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ABSTRACT

In this work, the effect of substituents on the acidity constants of some acetamide derivatives was investigated. The acidity
constants of nine acetamide derivatives were determined at 25 °C using a UV spectrophotometric method. When the
molecules possessed different substituents the values of the acidity constants changed from 6.01 to 8.22 for the first
protonation and from 3.07 to 4.73 for the second protonation. The first protonation under these circumstances was observed
to occur on the nitrogen atom of the 2-mercaptoimidazole ring. The second protonation was observed to occur on the nitrogen
atom of the thiazole ring.
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1. INTRODUCTION

During the last few years, numerous articles detailing the determination of the acid—base properties of
organic molecules have been reported [1-12]. The acid dissociation constant, pK,, is defined as
tendency of an acid to release a proton in an aqueous solution. The acidity constants of organic
reagents play a fundamental role in numerous chemical and biological processes, such as analytical
procedures, acid-base titrations, solvent extraction, ion transport, complex formation, chemical
synthesis, electrochemical properties, pharmacokinetics, drug design, drug metabolism and enzymatic
reactions [13-15]. Acidity constants are very important in the analysis of the mechanisms of action of
drugs because they are the key parameters for predicting the extent of the ionization of a molecule in
solution at different pH [16].

Spectrophotometric methods are highly sensitive and suitable for the determination of acidity
constants. Different spectroscopic methods for the experimental determination of acidity constants
have been developed, including UV—Vis absorption, '"H NMR, FT-IR, and Raman techniques [17-20].
Knowledge of the acidity constant of a molecule is one of the most important parameters in explaining
the physicochemical behavior of drugs and in investigating pharmaceutical synthesis methods [21].
Changes in pK, values in molecules depend on intramolecular interactions [22].

Imidazole and thiazole represent an interesting class of heterocyclic compounds. Phenyl thiazole and
imidazole-2-thione were observed to play important roles in biological functions, such as
antimicrobial, antidiabetic, antiviral, anti-inflammatory, antituberculosis, and anticancer activities [23-
31]. In particular, 2-amino-4-phenyl-1,3-thiazole has pharmaceutical characteristics and it is used in
industrial applications [32-34]. Thiazole compounds have also been used in electrochemical
applications [35-42].
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In this study, UV-visible spectrophotometry and a physicochemical approach are used to determine the
acidity constants of nine 2-(4,5-dimethyl-1-(arylamino)-1H-imidazol-2-yl)thio)-N-(4-arylthiazol-2-
yl)acetamide derivatives (Figure 1).
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Figure 1. Structures of 2-(4,5-dimethyl-1-(arylamino)-1H-imidazol-2-yl)thio)-N-(4-arylthiazol-2-yl)
acetamide derivatives

2. MATERIAL AND METHOD

The studied acetamide derivatives were synthesized according to the methods described in our
previous work [31]. The buffer solutions used were prepared from: (a) HCI-KCI, pH = 1.0; (b)
KH,P0O4-NaOH, pH = 7.0; (c) borax-HCI, pH = 8.0 to 9.0; (d) borax-NaOH, pH = 9.3 to 10.7. All
these materials and buffer solutions were from Merck and were not further purified [43]. The
percentage of sulfuric acid solution [(1 to 98%) H,SO4] was determined by titration with NayCOs
using methyl red as an indicator.

An Orion model 720A+ pH/ion analyzer with a combination glass electrode was used for pH
measurements after being calibrated against standard buffers of pH 4, 7 and 9. A Unicam UV2 UV-
Vis scanning spectrophotometer was used to record the electronic absorption spectra. The UV-Vis
spectra, which were obtained to determine the values of the acidity constants, were recorded at pH
which are (1-14) and H, (acidity range) which is -0.20 and -10.72. The spectrophotometer was
equipped with quartz cells with a 1 cm path length and the spectra were recorded over the wavelength
range of 220-400 nm.

Acid solutions, CO,-free NaOH solutions, and pH solutions were prepared by using the methods
described in the literature [44-46]. For bases ionization process can be described as in Eq.1.

