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In 1959, N. B. Galstukhova and M. N. Shukina, c o - w o r k e r s  at the S. Ordzhonikidze All-Union Scien- 
t i f i c - R e s e a r c h  C h e m i c o - P h a r m a c e u t i c a l  Inst i tute,  developed a method of p repa r ing  4 ,4-die thoxythiocarb-  
anilide (ethoxide) by heating p-phenetidine hydrochlor ide  with ammonium thiocyanate for  4 h at 148-150 ~ 
[1]. As a reac t ion  med ium the authors  used vasel ine oil, a mix ture  of diphenyl e ther  and vasel ine  oil, or  
p-phenetidine.  

The technological  product ion p roce s s  cons is t s  of p repa r ing  p-phenetidine sulfate and condensing it 
with ammonium thiocyanate in a mixture  of ke rosene  and diphenyl e ther ,  with subsequent  r ec rys t a l l i za t ion  
of the technical  production f r o m  isopropyl  alcohol. The use of ke rosene  and diphenyl e ther  in the heating 
medium and the use of large amounts o f i sopropyl  alcohol for  r ec ry s t a l l i z a t t en  of the product  a r e  undes i r -  
able, since they are  substances  which offer  f i re  and explosion haza rds .  

We have found conditions for  p repa r ing  a p repa ra t ion  conforming to the pha rmacope ia  using only 
sma l l  amounts of g lycer in  as reac t ion  medium in the condensation s tage.  The use of p-phenetidine hydro-  
chloride which has  been r e c r y s t a l l i z e d  f r o m  wate r  and of pure ammonium thiocyanate p e r m i t s  obtaining a 
product  whose pha rmacope ia  pur i ty  is l imi ted only by its washing with isopropyl  alcohol. 

E X P E R I M E  N T A L  

A. p-Phenet id ine  Hydrochlor ide ,  To 60 g of 19% hydrochlor ic  acid (chemical ly pure) in the course  
of 30-40 rain, with s t i r r ing ,  was added 20 g (0.146 mole) of f r e sh ly  dist i l led p-phenet idine,  maintaining 
the t e m p e r a t u r e  in the mix ture  not above 20~ the mixture  was cooled to 8 ~ and was kept at this t e m p e r a -  
ture for  2 h, with s t i r r ing .  The prec ip i ta te  which fel l  was f i l te red  off and dried at a t e m p e r a t u r e  not over  
80 ~ There  was obtained 24.6 g (97.4%) of p-phenetidine hydrochlor ide  which was r ec ry s t a l l i z ed  f r o m  
water  as  follows. A suspens ion  of 24.6 g of p-phenetidine hydrochlor ide  in 50 ml  of water  was heated in a 
hot wa te r  bath until the solid comple t e ly  dissolved.  Sodium hydrosulf i te  and act ivated charcoal  (0.5 and 
2% by weight of the p-phenet idine hydrochlor ide  taken, respec t ive ly)  were  added to the solution, and it was 
f i l te red  af ter  it had been kept at 80 ~ for  20 rain. The f i l t ra te  was cooled to 8 ~ and was kept at  this  t e m -  
pe ra tu re  for  2 h. The p-phenetidine hydrochlor ide  which sepa ra ted  as a prec ip i ta te  was f i l te red  off and 
dried at 80 ~ There  was obtained 20.95 g (85%) of whi te -co lored  p-phenetidine hydrochlor ide ,  mp 234 ~ 
calculated on the dist i l led p-phenet idine,  or  82.7% if one does not take into account uti l ization of the mothe r  
l iquors.  

B. Ethoxide. Into a round-bot tom f lask  of 250-ml capaci ty ,  provided with an a i r  ref lux condenser  
and a s t i r r e r ,  was placed 18 g (0.104 mole) of p-phenet ine hydrochlor ide ,  ground to a powder,  4 g {0.052 
mole)  of ammonium thiocyanate,  and 2 ml  of dist i l led glycerin.  The reac t ion  mixture  was kept at 148- 
152 ~ with s t i r r ing ,  for  1�89 h, in an oil bath (bath t e m p e r a t u r e ,  150-154~ At the end of this per iod,  the 
bath was removed ,  and 100-150 ml  of boiling dist i l led water  was poured in rap id ly  to avoid clumping. The 
ethoxide, in the f o r m  of f lakes ,  was dis t r ibuted throughout the whole liquid volume; it was f i l te red  off, and 
then was twice washed by suspension and thorough t r i tura t ion  in 20-25 ml  of isopropyl  alcohol at r oom 
t e m p e r a t u r e ,  and was f i l tered.  The solid was washed l ibera l ly  with hot water  and then with cold water  un- 
til chlor ides  were  absent ,  af ter  which it was dried at 70-80 ~ 
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There was obtained 14.7 g (89.6%) of ethoxide, mp 168-171 ~ or 74.2% based on the distilled p-phen- 
etidine. 
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