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Dragonfly platform B By X ?z_])ii%’s i : EELW

FAL kR T & 27 F 4 - GlobalData T ; 4 H b AW AL

SR PG R 5 PR R T
1. Lateral CAR platform : Leucid Bio

Leucid Bio & = ef Lateral CAR 34T 5 » £ % - R CAR A 1A A# s =
* CAR> it 3 “vl] LR ffué’ﬁ%ﬁb}i CAR ‘—;—f#’ mE K2 B E T &I%’f#iﬁ‘ VI s s A =
BAF M AEL TR ey cnP |3 38 T8V e R me A e 8 (B 5)
TR S R dx;su,ff:v S s CAR B4 L % 2 ifer oo Tok o 987 § ik
B P4 T dmre a4 > & 24 §dF A 0k i o LEU-011 *% 2023 & & fxd §f Ulla 8 3#
B 2025 E % | Bpatom B R S TeR [ sk o AT 5§ A& LEU-004 - ¥ %
CDI19ip% Bim% g » & Alehk B FIFR -

Lateral CAR Lateral NKG2D CAR-T Candidate — LEU011

Antigen-binding Antigen-binding
domain 1 domain 2
NKG2D Receptor
(target binding)

4 Wlll

Costimulatory Costimulatory DAP10 ——»
domain 1 domain 2 [co-stimulation) o
'CD3Z CXCR2 Receptor
(trafficking and infiltration)
DAP12
(activation)

FAL &R ¢ Leucid & 7 F % (2025.06)

W5 Leucid Bio = # Lateral CAR platform 5 &,
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2. ShRNA-based technology : Celyad Oncology

ShRNA (shorthairpin RNA) @ £ = 3 /¥ > 4% RNA + 3 (RNA interference) "
M 3-¢ B & I o Celyad Oncology f1* 2 5 CAR-T i3i% £ = & H shRNA Hirpr L %%
W E T LT 5 I EA S 4B~ 5B ShRNA 1k B BB
Fleng-v FA R (B 6) - Celyad Oncology % 8 B 3 - 5 5] CAR-T & &§8° i B
#FopnATMRELERE CART 7 308 A Safmh v BEFFE -

natural miRNA clusters

AR 28R

QK Q  miRNAbased
' = shRNA platform

(shGuide) ‘ S
chimeric miRNA cluster

b2,

gkt o . delivery to T-cells
r X

) (retrovirus, lentivirus, ...)

() 51 N
) e 2
- l X

jet 2 target 3

target 1

gene expression
atlonlidsobautl

i ”"""" {1 o |||| I

{10 m’whr fim m‘\ e ||||.‘<n

e e e

I \I\}\‘P'D JULHILER L I|II i
| T
{0 m}mh» [ 1 |||| 1

easy, safe, efficient and tunable modulation
of multiple target genes simultaneously

F 4 %k : Molecular Therapy Nucleic Acids, (2023) Volume 34, 102038.

W6 Celyad Oncology = # shRNA-based technology 5+ R, ]

3. KD-SmCAR : % 3 s 4 %

ALY A5 p AR R R e BT & FIS-SAGS™ > * 3t EE L 5 B
R e 0 F L R E NKG2D - g 7 maégm CAR & T 5 KD-SmCARTM’jf};f{»] 5,500
B CAR e 7R » %538 Al 247 > 45 D15 & 9 CAR K3 (Bl 7) © A3TiE 2 By
T L AR A BT KD-0250 §00 NKG2D 4 e ih% - 1 CAR-T> 47 F
JFREDFAORFIFE > PR DATRE TSk o 0% PR Fiegha
KD-496 > 5 % = & CAR-T > F Pz % NKG2D % Claudin 18 » Ji&* v 5 Jj % "% o
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TCGA, ICGC, GEO
S S

s s  EmeSe | \____________ CARSUEFNSHIHREE /
Clinicaltrials Z0RFE
NUER RS BECARNERS
2

{ R ] I | * SOl 2 © A
! s Lo 4FCARSUEAINE (CARs-T) »
! L 1 ! ! |
i E BREH — '
! 3 5. @ i
: o o i !
| KPR IETA [ N — ABICAR TOMMRAIRIUASR

Yt E R RS R

W7 &5 ¥e 2% CARTZ2HNE
4. CoalesceNT NK Platform : Cytolmmune Therapeutics

2021 # Cytolmmune Therapeutics 22 City of Hope # = >3k & F #2148 @ % 7% City
of Hope paERF s b4 NK dmve cn® JlB > B8 %o % CAR-NK > & §° &2 ok
& 3% PSCA~FLT3 ~PD-L1 % - Cytolmmune Therapeutics 4] * CoalesceNT NK Platform
BT Lo FE3HAA L JHIER O NK e D &R CAR > # i IL-15~ # i3 BIKE -
g 5 B e CYTONK-301 > # 2 ¥2 » BCMA ~ GPRCSD 2 NKG2D > B 0 & §2hk
oS RN
5. TriNKET technology platform : Dragonfly Therapeutics
TriNKET $£4#F - & Dragonfly Therapeutics #72& = » = & X h G 3] » v d AT
7 TriNKET & - B = # 2 M d % w2 4% & # (engager) - ¥=+» NKG2D ~ CDI6 14 %
1 B - 2y o TANKET 2 & € T A e > 5l e 3 F > M ¥Fp i

B 2R im0 gt ¢k > Dragonfly » B f 3 chlweikcd 0 B3 RE DL R > T IUE
%g’iﬁir‘ PP iRk (R 8)

14



/\ Dragonfly’s
TriNKETs® redirect

cytotoxic immune
cells and trigger
their activity
against discase
cells from
autoimmune
disease to cancer

b \L
M, %

HEMOKINE:! L
Ce
L

Y

Dragonfly’s cytokines
invigorate effector cells

and fuel their activity

F 4L %k © Dragonfly Therapeutics = # F 4

W8 Dragonfly 2  TriNKET ##Fi€* 7 X, B
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L ALK
N R

= B 77 NKG2D-based CAR w2 jis £ jirAf 32 40 B & 1] 2 }*’v\f feok E ekt 2 &
FIAsEg > E R AT AR5 7 4 pE i EFEF s Faing RN 30
=% 7 &7 NKG2D-based CAR 2 HjiFE Be2 4]0 10 2 Hojiepiow 33700 & 457 NKG2D )
T LPR SR ~ TTawwe o TNK % | > U MAES 6 % e % J14E38 (Title) ~
4t & (Abstract) = ;j‘r% F1 45 (Claim) % ¥V i 4p B & J 2 8p 5L (T34 & o

