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Abstract

Taxifolin, also known as dihydroquercetin, is a flavonoid commonly found in plants. Carbonic
anhydrase (CA, EC 4.2.1.1) plays an important role in many critical physiological events
including carbon dioxide (CO2)/bicarbonate (HCO�3 ) respiration and pH regulation. There are 16
known CA isoforms in humans, of which human hCA isoenzymes I and II (hCA I and II) are
ubiquitous cytosolic isoforms. In this study, the inhibition properties of taxifolin against the
slow cytosolic isoenzyme hCA I, and the ubiquitous and dominant rapid cytosolic isoenzyme
hCA II were studied. Taxifolin, as a naturally bioactive flavonoid, has a Ki of 29.2 nM against hCA
I, and 24.2 nM against hCA II. For acetylcholinesterase enzyme (AChE) inhibition, Ki parameter of
taxifolin was determined to be 16.7 nM. These results clearly show that taxifolin inhibited both
CA isoenzymes and AChE at the nM levels.
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Introduction

In recent years, natural flavonoids have attracted significant
interests in the scientific arena because of their versatility of uses
and health-promoting effects. Flavonoids are important com-
pounds that can be found in many plants, including edible fruits
and vegetables. Flavonoids act as efficient antioxidants because of
their ability to chelate transition metal ions, to scavenge free
radicals and to interact with enzymes1–3. It was reported that
in vivo and in vitro studies of flavonoids showed that they have a
positive impact on many important diseases, such as those
affecting cardiovascular system1,3.

Phenolic compounds contain at last a hydroxyl group (–OH)
bonded to aromatic ring and are mildly acidic4–11. Phenolic
compounds are classified as simple phenols or polyphenols based
on the number of phenol units in the molecule. This chemical class
in terms of biological and pharmaceutical is very reactive12–24.

Taxifolin (dihydroquercetin) is a representative flavonoid
compound. It is present in the plants from the Pinus genus and
it is also found in citrus fruits and milk thistle seeds25. Taxifolin
has many a large area of biological effects, including anti-
inflammatory, hepatoprotective effects and antitumor effects26.

More important, taxifolin produces effective antioxidant effects,
which contribute to its cardiovascular protective effects. Due to
the reducing properties of its hydroxyl groups, taxifolin exhibits
antioxidant activity and reacts with free radicals3.

Researchers have demonstrated that taxifolin decreased the
production of lipid radicals in a concentration-dependent manner
and reduced the peroxidase activity of the complex of cytochrome c
combined with dioleoyl cardiolipin, which is critical for the onset
of apoptosis. Taxifolin also ameliorated cerebral ischemia-
reperfusion injury by inhibiting oxidative enzymes and reducing
the overproduction of ROS27,28. Taxifolin inhibited recombinant
human aldose reductase and the accumulation of sorbitol in human
erythrocyte in diabetes. Taxifolin also retained the clarity of rat
lenses incubated with glucose, suggesting that taxifolin might be
effective in preventing osmotic stress in hyperglycemia29.
However, there has been little work on possible beneficial effects
of taxifolin for diabetic cardiomyopathy. Caspase enzymes are
important factors for modulating the apoptotic cascade. These
results have demonstrated that caspase-3 and caspase-9 activities
were significantly inhibited by taxifolin30. Additionally, it was
shown that taxifolin decreases the angiotensin-converting enzyme
activity in the aorta of aging rats31. Studies have shown the
modulatory effects of flavonoids upon multiple enzymes
involved in xenobiotic metabolism such as on various cytochrome
P450 monooxygenase isoforms and phase II conjugation
enzymes and on membrane transport systems including in drug
excretion32–35.
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Carbonic anhydrase enzymes (CAs) are ubiquitous in all the
living organisms. They have crucial physiological and patho-
logical roles such as in fluid balance, calcification, pH regulation,
carboxylation reactions, tumorigenicity, bone resorption, the
synthesis of HCO�3 and in many other pathophysiological
processes36–39. The CA catalyzes the reversible hydration of
carbon dioxide (CO2) and water (H2O) to bicarbonate (HCO�3 )
and a proton (H+)40–46.

