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Abstract

A series of five membered ring, the tetrazole have been synthesized via Schiff base with sodium azide in the
presence dry acetone at(50-55)C° to give the following compounds:-
1- 10-Methyl-3,6-bis(5-phenyl-1H-tetrazol-1-yl)-4a,10-dihydroacridine
2- 3,6-bis(5-(3,5-dimethylphenyl)-1H-tetrazol-1-yl)-10-methyl-4a,10-dihydroacridine.
3- 3,6-Bis(5-(2-Bromophenyl)-1H-tetrazol-1-yl)-10-methyl-4a,10- dihydroacridine.
4- 3,6-bis(5-(3-methoxy,5-hydroxyphenyl)-1H-tetrazol-1-yl)-10-methyl-4a, 1 0-dihydroacridine.
The derivatives have long been known to possess hypnotics activity and it is may be to get hypnotics activity

from the newly prepared compounds.
Chemical classification QD 241- 441
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Introduction

Heterocyclic compounds are considered as the
most promising molecules for the design of new
drug, More than 50% of all known organic
compounds are heterocyclic compounds.
Heterocyclic systems are important building-
blocks for new materials possessing attractive
electronic, mechanical or biological properties
(1,2).

Tetrazole heterocyclic ring are characterized by
five atom heterocyclic ring with two
unsaturated bonds, containing 4atoms of
nitrogen and one of carbon displayed significant
stability in the presence of acid ,alkalis,
oxidizing agent and reducing agents ,as these
wear used in this process of forming free
tetrazole(3)and its derivatives have involved
much interest because of their unique structure
and  applications as  antihypertensive,
antialergic, antibiotic and anticonvulsant
agents(4-9), antinociceptive anti-inflammatory
,antimicrobial (10) , anticancer (11) . The
tetrazole heterocyclic was first discovered in
1985 by bladin in upsal university upon
formation of dicyan dimethyl hydrazine-a
product of reaction dicyan with phenyl
hydrazine (12). The preparation of free tetrazole
from its derivatives ,.the tetrazole ring is
thermodynamically stable ,as it is recovered
unchanged after long periods of boiling and
heating .upon elimination of proton from the
NH group of tetrazolehighly aromatic(A=98)
tetrazolate anion is formed ,this leads to the

superior explosive properties in many tetrazole
derivatives (13) . In general, it has been shown
that the breakdown of the tetrazole molecule
can differ due to the position and formation of
its attached functional groups(14,15).Synthesis
of tetrazole derivatives is observably an
important task in modern medicinal chemistry,
primarily due to its ability to serve as
bioequivalent (bioisostere) of the carboxylic
acid group(11,16).

EXPERIMENTAL:

All melting points are uncorrected and are
expressed in degree(°C), using melting point
SMP3 . IR spectra were recorded as KBr disks
using shimadzu FT-IR 8400. H'- NMR spectra
were recorded using Bruker system AL 400
(400 MHz) and tetramethylsilane (TMS) as
internal standard, measurements were made at
Chemistry Department, AL-Bait University-
Jordin. C.H.N analyzer, Euro EA 1106,Babylon
University .

1-Preparation of Schiff Bases(17).

A solution of (0.0lmol) of diamines in
(40ml)ethanol was added to (0.02mol) of
aromatic aldehyde or its derivatives in (20ml)
ethanol then the mixture was refluxed for (3hr.).
the mixture was cooled to room temperature,
filtered and re-crystallized ,Table (1).

General procedure of tetrazole 2a .
2-Preparation of 10-methyl-3,6-bis(5-
substituted-1H-tetrazol-1-yl)-4a,10-
dihydroacridine.
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Amixture of (0.002 mole) of appropriate Schiff
basedla ,dry acetone (20g) and Sodom azide
(0.004mole,0.26g) was heated on a water bath
,the temperature of water bath was controlled
between (50-55)C°the solid was filtered,
washed with water andIN HCL and
recrystallized from ethanol .The completion of
reaction was monitored by TLC.

/

~—

The prepared compounds were characterized by
FT-IR spectra ,H-NMR spectra and the melting

points were recorded and checked by TLC.

The FT-IR spectrum of Schiff bases showed the
appearance of bands at 3250 cm-1 due to amino
group. The new band which appears at(1600-
1697)cm” which is attributed to the new
azomethine (C=N) group. Besides the
appearance of bands at (1475-1456)cm-1and at
(1581-1570)cm-1 due to (C=C) aromatic and at
(3103-3047)cm-1  attributed to(C-H)aromatic
fig.(1).

Structures of tetrazole compound, were
confirmed by disappearance of band at(1600-
1697)cm’™ attributed to (C=N) ( azomethine

ethanol
—_—

RESULTS AND DISCUSSION

Five MEMEBERD RING SYNTHESI:

The Schiff bases were prepare by the reaction
of diamines (1mole) with (2mole)of
terephthaldehyde in absolute ethanol:

A N—R——N Ar
"~
H

N

IO

group ) stretching frequency which was agood
evidence for the success of this step of reaction
beside this, FTIR spectra of of these compound
were devoid of a strong band at (2120-2160)
cm™ attributed to stretching frequency of azide
group .Aband at the range(1087-1176) cm’
was due to tetrazole ring(18).

