34 Zajg9i3 99

[0587]
[0588] [% 5]
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[0589]

[0590]
[0591]

g2 303-1 34

CDR1, 2 B 3 opw=it A

29 | e M e | 2o | 3
LFR: | Grothia |DVLMTQTPLSLPVSLGDQASISC— 20-42 | 23 | 95
AbM  |DVIMTQTPLSLPYSLGDQASISC—— 20-42 | 23 | 94
Kabat |OVLMIOTPLSLPYSLGDOASISC— 20-42 | 23 | 95
Contact |DVILMTQTPLSLPYSLODQASISCRESON 20-48 | 20 | 98
IMGT |DVLMTOTPLSLPVSLGDOASISCRSS - 20-45 | 26 | 97
Crothia |RSSQNIVHNNGNTYLE-- 43.58 | 16 | 28
AbM | RSSONIVHINGNTYLE.- 23-58 | 1 29
CE_;R" Kabat |RESONIVHNNGNTYLE-- 43-58 | 1 30
Contact |- VHNNGNTYLEWY 49-80 | 12 | 31
IMGT |--ONIVHNNGNT Yoorr 46-86 | 11 | 32
Chothia | -WYLOKPGQSPKLLIY 59-73 | 15 | 98
AbM  |-WYLQKPCQSPKLLIY 59-73 | 15 | 99
LFR2 | Kabat |-WYLOKPGOSPKLLIY 59-75 | 15 | 100
Contact |---LOKPCOSPK~ 61-69 | 9 | 101
MGT  |LEWYLOKPGOSPKLLIY 57.73 | 17 | 102
Chothia |--—-KVSNRFS 74 - 80 7 a3
AbM  |--KYSNRFS 74-80 | 7 | 24
CPZP Kabat |-——KVSNRFS 74-80 | 7 | 35
Contact |LLIVKVSNAF- 70-79 | 10 | 36
NMGT |-V 74-75 | 2 | 87
Chothia |-—-GVPDRFSGSGSGTDFTLISAVEAEDLGYYYC | 81 -112 | 32 | 193
AbM  |-—CVPDRFSGSGSGTDFTLKISRVEAEDLGVYYC | 81- 12| 32 | 104
LFRS | Wabat |-—-GVPDRFSGSGSGTDFTLIGSRVEAEDLGVYYC | 8! -112| &2 | 105
Contact |-—SGVPDRFSGSGSGTOFTLKISRVEAEDLGVYYC | 80-112| 33 | 106
MGT |SNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGYYYC| 76 -112 | 37 | 107
Crothia |FGTSHYPYT 113-121| 9 | 38
AbM  |FQTSHVPYT 113-121] 9 | 89
C&F"' Kabat |FQTSHVPYT 118-121] s | 40
Contact |FQTSHVPY- 113-120] & | 41
NMGT |FQTSHVPYT 113-121] 9 | 42
Chothia |-FGGATKLEIK 122-1581] 1 198
AbM  |-FGGGTKLEK 122-131| 10 | 109
¥R | Kabat |FGGOTKLEK 122-181] 10 | 110
Cortact |TFGGGTKILEK 121 -131] 11t i1
MGT |-FGOATKLEIK 122-131]| 10 | 112

LFR= 2y =ad93 4%

[3E 6]
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[0592]

