B0l 10-2024-0107147

O (19) W3R =537 (KR)
(12) /W53 FE(A)

10-2024-0107147
20243072089

(11) Iz
(43) FMLA

(51) AEE=F(Int. Cl.)
A6IK 35/17 (2015.01) A6IK 31/675 (2006.01)
A6IK 31/7076 (2006.01) A6IK 38/20 (2006.01)
AGIK 39/395 (2006.01) A6IK 47/26 (2017.01)
AGIK 47/36 (2017.01) A6IK 47/42 (2017.01)
A61IP 35/00 (2006.01) CO7K 16/28 (2006.01)
CI2N 5/0783 (2010.01)

(52) CPCEF &+
A6IK 35/17 (2023.05)
A6IK 31/675 (2013.01)

(21) 993 10-2024-7018559

(22) ELLAH(=A) 2022@11€03Y

AAATFIA e

(85) HYELAZEUA 20241306403

(86) FA=YHS  PCT/US2022/048887

(87) =AE/NHZ WO 2023/081317
SAEANEA 2023W05€11Y

(30) 444
63/275,890 2021911904 m]=(US)

% 136 &

(71) &9
o}Ejul vl QElEFE 2, JAF.
nl=k 92121 4] EY ol Atjela A9E 200 Ko
3ho-~ =alo] B 5505
F2 32 AR A
A7\ = 8l 71EF o]d 230 107(RAHF)
oMW E A ddH) s}
=Y, 68165 THetd, EH-thJH-FEZHA 2,
Fes 9y

(72) &gz}
4, 9
U= 92007 g Euol, FRHIE upo] T A] S
ZE on]3F 2335
gl &, Aol& H].
vl 92014 Zgxyol, @ 13 2EZE 121
(] A=)

(74) gl
A= EFH A3 A}

A AT 5
3

(54) H 9

N AE L GEEold AAIAE olew e AR

rlr
ot
X
Ll
Al
_O‘L

(57) 8 9F
2 oage, FoHgLE A A (NK) AE 2 bgF5old QAOJAE AMEste] & ¢k 9l
= WS AFs)
O ¥ &
B > ewE |
CD3 2 SSHY
100078 9| SF/HCiE
0®¢p -
00 ULl
i|! < 4
®© i
cg Ul
il

oO]-g< HMoie
NK A=




(52) CPCESEF/

(72)

A6IK 31/7076 (2013.01)
AGIK 38/2013 (2013.01)
A6IK 39/395 (2013.01)
AGIK 47/36 (2013.01)
AGIK 47/42 (2013.01)
A6IP 35/00 (2018.01)
CO7K 16/283 (2013.01)
CO7K 16/2878 (2013.01)
CI2N 5/0646 (2023.05)
ey

o, Evii Adx

vj=r 92037 el Yo}, 2 Eeh AR A F 5931

ol &, g 7

w = 92037 Az Yo}, g F& oplUtt = g
Zglo} 2325

ARER] | 2gYsk2A Aol

Q1% 92130 MY 4 10, Al I IZH
THEr=, AL

w2 92007 AgEYo}l, 2 Fir]jx AHE
Holo] ., 2008

a9z, E2d

n = 94022 g T o}, 22 ojER s A Hg

el 26209

SIHS3 10-2024-0107147

5, 8013

=4 sfoldH|2 3 69120 9 o]t HE

582 oW E A5t A2

=, dx

%%1 sloldM 23 69120 ¢ woldslolw HE
I E Azt AL

A= &AM 71ET

A A

o]H 230 107(HAF)

A% §914 NET
FA3AL A4
QR

A% §914 ET

o]H 230 107(RAF)

o]d =304 107(RA%)

FAAL A4




SISl 10-2024-0107147

g A A
F7H
A7 1
7] wAlE ERebs, D30 %S % e BAE Amshs W

KIR-B A3 (haplotype) 2 (D16 w2} w&S x3she 2] s AXZ(NK Al22)E Egste Al A
FAAES oA Foste @A, ¥

CD16(Fc yRIII)o| EojZ oz ZAds= A1 23 wre 2 CDSOOﬂ %O]X—LO_E Adste= A2 A3 EHes x
el o]FEo|A A = 19 Y AT gdHS

A7) (D16l Eold o=z Adtete Al A3 Eele

Nz 98 et 4
9 2(CDRL2); @ AMEWE 11&
(VL_CD16A); ¥

[e)
A AR 2A °§°ﬂ S(CDRLS)a Xgsl= A4 7hd =

I s 68 Fosls = ARA 24 o9 1(CDRHD); A3 78 Edsle S AEAE 244 o
9 2(CDRH2); ¥ AMEWE 8S Xost= T HRA 44 99 3(CRH)S Edse= T 2l
(VH_CD16A)S *3}slar; 2
247] (D30 Eol¥o=m Agss A2 2 =vode

A ArAd A4 99 1(CDRLL); A9¥WE 16 Edats= A4 Hrnd 2R
oo 2(CDRL2); % AMEHE 175 E3st:= A4 ARA 24 o9 3(CDRL3)S FEdHet= A4 7pH =w<l
(VL_CD30); ¥

LS 128 X3sle= S AEA 24 99 1(CDRHD); AE9¥H3E 13S Ziets 4 ARA Z2A
99 2(CDRH2); H MEHZ 14E Eg3t= T ABA 24 99 3(CRHDS XEdse T4 7d =val
(VH_CD30)& E3gt3tt},
AT 2
A1gol oA, A7) NK AE7F At (cord blood) 2 NK AlES], B
A3 3
A2gel] 9lolA, A7l A F NK AEE 7] @AE £t el s AAEE A, Wi
(a) A s AZE g5t ANE Axe AE2S AFsh= A,
(b) AFEAM (D3(+) AMEE LZATIAY FA Aol 23] NK AlEo] tiste] A= A E(seed cel)E 5FA]
71 Al
(c) NE AEEZE IL-25 E335t= XA E8A3tE (D4(+) T MEFEZFE Y A1 vhao] AE9F A o
&l #FA }\E]-SH MEZ &7 (expand) 3o,

AdE F A sl AMEE A @A
AT 4
A3k QoA A ESA3tE (D4(+) T MFEF7F 4-1BBL -84, 9 23S (membrane-bound) IL-21(mbIL-

H
21) §307h, OX4OL 07}, 2 Eedvleln MN-a FARR o] Folzl FomiE Mt Holw shte 4
A% wdse A, W

AT7% 5
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gAsleE (D4(+) T AEF7F 4-1BBL 4, 9 488 IL-21(mbIL-21) FAA, 2 &
3

2 3)
==
AxE wdsHE A, W,

7} OKT3, UCHT1, HTa, Hx& o|&9 %3

A1 WA As5E T o= A =1 = 1A
» T AF FAE F2 £Fehe AL, .

0@ o]Folzl FomyE HeH

r
ok
o2t
2

= 30
2

AT 7

A1 WA A6 F o= 3 ol JojA, 7] (D16 EAL7F CDI16A A1, W

7% 8
A1 WA A7 F oj= g el oA, F7] D16 EA7F F15890 A4 V/V v+ (polymorphism)S E 338l
AA, B

o
oot
2

A1E YA A8 F o= 9lo] A, (D16o] Eojxom Adsl= A1 A3 Tu|2lo] (DI6AY] Eojd oz
W
H

Adste= A, W
7% 10

A1 WA A8F T o= 7 Foll oiA, 7] A A ATy AR e Al Hekel, B

AT 11
A108Fe] A, A7) A AE) HEY HTro] Aok 60%, oS 5o Holm 70%, HoJ% 80%, A% 90%,
HolE 95%, Ho]% 99%, X 100% (D16+ MEZE sl A, H |

ATE 12

A0 Wx A1 5 oj= g ol lojM, A7) A Al Ao Hdeo] Aol 60%, <E =° Aol
70%, Hol% 80%, Hol:= 90%, HoI% 95%, HOJ% 99%, Wi 100% NKG2D+ MEE EF

ftjt
I_,
o
ol
ol
rlr
Pt
o
%
e

3T¥ 13

A10F WA A2 T ol 7 el oA, A7) Al A Aze] Heol Holk 60%, <& Eo] Holk
0%, Ho)% 80%, A= 90%, HoJ% 95%, A= 99%, i 100% NKpd6+ M EE FLHeli }

7% 14

A0 WH A3 T ol 7 ol loiM, V] A el Ao HEE Hojk 606, s =°] Aol
70%, Ao1% 80%, HO1% 90%, Aol 95%, HoJw 99%, FEi= 100% NKp30o+ MEE EFshe A, B,

3T 15

A% WA AUG F ol @ Fol oA, $7] A Hel AL Awre] HoE 606, oF Fof Aol
70%, )%= 80%, Hol% 90%, HolX 95%, Ao 99%, W= 100% DNAM-1+ A|EE X8kl A, Wy,

377 16

A0 WA A5 5 o= 7 Fell gloiA, A7) A el AEe] Hukol Holk 60%, & =] Aol
70%, Ho)% 80%, Aol 90%, Hol% 95%, HoIE 99%, Wi 100% NKpdd+ MEES EFHsh= 29, W,

37 17

107 WA A16F T o= ?1 ol oA, 7] A ds Alxze] ko] 20% WIRE, & & 10% oI, 5%

olsk, 1% ©l3F, 0.5% ©]3}, X+ 0% CD3+ A2E
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A7 18

A108 WA A178 F ol & Foll ojAl, 7] A ] AlEe] Feko] 200 oldF, A& Hol 10% o]k, 5%
o3}, 1% ©]3}, 0.5% ©]3}, W+ 0% CD14+ H]E%— F3ste A, U,

A7 19

A108 WA A18% 5 o= f‘fo of oA, 7] Al Aal] AlEe] o] 20% old}, dE B9 10% ©]3k, 5%
ol&t, 1% ©]3}, 0.5% ©]s}, = 0% D19+ A ES E3tal= A, 9.

A3 20

A10% WA A198 F o= g ol dofA, 7] A A Aze] Fuko] 20% |k, oE Eo] 10% olsk, 5%
o3}, 1% ©]3}, 0.5% ©]3}, HE+& 0% CD38s+ AEE ¥3ah= A, #y.

A7 21

108 WA A209 & o= 3 Fol gloiM, 7] NK Al Fedo] Ao 19 7)o &35 A el Ax, o
501 29, 29 53k, 39, 49, 59, 69, 79, 79} 53%k, 89, 99, 109, 209, 309, 40%, 509}, 60
. 7091, 8091, 909, 100°], 15091, 20091, 25091, 500°}, 7509, 800°1, 900%], 1000%], 2000}, 25009,
300091, 40009, 500091, 60002}, 700091, 80009, 90000q 15, 2%, 3%, A%, 5%, 6%, 7%, 8%, 9% ¥
= 102 7N SE A A AEsS xdshs 29, .

d

A3 22
A108 WA A213 F o & 3o 9ojA], A7 NK AXE Jdo] 517 GAS Edtels= W o) QA=
AN, W

(a) AtHE (umbilical cord blood) ZH-H A1 Aa) AMEE XLdstes A= AEE 5351 WA,
(b) A= MEoA (D3+ HES TZA 7= O

(c) g A= AEE 9 A%8F IL-21, Ed¥old TNFa % 4-1BBL fxAE LA =S 2205 Al19] v
o] Hut78 Alazset §A sFeto =y =pol sl Alxs JM?% i A el Axs AR

=

)

A e Axe] feks sk 9.

AT 23

A 108 WA A28 F o= & o] lojA, 47| NK AE Hero] 317] GAE Egsts Wil o8 AAEE
AL, W

(a) ARI =N A s AFEE Tdhels A= AFEE F56E B

(b) A= AMEZAA] D3+ AMEZE nAA7)E= WA,
3

() n2d A= AEES uw A% [L-21, Sd%old NWFa 2 4-1BBL $442 BHdsrs 2248 419 g4
o) Hut78 MES 7 Moz A4 Ad| ALE HAAA FFE A As) AT vhag AT oW A
B AR WA 2

~

d) @ Z%3 1121, SdAo)d TNFa 2 4-1BBL §AAE wdsteE 22ty A)29 the] Hut78 Alxet 3
| w2 SgE A A AEe] mixaE ME 28 Hus AA T Ad A AxE YAE
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S5l W o8] A E

A7 @A (DolA e 2 s AEe] vlal AE 23 JAdS A7 AL FAE A s HE
A9l

o] mpxE AE 23 Huo] BIHFS FHATE A 2= AU, U,
AT 25
A228 WA A248 F o= 3 ol oA, 7] AdiFe] KIR-B duljAE 2 (D16 158V thdAel it 53

A4 (homozygous) S 2+ 7| SRR NE]Q A, W,
AT 26

A228 WA A25d F o= 3 ol glojM, Y] NK Al Huo]l AlERREe] Ad ddf AEE Aol
10,0008, <& Ee] 15,0008}, 20,0008, 25,0008}, 30,000, 35,0008}, 40,0000, 45,0008}, 50,000uH,
55,0008, 60,0000, 65,0008, B=i= 70,0008 EHFAIZIE B Xk Wl o AabEE 20, W,

A26F T o= F el SlolA, 7] A Al AEe] o]l & Fol FHHAAY EREA &

A223F WA A278 5 o= gk & JojA, 7] A As Axe] JdeddA (D16S EdE3= NK A2 H&
o] AYIRFEH ] A= AE A A1 ] AL vl&

AT 29

A22% WA A28F T ol 7 el ofA, 7] A Al Az FekelA NKG2DE EESkE NK A2 v
&o] AP RFE ] A= AEAA A A AEe] vE3t TG o w2 29, WH.

2T% 30

A28 WA A28 F ol @ ol QoA A7) A A AES] ATkl A Nkp30 & w@sli NK AES] W
go] AnazrEe] A= AxEA A el Axe] WET FAaAY O e A, .

AT 31

228 WA A308 T o= T ol oM, 7] Ad s AlEe] FuhollA NKpddS S NK AlEL W
o] AN RRE ] A= AFEA A e AFE] HET FdsAY o & Ad, I,

AT 32

A228 DA AL F ol @ ol oI, A7 A Hel AL PeolH Nkpd6 S AT NK AES] b
go] ANPRRE ] A= AEAA A Ao AL W FAAY o Ee A, Y.

A7 33

A228F WA A28 T o]z g ol dojA, AV AA s Aol FehelA DNAN-18 @33k NK A|ES] H
o] AERRE o N A EA A e AEo n&I FIdsAY O =& A, 4.

A3 34

Aeste ATFEE T o= g ol dojA, F7] &AA 4l AEZF (D16 Ao]F-HAAH(transgene) & XA &
= A, W

A% 35

APste ATIE F o= 3 o JojA, A] 1A e AE7F 21204 (D16 S AS DEHEA P A9,
HH
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A ATFE F ol & G QolA, Y] A M3 AT {24 2454 2= AL, P,

N1, O H

rr

Adsks TS T o= § el sloiM, 7] Ad Zdll Axrt 49 AdE VISARRE a2,

A38ded AA, 7] Al FAEH 2AHEC] 30 WA 50 mg/mLe] QIZF LHTS EgE= A, W,
A3 40

A3 QoA , 47 AL A 2] 50 mg/nl o] A RWE EFSHE AL, B

A38F WA A40F F o= & Fol QolH, 7] AL fASHH 2 Fo] 20 WA 30 mg/nle] N2ETS TF
o], HOI-HJH'

A38F WA A41F T o= 7 ol glolA, 7] Al FAlSH A =o] 25 mg/mle] HAETS Edh= A

A38E WA A42E F ol & ol lolAl, A7) YaEgte] WAE 409, W,

AT 44

A383F WA #1438 F o= sk ol dojA], 7] Al FATgH 250l 12 WA 15 mg/mLe] SFIE XF
sk AL, W,

AT 45

A383 WA A443 F= o]l 3 Flo| oA, A7 Al kAT 2AZEo] 12.5 mg/mLe] FFIAE IEdeE
Zel, B,

A3} 46

A|38% WA A458 F o] g ol dojA, A7) Al FATH HAdEC] 27.5 g/L Ve SFIAE X3

A38F WA AN46F F o= g Fell SlejA, 7] Al efAIEHA] A Eo] 50 WA 60 ml/mLe] DNSOE EFHat=
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2L, W
AT 48

A383F WA A4738 F oj= 3 o glojA], 7] Al FAEFH ZAHEo] 55 mg/mLe] DMSOE XEEEE A,

383} WA A483F = o)1= 3+ 3ol ol A7) Al AEA ZAEo] 40 WA 60% v/ve]l HHE ZLEsE=

AT 50

>,

A3 WA A49F F o= ol ol A7) Wsk A4k S A W,

©:

37T% 51

A1l dolA, A7) Al A 2dEC] V& FUrR EFske A, W
(a) ¢F 40 mg/mL A7+ &H-H1;

(b) °F 25 mg/mL YDAEZ 40;

(c) ¢F 12.5 mg/mL SF72;

(d) ¢F 55 mg/mL DMSO; %

(e) ¢F 0.5 mL/mL QU4 <5 A+,

AT 52

AT 54
A1 WA As3F F o= 3 ol dojA, A7) CD16el EW#QE Agste Al A% ZHRle] AE¥WE 20
S XFsE A HH) 99 2 AEHE 198 2¥ske T HA) 39S 2FgeE A, WU

A3 55

A1g WA A543 F= oj= 3+ 3o glojA, A7) (D16o] EojF oz Al Al 243 LHclo] AIHE 20
7} 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, EE 99% T UL ZEAL} Hof
% 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% TAANL ZtE ofn]:

b qES FEelE Vo 99, 2 AdHs 199 85%, 86%, 37%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, WX 99% SUAFE zZEAY Aok 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,

o
<] =
96%, 97%, 98%, Wi 09% BAN S ZH= ofuwat AL Tk V, Aol TS A, Wy,

ALE WA A55F F o= # Fol oA, 47 0] SolHor AFsE Az A
g ) 99 9 AdNE 218 TS B4 A F9e TS A9, P,
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A1 WA #5638 F o= 3 kol lojA, A7) (D30 Eoldo g Agtsl= A2 Ag =delo] MIHIE 22
9} 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, ¥ 99% TUAZE ZEAL} ZH o]
T 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% TAARLS ZtE ofm|n

A AEe ek Vi 99, 2 AMEWE 213 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,

96%, 97%, 98%, =X 99% HUAHS zZtAL FHolx 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, TE 99% TUAHE ZE ol MES EEEE Vy IS = AQA, W,

A7 58

o] olF5eld g9 AY ©

)

°]aL

’

7] olFEold g A ddlel ypd Z=ude HEelel= A L1, L2 2 L3d] o N-Eekel A C-EE7bA]
VH_CD30 - L1 - VL_CD16A - L2 - VH_CD16A - L3 - VL_CD30¢] A= dZd5E= A, ¥y

A% 59

A1 HA A7 F ol 7 el 3l

47 olFHel2 GA wi o) g4l F A% ol

1l

e

o]
A% @] o]F 5l
El

A7) olFEeld g AF wHe st =dde FElel= (A L1, L2 F L3 9] N-Ertol A -2t
VH_CD16A - L1 - VL_CD30 - L2 - VH_CD30 - L3 - VL_CD16A®] A2 AAEE A, W

7% 60
A58% = ABIF el oA, Zzte] fEtol= A L1, L2 B L3o] 127] o]ste] ol A7je 5= A
?l, WU,
377 61
A578 WA gk ol lolA, A FEE (construct) ] BA L27F 3 WA 9719 ofn| =4t 7]

A60F T o=
ol W

d
= TAHE A, Wy

o H

AT 62

A1 WA A6LF T o= 3 ol lojA, 7] olFHeolH A H 1o el A dye] MAME 18+
85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, Wiz 99% TUAAE ZEAY Holw
85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, Wiz 99% TUAE Zi= opwwAt

MEE 2dsh= AQd, B,

AT 63

A1 WA A28 T o= 3 ol lojA, Y] o]FEelH A T 19 Y A dHo] HIUT 189
1A E ofu At MES T3 o]F 5ol qY A <l Wy

A3 64

A1 WA A63d F ol 3 ol dojA, Y] o]F 5ol A e 19 I Ad vyl §%(dose)o]
0.01, 0.04, 0.15, 0.5, 1.5, 3.0, 4.5 == 7.0 mg/kgo.Z Ao A Fo== el w .

A% 65

A1g WA A3 T o= 3 ol lojA, 7] o]F 5ol FA == 19 FY A @ &3] 200 mg
o] o]FEo|Z A T 9| Y AY dHS ¥shele A, Y.

373 66

AE WA A63F T o= & Fell oM, 7] ol TAZ HEF
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el
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3 68

S,

58 T Al
A3 67
766
AT
A3 69

o~z
T,

z=
frl
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ozel
olo

i

AT AE

H,

W =¥l (brentuximab vedotin)$l,

=18
H

Al

=3
-

|

il

]

H

&

Al

SYHCAR-T) o2 A 23 F

AT 70
A3 71

z=
frl

or
ok

"
ol
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el

-
o

X

hyA
s i

1ol NK Al

10

1x 10 7

9

9

1014, 7] Bl Al Nk AE €2 1 x 100 A
Al Al NK AIE €59 1 x 10 WA 8 x 10 MY NK A 27 Fod5E=

AT 73

A1

AT 72

%=
i

W

7] g

)

o AoiA,

&

A72

10

1.6 x 10 712l NK

L

P

TC

9

8 x 10,

9

4 x 10,
Aol B= 3372 (lymphodepleting) 3}

9
1 x 10,
=

|

X

8

At Al NK AIE 8% 4 x 10,
7] &A7}

;&

}

L2

371

X

ol glo1A,

s

AT 74
A 723,

AT 75
AT 76
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o $hefA, 7]
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AT 92

1 - + . -
st7] @AE 2ok, (D30 e #aL Sl S Asse U

AL WA AL F ol Fo| WL TFSE AL AR F/18 BN Folsh v 9

AL WA AL F ol @ el YW HFTE A2 AR FI1E BRolA Fels v,

4714 AL AR F719 A2 AR 7% SAsAL Aolsith

279 3

Aozal oA, AL WA A9NF F ol & Fo| WS TFSHE A3 AR T8 BAelA Folshs A

2 3w mPahe, Y.
928 = A3l QoA , o] F7] Aole] Folw 2579 A8 Feh(break) EFHFHE A9, P

o] ] As7h, (D30 oro] WAD wrx], wi NK AE, o] FEo|H &iﬂ TE
9o &9 Agt d#, = F voll gid sxle] B4 (intolerance) &2 3] Foirt TEE wjrhx],

= 3
Z7F NK A3E, o]F5ol4 & = 19 g A% 9, T E vl 548 A9 upziA A&EE 29,
W
273 96
Adsts 785 T o= g el oA, 47 NK AlE7F 32 A3 EA] g A, B
AT 97
Adgste FTFE T o= 3 ol oA, 7] NK AlES] Aok 70%7F CD56+ 2 CD16+Q1, .
273 98
AYPste ATFE F o] 3 Fol QlojA, A7) NK AlEQ] Hojx 85%7F CD56+ 2L CD3-¢1, #4.
AT 99

Agste FTFE T o= 3 el A

il , 71 NK MEZQ] 1% o]8h= CD3+o]ar, NK A3Ee] 1% o]8F= (D19+°]
3, NK Alaze] 1% o]she= (D14+%1, W

n:E_Qj
'_a

A3 100
25 ¥§8te AE AL

(a) KIR-B &ujA1s 2 (D16 ##Fe] WS ¥3hste= &l As] AENK AlE); 2

(b) CD16(FcyRIID)o] Eo]jxo=

¥ 3TE = o|FEo|4 A mE 1

Loy
o%
rj(g
n
st
v
o

F7] (D16l BolX oz Agtsl= Al 23 Z=vdS

9 2(CDRL2); ¥ AMdEW¥zE 11
(VL_CD16A); &

NEHF 6& E3ete S ARA 44 99 1(CDRHLD); AEHE 78 Z3stes 54 ARA 24 o
9 2(CDRH2); ¥E AMEWE 8& X ggste T4 A4xRAd 24 99 3(RH3)ES Egstes T4 7Hd =dd
(VH_CD16A)S ¥ &sfar; %
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AF7] (D300l EolFom Adste A2 A EHgle
ANEHT 152 E3ets 44 ArAd 24 99 1(CRLD); A9Hs 168 Edtets 4 Hnd 243
g9 2(CDRL2); ¥ MEWZ 175 Egst= 4 ARA 2A o9 3(CRL3)S ¥t A 7Hd =vd

(VL_CD30); &

= E2 ARAd 44 99 1(CDRHD); AEW3 138 xggsi:s F
o 2(CDRH2); H AMEHT 145 E&sle= T4 ArRA 24 99 3(CDRH3)S ¥gste =

A3 101

10080 9ol , A7) D16 #AF7F CD16A #-A191, oFAgd A&

AT 102

A1008 = A1018el geid, A7) (D16 BA7)F F158014 V/V S Edste A, ofAgd A&,

A3 103

i)
ot
ol
ol
rlr
o
of

l
o
a2
ot
2
N
>
@)
]
=
()]
=
=2

1003 A A1028 F o= & ol oA, 47] Dl6e] EolHow
Soldos AP A, FATH £4E.

A3 104

A1008 WA #1038 T o= 3 ol JojA, A7) (Dledd] ooz Agsts Al A% =vgdle] g
208 XFEE A HAN) F9 D AIHE 198 2FgEE F PAG) 99 xdelE A9, okA|EHA
ZAE.

A3 105

A|1008 WA AI1043 F o= 7 Foll 9lojA], 7] (D16ell Heldow Aste Al A wvdlo] Advls
207} 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, Ei= 99% T U4 2
o= 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, Tz 99% TLA
A A S xgEte v 99, 2 AdWs 199 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,

KN
=
S
=

96%, 97%, 98%, WX 99% SUAFE zZEAY Aok 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, & 99% TUAAE ZHE ot MES ¥ee Wy 99 S st A, AT 2AdE.

e = =~

A3 106

A1008F WA A1058 F o= 3 3o glojA, A7) (D30 EolFor AdstE A2 23 E=u¢lo] ALdHE
228 XFEE A HAE) 99 D AHIHE 218 2FEE F PAG) 99 xdelE A9, okA|EHA
A=,

A3 107

A1008 W= #1063 F o= 3 3o olA, A7) (D30e] EolAom AdtstE A2 43 =dHedo] AgHE
229} 85%, 86%, 87%, 8%%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, E 99% H=UAL ZrAL Z
o= 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, W= 99% TUXL zZ:= o}

A AEE x¥ekeE Vi 99, 9 AEWs 213 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,

)

96%, 97%, 98%, EE 99% FAAL ZrAY Hol% 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, i 99% TLAS ZtE olu|xt MES TS Vy IS = A, FATH ZAHE.

, Ao = 6 =

AT 108

1008 WAl #1078 T o= 3 ol QQojA,
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7] olT 5ol A = o] Y AY dHe] o]F5olA

oo

b A% wH o

)

A7) olFEeold g AF v st =l FElel= A L1, L2 F L3d 9 N-Ertol A -2
VH_CD30 - L1 - VL_CD16A - L2 - VH_CD16A - L3 - VL_CD309] ¢=AZ AAHE A9, kAstd =g=.

A3 109

A1008F WAl #1078 T o= 3k dof] QlojA,

)

7] ol 5ol A Ex 1o F A dHo] o]F5ol4 9 A dHolar;

71 olT 5ol &

o A% ¢ 7 el e Felol= #A L1, L2 2 L34 ¢
VH_CD16A - L1 - VL_CD30 - L2 - VH_CD30 - L3 - VL_CD16AY] A= dZds= Al

N-ghebol A C-Zeh7hA)

3 N
LR RS

A% 110

A1083 = A1098re] QojA, Z4zhe] HAelol= A L1, L2 2 L3o] 127 ©]&te] ojmxal ®r)|=2 FAHE=
8

1087 A A110% & o= & ol oM, A F+5HE2 F7 L27F 3 WA 9789 opv|edt 7|2 54 5

N = o
AT 112
A1008 WA #1118 5 o= gk ol oA, F7] o]F5old A e 19 IY A dyo] AEHDT 18
7} 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, T 99% TUAL zZEAL} FHof
% 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% F UL Zt= ojm|n

b qEe £3EE A, oAEE AL,
A3 113

1003 WA A112% T o= & Foll 3lojX, 7] olT5olH A = 19 I A dHo]l MM 18

o 71 opr| =it M éﬁ%}% 01%—%@1*—1 g A T, FATH A=
3T% 114

A1008 WA #1138 F of= g el lojA], 47 NK AE2E A F2 NK AEQD, ofAlshs 24%E.
AT 115

1143l Ao, 7] AE il K Al2= vhs

AE:

dlo

o
mo)
L
Ll
kel
%t
ol
ol
rir
ok

ol ola) AgE A9, opAsHa

(a) A9 3l AZE Tt AN AL BB ATeE WA
(b) AT D3(+) AXE 2AAE A;

(b) 3715 E3ste vl EBA3E (4(+) T AEFEREY Al v Axe s A= AES ik
To A AA e AEXE SFAA

OKT3, UCHT1, HTa, & o]E9] ZFoR o|Foizl woRZFE Hey= T AX 2= A, ¢
IL-2,
A fef 2 As) AEE s 9.
AT 116
A58l SlolA, 4

371
OX40L FARF, 2 wpo-2
]l ofAlete] =4,

284355 (D4(+) T MEF7F 4-1BBL FAA, o 23 IL-21(mbIL-21) FHAF,
TNF-a FRAR o]Fofjxl FoRHEH HuHE Hojk e FHAE ddst=E A
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AT 117

A1168Fol] oA, A7) EdAsE D4(+) T MEF7F 4-1BBL FA=F, 2 ZA3E [L-21(mbIL-21) FAz= 2
ur3 7

-9-2 INF-a F-32S L& sts A, FAlsHs 2=,
AT 118

AL00% WA AT F o= 3 Fol oiA, 7] olF5oH FA| w19 I AF
How Agsls Al A% Eule N A (D16 BAel AFHE A, FAsy 24T

A ] (D16l 5ol
A+ 119

A1008 WA A118% T o] g ol oA, des F7tE E3she, oFASHY A E:

(a) 17k 4591,

(b) HAEH;

(c) 2532,

(d) DMSO;

(e) HH.

AT 120

(3

A1198el AoAA, 7] 2AES 30 WA 50 mg/mLe] A7 WIS EIehs, FAITA 2AE.

i

AT+ 121
A120&] JoAAM, 7] 2AELS 50 mg/mLe] AZF SRS ¥3EE, FATgH FAHE.
AT 122

PRl Al121% F o= &
=

ot
2

Al AoIA, 7] 2AEE 20 WA 30 mg/mLo] HAESHSE TPSHE, oA
)

ol
PN o"‘I

119
2
S|

d

AT+ 123
A1198 WA #1223

=
= .

S ol QoM. $7] ZHEE 25 ng/nlo] YAEDFS TP, AT 24

ofp
2
s
o

A3 124

A119% W= #1233

ofy
9
r
(o
o
2

%1\01/\1, /\]—7] dA~Egte dAEg 4091, g}xﬂﬁl—ﬂ ZAE
7% 125

A9 A A 1247 T of= F ol 3lojM, 12 WA 15 mg/nLe] SFALS X8k, AT 2AHE.

A3 126

A1198 WA #1258 5 o= g ol oA, AV 2AHELS 12.5 mg/nlLe] FFIAE X5, A %
AL

A 127

A1198 WA #1268 F o= 3k ol oA, 7] 2AHEL 27.5 g/l w|vte] FFIXE X8I, AT
FAAE.

A7 128

A 1193} =] A 1273 ol 3 3o glojA], A7) FAEL 50 WA 60 ml/mLe] DMSOE E s}, okA|E7

ofy
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[0001]

[0002]

[0003]

9%

A7+ 129

A1198 WA #1288 F o=
A+ 130

A119% WA A

4=,

7" 131

A119% WA A130% 5 o=
AT 132

A1198Hel JolM, A7 =AHE
(a) ¢F 40 mg/mL A7+ &H-H1;
(b) °F 25 mg/mL YAEZ 40;
(c) ¢F 12.5 mg/mL SF7 2=,
(d) ¢F 55 mg/mL DMSO; %

(e) °F 0.5 mL/mL A4+ &=

273 133

1198 WA 41328 F o=
AE.

AT% 134

A1008 W= A118F 5 o=

=, ofAIsHe 2=

A3 135
1008} WA A|1343 F o] =
A+ 136

#1008 WA #1348 T o=
& A5k W,

2021»ﬂ 11¢ 4°‘°ﬂ =949 vT ey 449

Qo o}f ‘]E 1 @11:5_% Q)

Els
23 ADCC WFHSS B 4= 9ltfk. ADCC WHe-o] 7FA3tA A A% (indicated) 9L Z
= 1=l

ZIHSd 10-2024-0107147

Hil
oot
o
S
i
o
o
=
o
N
BN
>
e

22 55 mg/mLe] DMSOE

& ol QlolAl, 47] EAEE 40 X 60% v/vel WmE EFshiz, opalst

o
o
2
X0
2
R
0%
N
3
&
N
L
r o
r >
@
e
ol
1>
@
-
r o

2
2
Lok
2
BN
oX,
i

N4,
@ gl oA, A7) ZARE 0.5 /nl0 B FAE Ede, oot =
& Fol oA, 7] 2HEL PO HEHE RIAT Fh2 £F)

rot
o
o
12
2
o
X,
BN
oX,
i
o
i
9
o,
rir
M
o
ke
%t
ol
ol
¢
(@)
(e
w
(e
o2
o
52
k1
3o
ls
oy
B

M 63/275,8902] -4AS 3. A& &9 A

2ol AEEHS

107tk A FEdE @ A A8
°l

M E=A (antibody dependent cell-mediated cytotoxicity, ADCC)E &3
41 d afFolA Ho o]yt A5 W= AS WalsAY AT
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[0004]

[0005]

[0006]

[0007]

[0008]

[0009]

[0010]

[0011]

[0012]

[0013]

SIHS31 10-2024-0107147

NK Al2e ol M2 xHd Ae FE&AY H3AS ads FalA By ofyg A &G Ax AEFA
(ant ibody-dependent cellular cytotoxicity, ADCC)< 3H FF AxEe} A% —’F A+ WY AM3Eolgk. ADCC
= JHAH7] flel NK Al Ede] (D16 84S S FAeF Afdnh. NK A= CAR-T Al A5 3 7|8
A3 A 5o AFREE T AEe} 22 v W Axd H]OH ojFE 7Hd & Atk AAARD o]H O R NK AE
SZFolAl(allogeneic) ABHOR AHgd F don, ol 3 7|SAEFEHS NK ME7F HA 9], 42

7 oEe ]E]r %@1} 2o gk 87 A glol & W oo]ide] A Al HEA AMEE o deS ove
e FoA NK AEE T35 AlelE7F W& S%+(cytokine release syndrome, CRS),

8zl ZA] w o)A t<arFH (graft versus host disease, GvHD)¥} #& T AE g9 HuHg 2o

i

ttlo
>1

o w2 L8
>
o
of\
(e}
0,
mﬂ
oX,

ki
52 o
o
o
X
=2
X
rO
)
o
Qo
é
4m
il
n
b

oAl Nk MEE & oA Fo3

of $kth. ® the dAHY olgow K A¥E F

oo oo

ol o i rfu ol

gl T‘:’ EH/K]H]—IE— 0\3'_“}\61 %—H = )E i B =] relim|
=4 WY AAVE A4 F JEE T FYE =EAT
F7H o R, g Y BES A HEHE 54(dE B0, 1XstE (D16 ¥ S Ax Wez2Ed &
A} =&A4 (Killer cell Immunoglobulin-like Receptor, KIR) B-¢ HHX]?ﬂ(haplotype))E 7} Al (cord)E, NK
Axel TFYo=z vhekst A E (umbilical cord blood) 23S &3] MEA3E & r},
Bo] 719 He} Z& HZo|A NK AEQ FolEe oE Eo] tfEEo0]7 e Aol A (multispecific engager),
g Eo] £l 7IAlE tE5old Aol A9} x3sle] $xte] ADCC ¥ &A1 5 9l

CD30& H¥ A (classical) TAZ FZZ(HL)olA vk oty IHA thAE Y ZZ(anaplastic large-cell
lymphoma, ALCL), %% T AX HIZZ(PICL)-Zd HWAH &S A(PTCL-NOS), % HAHAIHAEA

A%k
(angioimmunoblastic) T MXE YIZE(AITL)S E3sle] thekst AEY wx T AX YUZE oy a9 39
Al BEAo R BEEE FF YA QA FEA AEY AlxT e F o),
7+ éyﬁd (D30 A ==l AFZFH HL(cHL)ONA HARD W

= XA “%W e Al
(frontline) 3}8FQH (ABVD H+= BEACOPP)o] gd3 a5 ASsIeh. MaA ol 3xke] 49, A4 &
st H(AVD)FF A (D30 ¥A 38 g & A3Ael BAEAY W =8 (brentuximab VedOtll’l)E ¥ 4
Atk zEu, Hd 30%0] Bt AL Amell ESetAL Apeth AR e B84 L #Ae] A, 3
£ oMy 27} E7)AME o)A (ASCT) .2 50% olst7} X182 4 dth(Majhail NS, Weisdorf DJ, Defor
TE, et al. Long-term results of autologous stem cell transplantation for primary refractory or
relapsed Hodgkin's lymphoma. Biol Blood Marrow Transplant . 2006;12(10):1065-1072.
doi:10.1016/j .bbmt .2006.06.006; Josting A, Mueller H, Borchmann P, et al. Dose intensity of
chemotherapy in patients with relapsed Hodgkin's lymphoma. J Clin Oncol. 2010;28(34):5074-5080.
doi:10.1200/JC0.2010.30.5771; Bartlett NL, Herrera AF, Domingo-Domenech E, et al. A phase 1b study of
AFM13 in combination with pembrolizumab in patients with relapsed or refractory Hodgkin lymphoma.
Blood. 2020;136(21):2401-2409. doi:10.1182/blood.2019004701). ASCT ¥ 2 F4gk(median) AE7]7ko]
2670 E =X Fe o Fe #BHo] dri(Voorhees TJ, Beaven AW. Therapeutic Updates for Relapsed and
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[0014]

[0015]

[0016]

[0017]

[0018]

[0019]
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Refractory Classical Hodgkin Lymphoma. Cancers (Basel). 2020;12(10):2887. Published 2020 Oct 8.

doi 110.3390/ cancers12102887). A4 2 A SRS AT A4 AR Sl HARAF WEEd ge of
T2 UE SWOR AESAL BE OB W/EE P-(U1 At 385t AX 23E 5+ Aok AIF
A5t 2 WS AAE TS A2e] WAolE Bysa, AW/ B RPN Ao e o
A4 ZEss ) Ee W FE, O A W V1% 2 AR Asge AFes Amd d@ ok a7t
SECIESERIESIDEY

gz T Alx fd2F3 #Aste], CHOP & CHOP fAF 89S AH83 I'P(first—line) X &= ALK+ ALCL9]
8 Aslsnt $4 ge A%E zAs. ACISe] BF 2 AL Azo) Foky A E

= 27] Aol FId el As) 91‘3}. dWtg oz PICL X 8E
%1}“ ofUt et thiE o] $hAbs $hstoll maehA] FshAu wle dotdt Y] AEow Adsi,
A3 o] A (hematopoietic cell transplantation, HCT)o] §l& A5 Fdak PFS € 0S =42+ 27 371€ ¥
671 €= Yri(Mak V, Hamm J, Chhanabhai, et al. Survival of patients with peripheral T-cell lymphoma
after first relapse or progression: spectrum of disease and rare long-term survivors. J. Clin. Oncol.
2013;31(16):1970-1976; Biasoli I, Cesaretti M, Bellei M, et al. Dismal outcome of T-cell lymphoma
patients failing first-line treatment: results of a population-based study from the Modena Cancer
Registry. Hematol. Oncol. 2015;33(3):147-151; Bellei M, Foss F, Shustov A, et al. The outcome of
peripheral T-cell lymphoma patients failing first-line therapy: a report from the prospective,
International T-Cell Project. Hematologica. 2018;103(7):1191-1197). we}A, PTICL &Aloll Al A3t 55
A e oty a5 s feide MR AR A5 defe] g,

Jlm Mz F
gv fe »

o Rt
2 opel rin o on

AFM13-2 HL Z28]a PTCLS HIF3 7]EF (D30 %A oMAdF e XEE 98] d7Ea e 47 o550l 4 (-
ZF (D30 < -7k CD16A) AZF A FFHE (construct)o|th. ARM13S °HA %i% A oA w3
Fs oz etk A, F-(D16A =r¢1e NK Al 2 g2 Al AFe] (DI6A(Fc ARITIA)O] 2
AFM13S % %7 Alxe AHA o] (effector) AE Atolo] TS FAdte] a4 o&A A
=X (ADCC)S Fall NK Aol 23k (D30 3 oA Alxe] fa2 23},

5 é

0

HLOl WAy T mAgAdol= NK Al Jeko] EAskA] e 2oz yetyth. BSo], HL Sx25H e
NK Alxe FEdos &gdst &9 A F&A Eado 2 Qd 75 Zol7F Atk (Reiners KS, Kessler
J, Sauer M, et al. Rescue of impaired NK cell activity in Hodgkin lymphoma with bispecific antibodies
in vitro and in patients. Mol Ther 2013;21:895-903). A}7}(autologous) NK A|E 7]%52] o]# 3t Aoz <l
& HLoll tHeh H# e NK HY AW $FolA T39S 288 & 7hsido] =o.

Webd, B owge, Reluohe, (0300 4 $u gt BA4F Amshs e AT, olE KIR-B LAY

9016 BAe) wHE Tkals A e AENK AX)E Egehs Al ohled 242 Bl Fola)
Al 2 CD16(FeyRITD O Eold o= At Al 23 v # (D300 Solyo= é%’%b A2 @ﬂ
AUE EURE AFRIY WA T 29 $U AY GRE PR A2 SAUY 20

ox & K orlr
w3

Moy
o
ox
i
oX o

ﬁ l(CDRLl) ANEHT 108 E3ste= 23}
A A7 49l 3(CDRL3)S X35t A4 7hd = (VL CD16A) 2 H@‘tﬂi 65 Zstale F4
o 1(CDRH1); MEWE 7% E3st= =4 A 3z

A%
Al

ol
-

2 oJo] 3(CDRH3)S ¥3teb= 2] 7bH =w|<l(VH CD16A)§ i%‘o}ﬂy 047]"1 CD30°l =-0] 4
5) 2 A% =rde MIdHE 158 F3els A AEA 24 99 1(CRLD; AW 169 ¥
= A 4R A4 99 2(CDRL2); 2 MI¥= b= A R A4 99 3(CRL3) S > 3s)
A4 7P = (VL_CD30); E MEHT 1258 ¥l F4 ARA 24 99 1(CDRHD); AEWE 138 &

A AR AR ool 2(CDRH2); 2 AdHF UE ¥3sl= 4 ARA 24 o9 3(CDRH3)S *3tat
E 4 7 =dQI(VH_CD30) S X3},

<l

ru& il m&
=
o
_O‘L
\
ol H

AE FEHA oA, NK ME= AHE(cord blood) 2] NK MEZo|t},

AR FH>elolA, AWE fref NK AE= (a) A el Al2s 23dsts Add Axe] BES Aeshs 9l
() H]E oA D3(+) AEES LAAZIAY A Al o] NK Aol wisto] A= AlE(seed cell)& l‘%f‘
7= @A (o) A= AEE L2858 23k wixlolA B2dste (D4(+) T AIZFEHE L] A19] v
oF A wigetom A el AEE S (expand)dte] ANE frE A A AEE A dAE

&

nQL' ==
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[0020]

[0021]

[0022]

[0023]

[0024]

[0025]

[0026]

[0027]
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sk Al 93] AdE Aoltt.

