This article was downloaded by: ["Queen's University Libraries, Kingston"]

On: 26 August 2013, At: 06:37

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

Organic Preparations and Procedures
International: The New Journal for
Organic Synthesis

Publication details, including instructions for authors and
subscription information:
http://www.tandfonline.com/loi/uopp20

SIMPLE AND RAPID SYNTHESIS OF
BIOLOGICALLY ACTIVE PHTHALEMIDE
AND N-HYDROXYPHTHALIMIDE DIMERS
USING POLYMER-SUPPORTED ANIONS

D. S. Dalal ®, N. S. Pawar ° & P. P. Mahulikar °
 Moreshwar Arts & Science College, Bhokardan Dist., Jalna
b Pratap College, Amalner Dist, Jalgaon

¢ School of Chemical Sciences, North Maharashtra University,
Jalgaon, 425 001, M.S., INDIA E-mail:
Published online: 18 Feb 2009.

To cite this article: D. S. Dalal , N. S. Pawar & P. P. Mahulikar (2007) SIMPLE AND RAPID SYNTHESIS
OF BIOLOGICALLY ACTIVE PHTHALEMIDE AND N-HYDROXYPHTHALIMIDE DIMERS USING POLYMER-
SUPPORTED ANIONS, Organic Preparations and Procedures International: The New Journal for Organic
Synthesis, 39:1, 81-85, DOI: 10.1080/00304940709458584

To link to this article: http://dx.doi.org/10.1080/00304940709458584

PLEASE SCROLL DOWN FOR ARTICLE

Taylor & Francis makes every effort to ensure the accuracy of all the information (the
“Content”) contained in the publications on our platform. However, Taylor & Francis,
our agents, and our licensors make no representations or warranties whatsoever as to
the accuracy, completeness, or suitability for any purpose of the Content. Any opinions
and views expressed in this publication are the opinions and views of the authors,

and are not the views of or endorsed by Taylor & Francis. The accuracy of the Content
should not be relied upon and should be independently verified with primary sources
of information. Taylor and Francis shall not be liable for any losses, actions, claims,
proceedings, demands, costs, expenses, damages, and other liabilities whatsoever or
howsoever caused arising directly or indirectly in connection with, in relation to or arising
out of the use of the Content.

This article may be used for research, teaching, and private study purposes. Any
substantial or systematic reproduction, redistribution, reselling, loan, sub-licensing,
systematic supply, or distribution in any form to anyone is expressly forbidden. Terms &



http://www.tandfonline.com/loi/uopp20
http://www.tandfonline.com/action/showCitFormats?doi=10.1080/00304940709458584
http://dx.doi.org/10.1080/00304940709458584

Downloaded by ["Queen's University Libraries, Kingston"] at 06:37 26 August 2013

Conditions of access and use can be found at http://www.tandfonline.com/page/terms-
and-conditions



http://www.tandfonline.com/page/terms-and-conditions
http://www.tandfonline.com/page/terms-and-conditions

Downloaded by ["Queen's University Libraries, Kingston"] at 06:37 26 August 2013

Volume 39, No. 1 (2007) OPPI BRIEFS

SIMPLE AND RAPID SYNTHESIS OF BIOLOGICALLY ACTIVE
PHTHALIMIDE AND N-HYDROXYPHTHALIMIDE DIMERS USING
POLYMER-SUPPORTED ANIONS **f

Submitted by D. S. Dalal, N. S. Pawar' and P. P. Mahulikar*

(07/14/06)
f Moreshwar Arts & Science College, Bhokardan Dist. Jalna
' Pratap College, Amalner Dist. Jalgaon
*School of Chemical Sciences, North Maharashtra University
Jalgaon - 425 001 (M.S.), INDIA
E-mail: mahulikarpp @rediffmail.com