BH" =—=H" +B )

A mathematical expression of the acid ionization constant can be written as in Eq.2.
K.= au+ as/ apn+ (2)

Where a represent the activity of each species. At a given temperature, the constants expressed above
are thermodynamic quantities also known as thermodynamic ionization constants, which we can refer
to K,. These constants are independent of concentration because all terms involved are in terms of
activities. Another type of constant which we can make use of is the concentration ionization constant,
K., which is defined for bases by Eq. 3 in which the square brackets denote the concentration of each
ionic species.

K.=[H][B]/[BH] (3)
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Equation 3 is generally used in the following form (Eq 4), in which pK, is the negative logarithm of
the ionization constant and only applicable if [H'] =au", i.e., Au~ ~1, as indicated below:

pK.=pH + log [BH']/[B] “

The difference between thermodynamic and concentration constants is that the activities of the ions
have to be taken care in calculating the former. These activities compensate for the attraction ions
which can exert on one another (ion pair) as well as for the incomplete hydration of ions in solutions
that are concentrated. The lower the concentration, the less this interaction becomes, until infinite
dilution, the concentration becomes numerically equal to the thermodynamic constant. Equation 3 can
be used for the simplicity, provided that the constant is determined in solution not stronger than 0.01
mol/L and only univalent ions are present. For the present, it needs only to be noted that activity of
neutral species does not differ appreciably from its concentration and that pH, as commonly
determined, is nearer to hydrogen ion activity than that to hydrogen ion concentration, although at low
ionic strength (7 <0.01) these terms do not differ greatly between pH 2 and pH 10. Hence, agy+ is the
only unfamiliar quantity in Eq 2, because azy+ can be substituted for as and ap- is read form the
measuring instruments.

Spectroscopy is an ideal method [46] when a substance is not soluble enough for potentiometry. We
have therefore preferred this method in the present work. This methods, depend on the direct
determination of the ratio of the molecular species, that is, the neutral molecules corresponding to the
ionized species in a series of nonabsorbing buffer solutions for which pH values are either known or
measured, to provide a series of buffers. For a weak base (B), which ionizes by simple proton
addition, the pH values at half protonation were measured for several compounds during the course of
the present work using the UV-Vis spectrophotometric method [45]. The general procedure applied as
follows;

The stock solution of compound (10°M) under investigation was prepared by dissolving the
compound in ethanol in a volumetric flask. Aliquots (ImL) of this solution were transferred into 10
mL volumetric flask and diluted to the mark with buffers of various pH values. The pH was measured
before and after the addition of the new solution. The optical density of each solution was then
measured in 1 cm cells against solvent blanks using a Unicam UV-2 UV-Vis spectrophotometer
equipped with a constant-temperature cell holder. The scanning spectrophotometer was thermostated
at 25 °C (to within £1 °C). The UV spectra of the same compounds were retaken, after the sample in
buffer during 48 hours. The UV spectra were compared, it was observed that those were the same
spectra. In other words there is no interaction between the sample solution and the buffer solution. The
UV spectra of compound 2 are shown in Figure 2a for the pH=7, 50% H>SO4 and 98% H,SO4 The
wavelengths were chosen such that the fully protonated form of the substrate had a much greater or
much smaller extinction coefficient than the neutral form.

Calculation of half protonation values were carried out as follows: the sigmoid curve of the optical
density at the analytical wavelengths (OD, A) was first obtained. Observed optical density (ODops) data
were converted to the observed molar extinction (gobs) using Beer’s law of OD = g.b.c (b: cell width,
cm; ¢: concentration, mol/dm?). Data in the H, range -3 and -8.25 (monoprotic acid behavior) were
fitted in its linear transformation. (Eq. 5) (Figure 2b)

The optical densities of the fully protonated molecule (OD.,, optical density of the conjugated acid) ,
pure free base (ODp,, optical density of the free base) and (ODobs, optical density of the observed) at
acidity were then calculated by linear extrapolation of the arms of the curve. The following equation
(Eq.5) gives the ionization ratio [46]:

1=[BH"]/[B] = (ODobs-ODs,) / (ODca— ODgbs) = (Eobs - &) / (Eca=Eobs) %)
1 is the ionization ratio
265



Tay et al. / Anadolu Univ. J. of Sci. and Technology — A — Appl. Sci. and Eng. 17 (2) - 2016

The linear plot of log 7 as a function of pH using the values -1 < log / < 1 had slope m, which yielded
the half-protonation value as pH'? or, more generally, H'? at log /=0 (Figure 2c). The acidity constant
was calculated as follows (Eq.6) :
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Figure 2. (a )Absorption spectra at different acidity range, (b)&max as a function of H, and (c) H, as a
function of log / of compound 2

