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The synthesis and pharmacologic characteristics of 3-piperidinyl esters were reported earlier [1].
The present paper describes the synthesis of 43 esters containing substituted piperidine and tetra-
hydropyridine skeletons. Most of the new esters display a coronary vasodilator effect.

In this work esters of N-substituted-4-piperidinol and various 4-substituted-
piperidinyl and tetrahydropyridinylpropyl esters were synthetized. Some N-alkyl-
4-piperidiny] esters are known to exhibit valuable pharmacological properties,
e.g. local anaesthetic, reserpine-like, parasympatholytic, hypotensive, ganglion
blocker, and central nervous system tranquillizing effects [2—8]. It is similarly
known [9] that the 1-(3-aroylpropyl)-4-aryl-1,2,3,6-tetrahydropyridines display
analgetic, spasmolytic and central nervous system tranquillizing effects. The new
compounds we have prepared were subjected to pharmacological investigation in
the Pharmacological Laboratory of the Gedeon Richter Pharmaceutical Works.
Mainly the coronary vasodilator effect was found to.be significant, particularly in
the case of 18, N-(3-methylbutyl)-4-piperidinylxanthene-9-carboxylate.

Experimental

The temperature values given in the Tables have not been corrected. The courses
of the reactions and the purities of the end-products were examined by, among
others, thin-layer chromatography. Of the compounds used, 4-piperidinol, 4-(pyr-
rolidinyl-1)-piperidine, 4-(piperidinyl-1)-piperidine and 1,4-dioxa-8-azaspiro {4,5]-
decane were Fluka products, while 4-phenyltetrahydropyridine, 4-p-chlorophenyltetra-
hydropyridine and 4-hydroxy-4-p-chlorophenylpiperidine were made available by the
Gedeon Richter Pharmaceutical Works. The aminoalcohols were prepared by reacting
the appropriate secondary amine with alkyl halide or with 3-chloropropyl alcohol
[1, 10, 11], and purified by distillation or recrystallization. The N-cyanoethyl-4-pipe-

* Part XXIV: see reference {11].
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Table I
N-substituted-4-piperidinols
B.p. Yieid
No. R ;;ﬂ? . n,’,o l;
CH :
10 ScH- 1014 14750 58
CHy - :
. CH,
~ 84—86
2 H-CHp—. 1.4674 62
CH3/C 2 5
CHy
3 |- SCH-(CHlp~ 124-7126 1.4710 75
CHy
4 CHz=CH-CHy— 98100 14907 79
5 @— CH=CH-CHy— 111—113® — 35
6 HOO-(Cﬂz)a— 202—204" — 40

= Lit. [12}: b.p. 113—114 °C (23 Hgmm)
b Melting point

ridinol necessary for the preparation of esters 25 and 26 was obtained by the reac-
tion of acrylonitrile and 4-piperidinol [11]; the reaction product was acylated wit-
hout further purification. The esters were obtained from the reaction of the appro-
priate aminoalcohol and acid halide, and purified by recrystallization from ethanol.
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XUMUS 1,3-BUOYHKIUOHAJIBHBIX COEAUHEHWI, XXV
CHUHTE3 HEKOTOPLIX 3¢MPOB, UMEIONIMX 3AMENEHHBIE
IMUNOEPUAUHOBBIE U TETPATUAPOITMPUANHOBBIE CKEJIETHI

K. ®eagpeaou, A. Moanap, M. Bapmok u P. A. Kapaxanos

B pabore omucaH cuuTe3 43 3¢HPOB, MMEIOUMX 3aMCINCHHBIE MMOEPHIHHOBLIE M TETpa-
THIPONHPMINHOBEIE cKeneThl. BonumuacTeo CHHTE3HPOBAHHDBIX 3dupoB obagaeT BeHEYHHIM Ba30-
ptnnn'ra'ropmnvx HEeHCTBHEM.



Table II

Z—CH,—CH,—CH,~-OH

Analysis
No. z. Blfg'rf::) Mp.co) | Vel  Formula P—
. ’ c H N

7 O eI | = |75 | GuHNO 7838 | 17 | 6w
8 <O~ rs—ts1 | 1s9—to0v | 65 | epoiaies | 40 | 30| 36
ol OG- | - s | oo | 8B 1| 3
10 Q._C - 158—160/1.5| $7—58 | 70 | CHaN;O 6810 | 1130 | 1320
1 | O_C_ 152—154/1 3840 | 70 ’ c,sn,,eﬁzo S0 | 18| 12
e | (OO = | s || cammo, | BB 33| &%

AXX ‘SANNOJIWOD TVNOILONNAIE-€'1 40 AYISINZHD

* Melting point of methioiodide
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Table IV (cnntinned)

Analysis
No. z X / Formula M.p. (°C) Calc./Found
C H N
" . . .88
4 —= O~ CuasClFNO; | 251505 | 3585 | 725 | 712
. 2HCI | 6328 | 695 | 5.67
49 - CaHaiCliNOs |42 245| 6295 | 7.27 | 5.1
. H . . .
50 SEE: O CoHuClNOs |, 5150 | 3583 | 803 | Gl
. 2HCI | 6043 | 821 | 670
S1 - @ CaHauCliNOs 1258 262| 60.18 | 831 | 6.74
CH3 '
. ‘Q 2HC | 5840 | 715 | 6.47
52 - CaHolliN:Os | 561_264( 58.20 | 7.35 | 6.45
OCH,
k2] . H . . .
53 —— O+ CoHuCLENO 1973 05c| 3655 | 731 | 678
s OO O oo, (9, 54| 64| =
53 - Q CulaCIFNO, 1477081 3558 | 556 | =
CFy
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