Compounds containing a phthalimide moiety are distinguished by their potent fungi-
cidal action.'? Phthalimide and N-hydroxyphthalimide are important intermediates for the prepa-
ration of primary amines, O-substituted hydroxylamines, agricultural pesticides and are also used
in preservatives, pigments and pharmaceuticals.’3 The phthaloyl group is a well-established
protective group for primary amines® in various types of compounds, particularly peptides,®
aminoglycosides® and B-lactam antibiotics.” Derivatives of both phthalimide and N-hydroxyph-
thalimide have been reported to possess good antibacterial efficacy and antifungal potency.®’
However, a literature survey has revealed that the synthesis of phthalimide!®!4 and N-hydroxyph-
thalimide'>"? dimers requires strictly anhydrous conditions with high temperature and long reac-
tion times. Furthermore, purification of compounds is compulsory and tedious. In continuation of
our work on polymer-supported reactions,®*%1% we report herein a simple, rapid and environ-
mentally friendly method for synthesis of phthalimide and N-hydroxyphthalimide dimers in
better yields with higher purity under mild conditions.

Amberlite IRA-400 (chloride form) resin was used to support the phthalimide and N-
hydroxyphthalimide anions. The o,®-dibromoalkanes and diacid chlorides were added to the
phthalimide and N-hydroxyphthalimide anion-supported resin in THF and the mixture was
stirred until the reaction was complete, as monitored by silica gel TLC [Schemes 1 and 2]. The
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present work appears to be an attractive alternative due to its experimental simplicity, high yields

and facile isolation of pure products by simple filtration and evaporation of solvent.
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EXPERIMENTAL SECTION

Phthalimide, N-hydroxyphthalimide, o,w-dibromoalkanes and oxalyl chloride were synthetic
grade chemicals (s. d. Fine Chem. Ltd., India). THF was freshly distilled prior to use. Malonyl
chloride, succinoyl chloride and adipoyl chloride were prepared in the laboratory.2? Commercial
Amberlite IRA-400 (chloride form) resin was activated by treatment with 5 N HCl solution (100
mL) before use. The reactions of phthalimide and N-hydroxyphthalimide were monitored by
silica gel TLC (pet. ether:CHCl,, 1:1 and pet. ether:methanol, 9:1, respectively). The synthesized
products were characterized by their physical constants, 'H NMR spectroscopy and elemental
analysis. Melting points and boiling points are uncorrected.

General Procedure for Supporting Phthalimide and N-Hydroxyphthalimide Anions on
Amberlite IRA-400.- Phthalimide (100 mmoles) was dissolved in 100 mL of 1N aqueous potas-
sium hydroxide (100 mmoles). The activated Amberlite IRA-400 (chloride form) (60 g) was
packed into a column (2 cm diameter and 45 cm length) and the above solution of the potassium
salt of phthalimide was eluted stowly (1.5 mL/min). The resin was washed with distilled water,
chloride ions and excess of phthalimide anion were removed. It was then washed with ethanol
followed by acetone and dried in vacuo (10 mm Hg) at 50°C over P,O, for 3 hr.
N-hydroxyphthalimide (100 mmoles) was similarly supported on the resin using IN
aqueous sodium hydroxide (100 mmoles). The exchange capacity of phthalimide and N-hydrox-
yphthalimide anion supported resin was determined by passing aqueous 1 N KCl and 1 N NaCl
(100 mL), respectively, through the supported resin (1 g) packed in a column (0.5 cm diameter
and 10 cm length). The anion in the eluent was titrated with 0.01 N HCI using methyl orange as
an indicator. The exchange capacity of the supported resin was found to be 1.5 mmoles of
phthalimide and 1 mmole of N-hydroxyphthalimide anion per gram of dry resin.
General Procedure for the Synthesis of o,@-Diphthalimido (1-5) and o,0-Diphthalimi-
dooxy Alkanes (10-14).- A mixture of Amberlite IRA-400 phthalimide or N-hydroxyphthal-
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imide anion supported resin (15 mmoles), o,®-dibromoalkane (7.5 mmoles) in THF (40 mL)
was stirred and refluxed for 45 to 90 min depending on the reactivity of dibromoalkane. The
progress of the reaction was monitored by TLC. After completion of the reaction, the resin was
filtered and washed with THF (3 x 5 mL). The filtrate was dried over anhydrous sodium sulfate
and removal of solvent gave products (1-5 and 10-14) in pure form as listed in Table 1.
Synthesis of N-Acyl (6-9) and N-Acyloxy (15-18) Phthalimide Dimers.- The diacid chloride
(7.5 mmoles) was added dropwise to a stirred suspension of Amberlite IRA-400 phthalimide or
N-hydroxyphthalimide anion supported resin (15 mmoles) in THF (40 mL) at room temperature
for 10 to 30 min depending on the reactivity of diacid chloride(s). The progress of the reaction
was monitored by TLC. After completion of the reaction, the work-up as described above
afforded the products (6-9 and 15-18) as listed in Table 1.