AR P oA, BFAsE (D4(+) T AEFE 4-1BBL A=, = ZAe3 (membrane-bound) IL-21(mbIL-21)
AR, OX40L F247F, B EAROl® TNF-a FHAR o]Foxl Fo2HE HdYxe Hox st FHaE
st d5 Ao, BgA3E (D4(+) T AEF= 4-1BBL 382+, 2 2% IL-21(mbIL-21) 4=},
2 EdWolg TNF-a FAAES @33},

A5 FEeel A, 125 EFeh= A= OKT3, UCHTL, HTa, Hi= o]59] o2 o]Fofil FoRFE A
He T AXE A= IS 712 £33

dx oA, (D16 EA+E= (D16A Exlolt}. dX FddoA, (D16 ¥A= F158°A V/V thdA
(polymorphism)& ¥ 38Fstt}, UF F&o oA, (D16 Eoldoz ZAggst= Al 23 Tl (DI6AY] EolF
o7 Az},

5 F@delA, & s Alxe A As) AlEe] Hokolth. IR FAelA, A s AlEe] HuS A
= 60%, 5 EO Hol= 70%, Holm 80%, Holx= 90%, o= 95%, o= 99%, Hi= 100% CD16+ A

F3Feieh, AR FadolA, 1A A AEY JEe Holkm 60%, dE Eo] HojxE 70%, Holx= 80%, =
90%, HoA= 95%, FoJE= 99%, = 100% NKG2D+ AlEE Eghstt;, A5 Fd oA, = s Axe F
o= 60%, & & A% 70%, HoXE 80% HolE 90%, Hol%E 95%, HolE 99%, H+ 100% NKp46+ Al

e H
Hd oo B 2

2 ¥tk OF FEAA, 2AA e AEe] Qe Hojk 60%, AE B0 Hojk 70%, HolE 80%, %o
T 90%, Holi: 95%, HoJXE 99%, HEE 100% NKp30+ M EE ¥3H3ith, A¥ P o)A, Ao A Axe He
S Holk 60%, oS Bl Holm 70%, ZHol% 80%, Hol% 90%, Holx 95%, ZolX 99%, Y= 100% DNAM-1+
AEE 33, AR FddoA, A abs] MEY AT ok 60%, <& E°] HoJ= 70%, HoJ%= 80%,
Aol 90%, Hol% 95%, Ho]l% 99%, X 100% NKpdd+ A|ZE E3tatt), IR Ld@ool|A], =l A3 MEe]
A 20% w9k, dZ o] 10% olak, 5% ©]8t, 1% ©]3F, 0.5% |8}, L& 0% CD3+ A XS X33, IR
dofellA], 21 As] Aze] Fuke 20% °l3f, & &9 10% |k, 5% ©|sF, 1% °lsF, 0.5% ©|3}, E&= 0%

CD14+ MEZE ¥3tstt}t. dF FaAoA, A s MELY FHS 20% ©]3F, oS £ 10% ©|3f, 5% ©]3},
1% ]38}, 0.5% |8}, T 0% D19+ A|EZ L3t U5 FAo A, A9 Aal AL JAe 20% ©a}, o
2 So] 10% ©3F, 5% o|sl, 1% ©]&}, 0.5% o8}, W 0% (D38+ A|FES XL Faht}.

A% FAANA, NK AZ Pae M= 19 Aol Y A As) AL, B Fol 29, 29 5UW, 39, 4
o, 591, 69, 791, 7] 53wk, 89, 991, 109], 209}, 309}, 40°), 509}, 60°}, 70°], 80°], 90°}, 1009,
15097, 2009], 250}, 50091, 7509, 800°}, 900°], 100091, 2000°], 2500°], 3000°], 4000°}, 5000},
600097, 700091, 8000°], 90009], 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9% Ei 10% 79 38 A

el Axs EFeit.

|
et
ol
-

AR P, NK AE FAde (a) xﬂtﬁéi—‘ﬂra Al Abs NEE
(b) A= Aﬂzoﬂﬂ D3+ AIXE uZdA7]E @Al (c) n4dE A= AEE
2 4-1BBL GHAE B EZ 22 A19 vl Hut78 AESL 3 by
A &34 z}Oﬂ As AEE AT zA Ad e Axe Juas A
Aevk. 45 FEdelA, NK AlxE Jde (a) zﬂd@il‘%rﬂ A4 e Al
GA; (b) A= Aﬂﬁﬂﬂ D3+ AEE ZA7IE DAl (o) ZE A= Al

INFa 2 4-1BBL f-AAE #dst== 2258 419 vh4e] Hut78 ME9F 37 wjadstozn 2 43
GHAA G Z}Oﬂ A A wiaE A 28 Hag AdskeE dAl 2 (D)
¥ INFa % 4-1BBL 345 =S 225 229 149 Hut78 A9t 974 v

8 MaEel vy ME 29 FJus I3 S A abs) AxE sk o2 Akl *E%H HEA
@S et GAE 2t Wl os) A4 ET

il H
=
ol
b
ol
3
Do
J—‘
i

1

o
ok

=
(o
=
(T

or
o &
&
r
:I:Q

oZ
2 ™
il

lo

%hl il

ol
o

1
ey

i

o

ol
oo O A rlr oo >

o _15
i
%
i)
F
[N}
—
it
o= g
g o

a3 ?Li‘ficﬂ w NK AE e, @A (o) olFell, (i) e A e AEe) viaE A o8 Jug

T e A ddl] Aol viiE A 2F Hee] AR
8715 éﬁ%é% %741%— F7he Zarehs el o8 AREE, o714 S (Dol FFE A A
maE AZ e gug HAYE RS FE AA 2 AEe] vlaE AT 23 P FHEL

fo o)
1o
ofo
i
offf =
i
>
N

= l_,l
o
Q‘L

o

> Lo qr 8

LT

B FH A, AN S KIR-B LufAld 2 (D16 158V thE Ao gk =34 &4 (homozygous) S zHE

N
of\
_>|~I_,
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[0034]

[0035]
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ZEe] Zlolu,
AR TN, N AL Ave ANBETE] A Fs) ALZ Holw 10,0008, I Fef 15,0009,
20,0008, 25,0008], 30,0008], 35,0008], 40,0008, 45,0008), 50,0008, 55,0008, 60,0008], 65,0008], =
£ 70,0008] A= AL TS Pl o8 A,

AH PR, Al s AE e B Fol FHHAY BREA P

o]
3t

A TEeol A, A e Alxe] HddolA (D16 TdAsh= NK A2 HlE2 A =S A= A
A s Alze] ulga gAY o xrk. AR AN, AR Al AlEe] FHetel M NKG2DE ER

ool el kg
2 rr >

Al

NK AlZe] B2 A RTE o] A= AlEolA] 2l el *ﬂiJ A& sdaug o v 48 7Ed
A, Ak el AlEe] Al M NKp30& Edshs NK AlES] HE2 AHERFE O] A= AZM AA A
Alxe] W& FdsAY o xrh. 4F T, A 2 Aﬂ o] Hekell A NKpdd& F&3b= NK A2
HE2 AW 2TE O A= AlEoA] A e Alxe] v&d dsiriv o =u. 48 F>delA, Ad i
3 Azl kel NKpd6S H@sH= NK AES] HE&L AWIRREO A= Ao A sl AlEe] Hl&
B FdeAY B Frh. AR FAdelA, A s AlEe] kel A DNAN-1S LEshE NK AlE0] HES A
HEZRE O] A= AEeA el sl AEe] nj&3t FAsAY o gt

AR Ao, 2 s ME= (D16 Ho)+ A (transgene) S E§5HA] etk A3 FadoA, 24 2+

o =
91917 (D16 TS WA F=

vl g

3 AMEES

AR LA, 2o s AEE FA2F 2FEA G

AR P oA, AA e AFEE T3 AR EA2RE a9 Aol

AR FHdol A, Al FAEE ZAHEL (a) A EET; (b)) Y2RE#; (¢) 2F2Z2; (d) DNSO; 2 (e) H
HE F7F2 EFsh, AR FEHAAA, A1 AT 2AHELS 30 WA 50 mg/mLe] QI LRSS EFHgh),
AB FEol A, A1 A FAELS 50 mg/mle] 017 GRS Tl AR FHdolA, A1 A8
ZAEL 20 WA 30 mg/mLe YAEHS gt A FHA, Al A 2AHES 25 mg/mLe] €
EgS ¥, A5 FHoA, grEZDS drEG 400)th. 9B PO, Al okAEH FAHAELS 12
WAl 15 mg/mLe] SFIAE 4’%’}@. A5 FEH oA, A1 FATH ZHELS 12.5 mg/mLA FFEIAAE I3
s, AR Ao, A1 ofAEHE 2AELS 27.5 g/L vt FFmAE st AR oM, Al
A et 2AELS 50 WA 60 ml/mLA DNSOE ¥ g3stth. L5 Fd oM, A1 %kxﬂilﬁ ZA %—% 55 mg/mL 2]
DMSOE xgsit). dF F&o oA, Al A ZAAES 40 WA 60% v/ve] HHAE X&sit), dF & oo
A, Wi ek ok Adgolth. AR FA A, Al A 2AHELS (a) oF 40 mg/mL Q17 LTI
(b) °F 25 mg/mL SNAEF 40; (¢) ¢F 12.5 mg/mL FF32~; (d) °F 55 mg/mL DMSO; 2 (e) ¥ 0.5 mL/mL Q1 Ak
A 45 AdAFE FUIE 2ttt A5 FdEoA, Al A 24EL2 0.5 nl/nlY] BE FUME XS
o A FEHAolA, Al FAITE ZAHELS A AR FHEEHE FPEAE FtE 2 Fs

U FHA oA, (D16 Holger Agsts Al 2 =Wl AEdHE 208 Xk 4 7)) 99
2 HqEuls 198 ¥x@gste T4 /A 99 g, dF FEdol A, (D16l Soldoz Afsi= Al

202} 85%, 86%, 87%, 83%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, W+
Jo]X 85%, 86%, 87%, 88%, 89%%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, H+

99% LS ZHAY
99% UL zte ot MES ¥esteE v 99, 2 I 199 85%, 86%, 87%, 88%, 89%, 90%, 91%,

92%, 93%, 94%, 95%. 96%, 97%. 98%, E 9% T
92%, 93%, 94%, 95%, 96%, 97%, 98%, = 99% U
A ool A, (D30 Solfox Agste A2 A Erle MAvE 228 xdshs A 7)) 99
2 AN 218 ¥ T PGS EIRT. AR T, (D30l SelHow Agtehs A2
A% w=le MAWSE 229} 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, E

99% SAAE zZEAY Aok 85%, 86%, 87%, 88%, 89%%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, W&
99% UL ztE= oln| At AES TdstE Vo 99, 2 IHS 213 85%, 86%, 87%, 88%, 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, WL+ 99% FLAAES ZAY HolZ 85%, 86%, 87%, 38%, 89%, 90%, 91%,

=
92%, 93%, 94%, 95%, 96%, 97%, 98%, Hi= 99% FAA L zt= ol At MES gl Wy F9S £

ZEAY Aol 85%, 86%, 87%, 88%, 89%, 90%, 91%,
Zre ol NG EFE V, 94 EFA,

m2°
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[0042]

[0043]

[0044]

[0045]
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AR Fdool| A, o]lFEolH Al = 19 FY AF dHL o]FEolH gl AF dHola; o]FEo|H
4 A% dHY 7PE EWe HElolm ¥A L1, L2 E L3o] o8] N-wekelA] C-ZuhzbA VH_(D30 - L1 -
VL_CD16A - L2 - VH.CDI6A - L3 - VL_CD309] =M= dAgr. o
g A3 dHE o]FEold g AT wHolal; o]FEolH e
L1, L2 % L3ol oJ&f N-=ehol A C-e7bx] VH_CD16A - L1 - VL_CD30 - L2 - VH_CD30
2 dZ4r.

gu oA, Zhzhe] FMEfol= A L1, L2 2 L3L 127] o]3}9] ofnAt @z FAECE, AR oo
AL, A FE5EY FA L2 3 WA 919 oluxit A2 A

AR FEolA, o]FEelH A e 19 FY A WS IS 187 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, L 99% FUAS z

91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, LE 99% FUAAE Zte olmAl HES EFITE AR 9
A, o]FEolA A e 19 FY A dHe HEHE 189 7AE olvxmit DS e o550l A

A3 doltt.

s

|
c
w

|
-
—
o I
=
=
(<))
=
lo,

>
R

ok o] &2 (dose)S 0.01, 0.04, 0.15, 0.5, 1
THo A, o]FE0|Z A wE 19 Y A% vA
Sk

H

-

Ao A, o]FEold A T 19 I 4
4.5 EE 7.0 mg/kgo 2 A} A FoHTh, 9B
FE 200 mge o]FHolH Al Ee 19 g4 A

HE"o|g, CAR-T) o2 X
23 5o AW WS A3 Ho] g},

Qn pEd oA, Batel A= NK AE £ 1 x 100 Ul 1 x 10 79 NK AZ7F 2oy, Q3 a ool A,

9

SR A= NK AE £ 1 x 10 A 8 x 10719 NK A7t Bdgch, A3 TadoA], sato] A= NK Al

73
T 8T 4x10, 1x10, 4x 10, 8 x 10, == 1.6 x 10 719 NK AE7} Eedgc},

A TR, Ak AR Aol WEZ iz (lymphodepleting) 3Hsta & WAl dvh. A FAdelA, o
Epng geaye w-3Euhd getayelt, Ay PR, YETHY ALY Aol FRE s E
2 Zaoen 3 How U Aed Aus v, A% PN, Uz Tng Eeye Ao2ex
e 9 Zndeng AL8d ARE TgeT. AR PN, AjolFzradulEi 100 WA 500
ng/m’ /AR EoET, AR @A), Alo|FREAFUEE 250 mg/n /AR EolETh, AR ZL@doA], Aol
SRy gusls 500 ng/m/YR FoHTt, AR PAGA, STRokebie 10 WA 50 mg/n /AR FolHTh
A F@delA, EFENS 30 mg/m /Y2 FoAEH

A% TN, WS Bl 28 Felsh: Ae FhE EFBTh. QY TN, BAAAE §F
21 x 10" [UW/me IL-27F Folgch, Q% Tador, SaolAs &9 1008 U £E 6009 U] 1L-27}
FoEy, A8 FEdoA, IL-2¢9 FodE NK AE Fo] & 1-4417F oo 23T},

A T@elA, NK AIEE EFHsh= Al AT 2L 8% % o]FHoIH A = 19 Fd AF o
AL EPSHE A2 FAGA 2B §F9 ol ulF WA, AY FAAGA, NK AE D NK AEE
EsHe AL oIS 2HR W olFEold A Ei 119 39 4F BRS TP A2 RS 24E
S 4 YA 8F Fo wiF FojEch, 98 FHAA, NK AZE E3sE Al AT 2B FolE 3F
Bob ulF WAST, olFEold @A mi 1o @9l A% wwe EFehs A2 ohAlst] 4R Foi 6%
Bk vlFE WS, 9% THANA, NK AES TFHE AL FATH 2B Fol: 6F B AFE @
Astar, o]F5old A wx: 19 I AF dHS s A2 FASHY 2AES FAE 657 59 WF
lgtiicia=

wE, B owwe 030 ohe 2T Qb AAE ARl WES AT, of WHe Bl AR Am Uy



[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

[0052]

[0053]

[0054]

SIHS31 10-2024-0107147

F o= g THE AL AR FE B Felshe @A 2 2ol /AE AR Py F ol shl
o WEe EFehs A2 AR FI1E BRA Folshz BAS Egel, o714 AL A= Fo)sh A2 A= F
e BUsAY Folstt,

o ZIA4¥E B T o shute] e et

rir

A3 A5 F715 A A Fo

T 279 A8 T(break) S X

i
ro

o}

e
o
-
i)
2
o
>
o
i)
o
N
N
>,
o
2
)
2

AV

H
fr

a9 g9 A%

= $A7F NK A, o

AF FEefel A, Am=, (D30 ¢ho]l Wd= w7hA], FEi= NK A2, o554 A
A, = E vhel gk gkxte] Bl (intolerance) &2 QI3 Foi7h Febd wj7hA], =
FEo1A A £E 19 I A% 99, BE F v 545 A wrA AgHc.

FF

A FAolA, NK AlE= 32 WEFEA] =t

Qr FFoo A, NK AFESY ZHolx 70%E= D56+ Z CD1s+o|t}. AX- T, NK AEY Holx 859
(D56+ 2 (D3-olt}. AX Fado)A, NK MEY 1% ©]3t= (D3+e]3L, NK AE2 1% ©]sh= CD19+e]3L, NK Al
329 1% o]sk= (Dl4+o]t}.

£, 2 EEE @ KRB AAY L 6 84 BAE TPk A” e ALK AD): D (b)
CD16(Fc yRIID el Boldoz A¥ste Al A3 Z=vd # (D300 Solxo= Q%ﬁ}v‘:— A2 A% =HdS X
Fohe olFEold @A) wx o) @9l 4% wEe ¥ s AZs, 1714 6l 5
R AUIE A1 AF ZAAL HAAE 9F Ty 4o 1(CRLD: ALWE 10
[e)

5
]o
bl
O
(<0
on
[r
o
2L

|

23 A AEA AA 99 2(CRL2); E AEHE 118 238t A AR 24 99 3(CDRL3) S =23
sk A4 7hE =wlRI(VL_CD16A); B Hoﬂ‘ﬂi 6& EFshe T FHAE 24 99 1CDRID; MEWME 73
x3eteE T dRd A4 99 2(CDRH2); MEWE 8S Eete T ARA AA 49 3(CDRH3) S X3
b= T4 7P =l (VH CD16A) & ifQO}i’, o714 (D30°] HelH oz Agat A2 AF =Hde Aioﬂﬂu
158 ¥33= A AR 24 99 1(CRL1); AEHE 162 X &st= A A4rgd 24 o9 2(CDRL2);
MEHE 17 £8h= 44 ARA 24 99 3(CRL3)S E3sk= A4 7ha Zvlel(VL_CD30); 2 H%ﬂﬂdi
1258 3335 S ARA 24 949 1(CDRHL); AEHE 138 Edtste =2 ARA 24 999 2(CDRH2); ¥
AL F 142 Fdets F4 AR 24 949 3(CDRH3)S &8l 4 7MH Z=w| 2 (VH.CD30) S 33},
AR FEAo A, (D16 A= (DI6A FAbolth. dAF FadolA, (D16 EA+= F1589l4 V/V t3dd&
EgHeth, AR FEA oA, (D160 SolH oz Aftel: olF 5|4 A (DI6AY Soldoz A},

]_
AR Lo oA, (D16ol Eolzor Agsts Al A2 =L HJEHT 202 sl A4 7PV 99
gduls 198 xFste T4 7MWy 99 23sit. A5 FdEo A, (Dleo] Soldoz Ajsh= Al
A3 Tl AIdWE 207 85%, 36%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, L=
99% EUAS ZAY Hoj:m 85%, 86%, 37%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, L=
99% FUAFE ZE ofu|At AES EFEE V99, 2 AERE 199 85%, 86%, 87%, 88%, 89%, 90%, 91%,
ZEAY Ho]% 85%, 86%, 87%, 38%, 89%, 90%, 91%,

2 obuledt NS TeE V 9L TP

92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% UL
92%, 93%, 94%, 95%, 96%, 97%, 98%, HEE 99% TUA L

AR FHAAA, D30) Foldoz Ak A2 AF wrlde AANE 28 TFHE 4 PAT) 99
9 A9UE 218 EPSE T4 AT 9GS Ege. A FAAAA, D309] SolHom AFHE A2

KN

=
KN
=

-

A T
99% FIA
:‘

9% &L

HAL NIdHE 229 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
S ZtAY A% 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, HE:
KN

Zb= oln| et MES Xest= Vo 99, 2 AIiE 2139 85%, 86%, 87%, 88%, 89%, 90%, 91%,

92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% TUA LS ZEAY Holm 85%, 86%, 87%, 88%, 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, L 99% TUAS ZHE ofu|At MES EFEE Wy IS £

=
AR FHaolA, o]FEo|F A i 19 FY AY dHLE o|FE0F g AY dHola; o]FEo|F 3
¢ A% dwe] sbA melle elel= @7 L1, L2 R L3e] o8] N-wwbell A C-Zwkx] VHD30 - L1 -
VL_CD16A - L2 - VH_CD16A - L3 - VL_CD30¢] A= AdEt. A8 FdA oA, o]FEo]4 3 & 19
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G wHelq; o|FEoA Pl AF wHel AW Eujle Aeol= YA
@7kA] VH_CD16A - L1 - VL_CD30 - L2 - VH_CD30 - L3 - VL_CD16A®] A

ol A, Ztzte] Hefol= HA L1, L2 E L3 127) o]te] ojnit @72 FAEY. A5 T oo
229 Y7 2% 3 UK 9719 olr|xat A2 FAE T

AR THANA, o FF01H A wE 19 G AF U
1 X

rlo

A EHE 187 85%, 86%, 87%, 88%, 89%, 90%,

H
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, WE 99% TLAE ZEAY Hoji 85%, 86%, 87%, 38%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, T 99% FTUAL zZte olvwAt MEE EFITL. AR T
A, olFEe)d A i 19 3}Y Ag dHe A9 189 7Y opnal NES EIEE o]FEo|F
g At gl

AN PN, NK AEE AN F2 NK Al Ee]t},

A FAolA, AdE F NK AEE (a) A A8 Axg x3etes ANE Axe] S Algshe
(b) MEANA CD3(+) AEES ZA71E= G4 (b) OKT3, UCHTL, HTa, & o]E9 XFOo & o|Fod
H Ad8ss T AX 2= 34 2 IL-28 XFste wixolx] E84dste (D4(+) T AEF —"%EM Z111
Aot 3 A= AEE g o R A e AExE GHAA A e A A Al
AL EFehE el oJa] AR Floltt.

I-H
0%
o,
_O|L
rir

IR LA, EZAsE (DA(+) T MEFE 4-1BBL &4=F, 2 433 IL-21(mbIL-21) A, O0X40L
AA, & a2 INF-a FAAR o] Fojd FozHE AEys Hojr 3hue fFAAE 2y, 48 13
el A, E&43td D4(+) T AlE2FE 4-1BBL F3=F, 2 A3 IL-21(mbIL-21) F-A H wp$-2 TNF-a
AAZE v s

YR FE ol A, o]FEolA FqA e 1 Y AF @ (DI6o] SelHow AFete Al 4% Edele
NK M39] (D16 Aol Adtgrh

AR FHoA, S FAEL (a) UzF EHT; (h) YREZH; (c) %Ei&_, (d) DMSO; Z (e) MHEZ
SolE EaEe, Gy P, oASE ZARE 30 U4 50 mg/alel A LRUS EGAC Uy P
Aol A, FAlstA FAELS 50 mg/mLe] QIZF L¥-wS ¥y, IR ?-6401101]*1 kA S 2AdEL2 20 WA
30 mg/mLe] HAETS ¥t AR LA, FASHY XAHELS 25 mg/mLe] YAEHS ¥t U
T, grEgE dxEd 400]th, dF FHoA, FATH 2dEL2 12 A 15 mg/nLe] FFIE
F33, AR PN, AT H 2HELS 12.5 mg/mLY FFIAAE ¥, AR T, A8
ZAAEL 27.5 g/L vke] S35 Xy, A FHAoA, okAEHY A ELS 50 WA 60 ml/mLe] DMSO
2 yslelth, A5 LA, kA ZAHE 3 55 mg/mLe] DMSOE XE3H3ic). AR T oA, oFAlshE =
e 40 WA 60% v/ve] WS 2T, A5 TN, B¥= AR g5 Adold. dF T3l

o o

A, —Fxﬂ eta 2AdELS (a) oF 40 mg/ml A LFT; (b) 9F 25 mg/mL Y2=E- 40; (¢) °F 12.5 mg/ml =5

25 (d) 9F 55 mg/mL DMSO; 2 (e) ¢F 0.5 mL/mL I3 &% AGG4E F7t2 X3ttt A8 Fd oo A,
FATH 2dELS 0.5 mL/mLA S FUIE st A5 FdAd A, AT 2 ES A HoR 3G

TR, B R 2ol ZIAE AR 2Aes e e vold(E)e AT

T, 2 W (a) KIR-B dulAly 2 (D16 #Abe WdS x3she= A s AZONK Ax); 2 (b)
(D16(Fc yRIIT)o] Eolzom Agst= Al 2 Zuel @ (D300 Eo]dor Agtsls= A2 4% EWes =
el o|FEol% A wi 1o Y A dAS xee A 2AHES AFsid, o714 (biedd =
oo Ajtste Al A% =wdS f\i"”‘tﬂi 95 xgele A R 244 99 1(CDRLD); AEHE 10s
zgste A R A4 99 2(0RL2); B ANEWE 11 Egste A 424 24 99 3(CRL3) S 2T
3t A 7bd E=WQ1(VL_CD16A); % Aﬂoﬂﬂu 65 ¥3ste F4 AR A4 99 1(CDRHLD); AEWE 7%
Egate T4 dEA A4 99 2(00RH2); B AW 8¢ e T FEA A 4o (RIS EF
3= 2 7P QI (VH_CD16A)S E8atar; o] 714 (D300l Sold oz Agshs A2 243 “rele Iz
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158 Z3tele= A ARAd 23 99 1(CRLL); AEHE 168 Zdbels A4 AR 24 99 2(CDRL2); ¥
ANAMT 172 Zdele 44 ArA 24 99 3(CRL3)S ¥38h= A4 7FH = (VL_CD30): 2 A IHS
125 xdale F4 ARG 244 99 l(CDRHl) AEMS 138 X&ste F 4R 244 99 2(CDRH2); ¥
AEAE 145 Z3sls 4 ABEA 24 o9 3(CDRH3) S E3etE F2 7PH Ew <1 (VH_CD30)S E3+3hc}.

1o
1t
=
r U
2
2
>

(D16 #-Ak= CD16A &A}o|tt.

1o
i
=
r U
2
2
>

(D16 EA}+= F15891A4 V/V v} A& £33},

A% TR, D160] Foldow Agahz olFHold FAl (DA FolH o At
A Aol A, (D6 Holgom Agste Al AT wulgle NAWE 20& Esh A AN 39
9 AdWE 198 TPehs B AN 9L FFAT

QB oA, (DI EojFoz Agtsls Al 2% wHde qIdHs 203 85%, 86%, 87%, 83%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, T 99% HAAL zZHALL Hol% 85%, 86%, 87%, 38%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, HEX 99% T UL ztE olnwAl ES ¥Fee= v 99 2

1)

a5 199 85%, 36%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, W+ 99% T
ZEAY Hojx= 85%, 86%, 87%, 38%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, H+ 99% T

e otlwal Ade EPshs Vy o Taha,

[e)
C-)]'é‘

[e]
C-)]'é‘

o

215 PR, (D30 HolHom Agshe A2
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Ar FLH oA, (D30 EolHom AIstE A2 A3 EHde AEHE 229 85%, 86%, 87%, 88%, 39%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, W 99% H=AAL zZEALL Hol% 85%, 86%, 87%, 38%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, HEir 99% T UL ztE olnxAl IS ¥FeE= v g9 2
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=2 17T o 1=
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AF FdolA, o]FEolH FA| E= 19 T A dAHLS o|F 5o I A d¥Ho|a; o]FEHo|H &
o A e 7p Bl fEfel= P L1, L2 B L3l 93
L_CD16A - L2 - VH_CD16A - L3 - VL_CD309] A& AZ"t. dF FdHdolA, Ztzhe] Flelo]l= FA L1, 12
! L3 127 olste] opniAt 2R FAET. AR FdddlA, FA THES] ¥4 L

N2 FHE.

r.(

l—r )

2k

5 FEdo) A, o]FEeld A EE 19 Y AF "W o|FEo|H Y AF dHel; o|F5o|H I
Az dHe] 7 =vele glEfel= ®A L1, L2 9 L3d o3 N

D30 - L2 - VH_CD30 - L3 - VL_CD16AS] A= dAHE. A Fddolx, Z}zte %ﬂE}O]E ©¥71 L1, L2
2 L3 1270 o]she] opmxat r|E FAET. AN FHddA, A FHE FA L2E 3 WA 979 o]
A 22 g

ﬁrﬁm&

C
L

AR Lo A o]FEo|H A e 129 dY AT dHES I E 183 85%, 86%, 87%, 38%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% FTUAE zZEAY ZHol% 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% UL zt= ol AES xEsT),
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o
rr

AR FHeNA olFEolH A mix 10 Fd AR @S AAUS 1800 ZIAE ofnt ALL
R
H

oJFEol e AT wuoln.

A% e A NK AXE AE F2l NK Aol

A5 FEHA A AN F#: NK MEE () A<D &) NMEE Lt A MEY] WES AFsis oA
(b) AEZANA CD3(+) MEE 1A 7= @A (b) OKT3, UCHT1, HTa, H& o]59] %3 o2 o|Fojx FozH
IL-258 Xgsle XA B8A3E (D4(+) T AEF2HE A1 th49

B Adess T AE A= 345 %
AEe} A A= T2 wjdsto s o A X2 FZAA A S 2 A X2 A= o
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AE Egsts Wil o) AHE o),

AR LA EEAsE (D4(+) T AEZFE 4-1BBL &A=, = A3 [L-21(mbIL-21) A=}, OX40L &4
2, 2 k92 INF-a FAAZ o]Fof7] o2 RE MY s Hox shhe] FHAE HEg),

gr pTHAA BFAsE (D4(+) T AEFE 4-1BBL 4, = A3 [L-21(mbIL-21) &A= 2w}~
INF- o FH2E ddgit,

AR FHA A olFEoH A T 19 FY AT T (D6 SBelHow At Al A Z=uele
NK A|39] (D16 H=}of] Azt Th

Qw PR fASH 2HBE () A7 ARH (b) WAEF; (o) BFEA; (d) DISO; 2 (o) MAE
S Qi FAANA, FAHH 2YBE 30 A 50 ng/ule] I BHUG TR, A7 T

S|
¢ ARag g 98 PRGN, Ay 24E
& ° 3]

. =4
T, dAEHLE GAEY 400|t). AT Fa Ao, oFAEH ZAHEL 12 lﬁﬂ 15 mg/mLs’J FAXE
F3heieh. A5 FEAel A, okAEH 2AHELS 12.5 mg/mlY FFIAE EFIT. AR Fa Ao, kA
ZAEL 27.5 g/L o] SR AAE ZF3ETE. AR FH oA FA sy 2AEL 50 qm 60 ml/mLe] DMSO
Z 3]

55 mg/mLe] DMSOZ

[e)
wage. A FAANA, A =
A

- =
A &5 a“ﬁ?oﬁl}. A

lr ﬂlm

& 2. AR FEolA, AT 2HES
AES 40 A 60% v/vel WS EFsth. AR FHA], W

A, fAlsY Z2AELS (a) oF 40 mg/mL AZF &EW; (b) 9F 25 mg/ml Y 2ET 40; (¢) ¢F 12.5 mg/mL =F
25 (d) 9F 55 mg/mL DMSO; 2 (e) ¢F 0.5 mL/mL Q1AM % AATE F71=2 2gsith. dF Fdd A,
AT A ZAHES 0.5 nl/mLe] B F7tE X gt

AR FHAAA, FASH 2HEE

O
2,
Y
o
)
(o
fr
_Oitl
oo
i
s
oifl 1t
ok
Y
Ll
o
NS
fr
b
%t
%
vl

ER, 2o /A Aol fAst 2T £FSHE

t
%
o
rﬁ
2
N
2
i,
o
o
o
[e]
2
2
o
)
N
oX,
s
il
—m
2
ofr
o
rlr
por
il
e
%t
ol
o
:
(@}
[
w
S
o2
o
5
=
30
rlr
o
D)
Gl
ﬂ
b
ol
o
rlr

3k, KIR-B UujA3 2 (D16 EAjeo] wale Eaas= xod 28] A EZ(NK HE)S

il

Egehe AL fASH 24

23 Folébs @Al 3 D16(FeyRITDO Solaom Adsh= Al 23 =wiQl B (D30l Seolxe=z Agtsl
= A2 2% =vlE Edetes olF 5ol A ke 19 Y A dHS EFets A2 oA 2=

+

it
£
i“L
rir
av)
B
it
ke
%
i“L
rir
(@)
=
wW
(e}
o2
tlo
82
k1
0,
rr
IR
)
it
Ny
ol
i“L
rir
o
it
o
e
o

of 7lesel dem, 7]
g

(@)
(]
=
()]
2
[
o
o
o
fru
iy
ol
ol
ol
ls
2
=
ity
ol
ki
2
fol
©
Ll
kel
ot
ol
ol
ls
N
R
ox
o
oX,
LY
N

=)
1-01!
—
o
o
4
9{-‘4
o
Ir
OE o}l L
o
N
Hd

3l 3

99 2(CRL2); 2 AMEdWs 11&

VL_CD16A); 2 A& 3z

A7 99 2(CDRH2); Z A

<1 (VH_ CD16A)§ Z3atar; o714 CD30el
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A Ao, AdE (
(b) AZoAA CD3(+) AEE ZA7]= &A
H dess T A 2= 3

Ao} A A= AEE

Y e NK Ao T,

) A el Alxs Eoksks AU AEe] AES Ale st
=z

; (b) OKT3, UCHTl, HTa, EEt o594 J_%LQE ol Fofxl o

AR oA, BE&AdstE D4(+) T AZF % 4-1BBL &=}, 9 A33 [L-21(mbIL-21) AR}, OX40L &
A}, 8wl INF-a FAAR o] FofF Fo2REH AHEE ok e §RxE ddslc),
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IR oA, BEgeE (D4(+) T MEFE 4-1BBL A, 9 A3 [L-21(mbIL-21) HAz 2 w}gx
INF- o FH2E ddei,

AR FE o)A, (D16 EAFE= CD16A E-A}ojr}.

A oA (D16 A= F158004 V/V tha&dS x3tatct,

AR F@ol A, (DI6o] SolHoz AFste A1 AF =vlede (DI6AS] Sold oz A,

A5 FddoA, Al FATH 2FES (a) AZF LFEA; (b) 92EFH; (¢) 25325 (d) DNSO; 2 (e) H
HE FrhE EFETE. AR FEAA, A1 A 2AES 30 WA 50 mg/mLe] A7t LRSS e},
AR FAA oA, Al FATH 2PEL 50 mg/mLe] AZF RS EIgch AR FHA A, Al A TH
222 20 WA 30 mg/mLe] HAERS Egheith AR FAA A, Al FAEE 2AHEL 25 mg/mle] g
ETS zghsith. AR FEAOA, 9rETE gaE 400]th. AR FHdolA, Al A 2AHELS 12
WA 15 mg/mLe] SFIAE et dF FdHoNA, Al FAEA 2HES 12.5 mg/nLe] 2FIAE 2T
ghoh. A5 &AM, Al ofAISHA 2AHES 27.5 g/L PINte] SRIAAE 2IFT. AR TR, Al
OFAI A 2AJES 50 WA 60 ml/mLe] DMSOE xghettt. dF FdA A, Al FAE4 ZAHES 55 mg/mLe]
DMSOE *3H3ith, AR FE oA, A1 FATH A= 40 WA 60% v/ve] WHE £33, AR A9
A, W QAR &% Adroltt. A FddolA, Al kAT 2AAES (a) 9F 40 mg/mL AZF & 1,
(b) ¢F 25 mg/ml 92=Et 40; (c¢) ¢F 12.5 mg/ml =FF2~; (d) <F 55 mg/mL DMSO; % (e) ¢F 0.5 mL/mL <1

g 9% AAdFE FrtE ¥ dF FEGoA, Al FATE 2AES 0.5 nl/mnle] ES FIE Eifﬁz}
o}.

A F>AM, AL A 2ELS FAGH R S8 e FIAE FE 2FAT
A5 FEeellA, (D16el]l Soldoz Ashs Al A% =rde AdE 208 Edehs A 7P 99
2 AEHE 198 E3ete T PE() 998 23

AdB FHoo|A, (D16 EolHor AisE= Al 2T w9l ANAHE 207 85%, 86%, 87%, 88%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, X 99% FAAS zZEALL Zol% 85%, 86%, 87%, 38%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, =X 99% TUAE ztE ol G ¥V, 99 2

AT 199} 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, L& 99% FIALS
ZEAL Aol 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, L& 99% FIAES
T

Zhe obrlndt RS EFeh: Y, 992 TRe.

A TR, D300 SolA e Agshe A2 A Ll AIWE 228 xehs A Pa) 99

2 AqEHT 218 E3eteE T8 PR 998 x8sit.

A FH oA, (D300 EolFor Addsts A2 AT =dWede JIAHE 229 85%, 86%, 87%, 88%, 89%,
_]

90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, W 99% HAAE zZEAL Hol% 85%, 86%, 87%, 88%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, T 99% TUAE ztE oln|nAl g ¥V, 99 4

¢

NG 213 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, L& 99% TLAHS
ZyALY Aoj%= 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, L= 99% FI=
Ve oprliedt AAS EFSHE Y, IS EFE

L

>1\1

AR FHol|A, o]FEo|F A i 19 FY AY GHLE o|FE0|Y Y AY dHola; o]FEo|F 3
4 23 dHo 71 =dele FHElol= A L1, L2 @ L3of] © H N-Zeho A C-2eh7bA] VH_CD30 - L1 -
VL_CD16A - L2 - VH_CD16A - L3 - VL_(D309¢] A2 AZAdTt. ¥ FH A, o|FEoZ] A e 19
g Ad dHe o|FEolA qY A "ol o]FEolH EPQ 75?& g A oL FElo|= A

L1, L2 @ L3o] s N-adell A C-27hx] VH_CD16A - L1 - VL_CD30 - L2 - VH_CD30 - L3 - VL_CD16A2] <A
2 Addrt. dF FddolA, 479 FEelel= ©HA L1, L2 E L3 127] o]3te] ofv|it 7|2 FAdET,
U5 FHool A, A FEEY HA L2E 3 UK 99 ofn|xAt R FAH

AR FHool|A, o]FEo|F A i o FY A dHE HIAHT 183} 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, ¥ 99% TUAE zZEAL} ol 85%, 86%, 87%, 88%, 89%, 90%,
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v, 74 QYR S| AETHS F-ARMI3(HE F-AFMI3 3A)) + 22} A (P F-HE FITC 3A)E el
3, QFH J|2EIRL 2% FANHS YERdTh. e ARE oldR: AP RHEA &S Abd EEEA &
+ 2148 7ol ARM; ARM AMA 2= ARM AbA 29 + A48 7] ARM.

E 175 3% % MBIEHE Ad 2493 Y5 ER AB-101 MZoAe AdtE ARMI3S H4E el Aol
w, o714 AR 2B F-ARMIS(HNE F-AFMI3 FA) + 22k FA(F4 - E FITC A E UER
3, QFH J|2EIRL 23 FANHS YERdTh. e ARE ol R: AP RHEHA &S Abd EEEA &S
+ A3 7] AFM; ARM AFH 2R ARM Abd 299 + A48 719) ARM.

T 182 AR 29 E AB-101 Al (Y% NCB2, 2E2%: MCBL)IA9] (D16 el e Jd Z=d vepd Ao
o E}%H& Z71& AB-101 AEIA (D169 #Us HHAS HojFEr. oA NE ol &: Ald 2H A &S
A 2R E A S + AR 3 ARG AR ARY 2 ARM AR 29+ AR 2k AR

i3

ofl

E 19% 1:19] o]#E o) ¥4 (E:T) vlgolA 427k ZAQ W& EA oA MCB2R -] AB-101 NK Aol o
3k AFMI13oll 9J3 NK =248 (fratricide) (NK-NK AlE &3))E e Ao]t}.

= 208 1:19] ol#E ol ¥& (E:T) HEoNA 4A7F ZAQ =
3k AFMI13oll 9]3F NK =418 (NK-NK Al |31) S vebd Ao,

Aol Al NCBIZH-E19] AB-101 NK AJ3ze] uj

N

X 218 Karpas—299 3% AlE 2 AFM130l] ¥+2-3to] (D107a2) A3F x2S el Aol | o] 7]|A MCB2Z5-E 9
AB-101 NK AXxE= T4 Axe 37 2 74 Ax glo] 111 AX v&2 T5 mjstgon], o714 4CD107a+
NK Mxze FAE SAHe = 44330t

O

HFI r

= 22+ Karpas—299 3 A % AFM130] wH$-3}o] (D107a2] AFeF ZHE veld Aol o] 7|4 MCB1ZF-E] 2]
AB-101 NK Alx&= w4 Mazet s 2 34 AX glo] 1:1 AX v&=2 F% wdsalen, o7]4 4CD107a+t
NK AZ= fFAXE BAHe R AAY3elr).

T 23& Karpas—299 32 AZ 2 AFM13¢] whgsle] AZUY [FNy o A4 2712 vehd Aolm | o 7)1 4 MCB2E
FE o] AB-101 NK AlEE= 4 A¥ESH 37 2 FF AE glo] 1:1 AE HE&EE 3% s on, o714
%IFNy + NK AlEE FAE BAYoz AAS AT},

X 24+ Karpas—299 % A % AFM13o] wHg-&to] AW IFNy 9 A4F 5712 vehd Ao, of7]4 MCB1=
F-E9] AB-101 NK Al¥E= F4 Axe &4 2 B3 AX glo] 1:1 AX HER TF v on, o7A
%IFNy + NK A¥E FAE BEdyoz AA35 0.

= 25 WEHE"E ARMIS-ARY 29" AB-101 NK AlXEe] AEH (viability) 48 vebd AHolH, o7]A
AFM13-AFA 29 ® T H]o] i AB-101 NK AlE9] &5 4% hIL15-NOG wl$-29] H7 o]Fold T4 &
dlof| A MDA-MB-231-Luc Al thal] B7}aki ).

