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ABSTRACT

Co(ll) and Ni(Il) complexes with a Schiff base, N-(2-furanylmethylene)-2-aminothiadiazole have been
prepared and characterized by their physical, spectral and analytical data. The synthesized Schiff-bases act as
tridentate ligands during the complexation reaction with Co(Il) and Ni(ll) metal ions. They possess the
composition [M(L),]X, (where M=Co(Il) or Ni(II), L=, X=NOy’, 5042', C,04~ or CH;CO, and n=1 or 2) and
show an octahedral geometry. In order to evaluate the effect of anions upon chelation, the Schiff-base and its
complexes have been screened for antibacterial activity against bacterial strains e.g., Escherichia coli,
Staphylococcus aureus, and Pseudomonas aeruginosa.

INTRODUCTION

Many studies'” have indicated the relationship between the metal ions and their complexes as antitumour*”
and antibacterial'®'" agents. /n vivo tests have shown that biologically active compounds become more
carcinostatic and bacteriostatic upon chelation'®. Such interactions with metal ions, particularly those of the
transition metal ions with amino acids, peptides and nucleic acids, are of relevant biological importance”"s.
Several reviews'®"? have shown that the coordination of such compounds with metal ions markedly influence
their biological action highlighting not only their catalytic function’®? but the nature of their chemical
action”*?’ as well. Many potent antibacterial and antifungal compounds are reported”®*’ by condensation of
salicylaldehyde with heterocyclic compounds. Thiadiazole derived compounds of salicylaldehyde were
found™® to be bactericidal/fungicidal against Bacillus cereus and Aspergillus niger. Several others,
incorporating piperazinyl guanidines, when condensed with salicylaldehyde were found to exhibit
cardiovascular and vasodepressor activity.”' Similarly, thiazolidinone-derived salicylaldehydes® possess
antimicrobial activity against many pathogenic strains. Keeping in view the significance of thiadiazole or its
derived compounds and the role of metals in biology, we have previously reported™ series of biologically
active compounds and have evaluated the role of metal ions on their activity. In continuation to the same, we
have prepared several other biologically active cobalt(I) and nickel(I) complexes of the type [M(L)2]Xa
where M=Co(Il), Ni(Il) or Zn(II), L=N-(2-furanylmethylene)-2-aminothiadiazole (Fig 1), X= NO;’, SO.%,
C,0,% or CH;CO," and n=1 or 2, having the same metal ion (cation) but, different anions and wish to report
the possible biological role of anions against bacterial strains of Escherichia coli, Staphylococcus aureus, and

Pseudomonas aeruginosa.
H
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Fig 1. Structure of the Schiff base (L)

EXPERIMENTAL

Material and Methods

All chemicals and solvents used were of Analar grade. The metal(Il) salts were used as nitrates, sulfates,
oxalates and acetates. IR spectra were recorded on a Philips Analytical PU 9800 FTIR spectrophotometer.
UV-Visible spectra were obtained in DMF on a Hitachi U-2000 double-beam spectrophotometer. C, H and N
analyses was carried out by Butterworth Laboratories Ltd. Conductance of the metal complexes was
determined in DMF on a Hitachi YSI-32 model conductometer. Magnetic measurements were made on solid
complexes using the Gouy method. Melting points were recorded on a Gallenkamp apparatus and are
uncorrected.

287



Zahid H. Chohan et al. Antibacterial Co(ll) and Ni(ll) Complexes of N-(2-Furanylmethylene)-2-
Aminothiadiazole and Role of So,7,Nos-C:0,% and CH3;CO»-Anions on Biologicul Properties

Preparation of N—(furanylmethylene) -2-aminothiadiazole (L)

It was prepared™ and characterized by the same method reported earlier.

Preparation of Metal(II) Complex.

A warm ethanol solution (20 mL) of the respective Schiff base (0.002 M) was added to a magnetically stirred
solution of the metal(Il) salt (0.001 M) in ethanol (25 mL). The mixture was refluxed for 1 h and cooled to
room temperature. On cooling, precipitates were formed which were filtered, washed with ethanol, acetone
and ether, and dried. Crystallization in aqueous ethanol (30:70) gave the desired metal complex. All other
metal complexes were prepared respectively following the same method.

Antibacterial Studies

The synthesized metal complexes, in comparison to the uncomplexed Schiff-base ligands were screened for
their antibacterial activity against pathogenic bacterial species, Escherichia coli, Staphylococcus aureus and
Pseudomonas aeruginosa. The paper disc diffusion method’ was adopted for the determination of
antibacterial activity.

RESULTS AND DISCUSSION

Physical Properties .

The Schiff-base (Fig. 1) was prepared® by refluxing an appropriate amount of 2-amino-1,3,4-thiadiazole and
furan-2-carboxaldehyde in ethanol in a 1:1 molar ratio. It was further used for complexation with the Co(ll)
and Ni(Il) metal ions. All the newly synthesized metal complexes (Table 1) were prepared by the
stoichiometric reaction of the corresponding metal salts as their nitrate, sulfate, acetate and oxalate and the
corresponding Schiff-base in a molar ratio M:L of 1:2 as shown by Scheme 1.