The compounds were characterized by comparison of their physical constants with liter-
ature data.2" 22 Newly synthesized compounds were characterized by 'H NMR and IR spectro-

scopic methods and elemental analysis.

Table 1. Phthalimide and N-Hydroxyphthalimide Dimers

Cmpd n Yield mp lir. 212 'HNMR @
No. (%) O (°C) ©®)
1 2 93 232 232234 -
2 3 92 189 189
3 4 92 26 226227 -
4 5 91 188 188
5 6 9 178 178-179
6 0 94  257(dec) 7.05-7.96 (m, 8H, Ar-H)
7 1 92 132 3.91 (s, 2H, CH,); 7.44-7.83 (m, 8H, Ar-H) Y
8 2 91  99.101 2.53 (s, 4H, CH,CH,); 7.35-8.13 (m, 8H, Ar-H)
9 4 93 118119 1.63 (m, 4H, middle CH,); 2.28 (t, 4H, 2 COCH,);
7.54-7.82 (m, 8H, Ar-H)®
10 2 9 254 254
11 3 9 180 179-181 -
12 4 92 26 260-265  2.06 (m, 4H, middle CH,CH,); 3.42 (t, 4H, 2 OCH,);
7.29-7.87 (m, 8H, Ar-H)
3 s 91 17”2 172-174 -
4 6 92 175 175-176
15 0 96 233 (dec) 7.48-8.09 (m, 8H, Ar-H)®
16 1 93 165 165-167 -
17 2 94 141 140-141
18 4 95  172-175(dec) - 1.67 (m, 4H, middle CH,CH,); 2.26 (t, 4H, 2

COCH,); 7.46-7.85 (m, 8H, Ar-H)?

a) CDCI, b) CDCI, + DMSO-d,
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Table 2. Elemental Analysis Data for Compounds 1-18

Volume 39, No. 1 2007)

Cmpd Elemental Analysis Data (Found)
No. C H N
1 67.50 (67.24) 3.78 (3.68) 8.75 (8.90)
2 68.26 (68.14) 4.22 (4.34) 8.38 (8.46)
3 68.96 (69.14) 4.63 (4.42) 8.04 (8.27)
4 69.60 (69.72) 5.01 (4.88) 7.73 (7.66)
5 70.20 (70.36) 5.36 (5.22) 7.44 (7.62)
6 62.07 (62.32) 2.32 (2.40) 8.04 (8.22)
7 62.99 (62.86) 2.78 (2.87) 7.73 (7.84)
8 63.83 (63.95) 3.21(3.34) 7.44 (71.30)
9 65.35 (65.21) 3.99 (4.22) 6.93 (7.12)
10 61.36 (61.57) 3.43 (3.56) 7.96 (8.18)
11 62.29 (62.43) 3.85(4.15) 7.65 (7.78)
12 63.16 (63.34) 4.22 (4.02) 7.36 (7.54)
13 63.95 (63.79) 4.60 (4.73) 7.10(7.29)
14 64.69 (64.63) 4.93 (5.07) 6.86 (6.92)
15 56.85 (56.72) 2.12(1.93) 7.37 (7.52)
16 57.88 (57.80) 2.56 (2.82) 7.10(7.18)
17 58.83 (59.10) 2.96 (3.09) 6.86 (6.79)
18 60.55 (60.72) 3.69 (3.82) 6.42 (6.55)
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