2 204-1 3 (DRI, 2 ¥ 3 o}m =2 &Y

g9 | mo Ng e 7 | 2ol [s
Chotiia |QVHLKESGPGLYAPSGELSITCTVS 26-44 | 25 |113
AbM | QVHLKESGPGLYAPSQSLSITCTVE— 20-46 | 25 |14
HERT | Kabar |QVHLKESGPGLYAPSOSLSITCTVSGFSLT 206-48 | 30 115
Contact |QVHLKESGPGLVAPSQSLSITCTYSGFSL- 20-48 | 29 |16
MGT |QVHLKESGPGLYAPSGSELSITOTVE — 26-44 | 25 |117
Chothia |GFSLTGY 45-51 | 7 |43
Aol |GFSLTGYGVN 45-54 | 10 |44
COR- [ kabat_|-—GYGWN 50-54 | 5 |45
Contact |—TGYGVN 46-54 | 6 |46
IMOT |GFSLTGYG- 45-52 | 8 |47
Chothia |GVNWIRQPPGKNLEWLGMI 52-70 | 19 |18
AoM | WIRGPPGKNLEWLG 55-68 | 14 |19
HFR2 | Kabar |- WIRQPPOKNLEWLG 55-68 | 14 |120
Contact |-~ WIRQPPGKNLE-~ 55-65 | 11 |21
MGT | VNWIRQPPGKNLEWLOM- 53-68 | 17 |22
Chathig |---—-WGDGS--—-a-r 71-75 b 48
AOM | —MIWGDGSTD-—er 68-77 | 9 |49
CSE Kabai | -MIWGDGSTDYNSVLKS 69-84 | 16 |50
Contact |WLGMWGDOSTD— 6677 | 12 |51
IMGT |-—IWGDAST— 70-76 | 7 |52
Chothia | TDYNSVLKSRL SISKONAKSQVFLEMNSLGTODTANYYCAR| 76 - 116 | 41 |123
AbM | -YNGVLKSRI SISKDONAKSQVFLEMNSLOTODTANYYCAR | 78-116 | 398|124
HFR3 | Kabat [-eomer Rl SISKONAKSQVFLEMNSLOTDDTANYYCAR 85-116 | 32 |i25
Contact | ~YNGVLKSRLSISKDNAKSOVFLEMNSLGTODTANYYG - | 78-114 | a7 |126
MGT |-DYNSVLKSRLSISKONAKSQYFLEMNSLOTDDTANYYO— |77 -114 | 98 |127
Chothia |-DRGISYYYAMDY 117-128| 12 |53
N Absh ~DRGISYYYAMDY 17~ 128 12 54
"gg Kabat |-DRGISYYYAMDY T17-128| 12 |56
Contact |ARDAGISYYYAMD- i6-127] 13 |56
MGT |ARDRGISYYYAMDY 115-128] 14 |57
Chothia |-WGQGTSVTVSS 126138 11 |28
AbM | WGQGTSVIVSS 29-139| 11 |129
HFR4 | Kaba: |“WGQGTSVIVSS 129-139] 11 |10
Contact [YWGQGTSVIVES 28-339] 12 |18
IMGT |-WGUGTSVIVSS 26-130] 11 |12
[} 7]
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[0595]

[0596]
[0597]

[0598]

[0599]

[0600]

[0601]

[0602]