LIRS > ABBFF R B AP T T i £ & 2 %] WO2014117121A1 > ¢
# % & St Jude Children's Research Hospital ( #f # St. Jude) {= National University Of
Singapore (B A7+ < § » HANUS) - H 2 B 725 % US9511092B2 8 114 [ 1 3
-7 %E%E}'L & X #84F & ¥ (Chimeric receptor complex ) efzfig » # 7 ?q‘,\ LEX R
z CD3(~ NKG2D f= DAP10 > * & 3P 2 # & NKG2D % & DAP10 £ CD3( 5.3
Hi 4 W VEFRS NK e o BEF WEIRG L4 o 7oy 355+
A Foraan #* ¥ % 9 NKG2D CAR-T = @ Celyad Oncology % = #* & & CYAD-02
2 4p B % 41 US12173316B2 - J@ﬂgﬁ[ﬁli - B S B frit Tw > Zw% LG+
7% NKG2D CAR e%pe » 12 %2 2 &% 3 B ¥ #r4] MICA & MICB mRNA 1 shRNA >
] L ) @?;ﬁg R BT 2 L FEELF BT B 45 3] NKG2D-based CAR ¥ j o Hjie
AR AR B 1Y gk o

d itk E 45 0] 5 % NKG2D-based CAR 40 M & 41 1 246 % B * M43 % %
Ptz 2 Migz Y EFRAFE A5 o0& CAR’;;Q‘%"““ » DAP10 » 2 £ & ~
2 - > F]p Al N2 (SI+S2)¥ 4 » DAPIO0 %2 H b % 5 » * 324 2 CAR with DAP10
MR RRRI 2 AR AT R R L R N JIh 0 R
Z_NKG2D £ DAPIO 2 H ¢ & F 2. & ff =+ ?'3'—% 1 %l%] (Claim) ; ¢t * > 57 3%
2 gt > 4o x T fm®e ~ NK . m”?fr PEFUR X MEMET T kR 0 T H
""f& ST Ae S2 P 4 AFEHE S G AR P 2 & o 555 IPC
(# % 5% S1)# CPC(H % S2) » # ¢ IPC ¢ 42 AGIK 40/31 (4t & ¥/ £ #[CAR]) -
AG1K 40/15 (f 28 < [NK]im%% ; f 28 < TINKT]% ) ~ A61K 40/11 (T ‘% )
A6IK35/17 (# = w2 ; B-lwPe ; T-‘m™ ; p JRATG fwie | F 3 FE 1 & lwie g i 1
gk dmfe ) 5 CPC ¢ 35 C12N 5/0636 (T lymphocytes) ~ C12N 5/0646 (Natural killers
cells [NK], NKT cells ) ~ C12N 2510/00 ( Genetically modified cells ) ~ CO7K 14/7056 ( Lectin
superfamily, e.g. CD23, CD72) ~ C07K 2319/00 ( Fusion polypeptide ) % -

k

= <

SRR ENSIE S22k rF o AR AT EEY cHONKG2D #45 (£ 3) > 1
% Sophie Curio & A 4 # 2.2 Fe 7 F I NKG2D-based CAR fm ™2 i i & 538 » Tk 38 5%
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FREceno @75 gH4tioar 7 e Celyad Oncology ~ CytoMed Therapeutics ~ Nkarta ~ UWELL
Biopharma ( % 4% 4 %5 ) fra i Ay BUKERIESPRE]] (RF) Ho 2 F
NKG2D-based CAR 4p B & 4] (32%) #c> M2 k5N SI+S2 4 @& 4] (72%) #o g
B ATE R (7F) 2202 > FRAFELE K 192 (£6) » FEHRIFS
05% > w4 2 ;N SIHS2 Vid F A R B B RpE > AR EJIRL S A BB g
AEHE BEF T RBE RS BT RREES RPN FEEL GRTR

%6 & S1+S2 Lfﬁi’—?":}'ﬂ‘.’r‘;’-

Celyad Oncology 7 5 4 1°
CytoMed Therapeutics 0 0 0
Nkarta 28 6 6 0
UWELL Biopharma 1 0 0 0
E N e A 21 8 8 0

TR KR 23k Bl R f o 2 T ERE AL

b B LAIHEIE > d 2> NKG2D-based CAR f= CAR with DAP10 3 47 18 5
AR HAET R S R AB A B A s L {]¢ 347 i % NKG2D # DAPIO i*
LARAK R PR TN 52 F A (8] ¢é€ﬁiﬁéi)ﬁ?*sué
S2AEHE TR ABIEGIA L HH > N GEN BN R LT HERR

G Tl

LBl g R BAPE e Piay BIERRP s Jle 72470 £ 5 1] 125
v kol yenE-RFELFLERY BROIBTFFIZL 2 75| &
7 e

2. AR B AR A R A R B2 RS I SR R S E R E R R
NKG2D & DAPI0 # i B3 it 5 1 & fiefi s B {1 F 11§ Bg o 2]45 plie
- HETMP IR FEDEH 0 A F & E NKG2D-based CAR & CAR with
DAP10 2z FjrsFfic o

~m)

HBENSIfeS2 8% 3 €188 2633244 (72%F) »SEA1HF2 GELEIH
wAn b £ & B 1120 & (F2%F) o F u&&%wm%$:ﬁﬁﬁ$ﬁ4w@ﬁﬁ$%ﬁ
3 & R F A A A 7 P s 444 NKG2D-based CAR & CAR with DAP10 3 jis4

" Curio S, Jonsson G, Marinovié¢ S. A summary of current NKG2D-based CAR clinical trials. Immunother Adv.
2021 Aug 13;1(1):1tab018. doi: 10. 1093/1mmadv/ltab018. PMID: 34604863; PMCID: PM(C8480431.

’ #\ﬁ’fﬂ%ﬂ%ﬁ%w‘?é\#‘r -gr’f

? ' W02025056717A1 F] IPC A #555 % [Ny A61K 39/00(’3‘ VR EAE K 5};5 Z 9 5)fe A61P 35/02(% v & 7k
7R A]t:‘_—ﬁ) ' CPC &~ # %5+ R & :}ifﬁ % 7% S1 &% S2 % 7 e C12N 5/0636 ~ C12N 5/0646 ~ C12N 2510/* ~
CO7K 14/7056 ¢ COTK 2319/* » £ F# % ¥ & CPC e 2§ =@ 373 h IPC #f =46 % 2 ~ #7 50
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s R 7 AR B A R P LA BARR S IBEA S JIR & o Tt 0 GERE
BB R BT BE 28T > R IR B hib 2 1 EE P b B & 2 NKG2D-based
CAR & CARwithDAPI0 2 $ilsfic s 1 & kg o M@ 2 > At FF & 40 » 14 F

® F #45 i NKG2D-based CAR # CAR with DAP10 2 %4 > ¥ ¢ 7 > & NKG2D
(DAP10) # NKG2D (DAPIO) in (S TR R i = IR
27 NKG2D & F &R Bt 03P 29 ok 2 2 &) bl & fhaE @ k-
NKG2D 2 DAPI0 iF % # s i ~ 22 m- 5 ERESEH» A2 L JiKd 410
e B o

EHHIAM L JIGFEERE () F3=5 04 S1 0 S2 % % % % &:% 112 NKG2D-
based CAR 4r CAR with DAP10 o itiip B 2. € & & J] 5254 120 2 > s P a2 2 % A%
Flehk>FEHEAY 4 T2 Celyad Oncology % 4] W02025056717A1 £ 3+ 121 £
EPRe-H gy B9 5 2 29 BiHe bk RESE 0 FEEL 24
X3 109 2 & 2

W

HETHE

GRS EMA R 2025 EAEL AT REFL AFRLE T 2504 )
¥ % & s (GPSS)
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BERAGBNT Ak (AR BH - p A BF? WA fod o ot e
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2 s H4EE