3. RESULTS AND DISCUSSION
3.1. Absorbtion Spectra

It is known that an absorbance diagram is a plot of the absorbance at one wavelength against the
absorbance at second wavelength. As a result, an absorbance diagram shows the relative absorbance
changes at two wavelengths as a function of the pH of the buffer solutions. For example the absorption
spectrum of compound 2 shows (Figure 2a) two absorption band which have two absorption maximum
at 267 nm and 253 nm. This absorption bands are attributed to the acidic forms (monocation and
dication) of compound 2.
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3.2. Determination of Acidity Constants

The acidity constants (i.e., the pK, values) of some 2-(4,5-dimethyl-1-(arylamino)-1H-imidazole-2-
yD)thio)-N-(4-arylthiazol-2-yl)acetamide derivatives were determined using the previously described
UV spectroscopic method. The nomenclature and protonation data for studied derivatives 1 to 9 are
presented in Tables 1.

Table 1. IUPAC Nomenclature for studied compounds (1-9)

Comp. IUPAC Name
2-(4,5-dimethyl-1-(phenylamino)-1H-imidazol-2-ylthio)-N-(4-phenylthiazol-2-yl)acetamide
2-(4,5-dimethyl-1-(phenylamino)-1H-imidazol-2-ylthio)-N-(4-(4-methoxyphenyl)thiazol-2-yl)acetamide
N-(4-(4-chlorophenyl)thiazol-2-yl)-2-(4,5-dimethyl-1-(phenylamino)-1 H-imidazol-2-ylthio)acetamide
2-(1-(4-methoxyphenylamino)-4,5-dimethyl-1 H-imidazol-2-ylthio)-N-(4-phenylthiazol-2-yl)acetamide
N-(4-(4-methoxyphenyl)thiazol-2-y1)-2-(1-(4-methoxyphenylamino)-4,5-dimethyl- 1 H-imidazol-2-
ylthio)acetamide

N AW -

6 N-(4-(4-chlorophenyl)thiazol-2-yl)-2-(1-(4-methoxyphenylamino)-4,5-dimethyl-1H-imidazol-2-ylthio)acetamide
7 2-(1-(4-chlorophenylamino)-4,5-dimethyl-1H-imidazol-2-ylthio)-N-(4-phenylthiazol-2-yl)acetamide
8 2-(1-(4-chlorophenylamino)-4,5-dimethyl-1 H-imidazol-2-ylthio)-N-(4-(4-methoxyphenyl)thiazol-2-yl)acetamide
9 N-(4-(4-chlorophenyl)thiazol-2-y1)-2-(1-(4-chlorophenylamino)-4,5-dimethyl-1H-imidazol-2-ylthio)acetamide
Table 2. The first protonation values of the compounds and their UV-spectral data
Spectral Maximum A (nm) Acidity Measurements
Comp. Neutral species® Monocation® e 24 pKal Corr.¢
(log &max) (log &max)

1 307 (4.23) 264 (4.34) 227 13.25 8.46+0.24 0.95

2 293 (4.45) 267 (4.19) 302 -8.25 8.22+0.28 1.00

3 291 (4.44) 271 (4.45) 271 -7.82 7.67 +0.35 0.96

4 282 (4.35) 265 (4.34) 261 -6.72 7.51+0.34 0.97

5 290 (4.43) 268 (4.47) 235 10.85 7.89 +0.34 0.97

6 272 (4.43) 271 (4.46) 233 13.50 7.79 +£0.30 0.95

7 274 (4.31) 267 (4.40) 227 10.70 6.93+0.11 0.99

8 287 (4.19) 267 (4.24) 268 15.15 8.04+0.23 0.96

9 286 (4.43) 263 (4.45) 308 9.15 6.01 +£0.13 0.98

@ Measured in pH=7; ® measured in 1% or 50% H2SO4; ¢ measurement of the dissociation constant on the wavelength (nm); 9
half protonation values; © correlation coefficient

Table 3. The second protonation values of the compounds and their UV-spectral data