ZIHSd 10-2022-0079574

2 204-1 A3 CDRL, 2 & 3 o}m =2 &Y

g o of C} It z Hd
a9 &9 MY EHH EH7| 20| S
Chothia |DIVLTOSPASLAYSLGOPATISC— — 21-43 | 23 | 183
AON | DIVLTGOPASLAVSLGGRATISC—— 21-43 | 23 | 154
LFRY | Kabat |DIVLTOSPASLAVSLGORATISC—— 2143 | 23 | 135
Cortact |DIVLTGSPASLAVSLGORATISCRASKSY 2149 | 29 | 16
IMGT |DIVLTQSPASLAVSLGORATISCRAS-.- 21-46 | 26 | 147
Chottia |RASKSVSASGYSYLH- 4 58 | 15 | o8
- Al BASKSVSASGYSYLH-- &4 - 58 i5 56
COR Miibal |RASKSVSASGYSYLH- 4458 | 15 | 60
Contact |- SASGYSYLHWY 50-60 | 11 | 6
IMGT |-—KSVSASGYSY~ 47-86 | 10 | 62
Chothia |-WYODQKPGOPPKLLIF 823-73 15 13
Ao |- WYGGKPGOPPKLUIF 59.73 | 15 | 139
LFR2 | Kabat |-WYQOKPGOPPKLLIF 50-73 | 15 | 140
Cortact |---QOKPEQPPK---- gt -89 3 141
IMGT |LHWYOQKPGQPPKLLIF 57-73 | 17 | 142
Chota |-—LAYNLGS 780 | 7 | 63
. ADM  |—-LAYNLGS 74-80 | 7 | 64
OO [Kabai | —LAYNLGS 7480 | 7 | 65
) Contact |LLIFLAYNLG- 70-79 | 10 66
IMGT |-t A~ 7%-75 | 2 | 67
Chothia |~ ~GVPARFSGSGAGTDF TLNIHPYEEEDAATYYC | 81112 | 82 | 143
AL |-—GYPARFSGSGAGTDFTLNIHPY 8t-112| 32 | 144
LERS | Kabar |——GVPARFSGSGAGTDFTLNIHPVEEEDAATYYC | 81 - 112 | a2 | 145
Cortact |-—SGVPARFSOSGAGTDFTLNIHPVEEEDAATYYC | 80-112 | 33 | 146
IMGT |YNLGSGVPARFSGSGAGTDFTLNIHPYEEEDAATYYC| 76- 412 | 87 | 147
Crotna |QHSREFPLT 18-121] 3 | 68
) ADM  |QHSREFPLT 115-121] 9 | 69
("‘f Kabal |QHSREFPLT 1i3-121] @ | 70
Contact |QHSREFPL- 113-120] 8 | 71
WIGT |QHSREFPLT 1i3.121] 8 | 72
Chothia |- FGAGTKLELK 22 1a1] 10 | t48
AUM | FGAGTKLELK 122-121] 10 | 149
LFR4 | Kavar |-FGAGTKLELK 122-1a1| 10 | 150
Cortact | TFGAG TKLELK 121 -191] 17 | 51
IMGT |- FGAGTKLELK 122-131| 10 | 152
@‘ﬂ:
A ZAnF MEF2] EphA3
&2 303-1& AFg3}e] EphA3 Waol] o3t A ANE MEFE A3 E]"‘O]-oﬂr/}(‘: 5). U87 MEE 24| UA vt
D270 M3EE EphA3 A 2 24 FU4 AlEeo dRE Wy 3ity. U251 AlE+= tH-E EphA3 dAolt}. o] 3h
B AEFE oF TR0 AT WAE LUE AQekze] B ohlel Bphi3 welo] S8 w9
FAA QL @BM(U251) & F7kshed 82 Aol
EphA3-CAR T-Al ¥
9d-2 7He S (scFv)2 7F8Ad HEIE FACd a8 g ddE T (VH) 2 ALY 7He dgdem F
AT, B8 301 R 2419 scbv ARG MEAH O], el FUML < 48801905, oL o]l W
o] qJEAL oujdlt}. o]E gt scFv AE S 2/‘ﬂﬂ1 CAR ZAES AASH7] Y3t #Agnfole]~ Wy Zgian=s
ek ARSI, ke, B MHASe (0318 2% Qb 4-1BB Ei (D289] %], (D8 uHE o
o % A ol S schvl A% 53 AAL AASHTHE 6). AAL 2100 AT Mol el
WlE ZEglau= - AT Ol AMBE2Y5te dEdlelgx e Feav =g AT, dEulo]gix b=

i

FIEK293T Q1ZF wio} A Ao ga7aAS & Artsiglvt. Al

T2 g Ty 20008 AFEste] wE Zehs
W)= (FA301 T3 FA302) 2 pMDL, pREV 2 pVSV-G Zelxvl=2 JAZAAZT. pD21098 dZRToR A3
ATk, 293T A|ZA CAR Ao @2 RT-PCRe ©f 3l gQIstAtt(m= 7). vpole 2 NS AR F 484

2 % 72217000 AT
[

=]

8]
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CARS AAslE=Y AHgEE EHel 2 Ad. &2 303-1 2 2D4-1¢] 7FH g9y 2 V)< AA 2,19 7=
Hlel go] 22 IRy HIEAsET. g2 Ade &gk dolgWo AR Y FEHAY AT 2