SN MatF e P& F BB 3 3R
. NKG2DL; MICA; MICB;
1 NKG2D I\%ﬁfﬁgiu&;?rﬁfggﬁ rzsnember P+ | ULBPI; ULBP2; ULBP3;
’ ULBP4; ULBPS5; ULBP6
DNAX-activating protein 10; hematopoietic
2 DAPI10 cell signal transducer; HCST; KAP10;
PIK3AP
Chimeric antigen receptor; chimeric
3 a & L X 48 | receptor; «%‘,{ LR X%, q‘,{ £ X %8; CAR-
T; CAR
4 T e T cell; T-cell NK ‘oz ; p 2RH L fmie
= R AR
7= B 3 4 ook
(NKG2D)@CL AND ((chimeric antigen receptor) OR
(chimeric receptor) OR 4 & X ## OR 4 & fik % 2,675 5
30 #)@TLAB,CL AND (T fm#¢# ORNK imn% OR p %X (2 Efr
(it %) B+ P2 OR (T-cell*) OR (T cell¥) OR (NK 3"\"5—2 'a:f;; N.D.
cell*))@TLAB,CL AND ID=:20250514 AND | | | 23;&)
(IC=C12N-005/* OR IC=C07K-014/* OR IC=A6IK- | * >
040/31 OR IC=A61K-035/17)
(NKG2D OR KLRKI1 OR (Natural Killer Group 2
member D) OR (Natural-killer group 2, member D) OR
DAP10 OR (DNAX-activating protein 10) OR
hematopoietic cell signal transducer OR HCST OR 3,092
KAP10 OR PIK3AP)@CL AND ((chimeric antigen N
S1 receptor) OR (chimeric receptor) OR 4 & % # OR (*ﬁj‘ 2 ﬁ/’f:‘
4450k % H OR CAR-T OR CAR) AND (T s | FZF2 28 |
ORNK m% OR f #A# % in% OR (T-cell¥)OR(T | = 1398 ) | 51 4.6%
cell¥*) OR (NK cell*)) AND ID=:20250514 AND (S14=S2 &
(IC=A61K-040/31 OR IC=A61K-040/15 OR ERER
IC=A61K-040/11 OR IC=A61K-035/17) 2,633 i >
(NKG2D OR KLRKI1 OR (Natural Killer Group 2 A=
member D) OR (Natural-killer group 2, member D) OR 3% 7 HpT
DAP10 OR (DNAX-activating protein 10) OR BRAPK T
hematopoietic cell signal transducer OR HCST OR 82 L)
KAP10 OR PIK3AP)@CL AND ((chimeric antigen 5,721 £ 120 )
$ receptor) OR (chimeric receptor) OR q”,% £XM OR| (22 £
g‘ﬁ & L X 42 OR CAR-T OR CAR) AND (T Mm% | #2323 & {4
ORNK m?s OR p X4+ % OR (T-cell*) OR(T | 5 1,916 )
cell¥) OR (NK cell*)) AND ID=:20250514 AND
(CS=C12N-0005/0636 OR CS=C12N-0005/0646 OR
CS=CI12N-2510/* OR CS=C07K-0014/7056 OR
CS=C07K-2319/*)
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IR R E & (PR
M- ELN A

L@ 2% ¥ ¥ NKG2D-based CAR #2 CAR with DAP10 4p B $L 45 % ] ch® & 3%
RPN A TS LIRS HEA BE S TRAL I RE R T EE D
RELAIHA (2,633 ) 7 A A EFMY BRSO R S HESPFRIREN
SRR EE PR PR NKG2D & DAPIO 3 ¥ SHenE & & 4] (109
) o A R RBEMETRE T FIREE AR %

(=) ZRA 1T

%3¢ S1 £ S2 3% %if i L 114 B (Claims) F ¢ 7 NKG2D £ DAP10 ( 7 I %
W) o0 »r2 ZHE &R X4 (Chimeric Antigen Receptor, CAR) ™ % 4p Rl e T fm
2 NK dm¥e > k2 5% 2 (812,633 2 % I R3% > d 30k 2 i K9 %9717 1| en
E 4] 722 % 2 NKG2D 2 DAPI10 i® 5 #7| ?vli%] P FI AR SR x B
Wi B ARFfod B¢ 42 Bt A 40 12 9 $ NKG2D 2 DAPLO 4p B it
JleBRH B £ 25T - £ § B L CAR #4748 % © 2 NKG2D & DAPIO0 i+ 5
SRz R B IREIEN AT o

;..

¢ FHRARE A

B 2,633 2 % I ROE G B B A R 1 A ALIEIE g RO A 15 B % 19 2,002
BLYIFoE e A AY RABEREFAY (F9) » B%EA 2001 1 2012 25 &
EA#cE ¥ A4LE 10 52013 £42¥ 3 gtﬁ];m'&r’pq&f"?\“& » 2017 & 2B 100 2 » & 3%
2021 # i F| 322 ehF g 02022 E2 SR fIEBEGT RS TR B LS H ABRHR
THoFFERELEAARRON BT E AT .

B % & 4] 52 ¢ Dak Denmark £ #%= Dynal Biotech ** 2002 # (& % igL{g# 3
2001 #) 23k Oe ;ﬁ—m US20150329617A1 » & flH&a1 5 - ﬁ;‘%ﬁ@&%é‘ﬁ MHC fﬁiﬁl
o7& 2 NKG2D & E 4 piadeha 3 e 1 8 5% 2034 kb 7288 1) CAR #
e HEP E ¢ &2 NKG2D *t NK dwiz 22 T b + chd IR0 112 H 22 % s o e fle gl
MICA/MICB it & #1313 enim®e 4 BT > A7 5 3 NKG2D 4 R 44 5 K 7 i &
+ o @ 22 CAR £ R i ff = 2

ik PRI Y RE F 2 F HT 2025 £ ¥ e CN119462939B & 7 &
F2 CDR B 7|63 CD147 H #3848 > 11 2 £33 f;}m&}ﬁf;;\ m”" SR B
AR E S # CAR #4607 N 2 Tk 7 E f DAPIO 284 3 > 4 1 iF 2 5 2
% I/ % % NKG2D & DAPI0 %3+ 5 THeft# i 22 > @ bz chh flHEL 8

BT
___El};’]
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BV F RO ERKS E4F 2 NKG2D ¢ DAPI0 A L eand £ 51 > ¢ g R-d g+ 3t
CAR ¥ R ~ 2 il » % 303 = 4 4l CAR #3] iy o

Erkg b 2 L2 A EF R 3 4M 0 - 2 5 & P 2013 £ 15 CAR-
T A %E&r fohkF &3 2017 £ 5 R B ATF kapolocfl > ¥ - 3 6+ 2 B 5y
gl L:ﬁ4§t%ﬁ4;tqﬁgu # o @ NKG2D % 373 £ #8240 % % ~ CAR &3 - 2022
#1SY GrlcE et ’fo—“rﬁﬁ SEBAIRBEN L TR A RN RER L AR
w JE_ rﬂﬁga ", o @ 5% 8 NKG2D Ap b & 417 o B E Y NKG2D ehd 5 £ # it o
£ Pl E - NKG2D & 2 7 535 fice (40 DAP10) 3 » CAR SH%3t -

Yl‘,»
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¥
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) | I |
0 _ _ —_ —_ - . I [ |
T R e T S T T T T e St S~ TR SNV SR M
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TR &R 2 EfHZ A 2 HEFEREFE

W9  2001~2025 & & f1¢ g4 (ZRA7)
ER A i

A 452,002 i# & ] f2Ew - < ¥ -4 (& {48 4 > B 10) 12 University of Pennsylvania
(”1? 7E R L~ F > A UPenn) % f 725 8d 5 » £ 74 2 » # =t & Memorial Sloan-
Kettering Cancer Center (& & #7/ -2 m @ <~ > H MSKCC) » £ 3 63 # > e
'F,*’ v » KW CAR-T 43¢ e R 773 H 52017 & 5 78 1 # 9 CAR-T # & Kymriah® ¥ d
UPenn 7 Carl June @& f3#7 % I 22 Novartis & (T F % > "ﬁz TiEA A LR £ R
University of Texas (€, = & ) {v University of California (4" + &) ==& xn L+ > &
B3 31 #4r29 i LB 72E W EREFE 24 CAR-T Hilraw= g it £ -
4 g ) ﬂ—& 75 REETREET B kR L 640 UPenn & 17
BEpRts CA-TAS Kymriah® ¢ Novartis » Celgene ( & B Juno Therapeutics {4 3& )

Breyanzi® » 2019 # £ 4 BMS 4z ft) - Gilead ( # pf Kite Pharma 5 2 78 & 5 Yescarta® ~
Tecartus® } % ) » 1 % 21 J&J & it B % BCMA CAR-T 2 & Carvykti®cs 7 @4 4 4 o
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1% 004
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2004 2009 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024
Bo% B

FA kR 2Bl R o 2 R EREEL

BI11 2004~2024 & & ¢ 38 484 (FEFLHHT)

#2 NKG2D-based CAR % 40 M ch¥ 2 % 4] 5 b % B L 4 & 2004 = o
US10336804B2 » ¥ -+ & % B Dartmouth College » % F* + & Tong Zhang £2 Charles L
Sentman » 3% B Fj 7 =x & T e £ £ B47 C-type lectin-like type Il natural killer cell receptor

(NKG2D) # immune signaling receptor (CD3() - ¥ & F & 2 T ‘w % ¥ 768 cha it
45 430 2005 &3 £ Ap M AT 3 > (Blood) #pA10.