Com Spectral Maximum A (nm) Acidity Measurements

P- Monocation? (10og &nax) Dication® (log &nax) A° H2d pKa2 Corr.*
1 264 (4.34) 249 (4.60) 249 -7.72 5.23+0.25 1.00
2 267 (4.19) 253 (4.60) 253 -7.45 4.00+£0.13 0.99
3 271 (4.45) 253 (4.54) 253 -7.90 3.07+£0.36 0.93
4 265 (4.34) 260 (4.37) 301 5.30 4.16+0.24 0.93
5 268 (4.47) 262 (4.71) 296 -812  3.92+037  0.89
6 271 (4.46) 261 (4.66) 310 465  473+£0.19 099
7 267 (4.40) 250 (4.69) 300 720 417+£035 090
8 267 (4.24) 254 (4.36) 290 5.70 3.31+£0.10 0.99
9 263 (4.45) 252 (4.61) 252 4.50 3.25+0.30 0.97

2 Measured in 1% or 50% H2SO4; ® measured in 98% H2SO4; ¢ measurement of the dissociation constant on the wavelength
(nm); ¢ half protonation values; ¢ correlation coefficient

267



Tay et al. / Anadolu Univ. J. of Sci. and Technology — A — Appl. Sci. and Eng. 17 (2) - 2016

I Sy
s Q HN_</

g

NH HN—</
- H
H,C N® R?
| S>—s o ,
R . N \—( @N

R!, R%=H, OCH3, CI S

H,C

H;C

H4C

Figure 3. Possible protonation pattern for the first and second protonation of compounds (1-9)

The acetamides share the same structural backbone, such that one arylamino group and one phenyl
ring attached to a thiazole ring are bridged via an acetamide (-CH,-CO-NH-) linkage. These
heterocyclic rings are responsible for the acid behavior of the studied compounds. Figure 3 indicates
the presence of two possible protonation centers (the imidazole-ring and thiazole-ring nitrogen atoms)
in each molecule.

One method for determining the protonation centers for the first and second protonation involves a
comparison of the obtained data with the literature values. According to the literature, the pK, values
are 7.00 and 4.10 for the imidazole and 4-phenyl-2-aminothiazole, respectively [47-48]. As indicated
in Table 2, the first acidity constant values of the acetamide derivatives are greater than 7.00. In this
case, the imidazole can be protonated. According to these data, the first protonation pK, values of
compound 1 were observed to be the lowest (i.e., 8.46) and the protonation pK, values of compound 9
were observed to be the highest (i.e., 6.01) among the investigated derivatives. The acidity of the
acetamide derivatives is influenced by the substituents on the aromatic phenyl ring. The low acidity of
compound 1 can be attributed to the high electron density at the imidazole ring system that results
from the electron-donor character of the substituent phenyl group; therefore, the proton bonds more
strongly to the heterocyclic nitrogen atom, affording a lower acidity constant for compound.
Compound 9 possesses an electron-withdrawing Cl group, which decreases the electron density on the
imidazole ring. Consequently, the bond between the hydrogen atom and the imidazole nitrogen atom is
weakened, leading to easier ionization, that is, high acidity. The results in Table 2 reveal that the pKa)
values increase in the following order:

Compd. 1< 2 < 8 < 5 < 6 < 3 < 4 < 7 < 9
R, R? H,H H,OCH; Cl,OCHs; OCH;3; OCH; OCH; Cl H,Cl OCHs;,H CLH Cl,Cl
Exp. pKai  8.46 8.22 8.04 7.89 7.79 7.67 7.51 6.93  6.01

increasing acidity —
As evident from the results in Table 3, the values of the second acidity constants (pKa2) were found to

be 5.23 between 3.07, which are close the value of thiazole protonation. According to the obtained
results, the pKa» values increase as follows:
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Compd. 1< 6 < 7 < 4 < 2 < 5 < 8 < 9 < 3
R!, R? HH OCH;Cl CLH OCH;H H,OCH; OCH; OCHs Cl,OCH; CLCI H,Cl
Exp. pKax 523 4.73 4.17 4.16 4.00 3.92 3.31 325 3.07

increasing acidity —

This order of increasing acidity is logical since it gives the electron-donating effect of the phenyl
group and the inductive electron-withdrawing effect of the Cl group in the para position on the phenyl
ring. Therefore, the second protonation value of compound 1 was observed to be the lowest (i.e., 5.23)
and that of compound 3 was observed to be the highest (i.e., 3.07).

