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Description

Amitifadine hydrochloride is a serotonin-norepinephrine-dopamine reuptake inhibitor (SNDRI), with 1Csps of

12, 23, 96 nM for serotonin, norepinephrine and dopamine in HEK 293 cells , respectively.

IC50 & Target

IC50: 12 nM (serotonin), 23 nM (norepinephrine), 96 nM (dopamine)[1].

In Vitro

Amitifadine (DOV 21,947) is an antidepressant drug. Ki values for SERT, NET, and DAT are 99 nM, 262
nM, and 213 nM. The IC50 values for serotonin, norepinephrine and dopamine uptake are 12, 23 and 96

nM, respectively[1].

In Vivo

The 30 mg/kg Amitifadine dose significantly reduces nicotine self-administration. The 5 and 10 mg/kg
doses reduce nicotine self-administration during the first 15 min. of the session when the greatest amount
of nicotine is self-administered. The 30 mg/kg Amitifadine dose, but not the lower doses cause a significant
reduction in locomotor activity averaged over the 1-hour session and reduce food motivated responding.
The 10 mg/kg dose causes hypoactivity at the beginning of the session, but 5 mg/kg does not cause any
hypoactivity. The effect of chronic Amitifadine treatment (10 mg/kg) over the course of 15 sessions is also
determined. Amitifadine causes a significant reduction in nicotine self-administration, which is not seen to
diminish over two consecutive weeks of treatment and a week after enforced abstinence. Amitifadine
significantly reduces nicotine self-administration. This prompts further research to determine if Amitifadine

might be an effective treatment for smoking cessation[2].

Solvent&Solubility

In Vitro:
DMSO : = 100 mg/mL (377.96 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 3.7796 mL 18.8979 mL 37.7958 mL
Stock Solutions 5mM 0.7559 mL 3.7796 mL 7.5592 mL
10 mM 0.3780 mL 1.8898 mL 3.7796 mL
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VIR I IR : 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline
Solubility: = 2.75 mg/mL (10.39 mM); Clear solution

M7 R 3RAS 2 2.75 mg/mL (10.39 mM, YR AR EN) ROV TE A .
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B4 mL CAERC6), BL 100 pl 27.5 mg/mlL 9% DMSO fif %% 400 uL PEG300 i, R4 4591

FiR R & 50 L Tween-80, R&IE]: SAG4REIMA 450 pL AEEEER/KEZA S 1 mL.

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

Solubility: = 2.75 mg/mL (10.39 mM); Clear solution

SEJT A3 2 2.75 mg/mL (10.39 mM, AR A HN) [V 0 .

PL 4 mL TAER ], B 100 pL 27.5 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
TR, IREIA .

A KIFI IR R: 10% DMSO  —90% corn oil
Solubility: = 2.75 mg/mL (10.39 mM); Clear solution
BET7RTERAT 2 2.75 mg/mL (10.39 mM, YRIFEAREN) MRS, UhJ7 RAEH T 528 M 7E LA A B

Bl mL TAER 6], B 100 pL 27.5 mg/mL [ DMSO f§& %] 900 L Fkiheh, REe84.
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