2009 # > Charles L Sentman 3 #:i&8 - # ¥ & 4] WO2011059836A2 > 3% 1135 :iE 5| %
BT dmfe o4 TCR & U2 # 5 F > #¢ % NKG2D-based CAR =y 5 B4 o

2013 & > % = i# % 4] US9511092B2 p] &_d 743 NUS 4v# F] St. Jude ** NK ‘¥z
bR - ¢ 7 NKG2D 4t & < 48 (chimeric receptor) - 3% 4fi# 4% CD3( 48 > 11 2 £
T— iR DAPL0 » & 4148 4 5 iR 37 3 »eH 58 NK fnvs $35 5 i #e chd it
4 PR AR e R Al 0 PR },?’%4 t - &7 4%t (Cancer Research) #p 7|11 > &
#ix R g &g @ L 4w i Novartis CDI9 CAR-T A 5 Kymriah®#% B 4 Dario
Campana> 1 % 4 @l 4 LEN R AP RERFE E%%‘E SEAR %EF o b ¢h s
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A& e L Paan® B Lo B 2R NKX101 &% ik 25k 2 % 3 4oip ) » H Hjiss 5
LB LRI E R E D P T 0 2 SR AR E R B g 0 3 NKG2D
CAR-NK AE## 0 B 4 i 5> £ 2 &% 8 % {9 457 IL-15 £ £ 7% ~ CD3( & 0X40
e Bt R S bR E BB AER o ¥V AR S fv:&‘-‘ﬁ S5 ?4@’]{#“']
FMH A B IR AR R PR enE & P LA T 8 o Nkarta #7230 3R 2 13180 K

Lhttps://www.globenewswire.com/news-release/2018/06/11/1519547/0/en/Nkarta-Therapeutics-Announces-
Exclusive-License-to-Natural-Killer-Cell-Technology-From-National-University-of-Singapore-and-St-Jude-
Children-s-Research-Hospital.html
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(4) Celyad Oncology

Celyad Oncology = # = % »* 2007 # > % £ 5 Cardio3 Biosciences » % i1 3% %R J
A B eEE fm P2 o 2 0 2015 & pF 2 2 B Celdara Medical ## ™ 7 Oncyte » 14 4 B~ {8 NKR-
T ‘m?¢ (Natural Killer Receptor based T-cell ) HieT 5 22 4p b Fojprpedg (H ? 304 & 1)
% p Dartmouth College » 4= US7994298B2) ° 2020 & » = @ 4| & 33V 4 5 o
# { ¢ % Celyad Oncology - 2 NKG2D-based CAR #p B & 1 # k& 453t 2017 # > P o &
FOSEREAITIE . 2 P FF ARG WA ERRRA LS LA S R R E
7% FAE o

Celyad Oncology # % # et 3| & 4] 5 US12187776B2 » i 3% 12 NKG2D 1% 5 4 & %
N B N SR 0 I BB B 4 LB Lysine 4% & Arginine 0 14 5
AR AR 7 e 3 DAPLO OB 0 2 82 H b 50 DAPLO &
CD28 ;8. @ #4f (H22) - »fE214 & » * B7-H6 CAR %3+ + B 3 Celyad #
R BB s * 2t CAR FEHpaing o

NKG2D  NKG2D
R=11 R=12

Poly-L Poly-L
R*atpos.11] |R'atpos.12

oL kR - US12187776B2

W22 US12187776B2 % I# 3K 3+

4 8 NKG2D % f & fwie 2 LR L yEifiap AL 3 Ame 1% /2 ¥ a
Wip AFRERe G o 524t B 42 > Celyad Oncology ** F & ¢ 3 US11639496B2 - #%&
BAp M AR IRk 6 0 ¢ 454 PIBK U L 42 fo NKG2D fie# (4- MICA ~ MICB %)
AMEHHELE > 20 d CAR-T & CARNK ‘w2 £ A8 4 o m %

(fratricide) » & 2 # 5 3¢ i G52 DI WAz "G 32 -
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Celyad Oncology 7 ¢ % 4] US12173316B2 > 458 # & ]2 3% 2 A F1A 40k 6 3%
£ 13% 343t NKG2D CAR-T ‘w2 @ fppF4iE 2 3 3 #& shRNA » r 3 8 4r 4] MICA &
MICB # #1431 o 4 > MICA 2 MICB 5 NKG2D = #Xfed8 » @ CAR-T ‘w% fis it
B EARY Vo AR R EAa R B R CAR-T dwre2hw] 5 p 1518 F4F
Bp o i 2 e 4245 2 W AR F1EE o Celyad Oncology i#% i shRNA {4 % i1 CAR ‘w4
Bl AR MWL e B AR F o A WURRETE E e B B R L i
FRRAle lat 2l K e

B 2021 #4= > Celyad Oncology ## hi%E I A £ E M m L 5 e ghkt o & 4|
WO02023001774A1 2 3>t CAR-T fmPe @ Fp ¢t & iF IL-180 & 0 "B eIk B ehd B dr o
oo LR e BB R 4 02023 & ¢ 2= WO2025056717A1 > R 21 53
PR ST SR E W o LR 2 scFv B4 (4 anti-CD19 scFv) > %ﬁf *#E2 CAR-
Tendern 5 %M LB BL MK merc® > 357V B EFCH 5 €9 BRR TSk
(®23)

CD18 CAR SR IeCl CD8a H., [cDsaTM| 4-18B | cD3¢ | 2A | tcD34 | shRNAycumcos: |

NKG2DL CAR CDBuHy, |cosa TMJ 4-18B [ cp3g [ 2a | tcp3a [ shRNAycuecos: |

AeET el 1964 i [cpsa TmM 4188 | coag | 2a | tcD34 | shRNAucuecos |

LN (e scFv FMCE3 (R{eR:IH

Tan CD8s  [QeEs] (G.5); Jde=I=ol CD8aH,.|cDsa TM| 4-18B | cD3¢ | 2a | tcD34 || ShRNA,cumcos |

TancD8l  [CERAREEN (G.S): [P PI=e] CDBa H.. [cDBa TM| 4-1BB | cD3; | 2A | tcD34 | ShRNAycumcos: |

ALK R © W02025056717A1

W23 WO02025056717A1 % fI4# 313 ¢+

A 5 0 Celyad Oncology eh% 1 5 vg &5 p cnfp A3k 3+ & fAz b ‘G404 &6 3
BidAFHHpB gL daimiihies » BILE &4 NKG2D-based CAR HjiF#1iE {7 e
GRS S EXEJE L c ARFHEERAASTREREFHEE A 47 #g btk
- WG A BT Sy RRE L JIFE T EL