CO2 + H2O ⇔ H2CO3 ⇔ HCO3
− + H+

An enzyme inhibitor is a molecule that engages to an enzyme
and decreases its activity. An inhibitor can prevent a substrate
from binding the active site of the enzyme, thus hindering
catalysis. It is well known that CA inhibitors (CAIs) bind to a
catalytic zinc ion (Zn2+) in the active site of CA isoenzymes and
block their activity47–52. The clinical use of CAIs had been
established as antiglaucoma, and as anticonvulsant agents48,
diuretics42 and antiobesity drugs53–55 in the management of
mountain sickness, gastric and duodenal ulcers, neurological
disorders or osteoporosis47. Additionally, CAIs have recently been
used as hypoxic tumors management agent56,57. The first
clinically used heterocyclic and aromatic sulfonamides were
clinically used derivatives of acetazolamide (AZA), a known
CAI58,59. AZA is an inhibitor of CA and used for glaucoma,
idiopathic intracranial hypertension, epilepsy and altitude sick-
ness. To regenerate the basic form of CA isoenzyme, a H+ is
transferred from the active site to the solvent. This H+ transpor-
tation may be supported by active site residues or by present
buffers in the reaction medium. The fourth position is occupied by
H2O at an acidic pH and is catalytically inactive. At higher pH, a
H2O molecule binds to Zn2+ within the CA active site. Then, this
proton transfer reaction transfers a H+ to the solvent, leaving an
–OH group47,49,50,52,57.

Alzheimer’s disease (AD) is a neurological disorder in which
the patient suffers from memory loss and impaired cognitive
abilities. AD is a chronic neurological disorder in which the
patient suffers from loss impaired cognitive abilities, deficits in
activities of daily living and behavioral disturbances37,60.
According to the cholinergic hypothesis, memory impairment in
patients suffering from AD results from decreased levels of
the neurotransmitter acetylcholine (ACh) in the cortex39.
Acetylcholinesterase (AChE, EC: 3.1.1.7) is a hydrolase that
plays a key role in cholinergic transmission through catalyzing the
rapid hydrolysis of the neurotransmitter ACh61. AChE is a
special carboxylic ester hydrolase that hydrolyses the esters of
choline39,60 to produce acetic acid and choline62.

AChE is found in high concentrations in the brain and in
erythrocytes63. AChE is a necessary enzyme for the nervous
system. AChE inhibitors (AChEI) are used in the treatment of
several neuromuscular diseases, and were studied for treatment of
AD39,61,64. The use of AChEI to block the cholinergic degradation
of ACh is therefore considered to be a promising approach for the
treatment of AD. Natural products might slow the progression of
AD by simultaneously protecting neurons from oxidative stress
and by acting as an AChEI65. Certain organophosphorus and
carbamate derivatives are known to be the best inhibitors of AChE

catalytic activity66. Carbamate pesticides show their toxicity by
irreversibly modifying the catalytic serine residue of AChE, and
the inhibiting the AChE67. Recently, several studies supported
that many active compounds from plant origins, including
anthocyanins and terpenoids have AChE inhibition activity68,69.
Additionally, some studies demonstrated that grape and blueberry
anthocyanin70,71, grape skin anthocyanin72 lycodine-type alkal-
oids from Lycopodiastrum casuarinoides73 have neuroprotective
roles.

In this study, we identify the potential inhibition profile and
associated mechanisms of taxifolin for human CA isoenzymes
I and II (hCA I and II) and for AChE which are widely used
enzyme in pharmacological industry.

