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Description

(1S,2R)-Alicapistat ((1S,2R)-ABT-957) is an orally active selective inhibitor of human calpains 1 and 2 for
the potential application of Alzheimer's disease (AD)[1]. (1S,2R)-Alicapistat mitigates the metabolic liability

of carbonyl reduction and inhibits calpain 1 with an IC50 value of 395 nM[2].

IC50 & Target

IC50: 395 nM (human calpain 1)[1]

In Vitro

(1S, 2R) -Alicapistat RILHA LM CNS B IR EE LR 252024 R8I [1] o

FEEE S 1 (p-calpain) I 2 (m-calpain) 7E4) A BA & EEIEHTH K 0 BEREL m BEREGRIE B4 1K
#itE 77 e (1S, 2R) -Alicapistat (b &4 22) (100 nM) TR IE AP B BRI -5 10 K BR 2 fil % 336 B [2]
(1S, 2R) -Alicapistat (fb 54 22) (385 nM) {ETHFi NMDA S &E R A %S 1R Mh iR
TR AR 2]

(1S, 2R) -Alicapistat (9-21 nM) ) 1] CSF ¥ %A B0 45 8 G 1C50, FFBAET iZ I NBERTE 7L
R BRI R R (DLT)[3].

In Vivo

(1S, 2R) -Alicapistat (compound 22) (Bk45 2 8¢ IRk 1-3 mg/kg) 7E/DE. KA b RoR p 45T
M2 BRZAH (CLp) (0.13-1.04 L/hr.kg), MERET HIRME (1.98 L/hrkg). “TIFRE DM AFUE (Vss)
FE/N R R HIEH (0.64-1.8 Likg), 1HE KRR P4 (3.4 Likg). MIKMFRL-ZM (t1/2) M
B (1.7 /N, R T 2.3 /NI, AEANRRIR R 207 6.0 /N o /NER S DR BRAIA 1 1 IR AE
YRR (F) fHE R (>80%), AT K HRAEMFIAE (F) (HH5% (14%)12].

Solvent&Solubility

i g
DMSO H L : 25 mg/mL (57.67 mM; #5 BV, WLIRHY DMSO 77 i VMR FE A 235 5,
1748 F BT T3 19 DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.3068 mL 11.5340 mL 23.0681 mL
Stock Solutions 5 mM 0.4614 mL 2.3068 mL 4.6136 mL
10 mM 0.2307 mL 1.1534 mL 2.3068 mL

AR 7 AN [V R PR R B PR A IS VA IS I A — BRI, TR, B
ST R R I P P R

i %R R A7 77 SURIBIPR : -80°C, 6 months; -20°C, 1 month. -80°C f§ 176, 54 6 A H A, -20°C
fiBfEit, AE 1A A PEA .

YL

AR 1Y S2ae B AN 45 2477 3 S FE L IR T %o

VLNV 7 S 45 5% 8 In Vitro 77 UECHIWES A% 40900, B AR OIR I WA 711

—— NP SEG S RN, B IR AT ARIE A 0, 3& R A PRI SEER I LR, &
WESLHIES, 2R,

[ S T AN (= S = RE Y i VN T 2 73T L R AN s O P C G DU s el B/ TR/ i
G, AT LOE AR/ B8 7 1 7 BN

E S

T 7 VS A AV 71
Solubility: = 1.25 mg/mL (2.88 mM); &35 K

W EATHG = 1.25 mg/mL CRAERED HIEE AR

L 1mL TAEWCHH], B 100 wL12.5 mg/mL HIFEIE DMSO f###BM*E 400 uwL PEG300 1, &

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline
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G851 B ERERFMA 50 uL Tween-80, JRAHIL); ARG HEHLEMAN 450 vl MK &
AE ImL.

AT K TR B 0.9 ¢ B, WERT ddH. O JEERZE 100 mL, A LSSV % W 04 ¥ 4,
TR -

I -

W IR IR R: 10% DMSO  —  90% (20% SBE- B -CD in Saline)

Solubility: = 1.25 mg/mL (2.88 mM); ¥ iE VAR

P RATIRE = 1.25 mg/mL A RED BT ER

L 1mL TAEWCHE], B 100 1L 12.5 mg/mL HJ¥EE DMSO f###8n% 900 wL20% [ SBE-B
-CD AEEHAKEW T, BEHA.

2 g SBE-B -CD (FTHEEE B-FFHMIAE) MAERET 10mL MAEFEKE, TEBEMEBHEEN.
HE =

R FAINEEAIAT): 10% DMSO  —  90% Corn Oil

Solubility: = 1.25 mg/mL (2.88 mM); ¥ iEVA R

e ARG = 1.25 mg/mL CHURIEEARFD MIBIEEH, M7 R8I ITE A A L i3 sk
AL

P ImL TAEM 9B, BC 100 L 12.5 mg/mL f¥EE DMSO f§#3ME] 900 uL F ki, BE
B5.
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SEEREfE AR AL IR
* AR = AR F AR P I A B R B A IE A RIS 8 s — ELRC I, 18 - 3 RA7, B S S VR RIS BT
P BB IRAE T AR : -80°C, 6 months; -20°C, 1 month. -80°C ik fEit, H7E 6 ™A AMEH, 20°C fgfEm;, 57 1

AN P
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.3068 mL 11.5340 mL 23.0681 mL 57.6701 mL
5 mM 0.4614 mL 2.3068 mL 4.6136 mL 11.5340 mL
10 mM 0.2307 mL 1.1534 mL 2.3068 mL 5.7670 mL
15 mM 0.1538 mL 0.7689 mL 1.5379 mL 3.8447 mL
20 mM 0.1153 mL 0.5767 mL 1.1534 mL 2.8835 mL
25 mM 0.0923 mL 0.4614 mL 0.9227 mL 2.3068 mL
30 mM 0.0769 mL 0.3845 mL 0.7689 mL 1.9223 mL
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40 mM

0.0577 mL 0.2884 mL 0.5767 mL

1.4418 mL

50 mM

0.0461 mL 0.2307 mL 0.4614 mL

1.1534 mL
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