(5) King’s College London (KCL)

KCL & % 1829 & » B3t &7 7 412 & » 2014 # & = 474 2 & Leucid Bio » &
A B AT- % CAR-T A% 2B & P-d 55 LEU-011 > @ &2~ §ok % VII 8 :85% >
LEU-011 %4 7 % 5L NKG2D > + # 3L DAP10 & DAP12 <hfig & 3¢ - 11 % CXCR2 iiig
Pz 184 (trafficking) #2;%/# (infiltration )

KCL # NKG2D-based CAR A £ 4 3 i % 41 52% » & $1% & pr 422+ 2019
'B 2 ek 4] 2 WO02021058563A1 0 & 14 P 4 John Maher - David Marc Davies
-] B NK fw%e 3 3-8 NKG2D £ f#%".? 2 DAP10 fv DAP12 &% » JLt gt 8 33k 3+
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- f&¢ DAPI10 {= DAPI2 ‘e = g £ 39 (NI012) »#Z@mé v 7 %%'E’ 34 e e
A far NKG2D F-v felm?e ¥ g 4 3 (8% »38d Sfd T w2 5 1 &F 5 )¢ 12 N1012
£ Celyad Oncology 7 CYAD-01 g+t > % R NI1012 e0 T sm¥e 2. " & e ln¥e 1 78 5c
% { 4P & o @ John Maher © # = 5 Leucid Bio = # ## & £ > David Marc Davies B/ #
EFE B e

2020 & > John Maher 4 David Marc Davies & 4 4#-%F NKG2D i&{7:2 2 » d KCL &
Leucid Bio ¥ 3% 4] WO2021234163A1 > 3 & & 24 DAP10 ## T NKG2D > 1 3
- 4 447 NKG2D # ¢h 43 & BT ES 38 o & endlt & NKG2D > 1234 % CAR & T
‘wie W g R ke & 2 DAPI0SDAPI2 5 5L 4 2 % 5 fEH# 4] (4- N1~N5)

(B24) - BERF )i:mﬁmr% LRR PR hFUR R o £ H NSCAR-T ‘w2 & % 6
FREAENA Y 2% fﬂﬁﬁ’ wmiz stk o B fok s a0 Y CYAD-01
e B Rl Féﬁﬁmf# A D R A

N1 N2
N1012 (12_10{c)_mhN_Lan (12_mhN_nonLan)

N3 N4 N5
(12_mhN_Lan) (1012_10_mhN) (1210_mhN_Lan)

Plasma membrane ‘DAP12 DFLAGTa
e N 9

[[[I] DAP10 . NKG2D

Murine NKG2D Transmembrane Murine NKG2D Transmembrane

TR KR W02021234163A1

W24 WO02021234163A1 & 4| RIFHI N1 2 NS

2021 & > John Maher = David Marc Davies % * i&- # % N1012 CXCR2 CAR-T ‘m
25~ At F]3 X4 CXCR2 ¥ 3% 4] WO2022200442A1 » ¥ #F 723k 3+ CAR-T ‘w¥e
&@%ﬁyﬂ?*iémgﬂﬁﬁ*Wﬁﬁﬁ’WﬁJWﬁi%*$°

i m 7 > KCL & NKG2D-based CAR #p M 4% i B B R enflimad p 2 &
PASFHREFT S5 BEV RS BRAR S SIDAPIO-DAPI2 &4 > ¢ Y F £
R R AL NKG2D 4t & 8 > i5# Pl & DAP10-DAPI2 4t £ #8 ¢ 51 » CXCR2 % 3
B MR BRARRR Y hwe BB B RN > Bfd X (NKG2D) {riz 5kl

ﬂ:“\'
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(DAP10) 3 e 3 - &4 B AR B #actt » £ 5 & % e B8 500g o
‘%’fljlﬁ—‘g‘ ’ }:%Eﬁaﬁﬁ: g}é:' mﬁ*‘l CART iﬂb mf/\\: I\aﬁ),é' °

7. A REELA AT

AEF2 % IPC T Ff 22 CPC I Ff » 85 (7 503t 4 47 > 1 P3¢ & ¥ NKG2D-based
CAR % 2 3L/l B 8h 2 v iL 3 BABH « & - < IPC T RFAMEY (£ 7) » %1 304
¥t K0k S1 82 S2 bk %2 A dgshot o S #a g s B o CAR-T & CAR-NK 'm#e
el LAY LN e E RS B0 R AT R L e i B MG

ra, o

Ho CIONS/I0 5 ForlcB A 5 2 AAT » B A L1152 o K AFHEE » 24
‘¥ 113 {7 3 45 > 357 NKG2D-based CAR #p B A7 %5 & % & ' el & 1 4F i % 5 AG1K
357 R T m% ~NK w2 E 4T AL hwme2 B* e 5 CARBiZENF L2
Pro & B - CI2N 15/62 £ COTK 14/705 4 uldy &1 {8 #r4h % 2 b & Fod § A 7122 s 4

£ LIE R A CI2N 15867 # 15/85 RIB7 55 & {14 % £ @amd £ v =

i
o4 dmve 2 Fit k sie (T A FE O o

B9 E e A6IP35/02 & Fhg * ik ¢ v i kAR M A %0 BT B 3 NKG2D-
based CAR 2 ffk s 5 ¥ *0u 2 i > #u L& 4t & (AML) % 4
B BEA R - R0 RBAEF BRI > P o F F&» fh B4 9 NKG2D-based CAR
Af ARG RE S L 0 AR T R A6IP35/00 (Frim %) A KT Wims
= 35002 (#o o FRIEH) 23504 (HEHZTF FRILYE) T REHTWER
AR EREJAFEATLEAN XX FRIEHRERFEC o KA 2 > &1

é‘?‘-*%ﬁfﬁﬂ wHE ) CAR 3K S AFIE > WS T hiph TUW I HFT

%7 I IPC £ g5t = 10 &
IPC 4~ : F'%*._, A}*F.‘%{g’;,‘_‘pq F % i
AN A S g RS > o kil @A 3 & i
R ﬁ.’; L enim e
RAqgidp il ¢ gL eR A me2 DA ¢ g
Peirinte 2 A b 1 L F AR e > H R e dod i e s R
A61K 35/17 | ktm¥e ~ F‘ﬁ‘ Falipimie ~ @ M mie v 0 e s Himbe ~ Eeim? 60
2wy  RBERE T R e L PR R YR >H T we  B-fwre ;s T-

CI2N 5/10 70

e p ARG e 3 TARRE (A ok R A T T o
DNA £ 4 5>DNA & RNA % £ > 3 i 453} 3 > f fb & Fov 72
CI2N15/62 | “,ﬁﬂﬁ‘ R A Ll 52

DNA € ‘= $jie>id # ;WE.E%I *oh kiR B AR gwg s Hma s AEz
CI2N 15/867 | 3 &> ulif * *0 3 frimie 50 2 RS 23 K 5> 0 6o e mie > 44
B Eop {8
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IPC %~ g% A AT FoE

0 MR pLL ok f B R LR A 0 o

CO7K 14/705 24

B
R w
AG61P 35/02 B B> Y © ]lis’ﬁ #HP [::E_—‘Fl'z 20

AL AP NS %’%m%%;gﬁzﬁﬁéﬁ BEF
’f'f“%ﬁgn‘h# Wi N RS R E i N R e A S e B e
CI2N 5/0783 ,de LR LE AA T mie>T wv ;s NK % ; 2 H 5 5pim 17
¥
2 o= . e H FR 5 P~ B 2 A o e A sk B . »
FoBiE 20 BARARZ SR B Rk A >R e koG i
COTRIATS | g e 6 o3 >Ttm e £ 40 P
}?‘\ﬁ}* ’ﬁvpﬁﬁ@;—,—\ L HEE %1L>}?i«a~"l1\f"’_jiﬁf]§§"15]
C12N 7/01 o R T 4 12
DNA & >t * Uq85) » o kB @4 PR B s 2id2
CI2N 15/85 LadtimRt pM BRHP P IAEL 10