£ 262 Karpas—299/Luc 17F F o]Fo]a EEoA AFMI3¥ AB-101S x3ek AA Ul &% JdT8 s 4%
AAE YeRd Aol

5 272 Karpas—299/Luc 1%t &% o]Fo|2 RoA AFMI3® AB-101S =3 A W &5 A9 2434E
Eldl Aol

uS HAl7] Pk 7AE e Ul

oge FoEORE, oF 5o o iAlE viet 22 NK AE(E) B dE 5o B ZIAE nkel 2
2 tF5ol4 Aol A (multispecific engager)(E)& X3l A4 2AE, WRF ofye} kA4 x4
E(E)E x3ste ¥Us veld(E), 2 AT 2B (E)Z 45 Aushe YHS AT

I. 2 &) AlZ9] 73 (EXPANSION) R A=

AR FHo A, 2ol A AEE, dF 5o v AlE(feeder cell)9} 7 wjek 2 2ol o&), dHgwar

NK AEZE o|E& So] US 2020/0108096 =+ WO 2020/10136101] 1A ue} o] FAHE T AIFE £ 9o,
ki Aol o Hu= xFEct, g, 39 AlXEs US 2020/010809600 7)A€ wle}p o]
4-1BBL, " ZA33 [L-21 ¥ EdWo] NFa S 2 =2 2y HPE HuT-78(ATCC® TIB-161™) A Z oA
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A NK A= =7 2ol Zlsd vhek ol SHE I A=E 5 v

A5 FddoA, NK MEZE (a) NK M2Z, odE 59 NK A2, o& ¢ (D3(+) 24d¥ NK N2E Xt £
HES AZSE WA L (b) Ad AT Q/EE AT A4S TP AelA sl BgHET A4FE MK
AL AVe A BAS s wEl o8 BgET A3

A Ad A3 AE 3Fd

A5 FHdA, NK Alx Fade 2x 89, dx g9 "X (PBL), 2% do &3 MXE(PBMC), =, Al
& (umbilical cord blood) (A& (cord blood)), ©&]d NK AZE, F= W5 Z7|HILEFH TrEHQ NK
A Hjol E7HNERRE FHE NK AE, 2 o]5Y O 7 o|FojH FOoRIXEH AuHr),

AR FHAo| A, NK AE FFUL Fd FY(single unit)2] Ao},

s

AB LA, A AE AE FEY, 9

Ll
urt
2
e}
me
o

ol AYEE 1x 10 EE ok 1x 107) WA 1
I
So] wel §e A 1x 100 B oF 1x 1070 A 1.5 x 107 E&= oF 1.5 x 107]9] & §8 AMxs
9 gule] AMEE 1x 10749 % 9 A

i

S
2,

it

100 == oF 1 x 10709 % 3 (nucleated) AEES ToHATH, AR FHeolA, A A AL TF

g, QY THANA, A A AL T

ol

A, dE £

\
2
i

Tg TP DR FlelA, AA da) AT FEY, IE B0l 9 fuld AP o 1x 10719 F
8 AEE T, A FReolA, el s AE FFY, A B0l oY FU9 AWIL 1 x 10749
F 59 AEs AT, QR TN, A e A TR, A48 5o BY 9 AL o 1 x

g5 FAAolA, NK AE FH5d, & o] AN FHR2 F 20% WA °F 80%°] D16+ AMEE xghet). o
B pddolA, NK A FFY, dE o AdE 2 200 =E oF 20% WA 80% = °F 80%, °F 20% WA
70% T oF 70%, °F 20% WA 60% FEE oF 60%, °F 20% WA 50% HEE ok 50%, °F 20% WX 40% i oF 40%,
oF 20% WA 30% W oF 30%, °F 30% WA 80% FEE ok 80%, <F 30% WA 70% Wi < 70%, <F 30% WA 60%
T oF 60%, °F 30% WA 50% HE <k 50%, F 30% WA 40% T oF 40%, <F 40% WA 80% Hi ok 80%, oF
40% WA 70% W oF 70%, °F 40% WA 60% EE F 60%, F 40% WA 50% FEE oF 50%, °F 50% WA 80% W
= ok 80%, <F 50% WA 70% T ok 70%, <k 50% WA 60% i oF 60%, F 60% WX 80% i oF 80%, <F
60% WA 70% W= <k 70%, W o 70% WX 80% Wi ¢k 80%9] (D16+ MEE EIETL, YR T A, NK
AE FFY, d= 5o AR 5L 80% o|3te] D16+ AEE Xt} dietx oz AX NK AE F39
80% =7 FEE (DI6+ AES L3 & 9},

i)

AR Fdeel A, NK AE T3, o5 5o ANE Ful2 40% lat, oI5 5o 30% °lat, oI5 5o 20% ]
3, ol& Bl 10% oldt, & Eo} 5% o]ahe] MLG2A+ xﬂzg E et

A5 FddoA], NK ME F59, & 59 ANE FR22 40% ol3t, dE 5o 30% ol3), dE & 20% ©]
3l, dE 59 10% o]3l, d& o] 5% o]ate] NKG2C+ A EE E8H3t),

4(

AF TN, NK AE T3, dE 5o AT AL 40% olst, <& 5o 30% °lst, A5 S°f 20% ©]
3, ol& B 10% ols}, <& o1 5% o|ate] NKG2D+ NIEE

il
H
i
rot
O

A FRolA, NK AlZE FEd, dF 5o A /U2 40% olak, & 5o 30% olat, <& 5o 20% I
3k, o]& Zo] 10% ©]3}, oE So] 5% o]3ke] NKpd6+ AES EFFec}

AF e, NK AlE g5, 5 5o ARG FA2 40% olst, A5 5 30% °lg, = 5 20%
3, dE =°f 10% °lst, A5 =°f 5% olste] NKp30o+ AZ& 3.

H

AB Lo A, NK AE FFE, dE 5o Agd FH9LE 409% o3, oS o] 30% °o]sF, dE 9] 209 ©]
b, d& Eo] 10% o|s, dE S9°] 5% o]3te] DNAM-1+ A EZES 3 Hsic).

A5 FddoA], NK ME F59, &8 59 ANE FR22 40% ol3t, dE 5o 30% ol3), dE S 20% ©]
b, d& So] 10% ols), dE E9] 5% o3t NKpdd+ A|EE I3t}
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AR FHA A, NK MEZ 59, dE B AdE §H2L2 40% ©o|sF, & E°] 30% |8}, & E°] 20% ©]
3l, 9 5o 10% o]st, dE So] 5% o]ate] D25+ A|EE E3Hsith

AR FHdoA, NK AE T3, dF B9 A FHE 40% ol3t, A5 59 30% ©l3F, A5 B 20% ©]
3, dB S0] 10% o|l, dE So] 5% o]3te] (D62L+ AEE X&),

AR FHoA, NK AE 5D, A2 5o AR FR& 40% olsl, = 5o 30% ©]3}, o= Eof 20% ©]
3, dlE 5] 10% ©l3t, = o] 5% o|ste] (D69+ A|EE EFH3Ic}

AR FHoA, NK AE 3D, A2 B9 AN FRAE& 40% olsl, = 5o 30% ©]3}, o= Eof 20% ©]

[«0

F, A2 S0 10% o3}, dE E9°] 5% o]3}¢] CXCR3+ A|EE L3I},

A T, NK AE TFY, 92 5o Afd 592 40% olst, dE S9 30% °ol3t, dE S 20% ©]
3, dlE 59 10% olat, A= o] 5% o|3te] (D57+ AlEE X3},

A5 FHdolA, NK AMEZ F59 He NK MEE KIR 84 AI€9 KIR B g2 allele)E £33, of
Z 5o/, Hsu et al., "The Killer Cell Immunoglobulin-Like Receptor (KIR) Genomic Region: Gene-Order,
Haplotypes and Allelic Polymorphism," Immunological Review 190:40-52 (2002); 2 Pyo et al., "Different

Patterns of Evolution in the Centromeric and Telomeric Regions of Group A and B Haplotypes of the
Human Killer Cell Ig-like Receptor Locus," PLoS One 5:e15115 (2010) #FZ3l2}.

A5 G, NK ME F59 W] NK A= (D162 158 V/V ®olA(F, 584 (D16 158V b3 d) &
Etslt}. o & 59/, Koene et al., "FcyRIITa-158V/F Polymorphism Influences the Binding of IgG by
Natural Killer Cell FcgammaRIIIa, Independently of the FcgammaRIIIa-48L/R/H Phenotype," Blood 90:1109-
14 (1997) #=3}ef.

AR FHdol A, AE FFd WY NK AEE KIR =84 Ade] KIR B 42 2 (D162] 158 V/V HolA|
5 o= 2330
IR FENA, AE FFD WY NK AExE F34 225A e},

Qu PG, AE FHY o] NK AEE (D16 Aol §AA4E Takelx vt

AR AN, AT TFY el NK AEE 91914 (D16 DA WA ke,
A FAelol A, NK A H % e NK AE TN

3(+) AMEE = =
= MK AlE Eds (03 A% A E= 29 Fd 243 ddd JE3A71= Zi*‘l e o

(D3 A3} A e 19 & A3 @yl 0KT3, UCHTI ¥ HIT3a, % 19 To g o]

o Folxl Ao A
HAck, g5 fﬂoﬂoﬂfﬂ (D3 A A = 19 FY A dHS KT3 T 29 I 2% ddlojth, dn
TEdolA, A e 19 g9 A3 @i v E=(bead), dE B A7 ] o] B2dc, A8 o ollA
ZAREANA (D3(+) AEE ZA7|E AL 24=S vl=dd 524 (D3 43t &4 e 19 3d A% 9
I JAFA= A 2 2AAEZEE v=-4d%E (D3(+) AEE Zﬂﬂs}{‘ GAE 23T, HELS dE B
o] CliniMACS T MX 2 AJE((LS Depletion set (162-01) Miltenyi Biotec)E A}&3te] Wxr] A9

(immunomagnetic selection)oll ¢ CD3 AEE uZ4AZA F+ 9

AdB P A, NK Al
(enriched) ¥ t}.

B
of
zjl
1(2

AL o= 5o (Do6 el i3t Alol¥ (gating)ol 8] CD56+7F &

An A, NK AE FFYES oS So] (D56+D3- WS zbe AEES AEFo M (D56+7F FFHH
D3(+)7} mzHT),

AR F oA, NK AL TFLL KIR 84 AL KIR B g4 = (D169] 158 V/V Hold & v= =
shatal, o2 So] (D56+CD3- WS ztE AEE Moz A + H=5 1 (D3(+)7F zdFT}.

B. ¥y AX

NK Alszo] sh-& 1% Jt] AE7E el iAol d @ JH A= FEatis NK A7 S =2
upo} e ofA|SHA 2w o] Az AR FR SHHLES &I, dF Fgdls, Y9 AxrE 16 T
o] =4 glo] NK Alxe] S &3y, o= TF T dY AE oA e o e ARSShE
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[0143]

[0144]
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[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]

[0153]

[0154]

[0155]

[0156]
[0157]
[0158]
[0159]

[0160]

NK A|EE =
HESE mod AN

g ot
i

E&A43tE (D4(+) T AE(E)E 0x4
)= OX40L(AEHE 4) T o]9 HolAE 1y 6]-

TEeel A, T AE

INFLIH (A EdH S 3);
("eHut-78 AE"), E+=
UH P A,
HuT—78(ATCC® TIB-161™) A
Ee OH Hol A,
A Fo2HE AYEE Hojx

A Tl A,

(1

e
i

TAdelA, Aol ETF]IS

e
i

e
i

76]‘?‘0“}5, Ay A7 2 NK Aﬂ}%
NK

Sata, A% 5o 14, 4% 9% 2

¥ 2= o)

= T }/\ij-~

A 2 (PBMC)
T4 Iy AE(AE 5], K562),

, I8 AE(E)e E8438td (D4(+) T AXE(E)
)= HuT-78 AE(ATCC® TIB-161TH) Hi: o]o] Hola m
(ATCC® HTB-176™)0]t},

+ 4-1BBL(UniProtKB P41273, A&
o]0l FomyE HeH Aol
o] 2] wolAlo|tt,

BRAFE DA T AE(E)E
E EE oo MolA] Ei fEAelt,

o 29 IL-21 T9A = ole WolAl,

= OX40L(MYWs 4)S @dsla, 4-1BBL(AH 9 s 1), 1 A3
2—1 %OﬂtﬂO] TNFOU}(HOC‘HJQ 3NE NS A Hul-78 AlE(E)("eHut-78 A|E")

AT QACE)E AIEA (E)olt, Q3 TH
, IL-27, TFN-a, IFNB, # o]&9] &?}3

F Ao A, Ale]EFFQIS IL-20]T},

IL-2 2 IL-159] %o,

FadeA, APlEFFIS 1L-2, IL-15 ¥ IL-189] ZFolt}.

FAdeA, AFlEFFIS 1L-2, TL-18 % IL-219] ZFolt).
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owm %ﬁ
7] 4 D16% FAY F73}

, Y AE7E dds e mzout J«i‘r(senescence)% fkabR] ekar NK Al

Y 2~Efl-nt(Epstein-Barr) who]e| ol ofal] A eke B-HZ R+
SLCD4GH) T AZ(eE 5°], WD), & o5

0X40L9] F<LA(ortholog) & ©]9] o]z
AF FEolA, IY Aﬂi
2 Edve] WNFL Tt F A

el GAAE W =R 22E HuT-78 A Eo M
a1

L=

< A e Aol <
Hj x| el Tk B F=oltt.

, AlelEFCI(E)S IL-2, IL-12, IL-
fom To2RE HdeF),
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&Aoo R nhEolA A/
of Al£7F o o/ 7|3t

o =

- T

Ao EFLRIS AFdomn AE7 B}

SE A e gk F389 Yo NEE A&t A== ¢ o,
A5 B9 y-FAF e #lEuolal-c A 9d E3gslEt
Ags vy AEE oE So] US 2020/01080969] 7|&Ho] 9Jom, ol A

Ao A, E&Adste CD4(+) T
A5 FE A A, HuT-78

[L21(A g%
o ole] Wl

Y A= dE 5o Al 20 Z1AlE wiel o] NK AlEe} 9 wikslr] del & =
ETH =),

o]2] 9] sl o)Al A= A}, oE

_?L

—{n:
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Al B/ 718 A5 RS 3F WS (co-culture) Fro e dE o 2p
KAE a5, A Alx g 2= Ax7F 2ol 7450 3l

A% Fgol, A4H BgR AQ He) AEe Fue P F ¥H L/EE FRAG. AY F9ols, 44E
e A el LSl Awe B F ¥ U/EE BREA avd

w3, AEE g Ad A AEe Jas sk 871, odE 5ol whold, WE ¥ (cryobag) wol ol
Z1EEo] k. 4R Al A g Ad el Az Jde dFE sk B 871, dE =

Aolx 107], & o] 20, 30, 40, 50, 60, 70, 80, 90, 100, 125, 150, 175, 200, 250, 300, 400, 500,
600, 700, 800, 900, 1000, 1100, ¥ 120071 &7].

T, Edol 7" vddt vl 24ES E3SE, dF 5o XK tal= AEW-3-7] (bioreactor) 7}

2o 71A=EHA e}, odE 5, d7AY EYd Z)AE vk} T 2A S ME FadoRFE A A

 AE E dE S0 o A wie} ey AxE E3stE wdE. ek, AAE sgE i Ak
4 E]

NK AIES] ZAS i@ wjek WAs) Bgel AN, o wF wAE fEekAE K AEA 2o =ow
el e obAEH xAEel Azel AFd fu FYHEE slgary. AR A, WY WAL FF e
A5 AE AN e O WA AE S4e Fukeln] (D16 wHe] £ glo] NK AES RFHEE )8
st

A% FAANA, W WA B Sof Bel AW ve 2 F7b Aol ez nFE B W WA
o}

A% FReol A, WF A, olF Sol s wek wMxe Fay wjoF wAolth, A% FelolA, weF WA,
e Bo] Z1 Wk wAlE 17k WP W/ e W] wEW ey vk wxlolot

2 gg 713 vk ®iA= DMEM, RPMI 1640, MEM, DMEM/F12, SCGM(CellGenix® 20802-0500 HE+= 20806-0500),
LGM-3™(Lonza, (C-3211), TexMACS™(Miltenyi Biotec, 130-097-196), ALyS™ B505NK-AC(Cell Science and
Technology Institute, Inc., 01600P02), ALyS™ B505NK-EX(Cell Science and Technology Institute, Inc.,
01400P10), CTS™ AIM-V™  SEM(ThermoFisher Scientific, A3830801), CTS™ OpTmizer ™(ThermoFisher
Scientific, A1048501, ABS-001, StemXxVivo % o]E59 ZFS x &3l old Ag=HAE &+

W X = A Ak, Als Ad AAF, SR, 3 AFA 5 22 FF ARE 23 JAAY, F7)
dio® REE 4 k. WY XY BF:E wjX st wE &7lo HIFEI] A, Al EE Fo 77t F7t
A e AEES Y 8714 Frbgtema A ¢ . FUF AR EE ARES @4 EE HER F
7t = k. HER Fre A9 FU ARES B FUHE e s glo

A5 FddolA, wY wRE 4, odE 5o A S XFSTE. dF FEHANA, Wl wixE F, 4
5 B0 Q3 dFow nIFHEY. dE FdddA, %, dE B9 A L FFuA, dE 5o AE=
AAYEE (trisodium citrate)S X33},

AR FE oA, HlXE 0.5% EE= ok 0.5% WA 10% = oF 10% v/v 8%, 42 S0 A7 IdFS xgslar/
SHAY o2 BEHTh AR FHAoA, HiAE 0.5% == °F 0.5% WA 9% == oF 9%, 0.5% X ok 0.5%
2] 8% HE oF 8%, 0.5% X ok 0.5% WA 7% EE ok 7%, 0.5% = ¢ 0.5% WA 6% = °F 6%, 0.5% E=
ok 0.5% WA 5% W= oF 5%, 0.5% WE °F 0.5% WA 4% = ok 4%, 0.5% L= ok 0.5% WA 3% EE= ok 39,

0.5% =+ ¢F 0.5% WA 26 = oF 2%, 0.5% & 9F 0.5% WA 1% = &F 1%, 1% =& oF 1% WX 109 E=
oF 10%, 1% &= 9 1% WA 9% = 9F 9%, 1% =& oF 1% WA 8% EE oF 8%, 1% =& oF 1% WA 7% E=
& 7%, 1% v oF 19 WA 6% & F 6%, 1% & 9F 1% WA 5% EE oF 5%, 1% & oF 1% WX 4% Ex=
oF 4%, 1% =& oF 1% WA 3% == oF 3%, 1% & oF 1% WX 2% & <F 2%, 2% = < 2% WA 10% E=
oF 10%, 2% & <F 2% WA 9% = F 9%, 2% T oF 2% WA 8% EE oF 8%, 2% & oF 20 WA 7% ExE
F 7%, 2% Bv= oF 20 WA 6% e F 6%, 2% T F 2% WA 5% & oF 5%, 2% =& oF 2% WX 4% =
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4%, 2% T ok 2% WA 3% = oF 3%, 3% wE oF 3% WA 10% & °F 10%, 3% X °F 3% WA 9%
9%, 3% T ok 3% WX 8% W oF 8%, 3% W oF 3% WA 7% W oF 7%, 3% X ok 3% A 6%
6%, 3% T oF 3% WA 5% = oF 5%, 3% X ok 3% WA 4% W oF 4%, 4% =X oF 4% WX 10%
10%, 4% T oF 4% WX 9% = oF %, 4% =X oF 4% WA 8% W= oF 8%, 4% =X oF 4% WA 7%
T%, 4% T oF 4% WA 6% = oF 6%, 4% £ oF 4% WA 5% W oF 5%, 5% £ oF 5% WX 10%
10%, 5% T oF 5% WX 9% = oF 9%, 4% =X oF 4% WA 8% W= oF 8%, 5% X oF 5% WA 7%
7%, 5% W o 5% WA 6% = ok 6%, 6% £ oF 6% A 10% FEE oF 10%, 6% X oF 6% A 9%
9%, 6% T oF 6% WA 8% = oF 8%, 6% X ok 6% WA 7% W oF 7%, 7% X oF 7% WX 10%
10%, 7% W= oF 7% WA 9% W= ok 9%, 7% X oF 7% WA 8% W= oF 8%, 8% WX oF 8% WX 10%
10%, 8% WwE oF 8% WA 9% WwE F 9%, EE 9% i oF 9% 1A 10% EE oF 10% v/v 8%, dF
FEgow BEHY. AdX FAoA], vl wAE 0.8% WA 1.2% v/v AxF A4S Ede /A
ok AR FAAqA, v wiX = 1.0% v/v AZF @S ESsta/AY o]2 BREFHT. dF FEd
00

3 Nlﬂ O RERERRMH

L 9 19 19 12 19 12 12 19 12 1o 19
B o o o o o o O o [ [

o-l)lr rw
r&ﬂ

A, ElE wiAE oF 1.0% v/v 7 93-S et/ AU o2 BFHT,

AR FAANA, g WX DA, dE B A AL I AR P, W wiHcE EF,
dg 5ol Azt Yo BFHAG. AR FN, AL BRI, dF 5o 4 BT, 45 14
doelr, dH4& on, dE So] Wit oJyHT),

AR FHdolA, WYF A FTFEVNE T, AF FHlA, MY v FTFEHVOR BEAT, I
- %lasioﬂ oA, i wiAlE 2.0 H= oF 2.0 WA 6.0 =E °F 6.0 mMl SFERS EFSta/dAY o2 BF
ok, A5 Pl A, wi wiAE 2.0 T oF 2.0 WA 5.5 T °F 5.5, 2.0 B oF 2.0 WA 5.0 T
°F 5.0, 2.0 &= 9F 2.0 WA 4.5 T 9F 4.5, 2.0 =& °oF 2.0 WA 4.0 == °F 4.0, 2.0 == F 2.0 1
A 3.5 = 9F 3.5, 2.0 T 9F 2.0 WA 3.0 =& oF 3.0, 2.0 T 9F 2.0 WA 2.5 = oF 2.5, 2.5 E
= 9F 2.5 WA 6.0 = 9F 6.0, 2.5 =& 9F 2.5 WA 5.5 T °F 5.5, 2.5 T oF 2.5 UX] 5.0 B oF

5.0, 2.5 &= oF 2.5 WA 4.5 =& ¢F 4.5, 2.5 BEE °k251ﬂ7<]40““ o 4.0, 2.5 = ¢ 2.5 UHA
3.5 & ¢F 3.5, 2.5 ¥ ¢F 2.5 WA 3.0 = ¢F 3.0, 3.0 =& ¢ 3.0 WA 6.0 =& ¢ 6.0, 3.0 =

¢ 3.0 WA 5.5 = ¢F 5.5, 3.0 =& ¢oF 3.0 WA 5.0 == ¢ 5.0, 3.0 == ¢F 3.0 WX 4.5 == ¢
4.5, 3.0 =& ¢F 3.0 WA 4.0 == 9F 4.0, 3.0 T+ ¢F 3.0 WA 3.5 & ¢F 3.5, 3.5 ¥ ¢oF 3.5 UA
6.0 == ¢F 6.0, 3.5 =& ¢F 3.5 WA 5.5 &= ¢F 5.5, 3.5 ¥ ¢ 3.5 WA 5.0 =& ¢ 5.0, 3.5
O—FS.BLHX]ALBEEiO—FéL.B,35‘“i°k351ﬂﬂ 0 EE 9F 4.0, 4.0 B 9F 4.0 WA 6.0 & oF
6.0, 4.0 == ¢F 4.0 WA 5.5 = 9F 5.5, 4.0 = ¢F 4.0 WA 5.0 = ¢F 5.0, 4.0 == oF 4.0 WA
4.5 &= ¢ 4.5, 4.5 == ¢F 4.5 WA 6.0 = 2F 6.0, 4.5 = F 4.5 YA 5.5 = 2F 5.5, 4.5
o 4.5 YA 5.0 =+ ¢F 5.0, 5.0 == ¢F 5.0 WA 6.0 == ¢ 6.0, 5.0 == ¢F 5.0 U]X] 5.5 = ¢

L |
5.5, B 5.5 B o 5.5 WA 6.0 T °F 6.0 nMl FFERES T3Heta/a7 ol BEET. IR TH

oA, W wiA= 3.2 mM SFE WA 4.8 mM SFERIS ERFetaL/a Y ol BEEn. AR FRelA,
eF A= 4.0 mM SFERIES EFstaL/shAY ol BFEw. A FadelA, wik wiA= oF 4.0 mMe] =
FERS ¥ 0}51/0}7%‘4 olZ BZFE.

AR FHdo A, v wx = S o]de] AlolEgFelS Egt. AR FHA oA, vl X sy o]k
Aol EFR¢l o8 ®HEHr),

oA, Aol EFIQIL [L-2, IL-12, IL-15, IL-18 ¥ o]59] %3 o= RE

o

EEES

J_?l_‘
]H, ek v A= IL-28 ¥getal/siru ol2 R ET. é%zl TRl A, ‘C‘H"k A= 150 H=

& of of
2,500 &= ¢F 2,500 1U/mL IL-2& 2&3ta/stAL o2 BRFZETh, dF FdddA, s mA=

1)

Q_'

[N}
(]
(e
t
il
5 10 X

00 WA 2,250 =+ 9F 2,250, 200 H& 9F 200 WA 2,000 = ¢F 2,000, 200 = ¢F 200 W
ok 1,750, 200 = 9F 200 WA 1,500 E+= ¢F 1,500, 200 HE+= 200 WA 1,250 H=&= oF

F 200 W= 1,000 == ¢F 1,000, 200 H== <F 200 W1#] 750 H== oF 750, 200 == 9F 200

F 500, 200 HE= 9F 200 W] 250 H&= oF 250, 250 HEw= oF 250 WA 2,500 =& eF 2,500,
W=l 2,250 Ev 9F 2,250, 250 H& 9F 250 WA 2,000 HE= eF 2,000, 250 = ¢F 250 U]
F 1,750, 250 H+ oF 250 WA 1,500 %= oF 1,500, 250 H& ¢F 250 WA 1,250 B oF
o—, 250 WA 1,000 %=+= ¢F 1,000, 250 & E oF 250 WA 750 %= ¢F 750, 250 HE= oF 250
F 500, 500 %+ ¢F 500 WA 2,500 & 2,500, 500 =+ °F 500 WA 2,250 H=& oF

o—, 500 WA 2,000 %= ¢F 2,000, 500 & E oF 500 WA 1,750 HE+= °F 1,750, 500 H= oF

rlr 8

2 1,750 W
1,250, 20
WA 500
250 Hi=
2 1,750
1,250, 25
Al 5

2,250, 500 H

2=

%ﬂ SRR S
fr B oo 5 fr
rlr o 3 © rlr

}‘rt rlr }‘r(

t
rlr
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500 W1A] 1,500 &= 9F 1,500, 500 == 9F 500 WA] 1,250 F+= ¢F 1,250, 500 F= <F 500 WA 1,000 &=
¢k 1,000, 500 E& ¢F 500 WA 750 H+= oF 750, 750 H= ¢F 750 WlA] 2,250 HE= oF 2,250, 750 HE ¢F
750 WA 2,000 =& oF 2,000, 750 e oF 750 W] 1,750 = ¢F 1,750, 750 & eF 750 WA 1,500 &
¢F 1,500, 750 &= ¢F 750 WA 1,250 &= 9F 1,250, 750 HEi= 9F 750 WA 1,000 FE= <F 1,000, 1,000 =
= 9F 1,000 WA 2,500 == 9F 2,500, 1,000 F+= ¢F 1,000 U1A] 2,250 B+ <F 2,250, 1,000 =& <F 1,000
WA 2,000 == 9F 2,000, 1,000 == ¢F 1,000 A 1,750 B+ oF 1,750, 1,000 &= ¢F 1,000 HA] 1,500
T 9F 1,500, 1,000 =& 9F 1,000 A 1,250 =& ¢F 1,250, 1,250 H+= oF 1,250 WX 2,500 &= oF
2,500, 1,250 &= ¢F 1,250 WA 2,250 & ¢F 2,250, 1,250 HE+= 9F 1,250 WA] 2,000 &= ¢F 2,000,
1,250 =& 9F 1,250 U1#] 1,750 &= ¢F 1,750, 1,250 H+= 9F 1,250 W1A] 1,500 =& ¢F 1,500, 1,500 HE+=
¢k 1,500 WA 2,500 == <F 2,500, 1,500 == oF 1,500 WA 2,250 == 9F 2,250, 1,500 = ¢F 1,500 U
] 2,000 == °F 2,000, 1,500 = ¢F 1,500 WA 1,750 H+= ¢F 1,750, 1,750 & 9F 1,750 WA 2,500 %
= ¢F 2,500, 1,750 F+= 9F 1,750 WA 2,250 E& oF 2,250, 1,750 HE= ¢F 1,750 WAl 2,000 H= oF
2,000, 2,000 F+= ¢F 2,000 U1#] 2,500 B <F 2,500, 2,000 &= 9F 2,000 WA 2,250 == 9F 2,250, &
2,250 E& ¢F 2,250 WA 2,500 & ¢F 2,500 [U/nl IL-28 2338ta/3tAY ol2 BT,

Ax LA, wE A E 64 pg/L WA 96 pg/l IL-28 E3sta/sAY o2 REHET, AR FLH o9
A, weE wi A= 80 pg/L IL-2(ThEF 1,333 IU/mL)E Zastar/sl7v ol2 REFEch, A5 -3 o o) A &
WA= o 80 pg/LE Essta/sAY o2 BEHET

Ay el M, WY wiA= IL-2 B IL-159] 23 XFstal/siAy ol= BEErt.

AN PR, e A= IL-2, IL-15 % IL-189] 23S EFstal/sAY o2 REdt

AN PR, e A= IL-2, IL-18 % IL-219] 23S EFstal/s A o2 REd)

A TR, WF A= SFAAS EFeta/EAY o2 wIEn. dF T, mid miA= 0.5

e o 0.5 WA 3.5 & °F 3.5 g/Lo 2FAAE EFSFAL/AY o= E%—%E}. Ay A, Bk

WA= 0.5 i 9F 0.5 WA 3.0 T 9F 3.0, 0.5 & 9F 0.5 WX 2.5 =& °F 2.5, 0.5 £ 9F 0.5 YA
1 A1

=0 , 0

2.0 = ¢F 2.0, 0.5 = F 0.5 A 1.5 == 2F 1.5, 0.5 == ¢F 0.5 Y 0 EE 2R 1.0, 1.0 B
oF 1.0 WA 3.0 &= ¢F 3.0, 1.0 =+ 9F 1.0 A 2.5 = 9F 2.5, 1.0 =& °F 1.0 WA 2.0 == ¢F
0 = 9F 1.0 A 1.5 =+ 9F 1.5, 1.5 = ¢F 1.5 WX 3.0 == ¢F 3.0, 1.5 == 2 1.5 WA

2.5 = ¢F 2.5, 1.6 = 9F 1.5 A 2.0 == 2F 2.0, 2.0 == ¢F 2.0 WA 3.0 == 9F 3.0, 2.0 ==
2.0 WA 2.5 == 9F 2.5, B 2.5 E ¢F 2.5 YXH 3.0 == ¢F 3.0 g/l SFF=E Xgelar/sAY
= nFAt. A% TAcdA, Mok MAE 1.6 UA 2.4 g/ FRsE TP/ ol wFda.
A% TR, MG WAL 2.0 g/l FTFEZAE EFL/AAY ol nFAT. A FEeolA, vk ]

°f 2.0 g/Le] SFA~E I

A >, v A= v
0.1 == 2F 0.1 WA 2.0 5

T
[
u
o
5=
o =
Q‘L'
i
;¢
L
o,
i
I-U“-

1HX]1.85E%°—F1.8,0.2““°k021H7<]16““°k16 0.2 &= .

T ok 0.2 WA 1.2 =& ¢F 1.2, 0.2 =& 9F 0.2 WA 1.0 == ¢ 1.0, 0.2 =& ¢k 0.2 .
¢ 0.8, 0.2 =& 2 0.2 WA 0.6 == ¢ 0.6, 0.2 =& ‘*021117(]04“‘~ k0.4, 0.4 =& <F 0.4 U
2.0 == 98 2.0, 0.4 == 2F 0.4 WX 1.8 == 2F 1.8, 0.4 == ¢F 0.4 WA 1.6 == ¢F 1.6, 0.4 =
o 0.4 WA 1.4 == ¢F 1.4, 0.4 =5 2F 0.4 WA 1.2 =& ¢F 1.2, 0.4 == 2F 0.4 WA 1.0 == oF

N

iy

1.0, 0.4 =+ 9F 0.4 WA 0.8 == ¢F 0.8, 0.4 == 2F 0.4 WA 0.6 == ¢F 0.6, 0.6 =& ¢ 0.6 WA
2.0 B ¢F 2.0, 0.6 =& ¢F 0.6 WA 1.8 == ¢F 1.8, 0.6 =& ¢ 0.6 x| 1.6 =& ¢ 1.6, 0.6
% 0.6 WA 1.4 == ¢F 1.4, 0.6 = oF 0.6 WA 1.2 == ¢ 1.2, 0.6 == ¢F 0.6 X 1.0 == ¢
1.0, 0.6 =+ 9F 0.6 WA 0.8 == ¢F 0.8, 0.8 &= 2F 0.8 WA 2.0 == ¢F 2.0, 0.8 & ¢ 0.8 WX
1.8 = 9F 1.8, 0.8 v ¢F 0.8 WA 1.6 =& ¢F 1.6, 0.8 T+ ¢F 0.8 WA 1.4 £+ ¢F 1.4, 0.8 =&

o 0.8 WA 1.4 == ¢F 1.4, 0.8 =& ¢F 0.8 WA 1.2 £+ ¢ 1.2, 0.8 EE‘C o 0.8 WA 1.0 = ¢
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1.0, 1.0 =& oF 1.0 WA 2.0 & ¢F 2.0, 1.0 =& F 1.0 WA 1.8 =& oF 1.8, 1.0 =& oF 1.0 WA
1.65‘3{—0—}1.6 1.0 =& oklomx] T oF 1.4, 1.0 & °k101ﬂx] 2 EE oF 1.2, 1.2 B
o_‘lt 1.2 LHX] r= o‘t 2.0, 1.2 r= o‘t 1.2 LHX] r= o‘t 1.8, 1.2 r= o‘t 1.2 LHX] 1.6 &= o‘t
1.6, 1.2 & oF 1.2 W#] 1.4 & oF 1.4, 1.4 B ¢ 1.4 WX 2.0 £ ¢F 2.0, 1.4 T 9 1.4 A
1.8 & oF 1.8, 1.4 T °k141ﬂx] = oF 1.6, 1.6 £& Oklexﬂxlz.og%%zo 16wb

°F 1.6 WA 1.8 = oF 1.8, & 1.8 = oF 1.8 X 2.0 T oF 2.0 mll I FEAGEFS £
uool® BEEnh. 45 FddelA, wd wiAE 0.8 WA 1.2 i AFEAUEFS AT, 4
ALl A= 1.0 M | FEAEFS T AR TR, vk wix = of

A

A5 TN, v wiA= SR EFES Tt/ o2 BFHET. A5 T, wg X
0.5 =& °F 0.5 A 3 oF 3.5 /L) BAFANEFES TPt/ o2 nEEY, AW Td

, Wl WA= 0.5 ®i= oF 0.5 WA 3.0 EE F 3.0, 0.5 =i oF 0.5 WA 2.5 = oF 2.5, 0.5 &
= 9 0.5 A 2.0 == o 2.0, 0.5 == °F 0.5 WA 1.5 E&= o 1.5, 0.5 == ¢ 0.5 WA 1.0 == oF
1.0, 1.0 =¥ oF 1.0 1A 3.0 T3 F 3.0, 1.0 = oF 1.0 x] 2.5 ®i= oF 2.5, 1.0 E=& o 1.0 UiA]
2.05‘35042.0 1.0 T 9F 1.0 WA 1.5 ®=& oF 1.5, 1.5 = oF 1.5 4] 3.0 = o 3.0, 1.5 E&
oF 1.5 WA 2.5 & ¢F 2.5, 1.5 & ¢ 1.5 WA 2.0 =& o 2.0, 2.0 EE °k201ﬂz] 0 EE o
3.0, 2.0 EE F 2.0 LHX] 2.5 T oF 2.5, & 2.5 T o 2.5 YA 3.0 EE F 3.0 g/l BAF2UER
2 =Yt/ o2 nEAT. A% FAANA, WF WAL 1.6 WA 2.4 g/lo] BAFIIEFS TF
staL/shAL o] = Evﬂr% AF F>aol A, wi WA= 2.0 g/l BT AUERS Edsta/s ol®
s, A5 7>, MF A= oF 2.0 g/Lo] HAFLUEFRS
h_]_L

1r o e
3
rir
o

o

Hil

shehc}

o -

1 oA, HHOk Hl| 4] = %Pr‘ﬂ, AL Eof QI &FH, A5 S Edd JAE A GFF FAE
= 0.5% L= oF 05%111%135&%%3

1 NS F&3lar/3AY o2 RFHETH AR FHA 1 Hj
% A= 0.5% EE 9F 0.5% LM . 5&% °F 3.0%, 0.5% ¥+ ¢F 0.5% WA 2.5 == ¢F 2.5%, 0.5% &£+
oF 0.5% WX 2.0 == ok 2.0%, 0.5% £ °F 0.5% A 1. = 9F 1.5%, 0.5% == <F 0.5% WA 1.0 ==
°F 1.0%, 1.0% == oF 1.0% WA 3.0 == oF 3.0%, 1.0% = < 1.0% WA 2.5 ®== ok 2.5%, 1.0% == oF
1.0% WA 2.0 == ok 2.0%, 1.0% = oF 1.0% A 1.5 == oF 1.5%, 1.5% == ¢ 1.5% WA 3.0 ®== oF
3.0%, 1.5% W= o 1.5%6 WA 2.5 &= ok 2.5%, 1.5% E= oF 1.5% WA 2.0 = ¢ 2.0%, 2.0% £ 9
2.0% WA 3.0 X ok 3.0%, 2.0% T oF 2.0% WX 2.5 B oF 2.56, 5‘2%2.5 T oF 2,56 W] 3.0 ®
= 9F 3.0% v/vel 20% &R &A, o E Eof 20% 2 7& SRR gAE EIEAL/EY o2 HEET. dF
TEAo A, v wA = 1.6% WA 2.4% v/ve] 20% LE Lol o2 Bo] 20% Q17 gl gAS
SIAY ol BEdrh. AR T, bk uHx]L 2.0% v/ve] 20% &y-wl % o2 Eo 20% 17F
gas ¥gata/sAY ol HEHY, AF T, wd mAE °F 2.0 ov/VA 20% 4FT &d, A5

Eo] 20% Q1F &R NS xS

o rlr

AF FHAo A, Mg wiAE 2 e F 2 WA 6 BE ¢F 6 g/l EFT, dF Eo] A3t &ENS ¥3sia/
AV o2 REFETH g FHA, wg wiAE 2 = ok 2 Yx 5.5 = ok 55 2 EE oF 2 X
5.0 BE ¢k 50, 2 HE ok 2 R 4.5 BE oF 4.5, 2 T oF 2 UX 4 EE k4 2 EE <2 A 3.5
L= oF 35, 2 e o2 YA 3 HEE 3 2 HEE 2 YR 2.5 = 25 2.5 B 25 YA 6 ®E
= ok 6, 2.5 = 2.5 YA 5.5 B k5.5, 2.5 EE k2.5 X 5.5 B ¢k 5.5 2.5 = 2.5 1
A 5.0 = ¢k 5.0, 2.5 £ %25 WA 4.5 B 9k 4.5 2.5 EE 2.5 X 4.0 EE ok 4.0, 2.5 F
=9 2.5 X 3.5 = ¢k 3.5 2.5 ®E= oF 2.5 A 3.0 B oF 3.0, 3 =X oF 3 WX 6 £ k6, 3
TE oF 3 WA 5.5 = 55, 3 B 3 UK 5 e oF 5, 3 EE 93 UK 4.5 £ ¢ 4.5, 3 £E
oF 3 X 4 W= ok 4, 3 = ¢k 3 YA 3.5 EE oF 3.5 3.5 = oF3.5 WA 6 B oF6, 3.5 £ oF
3.5 WA 5.5 == ¢k 5.5, 3.5 = oF 3.5 X 5 EE ok 5 3.5 £ ¢ 3.5 YA 4.5 = 4.5 3.5
T 3.5 WA 4 e oF 4, 4 B 4 A 6 B F6, 4 e 4 WA 5.5 e 5.5 4 EE 9
4 WA 5 = k5, 4 W= k4 A 4.5 B 9F 4.5 4.5 B k4.5 A 6 EE k6, 4.5 B k4.5
WA 5.5 = oF 5.5, 4.5 B 9F 4.5 X 5 EE k5 5 EE o5 X 6 B ¢k 6, 5 EE oF 5 X
5.5 & ¢F 5.5, ¥ 5.5 e ¢F 5.5 WA 6 & %F 6 g/L &R, & 5o QX ¢FNlE E3sta/EA
U ool2 RFET. dF FddolA, mg mx= 3. £ 5o A7 4¥vS
2 A5

N

B, 5 FdelA, wi x|
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TR, MF A= oF 4 g/l EFR, dE S0 7 dFHE T

QR THAANA, WP AL E2A 1882 wFE A FHANA, WF A 0.1 FE o 0.1 A
2.0 EE F 2.0 g/l EBAY 1883 TS/ o= wEFET, AN THANA, WP AL 0.1 B
°F 0.1 WA 1.8 T o 1.8, 0.1 T 2k 0.1 A 1.6 = oF 1.6, 0.1 T oF 0.1 WA 1.4 T o
1.4, 0.1 & 9k 0.1 WA 1.2 =& F 1.2, 0.1 EE o 0.1 WAl 1.0 Ei of 1.0, 0.1 =& F 0.1 A
0.8 Hi= °F 0.8, 0.1 E= °F 0.1 WX 0.6 E&= o 0.6, 0.1 == F 0.1 WA 0.4 = °F 0.4, 0.1 E=
°F 0.1 WA 0.2 = o 0.2, 0.2 EE 9 0.2 WA 2.0 EE F 2.0, 0.2 EE F 0.2 WA 1.8 EE o
1.8, 0.2 & ok 0.2 WA 1.6 == F 1.6, 0.2 T oF 0.2 WA 1.4 T oF 1.4, 0.2 £ F 0.2 YA
1.2 T 9F 1.2, 0.2 =& oF 0.2 WA 1.0 =& F 1.0, 0.2 3= o 0.2 WA 0.8 =& o 0.8, 0.2 T
°F 0.2 WA 0.6 =& o 0.6, 0.2 EE F 0.2 WA 0.4 EE F 0.4, 0.4 EE F 0.4 YA 2.0 EE o
2.0, 0.4 T F 0.4 WA 1.8 E&= o 1.8, 0.4 T F 0.4 WA 1.6 = 9F 1.6, 0.4 == o 0.4 WA
1.4 2 oF 1.4, 0.4 TE 9 0.4 WA 1.2 =& 9 1.2, 0.4 = 9 0.4 A 1.0 EE o 1.0, 0.4 =&
oF 0.4 WA 0.8 TEE o 0.8, 0.4 EE o 0.4 WA 0.6 == F 0.6, 0.6 == F 0.6 WA 2.0 EE o
2.0, 0.6 E= °F 0.6 Wx 1.8 E= oF 1.8, 0.6 T °F 0.6 WX 1.6 == o 1.6, 0.6 == °F 0.6 W~
1.4 = oF 1.4, 0.6 = 2k 0.6 WA 1.2 =& < 1.2, 0.6 = 2 0.6 A 1.0 == °F 1.0, 0.6 =
°F 0.6 WA 0.8 EE °F 0.8, 0.8 =E F 0.8 WA 2.0 EE F 2.0, 0.8 EE F 0.8 WA 1.8 EE o
1.8, 0.8 = ok 0.8 WA 1.6 = F 1.6, 0.8 Hi= ©F 0.8 WA 1.4 = F 1.4, 0.8 E= °F 0.8 VA
1.4 = oF 1.4, 0.8 =& 9 0.8 WA 1.2 =& F 1.2, 0.8 =& 2 0.8 A 1.0 == o 1.0, 1.0 =
oF 1.0 WA 2.0 =& o 2.0, 1.0 =E 9 1.0 WA 1.8 EE F 1.8, 1.0 =E % 1.0 WA 1.6 EE o
1.6, 1.0 &= oF 1.0 WA 1.4 ®i= oF 1.4, 1.0 =& oF 1.0 WA 1.2 == F 1.2, 1.2 £ o 1.2 YA
2.0 TE 9 2.0, 1.2 EE o 1.2 A 1.8 =E o 1.8, 1.2 =& 9 1.2 WA 1.6 == ¢ 1.6, 1.2 E=

oF 1.2 WA 1 5&%@14 1.4 == o 1.4 WA 2.0 & o 2.0, 1.4 E& o 1.4 WA 1.8 E= o
1.8, 14 = oF 14 U4 1.6 = oF 16, 1.6 S Okletﬂxl 2.0 B oF 2.0, 1.6 £& °F 1.6 W
1.8 i o 1.8, B 1.8 Wi oF 1.8 W% 2.0 ®& o 2.0 g/L E5AI 1888 EFela/eAY o= BE