Experimental

Purification of CA isoenzymes

Both hCA isoenzymes were purified by sepharose-4B-L-tyrosine-
sulphanilamide affinity chromatography74–77. For this purpose,
the lysate was adjusted with Tris buffer to pH 8.7 and applied to
the affinity column. Then, protein content in the eluates was
recorded spectrophotometrically at wavelength of 280 nm.
SDS–PAGE (sodium dodecyl sulphate-polyacrylamide gel elec-
trophoresis) was performed after purification of the enzymes. The
isoenzymes purities were controlled by SDS–PAGE, and a single
band was found for each CA isoenzyme78. SDS–PAGE method
has been detailed described previously79 and was performed using
acrylamide in the running (10%) and the stacking gel (3%), with
0.1% SDS80,81.

Determination of CA isoenzymes activities

Both CA isoenzyme activities were performed according to the
procedure of Verpoorte et al.82 and as described previously by our
group81,83. The absorbance change was spectrophotometrically
reordered at 348 nm during 3 min at room temperature (25 �C).
One unit of enzyme activity is expressed as 1 mol/L of released
p-nitrophenol per minute at 25 �C84. The protein quantity was
spectrophotometrically determined at 595 nm during purification
steps by the Bradford method85. Bovine serum albumin was used
as the standard protein86,87.

CA isoenzymes inhibition assay

The inhibition property of taxifolin against both CA isoenzymes
was determined by hydrolysis of p-nitrophenylacetate to
p-nitrophenol. The later molecule can be monitored spectro-

photometrically49. The CO2 hydration reaction catalyzed by CA
was first observed in the absence of taxifolin; the resulting rates
were measured and used as a control for the CA isoenzymes.
Also, the same reaction was measured in the presence of taxifolin.
The percent inhibition was determined with (%)¼ [100� (AS/
AC)� 100], where AS is the absorbance of the sample containing
taxifolin and AC is the absorbance of the control sample. The
activity (%)–[taxifolin] graphs were drawn and the half maximal
inhibitory concentration (IC50) values of taxifolin demonstrated
450% inhibition of CA isoenzymes were calculated after
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suitable dilutions. Ki values for taxifolin were determined for both
isoenzymes. For this purpose to determine the Ki values, taxifolin
was tested at three different concentrations. Ki is the binding
affinity constant of the taxifolin to CA isoenzymes. NPA was used
as the substrate at five different concentrations, and Lineweaver–
Burk curves were drawn88 in detail as described previously89–92.

Acetylcholinesterase inhibition assay

Acetylcholinesterase enzyme inhibition assay was determined on
commercially available purified AChE (Product no: C3389-
Sigma–Aldrich, St. Louis, MO) from electric gel (Electrophorus
electricus) based on the method of Ellman procedure93. Acetyl
thiocholine iodide (ATCI) was used as the substrate. Also, 5,5-
dithiobis(2-nitrobenzoic) acid (DTNB) was used for the monitor-
ing of AChE activity. Briefly, 150ml of sodium phosphate buffer
(0.1 M, pH 8.0), 10 ml test compound solution and 20ml of enzyme
solution (0.09 units/ml) were mixed and incubated for 15 min at
room temperature. Then, 10 ml of DTNB (10 mM) was transferred
and the reaction was initiated by the addition of substrate solution
(10ml of ATCI, 14 mM solution). The hydrolysis of the ATCI was
measured by the formation of the product, 5-thio-2-nitrobenzoate,
which is released by AChE hydrolysis. Absorbance of final
solution was spectrophotometrically measured at 412 nm
(Beckhman Coulter DU 730) after 10-min incubation. Tacrine,
a standard AChE inhibitor, was used as a positive control.
The percent of AChE inhibition was calculated as follows:

Inhibition %ð Þ ¼ 100� AS=AC½ � � 100

where AS is the absorbance of the sample containing taxifolin and
AC is the absorbance of the control sample.

