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B 1.1 CAR-T cell therapy

ez 5 F

PEKING UNIVERSITY
Tumor cell recognition
T cell Chi . CAR mediated T cell activation
imeric
4 co19
receptor antigen receptor Tumor cell antigen CAR D3t — cD19
(TCR) Tumor cell (CAR) signaling costimulatory spacihic schv

\

domain domain

Transmembrane
domain

Antigen
expressed on
the cell surface

Antigen
processed and
presented by MHC

Activation of Cytotoxic T cells Cytokine Release

Release of Perforin ( l ) and Granzymes (8) Cytokines () recruit endogenous immune cells

CARstg JLsh K. A KAe B R AR, sTAA KR 7 F &t

Signal .
Linker b4 c ¥ v CAR-T 4m I8, 20 ik 69 K 4%
'E T . 5 AR 0. R ——
E | Jesh IR TR eIASCEy, hBEgAERARAAK, JBSIER |
ScF S | KRR, ARINAR ERRAE R OHFRGL, |
O | BT S MScEy TR A 4R & #CD19,CD20,EGFR,GD2¥ |
s W
pace R KA A R ARINE, Yoh R AKCARER #AEES . |
= A BRAE 52 6, 4-CD28#9 TM [ #§ CARA A fiE A 3% 321 !
Transmembrane B e S R R S R i ‘
E E oy sz R I | Memory T cell formation
o :ﬁﬂﬁlﬂﬁ'ﬁ“ﬁﬂs‘ﬁ‘]ﬁ"%, FdwTCRY (CD‘3Q§X'E§«EV° HSckvh ! Long-lived tumor specific memory T cells remain
T | HRAMGAR LS, EBLTCRCG LA F FTCRAFAR 5 i
|ntracvt°p|asmic = E*&%&E&J"] EZMAE, THCAR-TH #H =K. # ZAKCAR-TH b i
u'i P TR B RS FLEMBR (PCDB+4IBB) KA BT@MAES |

B ¥ Biomarker Research; ##+4R: [1] Molecular Therapy




. 1.2 Treatment risk ANFIFES

Hﬁﬁﬂﬁﬁf‘ (off-tar get toxicity )
1B QH% RREEE YK ffﬁT?HH@XTH7F$%§1£/E§¥E R IE AR, DR 2
A% ’FﬁTQHEIH'E’lXTT FERIX LR Y IR H AV E Y Eﬁf

o  ZHRE A F X Z( cytokine release syndrome, CRS)
Y CAR-THIMI B [l AR, AHHEIF I 2B R 1, fdE IL-6.
TNFo F1 IFNy, X265 M/ e & S RRE R W 5% E R0, BN E S
MR Z2 PP RORE S LY.

- MZFMH (neurotoxicity)
FERI A FEER PRI CRSZ G, st C AU CAR-TIE) 7l A% Y 1 204 i Jg bl
$1¢ H A AN T i%kf?% Z Tl R B o E AR AL . 1% BORAE . Al
MR PR . EOT R SIERERAE N R Z A R G R AR,

- HAiERIEM
CAR-TRiA R AN R/, G BTl erass . BAIAT ARSE. HCAR-TH
T SLAASERIT Y, i8] Bt BUCAR-TZR USSR S 317 i rb i f oA 458 4 I A,



ez 5 F

PEKING UNIVERSITY

B 1.3 Click chemistry
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. 2.1 In vitro interaction
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. 2.2 Pharmacokinetics

DBCO-PEG600K-Cy7
was injected in vivo (a-C)
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. 2.3 In vitro interaction
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PEG-600K+ CAR T cells are enriched at tumor sites in vivo
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. 2.4 Remission of CRS response

Treatment with DBCO-PEG600K dramatically reversed high
fever (b), weight loss (c), and cytokine release (d-i)
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. 2.4 Remission of CRS response % de 5 XS
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Both tocilizumab and DBCO-PEG600K

can relieve the symptoms of CRS

2.5 Remission of Neurotoxic
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. 2.5 Remission of Neurotoxic NPT LS

DBCO-PEGG600K can protect mice from severe
neurotoxicity that is not protected by tocilizumab
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. 2.6 Model extension ez XY
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