Ak, QR PRGN, g AE 0.8 A 1.2 g/l ESA 188S mFFTH AR FHAA, HF wA
E 1.0 /L EEAY 1888 EFBTh. A PRI, W A oF 1.0 g/l FSAH 188¢ EFw

1 A, W AL S ol gl FAAE TFshu/sA o2 nE .
R RECE DR ST RE SR

[e)]

&)

e

E 1. dAAD wWg WA #1

AE dAIH F= A HQ F=
19
CellgroSCGM A 1 %] S| ¥R S S| ¥ A B
o1zt g% 0.8—1.2% (v/v) 1.0 % v/v
Z=2E 32-48mM 4.0 mM
-2 64 - 96 ng/L 80 p/L

T RA A A wiE vl S 200 A A E o] S)
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£ 2. JAHQA i F A #2

A A A A A
= H19 e
RPMI1640 7.6 132 g/L 10.4 g/L
7 % 0.8—1.2% (V/v) 1.0 % v/v
ZEI~ 1.6-2.4g/L 2.0 g/L
Z =gl 32-48mM 4.0 mM
Y FEHANIEFE 0.8—12mM 1.0 mM
2Lt EE 1.6 -2.4 g/L 2.0¢g/L
1L-2 64 - 96 ug/L 80 ng/L
LET 20% &N 1.6-2.5%v/v 2.0 % v/v
(3.2 WA 48¢g/L) (4.0 g/L)
Z5A19 188 08-12¢g/L 1.0 g/L

2. (D3 E3 &4

AR FH oA, 8wl wix]= (D3 A% A e 19 Y A dHS xdsta/sAY o2 nEdrh. o
B &, (D3 A3 A e 29 9 2 WS OKT3, UCHTT % HIT3a & 19 WolAlZ o]Fozl
ToRrEE MeEHT, A5 FHdoA, (D3 2 A T 2o FY A dHS KT3 =& ol9 3 2%
chH o]t}

Ay oA, (D3 2 A T 129 Y A dA 9 ¥y AEE NK AX E/EE 8 uixE "ot

37] Aol e §71ol @b,

AR FH oA, wlF M= 5 = oF 5 ong/ml WA 15 EE oF 15 ng/nl 0KT3S& X338/t AY o2 HEF
ATk, g8 FHAo)A, Wi wiXE 5 EE oF 5 UK 12.5 & ¢F 12.5, 5 TE °F 5 UX 10 =& ¢k 10, 5
= oF 5 WA 7.5 B 9F 7.5, 7.5 e oF 7.5 WA 15 Ex= 9F 15, 7.5 Ex= ¢F 7.5 WA 12.5 T oF
12.5, 7.5 T 9F 7.5 WA 10 =& oF 10, 10 =& oF 10 WX 15 T oF 15, 10 =& oF 10 WA 12.5 =
T ooF 12,5, ® 12,5 = oF 12.5 A 15 B oF 15 ng/nl OKT3S XE93lal/stAY o2 nEHTh, 45

FAdo) A, e A= 10 ng/ml 0KI3S EFH8IaL/aAY o] BEFET, AN FE o], wjoF v oF
10 ng/mlL OKT3S XE3dHslar/stAu o2 BEFU),

gl 8717 B AR AANNES AuS FAUY, AR FAANA, WF §1E Bekaa, ¥, B4,

OEH EelolE, B¢ W, W ¥ ABWSI|Z o|Foj1 TozyE Addt

A% TR, WG §71E Aol HES AeArt. AT PN, WF §/1E BH D/wE FHL

S8 5% AT, A TN, WY §7] wHe DY, 2o, deld, Aew, Fel-l-ga, vuw

9, AEs) /14 Bua 9 o5 2o mgdt

A% NN, ThFR WG WAS A FH fGe] WY §717k AgA

AR FEAe A, viF &7]= 100 mL =& ¢F 100 mL WA 1,000 L =+ F 1,000 Lo] 35 zre=v, A3

ool A, vk £7]+= 1256 mL e 9F 125 ml, 250 mL = 9F 250 mL, 500 mL ®+ <F 500 mL, 1 L =& oF

1L, 5L s 5L, 0L B ¢F10L, B 20 L = oF 20 Lo 35 Ztet,

A% FRANA, WF §71= AEUST] oI,

QY TGN, AZHGIIE 27 H]E(rocking bed) (Flo]n mA) AZuglolth, AR TN, AR

NRgTlE Wb 93 ARugUlelth. A% FRddN, ARWeIE Hdss W ol AR

TR, PBUSIE BF QB AR TAANA, JBWSIE /AP A58 Asdold
toAEE EE O ARNgleln. 9Y PR, 4gwerlt As5g

AR FHA A, AETSVIE F 100 mL WA <F 1,000 Lo F35 ztev, A5 FddolA, AET
°F 10 L WA oF 1,000 Lo] B3& zteth, O3 FdAoA, AEHsT]|= 0L =
zh=th, A5 FddoA, AEWSTIE 9F 10 L WH] oF 800 Lo] FIE zte=th, dF FdddA, FER-SY
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°F 10 L W=l ¢F 700 L, °F 10 L 1A °F 600 L, °F 10 L W=l ©F 500 L, F 10 L =] F 400 L, °F 10 L
2] ¢k 300 L, ©F 10 L WA ¢F 200 L, ¢k 10 L W= 2F 100 L, °F 10 L WA <k 90 L, ¢F 10 L WA <F &0
F10L WA ¢k 70L, F10L WA ¢F60L, ¢F10L WA F50L, ¢F10L A 240 L, ¢ 10 L WA
30L, 10 L A ¢k 20 L, k20 L A < 1,000 L, °F 20 L A <k 900 L, <F 20 L W= °F 800 L,
20 L W= °F 700 L, ©F 20 L W= ©F 600 L, °F 20 L W=l F 500 L, °F 20 L WlA] °F 400 L, °F 20 L U]
oF 300 L, ¢F 20 L WA ¢k 200 L, ©F 20 L W= °F 100 L, ¢F 20 L WA ¢k 90 L, ¢F 20 L WA <F 80 L,
20L WA F70L, %F20L WA ¢F60L, F20L WA F50L, °F20L WA 40 L, oF 20 L WA oF
30 L, ¢F30L WA ¢ 1,000 L, ¢k 30 L WA °F 900 L, °F 30 L WA <F 800 L, ¢k 30 L W= F 700 L, <
30 L WA °F 600 L, ©F 30 L A1 oF 500 L, ©F 30 L W= ©F 400 L, °F 30 L W= ©F 300 L, °F 30 L W=
oF 200 L, °F 30 L A ¢k 100 L, 2F 30 L WA ©F 90 L, 2k 30 L W= ¢F 80 L, °F 30 L WA F 70 L, °F
30 L WA eF 60 L, ¢ 30 L Wi#] ©F 50 L, oF 30 L WA F 40 L, °F 40 L Wi=] oF 1,000 L, °F 40 L =] °F
900 L, °F 40 L Wi=] ©F 800 L, °F 40 L W=l °F 700 L, °F 40 L W= °F 600 L, °F 40 L W= °F 500 L, °F
40 L WA ¢F 400 L, ¢F 40 L W= ©F 300 L, ©F 40 L WA <F 200 L, °F 40 L WA <F 100 L, ¢F 40 L WA
°F 90 L, °F40 L WA °F 80 L, 240 L WA 70 L, °F40 L WA <60 L, &40 L WA <k 50 L, oF
L A ¢k 1,000 L, ©F 50 L W= ©F 900 L, ¢F 50 L W= <k 800 L, ¢F 50 L WA °F 700 L, °F 50 L WA
600 L, °F 50 L W= °F 500 L, °F 50 L WA <F 400 L, °F 50 L W= <F 300 L, <F 50 L W= °F 200 L,
50 L WA ¢F 100 L, ¢F 50 L W= ©F 90 L, ¢F 50 L W= 2F 80 L, 2F 50 L W= °F 70 L, °F 50 L W=
60 L, ¢F 60 L WA < 1,000 L, ¢k 60 L W= °F 900 L, °F 60 L A <F 800 L, °F 60 L W= °F 700 L,
60 L WAl <F 600 L, < 60 L WA < 500 L, °F 60 L WA <F 400 L, 2F 60 L W= 2F 300 L, ¢ 60 L WA
k200 L, 2F 60 L WA 2F 100L, 2F 60 L WA 2F 90 L, 260 L A <F80 L, ¢F60L WA <k 70 L, <k 70
L %] 2F 1,000 L, °F 70 L W1 <F 900 L, <F 70 L W= <F 800 L, <F 70 L W% 2F 700 L, <F 70 L W] <F
600 L, ¢F 70 L WA ¢F 500 L, <k 70 L WA <F 400 L, ¢F 70 L WA ¢F 300 L, < 70 L WA <F 200 L, <F
70 L Wx 9F 100 L, &F 70 L A ¥ 90 L, & 70 L =] 2F 80 L, <F 80 L tH=] 2F 1,000 L, <F 80 L WA
°F 900 L, 2F 80 L WA 2F 800 L, <F 80 L W= < 700 L, 2F 80 L WA <F 600 L, 2F 80 L WA 2F 500 L,
ok 80 L WA <F 400 L, 2F 80 L WA < 300 L, <k 80 L WA 2F 200 L, 2F 80 L W= < 100 L, <F 80 L W
A ¢k 90 L, ¢F 90 L W] ¢F 1,000 L, ¢F 90 L wiA] 2F 900 L, ©F 90 L WA <F 800 L, °F 90 L =] 2F 700
L, °F 90 L A °F 600 L, °F 90 L W= °F 500 L, °F 90 L W= <F 400 L, °F 90 L WA F 300 L, °F 90 L
W= °F 200 L, °F 90 L W= ¢F 100 L, ¢F 100 L WA <F 1,000 L, °F 100 L W= °F 900 L, ¢} 100 L W=
oF 800 L, ©F 100 L W= °F 700 L, ©F 100 L W= °F 600 L, °F 100 L W= °F 500 L, °F 100 L W= ¢} 400
L, ¢F 100 L =] 2F 300 L, F 100 L =] 2F 200 L, 2F 200 L WA <F 1,000 L, <F 200 L W= <F 900 L, <F
200 L WA oF 800 L, F 200 L WA oF 700 L, < 200 L WA °F 600 L, < 200 L WA < 500 L, 2F 200 L
WA oF 400 L, ¢F 200 L W= F 300 L, ¢F 300 L W= F 1,000 L, °F 300 L W= <k 900 L, °F 300 L W=
oF 800 L, <F 300 L W®] 2F 700 L, <F 300 L W®] 2F 600 L, <F 300 L =] 2F 500 L, <F 300 L =] 2F 400
L, ¢k 400 L WA 2F 1,000 L, <F 400 L W= 2F 900 L, °F 400 L W= 2F 800 L, <F 400 L W= < 700 L, oF
400 L A oF 600 L, F 400 L W= 2F 500 L, °F 500 L W= 2F 1,000 L, <k 500 L W= < 900 L, °F 500 L
WA eF 800 L, oF 500 L WA ¢ 700 L, °F 500 L WA ¢ 600 L, °F 600 L WA ¢F 1,000 L, °F 600 L W=
ok 900 L, ¢F 600 L W®] <F 800 L, °F 600 L WA <F 700 L, <F 700 L WA <F 1,000 L, °F 700 L WA <F
900 L, ¢k 700 L WA <F 800 L, <F 800 L W=l 2F 1,000 L, 2F 800 L WA 2F 900 L, =+ <F 900 L WA <F
1,000 Lo} F-9& zke=rh, A5 FdelA, A=vk37]s oF 50 Lo I & 2ttt

IS N A S S S

L2

dF Fdol A, AET-SI]= 100 mL WA 1,000 L] FIE Zh=th, A FddA, AERES7]E 10 L Ul
2] 1,000 LY ¥-¥Z zheth, 95 oA, AEEEE7]E 100 L WX 900 LY H¥E zZrerh, I8 734
oA, AEWE7I= 10 L WA 800 Lo ¥-3& zte=th, dF F&dolA, A=vs7]= 10 L W= 700 L, 10 L
WA 600 L, 10 L WA 500 L, 10 L =] 400 L, 10 L WA 300 L, 10 L WA 200 L, 10 L = 100 L, 10 L
WA 90 L, 10 L W 80 L, 10L WA 70L, 10L WX 60 L, 10L Wx 50L, 10 L W= 40 L, 10 L W= 30
L, 10 L W= 20 L, 20 L WA 1,000 L, 20 L W= 900 L, 20 L =] 800 L, 20 L W=] 700 L, 20 L W= 600
L, 20 L W= 500 L, 20 L WA 400 L, 20 L =] 300 L, 20 L W= 200 L, 20 L =] 100 L, 20 L W= 90 L,
20L WA 80 L, 20 L x 70 L, 20 L WA 60 L, 20 L WA 50 L, 20 L W= 40 L, 20 L WA 30 L, 30 L W
=] 1,000 L, 30 L W1=] 900 L, 30 L W= 800 L, 30 L WA 700 L, 30 L W= 600 L, 30 L W] 500 L, 30 L
=] 400 L, 30 L WA 300 L, 30 L WA 200 L, 30 L Wj#] 100 L, 30 L =] 90 L, 30 L W= 80 L, 30 L |l
% 70 L, 30 L 1® 60 L, 30 L Wi#] 50 L, 30 L W#] 40 L, 40 L W=] 1,000 L, 40 L =] 900 L, 40 L WA
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800 L, 40 L WA 700 L, 40 L W=] 600 L, 40 L W= 500 L, 40 L WHA] 400 L, 40 L =] 300 L, 40 L WX
200 L, 40 L * 100 L, 40 L H* 90 L, 40 L * 80 L, 40 L %] 70 L, 40 L Wx] 60 L, 40 L Wx] 50 L,
50 L WA 1,000 L, 50 L W= 900 L, 50 L W=] 800 L, 50 L W=l 700 L, 50 L Wx] 600 L, 50 L WA 500 L,
50 L WA 400 L, 50 L WA 300 L, 50 L W= 200 L, 50 L W= 100 L, 50 L WA 90 L, 50 L WA 80 L, 50
L WA 70 L, 50 L W= 60 L, 60 L WA 1,000 L, 60 L =] 900 L, 60 L =] 800 L, 60 L WA 700 L, 60 L
W= 600 L, 60 L WA 500 L, 60 L H=] 400 L, 60 L W= 300 L, 60 L =] 200 L, 60 L W= 100L, 60 L 1N
2 90 L, 60 L W= 80 L, 60 L W= 70 L, 70 L =] 1,000 L, 70 L =] 900 L, 70 L =] 800 L, 70 L =]
700 L, 70 L WH#] 600 L, 70 L W=] 500 L, 70 L W= 400 L, 70 L H#] 300 L, 70 L W=] 200 L, 70 L WX
100L, 70 L WA 90 L, 70 L W% 80 L, 80 L W= 1,000 L, 80 L W] 900 L, 80 L =] 800 L, 80 L WA
700 L, 80 L Wi 600 L, 80 L =] 500 L, 80 L =] 400 L, 80 L w#] 300 L, 80 L =] 200 L, 80 L WX
100 L, 80 L WA 90 L, 90 L W= 1,000 L, 90 L =] 900 L, 90 L W= 800 L, 90 L W= 700 L, 90 L W=
600 L, 90 L W] 500 L, 90 L =] 400 L, 90 L W= 300 L, 90 L WA 200 L, 90 L W= 100 L, 100 L W=
1,000 L, 100 L W= 900 L, 100 L =] 800 L, 100 L W= 700 L, 100 L W= 600 L, 100 L =] 500 L, 100
L W= 400 L, 100 L W] 300 L, 100 L W=l 200 L, 200 L =] 1,000 L, 200 L W=l 900 L, 200 L W= 800
L, 200 L WA 700 L, 200 L W=] 600 L, 200 L =] 500 L, 200 L W=] 400 L, 200 L =] 300 L, 300 L WX
1,000 L, 300 L W= 900 L, 300 L 4=] 800 L, 300 L W= 700 L, 300 L W= 600 L, 300 L WA 500 L, 300
L W= 400 L, 400 L W] 1,000 L, 400 L =] 900 L, 400 L WA 800 L, 400 L WA 700 L, 400 L W= 600
L, 400 L WA 500 L, 500 L WA 1,000 L, 500 L =] 900 L, 500 L W= 800 L, 500 L W= 700 L, 500 L W}
%] 600 L, 600 L WA 1,000 L, 600 L W=] 900 L, 600 L W*] 800 L, 600 L =] 700 L, 700 L =] 1,000 L,
700 L W] 900 L, 700 L W= 800 L, 800 L W] 1,000 L, 800 L W= 900 L, %= 900 L A 1,000 L] ¥
& etk dF FdodA, AETSTIE 50 LY FIE e

4. A% g 2 A=

AR PR, A Aa AL T, AF Fol B F9 ANAL ) A FF wgso] F9
3 AGE MK AEE PR

rj(g

A FEdelA, TE MEFS Bl Zlsd MF wiA, dE 5ol GAHA v wiA #1(E 1) E= oA
1 i wiA] #2(3F 2)°lAM FHEG.

A FReIA, AR He) AE FHY, 4B B B FUo ANEL P A 1x 10 B o 1x 10 )

N

] 1x 10 ®= o 1x 10708 % 98 AZES ¥, A% Tado|A, A e AE

pl
o,
2
it
il
2

Agde &4 d 1 x 10" w= ok 1 x 10° yA 1.5 x 10" m= ¢k 1.5 x 10° Mol F 79
08

o)
e,
Ho
L
1o,

2
bl
i

TIF. A FHANA, A e AL FFY, AT Fol 9L fue) A FF A 1x WA F
Fo ALE TFGT A THANA, A A3 AT FFY, 4B B0l 9 FU9 AR FF A o
Lx 10708 & #9) AZE Tgach. 23 FHANA, A9 ) AL FIY, AF Fol v 19 A
e g A 1x 100709 & 9 AZE TYU. IR FEAA, AL 40 AT BT, A2 2 @

g5 FAA A, AA A AlE
AEE dE 5o EHYd 71&
&

TR £ B0l @Y fH9 AdE 2 Ay Axe] FTF mgoRy
H YEHE(cryopreservation) ZAE Fol FEH1 YT}
FHo oA, F A9 MEZE QAFA-# (infusion-ready) ¢ 9% (drug product)o]ti. <
TN, FF WSS RZRE] FAE HNEE oE o] Edo sH vt Zo] gy oo FrHH
Wi SAE 8 AFA-dY oS S| e vhaEH Ax 2B SR AREHET. wEbA, o E
of, A A Alx FFES Bl Vs® nke o] 3 9 A=l ofud 3 AYEE AAEHA
AFA-2 o ekFo] Apgalrlddl AF

3k

&

e @

il

° Ho 50 OH i
oz flo R a off 4o 4z o

A o R AR N AEE A S oAd Ad A Az e
2 A VIeE kel o] & B ASHo 3 A=, dE S Al vkaE AE 23 (B)E A
€ e‘ T STk AL NCBE RIFFA-wIY o ekgel ARgatrlel Agheh & B ASE NK AlEE s bl AR
4 F AU, dader E e F PR, s 5o A2 MBE s d AHgE S ok A2 MBE
%Fﬂ—aﬂ\ﬂ oJopEel A g R AFd K AEE AAste dl AR F AU, ko ® g F
=°] A3 NCBE At ® AHed o 9o, ofst A
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AW F@eel A, FEF W] FEAE WG AL o A Ha AE FFA AL EE: MB AL LS
1 EE o

111 T2 oF 111 YA 4:1 £ ok 4:10]t), A5 FaGolA, I AE o A A AE FFde AE ®
L OMCB MEQS H]Ee 101 = oF 1:1 W% 3.5:1 T oF 3.5:1, 1:1 = oF 1:1 x| 3:1 L= oF 3:1,
101 == oF 1:1 # 2.5:1 = o 2.5:1, 1:1 L= oF 1:1 # 2:1 == ok 2:1, 1:1 = oF 1:1 WA

H

1.5:1 B oF 1.5:1, 1.5:1 B3 oF 1.5:1 WX 4:1 ®& oF 4:1, 1.5:1 B3 oF 1.5:1 A 3.5:1 ®& oF
3.5:1, 1.5:1 Tz oF 1.5:1 ul®] 3:1 T oF 3:1, 1.5:1 T oF 1.5:1 WA 2.5:1 =& o 2.5:1, 1.5:1 &
9 1.5:1 WX 2:1 EE oF 2:1, 2:1 EBE oF 2:1 WA 411 EE oF 4:1, 2:1 B ofF 2:1 YA 3.5:1 E&
oF 3.5:1, 2:1 ®& oF 2:1 WA 3:1 ®& of 3:1, 2:1 =& oF 2:1 WA 2.5:1 B& oF 2.5:1, 2.5:1 T oF
2.5:1 UlA] 4:1 =& oF 4:1, 2.5:1 & oF 2.5:1 WX 3.5:1 T 9F 3.5:1, 2.5:1 T oF 2.5:1 YA 3:1
T oF 301, 3t Ea oF 31 WA 401 E o 4ilojnh. AN FAdelA, e vl HEEE vy Ax
o A e AlE FEY EE MCBO Hu/l HlE2 2.5: 10|k, A FAdA, &5 wdel HFH= v
AE o A e AE FEY B MBO AES] HE2 oF 2.5:10]t,

A TN, TF Mg L8 g 9, dE 5o 1L 43& HH° Aol A e, AR >l
T MFE AeweT], dE 501 50 L AeikgrldlM sREn. A5 FAdlA, Mg A= 27 4F
T gl HrhE

AR FHNM, T MF> 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
22, 23, 249 EE I ol FF FETE. AR TN, T g A 169 Ft T,

AR FEoolM, FE wjde 37C i oF 37CAA .

A Ao, FE wg2 pl 7.9 E= oF pll 7.9014 G

AR P, FE vlgS 50% o149 §F AR (D0) oA ST

A oA, dAl Al vl vl #1(E D2 MCBE Aitebes dl AREH AL oAl A g wiA] #2(F 2)=
AFA-wl] ookFel At Axg Aiste vl ARt

A% Tl A, A da) AT FFY, A5 S0 ¢ FH9 ANG Wy ALY FEF WEL 50 x 10°
wi= oF 50 x 107] WA 50 x 107 i oF 50 x 10 /9] ME, o]E So] NB MY Ei= FA-#Y] ofkE
NEES AT, A2 FHoA, TS 50 x 100 == oF 50 x 107] A 25 x 10" = <k 25 x 107,
10 x 10" = ok 10 x 1070 WA 1 x 100 == ok 1 x 10070, 50 x 10° ®3= oF 50 x 107 WA 75 x 10 &
= ok 75 x 1070, 50 x 100 Ei= oF 50 x 1070 W] 50 x 10° E= ok 50 x 1077, 50 x 10" E= F 50 x 10°
A WA 25 x 107 E= ok 25 x 1070, 50 x 10° B ©F 50 x 107] WA 1 x 10 EiE oF 1 x 107}1 50 x 10°
L= 9ok 50 x 10° N WA 75 x 10° L= ok 75 x 107H 75 x 10° L= ok 75 x 107H WA 50 x 10" T ok 50
x 10" 7H 75 x 10° T= 9F 75 x 1087H WA 25 x 10" T= 9F 25 x 10' 7H 75 x 10° T= 9 75 x 1087]] WA
1x 10" ®= ok 1x 107, 75 x 10" = oF 75 x 107 WA 75 x 10" E= o 75 x 107], 75 x 10" i
oF 75 x 1070 WA 50 x 100 = oF 50 x 1070, 75 x 100 E= oF 75 x 1070 WA 25 x 100 EE= oF 25 x
1070, 75 x 10° = oF 75 x 107] WA 1 x 100 E= ok 1 x 107, 1 x 10 %= ok 1 x 1070 WA 50 x
107 == 9k 50 x 10070, 1x 107 3= oF 1 x 107] WA 25 x 10" == oF 25 x 1070, 1 x 100 B oF 1 x
1070 WA 1x 10" E= ok 1x 10 7], 1x 10 E= o 1 x 107] WA 75 x 10° E== 2k 75 x 1070, 1 x 10
= ok 1 x 10770 WA 50 x 107 E3= oF 50 x 1070, 1 x 100 ®i= oF 1 x 107 WA 25 x 10° == of 25 x
1070, 25 x 107 ®3= ok 25 x 1071 WA 50 x 10" = 2k 50 x 10 71, 25 x 107 E= of 25 x 10 7] WA 25
x 10" = oF 25 x 10770, 25 x 10" == oF 25 x 107] WA 1 x 10° == ok 1 x 10°7), 25 x 10° E= o
25 x 107] WA 75 x 10" ®= oF 75 x 1070, 25 x 100 E= ok 25 x 10 7] WA 50 x 10 Ei= ok 50 x
1077, 50 x 107 3= ok 50 x 107 WX 50 x 10" E= 2k 50 x 10 7}, 50 x 10" E= o 50 x 10 7] WA 25

x 107 = ok 25 x 107, 50 x 10° m= oF 50 x 10770 WA 1 x 107 m= ok 1 x 107, 50 x 10 Ei= oF
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50 x 1070 W] 75 x 10" = ok 75 x 1070, 75 x 10" = ok 75 x 10 7] WA 50 x 10 EE ©F 50 x 10
A, 75 x 100 = 9k 75 x 107) WA 25 x 100 EE oF 25 x 107 7)), 75 x 10" EE= oF 75 x 107 A 1

10° == o 1x 107, 1x 10" == ¢ 1 x 10 7H1H7<]50X10 = o 50 x 10070, 1x 107 ®E oF 1
x 1070 WA 25 x 10 = oF 25 x 107}, i 25 x 10 EE= oF 25 x 107 7] WA 50 x 10 EE oF 50 x

10°70e] ME, 6= So], o= So] MB A = AFA-7T] ook xS A

Ay AN, FL A7 69 e oF 69 WA 109 = oF 109 9] AE, <& B MB AE EE
JAFA-dT] ookE MEE X8 60 Hi= oF 6070 WA 100 HEi= °F 100709 vpolds At A5 74
ool A, shgo zkzt 89 i ofF 89 o ME, oS Eo] MB AFE wE QFA-wY ookE ANEES ¥3e}
At o]&2 3= 807l B oF 807H¢] Hio]dS A gL

AN FA ol A, e A A Ax FFd U] AlE, & 5o NK Alxe] AlE ol vl A 45, o
2 So] MCB MEQ AE FE 1008 == oF 1008 WA 5008 == ok 5008 Z71A17 1:}. QB 1 ool A |
e A A AE FFY WY AE, dF 5o NK A|EY AE o vla] AE =, 42 5o NCB A*E9

AE 5 1009 == oF 1008) WiA] 5008] Ei= o 500u0, 1008) Hi oF 1008) WA 4008] HEi= oF 4008,
1008 == oF 1008] WA 3008] Fi= oF 3008, 1008] = oF 1008] WX 2008) T oF 2008], 2008) Hi=
ok 2008 WA 4508) = oF 4508, 2008) Hi= oF 2008 WA 400W) = oF 4008, 1008] Ei= oF 1004
%] 3508 = oF 3508, 2008 L= oF 2008] WX] 3008] iz oF 300W), 2008] FEi= oF 2008 X 2508 =
= oF 250W], 250W) i oF 250®) uix] 500W) iz o 5008, 250 i oF 250W) WiA] 450W) mi= oF
4508), 200W) = ok 2008] WA 400 L= oF 4008, 250W) i ok 2508] WA 350w i oF 350W, 250
v mi= oF 2508] W] 3008 FEi= oF 3008, 3008] T oF 300W) 1A 500M) = ok 5008, 300W] mi= of
3008 WA 4508 HE= o 4508, 3008] HE oF 3008) WA 4008] E= oF 40081, 300H) HEx ok 3008) X
3500 X oF 350, 3508 = oF 3508 WX] 500W) X eF 500ul, 350W) HE= oF 350W) WX] 450u) EE
oF 450u), HE= 350M] = <F 350W) WX 4008 H= 9F 4000 F7FAIZIT.

A5 G, g2 2A A AxE FFY U AxE, oE B NK MEY M Fo vl AE 5, 4
2 Zo] MCB AMXEZo AE 42 1008 =+ oF 1008 WA 70,0008 === 2F 70,000H) 27}47&1:}. U5 Fdd
oA, e A A3 AE FFY e HE, oE Eo NK AXEe MXEZ o v HE 4, dE o MCB

Aol AxE 5 Holx 10,0008, «E Eof, 15,0008, 20,0008, 25,0008, 30,0008, 35,0008,
40,0008, 45,0008, 50,0008, 55,0008, 60,0008], 65,0008) H+&= 70,0008 ZF7FAIZIT),

A% FHaelA, NOB AESh AH AL FE NG NB /L AFA-AT oJopFel Agarle] A
AL, E ol NK AEE 59 mt oF 59 WA 159 EE oF 159 A AT A% FANNA, NB AX
of WY AE FH WS MCB D/EE AFA-AT elopEel Agetrle] AFF AL, o Sol N AEE
5] mi oF 5o] U]x] 159 Wi oF 159], 5] Wi of 50] vlx| 120]5W Wi oF 120051, 50] wi o} 59]
2 109 m of 109], 50] Ei o 59 vl 7o]5W wi oF 70]53, 7o]5W wi oF 7o]5H UlA| 159] mi
oF 159, 59 mi oF 59 WA 129057 miE oF 1299530, 7953 mE oF 79053 WA 109 EE F 109, 10
o mE o 109 WA 159 EE o 159, 109 EE o 109 WA 1290531 EE oF 1299531, =& 12951 =
£ ok 120153 WA 159 & oF 1590 A A BT

% Sol AFA-2T] oJoFF AL vlolks
S/ QIFA-A oJoREd] Algelrlel A
57 = o 120153 M ZTeET. AN T
°F 100709] vholete AAkshE, 7} = Q)
NK AIEES 109w oF 109 A _ﬁ;@fs}m} g ol

TFAdol A, MCB AES Ju AEe] 3% v A
= 9k 50 WA 150 E= oF 15070 AAeE, ZHe N
dE 59, NK AlEE 795" == oF 7954 WA 12
, MCB Al Ee} ¥ AE FF wje 1007 &
-gl] o oFEel Al&alrlol] A ME, o E 5o

10 % ‘Hil

o442 2= Z o
&

4z _Erﬁ_%:‘l-'l PF( S |
(;‘_Hlu
_\1

1—H

;oﬂloﬂﬁ 4o &9 MCB AlE ol B3] MCB ZL/%x AFA-wY o ofEo ALE-3l7|o H&sk Ax
2 So] NK AZ £ 1008] == oF 1008) Ulx] 5008 = ok 500u) Z=7FAIZIth, A3 oA,
&

X 7} A5
2 T NCB A el H]3)] MCB B/H= AFA-dY] o] ofFol Agal7]ol Ajet AlxE 4, dF o] K *ﬂ
EN ok

Kol

.
e
I

2
ml

il
1008 H&= oF 1008] WA 5008 H&= oF 5008, 100d) H= < 1008] WA 4008] H= <F 4004,
EET___‘ oF 1008] =] 3008) H&= <F 3008, 100W] HE= oF 1008] WA 2008] HEE oF 2008, 2008 & oF

= H:l o ) 1o
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2008 WA 4508 = oF 4508, 2009] = oF 2009 A 4009 = oF 4009), 100] Ei= of 100M) WA
3508 = oF 3508, 2009] = oF 2009 WA 3009 = F 3009, 200] = o 200 WA 250w Ei=
oF 2500], 250w = F 2508 wiA] 500m) iz F 5008, 2508 FE= oF 250m) WX 450u] FEi= F 450m),
2008 T oF 2000) WhA] 400M) = oF 400M), 2509 = oF 2508 WiA] 350u) = o 3508, 250m) wi=
oF 250m ti#] 3008 3= oF 300w, 3008 = oF 300u] th#] 5008 = oF 500u), 3009 = oF 300m) U
A 4509 mi= of 450m), 300w) Ei= oF 3008) A 400 = ok 4008, 300w) i ok 3008 WA 350w I
= oF 3508, 350M) i ok 350m) WA 500M) i oF 500M, 350W) iz oF 350W) wjx] 450m) Ei= of
4508, 350M) = oF 350m) U1A] 400w FE= oF 400w) F71A1ZICE,

K

A e, B2 F0 M AR el wls) MCB B/ QISR o okgel AREshrlol A ehet Al
G, olE 5ol NK AIE 5 1008 == oF 1000 lﬂxl 70, ooouﬁ 55% ok 70,0008] F7IAIZGH, AR & o)

& % MCB AlE ol Hlel MCB B/E= ISFA-w] S okEel ARgarlel Agd Ax 5, dE S0
NK AIE 5 Hol% 10,0008, & B¢, 15,000HH 20,0008, 25,0008], 30,0008, 35,0008}, 40,0004},
45,0008, 50,0000, 55,0008, 60,0008, 65,0008 == 70,0008 F7HAZIc).

2o 1%d vsh gol AEZE B3 R AT B 24T FANNA, BF D AFH AT 2F} we
HEgor 2A5E Ae ohin, dF ol 4TAOE FARYNEL AL ohin, A% Eol o|F vz,
% Hol Belol Z1AF wieh e (AR W/EE IL-158 Tiehe o)F WA wget vHz 43Hew
ARG E AL ohirh. mebd, B JEH e 2aE A%, oF o ol /1&H 244 AX
g 2454 ge AZEVE BRIE AL IR T8+ Ak,

Q5 TG, 24E AL, F 5o FAEPH ALE 248 AL Felo] Sol4 A%, dF B,
249 AE] FUe Hom AT 24HA e AEE BACR A @t BAE Agsiel, 22w
We AE, dF So} W-FAEQH AEZYE PRAG. AF FAolA, 248 A FUE OR, A
So} welo] 71AE CARS] A Rolth.

AT BT A l"ﬁ:ﬁ]% A% Azge FAHOR ol bsdtr], odF Hol, ClinilACS® #F A2

X5 FAXE B4 (flow cytometry) S AM8-3lo] %}

5ol FAEYE AEE MARA AE BF B gl 24

¥ FEo. vARA Ax 25 PHE 95 £ Dalili et
al., "A Review of Sorting, Separation and Isolation of Cells and Microbeads for Biomedical
Application: Microfluidic Approaches," Analyst 144:87 (2019)°] 7]z1% o] At}

AE oo A, BAFET ATH AXEY 19 = oF 1% WA 99% =& oF 99%7} AFHor ZFFHI, o
S0l AFHoz FARYFHIL, odF £ olF TdHA, odF Eo] EHd VA nvie} & CAR E/EE IL-15
2 I3l o]F dmAS xieE HEE AFHoR FAEYAT. 98 TN, FAE RTFH A E
o] 1% & oF 1% WA 90% = °F 90%, 1% =& °F 1% Lﬂx] 80% = °F 80%, 1% Hx oF 1% WA 70% Ei
oF 70%, 1% T oF 1% WA 60% == oF 60%, 1% £ oF 1% WA 50% T oF 50%, 1% T oF 1% WA 40%

e ok 40%, 1% v F 1% WA 30% v oF 30%, 1% Ev F 1% WA 20% v oF 20%, 1% v oF 1% WA
10% %= ¢F 10%, 1% v oF 1% WA 5% = ¢F 5%, 5% v F 5% WA 99% == ¢F 99%, 5% v oF 5% Ui
2] 90% H= oF 90%, 5% L oF 5% WA 80% HE= oF 80%, 5% i oF 5% WA 70% H+= <F 70%, 5% v oF
5% WA 60% %= ¢F 60%, 5% == oF 5% WA 50% %= ¢F 50%, 5% v ¢F 5% WA 40% == <F 40%, 5% E
= 9F 5% WA 30% F= oF 30%, 5% T oF 5% WA 20% = oF 20%, 5% F= oF 5% U1A] 10% = F 10%,
10% %= 9F 10% WA 99% B oF 99%, 10% H=+= ¢F 10% WA 90% H=+= <F 90%, 10% H=+= ¢F 10% WA 80% &
= 9F 80%, 10% H== oF 10% WX 70% = oF 70%, 10% == F 10% W= 60% = F 60%, 10% = 2F 10%
A 50% H=v= ¢F 50%, 10% v ¢F 10% WA 40% %= <F 40%, 10% H== oF 10% WA 30% H== oF 30%, 10%
e 9 10% WA 20% H= oF 20%, 20% Hw o 20% WAl 99% = oF 99%, 20% v oF 20% WA 90% HEv
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A 60% W= ok 60%, 20% FEE ok 20% WX 50% W oF 50%, 20% X ok 20% WX 40% i oF 40%, 20% W
= oF 206 WA 30% EE oF 30%, 30% FEE ok 30% WA 99% WEE oF 99%, 30% HEE oF 30% WA 90% i oF
90%, 30% X oF 30% WA 80% FEE oF 80%, 30% WX oF 30% WA 70% W oF 70%, 30% T oF 30% WA
60% = oF 60%, 30% TEE oF 30% WA 50% WX oF 50%, 30% T oF 30% WA 40% T oF 40%, 40%
oF 40% WA 99% i oF 99%, 40% W oF 40% WA 90% i ok 90%, 40% W oF 40% WA 80% T oF
80%, 40% =X OF 40% WA 70% TEE ok 70%, 40% W= oF 40% WA 70% W oF 70%, 40% T oF 40% WA
60% = OF 60%, 40% TEE oF 40% WA 50% W oF 50%, 50% T oF 50% WA 99% T oF 99%, 50% i
oF 50% WX 90% T ¢k 90%, 50% T ¢k 50% WA 80% X oF 80%, 50% = oF 50% WA 70% Wi of
70%, 50% T oF 50% WA 60% TEE ok 60%, 60% WX oF 60% WA 99% W oF 99%, 60% T oF 60% WA
90% X oF 90%, 60% =X ok 60% WA 80% W= oF 80%, 60% T oF 60% WA 70% T oF 70%, 70% T
oF 70% WX 99% T ¢k 99%, 70% T ¢k 70% WA 90% =X oF 90%, 70% X oF 70% WA 80% Wi of
80%, 80% Wiz oF 80% WA 99% = oF 99%, 80% T oF 80% WA 90% Ei= oF 90% Hi 90% Hi oF 90% Ui
A 99% i oF 99%7F AAEH oz 2FFHI, dF Eo] ATHoR FHEHL, dF Bo] oF udHA, JdF
Eo] ol 714l whe} 22 CAR m/m IL-16% X3stE olF dudS ¥t WEE ooz I

oA, Al T+ #12 NCB

A8 FHA oA, Al T A2 MCBe] 529 AEE sssta vjgdiet. A5 1L

29 AEY & nlo]d o E o] 89 e o 89 s AE, dF S zﬂl T A2 MCB A x3Hs)
= T vholdks sfestar wigeith. AR AN, AR AL NCB AlE H= A2 MCB Aﬂib F7 94
Aot A wkEo] A2 T A3 MCBEA Eix AFA-wY efF oz AREElrld HEge AEE YA
A P A, A1 MCB =& #12 MCBe] 35 Yo zREH e AXE F3stal YeAZth

A Lol A, A sl AE FaY, AL MCB == A2 MBY &% wjdo2HE Y AXE 88, s
BHE ZAE, dF B9 Blo 7$d Y5EE AL To 5Z2AZY. 45 FdddM, Axs 53 3 A
HEAY, wepa], B aye gAgstdga 228 NK AE, o2 5o B 7jsd i oa) Axd &3ty
I A=FE NK A, o5 B9 B 7=d Wil &) it 73 2 MHE 4351 A% NK AXE,
2 JERE ZAE 2 5o, R &l YERE XSS e AT 2AES 4T3

AR FHANA, AELE T2 Aol odE Eo] Edol 7|AE e} 2L WYeRE A4EY gAY, 48 F
Aol A, AEZs Wsor sAdY. A5 T, AELE Y5 vlojdox FZAHEY

U FHool A, HHL FAE I AT NK AE JHoz2HE NK AXE Bdste AL F7l2 E£8hsing

NK A5 st A3k dAded o] T 1o =AE]

AR FHANA, AA 4 MEE FAA2 2215 A] e

E. 834 2 A= KK A EA

o5 Eof, Eol 7I1&% nie} o] AA QoA g A A58 T, FF I A=5%1 NK AE Feke Aol A
Ad-oz dAE = g F/HAR(AE B9, AV Ve vie E8)E 7HE Byt oy}, o5 ¥IY &
g o], dx od /s 39 wid de)e 9 I Y B U Addez dAskE NK
A HAetages g2

AE 9o, 2 NK AlE T5YS 9 A, oS o] A Qold FHHA & dd Ay fylozr
H fadlE AZolt. ughA, dF A%, FFEHy A5"H K AXxsE 3% A5S TR, S, olE2 BF
Z9 NK AE 599 gFoz g dasiez o A7 9 Fr|AZEE Fed AE fQue FE g%
< 39 FAAEE FHTT. 2y o2 AA o S T e4E TRAdAe Addez AT 5§l
om FINK A FEA ¥IY S4= a2

AR Aol FFHT A5E NK AE Jo2 Hojx 19 /e g5 A a8 AExE 23, dF £,
29, 299544, 39, 49, 59, 69, 79, 795H, 84, 99, 109, 209, 304, 409, 50, 604, 70¢],

804, 909, 1009, 1509, 2009, 250%, 500%, 7504, 800, 9009, 10004, 2000%, 2500%, 3000
40009, 50009, 60009, 70009, 8000, 9000, 1%, 2%, 3%, 4%, bZF, 6%, 7%, 8%, 9% &&= 10%
Mol a2 e AEE EIE.
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= 100% CD56+CD3- M| Z& =z 3Fsic},

SAE T AFE NK AZE G So] 39d 2do 93], 48 o, (D16, (D56, CD3, CD38, (D14, (D19
NKG2D, NKp46, NKp30, DNAM-1 2 NKp44 = 3li} o]ate] ¥w walo) o3 EAstd 4 9t}

welo] AR EW v dgel T B9 A g

l

DA ET. B B0, 9B Ao, K AE TFY,
fE&d2 9 D169 158 V/V WHolAE & v} x&3sta, oS Eo], (D56+CD3-L&o] sl A 1%@ o8N T

= W9 xstyd 27 Hl=(oE £9, CliniMACS Prodigy®

53 (D3(H) v LAHAT, &4 2 25 Fof| o2 1 o9
FaddA, dFHa A=
o] ¥ 9 A=o=2HEH 4y
90% Ao]% 95%, A o]%= 99%, T

HNK AxE, odE B9 47 71AE vk} 2o, & Eo dd ARd /4
I A=E NK AEE HoJ= 60%, S Eo] FHolx 70%, ok 80%, ZAol%

HNK AE=, dE 50 471 7148 vkeh o], dE 5o & AvE #4
o B4 ¥ AFoRE FFHT AFE N AEE Hol% 606, AE 5o Holw 0%, Holw 80%, Kol

N AE=, dF 50 7] 714" vkep o], dE 5o @ Add #4
FH oL 258 NK Al Aol 60%, o5 &0 Aol 70%, Aolx= 80%, #ol%=

HNK AE=, dE 50 471 7148 vkek Zeo], A& 5o &l AvE #4
o #g ¥ AFoRE FFHT AFE N AEE Hol% 606, oAE 5o Holw 708, Holw 80%, Kol
= =

IR FddA, S 254 A AdE {4
of g 9 AFo2HE FFEHL A= NK XS Hojk 60%, dE E° Ho= 70%, Aok 80%, Aol=
90% Aol 95%, Aol 99%, Wi

=R HNK AlZzE, & 59 47 7149 viel Zo], oF 5o dd Agd f4H
o g4 9 Z}JOEHH FAE A=F"E NK AEs o= 60%, & 9 Hol= 70%, ok 80%, Holk
90% = 100% CD94+ (KLRD1) A EZ E3Hsic).