Results and discussion

Carbonic anhydrases catalysis the crucial pathophysiological
processes that are connected with CO2/HCO�3 transport and
homeostasis, biosynthetic reactions including gluconeogenesis,
ureagenesis and lipogenesis, respiration, calcification, tumorigen-
icity, electrolyte secretion in a variety of tissues and organs, and
bone resorption94. Phenolic compounds are a class of chemicals
containing of a –OH bonded directly to an aromatic hydrocarbon
group and are categorized either as simple phenols or as
polyphenols depending on the number of phenol units in the
molecule24. Recently, a lot of phenolic acid, phenols and phenolic
derivatives were investigated in detail as inhibitors of the Zn2+-
containing CA isoenzymes by our group95–99. It was reported all
CA isoforms are inhibited by three different mechanisms: (i)
inhibition by coordination of the inhibitor to the Zn2+ located
in the active site of CA isoenzymes, thereby replacing the
Zn2+-bound H2O/–OH, which leads to a tetrahedral geometry for
Zn2+. This geometry can also arise by the addition of an inhibitor

to the metal coordination sphere when the Zn2+ has trigonal
bipyramidal geometry1. (ii) Inhibition by anchoring of the
inhibitor to the Zn2+-bound solvent molecule, i.e. an H2O/–OH.
Phenolic compounds and polyamine molecules can bind to CA in
this way, as shown schematically for phenol or (iii) inhibition by
inhibitor occlusion of the active site or activator-binding site of
CA100–102. Thus, by binding in a non-classical way to CAs,
phenols and their derivatives provide interesting leads for
identifying novel types of CAIs. Taxifolin has two classical
structural characteristics in one molecule: phenols and ketone.

It has been reported that phenols act as an inhibitors of the
Zn2+-containing CA isoenzymes103. Phenol binds to CA in a
diverse manner when compared to the classic sulfonamide
inhibitors. Sulfonamides coordinate to the Zn2+ ion in the CA
active site by replacing the fourth non-protein ligand, which is
typically an H2O molecule or a –OH ion. By binding in a non-
classical way to CAs, phenols and their derivatives constitute
interesting leads for identifying novel types of CAIs94,100,102. In
the present study, we report the inhibition profiles of taxifolin
against the slower cytosolic isoform, hCA I and the more rapid
isoenzyme hCA II. Taxifolin showed effective inhibition of both
isoforms (Table 1).

To describe inhibitory effects, researchers often list an IC50

value; however, a more suitable measure is the Ki constant. Ki

values were calculated from Lineweaver–Burk graphs (Figures 1,
2 and 3), and both the Ki and IC50 parameters of the taxifolin were
determined in this study. The Lineweaver–Burk plot is a graphical
representation of the Lineweaver–Burk equation of enzyme
kinetics104. The plot provides a useful graphical method for
analysis of the Michaelis–Menten equation:

V ¼ Vmax þ
½S�

Km þ ½S�

Taking the reciprocal gives

1

V
¼ Km þ ½S�

Vmax½S�
¼ Km

Vmax

� 1

½S� þ
1

Vmax

where V is the reaction velocity, Km is the Michaelis–Menten
constant, Vmax is the maximum reaction velocity and [S] is the
substrate concentration.

As shown in Table 1 and Figure 1, the IC50 and Ki values were
found for taxifolin against both CA isoenzymes. For the cytosolic
isoenzyme hCA I, taxifolin had an IC50 value of 27.72 nM and a
Ki value of 29.20 ± 2.85 nM (Table 1). On the other hand, AZA is
a hCA I that is used for the medical treatment of glaucoma,
altitude sickness, epileptic seizure, idiopathic intracranial hyper-
tension, central sleep apnoea, cystinuria, periodic paralysis and
dural ectasia. AZA was extensively used as positive control for
both CA isoenzymes. In the present study, AZA demonstrated
IC50 values of 315.52 and 123.53 nM against hCA I and II,

Table 1. The inhibition profiles of taxifolin on purified hCA I and II from human erythrocytes by sepharose-4B-L-tyrosine-
sulfanilamide affinity chromatography and inhibition of AChE purified from electric gel (Electrophorus electricus).

