C LY eihl

LREFTZ IR

First in Class

B 7R IR B (AD)VR T 7 4
H H BEREE B0 7T CRM-2102
The Protein Phosphatase Agonist CRM-2102, A New Drug for The

Treatment of Alzheimer's Disease

PCT/CN2022/117987

http://www.chinrilymedica.cn
I PR 2L A PR A
Nanjing ChinRily Medica Co. LTD
2023 € 11 A




B B BRI 3071 CRM-2102

—. AR
1. T B &4

BT R PRGERTE (AD) R AR AN e 5 2 Il e VR IR S (PP) Tk
TREEVIMC. PP IGHEREAR, AR LB TG, S5 R 2
LRSI 0T, (55 IBIE AN RE I DG HAT, DRI S B 4% S 4L 1B
ez e

CRM-2102 /F oy FEBREg 2A JshsT (PP2A Agonist) , X ik 5215
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1. AB ¥ PC12 418 PP2A FI#il{EFF CRM-2102 XF PC12 il PP2A [
NE{EH

M EERE IR PC12 4, 4330 1. 5. 10+ 20 A1 40umol/L ] AB, U
F 24h, REAEA. KM Western blot 346 PP2A 7E 1. S2ie 4t L0,
10umol/L LA NIRFE AR XF PC12 4l PP2A FIZRIEFZMAAK; 10pumol/L LA I
WS AP REf B E %] PC12 408 PP2A kK F, 10. 20 Al 40umol/L =
ANREE AR 27O D] PP2A V1.

MHEERT 7R PCI2 40, Z» I 0.1, 0.5+ 1. 5 F1 10umol/L FL/M7 &
CRM-2102, W& 2h, FMIA 40umol/L ] AR, W H 24h, REEEH. K
F Western blot iEf I PP2A i&E. SLER2E R, 0.1, 0.5 1 F1 5pmol/L
PUANFRIE CRM-2102 Rede B AB 75 S PC12 4i il PP2A & R IA /K F,
2
FKIEKF (58.59%) , FIIEHAMLE PP2A FKiA/KF (58.95%) JL A
Z 5

—EEMK K. 10umol/L F&E CRM-2102 REistl B E 1 5 PP2A EH

# 1: AP A CRM-2102 X} PC12 4iiffl PP2A 25 A ik /K F KI5

LS 1 2 3 4 5 6 7 8 9 10 11
AB1-42(uM) 0 1 5 10 20 40 40 40 40 40 40
CRM-2102(uM) 0 0 0 0 0 0 0.1 0.5 1 5 10
EH (pg/pL) 3.15 2.89 2.67 2.91 2.78 2.80 3.06 2.60 2.84 2.62 2.73
PP2A 2069 | 1606.5 | 1628.1 | 1498.8 | 1018.9 | 914.16 | 1025.7 | 1129.7 | 1180.1 | 1284.7 | 2192.1
B-actin 3509.5 | 3563.5 | 3711.3 | 3533.8 | 3423.5 | 3354.1 | 3283.7 | 3404.8 | 3521.7 | 3607.8 | 3741.2
PP2A(%) 58.95 | 45.08 | 43.87 | 4241 | 2976 | 27.26 | 31.24 | 33.18 | 3351 | 3561 | 5859
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55.00

50.00

45.00
40.00
35.00
30.00
25.00 I I
20.00

PP2A T S ———————

PP2A %

Pt | — — — — — — — —— —

AB1-42 0 1 5 10 20 40 40 40 40 40 40 (pmol/L)
CRM-2102 0 0 0 0 0 0 0.1 0.5 1 5 10 (umol/L)

2. CRM-2102 Xt PC12 21/ PP2A HINME1EH
PR EEREZE PC12 R, K H Western blot A PP2A 7%
M, SEIGZE BRI CRM-2102 Bl i 18am sz X HER (OA) HIH|] PP2A

W, H 2R PR E PP2A T
%2 AFEWER CRM-2102 5t OA %5 PC12 410 PP2A & 14 [ 52

Group Control CRM-2102
CRM-2102(pmol/L) 0 0 1 5 10
OA(nmol/L) 0 40 40 40 40
PP2A 1330.4 339.39 557.1 688.01 1130.4
B-actin 3616.5 4062.7 3933.6 3838.5 3874.6
PP2A (%) 37 8 14 18 29
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£ 3: OA XF PCI12 4Hffir PP2A 3% i) 521

OA(nmol/L) 0 2.5 5 10 20 30 40 50
HAWE (pg/ul) 1.9 1.87 1.94 1.89 1.95 1.89 1.9 1.93
PP2A 1096.1 | 82236 | 711.31 | 527.03 | 434.01 | 393.47 | 389.63 | 367.89
B-actin 3655.9 | 3528.4 | 3835.6 | 3848.1 | 3760.3 | 3798.7 | 37683 | 3837.2
PP2A (%) 30 23 19 14 12 10 10 10
K3: OAXFPP2AIHIHI/E

35

30

o 25

% 20

S 15

% 10

5

0

0O 5 10 15 20 25 30 35 40 45 50 55

OA (nmol/L)

3. CRM-2102 Xt A4 RHE 40 i (SH-SYSY ZHffd)tau A BERR AL I FL I
IS AR E CRM-2102 £ 773K 4h 55 7% SH-SYSY 4l 24 h, FH

40 nmol/L OA Xb¥ 41 24 h. K H Western Blot Il & SH-SYSY 41l p-tau®>"°

KT BERERE W], CRM-2102 RES X FH R 3 A0 tau 25 A IR
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£, 1. 3 umol/LCRM-2102 FIE 4 p-tau>""° /KF5 OA Xt fRALAH LA
BEGIU¥ZESR (P<0.05) 5 10 pmol/LCRM-2102 7| #2141l p-tau®>™ 7K
5 OA X HAMIL AR B E S IT = ER (P<0.01) .

