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A number of 8-aminomethyl-7-piperidones have been obtained by the 
aminomethylation of 1, 2, 5-trimethyl-4-piperidone with formaldehyde 
and various secondary amines. 

Cont inuing p rev ious  work [1], we have c a r r i e d  out 
the aminomethy la t ion  of 1 , 2 , 5 - t r i m e t h y l - 4 - p i p e r i d o n e  
(I) [2] with fo rmaldehyde  and va r i ous  secondary  a mi ne s :  
d i e thy lamine ,  d i - n - p r o p y l a m i n e ,  d i - n - b u t y l a m i n e ,  
p y r r o l i d i n e ,  p ipe r id ine ,  hexame thy l ene imine ,  and m o r -  
phol ine.  The co r r e spond ing  1 , 2 , 5 - t r i m e t h y l - 3 ( 5 ) -  
a m i n o m e t h y l - 4 - p i p e r i d o n e s  (H-VIII) were  obtained with 
y ie lds  of 40-75% (see table) .  

The aminomethy la t ion  r eac t i ons  were  c a r r i e d  out 
with the hydroch lo r ides  of the s e c o n a r y  a m i n e s  and 30% 
aqueous fo rmaldehyde  solut ion in a r a t io  of 1 mole  of 
I to 1.1 mole  of amine  to 1.5 mole  of fo rmaldehyde .  
The Mannich r eac t i on  with I took p lace  v igorous ly  and 
was accompanied  by the evolut ion of heat.  In view of 
t h i s ,  the mix ing  of the in i t ia l  r e ac t an t s  had to be  c a r -  
r i ed  out g radua l ly  with eff ic ient  cooling. P e r f o r m i n g  
the r e a c t i o n  without cooling led to the spontaneous  
hea t ing  of the r eac t i on  mix tu r e  and,  consequent ly ,  to 
r e s i n i f i c a t i o n  and a reduc t ion  in the y i e ld  of product .  
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The f i -aminoke tones  I I -VI I I  cons i s t  of co lo r l e s s  
l iquids with an a m i n e - l i k e  sme l l .  T h e i r  c r y s t a l l i ne  
de r iva t ives  in the f o r m  of the d ip ic ra t e s  and d ihydro-  
ch lor ides  me l t  with decomposi t ion .  The d ihydrochlo-  
r i des  a re  s t rong ly  hygroscopic  s u b s t a n c e s ,  which com-  
p l ica tes  t he i r  c r y s t a l l i z a t i on  and pur i f ica t ion .  

The f l - a m i n o m e t h y l - g - p i p e r i d o n e s  obtained a re  in -  
tended for f u r t he r  use  in the syn thes i s  of the c o r r e -  
sponding p ipe r id ine  g - a m i n o  alcohols  and e s t e r s  in 
o r d e r  to s tudy the i r  phys io logica l  effects.  

EXPERIMENTAL 

i ,  2, 5-Trimethyl-3(5)-diethylaminomethyl-4-piperidone (If). With 
stirring and ice-water cooling, a solution of 12 g (0.1t mole) of diethyl- 
amine hydrochloride in 15 ml (0.15 mole) of 30% formalin was added 
in drops to 14.1 g (0.1 mole) of 1, 2, 5-trimethyl-4-piperidone (I) at 
such a rate that the temperature of the mixture did not rise above 10" C. 
The mixture was stirred at room temperature for 2 hr and was then made 
alkaline with 40% sodium hydroxide solution and extracted with ether. 
The ethereal extracts were dried with magnesium sulfate, the ether was 
driven off, and the residue was distilIed in vacuum to give 13.2 g of 
compound II (58.4%) and 2.4 g of the initial piperidone I. After distil- 
lation, 4 g of a resinous residue was left. A change in the order of ad- 
dition of the reactants, the use of ethanol and methanol as solvents, 
and the addition of a few drops of concentrated hydrochloric acid did 
not increase the yield of reaction products. 

All the other ~-aminomethyl- 7 -piperidones (III-Vm) were obtained 
similarly. 
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