BESHBEE YT E Pl FA 2 J A A RS R e

TR KRR 2R R E AR A REFERGER

CPC I FFA#5 A7 8% 2 IPC $ %~ Rfalk (% 8) » + % % CAR w2 ¥
Rz B AT o B ¥R LA 5 COTK 2319/03 (BEWEs s ) 82 2319/02 (G8Les)
TR v B BEon BAIA R Y F LT CAR HAlGH R R K s e
A AHARC LR P g o B 5 COTK A #602319/33 % ik & v #
Slimie R fdde o o Bom 304 B 18— S R A dw e o 2 de o i B R BRIl 1T oh
s -

afl# > & 0 CI2N15/86 £ CI2N2740/15043 &7 54 48 7 5 A i1 & » £

BF SRS S Ropd m}% 2t Y CAR AFH» - g o g2 qenr Wamg Lny
ARRE > F P A EHAET ~ B A IR kA2 ki o

timfe KR 5 0 CI2N 5/0636 (T fm*2 ) 22 C12N 5/0646 (NK m?® ) [ pFig » @
Lo Twe L7588 % > 2P 5 CAR %2 7k B % 11 CAR-T 5 21 2 484 4p

a7 CPC 4 #f& ;=1 NKG2D-based CAR H % 1% & i
%?@ﬁﬁﬁiiﬁ®’Rﬂﬁﬁﬁﬂiﬁ%ﬁﬁﬁiﬁvﬁé’

FF R S o

m

AR oA

P oan 3%AR B AT

fﬂ

%8 T F CPC # g5 &+ 10 &
CPC ~ 3% A AT I T

Receptors; Cell surface antigens; Cell surface determinants>

CO7K 14/7051 Immunoglobulin superfamily>T-cell receptor(TCR)-CD3 complex 81
C07K 2319/03 Fusion polypeptide>containing a transmembrane segment 81
COTK 2319/33 Fusion polypeptide>fusions for targeting to specific cell types, e.g. 54

tissue specific targeting, targeting of a bacterial subspecies
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CPC ~ #g 5. AR R o 2% e
CO07K 2319/02 Fusion polypeptide>containing a signal sequence 51
CI12N 15/86 Viral vectors 47
Animal cells or tissues; Human cells or tissues>Vertebrate

CI2N 5/0636 cells>Cells from the blood or the immune system>T lymphocytes 47

CO7K 14/7056 Lectin superfamily, e.g. CD23, CD72 46
Animal cells or tissues; Human cells or tissues>Vertebrate

CI12N 5/0646 cells>Cells from the blood or the immune system>Natural killers 40
cells [NK], NKT cells

A61K 40/31 Chimeric antigen receptors 37

C12N 2740/15043 Use of virus, viral particle or viral elements as a vector>viral genome 37
or elements thereof as genetic vector

FA KR 23R fle 2 h o 2 A EREEL

< BB A A 3

& 4 17 NKG2D-based CAR 4= CAR with DAP10 ‘w7 ;5 sz 4{? Uk RN E ot §
IR AFE 109 P ER BEF R RPGEE A d TR JIER I LER
Ao AR T RE - PN (BB A UL E) o 388 RS

% B CAR #.3] (4o scFv-TMD-SD) » ¥ 73 5 ¢ 354 % B i S5t » 271
gaal%] BRPFEL R A FHRFEHR S A A - R ST T

® %Y @ P E% 4] (Granted Patent) % gL 23 ikdy 0 BALEREIFRF
RER R P B IR S A BT R 0 R AR A & g -

® B RS RO MY R F TSR APAZEE  NELEY ER
BN TR B2 ¥ ko MERRGLE R 0 b8 (7T RO e B R o g

® FELGRP E BB H R IGE  E S Bk ] g0 s bk B WA AT
FHEREEJIEP 2N e “LT#H4\ » G N d %—‘}\I’E‘@ﬁﬁ)ﬁ:}a‘_%‘?i\'Eﬁid °

® HFLE G it AR PREAFY o ¢ 7
A. $£3]% 3 (4 NKG2D-based CAR ~ CAR with DAP10 % )
AR (i 2 7%E w3 AELME)

C. A% (4odrd] TCR ~ #r4] PIBK U LB /2 %)

B2 YT AL IER YOI ERE T, g patE 2 B A
S PR AR R R & Al 4 4T A
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1. Hopbest s 45

L EHresdr (£ 9) %87 > P NKG2D-based CAR #p B Hjiren® |+
NP B LA 3 R A fm”eig;g_,i Ao FRIRIFERAER R E A R I BTy
/2R 3G ER

& T3 2 % 0 ¥ - NKG2D-based CAR # A dic® 5 5 > » F A7 55 3
tnre 4 M v WL L B JIY AP F G F ko 7 Nkarta (4 ) FSF F R (4
ﬁ>‘*ig%i%(4ﬁ>mg?%ﬁﬁ€&%:aégﬁ—u@méqmmzﬁa
m*#—ﬂt‘]ﬁ']@ﬁ' ﬂ{i E 5 ’bm/@’* ,%E"! "‘f R R A I |"7T4 j;:'_;ff ﬁ—; e F pé’iﬁﬁ"

RPERF RER B A E e e BRI L e BHEN T #t—imlfﬂf e
#?]/\Iric

FrulE B2 R o WA 5 3% I NKG2D £ DAP10 & DAP12 =~ i & multi-chain
wpE s o & 45k - 0% A U] % 3 NKG2D-based CAR £ ¥ - DAP10 & DAPI2 34 -
£ & %] & 3 NKG2D-based CAR #2 CAR with DAP10 & DAPI12 > H # B Eefp ¥t »
i A A R R chdegh o BIEREEMIL -

b Tapet 270 ARBEHERCE Y 5 9 3 FE 39 (4o IL-15~10L-7~10-21) ~
T+ £ (40 CXCR2 ~ CXCR5) 5 F b & Bikchr > 5 #ic & 35 B 37 ¢ i\'Iﬂ.,i‘E'l.k—E;“'i ’
Hs A CAR w2 F B4 BlatFwmie B B9 o F pER 11 IL-15 5 A
Bz R C PR AFEFVRET wre fF S R 25 FAF R ehE
L i oom b &¥ gk Nkarta s NUS ~ B A4 FAFIF et i3 Lme ey 5 1
o Nkarta { 200 {vg s # 202 & NKXI01 > 8@ f82 % ¢ 238 ek 2 4~ 4 i
4 4 #1432 H. Lee Moffitt Cancer Center & Research Institute » %77 IL-15 #- % 1% jbr =
U E R X Kot o TGFR R M~ A E R A B Fy B F»ﬁméﬁ%% (4
CPTla) ek 3t > RIB A IRAF# BIpe #E Bt ¥ 123 "B L A MR B we i &

R IS

TAFA B Gk JIEp RS P 4B B AHTER & R 42 (e
IRt A ,ﬁmgﬁiii%éf?i'liﬁﬁj"b) Ak M enw G B R e > IFE SRS ERAH
HREHIVEY - & R < RHH 5 BT AR G
q_FE'F » £ H § % NKG2D-based CAR ‘m?z ;55 P - & it B & Fr

B A EAR R Bv chvE o R i e R E R

I:L‘E‘ ‘)"}/WIL"”E’%_E_W‘““J-W’J
#1 TCR ~ PI3K ~ NKG2DL
b

o

L

2! Int Immunopharmacol. 2021 Feb:91:107318. doi: 10.1016/.intimp.2020.107318.