#4: CRM-2102%fOA S IISH-SYSY 4 filp-tauS ™[] 541 ( x +SEM, n=3)

Group p-tau**level(%)
1E 6 R H 0.45040.021%*
OA 2 41 (B 14 X6F e 0.855+0.023
0.1 0.761+0.008
0.3 0.663+0.027
Céﬁxoﬁof 1.0 0.557+0.013*
3.0 0.578+0.025%
10 0.522+0.016%**
*P<0.05, SGHIPEXTHEAIMGH:: **P<0.01, SH]HEXTFEZ M .

Kl4: CRM-2102 Xf0Ai% 5 HISH-SYSYAH il p—tauSer3o0 ) 2 aj
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CRM-2102 (uM)
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*P<0.05, LTHITEAITALIE: **P<0.01, SHTEN A h=3) .
4. CRM-2102 Xt OA Fl AP, 5S40 45 PC12 ZHAE G R I

KA CCKS8 g g hafa iy, @it & ANEME CRM-2102 K41 2 ik g

H PCI12 4l 2h, FEO0 50nmol/L OA Ei# 40umol/L APy, M H 24h. 256
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FER TR, CRM-2102 REME R B 5 OA BLE AP, 1 SR PC12 41jE

A, A0 B RS 1 B BT E OB R PR

% 5: CRM-2102 XfH OA i S PC12 41 M i 5 /Y 52 1)

Group Mean+SD Survival rate
Negative control 1.326+0.021
OA(50nmol/L) 0.669+0.025 50.45%
10 1.04+0.017* 78.43%
CRM-2102 5 0.967+0.018* 72.93%
(umol/L) 1 0.787+0.028* 59.35%
0.5 0.676+0.016 50.98%

5 OA #tk: *P<0.01
K 6: CRM-2102 X ABj4p 75 S PC12 40 BTS2 1 2

Group Mean+SD Survival rate
Negative control 1.378+0.017
AP1-42(40umol/L) 0.709+0.023 51.45%
10 1.09+0.026* 79.10%
CRM-2102 5 0.941+0.018* 68.29%
(umol/L) 1 0.768+0.015* 55.73%
0.5 0.698+0.024 50.65%
5 AB1-42 fHLL: *P<0.01
K5: CRM-21025%FPC1 240 i i i7% 2R 51
85.00%
80.00%
75.00%
70.00%
T 65.00%
= —e— OA(50nM)
60.00% —O— AB1-42(40uM)

55.00%
50.00%

45.00%
o 1 2 3 4 5 6 7 8 9 10 11

CRM-2102 (pmol/L)



5. CRM-2102 X/ RIESRE E PP2A KRB KFHIR

C57BL/6J HEVE/N BRI 253550 Ay (4bg) , %

oI S AN 2 2 PP2A R IE K-S

RIS S5 BRI, M = RS AR XTSI /NR 2 JE PP2A KA K-F-1%
B2l o XN PP2A RIAKFRIF N, SEAAMEL, 13.5 mg/kg 7l
w4 CRM-2102 {5+ PP2A RIEEEIEIN, BEHGIH5¥ER (P<0.05) ,

1.5 mg/kg A1 4.5 mg/kg 7w CRM-2102 /MRS H PP2A FKIAH ATt in,

HEG T ER (P>0.05) .

o 14 REEBAT

CRM-2102 =4 5f& (1.5 mg/kg. 4.5 mg/kg A1 13.5 mg/kg) , Western Blot

£7: /NERIE DA ZEHPP2ARIL K FE(x £SEM, n=5)

PP2A levels(%)
Groups :
L K
BFERA 1.13240.074* 0.704+0.058
PR 21 0.576+0.045 0.699+0.085
1.5 0.904+0.039 0.782+0.058
CRM-2102
4.5 0.918+0.054 0.715+0.047
(mg/kg)

13.5 1.202+0.077* 0.877+0.057

*P<0.05, SHHMIE
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El6: CRM-2102% /) R85 Fl iz JEPP2ATR I 7K - B B
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BFRA AL 1.5 mg/kg 4.5 mg/kg 13.5 mg/kg

M Hippocampus O Cortex

PO R K R 4%

AHEEN “First in class” , FIRRAEIETE 2 R AR Xk 75 2
TSRS H SRR BRI B S RPPAL AT e R AU B 3 B AR

1. BEAAMARSMNAIE R CRU-2102 XFIEF 40 PP2A HINENERA 20,
AN R IEH 40 PP2A JETEKF,  FUAS 27 A 5 T 5007 (1 75
RIER o ABFEARIIH 22 4 PEVPAl I A2 g 2 I8 B 2% 52 ) 6 T BE A7 AT 41
RGWEERIE .

2 IMBEXAES 7 % St FEANRES 2 IR VAL AR, R RHE L E
BRI T &