A5 FddoA, GFHa A58 NK AEE, dF5 59 A7 7149 bkgf Zol, & 5o dd Agd 4
o g 9 A=oz2HE & A=H NK A 20% ©)8k, od& &9 10% ©]sk, 5% ol3sf, 1% ©]3} & 0%
D3+ MEE %33t}

A5 FddoA, GFHa A58 NK AEE, dF5 59 A7) 7149 bkgf Zol, & 5o dd Agd #4
o] g4 2 AFoRE FHEHI A= NK AEE 20% ©]8, = Eo] 10% ©]3), 5% ©|8F, 1% o3} T 0%
CD14+ A X & *33lc}

A5 oA, GFHa A58 NK AEE, dF5 59 A7) 7149 bkgf Zol, & 5o dd Agd /4
o] g 9 A=o2HE I A5H NK H2ZE 20% ok, & & 10% o3k, 5% ©l3F, 1% °lsk & 0%
CD19+ A X5 >3gslc)

AR Lo M, BFFEL A=FE NK AEE, dE 59 A7) 7149 vle} o], oE S0 dd Agd {4
o] g ¢ A=o2HE I A5H NK H2ZE 20% o8k, & 5o 10% o3k, 5% °l3F, 1% °lst & 0%
CXCR+ A|®E ¥ g3t}

A5 FddoA, EFHa A58 NK AEE, d&5 59 A7) 7149 bkgf Zol, & 5o dd Agd /4
o] g 2 AForRE FHE I = NK AEE 20% ©]8, A= So] 10% ©]3), 5% ©|8F, 1% o3} T 0%
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welo] 71%9 ush gol, B AYASE HAE Belel 71&H wpgel ola] BA4wn AFA MK AL 34
WA A vl AA Ee FEOE (DIES WA e (D6 WAL 2E A AU YHITE A
o _8__ H Q

AZ3HlTh. (D169 Eo WS 4y AE7F ADCCE AASHE o 83 (DI6S LEEE 223t I8
S AAS, webA ol B view I A A= Wyl mda 4 ,

Aofo A, s A58 NK AEE, & 59 7] 71A8 vkel Zo], dE Eo 9d Agd Fylo 3
9 Ao g e gy =g NK AEE 50% o4, oE Eo] 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% =
= 95% (D16+ NK A ¥EZ ¥E3Haic},

A5 F>eel A, s A=E NK AEE, 04]% S0 71 7IAE wkep o], A& 5o vd AW
3

= s
o 4 W oy FHFE 1 x=FE NK A|EE KIR 84 A9 KIR B g4 2 (D169 158 V/V
HolAE % o} 333, 50% o4, dE So] 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% HEE= 95% CD16+ NK

AR T, (D16S Tdste FFwa AFE NK AEL vj&, dE 5o 47 7149 vk go], d=
ol @ Add frilel g 8 AFoRFYH dgH L A5E NK AEe] vEe AWIREE A A=
AR A el o] HE edsAY ¥ =

A el A, NKG2 £ Tdshe FAHI ASE NK AEL] vlE, dE 5ol 7] ZIAE vk 2o, &
o] @ Add frilel g 8 AFoRFYH dgH L A5E NK AEe] vEE AWIdREE fAd A=
Al A e AlEe] W& FdaAY o st

A FAOl A, NKp30S A HFH I A58 NK AZ] W&, oE 5o Y] Z1AE vk 2o, <&
Bo] @ Add fule g 8 Ageziy HgHL A5E K AE] & AWIZRE Fad A=
Al A e AlaEe] W& FdaAY o st

AR FEolA, DNA-1S ddshE g al A5E NK AES] v, o E 5o 7] 71AE vhek Zo], «E
o 9d AWE fulel G % AF5ozry HAHL AFE K AEe] HE2 AqderE FUd A=
Al A e AlEe] W& Fday o st

A FR-elolM, NKpads Tdeh= s o ASE NK AEe] W, oS 5o 47 7IAE Hist Zel, dE
o] @ Add file g 8 Ageziy HgHL A5E K AE] & AWIZRE Fad A=
Al A A AlEe] W& FdaAY o st

A FAA, NKp46% Bdshs BAEI AFE NK AE] wE, dE 5ol 7] 7A€ wtek 2o, <&

=]

B

ol 9 Add fFile & o H oSgEa ASE NK AEe] vES A ZRE fFagh Al
E W AA e Alze] vEd FdsAY o

oo 71&E mpel o], E wtmALe wik mde Edo] y&wd gl o8 FEwa A" NK AE7}
D38e W Froz BAFTE AL AFAUY. (M8 54 o AWl S0}, U TFE 2L FA
T W) o] gyl Aottt o & 59/, Jiao et al., "CD38: Targeted Therapy in Multiple Myeloma
and Therapeutic Potential for Solid Cancerrs," Expert Opinion on Investigational Drugs 29(11):1295-
1308 (2020) #F=afef. 1oy, F-(D38 FAE NK Mot 34 FA4F A9, NK A7} AAd¥ o= (D3gg o
Ast7] wiiEel $Fas (fratricide) 7t 571 f1gdel dvk. 2ejy el 718 Wilel os) s A=
H MK AlEs W2 59 (D38 AR E Y= FAE 530, g2 a2l s (D38 Tde 7
2A17171 8 As dld® 2L 22 o ESFUAR(YE 59/, Gurney et al., "CD38 Knockout
Natural Killer Cells Expressing an Affinity Optimized CD38 Chimeric Antigen Receptor Successfully

Target  Acute Myeloid Leukemia with Reduced Effector Cell Fratricide,"  Haematologica

doi:10.3324/haematol.2020.271908 (2020) #=Esi2h), 24 7lsd Wi o3 HEy A% NK MEE

Az 22be] da glo] we 7 (D38S WastH, ole oE Fo] (D38 At xgste] e 7e=d

vpol o] FAE I A= NK AEE AMESte] o & Eo] (D38+ & A mshe o EHaL oA e olds

=

ELPEW, A oA, S ASE NK AEE, 1% Eo] A7) 71A1E npel o], o F Eol ¢ Al
Re g 2 Ao HE gy z=E NK /H] = 80% ©]skel D38+ M, oAlE B9 75%, 70%, 65%,

60%, 55%, 50%, 45%, 40%, 35%, 30%, 25% =X 20% o]sle] CD38+ A EE ¥ &3c).
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AN FAoll A, SEa 2p=E NK AlEE, oﬂ—i— o] 471 71AE uie}k o], oE S ¢ ANE F4
o] gt 9 FowRE FAE T AFE NK AEE KIR 584 AL KIR B id-xdx 2 D162 158 V/V
WHolAE & v} ¥3slaL, 80% ©]ste] C(D3s+ AE, oS Eo] 75%, 70%, 65%, 60%, 55%, 50%, 45%, 40%, 35%,
30%, 25% HEE 20% o]ake] D38+ AlEE X33},

A5 FHA A, FFH L ATE NK AlEE, A5 5o A7) 7148 vl o], dF o] dd Add 4

4 9@ oy A ATE NK AEE KIR F84 A9 KIR B the+d2 2 (D169 158 V/V
HolAZ & v} E3slar, 80% olake] D38+ AlE, S Eo| 75%, 70%, 65%, 60%, 55%, 50%, 45%, 40%, 35%,
30%, 25% WX 20% ©o|8Fe] (D38+ M|EE E3balar, 50% o4, dlE Eo], 55%, 60%, 65%, 70%, 75%, 80%, 85%,
90%, WE 95% (D16+ NK A XS ¥ 3+3lc}.

=z,

o

A5 FEdA, FEHL A=
o] 4 % zHoZHY I3y
WwolAl s & v xgsta, s EgeTh: i) 50% o] g, dlE 5o, 55%, 60%, 65%, 70%, 75%, 80%, 85%,
90%, W= 95% CD16+ NK A13; R/mEE i) 80% olake] (D3s+ A%, &3 So], 75%, 70%, 65%, 60%, 55%,
50%, 45%, 40%, 35%, 30%, 25%, =X 20% ©]ake] D38+ AFE; W/EE iii) HolxE 60%, <E Eo], o=
70%, Ao 80%, Zol% 90% Zol% 95%, Aol% 99%, WX 100% NKG2D+ A|E; L/HEE iv) AHolL 60%, o=
o], Hol& 70%, Zol% 80%, HoJ%E 90% Hol%E 95%, Z o] 99%, T 100% NKpd6+ A|E; W/EE v) 2o
T 60%, A= B0, HoJx 70%, Zol% 80%, Holx 90% Holx 95%, Z o] 99%, = 100% NKp30+ AE; 2
JEE vi) Hol® 60%, dE o], A% 70%, HolL 80%, HolX 90% HoJw 95%, AolL 99%, HEE 100%
DNAM-1+ A E; D/BEE vii) AHol% 60%, oS So], Aok 70%, Zol% 80%, AoJ% 90% Aol 95%, Zol=
99%, i 100% NKpdd+ AIE; L/EE viii) o 60%, S E°], ok 70%, Hojk: 80%, ZHol: 90% 2

AlE=, 041 of 471 71A% wie} o], S S0 @ Add f4
A= NK AIE= KIR 5284 Alde] KIR B thgfd2 3 (D169] 158 V/V

mlm
mﬁ

()
=
-

=

& 95%, AoJE 99%, HE+ 100% CD94+ (KLRD1) Al B/EE ix) 20% ©lsk, d& E°f, 10% ©3}, 5% ©]3},
1% ©]3F & 0% CD3+ ME; H/XE= x) 20% ©l3h, <& 59, 10% °lsl, 5% ©lsF, 1% ©]3F & 0% CD14+ Al
2, H/EE xi) 20% ©8h, dE B9, 10% ©]3F, 5% ©]3F, 1% ©]8F Ei& 0% CD19+ ME; H/HEE xii) 20% ©]
3t, dE& 9], 10% °l3, 5% olsf, 1% o]al Hi= 0% CXCR+ AM3E; H/HE:= xiii) 20% o3k, & E°l, 10% ©]

sk, 5% ©lsk, 1% ©]3} & 0% CD122+ (IL2RB) A|3E.

Av FEA, Y ATE SgEE 438 WK ATNA AsHA @Au, vy Az w5 AU
o

(signature)¥ o|E So] ZIF AE &9 Jal(dE & EA xd gezEs @ s dAEsto=

A) e Iy A2 o ddEE 2 A 2/EE welde) o dEd 4 Q.

oS Sof, dF A, 2 yAAd 7jed W 23E Iy A2, dF 59, Ad 3 AxE xS
2 g8 HHsleE 22ZE QoA 71€3F eHul-78 ¥ T

Aol Al AE FEA Uel AXol o8] wAHA ek 4
AEE AHgstel A A H]E% 95}

A=sles AS Egsith. odE B 229 Iy MEE 4

1BBL(UniProtKB P41273, AME¥3& 1), ¥ Z2%d IL-21(HEHT 2), E Eado] TNF%}(Hoﬂrﬁi 3)Z o] F

A o RFE AEEE= Hox 'SMO FHAE FEes 23E 5 JdAY("ellut-78 ME"), FE= 0|9
HolAY 4 Ut}

olgst ¥ MEs FFFEI ATE NK ]EOHH X]QQX] &GS AR, FHFHI 2=FE NK AEE FY

ok webd, e e A5E NK
al), ool wdsh: wu

E, A8 Bol, ABNA dH AE Soldel wud mt A AU(F,
= = o % =

., 0% %3 o
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[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

o}

WA 200 =& 9F 20

QR PR, G Fole GEFS Fw mwh. A 3
mol V}E o
3L

SIS 10-2024-0107147

= 2F 160 mmol WE%% E kst
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1-r1
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ot
v
dlo
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oN,
ol
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Ew, 7k

= m

el
o 7led 4FW

A 35% HEE=

Mool st o) Mﬁ}xﬂg— -

ERER, Nold-L-EfER 2 SpAIE-L- ERER), 2- oM]EO}ul

1+ E

oA, geole ol W wuld g F st ool ePEAE 242 0.1 mol WWoR ¥
KX o

o % PSAE TR A TANNA, S §o ) wma g
2] 0.1 =& ¢ 0.1, d& E°f 0.064 == ¢F 0.064 WA 0.096 = oF 1

TR, EFR AL B T, 95% o] &H-R TSl

CN-oPAE-L-EYER @ olAG-L-ERER), 2-0bH Eobv] E-3- (121 5-3-2]
AHg: NohIEYER, DL-oPADEAES @ N-ohd-DL-EPER) 02 of
o ol ge] gy sial

A, YeHE ZAHELS 10%
Q
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N
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1% do

EHEY, DLoHEEHER U N-opld-DL-EHEWR) 02 oozl o Ry
2

o
ot
2 =
v

J
=
rr o

1o 2

g Y gz 3 oA AE 22 0.05 = oF
°F 0.096 mmol 2 ¥g3th, o
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(28)-2-oFH B0 =-3-(1#F N E-3-) T2 (S th&3t o] A opAE EY
[e)

F4E,

rh

HA

= 9k 10% v/v WA 50% = oF 50% v/ve] LdEW g B =
B Fddda], YerE Z*é%e 10% == <F 10% WA 50% =

12

o =
< X%

rsL‘

o

[

OIUZ

o]

= =

°F 50%, 10% W= oF 10% WA 45% & °F 45%, 10% H+ 9F 10% WA 40% =5 ©F 40%, 10% T+ <F 10% W
oF 35%, 10% T+ ©F 10% WAl 30% & oF 30%, 10% =+ <F 10% WA 25% i <F 25%, 10% %=

o_]l:

= 9 10% WA 20% F= oF 20%, 10% == oF 10% WX 15 T oF 15%, 15% =& oF 15% WA 50% =&

50%, 15% H&= <F 15%
35% FE= <F 35%, 15%
ok 15% WA 20% ==
45%, 20% H=&= <F 20%
30% = <F 30%, 20%
oF 25% UIA] 45% =
35%, 25% H&= <F 25%
45% == oF 45%, 30%
oF 35% WA 50% Ev
40%, 40% H=&= <F 40%
WA 50% == oF 50%
10%, ©F 15%, <F 20%,

WA 45% F= <F 45%, 15% & oF 15% WA 40% Hv oF 40%, 15% & ¢F 15% A
T oF 15% WAl 30% = <F 30%, 15% = <F 15% W1A] 25% = <F 25%, 15% &
ek 20%, 20% v 9F 20% WA 50% e <F 50%, 20% Hw oF 20% WA 45% He oF
WA 40% = F 40%, 20% & F 20% WA 35% HE 9F 35%, 20% v <F 20% WA
T oF 20% WAl 25% HE= 9F 25%, 25% HE 9F 25% W1A] 50% HEE= <F 50%, 25%
oF 45%, 25% = oF 25% UlA] 40% Hw oF 40%, 25% H oF 25% WA 35% HEi= oF
=] 30% = F 30%, 30% & oF 30% WA 50% HEE F 50%, 30% v ¢F 30% WA
T oF 30% WAl 40% = 9F 40%, 30% = <F 30% WA 35% = <F 35%, 35% i
oF 50%, 35% = oF 35% WA 45% Hw oF 45%, 35% H= oF 35% WA 40% HE= oF
WA 50% = F 50%, 40% v oF 40% WA 45% = oF 45%, HE 45% H= oF 45%
v/vel Zgel VleE 4Rnl fAs T, AR TN, YERE 2= oF
oF 25%, <F 30%, <F 35%, <F 40%, <F 45% = °F 50% v/vel Qe |sd 4FT 8

S et AR TN, WERE ZHES 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45% T 50% v/vA
el Ved dEH e E9d

AN N, WEEE 2wE 20 B oF 20 WA 100 Ei= oF 100 g/Le] &, oS =0 QAzb &
W Ege. AN FAdelA, WERE 2dEL 20 £ o 20 WA 100 = °F 100, 20 = oF 20 WA
90 T oF 90, 20 = °F 20 WA 80 T oF 80, 20 T oF 20 WX 70 ®E °F 70, 20 ETE oF 20 WA
60 T oF 60, 20 = °F 20 WA 50 FEx oF 50, 20 T oF 20 WX 40 ®E OF 40, 20 EE oF 20 WA
30 ®E 9F 30, 30 ®E F 30 WX 100 T oF 100, 30 ®E °F 30 WlA] 90 FE= oF 90, 30 EE °F 30 WA
80 T °F 80, 30 Ei °F 30 Lﬂx] 70 & °F 70, 30 ®E oF 30 WA 60 EE °F 60, 30 EE °F 30 WAl
50 Tz oF 50, 30 Wi 9F 30 WA 40 Hi= oF 40, 40 EE 9F 40 WA 100 Fi= oF 100, 40 F oF 40 U1A)
90 T oF 90, 40 Ei= °F 40 Lﬂx] T oF 80, 40 E&E oF 40 1A 70 =& oF 70, 40 E=& oF 40 WA
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[0300]

[0301]

[0302]

[0303]
[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

ZIHSd 10-2024-0107147

60 W= oF 60, 40 Wi oF 40 WX 50 T oF 50, 50 Hi= oF 50 WA 100 Hi= oF 100, 50 Hi oF 50 WA
90 i 9F 90, 50 Hi= oF 50 WA 80 Hi: oF 80, 50 Wi oF 50 WA 70 Hi= oF 70, 50 Wi oF 50 WA
60 W= oF 60, 60 Wi oF 60 WX 100 T oF 100, 60 Hi= oF 60 WA 90 Hi= oF 90, 60 Wi oF 60 WA
80 W= oF 80, 60 Wi oF 60 WX 70 Wi oF 70, 70 Hi= 9F 70 WA 100 HEi= oF 100, 70 Hi oF 70 WA
90 T 9F 90, 70 Hi= oF 70 WX 80 Ei oF 80, 80 i oF 80 1A 100 Ei= oF 100, 80 Hi= <F 80 iA|
90 T °F 90, TEE 90 EE °F 90 WiA] 100 Hi= oF 100 g/Le] 4R, olE Eo A7 dNNS EFe),

Ay FAelellA, BERE 2AAES 20 g/l SN, oE 5o A GRS XL AN FHAANA,
TEE ZAES 40 g/l ERH, E 5ol A dNWE EdT. I A, YERE 2HE2 70
g/l &R, A& 5o At AFNE EF. AR FHe A, HERE 2L 100 g/L &, dE =

)

AR L A, BERE ZPEL ok 20 g/l GHEH, 0] <

WEHE 2AHES oF 40 g/L EFH, dE B9 A7 dHUS x3sict, A5 FdodA, WEsrnE 2452
o 70 g/L &N, dE 5o Azt &EWES xSt dF FEAA, dTEHE HES oF 100 g/L
AR o E B AzF dRTE ¥

AR LA, YEHE ZHEL A, dE So dH AAIFAE Frl2 TG, dB Lo
A, b EA () e JIZEMYER, JFZEA, (29)-2-ot Eoln| =-3- (1A E-3-Y ) T2 Ak (38 o533} 2
o] AHHE: oAl EHEI, N-oME-L-EHER 4 ofE-L-EHEN), 2-oEoli] =-3-(1/FJE-3-9)=
2R =

3 TSt o] AHH: N-oMHEEYES, DL-oMEEHER 9 N-olfd-DL-EHEROZ o] F
dofolA], YerE 2HES 2A4E U 99 g 9, odF 59 g5V
T S o] MAFAE 247 0.1 mmol HIRFS R X ety AR FAAA, YERE =
F, dE Eo] &¥u dA o o A AE 42 0.05 == oF 0.05 WA 0.1 =& 9F 0.1,
= o

w e

—

g 0.1 mol WRke] F HASAE EodT. A

I, = Bof &5 dwlE g 9 0.05 T
}

g2Edhe g 95%2] o-D-(1-6) A= FAH FF=F I (anhydroglucose) FFA((Coli0s), o2 HH
Hyolrt, "greFH BFLS o 1,000 BE A <k 2,000,000 EEo] Bagow FTFATH o]ES WMI(Y2E
T X2 WyEY, dF 59, 92E 1, 92EF 10, 92EZ 40, 92ET 70 o, 7|4 X Hif
FAES 1,000 2EoR Uir gholl sigstch. uwebA, «o& B9, d2E 402 Ht A0l 40,000 EE
T oF 40,000 ©Eolt}

i
t
iy
£
>
o
o
(e}
o
i
i
o
£
e,
A

A e, HAERS GiEG 40, HAE-> 70, R o5 XPOE oFolxl womFH HEHAG
AR FEoo] A, GiEFE HiEY 400]T)

A TN, HAER, dE 5], HAER 402 Lo ATHY, o= RedA HiEG §of E
HAEG 40 SR AAET. wEA, dF FddeM, 2= dAEY &, dE 5o 92ER> 40

Ha ERT

A FddelM, GaE &S A ARgel Agsitt.

Ay FAelA, GiREG GA oF 5% WA o 50% w/we] YXEY, dE 5o giET 402 XA U
Ao A, HaER” &2 5% = oF 5% WA 50% = oF 50%, 5% W= oF 5% WA 45% W= oF 45%,
5% W= oF 5% WA 40% FE= oF 40%, 5% W oF 5% WlA] 35% Hi= oF 35%, 5% Wi oF 5% WiA] 30% Ei= o)

30%, 5% T oF 5% WA 25% H= oF 25%, 5% W oF 5% WA 20% Hw oF 20%, 5% = ¢F 5% WA 16 E

_49_



[0311]

[0312]
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oF 15%, 5% X oF 5% WA 10% EE ok 10%, 10% T oF 10% WA 50% = ¢k 50%, 10% W oF 10% WA
45% T oF 45%, 10% HEE oF 10% WA 40% TEE oF 40%, 10% WX oF 10% WA 35% EE oF 35%, 10% W
oF 10% WA 30% & oF 30%, 10% W& oF 10% WA 25% HE oF 25%, 10% W& °F 10% WA 20% & oF
20%, 10% TEE ok 10% WA 15 W oF 15%, 15% W= ok 15% WA 50% X oF 50%, 15% T ¢k 15% WA
45% T oF 45%, 15% T oF 15% WA 40% TEE oF 40%, 15% W oF 15% WA 35% EE oF 35%, 15% W
oF 15% W= 30% & oF 30%, 15% W& oF 15% WA 25% i ok 25%, 15% W oF 15% WA 20% i oF
20%, 20% T oF 20% WA 50% TEE ok 50%, 20% WX oF 20% WA 45% W= oF 45%, 20% T oF 20% WA
40% T OF 40%, 20% TEE ok 20% WA 35% Wi oF 35%, 20% T oF 20% WA 30% T oF 30%, 20% HEE
oF 20% WX 25% T ok 25%, 25% T ok 25% WA 50% X oF 50%, 25% W oF 25% WA 45% Wi of
45%, 25% T oF 25% WA 40% TEE ok 40%, 25% Wi oF 25% WA 35% Wi oF 35%, 25% T oF 25% WX
30% T oF 30%, 30% TEE ok 30% WA 50% Wi oF 50%, 30% Wi oF 30% WX 45% T oF 45%, 30%
oF 30% WX 40% T ok 40%, 30% T ¢k 30% WA 35% X oF 35%, 35% = oF 35% WA 50% Wi oF
50%, 35% X OF 35% WA 45% TEE oF 45%, 35% W= oF 35% WA 40% W= oF 40%, 40% T oF 40% WX
50% i OF 50%, 40% = oF 40% UlA] 45% HE OF 45%, I 45% HE ok 45% WX 50% HEE oF 50% w/we
dAEg oI So] "iET 408 ¥IdTh, AR %16401101]/\1 gaEg fAo 54 10%, 15%, 20%, 25%,
30%, 35%, 40%, 45% = 50% w/we] PAEZ, oS , G2ET 408 2@t A5 FEdoA, drEQ
gone ok 5y ok 10%, <F 15%, <F 20%, °F 25%, °F 30%, oF 35%, °F 40%, °F 45%, =X ok 50% w/we] €AE
&, dE B9, d2ET 408 X3},

mlo

AR PRGN, GiE o1 25 EE oF 25 g/l UIA 200 EE oF 200 g/LO] YAEG, o|F So] giE
W40 TR}, AR FHOA, diET e 35 =i oF 35 UA] 200 = oF 200, 25 = oF 25
A 175 mi= oF 175, 25 EE F 25 WA 150 E&= oF 150, 25 mi= oF 25 WA 125 Ei oF 125, 25 Ei= of
25 W] 100 B3= oF 100, 25 Bi= oF 25 WA 75 E oF 75, 25 Ei oF 25 A 50 ®i= oF 50, 50 Ei= of
50 WA 200 = F 200, 50 Ei= oF 50 A 175 Ei= oF 175, 50 EE F 50 A 150 Ei= oF 150, 50
= oF 50 A 125 E& oF 125, 50 & oF 50 W] 100 B oF 100, 50 Ei= of 50 A 75 T oF 75, 75
EE o 75 WX 200 EE oF 200, 75 mi= oF 75 WA 175 i of 175, 75 EE o 75 WA 150 EE of
150, 75 mi= ©F 75 WA 125 ®i= of 125, 75 Ei oF 75 WlX] 100 Ei= oF 100, 100 EE °F 100 WA 200
EE of 200, 100 T oF 100 WA 175 mi= oF 175, 100 T oF 100 WA 150 Ti= oF 150, 100 E&= oF
100 A 125 ®= oF 125, 125 m oF 125 WA 200 =& oF 200, 125 ®E F 125 WA 175 & o 175,

OFO

_I_4

125 & oF 125 U] 150 B oF 150, 150 Hi&= oF 150 WA 200 %= oF 200, 150 HEi= oF 150 WA 175 %
= oF 175, ®& 175 & oF 175 LHX] 200 H= oF 200 g/Le] YAE™, oAE 5o] HAER 408 ¥
AR Lo, dAEG 9L 25 50, 75, 100, 125, 150, 175, iz 200 g/Le] Y 2EH, oF Eo H
2ET 408 EFerh. Ay T oﬂ oM, girE &AL 100 g/Lo] HAEZ, oE B €AEY 408 X
ok, AN FddelM, grES e oF 25, oF 50, oF 75, oF 100, <F 125, <F 150, °F 175, Hi= <F 200
g/Le] H2E, A& Eo] HiEY 408 EFIT. dF Ao, 9giE" g 9 100 g/Lo
HAER, dF 50 HAER 408 LT

AF AN, HAER NS SFIAL(HRERARE APH)E F7IR TG, AN FddelA, o
2EG A 10 £ oF 10 g/L WA 100 = oF 100 g/Le] SFHAE L3}, AR TN, giE
g gde 10 T oF 10 X 100 =& oF 100, 10 H=& 9F 10 WA 90 E& oF 90, 10 T <F 10 WA 80
T 9k 80, 10 Hi= oF 10 WA 70 B 9F 70, 10 E=& oF 10 WX 60 == <F 60, 10 T oF 10 WA 50
T oF 50, 10 Ex 9 10 WA 40 & 9F 40, 10 = 9 10 WA 30 T 9F 30, 10 = oF 10 WA 20
T oF 20, 20 T oF 20 WA 100 EE oF 100, 20 H= oF 20 WA 90 EE oF 90, 20 E= oF 20 WiA] 80
T oF 80, 20 Ex 9 20 WA 70 & 9k 70, 20 Ei o 20 WA 60 T 9F 60, 20 Ei= oF 20 WA 50
T oF 50, 20 Ei 9F 20 1A 40 Hi= oF 40, 20 Hi= o 20 W)X 30 Wi oF 30, 30 & <F 30 WA 100
T 9F 100, 30 T oF 30 WAl 90 H= oF 90, 30 Hi= oF 30 ulA] 80 Ei= oF 80, 30 HE oF 30 WlA 70
F= oF 70, 30 Ex 9F 30 WA 60 i 9F 60, 30 Ei 9 30 WA 50 T oF 50, 30 Ei= oF 30 WA 40
T oF 40, 40 T oF 40 WA 100 E oF 100, 40 Hi= oF 40 WA 90 Ei oF 90, 40 Ei= oF 40 WA 80
T oF 80, 40 T 9F 40 WA 70 T 9k 70, 40 Ei 9F 40 WA 60 T oF 60, 40 T o 40 WA 50
T 9 50, 50 B oF 50 W1A] 100 Hi= oF 100, 50 Hi= oF 50 WX 90 Hi= oF 90, 50 Hi= oF 50 WA 80
T 9F 80, 50 Hi= oF 50 1A 70 Ei= oF 70, 50 Ei= oF 50 WX 60 EiE oF 60, 60 Hi= oF 60 WA 100
= 9oF 100, 60 Hi= oF 60 WA 90 Hi= oF 90, 60 Wi oF 60 WA 80 Hi= oF 80, 60 Ei= <F 60 WA 70
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T 9 70, 70 i oF 70 WX 100 Ei= 9F 100, 70 Hi= 9F 70 WX 90 Hi= o 90, 70 Hi= oF 70 WA 80
T oF 80, 80 Tz oF 80 ulA] 90 iz oF 90, 80 iz <F 80 WX] 100 Hi= oF 100, 80 Hi= oF 80 WA 90
HE 9F 90, WEE 90 B oF 90 WA 100 EE °F 100 g/Le] FFFA2E ST AR FHA, grET
e 10, 20, 30, 40, 50, 60, 70, 80, 90, Hi 100 g/l FFIAE LT B P, drEY
AL 50 g/l FFALE Aot AN TN, HAES SN2 oF 10, °F 20, °F 30, °F 40, °F 50,
°F 60, °F 70, °F 80, °F 90, Hi= °F 100 g/L SFFAAE T, A TN, HAER N2 50 g/L
2FAAE XTI

[0313] AN FHo A, HAEG g B T HAEY, o Fo] 9AE 40, ¥ FFIAAE AT

[0314] AR FEANA, YEHE ZHES 10% == F 10% v/v WA 50% E= F 50% v/ve] Edl 7&d 9~Ed
SNS oo, Ay FddolA, WERE 2 106 T oF 10% WA 50%, 10% Hi= oF 10% WA 45%
T oF 456, 10% T oF 10% WA 40% Hi= oF 40%, 10% i oF 10% WA 35% Hi= oF 35%, 10% Wi oF
10% WA 30% T oF 30%, 10% Hi= oF 10% WA 25% Hi= oF 25%, 10% H=i= oF 10% WA 20% Hi= oF 20%,
10% @i oF 10% WA 15 Ti= oF 15%, 15% Bz oF 15% WA 50% Bz oF 50%, 15% H=i= oF 15% ulA] 456 &
= oF 45%, 15% Hi= oF 15% WA 40% T oF 40%, 15% Ei oF 156 WX 35% Wi oF 35%, 15% Hi oF 15%
WA 30% Fi= oF 30%, 15% Fi oF 15% WA 256 T oF 25%, 15% Hi= oF 15% WA 20% Fi oF 20%, 20%
T oF 20% A 50% i oF 50%, 20% i oF 20% WA 45% Wi oF 45%, 20% Hi= oF 20% WA 40% Ei=
oF 40%, 20% W= oF 20% WA 35% i oF 35%, 20% Ei oF 20% WA 30% Wi oF 30%, 20% Ei= <F 20% U
A 25% Hi= oF 25%, 25% Hi= oF 25% ulA] 50% Hi= oF 50%, 25% Hi= oF 25% UlA] 45% Wi oF 45%, 25% =
= oF 256 WA 40% T oF 40%, 25% & oF 25% 1A 35% Wi oF 35%, 25% Wi oF 25% WA 30% Ei oF
30%, 30% & oF 30% WA 50% = OF 50%, 30% Hi= oF 30% 1A 45% = OF 45%, 30% Hi= oF 30% UlA|
40% T OF 40%, 30% = 9F 30% WAl 35% Hi= oF 35%, 35% i oF 35% ulA 50% Ei oF 50%, 35% S
oF 35% WA 45% i oF 45%, 35% Wi oF 35% 1A 40% HEi= oF 40%, 40% i oF 40% WA 50% Ei= oF
50%, 40% W= oF 40% WA 45% Tt oF 45% & 45% T oF 45% WA 50% Wi oF 50% v/ve] HAES
&, dF 5o 2ol ViEd Y9AEY s ¥IIT. AF FAANA, PERE PSS 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, W= 50% v/ve] YEEY & odF 5o, Edd Ved Y2EY &S5 ¥
ettt AR FddelA, WEHE ZAAEL oF 100, oF 15%, °F 20%, °F 25%, °F 30%, <F 35%, <F 40%, °F
45%, = OF 50% v/vel YiAE"” g, o E S0 Bdd Vsd fgiET NS T

[0315] AN FEANA, BERE 2HES 10 T °F 10 WA 50 = oF 50 g/Le] YAEY, & 5ol YiEY
408 FFeh. AR PN, WERE FAAES 10 T oF 10 YA 50 = oF 50, 10 T oF 10 WX
45 W= oF 45, 10 T o 10 WA 40 E& 9F 40, 10 H=+= oF 10 WX 35 T oF 35, 10 Hi= oF 10 WA
30 Wi oF 30, 10 ®& 9 10 WA 25 T 9F 25, 10 Hi= oF 10 WX 20 T 9F 20, 10 Hi= oF 10 WA
15 = 9F 15, 15 B3 oF 15 WX 50 Hi= oF 50, 15 Hi= oF 15 WX] 45 B oF 45, 15 & <F 15 U)X
40 T oF 40, 15 T oF 15 WA 35 T 9F 35, 15 Hi oF 15 U] 30 E oF 30, 15 Hi= oF 15 A
25 Wi oF 25, 15 ®& oF 15 WA 20 E& 9F 20, 20 Hi= oF 20 WX 50 Ei= oF 50, 20 Hi= oF 20 1A
45 Wi oF 45, 20 Ei 9o 20 WA 40 E& 9F 40, 20 Hi= oF 20 WX 30 Ei oF 30, 20 Hi= oF 20 U1A
25 Wi oF 25, 25 Hi= oF 25 WA 50 E& oF 50, 25 Wi oF 25 WX 45 Ei= oF 45, 25 Hi= oF 25 UjA|
40 W= oF 40, 25 T oF 25 WA 35 T oF 35, 25 Hi= oF 25 WX 30 Ei= 9F 30, 30 Hi= oF 30 WA
50 Wi oF 50, 30 Ei= o 30 WA 45 T 9F 45, 30 Hi= oF 30 WX 40 Ei= oF 40, 30 Hi= oF 30 WA
35 Wi oF 35, 35 ®i= oF 35 WA 50 Ei oF 50, 35 Wiz oF 35 Ul 45 Ei= oF 45, 35 Hi= oF 35 A
40 W= oF 40, 40 T 9F 40 WA 50 T 9F 50, 40 Hi= oF 40 WA 45 Ei oF 45, Wi 45 T oF 45
WA 50 HE= oF 50 g/Le] YAE™, AF 5o] HAER 403 XA R FEdAA, YERE 2HE2
10, 15, 20, 25, 30, 30, 35, 40, 45 T 50 g/Le YAET, dE o] WAE 40 EFer. A48 74
dell A, WErE 2AES oF 10, oF 15, oF 20, °F 25, °F 30, °F 30, °F 35, °F 40, °F 45, T °F 50 g/L
BiER>, g o] 9AEY 408 T

[0316] 3. FFI=

[0317] AR TN, YERE AL FFALE T

[0318] AR FHol N, 7] 71&H vlet Zo], YERE ZABS FFIALE L HrEY GAS L3I

[0319] AR FHA A, YERE 2R FRA~E XIS P diEG LS xIeh, R LA



[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

2
!
=
2
o
2
o

s _{ HJz

<5 e o5 UA 25 e 9 25 g/le] =¥ 2
95 = ok 25, 5 EE oF 5 U 20 EE 9 20, 5
= 9F 10, 10 =& F 10 WA 25 =& oF 25, 10 EE oF

SIHS31 10-2024-0107147

5, 15 = oF 15 WA 25 ®i= oF 25, 15 ®i= of

oF 1

20 X oF 20 A 25 i ¢F 25 g/Lo] ZRIAE o
5, 7.5, 10, 12.5, 15, 17.5, 20, 22.5, W 25 g/L¢Y] FF3A2S T3t A5 T4, d%
52 12.5 g/LY] SFFRAE X33, A5 LA, WERE ZAES & 5, ok 7.5, ok 10, °oF
15, ¢k 17.5, °F 20, ¢F 22.5, & °F 25 g/Lo] FF
¢k 12.5 g/Lo] EF 3~ E13=
Aoflo A, WeHE AL 2.75% w/v PN SFI2E XS, A5 FdAA, FeRE FA
/L ugte] FFEFAAE X3 Hﬂr. AdHE FHdo A, YEEE ZAHAES 2% w/v nRte] FFIAE X

%Lﬁﬂcﬂ oA, WERE XAHELS 1.5% w/v VIR SFF2E X33, AR FddolA, dER

F 1.25% w/v o|ste] SF3AnE AR
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AF F@olA, DNSOE &Aoo g AFTHM, o= ZolA DUSO &Hor® XA Ert. wepx, A5 T3

A, BERE ZAELS DNSO &9 FIsit),
A5 FH oA, DMSO &2 gy Age A3},
A5 FAde A, DNSO &M 1.1 g/mLe] DMSOE xEststc)h, A5 FEdoA, DMSO &2 <F 1.1g/mLe] DMSO
=2 x3gsi),
TFHANA, WERE ZAHEL 1% = 2F 1% WA 10% == oF 10% v/ve] DMSO &4 xehair), gy
dol A, WErE ZAAEL 1% = ok 1% YA 10% T ok 10%, 1% X oF 1% WA 9% Z= ok 9%, 1%
1% WA 8% = oF 8%, 1% H=x o&F 1% WA 7% E=E= oF 7%, 1% T oF 1% WA 6% E= <F 6%, 1%
1% WA 5% L= oF 5%, 1% == g 1% WA 4% == oF 4%, 1% == oF 1% WA 3% == <F 3%, 1%
1% WA 2% L= oF 26, 2% = <F 2% WA 10% == oF 10%, 2% = oF 26 WA 9% == oF 9%, 8%

8%, 2% = oF 2% WA 7% = <F 7%, 2% v F 2% WA 6% £ F 6%, 2% £ F 2% WA 5%
5%, 2% v F 2% WA 4% v oF 4%, 2% e oF 2% WA 3% HE oF 3%, 3% £ oF 3% WA 10%
10%, 3% %+ <F 3% WA 9% E+= <F 9%, 3% =T F 3% WA 8% & oF 8%, 3% & oF 3% WA 7%

l

7%, 3% L oF 3% WA 6% = <F 6%, 3% E <F 3% WA 5% £ F 5%, 3% v <F 3% WA 4%
4%, 4% == oF 4% WA 10% == oF 10%, 4% v oF 4% WA 9% = o 9%, 4% T oF 4% WA 8%
8%, 4% = oF 4% WA 7% = <F 7%, 4% Ev < 4% WA 6% £ F 6%, 4% £ <F 4% WA 5%
5%, 5% L& oF 5% WA 10% == ¢F 10%, 5% v oF 5% WA 9% == oF 9%, 5% He oF 5% WA 8%
8%, 5% T F 5% WA 7% T F 7%, 5% v oF 5% WA 6% & oF 6%, 6% L& oF 6% WA 10%

10%, 6% oF 6% WA 9% = ok 9%, 6% X ok 6% WA 8% W= oF 8%, 6% X oF 6% WA 7%
%, 7% e oF 7% WA 10% Ex= o 10%, 7% T oF 7% WA 9% EE oF 9%, 7% L£E oF 7% WA 8%
8%, 8% W oF 8% WA 10% W= oF 10%, 8% i oF 8% WA 9% W oF 9% HEE 9% Hi: oF 9% U
] 10% == oF 10% v/ve] DNSO &S Zghdit), AR pHAo, YerE 2SS 1%, 2%, 3%, 4%, 5%,
6%, 7%, 8%, 9%, H¥ 10% v/ve] DMSO &S EFsirt. AR FEHA A, WEERE ZAHES 5% DUSO &4
S ZEET. A8 PG, WERE ZAES 9k 1%, 9F 2%, °F 3%, °F 4%, °F 5%, <F 6%, <F 7%, °F 8%,
oF 9%, T oF 10% v/ve] DMSO &8 et} AR oA, WsHE ZHES oF 5% DNSO &4 £
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IR JLH A, YERE % 11 =& ¢ 11 YA 110 %= oF 110 g/Lo] DMSOE x3sic), g3 184
ol A, ‘@%E% ZAELS 11 == ¢k 11 YA 110 == ¢F 110, 11 == ¢F 11 x] 99 == oF 99, 11 ®£&=
oF 11 A 88 i ok 88, 11 HX: oF 11 UX| 77 EE oF 77, 11 EE= 04 11 WA 66 == ¢k 66, 11 &&=
ok 11 YA 55 5‘3% oF 55, 11 X oF 11 UIX] 44 TE ¢F 44, 11 = oF 11 Ux] 33 = oF 33, 11 =
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oF 11 WA 22 W ¢F 22, 22 i ok 22 WX 110 T oF 110, 22 T oF 22 x| 99 T oF 99, 22 E=
oF 22 YR 88 W ok 88, 22 W ¢k 22 UIR] 77 wE oF 77, 22 wE oF 22 x| 77 EE ¢k 77, 22 EE
ok 22 UA] 66 L= <k 66, 22 W= oF 22 A 55 wE oF 55, 22 wE oF 22 |X] 44 EE ¢k 44, 22 EE
ok 22 7] 33 HEE ¢F 33, 33 i oF 33 U|R 110 EE ¢F 110, 33 TE oF 33 UX] 99 EE ¢F 99, 33 EE
ok 33 U]#] 88 Wi ¢k 88, 33 = oF 33 X 77 W ¢k 77, 33 X oF 33 X 66 T ok 66, 33 =
ok 33 1A 55 WE ¢F 55, 33 i oF 33 UR] 44 HE oF 44, 44 wE ¢k 44 YR 110 = oF 110, 44 EE
oF 44 YR 99 T ok 99, 44 T ok 44 1A 88 W oF 88, 44 WE oF 44 X 77 EE ¢k 77, 44 EE
ok 44 1A 66 = ¢F 66, 44 = oF 44 WA 55 HE oF 55, 55 i ¢k 55 Y|X] 110 & oF 110, 55 EE
ok 55 YR 99 wE= ¢k 99, 55 = ¢k 55 %] 88 wi oF 88, 55 Wl oF 55 X 77 E ¢k 77, 55 EE
ok 55 17| 66 = ¢F 66, 66 T oF 66 WA 110 = ¢F 110, 66 & oF 66 X 99 = ¢F 99, 66 EE
ok 66 2] 88 W ¢F 88, 66 Ex ¢F 66 WA 77 EE ok 77, Wt“—ﬁ77mﬂ]ﬂaWL°kn977EE
ok 77 1A 88 W ¢F 88, 88 Wi oF 88 WA 110 T oF 110, 83 W= oF 88 WX 99 T oF 99, H= 99
wmE ok 99 W] 110 T ¢k 110 g/Lo] DNSOE E&dt}. UdF FdolA, dERE XAAES 11, 22, 33,
44, 55, 66, 77, 83, 99, TEE 110 g/Le DMSOE =EdHsitt. AR P oA, WEHE ZAEL 55 g/LY
DMSOE 2 &hsit)h, Ui FH A, WEsHE ZPELS oF 11, ¢F 22, ¢F 33, oF 44, oF 55, <F 66, <F 77, <k
88, °F 99, T oF 110 g/Le] DMSOE xststr}. dF FddddA, YerE 252 9F 55 g/LY DMSOE 2%
3=

5. Hl¥
A5 FHA A, YeRE ZAES WY & o E 5o AU Folo A3t Wy §AqS 23,
Wz gHe oAl 9= A4 (PRS), HA &M Tyrode WY, 33 #38 o o%(Hank s balanced salt
solution), Y (Earle) ¥&H & &, AdF 2 EFXE XAt o] F3E A= 2
A5 P oA, M SN Qlakd 4 A A4 (PBS)oltt.