3 A= ATt

L= 1] S| HE s
QVOLOOSGAELARPGASVKMSCKSSGYTETIYTIHWVKQRPG | 153
3G3-1 Wu QGLEWIGYINPSSDYTNYNQKFKDKATLTADKSSTTAYMQLS
SLTSEDSAVYYCVREGAYGNYDFAMDYWGQGTSVTVSS
DVLMTQTPLSLPVSLGDOASISCRSSONIVHNNGNTYLEWYL | 154
3C3-1 Vi QKPGQSPKLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEA
EDLGVYYCFQTSHVPYTFGGGTKLEIK
QVHLKESGPGLVAPSQSLSITCTVSGFSLTGYGVNWIRQPPG | 155
2D4-1 Wy KNLEWLGMIWGDGSTDYNSVLKSRLSISKDNAKSQVFLEMNS
LQTDDTANYYCARDRGISYYYAMDYWGQGTSVTVSS
DIVLTQSPASLAVSLGQRATISCRASKSVSASGYSYLHWYQQ | 156
2D4-1 Vi KPGQPPKLLIFLAYNLGSGVPARFSGSGAGTDFTLNIHPVEEE
DAATYYCQHSREFPLTFGAGTKLELK
CD8 8& 157
HE|S MALPVTALLLPLALLLHAARP
AAH25715.1
~mo|d/27 | GGGGSGGGGSGEGES 58
CD8 37| & 159
oHE TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFA
CDIYIWAPLAGTCGVLLLSLVITLYC
AAH25715.1
4188 160
KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL
NP_001552.2
CD28 161
iz x|
H== RSKRSRLLHSDYMNMTPRRPGPTRKHYQPYAPPRDFAAYRS
NP_0012300
06.1
CDoz RVKESRSADAPAYKQGQNQLYNELNLGRREEYDVLDKRRGR | 162
= DPEMGGKPRRKNPQEGLYNELQKDKMAEAYSEIGMKGERRR
NP_000725.1 | GKGHDGLYQGLSTATKDTYDALHMQALPPR*
TAAGGTCTCTAAAATTCCGCCCCCCCCCTAACGTTACTGGC | 163
CGAAGCCGCTTGGAATAAGGCCGGTGTGCGTTTGTCTATA
S TGTTATTTTCCACCATATTGCCGTCTTTTGGCAATGTGAGG
m“( ' GCCCGGAAACCTGGCCCTGTCTTCTTGACGAGCATTCCTA
2=st) GGGGTCTTTCCCCTCTCGCCAAAGGAATGCAAGGTCTGTT
GAATGTCGTGAAGGAAGCAGTTCCTCTGGAAGCTTCTTGAA
GACAAACAACGTCTGTAGCGACCCTTTGCAGGCAGCGGAA
CCCCCCACCTGGCGACAGGTGCCTCTGCGGCCAAAAGCC
ACGTGTATAAGATACACCTGCAAAGGCGGCACAACCCCAG
TGCCACGTTGTGAGTTGGATAGTTGTGGAAAGAG TCAAATG
GCTCTCCTCAAGCGTATTCAACAAGGGGCTGAAGGATGCC
CAGAAGGTACCCCATTGTATGGGATCTGATCTGGGGCCTC
GGTACACATGCTTTACATGTGTTTAGTCGAGGTTAAAAAAC
GTCTAGGCCCCCCGAACCACGGGGACGTGGTTTTCCTTTG
AAAAACACGATGATAATATGGCCACAACC
MVSKGEELIKENMHMKLYMEG TVNNHHFKCTSEGEGKPYEG | 164
M_CayenneR | TQTMRIKVVEGGPLPFAFDILATSFMYGSRTFIKYPKGIPDFFK
P * QSFPEGFTWERVTTYEDGGVVTVMQDTSLEDGCLVYNVKIR
= GVNFPSNGPVMQKKTLGWEANTEMLYPADGGLEGRSDMAL
KLVGGGHLSCSFVTTYRSKKPAKNLKMPGIHAVDHRLERLEE
SDNEMFVVQREHAVARYCDLPSKLGHKLN®

Jurkat A|EF¢]|A 2] EphA3-CAR &

Jurkat AlEE 2939 <17 T- Aﬂz ol o]E2 WEMo|HA-3F AN rtE AAst=d AESFHAG
CAR AAEE lres RFPS} 37 glom=z 3w Abo] RFPY WS FAL o 2 XEE A&, weta o
Az} 3 &S 32 UXA

AL &L Jurkat AIEE %
6

58%(1 x 10 7 Al3E)e] WMelola 3.2 WA
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Hlele] 2 A7b= 8 x 100 1U/mLStH(E ).

qe BT <

e W gAd e 43S elslr] Y&, AMEZS EphAs-Flis ¥ A3 37 vjdsla aHis-HlL Ab= ¢4
39Tk, FACS A3} EphA3-CARe] ¥wold W s)ar =& RFP 9d S zbe A o)A tli-3 FphA3e] Zasre
HAZFH(E 9). D69 T-Al2ze] %7] A3t nAolw F2 9 25 Ao g, 2 AHAELS (D695
Jurkat-CAR A ¢] EphA3-Eo]# @Adsle] mpA| A Ab&akgith. RFP &4 Jurkat Al¥EolA %S $39] (D69
W v Bata, A3 A3 EphA3dte] A58 o (% 10) %3 Lk63 AE(EphA3-%4 £ AX
F) kel mgel o3 (E 11) CAR FAES ds= AE(RFP & AlE)dA BEe &3t dojdrhs A&
RHolFEr}, (D69 Hae] mEo] ZFybvte] HAEAXN Jurkat-CARIA A3l nl7le] B&LS CAR 7159 9
3 A Folth, webd, dAEe AMEE 749 g0 7 Yol AEEd 53 F(UlssAE 9X D)7 H7)
uiEoll o3t MEA W FFEe A BAEE AR FHE. B dyxEe JFAEY IE T
7EA1717] fl&l dEutel g o] JFEgo 2 wlgo] o] FAE thE Aoltt.

