
None of the compounds tested, of whatever structure, had any effects on nicotine convul- 
sions or arecoline tremor, i.e., they had no central H- or M-cholinolytic activity. 

These hydroxyindolylacetona derivatives have thus shown anticonvulsant activity in re- 
spect of antagonism to corazole and electroshock. Of these compounds, one (II) is superior 
to Zarontin in its anticonvulsant activity and protective index. 

LITERATURE CITED 

i. M. Ya. Mikhel'son and Ya. R. Savinskii, Farmakol. Toksikol., 18, No. 3, 28-33 (1955). 
2. G. Hailer, Bet. Chem. Ges., 5_33, 1545-1551 (1920). 
3. F. D. Poppo, J. Heterocycl. Chem., 19, 589-592 (1982)~ 
4. F. Braude and H. G. Lindwall, J. Am. Chem. Soc., 55, 325-327 (1933). 
5. P. J. Islip and A. C. White, J. Chem. Soc., No. 4, 1201-1204 (1964). 
6. C. S. Franklin and A. C. White, J. Chem. Soc., No. 2, 1335-1337 (1963). 
7. H. Hellmann and I. Loschman, Ber. Chem, Ges., 87, 1684-1690 (1954). 
8. J. T. Litchfield and F. Wilcoxon, J. Pharmacol. Exp. That., 96, 99-113 (1949). 
9. E, A. Swinyard, W. C. Brown, and L. S. Goodman, J. Pharmacol. Exp. That., 106, 319-330 

(1952). 
i0. G. Tacconi, P. P. Richetti, and G. Desimoni, J. Parkt. Chem. 135, 339-344 (1973). 
ii. J. E. P. Toman, E. A. Swinyard, and L. S. Goodman J. Neurophysiol., 9, 231-240 (1946). 

SYNTHESIS AND LOCAL ANESTHETIC ACTIVITY OF 6-[e-AMINO-~-PHENYLALKYL]CHROMANS 

V. K. Daukshas, O. Yu. Pyatrauskas, 
Yu. Yu. Ramanauskas, I. Yu. Yautakene, 
V. V. Lapinskas, and R. S. Maskalyunas 

UDC 615.216.2:547.814].012.1 

Local anesthetic activity is exhibited by the 6-(~-amino-~-phenylalkyl)-l,4-banzodiox- 
anes [3]. Therefore, in order to investigate possible new local anesthetic agents we synthe- 
sized and studied previously unknown chroman derivatives whose structures are similar to the 
indicated deriver ives of l, 4-benzodioxane. 

We obtained the 4 (e-amine-~-phenylalkyl)chromans (Illa-d) by reducing sodium in an n- 
butanol solution of oximas (Ila-d) synthesized by reacting the previously known 6-(~-phenyl- 
acyl)chromans (Ia-d) [2, 7, 9] with hydroxylamine HC1 in a pyridine solution. 

~ ~ - - X - - ( C H 2 ) n P h  la -d ;  X = C=O; I Ia-d :  X = C=NOH: 
IIIa-d : X = C H - - N H ~  a: n----0; h n = l ,  c :  n = 2 ;  

O d :  n -=3 .  

I a -d ,  Ha-d, I I Ia-d 

The IIla-d amines were precipitated in the form of hydrochlorides. Inasmuch as the IIIc 
amine hydrochlorides turned out to be only slightly water soluble, we also obtained the amine 
lactates. However, the IIld amine lactate was also only slightly soluble. 

Stretch vibrations of the HO-group in the IR spectra of all of the Ila-d oximes were 
manifested at 3250 cm-*. However, the UV spectrum of the lla oxime which has both aromatic 
rings conjugated with a C=NOH bond, was distinctive by a bathochromatic shift in the long- 
wave absorption band. There were no significant differences between the UV spectra of any 
of the IIIa-d amine hydrochloridas. The structure of the synthesized compounds was confirmed 
by PMR spectral data (Table I)6 

The IIIa-c chroman derivatives were found to exhibit the highest degree of local anes- 
thesia activity, but they were also found to be more toxic and more irritating to the tissue 
than the known derivatives of 1,4-banzodioxane which have a similar structure [3]. 

V. Kapsukas Vilnius University. Translated from Khimiko-farmatsevticheskii Zhurna!, 
Vol. 21, No. 2, pp. 170-174, February+ 1987. Original article submitted September 17, 1985. 
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The acute toxicity of compounds Illa-c was in direct proportion to a 0 to 2 increase in 
(n) methylene groups in their side chain. However, a symbatic increase in all types of local 
anesthetic and local irritant action did not occur. The local anesthetic properties of the 
IIlc amine hydrochloride differed little from those of local anesthetic agents used in medi- 
cine (Table 2). 

The investigations undertaken indicate that the type of compounds examined represents a 
potential source of new local anesthetics. 

EXPERIMENTAL CHEMICAL 

UV spec=ra were recorded on a Specord UV-VlS instrument (GDR) in ethanol. IR spectra 
were recorded on a UR-20 instrument (GDR) in petroleum jelly. PMR spectra were recorded on a 
Tesla BS487C instrument (Czechoslovakia) with an operating frequency of 80 ~z in CCI~~ The 
PMR spectrum of the oxlme lla was recorded in CDCIs. TMS was used as the internal standard. 

The characteristics and yields of the new compounds are listed in Table i. 

6-(m-phenylacyi)chroman Oximes (lla-d). A mixture of 0.04 moles of the ketones of la-d 
[2, 7, 9], ii.6 g (0.16 mole) of hydroxylamine HCI, and 120 m! of pyridine was heated for 4 h 
at 100~ cooled, and decanted into water. This was followed by ether extraction and distil- 
lation of the ether from the dried extract. 

6-(e-Amino-~-phenylalkyl)chromans (IIla-d). A 4.6 g (0.2 mole) portion of metallic sod- 
ium was added in pieces to a solution of 0.025 mole of lla-d oximes in 70 ml of n-butanol at 
the solution's bp temperature. After the sodium was dissolved the mixture was cooled, acidi- 
fied with HCI, and concentrated in a vacuum. The residue was made alkaline with an aqueous 
solution of NaOH, extracted by ether and passage through gaseous anhydrous HCI (or by the ad- 
dition of lactic acid). The hydrochlorides (or lactates) of the !lla-d amines precipitated 
into the dried ether extract. 

EXPERIMENTAL PHARMACOLOGICAL 

The Ilia, b amines were studied in the form of their hydrochlorides and the lllc amine 
was examined in the form of a lactate. Acute toxicity upon subcutaneous injection in white 
mice was determined by the Litchfleld and Wilcoxon method as modified by Roth [I]. Infiltra- 
tion anesthesia was studied in guinea pigs by the method in [5]. Surface anesthesia was test- 
ed on rabbit cornea by the method in [4], and conduction anesthesia was tested on isolated 
frog sciatic nerve by recording the action potential and minimum concentrations needed to 
block nerve conductivity [!0]. Local irritant properties were tested on white rats by method 
[6] as modified in [8]. 
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