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o FHRRITIA:

RRRNTARBIEDRERN, B BRZRARNRARLNMARER; K LB EANTARTES 8
FER TR S TR, 2 TR AR R AT A%,

o RRELIRRSTIE:

KRENGB B REARINTARE. NKAME. BARMDCHAIRSE, L3 (RIS, 1557, fEHEHRE Y BT g m
Hp@eEm M iRA RGN, ARBREMEBEGXR, WHELXERE SUNKE, HREEERERS
BRI RE N . IRIEAMESEH 532K, B aiE SRR Are/aTT T EaECART (REMEZ AT . TCR-T
(TIETHRSZATHAR) ( TIL (B2 B 4H) MCAR-NK BRETMRZANKLAM) . CAR-M HREMREZAE
WEARRR) o
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CAR-T (Chimeric Antigen Receptor T-Cell Immunotherapy) gk & MR Z A THAI T E ST %, CARZ—HF
AT RV RE A, AlETHAMIR S AR RIS E R, RIACARN T AIIRZIH A S BT
IR, #H M FE AR X TR IACARM TARREEN I CAR-T, CAR-TARRE B 5 iE AR R E IS S MR
HEEMWRE, BEBRREFLER. SN RBEEIERGE4M, RTEIBERAREFSEAERREYE
TR AR AERE, MTAEATERY B /Y, m BRI B e R 1Z TARRE, MRS 45 2 4 B by
FKRAN S,

CAR-TEHAERY Z M MR B ER 7 IR IFRIIGARBR, S SLREEr L RIME T IFE K892 71, CAR-TAH
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. ReUENERY, ERERFERARUECAR-TARBEREXEE,

CarTcell
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Sigraling domain E
c
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" Antigen recognition domain %
Antigen expressed on E
the cell surface ] -
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T-cell CAR CAR T-cell

ichismeric antiges recepton) T cell

eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee

CAR-T cell structure and mechanism of action("
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NK (natural killer) fAMENIFARARBHEZHMED, RUAFR BN INEREREENHELARN % &4
ffl. CAR-NKARRRI&TT, 5 CAR-TARRETTAEMA, I CART ANKAAAE, MIE T H 45 F M iR 5 R 5 B4R
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AAUEF= AN Ao

1st CAR 2dCAR  39CAR 4t CAR
generation generation generation generation

I|nker
CAR-NK cells
. mge

- . perforin,

QG Intracellular T g § § i I.'/. i |
\ e

Activating S S Cancer cells
m  receptor FASL TRAIL FCyRllla Perforin,
iR = 1 ADCC Granzymes

NK Cells Extracellular

S

TM: CD3, CD8, CD28, NKG2D, 2B4,
DNAM1, CD16, NKp44, NKp46
.ﬂ Co-stimulatory: CD28, CD137, 2B4,
DAP10, DAP12
' Activation domain: CD3g, DAP10,
DAP12

The constructs and targets of CAR-NK cellsP®!

o .o N
% TCR-THAREIATT

TCR(T cell receptor, THEZA) ETHMKREMIVIFEERE, TLURRIBEEALERME SK (MHC) FR
EBMIME, TCREMHCFI 22 Z RN E S 25| R—RVEN RN, HiBT R ZHHEEZA, BB
FEAFEETHE, RETHARD RS 51K,

TCR-TIraR s B MM £ E ISR ESENRENTCREY, M BERRIBASR B BEINF M TAH

e, ARBBE RN TARRBMEREARNR, FHEFRIEIRAIARBRANRNMBARE, ATAZET M
BHER.

| 3 ! !
RIARAD | ARAEACERNREREE SR e PRI

RBFURALE - BRRREFEYRTIRG  IEAREES
l 3 S W = PR B K2
TEELAEE | BANTEAEERATHE - ATARRERARIRE GOETE
" | BEMHCH T, BUTEGCART—HFFAE | FMHCIS!, M MHCIE 2SI IR
AA(CHEs BRI, RHIEAEE B, TRGHAAES
TCR-T5CAR-TRET /& 71 Jag

MEDICILON




“so TILERTTE

MR MREAR(TILs): AMFE —8f 2 BB RN B MEAR F, FHXMEEIR D IR &7
F3, AR AR B, SETARKRNKAMR, X2 155X TLCD3+, CD8+FMTAM N E,

TILT AR MBI AR P B HTILAMR, MANEKEFIL-2#TEINREY 18, BRmEIRE AR, MM
T RRENE, A7 RR MR IEEYTT E TILF LR MER N T B2 AR TR R, (ERVGIZET R
IR = R E iR (B4R,

5 | s | %  RMEARAESRIMTAR, S8y,
TILST & 3 R 2R 4R AR THHRR 3 60%+ ‘ -
CAR-T i i i ERRIERIECAR, S AT RTERIRS
L IRATHHERE ! A%)0.5% !
TCR-T | ] ! HERREBHIETCR, S ATHAMIERIRIRS!