MX + 2L —_— ML)-1(X),,

M=Co(Il) or Ni(Il)

L=Fig.1

X=S80,", NO;. C,0,” or CH,CO,’
n=lor2

(Scheme 1)
These complexes are air and moisture stable, intensely colored, amorphous solids that decompose above 200°
C. They are insoluble in common organic solvents like ethanol, methanol, chloroform or acetone but soluble

in DMSO and DMEF. Molar conductance values of the soluble complexes in DMF show their values (142-148
ohm™'cm’mol™) indicating™ that they are all electrolytic in nature.

Table 1. Physical and Analytical Data of the Metal(Il) Complexes

No Metal chelate/ Yield | M.P (°C) | B.M. Calc (Found)%
Mol. Formula (%) | (decomp) | (Meg) C H N
(1) | [Co(L),](SOy) [512.9] 63 211-213 4.6 328 19 164
C4H0CoNgOS; (33.2) (1.7) (16.5)
(2) | [Co(L):)J(NO3)2 [540.9] 62 218-220 4.7 31.1 .1.8 20.7
C14H0CoNgOsS» (31.4) (2.0) (20.5)
3) | [Co(L):])(C20y) [504.9] 61 209-211 4.6 38.0 2.0 16.6
C|()H|0CON(,O(,SZ (382) (2]) (169)
(4) | [Co(L);J(CH;CO,), [534.9] 63 215-217 4.7 404 3.0 157
CsHCoN¢O6S» (40.6) (2.8) (15.9)
(5) | [Ni(L),](SOy) [512.7] 62 215217 33 328 2.0 164
C14H oNiNgOS; (32.5) (2.4) (16.3)
(6) | [Ni(L)2]J(NO3)] [540.7] 62 220-222 34 31.0 1.8 20.7
C13HoNiNgOS; (30.8) (1.6) (20.4)
(7) | [Ni(L):)(C,04) [504.7] 60 211-213 3.5 38.0 2.0 16.6
C14H 1oNiNgO¢S5 (38.2) (2.3) (16.9)
(8) | [Ni(L):](CH;CO:»), [534.7] 61 216-218 3.3 404 3.0 15.7
C14HoNiNgOS; (40.5) (2.8) (15.5)

Infrared Spectra

IR spectra of the Schiff-base showed the absence of bands at 1735 and 3420 cm’ " due to ca bonyl v(C O)
and V(NH,) stretching vibrations and, instead, appearance of a strong new band at ~1635 cm” assigned®

the azomethine v(HC=N) linkage. It suggested that amino and aldehyde moieties of the starting reagents are
absent and have been converted into the azomethine moiety (Fig.1). The comparison of the IR spectra of the

288



Metal Based Drugs Vol. 8, No. 3, 2002

Schiff-base and its metal chelates (Table 2) indicated that the Schiff-base was coordinated to the metal atom
in three ways, representing them acting in a tridentate manner. The band appearing at 1625 cm™' due to the
azomethine was shifted to lower frequency by ~10-15 cm™ indicating®’ participation of the azomethine
nitrogen in complexation. The band at 1610 assigned to thiadiazole ring v(C=N) nitrogen also shifted to
lower frequency by ~15-25 cm™ that was also indicative of the involvement of ring nitrogen of thiadiazole in
chelation.

Further conclusive evidence of the coordination of the Schiff-base with the metals, was shown by the
appearance of weak low frequency new bands at 525-530 and 455-460 cm™'. These were assigned38 to the
metal-nitrogen v(M-N) and metal-oxygen v(M-O) respectively. These new bands were observable only in the
spectra of the metal complexes and not in the spectra of its uncomplexed Schiff-base which in turn,
confirmed participation of these hetero groups (oxygen of furane and nitrogen of thiadiazole moieties) in the
coordination.

Table 2. IR and UV-Visible Spectral Data of the Metal(Il) Complexes.

No IR (cm™) Amax (cm™")
1 1615 (s, HC=N), 1585 (s, C=N), 525 (ms, M-N), 455 (ms, M-0) 26,750, 24,215, 15,475
2 1610 (s, HC=N), 1595 (s, C=N), 525 (ms, M-N), 455 (ms, M-O) 26,745, 24,315, 15,395
3 1610 (s, HC=N), 1585 (s, C=N), 530 (ms, M-N), 460 (ms, M-0O) 26,810, 24,245, 15,415
4 1610 (s, HC=N), 1595 (s, C=N), 530 (ms, M-N), 460 (ms, M-O) 6,785, 24,275, 15,450
5 1615 (s, HC=N), 1595 (s, C = N), 525 (ms, M-N), 460 (ms, M-O) [29,215, 23,725, 13,540,
8,515
6 1610 (s, HC=N), 1585 (s, C=N), 530 (ms, M-N), 455 (ms, M-O) 29,275,23,815, 13,775,
8,445
7 1615 (s, HC=N), 1585 (s, C=N), 525 (ms, M-N), 460 (ms, M-O) 29,545, 23,750, 13,765,
8,470
8 1615 (s, HC=N), 1585 (s, C=N), 530 (ms, M-N), 455 (ms, M-O) 29,350, 23,805, 13,695,
8,510