CAR 2 RFP M4 FEW P RES 9% D8 2E Adel o wixEnh. el Sk, CARel W
o A
1O

EphA3-CARES A4 317 $1%F PBMC 3 T-AIX

PRUCE AMd F 24713F ojulo] W& ol daleol o8] wx dAorie Fatsiort. PRIC & AAs)
3L, ARt ASstdt. OEFE T-AlEE T-Al%E TransAct™E AFE3F (D3 2 (D28 AH=S &3 &3 2 3
Bl o8] AT aN-5olH T Hl;ﬁ_% oldol 714 ERESS ALgete] PRICERE A
w3 WalA, PBNCS] 1/3% ThE O FQoF el 267 T-AE HEE olyExe wEY Exh 4 147
gk Mgeta, A o YA PRICS TR o 2 1A 5 x 100 AE/en ol WER Fehade 15
9,

NLEpmmMWPQEﬂ)EQM%HWPQEH)@amquEm4&aq 2= F 99zt FAEYsIT).
AZE 2-32nith HrbE A3 [L-22 sk wiH oA wleksiginl. 24w I 3ex}e] FACSE F dAEn}
ojels B w2 gAY F8&S HeERtH(E 12).

28

2 aygz52 CAR #EHlo]#H 2 ZHA|E oA scFvEA] A-8-% EphA3-5
E}Jmmh%M&%E}E%ﬂﬁ7WW+%Q§%%§%HIMM&J Q12 5}
E U252 Eph-A3-CARS AF&-3le] Jurkat AXE2F CMV-50]3 T—/““}: T e gd=go] 7}
o

vlolg{ 7t E T-ME ALY FES MM AT FHoz AYPEY AV|E Fo|7] 98 IRES ¥ RFP
YEH HES FAZZEEH AASHE. o83 o 2 #AlE FA3-05-BBY 2 FA3-06-28 ¢ & AMg-3ko] 4Cel
A AAIZE EF 10,500rpm(SW 32 Ti ZED) A ] UM T@AIE Eghste] olzlel 714 npe} o] dEnto]
Has AT, OEFE T AXE wldstar oo 7]&H uhel o] 2dxke] FAESSIATH. T AEE 2
5l CARS -wh$ 2 [gG AFS460.2 R Mo o3 AZstal AXEE FAE B4 o3 241313 th. CAR
HALY F&o 129z WA SAXHAT. AFEES AR+ Do) i EFe 20UAA v gE v (=
13a).

theow B UuAE o2fgk FAS-CARS] A/ F# 7edS Brtskl. FA=dE T-AEE EphA3t T% Al
EFQl LKe3o & WA Ap=skeltt. Be AXUl N ZREFS AREste] B w@wyztES 4-1BB(FA305) EE
CD28(FA306) &% A}=ro] 9l EphA3-CAR T-AIX7} T Al @43t @ Wel-x4

T APl EFR ®HE Aevhe 23S FEalti(= 13b).

RA3-06-28 ¢ ZFAE =17]Z Biosettia®HE]] 9r&d pLV-Efla @3 Zgruj= WRS xlgsle] F7l2 7HA
ANZTE, ol d FEav=R AAE dEvloly a2 JFHESRNE T AXE AMESIY F& ATE FIEglon
o]Z CAR EpHA3 T Al¥e}a 3dic}.