4. CONCLUSION

We have determined the acidity constants of nine acetamide derivatives in ethanol using a UV
spectroscopic method. A comparison of the data given in Tables 2 and 3 reveals that the lowest pK,
values were observed for molecules 9 and 3, both of which carry an inductive electron-withdrawing
substituent (i.e., a chloro group).

REFERENCES

[1] Foulon C, Duhal N, Lacroix-Callens B, Vaccher C, Bonte JP, Goossens JF. Determination of
pK(a) values of benzoxa-, benzothia- and benzoselena-zolinone derivatives by capillary
electrophoresis - Comparison with potentiometric titration and spectrometric data. Eur J Pharm Sci
2007; 31: 165-171.

[2] Corona-Avendano S, Alarcon-Angeles G, Rojas-Hernandez A, Romero-Romo MA, Ramirez-Silva
MT. Study on the stability of adrenaline and on the determination of its acidity constants.
Spectrochim Acta A 2005; 61: 305-311.

[3] Alizadeh K, Ghiasvand AR, Borzoei M, Zohrevand S, Rezaei B, Hashemi P, Shamsipur M,
Maddah B, Morsali A, Akhbari K, Yavari I. Experimental and computational study on the aqueous
acidity constants of some new aminobenzoic acid compounds. J Mol Liq 2009; 149: 60-65.

[4] Alizdeh K, Rezaei B, Maddah B. Spectrophotometric determination of aqueous acidity constants of
three azo dyes. Cent Eur J Chem 2010; 8: 392-395.

[5] Niazi A, Yazdanipour A, Ghasemi J, Amini A, Bozorgzad S, Kubista M. Spectrophotometric
investigation of the acidity constants of fluorescein in various water-organic solvent media. Chem Eng
Commun 2008; 195: 1257-1268.

[6] Bordbar M, Faal AY, Ahari-Mostafavi MM, Gharagozlou M, Fazaeli R. Multi-wavelength
spectrophotometric determination of acidity constants of some salicylaldimine derivatives. J Mol Liq
2013; 178: 70-77.

[7] Huang Y, Liu LH, Liu WH, Liu SG, Liu SB. Modeling Molecular Acidity with Electronic
Properties and Hammett Constants for Substituted Benzoic Acids. J. Phys. Chem. A 2011; 115:
14697-14707.

[8] Diaz D, Ford KA, Hartley DP, Harstad EB, Cain GR, Achilles-Poon K, Nguyen T, Peng J, Zheng
Z, Merchant M, Sutherlin DP, Gaudino JJ, Kaus R, Lewin-Koh SC, Choo EF, Liederer BM, Dambach
DM.. Pharmacokinetic drivers of toxicity for basic molecules: Strategy to lower pK. results in
decreased tissue exposure and toxicity for a small molecule Met inhibitor. Toxicol Appl Pharm 2013;
266: 86-94.

269



Tay et al. / Anadolu Univ. J. of Sci. and Technology — A — Appl. Sci. and Eng. 17 (2) - 2016

[9] Duran, M, Canbaz MC. pK, Determination of Newly Synthesized N-(benzothiazole-2-yl)-2-(4,5-
dimethyl-1-(phenylamino)- 1 H-imidazol-2-ylthio) acetamide derivatives. Ind Eng Chem Res 2013; 52:
8355-8360.

[10] Ogretir C, Demirayak S, Tay NF, Duran M. Determination and evaluation of Acid Dissociation
Constants of Some Substituted 2-Aminobenzothiazole Derivatives. J] Chem Eng Data 2008; 53: 422-
426.

[11] Tay F, Arslan TA. Theoretical Study on Basicity Behaviour of Some 4- Amino Quinazoline
Derivatives. AUJIST-B 2011; 1(2): 141-148.

[12] Tay F, Duran M, Demirayak S. A Quantum chemical DFT/HF study on acidity constants of some
benzothiazole and thiazole derivatives. Indian J Chem B 2014; 53: 102-110.

[13] Jorgensen WL, Briggs JM, Gao J. A Priori Calculations of Pkas for Organic-Compounds in
Water - the pK, of Ethane. ] Am Chem Soc 1987; 109: 6857-6858.

[14] Potter MJ, Gilson MK, Mccammon JA.. Molecule pK(a) Prediction with Continuum
Electrostatics Calculations. ] Am Chem Soc 1994; 116: 10298-10299.