Taxifolin Kinetic parameters hCA I hCA II AChE

OH

OH O

OH

OH

HO

IC50 (nM) 27.7 43.3 30.1

R2 0.9858 0.9682 0.9723
Ki (nM) 29.2 ± 2.9 24.2 ± 6.5 16.7 ± 3.9

Inhibition type Non-competitive Non-competitive Non-competitive
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respectively. On the other hand, its Ki values for both isoenzymes
were found as 184.34 and 61.12 nM, respectively. These results
clearly show that taxifolin had more CA isoenzyme inhibitor
effects than that of AZA.

As seen in Figure 2, for the physiologically predominant CA II,
taxifolin had an IC50 value of 43.31 nM and a Ki value of
24.15 ± 6.45 nM. Many studies have shown that the inhibition of
CA II is brought about by an inhibitor’s ability to bind to the
catalytic Zn2+ in the CA active site and mimic the tetrahedral
transition state47,49,50.

There are important differences in inhibition between the two
isoenzymes. The main difference is found in the active site
architectures of the two hCA isoenzymes and is due to the
presence of more histidine residues in the CA I isoform47.

In addition to the Zn2+ binding ligands (His 94, His 96 and His
119) discussed in the introduction, the His 64 residue of CA I play
an important role in catalysis. Another difference between the two
isozymes is that CA II contains a histidine cluster consisting of
the following residues: His 64, His 4, His 3, His 10, His 15 and
His 17 which are absent in CA I. Hence, these two isozymes
exhibit different affinities for the inhibitors. In general, CA II has
a higher affinity for the inhibitor than CA I47.

hCA I is highly abundant in red blood cells and is found in
many tissues but its precise physiological function is unknown.
CA I is associated with cerebral and retinal edema; thus, the
inhibition of CA I may be a valuable tool for fighting these
conditions. The physiologically predominant cytosolic
isoform hCA II is ubiquitous, and it is associated with several

Figure 1. Determination of the half maximal
inhibitory concentration (IC50) (A) and
inhibition constant (Ki) values (B) of taxifolin
for human erythrocyte carbonic anhydrase I
isoenzyme (hCA I) by using a Lineweaver–
Burk graph.
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Figure 3. Determination of the half maximal
inhibitory concentration (IC50) value (A) and
inhibition constant (Ki) value (B) of taxifolin
for acetylcholinesterase enzyme (AChE) by
using a Lineweaver–Burk graph.
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Figure 2. Determination of the half maximal
inhibitory concentration (IC50) (A) and
inhibition constant (Ki) values (B) of taxifolin
for human erythrocyte carbonic anhydrase II
isoenzyme (hCA II) by using a Lineweaver–
Burk graph.
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diseases including epilepsy, edema, glaucoma and altitude
sickness56,57,105.

AZA is a well-known example of a clinically established
CAI106,107 and in recent years we have reported its strong
inhibition of both human cytosolic CA I and II. CAI effects are
also exhibited by a wide spectrum of phenolic compounds
including melatonin40, morphine41, vitamin E74, CAPE84, anti-
oxidant phenols100, phenolic acids98, natural product polyphenols
and phenolic acids96, natural phenolic compounds51,92,95, anti-
oxidant polyphenol products92,95 (3,4-dihydroxyphenyl)(2,3,4-
trihydroxyphenyl)methanone and its derivatives52, natural and
synthetic bromophenols57,91,108, novel sulfonamide derivatives of
aminoindanes and anilines44, novel phenolic sulfamides108, novel
phenolic benzylamine derivatives45, sulfonamide derivatives60

and novel sulfamide analogues of dopamine-related compounds38,
new benzotropone derivatives50, guaiacol and catechol deriva-
tives55, capsaicin109, hydroquinone110 and brominated diphenyl-
methanone and its derivatives46, novel sulfamides and
sulfonamides incorporating a tetralin scaffold39. These extensive
studies indicate the importance of CA I and II isoenzyme
inhibitors.