43



£9 i3 pes s 5

4 5
i T gt i | Anmenn | SAET | BLBRLR | A g
A
NKG2D-based CAR (0 4
CAR with DAP10/12 16 16 3 2
#alx NKG2D+CAR with DAP10/12 4 1 1 1
NKG2D-based CAR+ DAP10/12 5
NKG2D-based CAR+ CAR with DAP10/12 1
DAP10-DAP12 fusion 2 1
hv % 12 5 3
C AN | 8 2 2
TGFPR 1
AR
CPTla 1
iB e BB 1
STAT 1
¥ 6 F S 1
#74] TCR 1
4] PI3K 1
A ERE
#74] NKG2DL 2
Frald At gk o 2

FALkR D 2B I Ao L REFE AR
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%

Af

&+ ik s p i NKG2D-based CAR & JI3Liren® k8212 fmie 4 Bit 4 82 fw¥e 3 78
AP RARERE T LA EAF LA e T EEe ey AL o A RER
B RTE T PR LB ER R E AR ARE G B AR B ¥ FAp

B s xR R 0 (G EHRAEEFENF L -

~

2. Multi-chain NKG2D-based CAR 38 4 7

FINEE L EF A %5 ™2 multi-chain & $iecs » 5 1 4 - multi-chain NKG2D-based
CAR $iteip B % 1A £ Bh82 3 & 35 > A4F 4 8- 4 &3 & % multi-chain ( 5 41§
) 2 L 1% > ERMBENEIERS bra LT P 35 e 5 - NKG2D B

# (4o ECD & TM) # - DAPI0 & DAPI2 4p B = i o 536 8 157 2138 & 214512 4
L8 EEREME (£ 10) > 7 i 5 multi-chain NKG2D-based CAR H =4t fe » 47
2R AH e

A1 % Bor 0 B oo B4R & multi-chain k32 B4 ¥ A BN }‘r%i B~
B¢ FE M %o ¢35 St Jude ~ Celyad Oncology ~ 2seventy bio ~ FRF e~ i=2 4 s
HEAPFEH =% 8 & )40 US9511092B2(2013 & )i ) NKG2D-CD3( #g fie DAP10
2o AR L MR RS O B 2 multi-chain # £ & Blei7 8 77§ & 4140 CN119529110A
(2024 & ) 0 { 54f ez ’]f# | » ;& E PD1-DAP10-CD137 4222 NKG2D-1gG4-CD28-4-

IBB-CDIL # e f + £ i ¢ -4 ¢ LMD LAK B BAFIE S oL

ERAK 6 0 2 FEJIATE® 2% 144 (Chainl) 2 % 244 (Chain2) ~# &
B REEFM Chainlid ¥ 2 NKG2D & H s fupyei v 2 g & & F{'J;‘;ir'é% B4 % > Chain
20 %42 DAPI0/12 ¢ # @ & ¥~ 2 2_ 35 e o1 multi-chain Fojis A IR A JE 2 4]

B A 5 AR BR -

B S o R Jidhor pow RF L & L ¢ P40 NKG2D-based CAR 1%
4B o s L RARE T P ARG RS RT R AR RN R A
TooFRaRt AR ERG AL LR FR LA e e @R T e Ky
FHROERAIRT B pNE 2 R B R G T AIG R LR RS
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# 10 Multi-chain NKG2D-based CAR #p B & 1|

e % 148 < B5 g : ,
(2B (¢ ;%_/\ ) Lp i Chain 1 Chain 2
US9511092B2 | NUS ~ St. Jude | 2013 | NKG2D-CD3( DAP10
B7-H6(ABD)-
US12187776B2 Celyad 2017 | NKG2D(TM+ICD)- DAPI10
Oncology (TM+ICD)
CD3(
. NKG2D-FKBP- FRB-CD4(TM)-
US20210236546A1 | 2seventy bio 2017 CD4(TM) CDI137(ICD)-CD3(
CN109280087B ATIRE H 2018 | NKG2D(FL) PDI1(ECD)-DAP10
NKG2D-CD28(TM)-
CN110343712B g4 2018 | CD28(ICD)-4- DAP10
1BB(ICD)-CD3(,
US20200308248A1 HE 4 2019 | NKG2D DAP10(12)(ICD)
wmE b NKG2D(ECD)- CD123(scFv)-
CN111995688B ﬁl‘fva; 2020 | CD8(H)-CD8(TM)-4- | CD8(H)-CD28(TM)-
AT 1BB(ICD)- CD3( CD28(ICD)-CD3¢
NKG2D(ECD)-
CN119529110A AT 2024 | IgG4(H)-CD28(TM)-4- PDI-DAPI0-
CDI137(ICD)
1BB(ICD)- CD3(,

FHRKR : 23kE R E 5 2 BRTERGEL

Z~MER AT

AT P RS PESE #LFRE 2P G T2 B R i MR {T
TR 4T g Fad Fanin gk Fip4 %5 NKG2D-based CAR # * multi-

chain 33+ » H &~ 27 5y ¢ 35 ¢

® Chainl: 2 >¢ 3 yRuigiih 2 bl (doscFv) & i e s
® Chain2: 1> ¢ 7 DAPI0BSHCRHEE ~ o p Bipd ~ 2l i@ rE g &5
s
® Chain3: I ¢ 7 NKG2D % *F 38 fris i 8
¢ 32 Chain | B>t £ R S HF Y ~ 2 0 & > 3 RPNEHL B EF Lo g2
FAREA 3 o P RS R G R R R A A R Bl R PR P BB
Boghet it RTH UM 2 £ BE A o b M AR ] 6 iE BB S 4R 114 B2 Chain 2(DAP10
B g s e p BEE - £ T o SLE %8 ) o & Chain3 (NKG2D *
RS R ) TR A RPN E g T B PRRART AR L F
NKG2D-based CAR #- 4] 3+ 2. & )

A ATEFE D 6 BRI R 2R L FARP | DAL R AP B
AP T LI D PR 2 P
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1. US7994298B2 : 7 i # I} NKG2D-CD3( fusion & 3 #£ 4 %

LR 4

B5BAER 2005-05-17

Chimeric NK receptor and

> 8 -08-
methods for treating cancer (i 2011-08-09

- Dartmouth College

%Rk

$ »% 1 US8252914B2(DAP10-CD3(), US10336804B2, US11208454B2,
US11339199B2, US20220348627A1, US11858976B2, US20240150427A1
¢ frw & 4 % 1 US20090202501A1

L lER
(Claim 1)

1. A nucleic acid construct for expressing a chimeric receptor comprising:

a first nucleic acid sequence encoding a promoter operably linked to a second nucleic
acid sequence encoding a chimeric receptor comprising a C-type lectin-like natural
killer cell receptor, fused to a nucleic acid encoding an immune signaling receptor
containing an immunoreceptor tyrosine-based activation motif of SEQ ID NO: 1.