6. dJAIFQ FEHE ZHE
AR T, YEHE XAEL 1) 5T, g5 o] A7t &iwl, 2) dAEH, JF 5o d2ET 40,
3) DMSO, 2 4) HH gdE& AL o2 FAHHEY. 5 FEHANA, YeRE ZZELS 2 FILE F7}
2 Zgsith, A5 FdoA, WERE 2AAES 1) g5, dF B9 A3 &N, 2) diET, o FE B9
dAE 40, 3) ST, 4) NSO 2 5) Wy gHo=m AL
I fLHdoA, WEHE FAAELS 1) 244 7" I8 &9, 2) EYd 7" gREH &4 3) 2y
of 7]&¥ DMSO &9, & 4) ¥y &dE& xFFsirt
A fHdoA, WEHE ZAAELS 1) 244 7" S8 £ 2) EYd 7" gREH £ 3) Y
o 7]<% DMSO &9, % 4) By fgdog FAHT
AR PN, YERE ZAES AE vk xS E3eH g
d FEHAAA, YeRE ZAHES 40 mg/mL SIZF &FEW, 25 mg/ml YAED 40, 12.5 mg/ml =FFH2 2 55
mg/mL DMSOE XEFSIAY HE= ¢F 40 mg/mL A LHT, oF 25 mg/ml g ~E 40, °F 12.5 mg/nl 2FFI 2
2 °F 55 mg/mL DMSOES *3Fsit}.
d FHAoA, WERE XAELS & =9 40 mg/mL ZF LR 25 mg/ml HAEZ 40, 12.5 mg/mL
SF3 2, 55 mg/mL DMSO 2 0.5 mL/mL 100% 14FE €% AG5(PBS)E Z ALY o2 FAHAY, £& =
=9 oF 40 mg/mL €17F &R ok 25 mg/ml PAEF 40, °F 12.5 mg/mL FFF 2, °F 55 mg/mL DMSO E ok
0.5 mL/mL 100% A2FA 4% A A4 (PBS)E EgstAL o2 A"},
d FHA A, FERE ZHES 32 mg/ml ATF LFER, 25 mg/ml Y2EF 40, 12.5 mg/ml SFF2= E 55
mg/mL DMSOE EF3IAY T oF 32 mg/ml AZF EFR, °F 25 mg/ml HA~EZ 40, °F 12.5 mg/ml SFF2

2 oF 55 mg/mL DMSOES ¥ 3&3hc}.

d TN, ders

1] ZAAES B F9 32 mg/nl
=532, 55 mg/mL DMSO 0.5
=

Vil T

mw
=9 oF 32 mg/mL €I7F & ok 25 mg/mlL W AEZ 40, °F 12.5 mg/ml FFIX,
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[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

[0348]
[0349]

[0350]

[0351]

[0352]

ok 0.54 mL/mL 100% <14t 9= 2] A<= (PBS)=
dAlF el YErE ZAES § 39| YEAT.

E 3. AAHYI FFEE ZAHE

ZIHSd 10-2024-0107147

EFSAL o2 A,

FEH 29| OlAIEQl 8 YSEHE ZEE0ML
24 sk 89l sk oAIE QI M viv%e
or= | ERES
=T = & ory |:|| YR
Bl 40-200 g/I. 254 #0glh BT Miilen
= o/ BIAEEZ} 40
BAEZF 40 | 25200 gL EIAESE 40, 100 gL S==E 40;
o of al 10%—50%
- = 50g/L 2RI
0-100 g/L 2FIAA -
=23 o100
DMSO 11110 /L DMSO 1,100 g/L DMSO 1%-10%
H S| 7HX| S| SO|77HK|
E 4. ANHA JYTEE ZAHE#
YEHE HEHE
FEH 2 84 =4 ZEE #1042 TEE #10)M2
O A|H QI v/vo% INE s
= =
=z S
L0 g 200 g/L ore g 20% 40 mg/mL ZE0
= 5
25 L BAEZH 40
BAEat 4 go | 1008L H2EE 40 0 meim
HAESH40 2 ol 25%
223A
50 1 2EIA 12.5 mg/mL =5
100% DMSO
DM 59 55 L
s (1,100 g/L) & g
_ 100% QIAHY 2+&
H1H AlG12pBS) 50% 0.5 mL/mL
E 5. AIHQ WFHE ZHE #2
YSEE YSEE
fdN 8 Y x4 zds #2 oA 2| TEE #20|M2|
OIAEQ vivYe EHE sk
=3
L0 A 200 /L o= | 16% 32 mg/mL £ 0
= =
= &
100 o/, HIAE 2 25 mg/mL BAEZH 40;
HAERH40 BY Sira 25%
40' >
12.5 mg/mL 2F3A
50gL 2EIAA mg/mL 27
100% DMSO .
5 y
DMSO (1.100 9/L) 5% 5 mg/mL
_ 100% 214t ets
B IH Al (PBS) 54% 0.54 mL/mL
B. ¥5RE WY
o] 7led USRS AES AE(E), dE 50 AR AE, & 5o Ad FA(NK) AE(E), dE &
o] #ddl 7lsd NK AXE(E)E Ysrdats d AbeE 5 vt
AR FAA, AE(E)e 55 AX(E)oltt. g FdddA, AE(E)E A AE(E)H.
I FAAA, ME(E)= B AZ(E)olth. dF FddoA, A ME(E)= 97, AT, 35T,
HIRE M3 del gt AN, S5, SR AIE, }Od A AE, B AE, T AX, 2 olg9 2Fo2RH
e,
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AR T, WY ME(E)E AA AS(NK) Mzolth. Ui FddA, A ad] AE(E)e= £ 7]

< WHd 93 B3 9 A=H

AR FAAA, AE(E)E YERESFE AL AE(E)E 4o 78 YErnE 248 Tt 19 A2y

st 2A4E, dE B AT 2APES ASE A 2 ERES Ysske 9AE X8

A FEdoM, AE(E)E YsEEJE AL AX(E)E Xt ZAES 294 7AE d5RE ZA4E

TE a9 AR E3ste 24E, dE 5o dASHH 2A4ES AHSE 9 2 ERES YEsteE BAE

Egsoh, AR FEA A, Hu(a)g xgtete 2AHES AXE(E) € HAE 2Fs. A3 e 24

of 71A1=o] Qltt.

AR FHAoAM, AE(E)S YF5EES= AL AX(E) E Wy, d& 59 PBSE X35t RAES, o=

So] Blo V&d viet e dRn daeEd 9 DSOS E3EE RAEY E3eE WA 2 EEES Y

E3te dAE e}

AR FE oA, AE(E)E YEREFE 22 AE(E) L Wy, oF So PBSE 1:11Z EFdhs 24ES

40 mg/mL LET, o E B0} Qb L4ET 25 mg/ml YAEY, o E 5o 92EZH 40, 12.5 mg/nl FFIX
DMS

S

2 55 mg/m
AR oA, AE(S) 2 By, B So] PBSE X RAZE 210 T oF 210 UA 2x10° EE
oF ox10'7) ME/mLE wFech AR oA, AE(S) D BT, o2 So] PRSS ¥} RS 210

A AEMLE EIHAT. AR TG, AE(S) 2L HH, B So] PBSE ¥otels 2ABL oF 2x10 /)

AF FEdolA, ME(E)E FEEESE A2 AX(E), HH, dF E°], PBS, €77, d& &9, A3+ &
o o)~

) B = =
Ed 40 2 DNSOE E¥sle & 2 EEES WEsse dAE T3
AR THAA, EFES 1x10 EE oF 1x10 A 1x10T = oF 1x10 7] AE/mLE TFIT. AR 7
oA, BHELS Ix10 ] AE/MmLE FIaATH, AR PN, TFRE oF 1x107) AE/mLE L3},

AR, G AE gDNS0S] A W= Il AAlE] A,

AR FHA oA, 2P EL -135T oltollA] YEHTt
AN FHeelA, 2B AojE FrEr AT,
A5 Fdddd A, ZAAES tF5eld AA0A, d& 5o £49 7AE gdFEold AAAE F7t2 X3
Ela=s

. 5503 AAo|A (multispecific engager)
oA ARgEHE &0 "tE5olA QoA "E "Hok o|FFolA"Ql A FHFES A, S ol A
ok Al A3 =l 2 A2 43 E=v<l E%‘é}fq 047]*1 Al A3 Edle st &9 e A

A NK AE S8, ol
AE FH
el gold e w mA o

(Macaca) & % AAF FTo=H

gs5old A FHEEdE dE Bl oF5oH % As5old A FH5E, e 3 2H(dE =9 4,
5...) Fold& Zve FHEo X¥d. te5eld A FHFEY de odE 5ol W0 2006/125668, WO
2015/158636, WO 2017/064221, WO 2019/175368, WO 2019/198051, WO 2020/043670, WO 2021/130383, =
Ellwanger et al. (MAbs. 2019 Jul;11(5):899-918)cl A& % o] Ut}.

AR T A, thEE0]H Aol AE= (DI6(FcyRIID)o] EojA oz Adst= A1 4% THe 2 (D30 &
ol o g AFsE A2 A3 w=HS IistE o]FEo|F A = ol Y A whyo|r},

U5 FEHA A, gFEolY QAo A= o]FElH QAo Aot UF FHA A, o]FEolH A A=
(D16 A% =del 2 (D30 AT Ew|¢lS F3H3r}.
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AR FHolA, (D16 A =L MAHT 92 ¥stele A4 AEA 24 99 1(CDRLD); A9z 10&
el A AR AA 99 2(CRL2); 2 M S xgehe A A4 99 3(CDRL3)S ¥
7h =]l (VL_CD16A); 2 Aioﬂﬂdi 65 EFslE F AR 24 99 1(CDRHD); AdWs 7S
AR A4 49 2(CDRH2):; Az 88 8t 3 dHA AA 99 3(CDRH3) S *EF
3t 4 7bH =] Q1 (VH_CD16A) S i?&ﬂv}.

AR oA, (D16 A =wele HIAHT 2032 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, TX 99% FUAL ZEAY Holx= 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, T 99% SIS ZtE oAl AMES EsElAY o]& o]FoiW A sHH(L) 99,
2 AMIHE 199 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, T 99% FU *é
S ZEAY ol 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, TEE 99% HUA
& 2t opn| At N EE A o] o]FojX Ff VR (VH) d9s xF).

AR FHo A, (D16 A7 =rle AT 208 TFetAY o]Z o]Folx A ZPA(L) 99 E Hdw
3 192 —lﬁ_@g.o}_y_]]/}_ ] ] 78_ fﬂ] 7}'%(\/]’1) OC:}Q:]_'% —lﬁ—@_%n}—

AR el A, D30 AF =S AN 158 EFdsE 4 4uA 24 99 LORLD; HIWE 162
E3shs A4 3 24 99 2R2); R NAHE 178 T3ehs 44 4 27 49 3(CRL3) S 3
3= A4 7be EWe(VLLD30); B AAWE 128 EdekE S0 4R 24 99 1(ORHD; AEWE 139
Z3ehs 24 4R 24 9 20RH2): R NIME 14F T 4 A4 24 99 (RIS =
ah= F4f 7hE = l(VH_CD30)& EFHeiTt

gr EFoA, (D30 AF LS 229 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, WX 99% FTAAFL ZEAL Mol 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, Hi= 99% TUAAES Zte ofvwAt AES EFEAY o]F o|Fol Ay /FHOL) 99,
2 AMIHE 213 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, T 99% FTU *g
ZEAL Aol % 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, I 99% FUA]
Zhz opn il NES XS AL o2 o]F ozl F4 JPAGVH) 99S Edet

tlo o

=

9

A5 ool A, (D30 2% =rlQle AEME 228 ¥Ipske A 7PAGL) 99 2 ALRE 215 EIske
s 7FROH) Fs E3Hee.

AR FAd A, gFEH QACALE 47} TF o] A (homodimer)olth. L FHA A, 47} FFo|FA =
Zzb N-dero A -2k th3s EstAY o2 o] Foji Al ¢ A2 %EHLE} 1= g93AE g
(D16A =2 7} Z=wWSl(VH_CD16A) - A1 #EA(L1) - CD30 A4 7 Zwel(VL_CD30) - A2 FA(L2) - CD30
3 7b# =9 Cl(VH_CD30) - A3 HA(L3) - 2 (D16 A4 7PA Z=wd(VL_CD16). d¥ Ao, A1 &
A2 ZEPEtol =& Ig SA(VH) R AAOL) 7P A& Ul B HFRF ZE528S Tl HeolA ag=
o] FA| st tt.

AR TP o)X, tFEo]F Ao AE 47} FFolFA|oltt. AR FH oA, 47} FFolFA = 2 N-Te
I G274 s sk o= o] Foixl Al 9 A2 ZE|fetels dFAE E3gTh: (D30 T 7t
H T 9l (VH_CD30) - A1 FA L) - CD16A 2] 7P Z=wIQ(VL_CD16A) - A2 & #(L2) - (D16A T2 71
ZWQI(VH_CD16A) - A3 HA(L3) - 2 CD30 43 7F8l =w|1(VL_CD30). 4 F&dolA, A1 2 A2 Z23

= Ig TAOH) 2 AAOL) 7B ARE Bl vl deAES F UMOM P2 o] A sk

2

Efo]

.

AR FHo A, VIL(DI6S MEWE 62 Edste F4 4HAd 24 99 1(CRHD; MEWs 78 E¥shs
w3 4R A4 99 2(CRH2)); B AdWe 85 xobehs T4 A A4 99 3(CRH3)S Eddrh. <
F T eldlA, VH (D16 AT 195 EF8AL o= o] Folxitt

A el , VL_CD16< Aﬂoﬂbﬂ 98 ek A drAd 24 99 1CORLD); MW= 108 Edehe
Al drAd A4 99 2(C0RL2); R AERE 11 ¥3ehs 4 R4 24 99 3(CRL3) S 2FdT. <
el A, VL_CD16AE Aﬂ%ﬂdi 205 EFBAY o= o] FofXiTt

AN el A, V(D30 MW= 125 sk T4 drd 24 99 HCRHD); MW= 135 86k
T4 R A4 49 2(0RH2); % MEWE 148 xFehs F drAd A4 99 3(CDRH3)S =33t o
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oo, VH_(D30S IS 218 &AL o]2 o] Folxt}

A5 el A, VL_CD30 *1°ﬂﬂdi 158 sk A4 drd 24 99 1(CRLY); MEHE 16& 28k
A ARA A4 99 2(CDRL2); 1°§Hd‘ 17 ¥3ste A4 ArA 24 99 3(CDRL3)S g3}, o
oA, VL_CD16AE H"ﬂtﬂi S XFsIAY o2 o] FoZIT,

IE FHA A, L1 AEHE 268 XT3AY o|Z o] F oI},

AR FHA A, L2E AT 27 XT3AY o|& o] FoZIT},

QB FLHA o)A, L3S I E 288 LA o] & o] FojXit}.

AE FHAA, A1 L A2 FYHY dFAE 47 AEHE 188 X FSAY o|Z o] F oI},

AR LYoo A, TFEo)d Ao AE Bz, dE 5o 3|2Ed o, & 5o IAA-3|2Ed gla(Md
HE 25)5 Xt

Ay P, tFEoly AAClHE AFRMI3O|tE. o & Eo/, Wu et al., "AFF13: a first-in-class
tetravalent bispecific anti-CD30/CD16A antibody for NK cell-mediated immunotherapy," J. Hemat & Oncol
8, 96 (2015) F=dlef, o= AA W&ol wdol Fu=w Iy K¢ 87 ¢S F£32F, Reusch et al.,
"A Novel Tetravalent Bispecific TandAb (CD30/CD16A) efficiently recruits NK cells for the lysis of
CD30+ tumor cells," mdbs 6(3):727-38 (2014), o]t A W&o] Eld Hu=z ¥3+¥, Rothe et al., "A
Phase 1 Study for the Bispecific Anti-CD30/CD16A Antibody Construct AFM13 in Patients with Relapsed or
Refractory Hodgkin Lymphoma," Blood 125(26):4024-31 (2015), o]&= AA W-&o] EYo) = x33.

HAoA AMEHE fo] "NK AE F&A"E NK AFE FHe a9 guld B2 Aoldt). wEkd o
&ol= NK Al SAolARE, WEA] NK A3 gHARE Bds]E 212 ofm thAAEvt T Alxe} 22
ge AXdAE BdEs AX Ti B2 Aodt. K AE 42849 o= FcyRIII(CD16a, CD16b), NKp46
2 NKG2DE EEashAuk

rf

3} g
2| A gkt CD16at NK HHA 254 A4S frdshe 843 F8A ot CD16a°ﬂ o st fsozﬂ?% sk NK
AE Bgsts fdele 593 APAoR AtEo] lorng CD16a°ﬂ g Dstgo] =&7F 45 da
gk A BFo] hadtt. sl AR dhuzol g4l A3} 591 (Dl6acl AFsAIRE (D16bell= ZA3shA &+
. & E°], (Dl6acle= ZAslAIRE (DI6Bl+= ARaA] &+ T2 (V) B A (VL) 7P =vdS 2338
A A w9, I6bell= EAEA ke (R A SFFPPOQ(A GRS 23)9] obmnib ] H/EE
cm&(ﬂ%ﬂdi 4)91 7] G130 Z/EE Y1412 ¥38F= (D16ag] dIEX Eolxow Astsl= atd A

EolA AHEEE "(DI6b"E TFT R SAkTelA LEEE FeyRITNBRRE 4ejzl 84 (D16bE ﬂ%;f&rﬂr.
FEAE SYadEs JJrE]ﬂ o%ﬂi((}m)oﬂ aA=o] glom (D16b P4 W AELe] oWl Fire] ML=
3} [e)

2o o] wigto A Aold wiel e A FHEC] (Hok) olF oAl HE s, oe AdA L
2 AAsA] gkom Ao w WAsE A= AASH tE2r. wepA "tsEolA" @A 5E E= W
GIFREUL MR ThE SodS ZE Hom 279 Wil AF e e dF se|HI= A T W
FEEHT. tgF5eld A FHELS stolHeente] §Folut Fab' WY A4S 3 vk o
AAkE 5= gt} o] F 59/ Songsivilai & Lachmann, C/in. Exp. Immunol. 79:315- 321 (1990) #F=3}ef

2 AANES] A FHES] Aok 2719 AF Tull E JMH Z=uI(VH / VL) FEelE B (£F o)A
= AYE fEelm)E 23 £ 9 i?:}@} | &5 & ok, dF FAdelA, & "JEole FA"E
2o Aojd A FHES s (UMW E/Ee 23 E=udd T OE OF 9/%e 243 vl of
gl EE A2 AT oAl AEE 2§, el HAE 3 A3 EulE Edd Aol
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[0399]

SIHS31 10-2024-0107147

g FHEY g mrgl i Fo F8o §3A71 o Ae2 S . uiEA A, o8 d fElel= ¥
A oudt F3 = L3l ek
oA AREEE 8o "AF =dl'e A B (FY) Ao T mH dIEX EE FoH 1A
Abol= | olE BEo] NK AE 84 Y, o3 S0 (D16, @ F4 AX FW 39 D30 22 (Eojzow)
At/ s agsta /s EHels 5oz s, Al Z2Y ZvI(dE o] D16S AAE)e =
9 71, aga uiEAs A 1 A2 49 E=l(xd Alx xd d9S AA3he 72 2/EE Ve @
A, dF Bol AR L AA WIFEEY B Fx W/EE U ZEsAY, 2/EE &4 £E ol
o] 7 S (V) E/Ew M A L) =dcle 2Ry fldn. vigAE A, Al A% =Hde 37
o] Z4 CDR(Z, VL 44=¢] CDR1, CDR2 @ CDR3) 2/mx 3719 =2 CDR(Z, VH 43 <] CDR1, CDRZ % CDR3)
o EAE EHoz ). A2 A =uele uEAsAE =3 4 AgS L A9 Hx 4F2FH 2
AL 2. gS v sAlE, A2 A% =ddd EOJE 370e] 74 CDR(Z, VL <49¢ CDR1, CDR2 2
= AH Ao, A1 R/E= A2

CDR3) H/%+ 3709 F4) CDR(ZF, VH 9<<] CDR1, CDR2 ¥ CDR3)S ¥ 3$}3ic}, ,
102 7]& (HE2) FAZHE (DR AES JH:‘—COH o] AstE ART FA] YxaFY o] Ee ol
BEg =32 gy 9] AAEAY B85 Jhesi),

AR FAAAA, AF =0 sht o] Felsetels Pejolrk, oleld FelMEtolmE wNEy it
MY PR Fol, #ed A Et by sbuA Y SRR s)S 29E 5 v @
(AR o 307) mlgke] ofuliebe 2 ole] WA, wigtAslt AEed 34 v, % ArlnE X
FHE TH A= ATE B AR AT 274 ol o] ohv:make EFFTHobr At Aol BHH)
YA ALGHE go] "EeMeteln e AuHoR 307 o del oprlmion THE B4 1FE AP,
FeEtolnt 9 oA, AFA % U we Suds ge uwAl, S sht o] Tedeels #AR
T URAT YT Sl el A, Y T8 YR FAWels BAT SUAY 5
4 2e & k. oldld tAe) P WA TrE ARHOE FF- EL olFoIFA, FF- Fi o
SH9A SoR BT o|FA di A w4 Feold 21 SAR 24 EelHeel=s) 2 5
& F4 SeMEolmE THE $A el go) 'ete=r, 'Eeletelr ¥ rad e EF AAdHo
2 Wge feels / Felseels / wuag AYsul, o4 MYe dF Sol, Felmast, okagst, 9
A8 S ge WG F wgol o) 9P Bk, Aeelst, "EelEols B HMA e BN o
w0 HAssh dol Hetom WEd £u vk oldd WP Yol & keld glov] Lelo] ofdfol
EEELIDIE
S MK AE £8A B9, % Sof (16e] AFSHE A =9 W/ms E4 AL EW 9 D30
of Agets A mrlcle gk, AZkE EE Ha ok, Mol kel QA A
M mashs B L A AF(AE B, HY, 9=, B2y
W/EE EW 99e niss 3A Et A PEE Bdd BA F 9¥E PA9%. 9@ 24 49
Sugs] EAE A EE A FEE ASH AAZ olold + YAY B A% FA wE IA TEE
of U WY wrgel WAL EAT S dvh AAF f9 FA TE A THBE AL He] A8, 44
e gk BAE QNSRS Q7 @A )5S ATl mAonA gk m 9 A FA/FA T

A oo A, (D16A] that olejdt & Ag H-9= (DI6B| AFsHA] i A3 3= R FAE CD16A
% (allotype) F158 2 V158el Afett. IgGe] 1A FA3e] Fazgol Fash 1A 1589 ofw]wmiks
= 7 Y dEdd gd %%aﬂga o dol 17k (D16AN A ST, TFHFA 158 F/F 4 o]
373 158 V/F diE-frdxte] digfdat oy ol oA ZkZb 35 WA 52% = 38 WA 50% HY
2 A vbE | S8 deld 158 V/V EH AT A= ©A] 10-15%0 A v B A A (Lopez-Escamez JA et al.; BMC
Med Genet 2011; 12: 2). wehA GA}sk HStE = Q3] BE 3z} 4] o] 3-(DI6A &= 1 o o]&k NK HuA 2
A8l7) §-23ttk. (D16AY = A TS Ak (DI6Boll= AdslA] 2= =4 2 A 7P =S xasls 7)o
CD16A 3 ZAF F-91= W0 2006/1256680 7] A= o] i},

R
.
pu
.

l

AR A, Fa L A WA B 7]AE R £E ZH Yy AFe dodsgsy g4 A
= HolAE Egetth. dF FEHAdA, (DR HolA] AEL Fo3H &2 7] Ee 2

S WA ES Addy. S8R gL ojuxite T AL (DR H7 E9do] H2H(CDR walking
mutagenesis), -9 A EAWo] F, AA3}, I Ay IH, FHIPH ZA e dEbd 2E EAW0]
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[0404]
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[0410]

[0411]

[0412]

[0413]

[0414]
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© UR2 2o Ved Ad A AExE sk ofAlTH 2AE H B Vlsd oA 2Adee] F

o] ¢ (dosage unit)E A|&-3he}.

AT H 2HBE AFHOR MR SgHE BAS TPV BN AEHE §of TG HoR
SgEE WA oIS Rolol AYW 495, g, B4 WA, 2YA, P, FAEA, SIA 2
4 AdA 5 LB,

A oA, kAstY ZAELS a) Ed Jisd AAd Ad AE(E) 2 b)) WYEERE XAHES
Zshsio}

el WEsuE 2AE] EYd 7lsFe] 9t

A FEdoA, FAES FHAYEY. 45 T, FAELS FHolk /Y B, oE B9 Hojx 674€,
Hojz= 97, Aol 1271, Hoj= 1571, Hoj= 18/€E, A= 2479 & Aol 3671YE s 4%
=

A Tl A s ML) Holm 605, AE Fol, Holm 70%, Hol= 80%, Holw= 90% Holw= 95%,
Aol 99% L& 100%E 35 3 AE 7lssit).

h_]_L
A FEdeA, AR AX(E)e 5= AE(E)olth. dF FdddA, Ax AEZ(E)e A3 AE(E)olH.
h_]_L

AR FHAo A, AFE AE(E)E WY AI(E)olth. i FaAoA, |9 AXE(E)E 397, 34T, =
S, AT AE, GG IAME, ST, AN AE, A s AE, B AXE, T AE, W o5 x3o

A5 TN, M ME(E)= AA AN AZojth. AR TN, AA A AZ(F)= 2ol 7]
=9 el o8 FHa Asdn

A5 AN, A 2= o) ¥ Fs FUIR TIIG. HHI By FAL dE 5o YERE
2wl taiAer Lol el ZEHol A

Q% PN A, kS 2AEL 1x10 EE oF 1x10 WA 1x10° EE o 1x107) AE/mLE T, Y
oA, ks 2ARS IxI0 A AE/MLE T, A¥ TN, FASH 2HEL oF 1x10
M AZ/mLE

AR @A, RS 2YRE FFEIH QAolA, dB Eol widel A HE5elH AAARE F
e EFa,

sty 2HBE APHor ud Fol Az APHES Adsart. Fol el dri mAT, o
Eo Aul, ), Mak, F(AE Bol FR), AU (%), FA L AY Fojg wgar),

Aest AT 2AHES AFsele WHE FPAl 3o doem, o9& E°] Remington: The Science
and Practice of Pharmacy, 21st ed., 2005; and the books in the series Drugs and the Pharmaceutical
Sciences: a Series of Textbooks and Monographs (Dekker, NY)& ZF=zslgl. ol& Eo, vlAT, JU E£& I
# Bl S B9 ST ATAL T G AVE THE £ A it A4, A0 T8

2
A9, 14 o, g 29F, 294, 2299 I 5 7E 34 & A, o WA
d3E& e WY IFdel; gAksA, ]74EH O}w 2B Ee FoEUEE (sodium  bisulfite);
A o] EA, oA o€ E}O]OP” HEZOIMNEL HH, dAd ofAlHolE, AEHCIE ke I2HoE, 4
A 2AA, dAY ASUEF Ex Y2ER2 pHe ditely FASUEFI 22 Atelu VR 24T
T Ut HAT AAE QAE, dIE FAP] e fEv ZEaEo R RiEolRl v &% vlojde BYHE
T ATt
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& Aol a Foldk wlo] ewlALt A WO 2016/191756 = WO 2019/079564
A, B4 FddoA, dxtud sty aEe

al
Aol Al Apol 2R E AT = 82200 mg/n /Y WA 2000 mg/n /) B ERrheba 2220 mg/m’/ A 900

i
bl
ot

)

Q% PN, WETFLZL 250 £ oF 250 A 500 EE F 500 mg/m O] Al|FREAAE T B
0 oF 250 W1x] 500 T oF 500, 250, 400, 500, ©F 250, °F 400 HEi: oF 500 mg/m ] Abe]F R v}
=

i

AR PN, YEPFIAL 20 i oF 20 mg/m /A WA 40 EE OF 40 mg/m /Y ST, o2 So
2

1. NKAE

ol 7 AE kAITA 2AEQ X ZA] Fx)o|
Al (cryoprotectant) 7} SA] Folo] g3t A9
TF F59 A T SARRE AFHE NK AE

w =

QY FReNA, Amt FE WA, vhaE AE L EE /FARRE ARE N AL Eof, o
%8 sk 22)el §%) FolE gtk Q¥ TR, Ant AR & WA, vhaE X o9 =
o %

ElARRE AT K AE(]S Bo], g
A A 1EAERE LR N AZE A4S F
el AT A9 T AA JEAREEH A

B
B ovlel 2g)e] gae] FolE ¥ AT oE SO,
= A dA 71 AREE AME NK AlE] s

= il
Bl NK AIEE Foukg 5 9
8

>~

NK AlE= Qo)e] Ajek ol o3, d& Eo] BEF2 Fe 93], FAk o3, odE 5o Ay e ¥
b FAF, kT FAE, IFFR FAF, el FAF, AR AU A, EWR-FA (trans-septal) FAF, I
Sl(subscleral) A}, @WE9hd(intrachoroidal) FAF, Z<SHIuUl(intracameral) A}, A =3} (subconjectval
FAF, A9sk(subconjuntival) FAF, El=3F FA(sub-Tenon's injection), SH-¥-(retrobulbar) FA}, 7
H(peribulbar) FAF T Furyutol A (posterior juxtascleral delivery)el ¢l&] Fold 4 . o
TFAAdA, o]E2 AT, HU R HAUE FAHIL, T4 XNRE 93 98k F5 By FoR Fd

J

~

2 op iz N

ooEAT FYels 25, AU, S, B £t S5 Tk £gEd. A% T, Fod
Fo AT BY B Folo] o3 Folfth. AR THANN, Foixl §F o F Hof 39 olate] /|7t
AR AEe) BF BFa Folo od, Ex Mxe A% T Tl o RolEth, A% FHaA, AX
§% EE ool F7b 9y, dF Bo] BESeld el e, Yryud e, Y oW L/EE e
ayel Fol B e Eo
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“dde) ¢ gl=(uninterrupted) Fof, o Gl T e dE FYoRA Foste AS 2P F
Ak, FoIH "G I Folzl F EE 7H‘F94 AFES EA 717k AA, dAY 3Y oldtel AA, v
M ZAE e FYom ATHE B Fogon Il U4 RAERA FostE AL XTI 4 Qr)
wEbA] A st A S5 oY AlHe AFEHAY AlFE=, AAE NFY AXE 9Y e A& Fo5)
= Zolty. ey dF A3 AE &80 3Y olste] Yzt AA tE FAF BE FYoR FoHm, oY)
39 FoF i 29 HoF 19 13 wE: &Fd A o8 W FYstE Solu).

A8 oA, NK AlEE 1009 = o 1009 7H WA 10002 == ok 10002 7B AES] W9E 3hxto] A
Folgn, Ay P, NK AE, dE So] Eo] /A® NK AEE §3F 5 x 10 EE oF 5 x 107
gl

2 1x 10 == oF 1 x 10709 NK AE2 Sojdch, A% TdooA, NK MEE 823 5 x 100 == oF 5

x10, 1x 10 = 1x10, 3x10 == 2k 3x 10, 1x 10 = 2k 1x 10, 3 x 100 £= F 3 x 10,
EE 1 x 10 EE oF 1 x 1049 AER FouEt. A% a6, NK AEE 3 1009 £ o 1005
A WA 2000 B oF 2009 A AE(AE Eol, 5ugF mi of 5ulgk A AE, 235ur £ of 2359k /)
A, 5HAT = oF 5HRE ) AR, 7%45\&"‘4 = o 75 ) AE, 19 e ¢ 19 ) AE, 29 =
oF 29 ) A, 39 i oF 30] 7] AE, 40] T of 49 J] AE, 50) Ei o 59 J) AE, 109 Ei o}
109 7] M, 209 m== oF 209 A A= 30@ wE ok 309 A AE, 409 E=E ok 409 A Al 09 =
oF 50 ) AE, 609 HE= 604 7Y /H]J_, 09 == 9F 709 i AM¥E, 809 X+ oF 809 /) AE, 909

0]
= ok 1009 | ME, EE A Z 999 272 A== W), 1,000
rE % 20091 7 ME(GE So], 2,500%F E= oF 2 500%F 7], 5,0009 Ei=
ol N AE, 29 =& °F 29 /| AE, 39

ok
o}
w oF 90o | A%, 1009 1T
EE ok 1,0008 A WA 2009
°F 5,0009+ 7} A, 7,500%F 3

= of 7,500 7H 19 ® o 1
w oF 39 U AE, 49 E o 4@4 AN A, 59 m= oF 59 A AE, 109 EE <k 109 A HAE, 209
i oF 209 A AIE, 309 EE < 309 A H]E, 409 EE o 40@4 A AE, 509 EE= of 509 A AE,
60%) i of 60%) 7] AIE, 709 Wi oF 70%] 7} AIE, 809] i of 809 7| AIE, 90%] = oF 0] 7] A

E, 1009 == oF 1009 A Aﬂz 2009 T oF 2009 A AME, 5&% A7) gk F dele 2l AoEe
1 T E 7H

WD), a3 A Aol 19 e o 19 7] AlxE YA 5009 = oF 5009 AEZ(AE B9, 19 51t
T oF 19 53R A AXE, 2@4 T o 29 A AE, 39 Ee oF 39 7 ME, 49 EE 9 49 I MXE

o = oF 59 A AME, 109 = oF 109 /) AE, 209 = 9F 209 ) Aﬂ*, 309 T+ oF 309 7 Aﬂ
409 = oF 409 J) ME, 509 wE= ¢k 509 A AE, 609 = <k 609 AN AE, 709 wE= ok 709 I Aﬂ
E, 809 mE: ok 809 ) ME, 909 HE: ok 90 7H AE, 1009 == ok 1009 7B ME, 2009 EE ¢k
2009) 7§ A, 3009 X oF 3009 JN AE, 4009 W oF 4009 ) AE), EE= o] W9 Alole] BE

o fFoldtt,

Wb, AR Lo A, NK AEE £ 1x 10, 2 x 10, 3x 107, 4 x 10, 5x 10, 6 x 10", 7 x 10°,

6 6 6 6 6 6 6 6

8x 10 =9 x 107), ®= ¢k 1x 10, 2x 10", 3x 10, 4x 10, 5x 10, 6 x 10, 7 x 10", 8 x 10" =

=9 x 1009 M¥E, 83 1x10, 2x10, 3x 10, 4x 10, 5x 10, 6 x 10, 7x 10, 8 x 10 ®==
7 7 7 7 7 7 7

x 107), = 9F1x 10, 2x 10, 3x10, 4x10, 5x 10, 6 x 10, 7 x 10, 8 x 10 = 9 x 10 7} ¢]

AE, 2% 1x 10, 2x 10, 3x 10, 4x 10, 5x 10, 6 x 10, 7 x 107, 8 x 10° L= 9 x 107, ==

—

F1x10, 2x10, 3x10, 4x 10, 5x10, 6x 10, 7x 10, 8 x 100 = 9 x 10/¢] A%, &2

9 9 9 9 9 9 9
x10, 2x 10, 3 x10, 4x 10, 5x 10, 6 x 10, 7 x 10, 8 x 10’ tt‘“9)(107}1 T Oklxlo 2

>~

100, 3x10, 4x10, 5x10, 6x10, 7x 10, 8 x 10 == 9 x 10719 A%, €= 1 x 10 FE= 2 x

10°7), = oF 1x 100 = oF 2 x 10 719 AEE e fFon Eow)

WapA], Q3 FEdolA NK AEE £33 Aolw mi Aok oF 1x 10, 2 x 10, 3 x 10°, 4 x 10°, 5 x

x|

10°, 6 x 10, 7 x 10", 8 x 10" &= 9 x 10719 Al

Z]
&

i
m
rlr
2
9
ki
12
—
>

10, 4x10, 5x10, 6 x10, 7x 10, 8 x 10 == 9 x 10771494 ¥, g
100, 2x 10, 3x 10, 4x10, 5x 10, 6 x 10, 7x 10", 8 x 10" = 9 x 1087}14 AT, 839 Hojx w
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= Holm ok 1x 10, 2x 10, 3x10, 4x10, 5x 10, 6 x 10, 7x 10, 8 x 10 E= 9 x 10 7]19] A%,
i 39 Holw EE Hojx o 1x 107, i 2 x 10 A9 ALE Tgshs o Fojfr},

Q3 FAslol A, AT B AT ko] BAle] ATWA T AFol Tl YA oF A2 A o
EE &= AZY 7Y &3 (flat dose) X AlEo 1A f2F(fixed dose)o|r}.

A5 FAdolA], Ao & 3xe] AFdd 7]x3te] FoHTt. od& , S 9] AT lkgd ZA
2 % olrh. A% P, AEe] & 1x 10 i ok 1 x 107 A% /kg A 1x 10" = oF 1 x 107

N ME/kg, 1Y 1.5 x 10" w= °F 1.5 x 10 7H A2E/kg WA 1.5 x 10 w= ¢ 1.5x 10 7H ME/kg, BE

4x 10 T ok 4 x 10 7H A3E/kg WA 4 x 10° e 4 10° N ME/kgs EFFet.

wEpa], AR pEol A, NK AEE e e fZo =gk 9 1x 10, 1.5x 10, 2 x 10, 2.5
5 5 5 5 5 5 5 5 5 5 5
x10,3x10, 35x10, 4x10, 45x10, 5x 10, 5.5 x 10, 6 x 10", 6.5 x 10, 7 x 10°, 7.5 x 10,
8x 10, 85x 10, 9 x 10, = 9.5 x 107) AM%/kg, 1 x 10, 1.5 x 10", 2 x 10°, 2.5 x 10, 3 x 10',
6 6 6 6 6 6 6 6 6 6
3.5x10, 4x 10, 45x 10, 5x 10, 5.5 x 10, 6 x 10", 6.5 x 10, 7 x 10", 7.5 x 10’, 8 x 10’, 8.5 x
6 6 - 7 7 7 7 7 7
10°, 9x 10", == 9.5 x 107] AF/ke. <F1x10, 1.5x10, 2x 10, 2.5x 10, 3x 10, 3.5 x 10, 4 x
7 7 7 7 7 7 7 7 7 7
10, 45x10, 5x10, 55x10, 6x 10, 6.5x 10, 7x 10, 7.5 x 10, 8 x 10, 8.5 x 10, 9 x 10 7}

ME/kg, E2=9.5x 10, E= ok 1x 10, 1.5 x 10, == 2 x 107} A% /kg.