AChE was very strongly inhibited by taxifolin (Table 1).
Taxifolin had an IC50 value of 30.1 nM and a Ki value of
16.7 ± 3.9 nM (Figure 3). On the other hand, donepezil hydro-
chloride, which is used to the treatment of mild-to-moderate AD
and various other memory impairments, had been shown to lower
AChE inhibition activity (IC50: 55 nM)106. Donepezil hydrochlor-
ide contains N-benzylpiperidine and an indanone moiety that
shows longer and more selective action.

Conclusions

Taxifolin demonstrated unique inhibition profiles against both CA
isoforms I and II. These results demonstrated that in the light of
the high homology between these two CAs, they exhibit similar
activity. Taxifolin was first identified as a potent CAI because
phenolic compounds with aromatic rings have previously been
identified as inhibitors of CA. In this study, nanomolar levels of
Ki and IC50 values were observed for taxifolin. We show that
taxifolin is a selective inhibitor for both cytosolic CA isoenzymes.
These results clearly indicate the potential for use of bioactive
taxifolin to identifying more CAIs and for eventually targeting
additional isoforms. Additionally, taxifolin had effective AChE
inhibition properties and it can be a good candidate for the
treatment of mild-to-moderate AD and various other memory
impairments.
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24. Gülçin _I. Antioxidant activity of eugenol – a structure and activity
relationship study. J Med Food 2011;14:975–85.

25. Kim NC, Graf TN, Sparacino CM, et al. Complete isolation and
characterization of silybins and isosilybins from milk thistle
(Silybum marianum). Org Biomol Chem 2003;1:1684–9.

26. Weidmann AE. Dihydroquercetin: more than just an impurity? Eur J
Pharmacol 2012;684:19–26.

27. Vladimirov YA, Proskurnina EV, Demin EM, et al.
Dihydroquercetin (taxifolin) and other flavonoids as inhibitors of
free radical formation at key stages of apoptosis. Biochemistry
(Mosc) 2009;74:301–7.

28. Wang YH, Wang WY, Chang CC, et al. Taxifolin ameliorates
cerebral ischemia-reperfusion injury in rats through its anti-oxida-
tive effect and modulation of NF-kappa B activation. J Biomed Sci
2006;13:127–41.

29. Haraguchi H, Ohmi I, Fukuda A, et al. Inhibition of aldose reductase
and sorbitol accumulation by astilbin and taxifolin dihydroflavonols
in Engelhardtia chrysolepis. Biosci Biotechnol Biochem 1997;61:
651–4.

30. Sun X, Chen RC, Yang ZH, et al. Taxifolin prevents diabetic
cardiomyopathy in vivo and in vitro by inhibition of oxidative stress
and cell apoptosis. Food Chem Toxicol 2014;63:221–32.

31. Arutyunyan TV, Korystova AF, Kublik LN, et al. Effects of taxifolin
on the activity of angiotensin-converting enzyme and reactive
oxygen and nitrogen species in the aorta of aging rats and rats treated
with the nitric oxide synthase inhibitor and dexamethasone. Age
2013;35:2089–97.

DOI: 10.3109/14756366.2015.1036051 Acetylcholinesterase and carbonic anhydrase isoenzymes I and II 5

Jo
ur

na
l o

f 
E

nz
ym

e 
In

hi
bi

tio
n 

an
d 

M
ed

ic
in

al
 C

he
m

is
tr

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
K

ai
na

n 
U

ni
ve

rs
ity

 o
n 

04
/2

7/
15

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.