RIS RLE G - AERERMP AL S o Ao R - PEA S
ZPREID R - PR G - fad 3 0 % Z i A 7 d C-type lectin-like natural
killer cell receptor (48 % ** > & NKG2D % H #2% = f ) £ immune signaling
receptor #7 % = > H ¢ immune signaling receptor ¥ 7 (Asp/Glu)-Xaa-Xaa-Tyr-Xaa-
Xaa-(Ile/Leu)-Xaa-Xaa-Xaa-Xaa-Xaa-Xaa-(Xaa)-(Xaa)-Tyr-Xaa-Xaa-(Ile/Leu) ( SEQ
IDNO:1) (4p% *+ CD3() -

420t %43 3Ed 2 & NKG2D v CD3( 2% 2 Pt B 1 0 & F17 & $50 52 %5 0
Frpcsh multi-chain K@ F b % 0 Ra IR FIHERF S 2028 & 57 11
PoXEJIFESR 3 FRE] W AROTASEENELZRERE? £ -

2.US9511092B2 : % - i #& 1! multi-chain NKG2D-based CAR % {1

S R £:3 1
o , AR 2013-01-28
Chimeric receptor with v 2016-12-06

NKG2D specificity for use in

A cell therapy against cancer and National University of Singapore,
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3 7% : US10538739B2, US10774309B2, US10801012B2, US10829737B2,
% {]72% | US10836999B2, US11873512B2, US20240191196A1
© Jrw g 4 2z 0 EP2948544A4, SG11201505858VA
1. A polynucleotide encoding a chimeric receptor complex comprising
% JI# B | (a) a CD3( cytoplasmic domain,
(Claim 1) | (b) a Natural Killer Group 2 member D (NKG2D) receptor, and

(c) a DNAX-activating protein 10 (DAP10) polypeptide.
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7 7% CA2975384A1, EP3250587B1, EP3674315B1, JP6849600B6,
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114 &
(Claim 1)

1. A chimeric antigen receptor molecule comprising, in an N-terminus to C-terminus
orientation: an ectodomain comprising an antigen recognition region; a hinge; a
transmembrane domain comprising a transmembrane region of NKG2D (cluster of
differentiation 314 or CD314) in reverse orientation as compared to native NKG2D
that natively has an extracellular C-terminus; and an endodomain comprising a
functional signaling domain that activates a Natural Killer (NK) cell, wherein said
functional signaling domain is selected from the group consisting of:

(a) a 2B4 (cluster of differentiation 244 or CD244) intracellular domain (ICD) and a
CD3{ (CD3() signaling domain;

(b) a 41BB (cluster of differentiation 137 or CD137) ICD and a CD3( signaling
domain;

(c)aDAP12 (DNAX activation protein of 12 kDa) ICD and a CD3( signaling domain;
(d) a2B4 ICD, a 41BB ICD and a CD3{ signaling domain;

(e) aIL21R ICD and a CD3( signaling domain; and

(f) a41BB ICD, a 2B4 ICD and a CD3( signaling domain.
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4.US11090335B2 : f fx i 5k & =~ it %2 2 7 NKG2D-based CAR

s RAE 23
Chimeric antigen receptor targeting Ll S 2018-02-06
PRI hurnaq NKQ2DL and methods of Proap 2021-08-17
preparing said receptor and
pharmaceutical composition ¢ 34 B F A 4 de
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Lolpex |
flpez | r A &
1. A chimeric antigen receptor targeting human NKG2DL, wherein
an amino acid sequence of the chimeric antigen receptor targeting the human NKG2DL is
sequentially connected by the following amino acid sequences from an amino terminal to a
2 1§ F carboxy terminal: an amino acid sequence of a guiding sequence shown as SEQ ID No.3, an
Claim 1 amino acid sequence of human NKG2D shown as SEQ ID No.4, an amino acid sequence of
(Claim 1) a human CD8 hinge region shown as SEQ ID No.10, an amino acid sequence of a human
CD8 transmembrane region shown as SEQ ID No.11, an amino acid sequence of a human
4-1BB intracellular domain shown as SEQ ID No.12 and an amino acid sequence of a human
CD3 zeta domain shown as SEQ ID No.14.
PEPRTPREELRS FERCH B R 30 NI Copanl s %S
B 7] ~NKG2D ~ CD8 % 4 % ~ CD8 B 158 ~ 4-1BB ## b 138 {r CD3C S5 -
- DF-STLES X E AT Rl S
- NKG2D-based CAR & 5B % t%3 1 AF A3 ¢ g WA (A 2 H R
B S AP AR A P P
53> 2039 & 34 o
5.EP4034555B1 : 7 #* 3% 11 DAP10-DAP12 g & & Fv %
EilEE A
B5 iRAGEDR 2019-09-23
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YA Kings College London
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£ JlR2%E | JP2022550485A, JP2025108507A, KR20220069025A, MX2022003531A,
US2022332788A1
@ hrw B & 3 D WO2021058563A1(2 = = :E F])
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R
(Claim 1)

1. A fusion polypeptide comprising:

(i) a DNAX-activating protein 10 (DAP10) polypeptide comprising the sequence of SEQ ID
NO: 1, or a functional variant thereof, wherein the functional variant

(a) comprises an amino acid sequence having at least 80% sequence identity to SEQ ID NO:
1, or

(b) is a truncated version of SEQ ID NO: 1 comprising or consisting of amino acids 19-93,
19-69, 1-71, 19-71, 19-48, 49-69, 49-93, or 70-93 of SEQ ID NO: 1; and

(i1)) a DNAX-activating protein 12 (DAP12) polypeptide comprising the sequence of SEQ
ID NO: 9, or a functional variant thereof, wherein the functional variant

(a) comprises an amino acid sequence having at least 80% sequence identity to SEQ ID NO:
9, or

(b) is a truncated version of SEQ ID NO: 9 comprising or consisting of amino acids 22-113,
62-113,22-61 or 41-61 of SEQ ID NO: 9.

B &R B R L4 5 - o DAPIO fo DAPI2 k& chg & 3d > # ¢ DAPIO0 fr
DAP12 ¥ % i > & & 5|(DAP10 : SEQIDNO: 1 » DAP12 : SEQIDNO: 9)t &_% f8 #
570 P B AIFERT R LiEE 58 DAPI0 &2 DAPI2 & Flehie 3555 B3 A
WML o #4400 multi-chain NKG2D & A2 CAR (4t & fuh £ 4) A 5% F 7

T WE - 42Y d* DAPIO-DAPI2 @ & 36 > BF TR LEE ~ AR I
I R TR AR R &L FIE R

6. US20250108069A1 : 2 4 %7 DAP10 $5ie & {1 bt 45 & 2 4 & i el

iR 4
RS igEAED 2021-10-27
£ 4] 4 | Chimeric adaptor polypeptides AP L
vt Adicet Therapeutics Inc
3 7% 1 AU2022379538A1, CN118510901A, MX2024005058A, KR20240111754A,
£ J| 2% | JP2024541976A, CA3236408A1, IL312395A, EP4423283A1
DR - i I 1)
1. An isolated nucleic acid encoding a chimeric adaptor (CAD) polypeptide, wherein the
% 418 H CAD polypeptide comprises a DAP10 domain comprising a human DAP10 amino acid
) sequence and at least one costimulatory domain, wherein said CAD polypeptide specifically
(Claim 1) | 13cks an ectodomain comprising a functional extracellular receptor and/or ligand-binding
domain.
st B I %@l%ﬁ% RS- REgmpil @ g ofgfl@E R Claiml & 7 44
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22 Systematic Review on CAR-T Cell Clinical Trials Up to 2022: Academic Center Input. Cancers (2023) 15,
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23 CAR T-Cell Therapy Market Size and Forecast 2025 to 2034, Precedence Research
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C019 BCMA /- BAFE- CD20

Indications Exploratory Preclinical Phasel ep120, o
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CEA

BCMA Myeloma . psMA — b
PD-1 ——

B7-H3 ——

TSHR Thyroid cancer . EGFR ——
HER2

CLDN18.2 —

GPC3 —

MESO

Bl Hematological diseases Bl Solid tumors Bl Autoimmune diseases

TR KR R %5 T % ~ Front. Immunol. (2025) 16:1583116
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