IR pPael A, NK AEE Holm m= dolm oF 1x 10, 1.5x 10, 2 x 10, 2.5 x 10, 3 x 10, 3.5 x
10, 4x10, 4.5x 10, 5x 10, 5.5x 10, 6x 10, 6.5x 10, 7x 10, 7.5x 10, 8 x 10, 8.5 x 10, 9
x 10, E= 9.5 x 107] M¥E/kg, Holx= EE= Hojx ok 1 x 10, 1.5 x 10, 2 x 107, 2.5 x 10", 3 x 10,
3.5x 10, 4x 10, 4.5x 107, 5x 10, 5.5x 10", 6 x 10', 6.5x 10, 7 x 10", 7.5 x 10", 8 x 10", 8.5 x
10°, 9 x 10, ®= 9.5 x 107] A¥E/kg, o ®E o= o 1 x 10, 1.5x 10, 2x 10, 2.5 x 10, 3 x

10,35x10, 4x10, 45x10, 5x 10, 55x 10, 6 x 10, 6.5x 10, 7 x 10, 7.5 x 10, 8 x 10,

)

8.5x 10, 9 x 1077]] MAE/kg, T 9.5 x 10 T Hole B Hoj: oF 1 x 10 =& 1.5 x 1087H M3 /kg
& Egee 3o Folud.,
AR PN, AE, oAF Fol Nk Axe] S dAANA G §Fo FoluAY w25, 1Y, 3
AR, 69, 1 1 olge] Jk el @ Felur)
N RelE AFSHE U Bt SWMORYE o AL A0 wee AYSAY FAGER HeT
G ogrh webd, Q3 FHAGNA, BAE WK AL 0F §F, A% Fol 23] oge §F wE Holw 19
F4 § Fopwch, An FAelA, 23, 33, 43, 53], 63, 73], 83), 93] E= 108 FFol U
oA Foldrt AR FHeNA, Holw 18] F& S 2 3L P, AR PN, Holx 13
T4 e 2 8% 2 34 $FL EFAY. A FAANA, Holx 18] F& §FL 24, 37 % 4% §
Fo TPV, QY THANA, Folw 18] F& §FL 24, 3%, 4% L 5% §FS TFBh AY TA
A, Helw 18] F& §F& 22, 3%, 4%, 54 L 67 §FS TFWTH AR FAANM, Folw 18] F%
S%e 221, 34, 4%, 5%, 63 R 74§ RPULh. A FAANA, Aolm 18] 5 8L 24, 33,
7, . = e JNE ol we
Sl B olole Wi @ AL W AL ade Folake Wit Rel 05 2 7 Felg] Folsi:
AT S EH AN Bl WEskd + k. A FHANA, FHY B F& §F Tt §FER O
A Fels)s AL $E 1 S35 S FASIG webd, Bele) J1EE MK AL Ange 37
Ao wrge] Flzste] 2t @Ael ] REAH 5 vk, QY A A7 o o4 NK AL ARl 7
g 9 Bohs A% ARt FRY 5 Ao D Aol A ARSI ARE oA ART £E A

F Fol mb wE FoE wsie A% FAGA, M AEE WF, AT, 33k 18], 450 18, 57
sheh 18], 6wt 1), 7vheh 18], 8Fehek 18], 9Fehet 18], 10Fwhe 18], 11vhe 18], 1250h 13),
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1350k} 18], 1450he} 18], 1550keh 18], B 165010 135 Sogth, o2 o] sias 14 &%, 274 &
S ogen o7 7 gwe 13 phew Reld. 9% TN, NK AEE ue

(¢} o O — =
Folgth, AR FHooM, NK AEXE 492 £ 37]dnig 18 Fod, A3 Fd oM, NK Al EE 35
T oF 35 o FojyEt, g FHAoA, NK AEE 45 T oF 45 B¢ FogEn. g3 g o)A, NK
AXE 8F T of 8F o Fojdy
AR pHAo N, Fo] dAL A8 FAH AA detd 4 Ao, wEbA, 95 5o A= 1, 2, 3, 4, 5, 6,
7,8, 9, 10, 11, 12, 13, 14, 15 T+ 165vict A WA dA(EE F7))9 Fozs 2, 1, 2, 3, 4, 5,
6, 7, 8, 9, 10, 11, 12, 13, 14, 15, T 165vH F WA dH FAFS & 4 glow, of7]4 3 A
A dHo] FojFgat F A dwlo] Folgk Alo]o] A|zbe Aolditt. A FHAAAM, A= A HA dH9
Tl 1, 2, 3, 4, 5, 6, 7, 8, 9 B 103 FAHS wa, F AA dHe FAFoA 1, 2, 3, 4, 5,
6, 7, 8, 9, & 103] Foge wtomn ofrjA F WA ddo Fogy F WA ddo] T Fo¥g &
= 5LSAY 9= F Ak wEkA, dE B9, A= A WA dde FoHoA AFE TR 43 Fo
F T oHA e T 12Fmth FolE = 48] Fogs Fouks = Qi)
AR FHA M, NK AEE 97fEe] 2ol AA 13 WA 43] FoAFH},

h‘rL

_TE‘_I:_
Ao, NK AEE AFA-2T WA, oE So] Fuly Foo] A% WYERE 2B, oF Sof
A vhe} o], WEnEHT

;

e e
e
9,
N

7

FEAo A, NK ME= who]eret 1 x 100 = oF 1 x 107 A 1 x 107 == oF 1 x 10719 Axe &

QA 2 10 "
G35l nloldtel] WEHERT. dF T, NK AEE 9 882 3431 nlojdd WEREFHT.

A FHA M, AEE Fo] Hol dE E9] 37C FZxoA 55 tt.

AR FHdoA, NK AlFEQ a5d Hlo]dH () oS So] nlo]ed ojuiEy @ Hy FA|E ALgdte] v &
o 87], dF So] Fo] Mlog FgHon HAIHT NK AXE o g IV Foz va Ja/g9 AE
4dHE 53 §7125E Sl A FoJE = Q).

Ax FE oA, NK AlEE 73 3 wa], vlgdzsiAl= s F 90% vtk oE E9] 80, 70, 60, 50, 40,
30, 20 = 108 "ghel] FojHn. A8 FHAA, NK AE= dls F 302 oo Foe).

JB T A, FAEE B FAVE B AW FojET),
A5 Fdool A, 1nL, 4 mL, =& 10 nLe] 2 ¢kEFo] FAZIE Sal MU= Sxjo Al FofH),

I FAAAdA, B AE NK HE FYo] FAET] Ho| ofyEotuigo] FoJHTt, UdF FHA A, T
2| Al 100, 200, 250, 300, 400, 500, 600, 700, 750, 800, 900, 1000, 1100, 1200, 1250, 1300, 1400,
1500, 1600, 1700, 1750, 1800, 1900, W=+ 2000 mge] o}A|Eolm|i=zo] Fojdt), AR FHd o)A, o}A|Eo}
=l NK HEZ 2o 3z A FodEn), di FEA A, oM Eoln =2 NK MXE Fo 2 5, 10, 15,
20, 25, 30, 35, 40, 45, 50, 55, 60, 70, 80, 90, 100, 110, 120, 150, T 180% Ao Foldr}, AR +3
o A, oM Eojn|mdle AR FojHr),

A FEdo A, FA A= NK X 9ol Fou7] ol tgls|=ebnle] Fojgrt, Ui , &

A= 5, 10, 12.5, 15, 17.5, 20, 25, 30, 40, 50, 60, 70, 75, 80, 90, W 100 mge] t]=a=e}yle] Fof
Ak, AR FHe A, gAs| =g e NK AlZE ZHo] oAl FolEnt, AR P ool A, il
NK A3 Fo] A 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 70, 80, 90, 100, 110, 120, 150, W
1803 Mol FojErt. dF FdAolA, oM Ectu e AT FolET).

QY PR, WK AZ Fol A % Fo F AA Y7k Bok A4S BUHPAT, AT Sof, B oy
Adl(vital sign € ZUHEE & A 7ol AL, 555, Aue, dgh, D wut ga S4e oa 4
A ESE(S0)7F EIE S Arh. A% P9, Ao shbe wolg Al NK AE %ol 4 5, 108,
15%, 20%, 25% E& 308 Aol Axsie] AU K AL Fol T, Aolm shpe] vlolg AL 1, 2, 3,
4 L 5A7F Bk XG0 wi o2k 55, 108, 158, 205, 258 i 0% nitiE el FU4 i
2 e don RUHDE $ . 9% A9, K AT Fol ¥ @as) dn WA volw Al
BUEZE 5 At
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2. gg5]F ¢lAelA

A, Bl Z1EE NK MZ(E), 98 5] 2o 7]&9 N xﬂ;ﬁ.(? = J-?ﬂ‘o}]_ e,kxﬂzzmq =z
AACIA, dE 5o Bele] 7|&H ThES0ld QAo

ol A Folgrh, i Pl A, TEEeH < 7ﬂo1x1; ersre 2=
Avk. Ay FANA, tFEolA A AE NK AE =R, o2 Sof

HEEIA QAL NK AE Fol 1, Fol F E Fojg Ao Fojdl & 9
AR FHAeNA, TEEIH AL NK AX Aol Folgrh, AR FAIA, EEolH Aol AE MK
AZ Fol Foldrt,

35
5
A5 T, NK AEE vF5ol4 dACIAZE Fold tid Fodn.

TAAGNA, W ARE Asel ool Felsli w, gESed QoA Hefol ahilA=d
C AR PR, NK AEE F 15 Folu:, BESeld A AL 4 18] Folnd

o]
A5 FddoA, thsEold AAelAHe &2 Axe R WA &5 oldd AFHET. dF FHdA], thF
Eo]z 2Ao] Aol &4 F A (debulking) &2 AlEo] A WHA &3 o|d AFH

AR F oA, gEEo0]F AA )AL= 0.01 WA 10 T 2k 0.01 WA 10 mg/kg, S o] ¢k 0.1 WA 9
0.01 WA 8, 0.01 WAl 7, 0.01 WA 6, 0.01 WA 5, 0.01 WA 4, 0.01 WA 3, 0.01 WA 2, 0.01 A
1.5, 0.01 W= 1, 0.01 WA 0.5, 0.01 WA 0.15, 0.01 WA 0.04, 0.04 WA 10, 0.04 WA 9, 0.04 WA
8, 0.04 A 7, 0.04 A 6, 0.04 HA] 5, 0.04 HA] 4, 0.04 WA 3, 0.04 WA 2, 0.04 WA 1.5, 0.04 N
21, 0.04 WA 0.5, 0.04 WA 0.15, 0.15 WA 10, 0.15 WA 9, 0.15 WA 8, 0.15 WA 7, 0.15 WA 6
0.15 WA 5, 0.15 WA 4, 0.15 WA 3, 0.15 WA 2, 0.15 WA 1.5, 0.15 WA 1, 0.15 WA 0.5, 0.5 WA
10, 0.5 WA 9, 0.5 WA 8, 0.5 WA 7, 0.5 WA 6, 0.5 WA 5, 0.5 WA 4, 0.5 WA 3, 0.5 WA 2, 0.5
WA 1.5, 0.5 WA 1, 1 WA 10, 1 WA 9, 1 WA 8, 1 WA 7, 1 WA 6, 1 WA 5, 1 WA 4, 1 WA 3
1WA 2, 1 WA 1.5, 1.5 Wx] 10, 1.5 WA 9, 1.5 WA 8, 1.5 WA 7, 1.5 W] 6 1.5 WA 5, 1.5 WA
4, 1.5 W1® 3, 1.5 WA 2, 2 U] 10, 2 WA 9, 2 WA 8, 2 A 7, 2 WA 6, 2 WA 5, 2 A 4, 2 U
3, 3 WA 10, 3 WA 9, 3 WA 8, 3 WX 7, 3 WX 6, 3 WA 5, 3 HA 4, 4 WA 10, 4 WA 9, 4 W
8, 4 WA 7, 4 WA 6, 4 WA 5, 5 WA 10, 5 WA 9, 5 WA 8, 5 WA 7, 5 WA 6, 6 HA 10, 6 W
9, 6 WA 8, 6 WX 7, 7 WA 10, 7 HA 9, 7 WA 8, 8 WA 10, 8 WA 9, EE 9 WX 10 mg/kgl =
ALl Al Fof T,

AR L oA, thEEeF QAolAE 0.01 mg/kg, 0.04 mg/kg, 0.015 mg/kg, 0.5 mg/kg, 1.0 mg/kg, 1.5

mg/kg, 3.0 mg/kg, 4.5 mg/kg, T+ 7.0 mg/kg, T+ 9F 0.01 mg/kg, 0.04 mg/kg, 0.015 mg/kg, 0.5 mg/kg,
1.0 mg/kg, 1.5 mg/kg, 3.0 mg/kg, 4.5 mg/kg, =X 7.0 mg/kgl E A} Al FoHT}.

S

NN

rig

IR FH oA, TFEE]A QlAo]A 9] &S 100 i oF 100 WA 300 = <F 300 mg, & Sl °F 100
WA 275, 100 WA 250, 100 WA 225, 100 A 200, 100 WA 175, 100 WA 150, 100 WA 125, 125 WA
300, 125 WA 275, 125 WA 250, 125 W= 225, 125 WA 200, 125 WA 175, 125 WA 150, 150 WA 300,
150 WA 275, 150 WA 250, 150 WA 225, 150 WA 200, 150 WX 175, 175 WA 300, 175 WX 275, 175
WA 250, 175 WA 225, 175 WA 200, 200 HA] 300, 200 WA 275, 200 WA 250, 200 WA 225, 225 WA
300, 225 W] 275, 225 W] 250, 250 WA 275, W& 275 WA 300 mgs EFSTL.

=Eo]7 olAlo]Ax ool Hakal Srto] od, oI So] BEZA FQd o3, FAl &, o o A
) = vet FAE, b FEAE, c\’l:r"-rH FAL, WEsE FAL, v\“/] AZWH FAF, EdR2-FA (trans-septal)
A}, B93H(subscleral) A}, wWauhy (intrachoroidal) ZFAF, AoMul(intracameral) A}, ZAdah
(subconjectval) Ak,  Zw8l(subconjuntival) FAF, =&} FAl(sub-Tenon's injection), SF-3
(retrobulbar) FAF, AFFY(peribulbar) FA} = FH)
ofsf Fold 4 vk, AR F@dlA, tFEolF QoA AT, HH R HAWE TR, w4 AR

E 93 d3le A9 Huy Fo= —roqETﬂr H AT Folols= 8, ", Suhg), B wi= b B
o7} LFgEY. dF FEHANA, Fo4F & ZEo]4 oA o]A ] thel B2 Eojo] ofd] Eo®rh, ol
5 FdodA, Fozl &F oE Eof 3¢ 0]?‘5]—9] 717vol AR tFEES)ZH oA oA TR EBEA Edod

OH

utel M (posterior juxtascleral delivery)ol

r\r e

_u

A ¢
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ofal, = AES] A5 F1 Fojoll ofa FoldEu.

AF FRAA A, hEEolA QIAloIA= NK Al Fo] He Folgth. 47 FddA, tF5]4 QA
el Fol= NK A Fof 7fA A Aol 15, 30, 45, 60, 90 T 1208 Ao d8dr}t. X FE ool A,
NK AZ= ts5old dAolAY Fo] e Fojdrt. dF FaolA, NK Alx Foe= ts5o]3 Q1A
Ao Fof Al A Aol= 15, 30, 45, 60, 90 HEE 1204 x4011 gn k. F FddolA, vs5olF QA
A= &%l 1, 2, 3, 4, 5, 6, 7 = Azt 742# FAHES stv S22 Fodrt. dF FdddA4, tF
Eold Aol A= &%l 4A7bel| HAA FAEHEE st= %Ei Folgtt.

Y FAANA, TEFOIH QA AE 65 B HFE Folswm, Nk AEE 4F B vlF Foldrt, Uy T
Aool A, ThESeld Qo] A 47k 2 2

o 34 gFoz %old ot A FAco
A AES] §Foz Fold ol

=]
=T
FoE Folg, dF FHddA, AR F7] Alele 15, 25, 35, 42 BEt T+ %fd(break)d RS Aol
3. Apo]EF}QI
A5 FHA A, Ale]EFFI0] B} Al FofH ),

AF FEeol A, Aol EFFQIE ofAl e}

2= dF-24 NK Az § Foldnt. A5 FElAM, ALl
E7RIE NK Alxet M52, 48 & oF

g 2
bt
lo

AR PP A, ALo] EFFS1E TL-20]t},
AN A, [L-2E FstR FojHT)

AR FAAGIA, IL-2% NK AE Fol FR F 1A 4N EE o 1A of aNzel FojEnh, A% 7
A9 IL2E N AT Fol Fi2 F Aol 1ol ST, Ay FHAIA, 2% N AL o] F2
1N ool FelEth QR PRGN, 28 K AE o T2 F AolE 1A% @ FR F 447 o

A5 FddelA, IL-2& ZHd 10,000,000 IU/MZ, d& E° FHdl 1,000,000, 2,000,000, 3,000,000,
4,000,000, 5,000,000, 6,000,000, 7,000,000, 8,000,000, 9,000,000 H=+ 10,000,000 IU/mi Folet.

A5 FH A, IL-2% 1,000,000 %+ ¢F 1,000,000, 2,000,000 =
¢k 3,000,000, = 4,000,000 = ¢F 4,000,000, E& 5,000,000 =
¢k 6,000,000, = 7,000,000 = ¢F 7,000,000, E& 8,000,000 =

¢k 2,000,000, X+ 3,000,000 E&
¢k 5,000,000, ¥+ 6,000,000 =
¢k 8,000,000, ¥+ 9,000,000 FE+=

r1r rlr rlr

¢k 9,000,000, = 10,000,000 %= <F 10,000,000 IU/ME Folgtt.

AR A, 12 1x 10° EE ok 1 x 10 [UNZ Folhny, ¥ FaAelA, L2 2 x 10 =

2

2 x 100 TUNE B9},

QR oA, 1 x 100 UM vwre] [L-27} $apoll A EolHT).

A5 FHA A, IL-29] dd &Fo] AAA FoAEY., 5 FdANA, 6,000,000 IU == 2F 6,000,000
U9] ¥ &5o] dxjof A Fojw),

AR P oA, L2 Skxjo| A FojEx] et}
4. AFF-X] & (Pre-Treatment)

0% Aol A, SAbe obER A AmEth Q¥ FAdelA], R HL A, B2 DA, oA Eew
ogH FTEA, D o5 £HOE olFor ToERH AdAT. AY TN, U AFAE o

E. A&
A FHo) A, ol 7]EE NK AE D tF5014 QoA ofg] ol 43X A7 719 AdR2A dx}
ANA FojHErh, AR FdAo A, NK AE 2 dFEF <lAlolA: s o9 Ag F7E Edss AR



[0538]

[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

[0546]

[0547]

[0548]

[0549]

SIHS31 10-2024-0107147

A% eI, A% afe, Bl Aol (F Hol, 30 g7t AAW WA, ®E DR WK AE, o
FEoA QAolq, Et F vol i@ Buom ol Felgo] Fud WA, wi 847 MK A%, 4FE
o4 QA4 EE E thl BAL AW WX A%,

AR TP A, g 2 A8 F7] Aloldl A7 FH(AZ 5o, NK Al £ 5503 oAo|xe F
q7F glE 717 S 83, AR PN, X7 FEE 1 A 8F, odF B0 1 WA 8, 1 WX 7, 1 W
216, 1WA 5, 1 UlA 4, 1 W= 3, 1 W 2, 2 Wx 8, 2 WA 7, 2 WA 6, 2 WX 5, 2 WA 4, 2 WA
3, 3 WA 8, 3 WA 7, 3 WA 6, 3 WA S5, 3 WA 4, 4 HA 8, 4 WA 7, 4 WA 6, 4 WA 5, 5 WA 8,
5 WA 7, 5 WA 6, 6 WA 8, 6 WA 7, Ei= 7 UA] 8Foltt. AF FdAA, AF FEH Ho® 1, 2,
3, 4, 5, 6, 7, Tx 8Fo|tt. A FHAM, N8 FEHL 1, 2, 3, 4, 5, 6, 7, T 8F TE o 1, 2,
3, 4,5, 6, 7, = gFolt}

AR FEAoA, N7 F7]E 2 WA 60Y, S B 2 A 50, 2 WA 40, 2 WA 30, 2 WA 20, 2 YA
10, 2 WA 5, 5 WA 60, 5 WX 50, 5 WX 40, 5 W= 30, 5 WA 20, 5 WA 10, 10 WA 60, 10 WA 50,
10 WAl 40, 10 WA 30, 10 WA 20, 20 WA 60, 20 WA 50, 20 WA 40, 20 WA 30, 30 WA 60, 30 WA
50, 30 WAl 40, 40 WA 60, 40 WA 50, T 50 WA 60oltt, AR FadoM, X7 F7]= 1 WA 8F
(S B, 1 WA 7, 1 A 6, 1 WA 5, 1 WA 4, 1 WA 3, 1 WA 2, 2 WA 8, 2 A 7, 2 WA 6, 2
WA 5, 2 WA 4, 2 WA 3, 3 WA 8, 3 WA 7, 3 WA 6, 3 WA 5, 3 WA 4, 4 WA 8, 4 WA 7, 4 U
A6, 4 WA 5, 5 WA 8, 5 WA 7, 5 WA 6, 6 WA 8, 6 WA 7, EE 7 WA 8F)o|t}. AN
TFAdolM, AR F7)E= 1, 2, 3, 4, 5, 6, 7, B 8F T ,2,3,4,5,6, 7, L£E 8Fo|t}.

2
—

Y FAANN, A8 8We 1WA 58 AR 77, IE B
WAl 4, 2 WA 3, 3 WA 5, 3 WA 4, = 4 WA 53] A8
1, 2, 3, 4, &= 53 X8 F7|&E

N}

o 1 Ulx 4, 1 YA 3, 1 WA 2, 2 YA 5,
F715 X, AR TR, A8 e

ro,
=2
N
it
)
5 =
ol
o dm
o
2
r«O
X
o,
2
ME,
~
£
rlr
—

2 4 9l $ 9ol A FelHrh(elE
Sof, EAe] EE wel AR A B A&Hon). e A9 K AXS} BE5eld oA MEe
o frh(e] Eol, The A Do),

QP PRI, A FE AR Flo) A ns PR Am A LB B Sol, Aw F717 6
F(EE T AR 49, AF F9ols Am 9 1F(EE 1 AR)uht g

AR FAAANAM, AR F7E 2 AR Aol NK AlEe] FolE T AN FHAAAM, AR FVE AR
Aol SHAIEC NK AEE Fofshs Ae ZFAT. dF FddolM, K AZs AR 719 AN g kel
FolEnt.

Aolol A, Am F71 AloEskel, ol Hol welel slAE Alo|Eslel, olF ol IL-29] Folz
Az EFAT. AR FHAANA, A EADNE WK AE U/EE GF504 Aol Ael Bl Sol, WK
Sol4 QA AT} A6 E A&ae]) FAHG, T 9ol AEAVL NK AE U/E

o

=

E H/Es UE

T UE5eld dAelA BEZ(E Bo], U A& dol) Fojdrt. dF TN, Al ETRI(E B
o, IL-2)& NK A7} Fof sl ol Fojdtt, df FadolM, APlETI(dE 51, IL-2)2 NK Al£7}
FolEE grith Fogth, A PN, APIEARI(AE Eol, 1L-2)& NK AE7} FEE RE do] o}
AR el Fojgn

AR FEAAAM, A FIE AR F0 DA FAF (B O HJER) HFHoR(4E 59, 65 AR F7]
of A wlF) gESelA [AlelAe] &7 Folstal Frle] AN BeH(dE 5o, AR F7]e] AukE %
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o= 80%, oS o] HoJ&= 85%, 90%, 95%, 98% FE 100% U3, o= Eo], Ed Vad EdHS
E3 ALY oo BEte], oE o], HEZ (conservative) EAWolZ thAH oA A AL A7]9 qF &
of Hol 1%, 2%, 5%, 10%, 15% Hi= 20%2] Zfol& 7Fxth. upghzgh FdEdoA], WolAE EAe Yste &4
< A

2719 ik Ade] TLA WNES (RS ZASY] 8, AL HH v HA4S 8 FHHU(AE £,
#HAo 44 g8 A WA 2 F AHA ofu| =t B A AE F s e E BT o] B9E F dx
H-dE A9S vlal 545 93] FAIE = qdvh). vlal 548 98] ddd 2 Ade] Hol= #Fx A4 4
oj9] AHolx g0%olal, PF- FHd A= Holk 90% Hi= 100%¢]th. o]oiA], A-&dhE oAt 1A e g
ZEUEHE A9 FEHULEHEE ulwetth A A AL g $A]q HAl Ade] ASste fxe 5Y

# wEUeEst EARTE, FA4E dY AAd4 FUsEd
CEEAT BAT). F AD Alole] B st F A9 Ad gus
ar
[€)

o
Aol dolg ;e Aol T3 FAD A A% Fol

7 ZEfeel= e it 4D (S, Fel(query)) ¥ F HA Zeifletel= T A A (S, £4) Atol¢]
A o= FEAY Vs 1 ol e vde A om, oF 5o] dUNHoR o8I d HFE AZES]
o] ofAW Smith Waterman - (Smith, T. F. and M. S. Waterman (1981) J Mol Biol 147:195-7);
GeneMatcher PlusTM, Schwarz and Dayhof (1979) Atlas of Protein Sequence and Structure, Dayhof, M.O.,
Ed, pp 353-358°] &% Hle} 72 "BestFit" (Smith and Waterman, Advances in Applied Mathematics, 482-
489 (1981)); BLAST X~ =138 (Basic Local Alignment Search Tool; (Altschul, S. F., W. Gish, et al.
(1990) J Mol Biol 215: 403-10), BLAST-2, BLAST-P, BLAST-N, BLAST-X, WU-BLAST-2, ALIGN, ALIGN-2,
CLUSTAL, 3= Megalign (DNASTAR) AT EHo]E Alg3lo] AAEY, w3, FgaAE vHlays Ado] dojd
Ax A AEE GAdste o des do dngEs st 44S SAs] A Ade wiEsE 4
A ¢ vk, dntdom | A4 il e dbe] e Blal Aol %49 9lole] o], Hulm 9 349
A dold & U AE E°1, 5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, = 100%). ¥ 7j
AU HA4E 9, FYA %= Al ADe] [ Aolo| A o]t

o

=

592 95, Adel vm R F AL Aolel BUY & 2
= E 2~

A JJdE] 55 Zr= Blossum 62 223 o]¥ wf

*

BHEH Mg AFHor e a2F e XS 3 FEal, deid; 2y, o]AFAl, FAl; olaniz
Eal ZFENAL, olaTel, SR, A", EYoy; o, ol27d; 2 Hddald, g2l
VII. B9

oAl GelEA g @, B gAAd A8E 7% o] RE §of, 7]

&0 (terminology) & 3 Wge] Hdh 7% ¥ A 4

5% JEgt 9% 4%, duAHoR ofsx

RERIEEEERE R R
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AX4 1: 71AE(0ff-the-Shelf) NK AX X8 ZTHZ

A5 & 1o YEhUH.

o] Koene et al., "FcyIIla-158V/F Polymorphism Influences the Binding of IgG by Natural

Al
95 5

= b "o

VIII.
oA,

[0580]
[0582]
[0584]
[0585]



[0586]
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[0588]
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[0591]

[0592]
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Killer Cell
(1997) #F

Killer Cell
Polymorphism, "

FcgammaRIIIa,
Zofel) B KIR-B Ay (KIR &

Independently of the FcgammaRIIIa-48L/R/H Phenotype,"
Al ALl KIR B /A, o F
Immunoglobulin-Like Receptor (KIR) Genomic Region:
Immunological Review 190:40-52 (2002);
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Blood 90:1109-14
=9/ Hsu et al., "The
Gene-Order, Haplotypes and Allelic

9 Pyo et al., "Different Patterns of Evolution

in the Centromeric and Telomeric Regions of Group A and B Haplotypes of the Human Killer Cell Ig-like
Receptor Locus," PLoS One 5:el5115 (2010) #=3lehH S zbe= &Y §459 FDA 871 W AdES NK Alx

o BEdow duat,

Add Fs sfesta ddLdE 8 52

(Miltenyi) 2 CD3(T A3%) MicroBeads® AF&3lo] A|E

Mol & #3 AlE(total nucleated cell, TNC)
g3l REletdt. T Az nzd
2] (CellgroSCGM) el A8t t. 19 o8 AME
el Frteldet. = 1o A upel gZol,

G5t 7)A|

CD3- A AAE A4 WAE

CellgroSCGM *4
T 1o =AlE ukel #o], FE )
o, & 5o (RS
AEE 5% C0, WA F7] S0l A 37TAA
npoh WA E bR
dto] WE el Fx3}

W oEE le] g 4

Stk o] AAdoAM =, F

SRtk YEms
(LNy) B3] ®wst

23 (MCB) &

Ak
(vapor phase) A A
NK MEE mpAE AE 2

ofofES AAkstz] flel, MCBomAE o T
59
[€)

F2 whelTel Nk AlE
AAE F FI AL 5, 4
AE NK AxE=
B Ax A ale) H=3E9ic).
S 9% Fe FEA7] f8 AEE H5A B
47 WiAE WA 10 ng/mLe] -CD3 A (0KT3),

B G @A F I EA Tl NK AEE, A5
NK Alszell =]lskr] e, A=A

E, B WY B W EE wold g 10749 AE
S5 Aold WEIE Agete] WEsen -150C vl 3714
ek, MDA S7kE AN FHORRE fAE ol YEuER

WA 5 AASSTE. 28 thS QuadroMACS AE A
A A (preparation)ol A T A|EXE ZAHT. 6 x 10°
AetS MicroBeads® A8 QuadroMACS X % Bl E AL
ol e AXE AFHst A fl=
CD3+ A 3ol

A 28]

Z9 (viability) @ %
(D37} ZE i},

up2E] AE S (MCB) At
22y HuT 78(eHUT-78) ¥© Azt F% wjgsigitt.
N7t g, SFEh, 9 22 BES).
o] dEntolg~ HHE A3}
qo 7 zAer),

12-16Y F<oF A4 wigoz ool Asa,

ol B g AED 4% g §2
8

) 2 U= 4
Hj <ol e
2 A% 80719

5 0AE ARG, AEE A
5 wjstel slepEe A ol

2 HjeF Mol H{Fsta I AE, dF E9 eHUT78 Jm Aﬂisﬂr z

AA o =, AEE 50 L AE-s7]oA wldste] Aud 9 534 71 JofE ZE(AE 9, 4,000~
8,0 HA BB wlolok, 7 107) ME/Hloleh)E AAEl I, o]F WERE 24BN TR 0 WE wolot
JJr S o5 ARG 7)ol A WEskint. o] ookEe AR Folel A & e VIAE AFA dd AFE
ojt}. 91%%91 7 RE= W X £d e 328 FUsE d AR & At (dE B9, 100-1,0007 <]
87}, o2 S0l 4 x 107 AES] BH ST ARL)

And 2: s AT 8%
A Sy A%

A=A,

El7 (hyclone)(2 m)S ¥§3h= A% nlA oA

=
(Cryostor CS10)¢F E33lal £ Aoy Wi
2% 90T E&= oF —90C77]' A YEetgen, o]% JdA Hi ®ga

= 9F -150TC7F H=F s,
a5 3z
o] MEZ} mINF-a & &3P, 85%

shoivh.
AAld] 3: NK AX 87 9 A=

e o of

ol

dE Eo] elut-78 AEES
RPMI1640(Life Technologies) 89% v/v, &3%-Al3}=

ol 2 aL

T, Ax AEES A AE G 70% ©)% =
3 olAte]l A7} mbIL-21+E LR o, 85%

W ~EogRy 3Estil, 125 mL SgzolA
2 ®Hlo} A (FBS)(Life Technologies)(10% v/v), % =%

37C Ex oF 37ToA 3-7% €0, = &F 3-7% CO, 3Fell 18-

. Aﬂi 3‘”‘1}5} 125 ml - 2 L Zef==e —E—%é}OﬂE} Az

2 nL Y vlold A WsHE HjA|
5&ntth ¢F 15TH 2&2E Z:‘i/\]ﬁ HZ
e Y52 A HE 257 -150C ®

1.0 x 10709 A& AZ/uL), 85% o]
o) Abe] ME7} 4-1BBLS

(o714, A
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A o&=A, Hee NK AEE 4-1BBL, o 2FE 1L-21 @ 9o MNFY9E Hds s FAx=dd Hul-78
ME("eHut-78P AE")E I AE2ZA AREslY] gS3) @'O] Az = gk, Iy AEE 1%(v/v) CellGro
Hi Aol AEA|7]3L Zmld ATl A 20,000 cGyR AT, A= AE(HE E°], (D3°] ze PBMC &
(D3o] az¥ Ad AE)E 37C] A4 WMoz 1t I, =FEW, IL-2 ¥ K-35 k= CellGro
o A T e] Al Aol A AT AEE 2-4Unbet .3 AlZEe 190t NK AEE
AAE A o8& sl YERESHU. dF5E NKE oz TAE T HlA FollA SR A Fodic):
<l % 244 (PBS 1x, FujiFilm Irvine)(50% v/v), &HF(AJ7H)(h&& 3= 20% v/v OctaPharma
H

<
&

[ 1

ke
=]
L

mﬁ r
=
1m

ol: 200 g/L A, o] T = 96%°] AZF LHE 130-160 mm F; < 2 mmol ZF, 0.064 -
0.096 mmol/g & N- 0]—/‘%]% DL-EHEZ, 0.064 - 0.096 mmol/g T A JF}ZHA F7F2 1000 ml =), E

AERA Fo dAEG A)(HAER A FALN F9] 25¢% v/ve] Hospira P2EZ 40, t&S {3k USP: 10
g/100 mL Y9A~ET 40 2 5 g / 100 mL =ol 34 (hydrous) 9A2ERZ2~) D oHd A ZAFo] = (DMSO) (5% v/v

9] Avantor DMSL &%, 20TCelA 1.101 g/cm"gl e 2 714,
Ay AL, A= AE= (D3o] nZd" AWE MEoltt, oE ES CliniMACS T AX 17 ME(LS
Depletion set (162-01) Miltenyi Biotec)E A}&3}e] WHAR7] AdHol| &3] AE FEolA] (D3 AIEE LZA

A<
4 = A,

v e AlE, ANE A= MEE F15804 V/V B8 A4<S 7FA (D16(Fe 77k RII1a-158 V/V R3S &g

3t== Mt (Musolino et al. 2008 J Clin Oncol 26:1789). wighAstAl=, AdE A= H]EE IR-B < uj

A o)k,

AN 4: NK AE FFHozX e AP

NK AlEe gz g 2o 5 x] 15%5 7%, Aoz, Uz dde A54 AFES 913 NK A2

THYor ApgHo] gvh. e, B wAAe VERd viel o] A RRE fH® NK AEE Axe x

7] 7 EE w3} glo] Ux Aoz RE fuwE Anch 2 WA v]EE v Al A g s A

°f 10 o & #AAHEE Zevh. T AE AR Al XK AlEe] Edstel] dofsh= AR 2 NK Al xHe]

A FeA dde TR " NK AEZRT A NKell dal 15A 7 dBAde]l ¥ w2 Ao® yEyd. B
|25 A A SAAA,

YA 7l Az 349 AHE2 71SAe 5HE0 WAoR AdE u NK A
a Jl(scaled) Aoy ¥ NK AE AES AA3AT.

=
af kAl oF 100 H & 2 vHe Za o E 3 = :
Hlarste]l AthE e oJekEolA F¢ ¥ NK 2443t WY &A1 dEe] ¥ Eal

AAd 5. 84 2 ASH NK AIE FEY

d dofA, A FHOZREH NK MEE AAd 1o 7|A8 &8 4D 2= Aol e ellut-78 AIX2E }
|3l A8t A=At E 40 =AIE vie} o], AAE AT ATE NK AXE AT d3HA =
(D16(158V) @ A3l NK MZ 584 3L el

AA4 6: AB-101

AB-1012 32}, dlE B0 dEE A & N AXE AAIAZ A8E 22 gxoA] ADCC F-FTF S &F
AAZIEE AAE A 9 G4 A5 oY HNEE st BAHQ V|AFY] WERER T
AR F2 NK AE XZ Aok, AB-1012> T HX o] mzbe] o) NK AlEo] diall w5=a, 1L-2 2 3-CD3
FA(KT3)7F BFH 2zd 54 55 T Ax 9 2els AMgste] &5 wdd, Add Fd o3 A=

(CBMC) = -4 €Tt

AB-1012 FDA &|7hd ANE 258 g FFolA NK AL AFoR, 58 A58 ddIE f‘%xﬂ(mAb)&‘r Z%L
st @l W 1Y YL ARFES AAFAG. AB-101 Ax THE B L e 5

]i o /\g/ﬂtﬂ—ﬂr
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A A g FFolA &AM 9 F A=A FAE ) Fie] k.

(D16 F158V T}8Ad. mAb Fe-Ewlele] Adst= A3t t] =S (D16 F158V WolA= skAs 8] o] &A
A AE=ZADCC) S FHeke Ao e

AP A 2 NK AIE. AB-101 o fFell= 2 skt 4 Hxlo]l dashx] @AY, Ee 1 dF-ol
=
AB-1019] 4% 2 =4S F 60 dEshdrt. AB-1012 53 NK AXE YeRdl= A Alx54 584 NKp30
2 NKpd6S WEFE NK AFE(CDI6, (D56) 2 TART. AB-101e FA8 & 9= %o T A%, B

J-k

AME(S 0.2% D3, < 1.0% D19, < 1.0% CD14)Z 3HG-ath. AB-101 wjoke] AEH A eHul-78P
ME= FEFe < 0.2%°]0.

¥ 6. AB-1019] A& € =4

JZ1E Q ol Q. oon z ] AP R —PrL}ﬂL‘} T (11 mL
o o T o1 =T0o O = O - ifﬂ)
AB-101 9] k3% o2t
EHAA 9 i 1;10"71121 55mL
AR I P P LI (527-6.23 mLPBS %9
b o AE7H3E A . S
Aped Ak M) 50% v/v | 0.5 mL/mL vpoldk T 09x10°-13
i x 10° 7 9] AYE7)1s 3
100% QUAF &5 RE: s ks
PBS X oév? (PBS) )
. =5 40 mg/mL 22 mL
eFd &4 200 g/l &1 20% 9N opam (198 -2.42 mL)
=T 25 mg/mL
. 100 g/l 9l~Ee 40; gEek 40; [275ml
o) e g 9 ol » [y . >
|mEd d0 B | 2%V | 12 5mg/mL | (2475-3.025 mL)
50 g/l ST FFa
100% DMSO o 0.55mL
DMSO (1,100 g/L) 5% viv 55 mg/mL (0.495 — 0.605 mL)

27) A QT whEw AB-101e A Ao /1A Al 649 Bt A Aoz Yehwtt. 6714
F ARAS W) 9@ 37 ARH AT AG Folm, A Ao AP Aut B AFA
7

AB-101 ¢JeFEe] Ax= at7]e] F8 dARE 4 EtH(E 5):
FDA 317Fel AthE 4 (Hemacord, BLA 125937)¢] &% .
AE FH(CBU) S 25EH Ysus wA AA
FDA 5<% Vario MACS M2 A Al2=gl(Miltenyi)& AFE3 (D3 4
2 e A Z2F(eluT-78 AE)E AR&ate] WA g 5l 35 Wi
AB-101 wk2=E] A &8 (<F 2007]9] w)e] H~E 9 YsuE

e (Y W) 2ZE HuT-78 AEE AMS3 4 2 F5 v

2

BEWSA NN F7hH 33

S8 8 27 (o] 1x10 7S] NK A1)

=
T
—
(e}
—

o
2
G
o,
o
offt

HE(eF 150702 nio]dd)

AW, =, 85 B HHdAES A5y A s 5435}
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£ 79 Yehd nie} o], o] AFx FAHL v B ¥ uer: 9 X9 AB-101 91"“ NK Al2E AE 7F
A AAFTE, Yoy % ] HH AdE AFS JERAL.

X 7. AB-101 AIE =4

ro
m
sy
X
=
1o,
ft
i
)
rO
2
=
gt
o
L
lo
f oy

Ham k= X% HiK| e HiX|
—_—= Ho
7= 1 2 3 1 2 3 4
1.3x 1.1x 1.0x 1.3 x 1.2 x L2x 1.0x
A H oF . 9 . . . . « " i
MlZ==(MZ=/H01Y) | 0.9-1.3x 10 10° 10° 10° 10° 10° 10° 10°
FEREE >70% 96% | 95% | 94% [93% |9a% [oa% | o4%
WEA (EUMmL) <5 <1 <1 <1 <1 <1 <1 <1
D o | 285% 99.16% | 99.79% | 99.43% | 99.53% | 98.40% | 97.87% | 98.54%
LI=Xe]PS]
o =20
D | 270% 04.42% | 9420% | 99.04% | 9324% | 91.72% | 95.22% | 90.21%
CD3+% | (CD3H< | < , ) 0 o 0 )
i Goovs | 000% | 000% |006% |000% [000% | 0.02%
. CDI4+% | (CDI4n< | =< . 0 " g ] 0
sz o Cowe | 000% [000% |002% |003% [001% | 0.10%
CDI%+% | (CDI9N< | < , ; . ; ) 5
oo Gove | 001% [000% | 000% |000% [005% | 0.05%
- 4 AlZ Gro]
B5(potency) 1 69.00% | 60.20% | 64.10% | 64.50% | 67.10% | 54.80% | 67.40%
>50% A5

&Y% (Identity)(CD3-, CD56+)

CD3-, CD56+ A9 WIS ARE-8Fo] AB-101 o] SUAS W7kt AB-101 o]°f9] A&S dfEstal ¢
A vl AT AdEE MES D3+ 2L D56+ B Il Agehs FFNL-wAE FA A HhE
g AT RS AMEEe] AE S99 AEEA (D3, D56+ EHW v&S AA )

=A A (CD56+, CD16+)

CD56+, CD16+ A9 WIEZS Abg&slo] AB-101 ¢okEol Z=UAS Hrlsich. AB-101 ¢joFEe MEZS &f%sta
A Wod AEEAZY. AAEgE AMES D56+ 2 CDl6+ T &l Z z g3
Zheteh. FAE BAAHE AFES AR U HERA (Dh6+, (D16+e] BT v &S AA o).

== (CD3+)
CD3+ W& A FAHS AFE-5] AB-101 2JefERe] =& H7lst. fAX EA4HS ALEste] D3+ &d A
2ol digk ojokRe £EE AATTE. D3+ AEY BT v &S AF £ FHEZ ARSI

== (CD14+)

DL+ WA AE =
AES e o oFE )

== (CD19+)

Agate] AB-101 oloFEe] £EE WAAWTH FAE RANE Ags] (D4t BE
A

o
T2 ZAAs. (Dl4+ MEe AT v &S

>~

CD19+ & ANxe =
[e)

F&3lo] AB-101 2JefEFe] =8 H7|3h
M Eo 3k o] ofE 9 =
7-78

q&
TEE AAST. D19+ MEe G H&

A~
7= 7 elluT

SP(ZF7 eHuT-78P AJJ3£)

AB-101 9]¢k F F elul-78P AIXE FHE EAH(FACS) o2 ZAet). FACSE AFE3she] Arolgls (D3+4-
1BBLhight eHuT-78PZ AF3}gto2M AB-101 DP 5o &7 eHuT-78S A E3JTh. eluT-780] H - T HZ T 2A
(D3E &3t HuT-78 MEFEHE FH3F Aol7] witol], A= (singlet), 7-AAD ¥ (CD3+4-1BBL+= <=3}14
o= Alolgah= FACS Alold (e 1 }x)S ARSIt HuT-78 AlEFo] 4-1BB #]7H=(4-1BBL), * &%
AL QAAF-a (mINF-a) 2 @ ZAgd [L-21(mbIL-21)S FAEYSAT. Al 7HA FAAE 12z 483t
elul-78 @ AxE Ad8sta A7, vz 92 97 Ax 2385 SaF o2 geedvt. A 7k fd4 F
4-1BBL®] AB-101 Al 28 B HF oJofEolA] 7} 2 TS Ho|m & FACS Alold zleo] &-&3kaltt.

