This article was downloaded by:

On: 30 January 2011

Access details: Access Details: Free Access

Publisher Taylor & Francis

Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered office: Mortimer House, 37-
41 Mortimer Street, London W1T 3JH, UK

Spectroscopy Letters
| Publication details, including instructions for authors and subscription information:
SIJPEGIIOSCOP) http://www.informaworld.com/smpp/title~content=t713597299
BHL
LEIETS

Exbir: Mok C. Mkl

Ar IeTarions . Makmwizieary laamat

NMR Spectrometric Analysis of Antazoline

Hassan Y. Aboul-enein?; Ahmad I. Jado? M. Salah El-Din Rashid®

* Department of Pharmaceutical Chemistry Faculty of Pharmacy, Riyadh University, Riyadh, Saudi
Arabia

@ Ty & Frarcis

Sukame 38 Mumtzers 4-% 1005

To cite this Article Aboul-enein, Hassan Y. , Jado, Ahmad I. and Rashid, M. Salah EIl-Din(1978) 'NMR Spectrometric
Analysis of Antazoline', Spectroscopy Letters, 11: 12, 931 — 938

To link to this Article: DOI: 10.1080/00387017808063465
URL: http://dx.doi.org/10.1080/00387017808063465

PLEASE SCROLL DOWN FOR ARTICLE

Full terms and conditions of use: http://ww.informaworld. conftermns-and-conditions-of-access. pdf

This article may be used for research, teaching and private study purposes. Any substantial or
systematic reproduction, re-distribution, re-selling, |oan or sub-licensing, systematic supply or
distribution in any formto anyone is expressly forbidden.

The publisher does not give any warranty express or inplied or make any representation that the contents
will be conplete or accurate or up to date. The accuracy of any instructions, formul ae and drug doses
shoul d be independently verified with primary sources. The publisher shall not be liable for any |oss,
actions, clainms, proceedings, demand or costs or damages whatsoever or howsoever caused arising directly
or indirectly in connection with or arising out of the use of this nmaterial.



http://www.informaworld.com/smpp/title~content=t713597299
http://dx.doi.org/10.1080/00387017808063465
http://www.informaworld.com/terms-and-conditions-of-access.pdf

04:21 30 January 2011

Downl oaded At:

SPECTROSCOPY LETTERS, 11(12), 931-938 (1978)

NMR SPECTROMETRIC ANALYSIS OF ANTAZOLINE*
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ABSTRACT

An analytical method is described for the analysis of
antazoline [2-(N-benzylanilinomethyl) imidazoline] using pmr.
The procedure provides good quantitative results together with a

very specific mean for identification of antazoline.

INTRODUCTION
Antazoline-[2-(N-benzylanilinomethyl) imidazoline] is a

commonly used antihistaminic antiallergic agent.

*Accepted for presentation before Euroanalysis I11I, August 20-25,

1978, Dublin, Ireland.

931

Copyright © 1979 by Marcel Dekker, Inc. All Rights Reserved. Neither this work nor any part
may be reproduced or transmitted in any form or by any means, electronic or mechanical, including
photocopying, microfilming, and recording, or by any information storage and retrieval system,
without permission in writing from the publisher.



04:21 30 January 2011

Downl oaded At:

932 ABOUL~ENEIN, JADO, AND EL-DIN RASHID

H
N
>- CHa=N-CH~CgHs
{ ]
c

sHs

Antazoline is assayed in B.P. (1975) by nonagueous titration
using 0.1 N perchloric acid and c¢rystal violet as indicator.1
However,.the procedure is time consuming and not very specific.
In search for a more specific and quantitative assay, the NMR is
applied as a tool.

This paper describes a method using NMR spectroscopy to
determine antazoline in tablet formulations. Good quantitative
results can be obtained together with a positive identification
of the active component in terms of the NMR spectrum. The pro-
cedure proposed here provides a specific measurement technique
which avoids difficulties such as exist in the titration proce-

dure.