http://informahealthcare.com/action/showLinks?pmid=19149672&crossref=10.2174%2F092986609787049394&coi=1%3ACAS%3A528%3ADC%252BD1MXkvVymtb8%253D&isi=000263980100007
http://informahealthcare.com/action/showLinks?pmid=15133231&crossref=10.1248%2Fbpb.27.613&coi=1%3ACAS%3A528%3ADC%252BD2cXksVylurk%253D&isi=000221161200003
http://informahealthcare.com/action/showLinks?pmid=21554120&crossref=10.1089%2Fjmf.2010.0197&coi=1%3ACAS%3A528%3ADC%252BC3MXhtVGltbbK&isi=000294111400015
http://informahealthcare.com/action/showLinks?pmid=8743980&crossref=10.1016%2F0891-5849%2895%2902227-9&coi=1%3ACAS%3A528%3ADyaK28XjsVChu7g%253D&isi=A1996UM10600007
http://informahealthcare.com/action/showLinks?pmid=16253281&crossref=10.1016%2Fj.lfs.2005.05.103&coi=1%3ACAS%3A528%3ADC%252BD28XjvVynuw%253D%253D&isi=000234883600003
http://informahealthcare.com/action/showLinks?pmid=15964162&crossref=10.1016%2Fj.jep.2005.05.006&isi=000232312200043
http://informahealthcare.com/action/showLinks?pmid=22513183&crossref=10.1016%2Fj.ejphar.2012.03.035&coi=1%3ACAS%3A528%3ADC%252BC38Xmt1Kjt7o%253D&isi=000303817600003
http://informahealthcare.com/action/showLinks?crossref=10.1016%2Fj.molstruc.2014.03.010&coi=1%3ACAS%3A528%3ADC%252BC2cXntlOgsr0%253D&isi=000336342100003
http://informahealthcare.com/action/showLinks?pmid=16932840&crossref=10.1007%2Fs00726-006-0379-x&coi=1%3ASTN%3A280%3ADC%252BD2s3htFantw%253D%253D&isi=000245649200019
http://informahealthcare.com/action/showLinks?system=10.3109%2F09637486.2011.585963&pmid=21631390&coi=1%3ACAS%3A528%3ADC%252BC3MXhsFOjt7vO&isi=000297686300007
http://informahealthcare.com/action/showLinks?pmid=16283433&crossref=10.1007%2Fs11373-005-9031-0&coi=1%3ACAS%3A528%3ADC%252BD28XntV2htL4%253D&isi=000234924100011
http://informahealthcare.com/action/showLinks?pmid=18547552&crossref=10.1016%2Fj.cbi.2008.05.003&coi=1%3ACAS%3A528%3ADC%252BD1cXnvVKgurc%253D&isi=000258133400004
http://informahealthcare.com/action/showLinks?crossref=10.1080%2F10942912.2010.517341&isi=000308980400002
http://informahealthcare.com/action/showLinks?pmid=24269735&crossref=10.1016%2Fj.fct.2013.11.013&coi=1%3ACAS%3A528%3ADC%252BC3sXhvFylurnF&isi=000330497300027
http://informahealthcare.com/action/showLinks?crossref=10.1007%2Fs00226-008-0234-1&isi=000265828000005
http://informahealthcare.com/action/showLinks?pmid=12662350&crossref=10.1034%2Fj.1600-079X.2003.00042.x&coi=1%3ACAS%3A528%3ADC%252BD3sXjtFCrsLY%253D&isi=000181835000007
http://informahealthcare.com/action/showLinks?crossref=10.1016%2Fj.ifset.2009.07.002&coi=1%3ACAS%3A528%3ADC%252BC3cXjslagsQ%253D%253D&isi=000274600100028
http://informahealthcare.com/action/showLinks?pmid=16243424&crossref=10.1016%2Fj.tox.2005.09.011&coi=1%3ACAS%3A528%3ADC%252BD2MXhtlSjsrjM&isi=000234743800014
http://informahealthcare.com/action/showLinks?pmid=14597153&crossref=10.1016%2Fj.phrs.2003.07.012&isi=000187990100009
http://informahealthcare.com/action/showLinks?pmid=12926355&crossref=10.1039%2Fb300099k&coi=1%3ACAS%3A528%3ADC%252BD3sXkvFWqsbk%253D&isi=000183442000010
http://informahealthcare.com/action/showLinks?pmid=22102161&crossref=10.1007%2Fs00204-011-0774-2&coi=1%3ACAS%3A528%3ADC%252BC3MXhsVyktLbP&isi=000300575900004
http://informahealthcare.com/action/showLinks?system=10.3109%2F14756360903425239&pmid=20121623&coi=1%3ACAS%3A528%3ADC%252BC3cXhtl2rtr7I&isi=000283939300005
http://informahealthcare.com/action/showLinks?crossref=10.1007%2Fs00217-006-0265-5&coi=1%3ACAS%3A528%3ADC%252BD28XpvVarsLw%253D&isi=000240718400009
http://informahealthcare.com/action/showLinks?pmid=19364325&crossref=10.1134%2FS0006297909030092&coi=1%3ACAS%3A528%3ADC%252BD1MXks1Sqs7o%253D&isi=000265939600009
http://informahealthcare.com/action/showLinks?system=10.1080%2F14756360601164903&pmid=18237020&coi=1%3ACAS%3A528%3ADC%252BD2sXhtlyitbrE&isi=000251328900002
http://informahealthcare.com/action/showLinks?system=10.1080%2F14756360701626223&pmid=18608760&isi=000260847500016
http://informahealthcare.com/action/showLinks?coi=1%3ACAS%3A528%3ADC%252BD1cXhtlOqtr%252FO&isi=000260802000012
http://informahealthcare.com/action/showLinks?pmid=9145524&crossref=10.1271%2Fbbb.61.651&coi=1%3ACAS%3A528%3ADyaK2sXjtVyksL4%253D&isi=A1997WY30600017
http://informahealthcare.com/action/showLinks?pmid=12220332&crossref=10.1034%2Fj.1600-079X.2002.20920.x&coi=1%3ACAS%3A528%3ADC%252BD38XntlGitrw%253D&isi=000177852400008
http://informahealthcare.com/action/showLinks?pmid=18929549&crossref=10.1016%2Fj.cbi.2008.09.023&coi=1%3ACAS%3A528%3ADC%252BD1MXjsFajtL8%253D&isi=000265364600001
http://informahealthcare.com/action/showLinks?pmid=23271616&crossref=10.1007%2Fs11357-012-9497-4&coi=1%3ACAS%3A528%3ADC%252BC3sXhslSgtbvL&isi=000326100600005