A5 (10:19] AB-101 DP A X ©] K562 AEojA] 9] AEE7)

K562 ZF MEd thdt AEZ AEZEA SES FHrigteazyn AB-101 ¢FEe] %S

o
it
o
%
o
o,
2
o
Lo,
Y
5!
i
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[0642]
[0643]

[0644]

[0645]

[0646]

[0647]

[0648]

[0649]

[0650]

[0651]

ZIHSd 10-2024-0107147

e B BAMoR Frheth. K562 % AIEE 30 uM ZAlQI-AM(Molecular probe) &= 37TolA 1A7F &
oF AAgth. o okE AME HAE T AEE 969 ZHolEdA AFoR 37T B 5% C02lA 4AF F<F
1o xpaslEA s wiketh. 10% FBS i 2% triton-X1002 $Hf-3F RPMI1640 WX & Ao H7}ste] =
Aol Ao &S ATEEE dFPrh. 10% FBS Ex 2% triton-X100S -3k RPMI1640 ¥jX|S 7+ o) H7}1e)
of WE dFS SAHAIT. ¥ SAHS FF F57E ARESte] 7] 485 mm B WE 535 ol A ST 5
o] A (specific) AEEA WSS 317 T2 02 AAbgtt.

% SOIM AR — %XpUE AH

% So|H HESY =100 x 100 — % Xp2&| AFE

A5 (10:19] AB-101 DP A ©] Ramos AJZNA19] A ZEZ4)
el et AT Fdg W B ANS ARESte] g TG A digk AE AEEAY TES HUhEe
A4 AB-101 oJ°oF#e] F5& W3 At o] HAE A AA Fo k.

AN 7: AB-101 B33 EA3)

AB-1019] v}z wix9] £k Wb ol &A-Ag (D16 P FA3}, Al @ AZII 89 W3

24% B9 Sqstan.

=

o

b

S A

AB-101 +#%E AX W "AES AFEste] A3t AB-101 wix]E= >99% (D3-CD56+ NK A 2 < 0.1%
CD3+, CD14+ ¥ (D19+ MEE ¥ Fste Ao= YelRth. AB-1019] (D16 TS SAHSITE. AB-101 Al*E<
95.11+2.51%%= CD16+o]em, (D169 HiF % T3k MFIE ZHzZb 1531146186 2 13097 £55920] A}, NK Al

i UdE K oA 43t F A FEAE B e AR 4 vk, HAER thke AB-101 w9
A9 >80%¢] AlE7F (D16, NKG2A, NKG2D, CD94, NKp30, 2B4, Tim-3, (D442 a1, 40~70%¢] %7}
NKp44, NKp46, DNAM-1S w+&3tglar, <F 30%9 Aﬂgﬂ (D161 ¥ (D96S W&, 15%2] AE7F CXCR3S
detlar, 56 vwke] AE7} thE wtd A FE&AE TA ST

AB-101¢] 27§¢] GMP A& Ao Z3AA Ax Aol Al 7HA tH2 dAlA NK A28 238 545 37}

[ B
btk CD3t+ Az 2z & AUE Mx; SHAZA L] vhaE AE 2P CB) 2 AB-101 #F o %% (DP). CD3
uZE AE, MCB 2 DPE 27t =9k NK Al =80l tis) 4ttt o Ayjel] w2w, (BRHE %70
e MK AXE s K 2d8S dehdle 212 Yelgth, NK 2832 Al AN A FsE ATk, NCB
DA A=, 90% o/l MEZF =g NK AlZolA B e 28Y 545 olv] wdsglon, i Ax
FHe] mAE <0.1%1 . tiF-Eo] NK A2 5ol# F&A9] Wy 4232 (D3 s Aol A H-E] MCB7EA],
i HFHORE DP7A Alx A Akl AA skl

Ll

AB-1019] =% NK AMlFEe] A9 (D3-CD56+ Al3E, Hu/l 749 D3+ A2, &3] 7§ D14+ A, 1¥
a B AES] S D19+ AlEZ FAEC AB-1019] & 97 wix9] xS A8t A3k (D3-CD56+ AlE
o] 79 99.27 £ 0.59%(FF £ SD), CD3+ AE - 0.02 + 0.03%, CD14+ AL A% 0.10 £ 0.12%, =L
23 CD19+ A3ES] A 0.02 + 0.04%% JEFDFTHE 6). kA, AB-1012 A%< NK X2z 5o 9o
W, BEEEQ e T/ Axe Ao EAEA f¥5e AT = AU,
GUP ZZoA] A ZH (D3 22He AJE, MCB, ¥ DPS] =% H]ul,
AB-1019] 2712] GMP WiA|E A}&3le] AB-101 &% &2 (CD3 zE AE), TH(vh=E AE 23, MCB) 2
HE gEODP)Y £=25 HUlsglth. (D3 nzddE ME B39 AXE F 50~60%% NK MEe™, o H&2
MCB 2 DPoll X 90% ol Ao & Z7Felith. (D14+ A|E 2 D19+ Al EE= (D3 Z2E AE £39] 20~30%2 e
Now o3k AE H]&S MCB 2 DPollA 0.1% m]wro 2 7+Adtgi i, o] AB-101 MCB % AB-101 HZE ook
o] #E5 YEtH(ZE 7, & 8).
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[0652]

[0653]
[0654]

[0655]

[0656]

[0657]
[0658]

[0659]

[0660]

[0661]

[0662]

ZIHSd 10-2024-0107147

E 8 AX &&=
OFA | GMP B K| #1 GMP HiX| #2
CD3- CD3-
pres MCB DP e MCB DP
(20AB101MGO001) | (20AB101PGOO1) (20AB101MG002) | (20AB101PG002)
(414855P) (608631P)
CD3-
CD56+ | 58.0 99.43 99.80 5670 | 93.14 97.98
(%)
CD3*+ 1679 0.05 0.01 021 0.03 0.02
(%)
((;'/]03)1“ 15.01 0.02 0.01 2800 | 003 0.02
5,/319* 9.83 0.01 0.00 9.17 0.00 0.00

GUP ZZ1oA] A=d (D3 2z A3, MCB, ¥ DP] NK A2 & Hlw

AB-101°] 27} GNP WiX|& EEF ARE-Ele] AB-101 & =2((D3 mad AE), FZH(vhaE AE 23, NCB)
AT oeRE Pl et vt NK Al EAle] 2ds g7hskeivt. (D16, NKG2D, NKG2C, NKp30, NKpd4,
NKp46 % DNAM-13} 22 of2] NK A% 2 &8t $8A7F AB-101 &% &4 (D3 12d AX)7 nugs o
MCB 2 HF oJokFelA ¥ ke FEom wdHe dow #EEg) E} (D57 &l AB-101 &% &3 (CD3
dd Az)e v W N R HE oJekEelM o WRHE 8, ¥ 9). b oR, dolEi= NCB B DPe]
A NK A st 80 BE S7HE RolF o] AB-1010] T 1 el a4 s vebdd

9. A &4 ¥

O GMP Hi K| #1 GMP H{X| #2
CD3- CD3-
ME MCB DP ME MCB DP
(20AB101MG001) | (20AB101PG001) (20AB101MG002) | (20AB101PG002)
(414855P) (608631P)
Cd16 90.27 96.45 98.50 89.27 97.70 98.30
NKG2A 69.99 87.05 93.70 72.94 81.92 88.43
NKG2C | 0.26 23.87 1.11 6.32 22.91 25.04
NKG2D | 85.52 91.13 95.17 20.70 83.16 98.77
NKp30 76.29 91.55 94.64 12.61 85.19 85.22
NKp44 [ 1.29 58.27 51.14 2.48 19.15 72.03
NKp46  |35.12 71.83 67.77 7.64 70.54 54.46
CXCR3 [9.10 28.39 14.40 1.79 33.13 7.01
2B4 93.66 99.75 99.20 82.63 98.29 99.46
DNAM-1 | 13.94 55.64 73.07 5.12 36.24 61.13
CD57 12.24 1.92 0.65 2.63 1.63 0.74
g2

B A B4 AR AB-101 AlE9] &
A gzt 9 A Az xd b
o] FHHATE. B el NK Alxes T
(D57, IL-2R, CD16, DNAM-19] # W&z} 7o Uvo—fq X3
S ZH= (B 8 NK Al 9F Al disl] w2 Alx
B 54 A CB) Fa# NK AE AlF< AB-101¢
b=

Bl Fo g3t s8AE 12 Feoer vl

AAle] 8: AB-101 k&8t ¥ AAE ¥ (Biodistribution)

NOD scid ZwF(NSG) wh-22 RE-& ALg3lo] AB-1019] AYA|Ex 2 oF&gH(PK)S ZAA S, v]38| & (PBS, 9

7

Ed, okRul(Qlzh) DNSO) 2 AB-101 A1E(0.5x10 7] AE/wFS2e 2x10' 7] ME/r}o2)E % g3 oz A
WM (0.25 mL/vF$-22) Foslgith. H|s|E 2 AB-101 2H9 5ES viAY &9 F F 447, 1, 3, 7, 14
2 788 AH(ANAET n=3n}2] ] FH w92, n=37tE] 9] &H upg-2)e) & AT

B-101e F2 DR R 246, v, A9 2 D3 FA RoA Fol T 4N Al AB-101
o HF §3 Fol F 3AGAAIM AEAAG. AFE §F Fol F 7AGIAA) AGAN AE F 30,
SO BE F ) D A AN BE S DA A-l01e] BEHALG. AE 8F Tl F 14
9 289024 64 % 78S AB-1012 27 270 B 1he] FAL B9 AEAA AEHA. 64AA % 78

@ M
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[0663]

[0664]

[0665]

[0666]

[0667]

[0668]

[0669]

[0670]

[0671]

BIES 10-2024-0107147
Ao FAL H-9] AZoA TEE bEHQd HAEY WL FEE AB-101 HAE EF9 AAKQ &HAHS
Eh A et

WAL AT Astol w=w A ] AB-1019] FEE ey Fo Pz =
%4 A (clearance) & LI A AR FA7 glo] B7] A% sbsAol delslo] 92 vhehir,

AA 4 9: AB-101 EA%

AB-101] M1l S-S NSG wh92ao] GLP Aol A Wbl of @i AB-1019] #4 2 A
& W] A8l AT AB-1019] F b 8% $E91 0.5x100 R 210 7] AE/EEL AT
sheith. Aldke A" 8% WelE Aze A g ATelA AR ARE A3 5 A

10709 AT TG § 2 wF FFor AES ATHEE A, AU =AY (allometric

2

JPH

o,

K

>
e

scaling)(Nair 2016)0] 7]Z3ke] . x} #|Zo] 70kgolebir 7FAe W 0.5x10 7] AE/mFo= 14x10 7 AIZ/

ol

Abebel SRl 2x10 7] ME/ ek 56x10 7 AE/ARO] SFEh. AB-101% wE AWe Ea 8% Eob
ujg= 18] A9 W Fokgith. AB-1019] 34 54 83 T (5, AT Fo) F 3d Fo Hrisksich. A A
4L 83 Fo 2899 & 7|zte] &Y W AU, ALY, AF, Y #E L D =
Aol Ao BB Fot 7t F&o fs] 7|EsPr. EE FEo s oAl Al Fe S A 9 golsk 9

<
5
.
A B0 2 AL A% AT 20 Fas,

7 age gz Ao uwE AnZ Pristu 2stE A BAL o8 AEEs & 2oviele B2S TiEY
o, AB-101 X & 18] nnE 98 vEF A8 gzes T, 8 A HasE) g8 B2
AFE M AR (AFE) F29 A2 tor 3 g wAstdon, £y YR HEg v e
ARG, o] AFE HolE BuE st GLP AW F4aA

H7be 8 FFES Z oWl S A% AB-1019] Folo} pEste] AwE P fa QA BEe =HA
ort}. A1FE RE ALAadH Q4 BRe nldola B3] ws= zloln] AB-101 Fojo} wEE o 7y
A ek=th, AZY Gl A wse 8% 259 A8 T Hrte g2 IA(FA 5S4 189 4% 5394,
A =4 e A% 78AA) zhel] FARIGT. FA BE A B4 OF BT ] Al BEA Jeht
gousl W o4} shet stEvEL 8ok 27 A7eA AB-10137 BEE wsb= Q. EAE §o47 BA
o] 7ol 2 HF U4 348k gt Alole] RE WES sbbdolm, AEEH 2 Az e Wiy Ay D/&
= 97)7F BAE £ Ao® 7EEQT, wEkA AB-101 Foleh #Eo] ¢l Aow 7HFE T, AB-1013}
BHE An7 24 Y. ARdom, GP 54 AT Ad= AB-1010] Hol 2 x 107) A%/ 8/ 52
HHE Fod gk NSG mhS-ol A FRE ulobd S et

%
AAle] 10: NK Al¥e] YEHE

AB-101 MXEE & 59 ZAlE FA4ol o3 A=, wleF 713F F8 A "ol Sartorius kSep® 400 A 3-8 =k
T QAR A2ds Abgslo] A 944 (Relative Centrifugal Field, RCF): 800 - 1200 g, <5 60 W
2l 120 nL/¥-o2 AEE Feta, AMd 4F SAPBS)oR 238 AHSIIT. AF F, AB-101 AZE (1)
kRl (Q17); (2) ©~Eg 40; (3) DVSO 2 (4) PBSE Ab&ate] ¥ %= 1 x 107] AXE/nLE 213 skt
d BERE ZAE #1, B 4). oA, AAsE NS 10 mL AT-Closed vial® 11 mLe] HE F
% z 5 =-135C9] &% Aoy WEidia YsrEst

F WdEaE <-135CY &%
, WA =719 10% H== 470 wp

4 2
ol T vl T #& HZEUT. 4 dlE 2s 2] 98 HAE BES 37T dEaEsit.

B
)
oL
N H}{Nv
o
[>
ut
o,
)
)
i
2
>
L
1
o
o
il
ol
o
_OL
paee
o
<
o
o,
2

F 109 Yehd wie} o], WEHEHE AB-1019] AEH 92 FA4HLS Hojk 9/fld B HEFE HAoE YEy
=
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[0672]

[0673]
[0674]

[0675]

[0676]

[0677]

[0678]

[0679]

[0680]

[0681]

[0682]

ZIHSd 10-2024-0107147

¥ 10. 35HEd AB-1019] BV AEd 9 g4

HAE &4 58 HEEZE (<135°0), ME AlZHOHE
71E 07hE 370 670 97HE 1270 18711 &
M= 0.9-13 x 1.3 x 10° 1.4 % 10°
¥ » 9 9 9 9
Mol 10° 1.3x10 13x10° | 14x10° | 14x10° | o ivoion | ym/mpoje
M= 4= >70% 96% 93% 94% 93% 90% 87%
[HTE=N
(EJA( b <5 <1 <1 <1 <1 <10 <1.0
O,
¢4 ggzo o, | 285% 99.16% | 99.39% | 99.49% | 99.41% | 99.54% 99.36%
ggfgi’% >70% 94.42% | 94.60% | 94.44% | 93.71% | 94.85% 90.27%
+c  [CD3+% [<0.20% [0.00% 0.00% 0.00% 0.04% 0.06% 0.00%
CDI14+% | <1.00% | 0.02% 0.00% 0.00% 0.02% 0.01% 0.00%
CDI19+% | <1.00% |0.01% 0.00% 0.01% 0.02% 0.00% 0.00%
F5@ Az
A >50% 69.00% | 66.90% | 67.40% |61.80% |67.1 68.3
= Ooff)

ottt AES dleskar 10 nl FAIZ F7]a o33k § W8&S Falcon FHO| Bystal A
N
T

i;% 11{2{1%9] joé 08 |55 [15% [30% |60 |90 [ 1205 | Z&]A]
Az
(08-12x10° |1.18 |1.10 |1.11 |L11 |1.10 |1.12 |1.07 [1.03 |0.07
A 3 /mL)

PGOO1 | A<= (%) 93 94 94 94.75 | 94 935 | 935 [93.5 |93.25

CD3-56+ (%) 99.53 1 99.53 [ NT NT NT 99.53 | NT 97.58 | NT

(Coz“’+CDS6 9324 | 9774 |[NT [NT |[NT [97.74 |[NT |9743 |NT
A Z ¢
(08-12x10% [1.09 |1.13 [1.08 [1.14 [1.14 [1.08 [1.11 |1.05 |0.08
A 3 /mL)

PG002 | A== (%) 94 93.75 | 94.25 | 94.75 | 95.25 | 94.25 | 94.5 | 94 92.75
CD3-56+ (%) | 9840 [ 9930 [NT | NT [NT [9927 [NT [99.53 |NT
SBI6+CD56 9172 | 9888 |[NT |NT |NT [9955|NT |9840 |NT

AAle] 11: KIR-B & (D16 158 v/vell vfs AEst ANE NK A= &3 F ¢ (D38 HHS Yehy

KIR-B 3! (D16 158v/vel sl Ak 271e] M2 o A 71525 AHEste] NK AEE AAlo 690 7]<H
upe} zro] BFA|A AB-101 MXEE s, sl vl- e VSR (R ZHRE R AT FAE
Ao R 49 AdE xS (% (D56+CD3-)E = 9ol vERATE. = 10 ¥ = 119 =AlE Hhet
o], (D38 WAL w-A¥E NK Ao} vuste] RRGOR (YA WESE, £ 10) D AEHoR(FY A
%X 11) KIR-B/158 v/v NK A|EA O ykokt}.

NK AlZZ AAld 6o 7159 vle} o] A AT, &3 NK AlE 30 (CD56+/CD3- 2@ thal] Ao’ A
d, n=3)2] v dulgd vy NK A X (n=16)$} vlastodct. & 12¢0] =A1E ule} o], (D16
Hhe o AAE MFEoA Fghow F

1=

alk
=
T Z7Fsk v CXCR4 2 CD122¢] wHéele 74519t

A Ale] 13: AB-101 NK AlX ] AFMI3S- AhA =9 (preloading)

d dzZA, 1762 7§2] AB-101 NK AlZ(V/V 2 KIR-Boll tiaf] A¥d Ahd w2 8 NK AE) (LR
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[0683]

[0684]

[0685]

[0686]

[0687]

[0688]

[0689]

[0690]

[0691]

[0692]
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R AEE} T A E4E aY 10% F7HE 23 E 2 A AFH sk AIAR S

b

AB-101 Aol AFMI3S Abd 29 3k7] 9lal], 409 71e] AZE 100 pg/mLo] AFMI3 EA] atell 40 mL ¥l wi=]
ol 9] 2&FelA 30 sk QIFElelAE =, b HAES 10 nb v wiA|elAM 23] AlFstar, 40 nl &4
Aol AAEStaL 1 nl 2HFoR YeRESSIT. ojelgt AP =Y s o Qls| ARMI3e] Ale] (DI6A

Zpoll AdA (AP 58S G447 AB-101 NK Al 27F A€,

Wz AB-101 AE] A%, 809 slel AEE 80 ol A wlAlel APEART, o174 ATE 1l FHFO
2 BAAAL. Wed 2 AT FE 17697 AT

AA o 14: AFMI3 2 AB-101 NK Al ¥ 9] A &4 AE vj7] AEEA (ADCC)

d oZA, AFEH QoA AB-101 NK A=
299 A AEZHEE AX g *J%ﬂ
Ha

of ol% Al vl BA AL §e1E 447 F 242 EAH Karpas-
2o AR WES Ao WAL, BAe e S
%o (v}
4

rlo

o=
o] sl 1) oo MAW T GEom WEwE Ad BEAsEA e (Ho] 9 (emty)) AB-101
AECAPD YA e 231)5 2) 2270 1olA e Zo] "Abd mEEA 2" AB-101 AlXE, e A (E
Ag Ao gli) ARMISH =P (A 2YEA e + A% T ARS" 27); 2 3) ARMI3e] Abd 2YE
AB-101 AZ(AAe] 191 7144 niet ZE °D, Mﬁ AR A O ARNZ A (S, AF) 2 Fx YEnE 2
A e, ¥erEE AB-101 AlES 37TolAM AEeHA sfsstal 26 FCS R 0.6% A Ed ]

BEFE PBS wR AHSd e ) Hi te AW S 0CB1 2 NCB), 27 n=3 % n=del A F
¥ AB-101 M| X2 A}&3te] =a)aeit).

E-giERA golo]

%
()bj\
B4 AEEZ 37CoA FCS7F %i—t— RPMI 1640 ®ix]ell A 30% =<F 10 uM mﬂﬂ Ao 2 xAESY. FEFA
AR 3 A TAE MEZE A RPMI #1A (2, 10% h.i. FCS, 2 mM L ZFEFY, 100 U/mL FAYUAH G
UEH, 100 pg/nl ~EEnto]al shatolo] BE® RPMI 1640 #1A)o] 1x10/mLe] BE2 AAEA AT, 19
04 1x10 702 ¥4 A¥EES H vke 969 vlol A RElolE ZelolEe] A o] AWsty, @l AFHA o
=3 359 v dE(empty) B AL ZQ® AB-101 NK M2}, o]#E o] & AE(E:T) HE&S 10:19
A AlEFste] 2n) A& EAld o3 FAshe HER iaé}“q. EAE A9, 10 pg/mLe] AFMI3E Hlo] &=
T AP 29 AB-101 NK A|E] 7 ol] F7)ste] F F3)7F 200 pl/ o] H=F o]Foz F71sl3itt.
AP0 ARl WE H HY WES 7 ZolEdA 43 FASIGTE. Al WES o]HE NK M E7

[ A

31 AFM13¢] Sl

= F §
| A 324 Alare] QlFwloldd ojal] ZAstith. olHE MaE7F gl FA7F gle el
A Triton X 100& HF +% 192 FH7Isle] Hd WES S48 Y. 200xgolA] 238 &< AR s &, vl
AZElolE ZH O ES 5% (0,7 EFE 53 ti7]ol A 37CoAA 4x7F St lFHol sl Fu|o) o] o]

oA, 500xgol A 5EZF AAEE] T
viet 969 mlolAmElolH EZHOE
0}0:1 520 nmoll A AT, Sl ME &3l the T2l wat AXbsiTh: [FF(HE) A

[F3(Hd) - FFEPEA)] x 100% 714 "3 (pEA)" g "FF(Hd)" "= 7 o)HH ME 9 A
7} & we] ¥FF Triton X 1005 H7lete] Fe® FFoz AHojwrt.

E 13, ¥ 14 9 % 150 A upe} Zo], ARMI3T %3E AB-101 A1) ADCC AL ARM13o] A1AM&tA #H
7FER S wet YERE Ao AAd 2YEHAS o 25 AB-101 ©E59F ZAEeAY o Bk o 73k ADCC vk
< YERSH.

AA e 15: ARMIZ-AbA 299 BEHEH AB-101 NK A ¥ 93 YEHE 5 A%g ARMI3Y B
AFM13-AFA 298 WsREE AB-101 NK Ao <3t WesrE F ZA3td ARMIZe REF (9714 A
sHE FAxE B4z FHreldig. AFd 29 A 2 YEeRE $F e AAld 149 71E% vkep 2o
&JstaiTt.

s Hlo] glE W ARMIS-ARA 99 AB-101 NK M EZE A& &Far FACS ¥1H (Z, 2% FCS % 0.1% o}x| =3}

2 ol 100 uLe] FAE AE Mg dsdie Fsta H24 JY
a
[€)

o

4 E

UEFo] & PRS0l MBS Ft vlek 9069 vlo]ARElolE ZeolE=e] AW ol 2-4x10 ) MEZ A
AT, AEE FACS B3 HEx= FACS @5 o2 343k gE &-AFM13 22 7 &A(5 pg/mL, Affimed GmbH)
o} A 4T GAA 308 FoF Qo] At j,Z /‘ﬂzq Skl o]ojA] ¥4 - E FITC(1/100, Dianova)$} 3t
7 4T GAolA 307 L QAFHlo] AT H HE AFHI T CytoFlex S FAIE #47] (Beckman
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E 543 F Flowlo 2ZEH2 B33t ARMIS-AFY 29 F AB-101 Ao 3k AFM13
- E FITCWHS AMES A3 wlaLste] )i Hlo] 9l AB-101 Ao oigh ¢l 443

6 2 & 17). AYH | =EaHL F-ARMIS + 22 FAE L}EM%L, o ZH sl 2ET
kS vpeEbTE, AP B33k E AB-101 Al Eo] AghE ARMI3S BF =& ARMI3Y §A A s
AE Hlo] gl AB-101 A9 FF ALewhgE H%om, o A 29/¥3teE e,

Ho) 29/x3tes Frkstr] flsl, vof =
apoll kA WA ARMI3(10 pg/mL)3F A AdskAl 15Fu o

a2 AR 298 iE2T AB-101S folx] A3 a4
Ak,

Z7tH o=z o] 9lE AB-101 NK A3, ARMI3-AFd 293 AB-101 NK A X wp$-~ &-217F (D16 BV421(ZE
3G8, 1/100, Biolegend), w}$-2~ @-<1zF (D56 BV785(E% 5.1H11, 1/100, Biolegend)$} $H7l <15fw|o] st
Aeete FE 4A nf$2 o]4d R (EF Biolegend A3E) ¥ vl B3t = 18(Y%: NCB2; 2
250 MCBD)O =A1E wheh o], (D16 2@o] AR 29® WErEgE AB-101 AlXoA &s 5 HEHAT.

r
A
il

¢

RS ]

A7 Fl~EIWHL (D16 9AS YEl L, 2EF 2B ol2d uxd A dA%NS vehdo, 7Y
3ol =2 (D16 3o thH|3F FdEtar =& ARMI3 Zge] AEF AL ARM13<] 93k (D169 E3td AgS A
A Rcid=

AAd 16: AFMI13 w7} NK B8] (fratricide) HE

T 09 QlHE NK AIE Aol F 7)) (D16 #2F T (D30T CD16(ARM13ol &J8))e] walt Agto] <& A=
o2 wj7fE = NK-NK AlE £31(5, NK 55238 E, A7 autologous) FEA|FA] &2 NK Al E9} g

T ol T A0 mAE NK Aﬂﬁi—‘?—ﬂ AR e FS Aozl ZAQl HES AFsgozN Algd A
Hrelth, A 29 Ak 9 YERE $ dle AAY 149 7sd vked go] #3elt).

=3
)

ol wlo] 9= TE AR Zd®E AB-101 NK AXE AA]o] 140 7]&d vl o] ZAJoz HA5% ).
TS 5x10 9] FA NK MEE S ulet 96-9 vlo] A RElolE ZyolEe] A del Algetm, 2] o

A k= 3 oY Hlo] Qe e AMK 29E AB-101 NK AlESF 1:1 E:T vj&= EFs)
, AFM13 10 pg/mLE 718 Dol H7lsle] F 3 200 plL/Ho] HEF o|Foz S},

K
o 8o
o

o =l

S H2E&SITH a) olFE ARMI3-AMH 29 E AB-101 MIE9} A A ZAQ-F A E ARMI3- AW
29 % AB-101 Al¥, b) o|FE nHlo] Y= AB-101 A E9} A %4 ZAQ-%AH Hl°1 A& AB-101 A,
c) FYJ(AA F5) AFM13e] &R 3fell o]HE Ho] 9l AB-101 M9} A mF ZAd mAE H|o 91—;
AB-101 M. = 19(MCB2) 2 % 20(MCBL)ol =AJE upel 7o) ARMI3F %33} A}%Eﬂ AB-101 M|¥¥ AB-

)
oo

=

P

L

101 A e CDSO (2 CD16)¢] A3 o) w BEpsla Abd 2499 A9} ANEA FFow =rtE AL
('FF Fell) B w2 £ K 554 oHE Hehhlth. Wxzdoz, dak w3 SE(buffy coat)—F @l NK
A3 A AFM13° a8 oFH K B2 & 2= g

A 17: AFMIS-AlA 299 YEHEFE AB-101 NK Al ¥ o3 %37 Alxd gk vrgo=s A3 NK A¥ &
A3t

NK A= gA43l2 YUY
o 3k U}ﬂ)al *J?‘;} é%jj

317] 98, Karpas—299 32 MXZF 2 ARMI3o] ¥H&3le] (D107a(NK AMZ &350
AW IFN-y 23S Hrpsigiv. Abd 29 A3 9 Y5EE T 5 AAq

, wE ot

Hlo] (A dzw) 9 Abd 2% AB-101 NK A, Z2e]ar (A8 AFM13e] 0.5 pg/mL 3 7FE AB-101
MK MES Y BA A A 2 %A AE glo] 111 AE e (27 5x10 7] AE)E S uket 969 =
glo]EcllA]  kdgh RPMI 1640 iAol #-(D107a-FITC(1/100 v/v, 2% H4A3, Biolegend) %
GolgiPlug(1/1000 v/v, BD Bioscience)®l FEA 3lellAl 4A17F gt F%F widstolet. Axel (Dl107at(=
21(MCB2) 2 X 22(MCB1)) T+ AW IFN y+ NK A (= 23(MCB2) 2 E 24(MCB1))ol thal] <A<l NK Al E
of MEES FAE A o8 AAsItt. FAX 24 A4S AAd 14 Vled vkep 2ol Falsgitt.
221, 22 % 23 % E 249 TAlE upe} o], ARMI3o]l ARY 2HE AE Z ARMI3o] HEHE B0 =
AB-101 AlZ+= 53] Karpas-299 ¥4 AXe whgste] &gt 2 IFN-y A Z7HE YeERd b, ARM139]
AP 2HE AB-101 Al E ARMI3e] BEW Blo] i AB-101 AlxE ¥ AZ7 e Afde fovs &
73} = [FN-y 23S JERA] giokt.

A 18: YEHEF ARMI3 AbA 29H AB-1019] AMEY

_84_



[0703]

[0704]

[0705]

[0706]

[0707]

[0708]

ZIHSd 10-2024-0107147

WEHZEE AF-AME 298 AB-101(vs WERZY v-2dg)e] AEY BAS a5 T 9 Z7} 2447 wjg
Zo| ettt = 250 LAE upe}l o], 299 HE 7|SAEZRE Ful¥ AB-101 AEY yEHS A F
80% o)deldar, sllE ¥ 24417F 3 60% ©]’Folrt.

Ao 19: AA Ul AB-1013 =FE ARM13¢] 37}: Karpas—299/Luc AlXE i.v. hIL-15 NOG "}$-20 A

QIZF WA (D30 ¥4 AIE HEZF AEF Karpas—2995 (D30 YA (ALCL) .2 ¥-FEE T AX HlExZ
HEF o] Zx FNo 2 HE NPM-ALKEF FdAket &4 ggistaivt. AE2F Jd4stE 98 NxTE F
A H g A AAAR FAZAANAHT. 9EZE M EF Karpas-299/Luc E2-S AF8-ste] ARM13¥ =233 AB-1019]
252 Hrieloh. ] web | At 0ol hIL-15 NOG vPh$-2=9] 1.2 GyE FARE & B (i.p.) T2

F2(1L-2) 10,000 VS =eJ3}9ITh. A} T 4A7F &, 2] 0.5 x 100 2 1 x 107 Karpas-299/Luc A%
g HAEsdg. T AF 2 e

= A% SEA AB-101 (1 x 1()77H AE) wE AB-101¢l] ©]o] AFMI3(10 mg/kg)<
747ke] Eodo] gla] mal AwWS wmolz AWy(i.v) Folstdh. 1L-2 i.p.o2o BEe 29ult} x|&slew
AB-101 B APMI3E AMER ARE sUvkth % 63 §Rem A&sgon] 2 gol 4R A§ 12 uE F
o Bodaldth(E 26, ¥ 12). vtoAE 1QxRE AR (BLDO e wFE Gake Fodaignh, AA AT
713 <t AT vl A% FHE 71533l

mlo &

¥ 12: A% A

Q- o HE. T &
a5 7 A2l 48 Az |NAx Q] 8% IS
T H&
A 6 Karpas-299/Luc A = Lv. do 1x10°
s 2(E4 WA iy, | doE: 6.1 ml N/A
Q3D x6
B 6 Karpas-299/Luc Al & iv. do 1x10°
H 3 Z(F 2 A iv. do el 0.1 ml N/A
Q3D x6
T2 FHI(IL-2) ip. Qzl;rMO' 10,000 IU
C 6 Karpas-299/Luc Al & iv. do 1x10°
. do F-Ef: 7 .
AB-101 iv. oLy, 1x10 100:1
D 6 Karpas-299/Luc A X iv. do 1x10°
AB-101 iv do 7-: 1x107 100:1
- Q3D x6 '
I 2 F7(IL-2) i.p. QZ?FMO' 10,000 IU
E 6 Karpas-299/Luc A X Lv. do 1x10°
)= Ei .
AB-101 v, F= 1l 1x107
VST 03D x6 X 1001
. o= | dOFE: ’
AFM13 Lv. 5 03D x6 10 mg/kg
F 6 Karpas-299/Luc | 3 iv. do 1x10°
_ i=] B -
AB-101 iv. = do ¥l 1x107
Q3D x6 ,
.- |doEH 100:1
AFM13 Lv. = 03D x6 10 mg/kg
T2 E(L2) ip. QZ?IM"' 10,000 TU

* 7% G WA 15 D WA FoF 5L E:T B &o] 200:1,0.5x10° 7] Karpas-299/Luc %
1x107 7} AB-101 ©] $1t}.

0.5 x 100 == 1 x 107} Karpas-299/Luc %9 Auu] FAl= wperoA s34 A2z AR 275490
Az iv. HE T 194 BLIO o3 Azl AZHJATE. 27 Al A vp-2=

Ben sAddoiol gtk o ¥& &3¢ Karpas—299/LucE Folwre IE(ZE A-D)AA 27UNEH 29U
A F7F A9 fEF o] #EEHAT. YA 1FS 3197 SR 4 et AT A 2
o7 AlFol A tizat vlaske] AB-101/AFM13 A& Z1FolA 38 dF3Y aso] HEIAHE=E

ZF Karpas—299/Luc L& (1E G-DoAE 2FE vludr EA Ixjo] f-u|st 5o EEd
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& Edl vslE das 25 (A 2 B)o B vh-A9k AB-101 ©@ES Foltr vhe-A(C D)ol He
2% 2 A=ge] B MeF fxd Fwe) g5y A 184 HEF o]l SAIEA. AB-1014AFMI3 L
w(E, 3 DY 7 Fuolls Stz & 5 e T ¥Ho Y

m
ﬂ'
it
2
o

AB-101& Fojure 12(12 C-Dell A, Q3D ¥4 (do, d3, d6 = d9)e
13%°] Hyt AT AAE JEAT. Fo 9SS @bd13 2 d1E W 2
S do] A4 ﬂ%ﬂ‘}it}. a5 G WA 19 vkeae 13°’oﬂ NK AEZ HF 3 15¢0 ~6-12% AF W& o
ydek, wEhA, di7el vk g " Fojis ol LFolA FaskA Edyt

AFM13¥} AB-1019] ZJFES Fojwre T FoA qF Y 750 %é}ﬂi’iﬂﬂ 1b izt Hlaste] EA A
Fods et Y 4789 Abol= AB-101 % iz

'
o Py

A 7raE 2o %0111494 FoF 2A] o& gelFAnt. 7—3%&19_;, AFM137} AB 1014 5?{}3 Karpas—299/Luc

o]F ol F meloM I3 qFUd a5 S USIAY
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ok
MEHE 2 Jpe
A =
MEYASDASLDPEAPWPPAPRARACRVLPWALVAGLLLLLLLAAACAVFLA
ANgds 1 CPWAVSGARASPGSAASPRLREGPELSPDDPAGLLDLRQGMFAQLVAQNY
6 A|Ze 98] | LLIDGPLSWYSDPGLAGVSLTGGLS YKEDTKELVVAKAGVYYVFFQLELR
w1l g 2- 9]= | RVVAGEGSGSVSLALHLQPLRSAAGAAALALTVDLPPASSEARNSAFGEQ
4-1BBL ©] M ¢ |CGRLLHLSAGQRLGVHLHTEARARHAWQLTQGATVLGLFRVIPEIPAGLES
PRSE
ANEH B
j]t{yEEQE? i]"ﬂ MATPVTALLLPLALLLHAARPQDRHMIRMRQLIDIVDOLENYVNDLVPEF
el o o] | LPAPEDVETNCEWSAFSCFOKAQLKSANTGNNERIINVSTKKLKRKPPST
d(ﬂﬂiﬂé,ﬁL‘ NAGRRQKHRLTCPSCDSYEKKPPKEFLERFKSLLOKMIHQHLSSRTHGSE
A DSAKPTTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACD
IL-21(mbIL-21) 9] | 1y IWAPLAGTCGVLLLSLVITLY
k!
A B
31E5y3§§§§ il'H MSTESMIRDVELAEEALPKKTGGPQGSRRCLFLSLFSFLIVAGATTLFCL
W s g | LHFGVIGPOREEFPRDLSLISPLAOPVRSSSRIPSDKPVAHVVANRQAEG
gi&%jo]zf?ﬁﬁ OLOWLNRRANALLANGVELRDNQLVVPSEGLYLIYSQVLFKGQGCPSTHV
=il LLTHTISRIAVSYQTKVNLLSATKS PCORETPEGAEAKPWYEPIYLGGVF
L 9HmINF-a) 2] | oL ERGDRLSAEINRPDYLDFAESGQVYFGITAL
k!
NG s 4 MERVOPLEENVGNAARPRFERNKLLLVASVIQGLGLLLCFTYICLHFSAL
vy AZd 98] | QVSHRYPRIQSIKVQFTEYKKEKGFILTSQKEDE IMKVONNSVI INCDGF
dlels 4 9] | YLISLKGYFSQEVNISLHYQKDEEPLFQLKKVRSVNSLMVASLTYKDKVY
OX40L ©| A& | LNVTTDNTSLDDFHVNGGELILIHQNPGEFCVL
MKWVTFISLLFLFSSAYSRGVFRRDAHKSEVAHRFKDLGEENFKALVLIA
FAQYLQQOCPFEDHVKLVNEVTEFAKTCVADESAENC DKSLHTLFGDKLCT
VATLRETYGEMADCCAKQE PERNECFLQHKDDNPNLPRLVRPEVDVMCTA
FHDNEETFLKKYLYEIARRHPYFYAPELLFFAKRYKAAFTECCOAADKAA
CLLPKLDELRDEGKASSAKORLKCASLOKFGERAFKAWAVARLSQRFPKA
AAWE 5 EFAEVSKLVTDLTKVHTECCHGDLLECADDRADLAKY ICENODS I SSKLK
o1y o ECCEKPLLEKSHCIAEVENDEMPADILPSLAADFVESKDVCKNYAEAKDVF
Ul =T LGMFLYEYARRHPDYSVVLLLRLAKTYET TLEKCCAAADPHECYAKVEDE
FKPLVEEPQNLIKONCELFEQLGEYKFQNALLVRYTKKVPQVST PTLVEV
SRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKTPVS DRVTKC
CTESLVNRRPCFSALEVDETYVPKEFNAETFTFHADI CTLSEKERQTKKQ
TALVELVKHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLYV
AASQAALGL
AIHE 6 SYYMH
CD16 CDR H1
Mgz 7 IINPSGGSTSYAQKFQG
CD16 CDR H2
Aedz 8 GSAYYYDFADY
CD16 CDR H3
AedE 9 GGHNIGSKNVH
CD16 CDR L1
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CD30 CDR L3

A A B
ﬁ E’,Eﬂi 10 QDNKRPS
CD16 CDR L2
ol =
/‘\1 -"‘Eﬂz 11 QVWDNYSVL
CD16 CDR L3
A s
'1 AHS 12 TYTTH
CDh30 CDR H1
ANEH3E 13
YINPSSGYSDYNONFKG
CD30 CDR H2 <
=
/}1 A 14 RADYGNYEYTWFAY
CD30 CDR H3
A AW S
192 15 KASQNVGTNVA
CD30 CDR L1
BELEE:
1= 16 SASYRYS
CD30 CDR L2
-
Aaws 17 QQYHTYPLT

AMEHE 18
CD16x CD30
o]z 50]4 Ab

QVQOLVQSGAEVKKPGESLKVSCKASGYTFTSYYMHWVRQAPGQGLEWMGI
INPSGGSTSYAQKFQGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARGS
AYYYDFADYWGQGTLVTVSSGGSGGSGGSDIVMTQSPKEFMSTSVGDRVIV
TCKASQNVGTNVAWFQQKPGQSPKVLIYSASYRYSGVPDRFTGSGSGTDF
TLTISNVQSEDLAEYFCQQYHTYPLTFGGGTKLEINGGSGGSGGSQVQLQ
QSGAELARPGASVKMSCKASGYTFTTYTIHWVRQRPGHDLEWIGYINPSS

C-Z o (D16a

F&22 GYSDYNQNFKGKTTLTADKSSNTAYMQOLNSLT SEDSAVYYCARRADYGNY
EYTWFAYWGQGTTVTVSSGGSGGSGGSSYVLTQPSSVSVAPGQTATISCG
GHNIGSKNVHWYQQRPGQSPVLVIYQDNKRPSGIPERFSGSNSGNTATLT
ISGTQAMDEADY YCQVWDNY SVLFGGGTKLTVL

ALWE 19 QVQLVQSGAEVKKPGESLKVSCKASGYTETSYYMHEWVRQAPGQGLEWMGT

* . INPSGGSTSYAQKFQGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARGS
Vi (D16 AYYYDFADYWGQGTLVTVSS
AqauE 20 SYVLTQPSSVSVAPGQTATISCGGHNIGSKNVHWYQQRPGQSPVLVIYQD
. NKRPSGIPERFSGSNSGNTATLTISGTQAMDEADYYCQVIWDNYSVLFGGG
VL CD16 TRLTVL
Adms 21 QVOLQQSGAELARPGASVKMSCKASGYTFTTYTIHWVRQRPGHDLEWIGY
R INPSSGYSDYNQNFKGKTTLTADKS SNTAYMQLNSLTSEDSAVYYCARRA
= DYGNYEYTWFAYWGQGTTVTVSS

Aauz 2 DIVMTQSPKEMSTSVGDRVTVTCKASQNVGTNVAWFQQKPGQSPRVLIYS
ASYRYSGVPDRETGSGSGTDFTLTISNVQSEDLAEYFCQQYHTYPLTEGG

VL D30 GTKLEIN

MewE 23 SFFPPGYQ

XA F 24
917+ CD16A

GMRTEDLPRAVVFLEPQWYRVLEKDSVTLKCQGAYSPEDNSTQWFHNESL
ISSQASSYFIDAATVDDSGEYRCQTNLSTLSDPVQLEVHIGWLLLQAPRW
VFKEEDPIHLRCHSWKNTALHKVTYLONGKGRKYFHHNSDFYIPKATLKD
SGSYFCRGLEFGSKNVSSETVNITITQGLAVSTISSEFFPPGYQ

ANEHE 25
AA}-35] ~ €]l HHHHHH
2]
AW B
1 EEHL‘IE 26 GGSGGSGGS
AW s
199 27 GGSGGSGGS
2
T =
k12?%§.28 GGSGGSGGS
)

& A%a FPusel wsle o gelne
7 o] =

olx =

4 e
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