s=sharp, ms=medium sharp

Magnetic moment and UV-Visible Spectra

The UV-Visible spectral bands are recorded in Table 1. The room temperature magnetic moment values of
the solid cobalt(Il) complexes were found to lie in the range (4.5-4.6 B.M), indicative®® of three unpaired
electrons per Co(ll) ion attaining an octahedral environment. Similarly, the Ni(Il) complexes showed s
values in the range (3.3-3.5 B.M), corresponding™ to two unpaired electrons per Ni(Il) ion for their ideal six-
coordinated configuration.

The electronic spectra of the Co(ll) complexes showe&i three Rands ob?rved ag 15395-154754? 24215424275
and 26745-26810 cm’™ which may be assigned to T, = "Ty(F), T\, & A,(F) and "T, = "T\«(P)
transitions respectively and are suggestive®” of the octahedral geometry around the cobalt ions.

The Ni(ll) complexes exhibited four bands at 8445-8515, 13540-13775, 237%5-23815 anjd 29215-2954315 em™.
Thf first three b§nds are a3§signed40 to the spin-allowed transitions ~A,,(F) = Ta(F)(v1), ~ A,u(F)
=T (F)(v2) and ~A_,(F) -7 T,,(P)(v3) respectively. The fourth band was of high intensity due to ligand-
metal charge-transfer. The occurrence of three spin-allowed transitions supports the octahedral geometry for
Ni(Il) complexes (Fig 2).

Antibacterial Properties

The title Schiff-base and its Co(Il) and Ni(lI) metal chelates having the same metal ion (cation) but, different
anion were evaluated for their antibacterial activity against bacterial species Escherichia coli (a),
Staphylococcus aureus (b) and Pseudomonas aeruginosa (c). The compounds were tested at a concentration
of 30 pg/0.01 mL in DMF solution using the paper disc diffusion method. The susceptibility zones were
measured in diameter (mm) and the results are reproduced in Table 3. The susceptibility zones measured
were the clear zones around the discs killing the bacteria.

The Schiff-base and its complexes individually exhibited varying degrees of inhibitory effects on the growth
of the tested bacterial species. The antibacterial results evidently show that the activity of the Schiff-base
became more pronounced when coordinated to the metal ions. The metal ions having different anions had
varying antibacterial influence on bacterial species. For example, the Co(1I) complex with nitrate anion was
more bactericidal than the Co(ll) complex with sulfate, oxalate or acetate anions. Similarly, the Cu(ll)
complex oxalate was more antibacterial than the complex having acetate, chloride or sulfate. Similar results
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were found in the case of Ni(Il) complexes. It was observed that the order of potency, in comparison to the
metal complexes having chloride anions evaluated and reported™ earlier, is as follows,

NO; > C,0,% > CH;COy > CI' > SO~

e
N
//——S
N O\I\IA/\\CH
HC\\/‘ o \
N N
\(/ NS
_J

S
N ~

X =NOjy', C;047, CH;COy or SO,”,n=1o0r2
M = Co(II) or Ni(II)
Fig. 2: Proposed Structure of the Metal(II) Complexes (1-8).

On the basis of the above observations, it is claimed that the process of chelation dominantly affects the
biological behavior of the compounds that are potent against some bacterial strains. From these studies, it is
also proposed that different anions do play a significant role in the biological behavior of the metal chelates.
It is suspected that factors such as solubility, different dipole moment and cell permeability mechanisms may
be influenced by the presence of the different anions also affect the mechanism of permeation through the
lipid layer of the organisms killing more of them effectively.

Table 3. Antibacterial Activity Data of the Schiff base and its Metal Complexes

Schiff base/ M 1T cr ofbial S |pecies

Complex a b C
L + + ++
[€)) 1+ s +F
2) +++ ++ +++
3) +++ +++ +++
[O)) ++++ +++ -+
[6) T+ + T
(6) T+t ++ =+
(7) FHH+ ++ -+
(8) T+ T+ s

a= Escherichia coli, b= Staphylococcus aureus,

c= Pseudomonas aeruginosa

Inhibition zone diameter mm (% inhibition): +, 6-10 (27-45 %); ++, 10-14

(45-64 %); +++, 14-18 (64-82 %); ++++, 18-22 (82-100 %). Percent inhibition values are
relative to inhibition zone (22 mm) of the most active compound with 100 % inhibition.
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