CAR EpHA3 #Ejulelei~s thEE T AE(F-(D3/28+ A8 T-AlE) 2 (V-5 T-AEE FAEds =0
A3, CAR &2 o] Hell 7]sH npel ol @Xéékaignﬂ CMV-CAR E-o]4-& HLA H3H4 - CMvell o

El= AMA| S ALR3 FACS HAJol] oa ZAsIATH( %= 14). EphA3-CARS] A/ F#) 7]1%54S o]l 7%y u}
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] At FHE=RE T-AXE K63 AEE ¥ A 2319, &
3 < EphA3-CAR T-A|X7} INFo] F4-F5% Alo]EFICl Eu|E 7 g}
CMV-pepmix ZFE WA CAR T-AlZ+= INF, IFNy 2 (D107aS 33 o5 37 Ex2 ddsgon oA
ol MEZF ¥ & A 7teAS Ztete AS AJARRI (= 15). EphA3-CARS] 5ol 2 A}
ﬂ7}0}7] e, B 2gAE> xCELLigences AR&sto] AAIZE AEEY £
0AIZEe] 717bell AX ¥4 AX APEE STt WA EphA3 S 2 AAHNF AEF
OB A EphA3 4 AlANF AXE, U874 7 FAd Ao =2 ALEs)
U251 EphA3+ 21743l AMXEF7} x40 mA 9 o5 Ao AMES AFshe
[11A4) gao] whgAdel o2 bRt RICA H4o) 4], EphA3-CAR T A%k SH7] 4 Alxe] wope e
10017 oo 80% MERNES FEdtP o, EphA3 &4 AANE AT AlES AFE A (% 16a).
XA AMES EphA3 CAR AFHES 1:1, 5:1 ¥ 10:1 &¥7] o EZA Bv]&oA] RTCAo| ° ZE A TH(E 16b).
EphA3-CMV CAR T A9 AFE 7lsAS EphA3 CAR¥} H|: 6} ] 93 B A5 T AxE: %4 U251 H&
1:1, 5:1 % 10:1& AFE3te] RICAE Fastsiom 53] 10:1e04 %4 Mz &40 Apdoe] AT
EphA3-CMV CAR T AEoA o 939 ch (% 16¢).
AAe 3
EPHA3-CAR T-HMX+& AAUAA Z=Hs &3¢ 2945 Jehdtt
CAR EphA3 T-AI3£7F A Aol thel folsh A/ gy AE5dE& ZAevs As Boe §, & ddds
2 Lo Ay AR 7FeAS HFsk.
WA NOD.RaglKO.IL2Ry cKO(NRG)  wF9-2=9] g (o]F =RE)o| FAHZGA-Id AAn AEF
U251(EphA3+) T U87(EphA3-)S 3} o] ASAtHE 17a). &% A2 AESFo) o) =AsAY} 44849
oh. 10940, FFo] theF 25m o] Euete] mhe-sl 289 MY AW FAF F R AAES AT
EphA3-CAR, NT(H]EAES]) = CARI9(H]Eo]A CAR T AME) T M¥E. 3 h(D457} 1742te] AEFHY
B (D4+ CAR T MEZYTHE 17b). H3+, EphA3-CAR T MEE AT U251 HG uf$-~o A Ki67e] Z7tg 9t
o] B o o)A o7 3 Ayl A o] CAR T AlEo FF Fx 248 AAEH = 17¢).

s £ rlo mim rlo

Lo
:c&
e

_l

Frel A%, CAR Ephd3 T-AIE2e] A2l U251(EphA3t) Fkol o %l vp-zoli ghda Wee fuaslo
W 30947 AT FF AAS GEAATE d, & D, MAAEGND EE WS|4 T-AE(CARL
T-AE)E ATRE vhe2 W UST(EphA3) B vhe st FF AFE AE S AATHE 17d - o)

28

olg]gk HlolE= o5 (AR T-#l%7} EphA3s A 3etal 3 FFY 245 dv= AS 298¢ A5
ZHe. o g dolE

T}, EphA3 CAR T-AZ 29 HgE olAA Ax1ei= GRM ¢ ZdoA 24 P&
= GBMT 22 el ik A2 A=A ZA 9] EphA3 CAR T-AH|Z9] AMES H ki sir),
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» EnhS PIRe LS8t 5.

