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Abstract: an experimental synthesis of Etopropazine substance was carried out 

in laboratory conditions so that to develop further standardized methods for studies 

on quality of the substance described and to obtain the pharmacopoeia standard 

sample in the amount required for developing the quantitative determination methods 

that would be alternative to the pharmacopoeial ones.  

Key words: Ethopropazine, Prophenamine, Parsidol, Parsidan, Parkin, 

phenothiazine, etopropazine hydrochloride. 

 

Prophenamine (INN; also known as etopropazine (BAN; trade names Parsidol, 

Parsidan, Parkin) is a phenothiazine derivative in which the hydrogen attached to 

nitrogen is replaced by a 2-(diethylamino)propyl group; is applied as an 

antiparkinsonian agent with anticholinergic, antihistamine and antiadrenergic effects. 

It is also used to relieve extrapyramidal syndrome caused by drugs such as other 

phenothiazine compounds, however, as well as other compounds with antimuscarinic 

properties, it has not value in tardive dyskinesia [1, p. 115; 2, p. 281-288]. 

Etopropazine, 10-(2-diethylaminopropyl)phenothiazine, was synthesized by 

alkylation of phenothiazine with 1-diethylamino-2-propyl chloride or bromide in the 
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presence of sodium amide according to the scheme shown in Figure 1 

[3, p. 2-4; 4, p. 592-593]. 

 

Fig. 1. Scheme of the etopropazine hydrochloride obtaining 

The following substances were used as raw materials: phenothiazine, methyl 

iodide, 2-chloro-1-diethylaminopropane, magnesium, hydrogen chloride. 

The production process was as follows: to a Grignard reagent prepared from 1 

g of magnesium, 6.2 g of methyl iodide and 20 ml of dry ether, 6.2 g of phentiazine 

in 100 ml of warm dry benzene were added over 1 hour with stirring and under a 

hydrogen atmosphere. After 30 minutes boiling, a solution of 6.6 g of 2-chloro-1-

diethylaminopropane in 10 ml of dry benzene was added to the boiling solution for 1 

hour, and heating was continued for another 1.5 hours. 

Then the reaction mixture was cooled and treated with an aqueous ammonium 

chloride solution, and chloroform was added to dissolve the oil at the interface 

between the benzene and aqueous layers. The chloroform-benzene extract was 

extracted with 2 M hydrochloric acid and the acidic extract was made basic at 5-10°C 

with 50% aqueous sodium hydroxide solution. 

A mixture of N-(2'-diethylamino-2'-methylethyl)phenthiazine and 

N-(2'-diethylamino-1'-methylethyl)phenthiazine was obtained as a viscous oil of 

yellow color with a boiling temperature 202°-205°С / 2 mm. 

This oil was treated in ethereal solution with hydrogen chloride to obtain a 

white solid which was fractionally crystallized from ethylene dichloride. The less 

soluble fraction, N-(2'-diethylamino-2'-methylethyl)phentiazine hydrochloride, forms 
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colorless rhombuses with melting temperature 223-225°C. The more soluble 

N-(2'-diethylamino-1'-methylethyl)phenthiazine hydrochloride was obtained as 

colorless prismatic needles, m.p. 166-168°C. 

The physicochemical and spectral parameters comply with the international 

standards [5, p. 373]. The substance which have been obtained was standardized as 

an intralaboratory pharmacopoeial standard, so that to be applied further for 

alternative methods developing of quantitative determination described in the 

corresponding pharmacopoeia. 

 

REFERENCES: 

1. Ethopropazine / Morton I.K., Hall J.M. // Concise Dictionary of 

Pharmacological Agents: Properties and Synonyms. Dordrecht: Springer Netherlands, 

1999. - P. 115. ISBN 9789401144391. 

2. Benjamin L., Walter M.D., Jerrold L., Vitek M.D., Ph. D. Parkinson's 

Disease Current Therapy in Neurologic Disease (Seventh Edition) 2006. - 

P. 281-288. https://doi.org/10.1016/B978-0-323-03432-6.50065-9.  

3. US Patent 2607773. Processes for preparing phenthiazine derivatives / 

Berg S. S., Ashley J. N. // Patented Aug. 19, 1952. -4 p. 

4. Sittig Marshall Pharmaceutical Manufacturing Encyclopedia, 2rd Edition 

Database Volume 1. Front Cover. Published in the United States of America by 

Noyes Publications Noyes Publications, Jan 1, 1988 - Reference - 1756 pages 

(P. 592-593). ISBN 978-0-8155-1144-1. 

5. Merck Index 3696 Kleeman & Engel p. 765 PDR p. 1380 OCDS Vol. 1 

p. 373 (1977) I.N. p. 807 REM p. 932. 

  