The synthesis for preparing compounds (2a)
which are our target was carried out in Scheme
(1). the reaction was started by condensation of
Schiff base (la) with sodium azide(NaNs)
produced tetrazole derivatives (2a) were
synthesized by the Staudinger [2 + 3]
cycloaddition as shown below Scheme 1.

X
a /
H INES
| \7/ N=N Ar

1a Ar
HC CH, Br
OH

ol

2a
CH,
CH;

OCH;

Scheme 1:The reaction between Sodium azide with Schiff base(1a).

1H-NMR spectrum for compound (1), showed
single peak at ( 3.36) ppm due to(NTIC-
H)proton of imine group and peaks at (7.4-7.7)
ppm attributed to aromatic protons.

1H-NMR spectrum for compound (A,), showed
single peak at (4.2) ppm due to methyl protons
(N-CH;) and peak at (8.26-5.76)ppm due to
aromatic protons. figs.(6).

1H-NMR spectrum for compound (A;), showed
single peak at (4.2) ppm due to methyl
protons(N-CH3) , single peak at (2.2-2.6) ppm

due to (CHj3 protons) and peak at (6.2-7.5)ppm
due to aromatic protons. figs.(7).

1H-NMR spectrum for compound (A;), showed
single peak at (4.2) ppm due to methyl protons
(N-CH;) and peak at (6.2-7.7)ppm due to
aromatic protons. figs.(8).

1H-NMR spectrum for compound (Ay4), showed
single peak at (4.2) ppm due to methyl
protons(N-CH3) , peak at (3.6) ppm due to
(OCHj; protons) , peak at (5.6) ppm due to (OH
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protons) and peak at (6.2-7.8)ppm due to
aromatic protons. figs.(9).

1H-NMR spectrum for compound (As), showed
single peak at (4.2) ppm due to methyl
protons(N-CH3) , peak at (3.8) ppm due to
(OCHj; protons) and peak at (6.3-7.9)ppm due
to aromatic protons. figs.(10).

1H-NMR spectrum for compound (As), showed
single peak at (4.2) ppm due to methyl
protons(N-CH3) , single peak at (2.2,2.6) ppm

S

+ NaNj

due to (CHj; protons) and peak at (6.2-7.5)ppm
due to aromatic protons.
The mechanism of reaction is shown in scheme

Q).

H
—S\Ar
(50-55)C N N*— N

Ar

| T e
. N NN
N=N Ar
2a
scheme 2: The mechanism of Compound 2a.
Table (1): physical propertiesof Schiff bases (1-6).
Co. Formula Mp.C° Yield Colour
A
C23H23N3 162-164 85 yellow 1
C32H31N3 150-153 65 yellow 2
ngHleerg, 180-183 80 yellow 3
C30H27N304 124-127 73 yellow—blue 4
C30H27N302 110-113 81 yellOW 5
C32H31N3 150-154 65 yellOW 6

Table 2: Physical properties of the Prepared compounds(A;-Ag).

N/ |HZ_[CZ CHN [ Yiel Mp.C° Co.
28 415 626 |vow | 65 | 2224 | Al
s3t0|ass 7050 |Fow | 5| W | N2
|35 oy |ram | o | meas | w
206|346 | 616 |Fam | 6 | 2820 | s
209452 662 | ram | 2| eS| AS
S0 a5k 7032 tow | 78 | w0 | 4s
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Fig.(1) IR Spectra of Compound(3).
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Fig.(2) IR Spectra of 10-methyl-3,6-bis(5-phenyl-1H-tetrazol-1-yl)-4a,10-
dihydroacridine.
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Fig.(3) IR Spectra 3,6-bis(5-(3,5-dimethylphenyl)-1H-tetrazol-1-yl)-10-methyl-4a,10-
dihydroacridine.
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Fig.(4) IR Spectra of 3,6-bis(5-(2-Bromophenyl)-1H-tetrazol-1-yl)-10-methyl-4a,10-
dihydroacridine.
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Fig.(5) IR Spectra of 3,6-bis(5-(3-methoxy,5-hydroxyphenyl)-1H-tetrazol-1-yl)-10-
methyl-4a,10-dihydroacridine.
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Fig.(6) H'NMR of 10-methyl-3,6-bis(5-phenyl-1H-tetrazol-1-yl)-4a,10- dihydroacridine.
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Fig.(7) H NMR of 3,6-bis(5-(3,5-dimethylphenyl)-1H-tetrazol-1-yl)-10-methyl-4a,10-
dihydroacridine.
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Fig.(8) HNMR of 3,6-bis(5-(2-Bromophenyl)-1H-tetrazol-1-yl)-10-methyl-4a,10-
dihydroacridine.
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Fig.(9) H'NMR of 3,6-bis(5-(3-methoxy,5-hydroxyphenyl)-1H-tetrazol-1-yl)-10-methyl-
4a,10-dihydroacridine.
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Fig.(10) H'NMR of 3,6-bis(5-(4-Methoxyphenyl)-1H-tetrazol-1-yl)-10-methyl-4a,10-
dihydroacridine
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1- 10-Methyl-3,6-bis(5-phenyl-1H-tetrazol-1-yl)-4a,10-dihydroacridine.
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4- 3,6-bis(5-(3-methoxy,5-hydroxyphenyl)-1 H-tetrazol-1-yl)-10-methyl-4a,10-dihydroacridine.
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