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

TILfT A5 CAR-T/TCR-TE4RMT AR L

BERAT T mEE B RSHNEREYRAE REENFMAIEER, —AREHE R (BIGIFAL RNA) ( K&
EERNEREIGRHEY BIIRS AR ER)  BAEREEBIHIIA LA, UHFwiEE EEEA (@I sk
BT E R R/ENF) B milREd 2R EHR AN EER NN EYINABRE ™ m. BEGT 28I
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° —RREFEXSPIRRE RS DM E RS IR RFRIR
° IRIEF MR, FTREREA R HMBE RANAR

> o IKSMEREETRGT (SAESATT (MICAR-T) BRE ]

o BRI GRS TSI
o IFN-yHIFAR
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4 T REKBIMIERGIER.PD-1UTEAICAR-THIM B Z K T T iR B kg E/ RTS8,
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P GAR PRCA Wt plVCARSSCN D

PFECA PC3
CART cells tumor cells
CAR
P ALY
PECA CAR-T [ =]

CAR
L aroa

PECAAPT.] CAR.T

Plasmid containing PD-1 knockdown sequence®!
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Killing test of HeLa by Mock-T cell 3 Killing test of HeLa by Car-T cell
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HRRRIATT Z BTN

o R + RIRIMEAR (R RIRR)

o SRRl R + ARMEAM (CDXIEA)

o RBERHE R + ImARRELALR (PDXIREY)

o R ERR (PBMCFIHSC) + ANIRMEAMR (RN EER)
o RBERME R + NRFMEZRE (KR MEER)

BERSLRHN

o R+ RIRMEER (AR RER)

°© TR R + NRIEZERE (COXIREY)

° EEREEARBER (PBMCHIHSC) + AR (AR EREY)
o RUMERKREFA (RIRE)

BERZSMEG BTN

o SRR + ARMEAM (CDXIEER)

o SRR + ImRPEZELR (PDXIEAY)

o e R + RIRMEERE (AR RER)

s RERRERER + RIFMEER GER/NRERR)

° R ERR (PBMCHIHSC) + NIRFMEZRAE (AR ERRE)
¢ RUMEEKREFA (RORE)

. RERAREEANFHNRRE

Survival proportions of Raji-lue Systemic Xencgraft Model
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| o T T T 1

Groups MST %T/Cust P-Value ! @ £ & 5 L
Vehicle 16.5 / / } PP etz

=+ Group 1 PBS, IV, QDx1
=i= Group 3 1x10” CAR-T + cells/mouse, IV, QDx1 *
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CAR T+ >65 >520 P<0.001
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PK/TK/BD REREE

s REFXRHAEEPCR(RT-gPCR) » ELISA

» EEPCR(qPCR) * ECL

o ¥FHUE (ddPCR)  Cell-based Assay
o DFHRR-EEELD T (H-ELISA) o IiKBRET

o DFHRR-BUFELIDH (H-ECL) e ELISPOT

% $EDNA (bDNA)

‘Western blottin

g

FEF=Y) (R20m) RSt
e MRNAKF e Cytokines
R¥ERRHEEPCR (RT-gPCR) -FACS CBA

o MRNAKFE % -ECL
RIEFRZHNETEEPCR (RT-gPCR) -Luminex

°« BHKFE « Complements
‘ELISA, FIA -Sigle-plex for Complements
‘ECL

CGTZH3EIaPR

R24%iFMn

ESEFMRA, MU ERET = R#TEEANZ SO T, D ENERITGHSANERNREFNR
2. BRATT RN EEEXMHERE RSN RE AETT WICAR-TAM) MWIEIGRL S M X E
EIE . AREFREHRLESE (CRS) . AR MHE S B L JEfhEEE M S (on-target/off-tumor) |
T HEYHTE TR (GVHD). BB I/ BE %,

o —fiRFEF o EFESM
* eRREMNEZSY ° EfEE

o HRE]
o B

o EHIRREX
° FERH =214
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Z£f5): Monkey SRI Tox Study

Experimental design: Non-GLP Indications: Retinitis pigmentosa  Cyno monkey: Single subretinal injection

T 0 . vehicle | 0 | 0.0 | 100 . Day14,
| | | | | | | . Day2s,
2 | 1 1 1 ; AAV ' low-dose | low 1 100 'Day 60 (+1d),
| | | | | | | D +1d),
3 | o I 9 | AAV " high-dose | high | 100 |G 90 (1d),

O
QO
<
-_—
]
o

Routine Toxicology Measurements: Body weight, food consumption, & body temperature

Special ophthalmic Examination: Ocular irritation score, slit-lamp, IOP, FA, FFA, OCT, ERG, & eye pathology
Toxicokinetics (aqueous humor, vitreous, Plasma): Pre- dose, 1d, 3d, 6d, 13d, 27d, 55d, 90d, 181d

Clinical Pathology: Complete blood count (CBC), blood chemistry panel, coagulation, & ADA

Distribution of ocular tissues: Conjunctiva, aqueous humor, cornea, iris and ciliary body, retina and choroid, sclera
Ocular pathology: Drug solution area, optic disc area, macular area.

Slight IOP after the injection
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° ERRREER
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