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Description

Mirogabalin (DS-5565) is a novel, preferentially selective a25-1 ligand characterized by high potency and

selectivity to the 025-1 subunit of voltage-sensitive calcium channel complexes in the CNS.

IC50 & Target

a 28-1 Calcium Channel[1]

In Vitro

Mirogabalin (DS-5565) is a novel, preferentially selective a28-1 ligand characterized by high potency and
selectivity to the a28-1 subunit of voltage-sensitive calcium-channel complexes in the central nervous
system (CNS). In vitro experiments using membrane preparations from human and rat 020
subunit-expressed cells show that Mirogabalin had a slower dissociation rate from a25-1 than a25-2, in
particular, a28-1 compared with Pregabalin. Additionally, Mirogabalin shows potent, sustained analgesic
effects in streptozotocin-induced diabetic rats with induces pain, and the superior analgesic effects and
wider CNS safety margin relative to Pregabalin are attributed to its selectivity for and slow dissociation from
a25-1 compared with Pregabalin[1]. Mirogabalin (DS-5565) is an a25-1 ligand being developed for pain
associated with diabetic peripheral neuropathy, fibromyalgia, and postherpetic neuralgia. Mirogabalin
targets a28-1, an auxiliary protein associated with voltage-sensitive calcium channel complexes in the
central nervous system. This binding reduces calcium influx at nerve terminals, therefore reducing the
release of several pain neurotransmitters. The ED50 (on the transformed scale) for Mirogabalin is

estimated to be 20.5 mg with a 90% confidence interval (Cl) of 10.1-41.7 mg[2].

In Vivo

Additionally, Mirogabalin shows potent, sustained analgesic effects in streptozotocin-induced diabetic rats
with induced pain, and the superior analgesic effects and wider central nervous system (CNS) safety
margin relative to Pregabalin are attributed to its selectivity for and slow dissociation from a26-1 compared

with Pregabalin[1].

Solvent&Solubility

In Vitro:
Methanol : 16 mg/mL (76.45 mM; Need ultrasonic)
H,0 : 7.71 mg/mL (36.84 mM; Need ultrasonic)

DMSO : < 1 mg/mL (insoluble or slightly soluble)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 4.7783 mL 23.8914 mL 47.7829 mL
Stock Solutions 5mM 0.9557 mL 47783 mL 9.5566 mL
10 mM 0.4778 mL 2.3891 mL 4.7783 mL
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VIR I IR : 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 0.83 mg/mL (3.97 mM); Clear solution

W RT3 2 0.83 mg/mL (3.97 mM, VLRI A A (9T

B4 mL TAE®RA%, B 100 ul 8.3 mg/mL [ DMSO fig# %] 400 pL PEG300 #i, & HI5L
FR R & 50 uL Tween-80, R&IE]: SAJG4EINA 450 pL AEEEER/KEA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 0.83 mg/mL (3.97 mM); Clear solution

M7 R 3RAS 2 0.83 mg/mL (3.97 mM, HEFIEEAAN) HIVEIE .

P4 mL CAERCR, B 100 pL 8.3 mg/mL ({94 DMSO 4 iiinEl 900 uL 20% 1 SBE-B-CD /L3
AR, RAEHA.

A KIFIR IR R]: 10% DMSO  —90% corn oil
Solubility: = 0.83 mg/mL (3.97 mM); Clear solution
BET7EAERAF 2 0.83 mg/mL (3.97 mM, HIRIFEAS ) [IREIRL BET7 RANGE AT SER A HTE AN A DAL

L1 mL TAERC A, B 100 pL 8.3 mg/mL ()i DMSO ik &InE] 900 pL kit , RAS.
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