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A series of N,N-alkylenimino-alkylguanidine compounds which have been 
investigated for their antihypertensive properties shov..·ed a partiq1lar characte­
ristic long lasting effect. [2-(0ctahydro-1-azocinyl) ethyl) guanidine was found 
to be of special interest as a valuable therapeutic agent.1 
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The present paper reporits a convenient method for the preparation of 

[2-(octahydro-1-azocinyl) ethyl) guanidine sulfate.2- 4 The starting material 
was octahydroazooi;ne which was condensed with B-brorno ethylphthalimide in 
the presence of potassium carbonate to give the corresponding 2-(octahydro-1-
-azocinyl) ethylphthalimide. Hydrolysis of the latter with hydrochloric acid 
as well as hydra2linoly,sis with hydrazine hydrate gave the expected 2-(octa­
hydro-1-azocinyl) ethylamine. When this compound was treated with guanidine 
hydrochloride at a temperature aibove 120° the corresponding [2-(octahydro-1-
-azocinyl) ethyl] giuanidine was obtained and converted wi1th dilute sulfuric 
acid into [2-(octahydro-1-azocinyl) ethyl] guanid:ine sulfate. 

E}(;PERIMENTAL 

2-(0ctahydro-1-azocinyl) ethylphthal.imide and its hydrochloric/ e (I) 
To a mixture consisting of 11.3 g. (0.1 mole) of octahydro-azocine, 20 ml. of 

xylene and 9.6 g. (0.07 mole) of potassium carbonate, a solution of 25.4 g. (0.1 mole) 
of ~-bromoethylphthalimide in 30 ml. of xylene was added. After heating undG 
reflux for 14 hours, the reaction mixture was cooled, potassium bromide filtered off, 
and xylene evaporated in vacuo. The brown oily residue was dissolved in benzene, 
treated with 10 percent hydrochloric acid and the layers were separated. The 
aqueous layer was neutralized with a saturated solution of sodium carbonate, 
extracted with benzene and dried over anhydrous potassium carbonate. After 
filtration and evaporation of the solvent 18 g. (63°/o) of a yellowish oily residue was 
obtained. It crystallized from ethanol, m.p. 46.5-47.5°. For analysis a sample was 
distilled at 148-1490 I 0.09 mm Hg. 

Anal. C17H22N20 (286.36) calc'd.: C 71.30; H 7.74; N 9.78°/o 
found: C 71.56; H 7.49; N 9.92°/o 

* Yug. Pat. Applic. 157/1963 
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Crude 2-(octahydro-1 -azocinyl) ethylphthalimide (17 g.) was dissolved in a 
small amount of ethanol and acidified with ethanolic hydrochloric acid. Ethanol was 
evaporated in vacuo and the crystalline residue recrystallized from 960/o ethanol to 
give 16.8 g. (550/o) of pure 2-(octahydro-1-azocinyl) ethylphthalimide hydrochloride. 
m.p. 218-2200. 

Anal. C17H23ClN20 (322.827) calc'd. : C 63. 15 ; H 7.17; N 8.660/o 
1 found : C 62.91 ; H 6.71; N 8.870/o 

2-(0ctahydro-1-azocinyl) ethylamine (II) 
A mixture consisting of 22 g. ((}.07 mole) of 2-(octahydro-l-azocinyl) ethyl­

phthalimide hydrochloride, 4 ml. of water and 27 ml. of 12 N hydrochloric a cid was 
heated under reflux for 8 hours. A precipitate o:: phthalic acid formed which was 
filtered off and the filtrate evaporated to dryn. ~ss. The product was crystallized 
from eth anol and 12.4 g. (800/o) of pure 2-(octah y d :o-1-azocinyl) ethylamine dihydro­
chloride was obtained, m .p. 148-148.5°. 

2-(0ctah ydro-1-azocinyl) ethylamine dihydrc chloride was dissolved in water, 
the solution made a lkaline with a 40 percent aqu·~ous solution of soddum hydroxide, 
extracted with a small amount of ether and drkd over a nhydrous sodium sulfate. 
After filtration and evaporation of the solvent, 2-(octahydro-1- azocinyl) e thylamine 
was obtained as a bright yellow oil w h ich was distilled at 108-111°/ 14 mm Hg.3 

[2-(0c tahydro-1-azocinyl) ethyl] guanidine sul f ate (III) 
In a three necked flask fitted with a mechanical stirrer, an air condenser and 

a thermometer 10 g. (0.07 mole) of 2-(octahydro- 1-azocinyl) ethylamine and 6.1 g .. 
(0.07 mole) of gu anidin e hydrochloride were placed and heated at 135-145°. After 
a clear melt was obtained, the temperature was raised and the heating prolonged 
for four additional hours at 145-150°. A vigcrous evolution of ammonia w as 
observed during the heating. The r esultin g thick brown oil was dissolved in ethanol, 
carefully acidified with cold 2N sulfuric acid (;JH 5-6) and crystals of 2-(octa­
hydroazocinyl) ethyl guanidine sulfate separated. The product was filtered off with 
suction and recrystallized from a mixture of ethanol a nd ether to give 10.1 g. (530/c) 
of colorless crystals, m .p. 254-256°. s 
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t:-ie problem. 
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IZVOD 

Sinteza [2-(0ktahidro-1- azoeinmetn] gvan idin sulfata 

S. Fila-Hromadko 

K ondenzacijom oktahidroazocina sa ~-brom-etil -ftalimidom dobiven je 2-(ok ta­
hidro-1-azocinil) etil-ftalimid, koji je hidrolizom preveden u 2-(oktahidro-1-azoci­
nil) etilamin. Reakcijom 2-(oktahidro- 1-azocinil) etilamina sa f(vanidin hidroklori­
dom uz naknadnu obradu produkta sa sumpor nc m ki.selinom dobiven je [2- (okta­
hidro-1-azocinil) etil] gvanidin sulfat. 
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