PR VL LD TGO WS RS G WERISGR VORRY TR URYMOHSOINNVIR TN VIR SR VELRET
LR DN LR TORE TR VM SR G VR FR P TRIDTIAAD RS TR DL S DRI B LN TR IREVERUN RGPV AR IV ACVARY SYRVYRERUPSY.
VENLARPFD TV MBS VE VROSCURNSR EE U PRMYCETE GEW LGOS U NAGY ERGFMCQATR PGP FEAL DGR MECARCP S HES TR DOSM
NORUESHYFRADRIP RS MR APERS RNV ST T I DWW ST ORIV TR I E RO R G FUSPRVRFLPROFGITNTTETVITRLANY
NYTFHOAYNGYSELESPFROFR ST TR AARSPVUTHE DR T SANSIS SWREPEHPH G DY EVRY P ERORQRTSY TH RARGTRVTISLNRIVHYWFGR
ARTARGYGTNIREPLFETIRASIR &G§3§5Qi§§§?§i§§‘i?§

3 YR TCOTBC AN AT TR TT N RARTE ST ALOEEURTRCATTE HERE R A g LRt
SAAETEASTLIHUIGEACANT AN CART CANT RIHAA LTI TG ICARCTAITOTIO TN AUR AU TR SO ARG ABATCARCHITS TREATRAG
LAUTACACCCOIATO AR A LR COARG TG RN AACR TR ATRRALCADAGCOASA MRS TR L TR LB AUCART ARG TR CON TR GANTARCRICT
AEARASETACH TGRS IHRR G TN ACE U TS S EAT T CARC ABDATCLN T TRU T TOGOCALE YO AR ASACATTUARDU TETAC TR R TG
ARG OIALEALSACCACEGIRTEAART T TAGAGAGCATCATT TN ATCAAGATIGACATAATRRLTALTS ACGATAGUT FLALLTAR
GHUSACABAATCUT AAGUIEAS AUTS AGRTCAS AR AAGTROSTCUNETRAAM ARG RAGRGOTIC
STACTRCARGARATSCLCCT TOALNGTHAR GRAALC TG GCLATET T I
SO TSRS T CHAREUASU IS TH TR AALSAASCS A AR GRGGERILOT UGG ATG AT T AGCATERA AR ARTSSU TSR TROUST
; FCOTSEASACULERET T TTAURR AU RALU GG URAIATERG
ASRAGUALTCAASAGEACR SUTCOATS SADTSCAGATRISAS AADA AT TAUTRUUSHGUUSACASBBATCRALLY
BUATGECUTHTACADGRCCTECAARTASUCUC ABARRLS FEATTAGUAALATCAACE AR ACRANT G THATCUTOUAT TREARC IR GOICOYREATA
CRGSIERCATARAGHALG THAU TRIARCATUAT DR AR CAARTOCH RO TRRAATAR AR GLAR AGCUTIGCARCETCRACHTOCHEETI
TEOCTAGATART IO TR AT  AATATUACOGTRACOR TRAUAGARC TR TR AT CCATANEARDTACAITTINGAGATIRACR I TR A taNeY
SIASASLTIAGCTOTUCAT TAGGUAGT T IRUCSLCH TE T U ATCALTACIA AW AGS CANCTCOTRTECIRALOATCARGARIRARCRGA
CLAGULREARCASTATCASCCTETOT TROU ARG ARU THAGCATLC AR CATCATCCT RS AT TG AAS TE ARG TR TRCDARARBUARGRELS
AGATATASIUIRCALCATUC TRATASTLATAGETANARCE TRATARTCASUITC U S AASMUTRACALCATORCE T T TEC AR AT U TARR
ATAGCUSLLEEATA LCAKTAGCLGS ARG TIUGAGT TR ABACTAGCCCLGACABI T ICASCATOIU TR HCEAG TU A GLUAGLALCARCART
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EW3s
LK63 M Z & AH8 3 FACS
Mo
ose 450 nm oj| 2| ELISA OD (0S¢5 MA=10% MEZzdg
o% 2 g2 MRt HHHUH
EphA3 th4d PR His-Ef 2 E THEE
D1 2757 0.061 2 ofL| e
2A8 3.511 0.066 %= oL e
204 3.237 0.053 0 ¥ off
3C3 3.400 0.053 0|9 ¥s ofl
3D2 2.897 0.049 £ Ot
4810 2823 0.056 %3 oL
6C9 2.956 0.051 2 %S ol
6C12 3.116 0.056 0 ¥z Ot 2
6E9 2651 0.050 e ¥ ol
6G4 3.340 0.051 e ¥s ot e
9A3 3.654 0.056 %5 ot 2
9F11 2521 0.052 o5y ot
10810 3.026 0.050 %S oL
10E12 2.501 0.055 e ¥s ofl
10G8 2978 0.055 > Ot 2
12811 2.975 0.051 *S o2
12G2 2.751 0.055 %S OfL|
12H4 2.960 0.050 *s oL e
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