[15] Fotouhi L, Asadi S, Tammari E, Heravi MM, Nematollahi D. Electrochemical Oxidation of
Catechol and 4-tert-Butylcatechol in the Presence of 1-Methyl-1H-imidazole-2-thiol: Synthesis and
Kinetic Study. J Iran Chem Soc 2008; 5: 712-717.

[16] Kara D, Alkan M. Determination of acidity constants of acid-base indicators by second-derivative
spectrophotometry. Spectrochim Acta A 2000; 56: 2753-2761.

[17] Blasko A, Bunton CA, Bunel S, Ibarra C, Moraga E. Determination of acid dissociation constants
of anomers of amino sugars by H-1 NMR spectroscopy. Carbohyd Res 1997; 298: 163-172.

[18] Lachenwitzer A, Li N, Lipkowski J. Determination of the acid dissociation constant for bisulfate
adsorbed at the Pt(111) electrode by subtractively normalized interfacial Fourier transform infrared
spectroscopy. Journal of Electroanal Chem 2002; 532: 85-98.

[19] Rouhani S, Rezaei R, Sharghi H, Shamsipur M, Rounaghi G. Spectrophotometric Determination
of Acidity Constants of Some Anthraquinone Derivatives in Binary Methanol-Water Mixtures.
Microchem J 1995; 52: 22-27.

[20] Elbagerma MA, Edwards HGM, Azimi GIJ. Raman spectroscopic determination of the acidity
constants of salicylaldoxime Scowen in aqueous solution. J Raman Spectrosc 2011; 42: 505-511.

[21] Eseola AO, Obi-Egbedi NO. Spectroscopic study of 2-, 4-and 5-substituents on pK(a) values of
imidazole heterocycles prone to intramolecular proton-electrons transfer. Spectrochim Acta A 2010;
75: 693-701.

[22] Gladysheva T, Liu JY, Rosen BP. His-8 lowers the pK(a) of the essential Cys-12 residue of the
ArsC arsenate reductase of plasmid R773. J Biol Chem 1996; 271: 33256-33260.

[23] Ulusoy N, Kiraz M, Kucukbasmaci O. New 6-(4-bromophenyl)imidazo[2,1-b]thiazole
derivatives: Synthesis and antimicrobial activity. Monatsh Chem 2002; 133: 1305-1315.

270



Tay et al. / Anadolu Univ. J. of Sci. and Technology — A — Appl. Sci. and Eng. 17 (2) - 2016

[24] Kaplancikli ZA, Turan-Zitouni G, Revial G, Guven K.. Synthesis and study of antibacterial and
antifungal activities of novel 2-[[(benzoxazole/benzimidazole-2-yl)sulfanyl] acetylamino]thiazoles.
Arch Pharm Res 2004; 27: 1081-1085.

[25] Desai NC, Joshi VV, Rajpara KM, Vaghani HV, Satodiya HM.. Facile synthesis of novel fluorine
containing pyrazole based thiazole derivatives and evaluation of antimicrobial activity. J Fluorine
Chem 2012; 142: 67-78.

[26] Karpov KA, Nazarenko AV, Pekarevskii BV, Potekhin VM. Biocidal and anticorrosive effect of
2-aminothiazole derivatives used as additives to jet fuels. Russ J Appl Chem+ 2001; 74: 998-1001.

[27] Rehse K, Baselt T. New 2-Amino-thiazole-4-acetamides with Antiplatelet Activity, Archiv der
Pharmazie 2008; 341:645-654.

[28] Karade HN, Acharya BN, Sathe M, Kaushik MP. Design, synthesis, and antimalarial evaluation
of thiazole-derived amino acids. Med Chem Res 2008; 17: 19-29.

[29] Moldovan CM, Oniga O, Parvu A, Tiperciuc B, Verite P, Pirnau A, Crisan O, Bojita M, Pop R..
Synthesis and anti-inflammatory evaluation of some new acyl-hydrazones bearing 2-aryl-thiazole. Eur
J Med Chem. 2011; 46: 526-534.

[30] Mungra DC, Kathrotiya HG, Ladani NK, Patel MP, Patel RG. Molecular iodine catalyzed
synthesis of tetrazolo[1,5-a]-quinoline based imidazoles as a new class of antimicrobial and
antituberculosis agents. Chinese Chem Lett 2012; 23: 1367-1370.