32. Middleton Jr E, Kandaswami C, Theoharides TC. The effects of
plant flavonoids on mammalian cells: implications for inflamma-
tion, heart disease, and cancer. Pharmacol Rev 2000;52:673–51.

33. Cermak R, Wolffram S. The potential of flavonoids to influence
drug metabolism and pharmacokinetics by local gastrointestinal
mechanisms. Curr Drug Metab 2006;7:729–44.

34. Egert S, Rimbach G. Which sources of flavonoids: complex diets or
dietary supplements? Adv Nutr 2011;2:8–14.
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41. Coban TA, Beydemir S, Gülçin I, Ekinci D. Morphine inhibits
erythrocyte carbonic anhydrase in vitro and in vivo. Biol Pharm Bull
2007;30:2257–61.

42. Supuran CT. Carbonic anhydrases: novel therapeutic applications for
inhibitors and activators. Nat Rev Drug Discov 2008;7:168–81.

43. Akbaba Y, Akincioglu A, Gocer H, et al. Carbonic anhydrase
inhibitory properties of novel sulfonamide derivatives of aminoin-
danes and aminotetralins. J Enzyme Inhib Med Chem 2014;29:
35–42.

44. Akbaba Y, Bastem E, Topal F, et al. Synthesis and carbonic
anhydrase inhibitory effects of novel sulfamides derived from 1-
aminoindanes and anilines. Arch Pharm 2014;347:950–7.

45. Cetinkaya Y, Gocer H, Goksu S, Gülçin I. Synthesis and carbonic
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