MATERIALS AND METHODS

Materials

Standard, antazoline HCl1 (Ciba-Geigy Ltd., Basle, Switzer-
land); antazoline tablets were used as the samples; internal
standard,.hexamethy]cyc]otrisi]ozane (K & K Laboratories,

Viewplains, NY); carbon tetrachloride (spectroanalyzed grade).
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Method
The moisture was removed from the tablets by placing them
in a dessicator (over NaOH). Take three tablets and place then
in a 10 ml stoppered flask. Add 5 ml of water and 500 mg sodium
bicarbonate, disintegrate the tablets, and mix well. Add 5 ml
of carbon tetrachloride which certains the internal standard so
that the final concentration of antazoline will be about 50 mg/ml
and the internal standard is about 10 mg/ml of carbon tetra-
chloride. Stopper the flask and place it in a shaker for 10
minutes to affect extraction and solution. Filter, using cotton
pledget, then transfer 0.4 ml of the clear solution to an NMR
tube. Place tube in an NMR spectrometer,a adjusting the spin
rate to eliminate spinning side bands as much as possiblie, and
obtain the spectrum. Integrate the peaks of interest (-CHZ-CH2
of the imidazoline ring system appearing as a singlet at 3.334)
at least three times and average the results. The amount of

antazoline may be calculated as follows:

p -]

T, B
MG of antazoline = +— X e

S

X MG of hexamethylcyclotri-
S siloxane.

where,

37 Varian T-60A NMR spectrometer was used.
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AT = integral value of the signal representing antazoline.

AS = integral value of the signal representing the internal
standard.

EWT = molecular weight of antazoline/4 = 66.32.

m
=
"

S molecular height of hexamethylcyclotrisiloxane/18 = 12.35.

RESULTS AND DISCUSSION

The choice of a suitable solvent or solvent system and
internal standard should be considered carefully, especially
when applied to analytical purposes using NMR. Antazoline is
soluble in carbon tetrachloride (an ideal NMR solvent, cheap and
introduce no interference in NMR scale). The internal standard
hexamethylcyclotrisiloxane used in this study has been previously
recommended.2’3’4

The internal standard shows a signal in the extreme upfield
position at 0.008. The NMR spectrum of antazoline shows among
other peaks a singlet at 3.336 (-CHZCHz-bridge of imidazoline ring).
This peak is ideal for precise integration, thus was chosen for
establishing the method. The integrals of the singlets at 3.336
and 0.008 are indicators of the concentration of both antazoline
and hexamethylcyclotrisiloxane.

Accordingly, a series of standard solutions were prepared
and assayed (Table 1). The results demonstrated good precision

and the method has been used for the assay of commercial tablets
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TABLE 1
Analysis of Antazoline Standards, by NMR.

Internal Antazoline
Sample Standard HC1 Added Recovery
No. Added MG MG Found %
1 10.06 300 298.91 99.63
2 10.06 299 302 101
3 10.06 300 283.71 94.57
4 10.06 300 307.35 102.45
5 10.06 299 294.21 98.4
6 10.06 301 238.93 95.99
7 10.06 301 289.95 96.33
8 10.06 300 290.28 96.76
9 9.98 301 287.46 95.82
10 9.98 301 287.46 95.82

Average: 98.07 + 3.1

(Table 2). The method proved to be rapid, accurate and there was
no evidence of interference from excipients present. In addition
to quantitative purposes, the method is attractive since it also

uses an inexpensive solvent. Measurements shown in Table 1 and 2
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TABLE 2
Assay of Antazoline Tabletsb by NMR.

Internal Antazoline
Sample Standard Base declared Found Recoveries

No. Added MG in 3 tablets (as base) %

1 10.00 263.83 258.55 98.00
2 10.00 263.83 258.55 98.00
3 10.00 263.83 258.55 98.00
4 10.00 263.83 251.47 95.32
5 10.00 263.83 268.62 101.82
6 10.00 263.83 274.26 103.95
7 10.00 263.83 265.82 100.75
8 10.00 263.83 265.82 100.75
9 9.98 263.83 268.62 101.82

Average: 99.82 £ 2.67

bThe declared amount of antazoline HC1 is 100 mg/tablet which is

equivalent to 87.94 mg of antazoline base.

are within B.P. (1975) monograph limits of 99-101% and 92.5-107.5%
for antazoline and antazoline tablets respectively.

In summary, the method provides good quantitative results
together with a very specific mean for identification of antazo-

line. It can be recommended as a stability indicating assay.
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