[31] Duran M, Demirayak S. Synthesis of 2-[4,5-dimethyl-1-(phenylamino)-1H-imidazol-2-ylthio]-N-
(thiazole-2-yl)acetamide derivatives and their anticancer activities. Med Chem Res 2013; 22: 4110-
4124.

[32] Samus NM, Mel'nik SV, Tsapkov VI. Coordination compounds of cobalt, nickel, and copper with
some 4-(salicylideneamino)benzenesulfonamides. Russ J of Gen Chem 2000; 70: 281-286.

[33] Svanvik N, Westman G, Wang DY, Kubista M. Light-up probes: Thiazole orange-conjugated
peptide nucleic acid for detection of target nucleic acid in homogeneous solution. Anal Biochem 2000;
281: 26-35.

[34] Samus NM, Alnabgaly N, Shlyakhov EN, Tsapkov VI, Burdenko TA, Stan VV. Synthesis and
Antimicrobial Activity of Coordination-Compounds of 3d Elements with Schiffs Bases Derived from
5-Nitrofurfurol and Some Sulfanilamides. KhimFarm ZH+ 1991; 25:37-39.

[35] Solmaz R, Kardas G. Electrochemical synthesis and characterization of poly-2-aminothiazole,
Prog Org Coat 2009; 64: 81-88.

[36] Atta NF. Electrochemical synthesis, characterization and some properties of a polymer derived
from thioflavin S. Eur Polym J 2005; 41: 3018-3025.

[37] Jenkins IH, Pickup PG. Electronically Conducting Polymers Containing Conjugated Bithiazole
Moieties from Bis(Thienyl)Bithiazoles. Macromolecules 1993; 26: 4450-4456.

[38] Zhao H, Jiang Y, Ma YR, Wu ZJ, Cao Q, He YJ, Li XJ, Yuan ZB. Poly(2-amino-4-thiazoleacetic
acid)/multiwalled carbon nanotubes modified glassy carbon electrodes for the electrochemical
detection of copper(Il). Electrochim Acta 2010; 55: 2518-2521.

271



Tay et al. / Anadolu Univ. J. of Sci. and Technology — A — Appl. Sci. and Eng. 17 (2) - 2016

[39] Kalimuthu P, John SA. Simultaneous determination of ascorbic acid, dopamine, uric acid and
xanthine using a nanostructured polymer film modified electrode. Talanta 2010; 80: 1686-1691.

[40] Kalimuthu P, John SA.. Electropolymerized film of functionalized thiadiazole on glassy carbon
electrode for the simultaneous determination of ascorbic acid, dopamine and uric acid.
Bioelectrochemistry 2009; 77: 13-18.

[41] Kalimuthu P, John SA,. Simultaneous determination of epinephrine, uric acid and xanthine in the
presence of ascorbic acid using an ultrathin polymer film of S5-amino-1,3,4-thiadiazole-2-thiol

modified electrode. Anal Chim Acta 2009; 647: 97-103.

[42] Au-Alvarez O, Peterson RC, Crespo AA, Esteva YR, Alvarez HM, Stiven AMP, Hernandez RP..
2-amino-4-phenylthiazole. Acta Crystallogr C 1999; 55: 821-823.

[43] Robinson RA, Stokes RH. Electrolyte Solutions, The Measurement and Interpretation of
Conductance, Chemical Potential, and Diffusion in Solutions of Simple Electrolytes. London:
Butterworths, 1968. pp 545-548.

[44] Bowden K. Acidity functions for strongly basic solutions. Chem Rev 1966; 66: 2.

[45] Cookson RF. The determination of acidity constants. Chem Rev 1974; 74: 1.

[46] Albert, A, Serjeant EP. The determination of Ionisation Constants, London: Chapman and Hall,
1984.

[47] Gupta RR, Kumar M, Gupta V. Heterocyclic Chemistry. Five Membered Heterocycles, Vol.Il,
Germany: Springer, 1999. pp 385-386.

[48] Strauss U, Haerter H P, Schindler O. Vergleich der Dissoziationskonstanten von 2-Amino-
thiazol- und 2-Amino-oxazol-Derivaten. Chimia 1973; 27: 99-102.

272



