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INTRODUCTION 
 

Adenosine deaminase (Adenosine aminohydrolase, 

ADA, EC 3.5.4.4) is one of the key enzymes of purine 

metabolism. It catalyzes the conversion of (deoxy) 

adenosine to (deoxy) inosine releasing ammonia. ADA is 

widely distributed in all tissues of vertebrates, with the 

highest activity in the lymphoid tissues. Its amino acid 

sequence is highly conserved from bacteria to humans.
[1]

 

ADA plays a critical role in maturation and 

differentiation of lymphoid cells, maintaining the 

effective immune, neurological and vascular systems.
[2,3]

 

 

There are two genetically different isoenzymes of ADA - 

ADA1 and ADA2, with different catalytic, biochemical 

and immunochemical characteristics, different 

distribution in mammalian, particularly in human, 

tissues. Catalytic sites of ADA1 and ADA2 - their 

substrate binding pockets differ significantly. ADA2 has 

100-fold less affinity to adenosine and 2′-

deoxyadenosine than ADA1. The optimum of its activity 

is at slightly acidic pHs (contrary to the neutral for 

ADA1). ADA2 is weakly inhibited by a strong inhibitor 

of ADA1 erythro-9-(2-hydroxy-3-nonyl) adenine 

(EHNA).
[4]

 ADA2 is responsible for a small part of total 

ADA activity in several tissues, but it is predominant 

circulating form in the normal human serum.
[5]

 Human 

ADA2 may have become specialized during evolution to 

be specifically active in sites of high adenosine 

concentration and lower pH, as in tumor growth, 

hypoxia, inflammation, etc.
[6]

 

The present review is considering the therapeutic 

significance of regulation of the activity of ADA1 

isoenzyme. 

 

ADA1:  molecular forms and binding proteins 

Two molecular isoforms of ADA1 (thereafter ADA) are 

known. In the mammalian tissues the enzyme is 

presented in the intracellular medium (cytosol) by a 

small monomer form (SADA) with molecular mass 35–

40 kDa.
[7]

 In the intercellular medium, a large ecto-

enzyme is known (LADA) with molecular mass 280–300 

kDa. This one represents a complex of SADA as a 

catalytic subunit, and a protein, called ―ADA binding 

protein‖, which has been identified as classification 

determinant 26 (CD26), identical to the dipeptidyl 

peptidases family enzyme, dipeptidyl peptidase IV 

(DPPIV).
[8,9]

 The ecto-enzyme LADA as an ADA-

DPPIV/CD26 complex is found in many mammalian 

tissues in both the circulating and localized on the cell 

membrane forms. 

 

Binding of ADA on DPPIV/CD26  

The main function of LADA consists in the reducing of 

the extracellular level of cytotoxic adenosine and 2´-

deoxyadenosine and protecting the cells from 

apoptosis.
[10]

 LADA has been demonstrated on the 

surfaces of fibroblasts, erythrocytes, lymphocytes, 

epithelial and dendrite cells.
[11-13]
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ABSTRACT 
 

Adenosine is an anti-inflammatory agent, involved in the cellular energy and purine metabolism. Its derivatives of 

nucleotide and nucleoside nature have both the therapeutic significance in the treatment of immune, cardio and 

neurodegenerative disorders, and sometimes, can posses the toxic action on the cells and mammalian tissue. 

Adenosine deaminase is one of the enzymes participating in inactivation of the adenosine derivatives both in the 

intra- and intercellular medium. Therefore, the search for the regulators of activity of adenosine deaminase is a 

very important task of modern pharmacology. The solution of this task demands the knowledge on the catalytic 

peculiarities, active site structure, interaction with the substrates and with the probable inhibitors of the enzyme. 

This work reviews the information on the indicated fields available to date.  

 

KEYWORDS: Adenosine deaminase, active site structure, substrates, inhibitors, therapeutic significance. 



www.wjpls.org 

 

7 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

The point mutation study revealed the participation in 

ADA binding of L340, V341, A342 and R343 residues in 

the extracellular domain of DPPIV/CD26 [14]. On its 

turn, the P126–D143 segment (especially E139, R142 

and D143 residues) in ADA appeared critical for binding 

to DPPIV/CD26.
[15]

 The crystallized complex of bovine 

SADA and human DPPIV/CD26 showed that the dimer 

of the last binds two SADA.
[16]

 The 3D-structure of their 

complex showed that the interaction of ADA and DPPIV 

results in the modulation neither of the catalytic sites,
[17]

 

nor the activities of the enzymes.
[18]

 Moreover, the 

activities of CD26/DPPIV and ADA are not necessary 

for their binding.
[19]

 

 

It is worth noting, that our experiments revealed some 

differences in the catalytic peculiarities of monomer 

SADA and its complex with DPPIV/CD26 (LADA).
[20]

 

The Michaelis constant, Km, evidenced a higher affinity 

of two substrates (in particular of more toxic 2´-

deoxyadenosine) for LADA, proving the increase of this 

toxic nucleoside neutralization in the extracellular 

medium due to formation of ADA-DPPIV/CD26 

complex. Some of the studied derivatives of EHNA 

demonstrated stronger inhibiting activity towards 

DPPIV/CD26-bound ADA. Then, the works
[21,22]

 

reported the synthesis of a series of compounds: 1-(4-

substituted phenyl)-3-[4-substituted piperazino(piperidi-

no)]propiophenones, -Phenyl--amino-4-substitute 

propiophenones, 1-(4-Ethoxyphenyl)-1-alkyl-2-phenyl-

3-piperidinopropanols and 1-(4- substituted phenyl)-3-

[4-substituted piperazino(piperidino)]propan-1-ols. The 

synthesized compounds were identified by IR and 

NMR
1
H spectrometry, characterized with some of their 

biological activities. A rather effective in vitro structure-

dependent inhibition of ADA by several of these 

compounds was revealed. Most interesting was that for 

the first time the compounds were synthesized, which 

inhibited SADA more effectively than LADA. The 

observed differences in the catalytic properties of SADA 

and LADA are the results of complex formation between 

SADA and DPPIV.  

 

Some influence of ADA binding on the enzymatic 

activity of DPPIV was observed also: the pH optimum of 

DPPIV activity in the ADA-DPPIV/CD26 complex 

appeared in a more alkaline region (˃9) than the known 

optimum for the free enzyme (in the region 7.5-8.5).
[23]

 

 

The independent from the enzymatic activity of ADA, 

the costimulatory effect, promoted by the ADA-

DPPIV/CD26 complex, consists in inducing of IL-6 

production, increasing INF-γ and TNF-α secretion, and 

enhancing the pro-inflammatory and Th1 response.
[13]

 

ADA enhanced the CD3-mediated proliferation of T 

cells, Th1 and pro-inflammatory cytokines secretion in 

HIV-1-infected individuals. Since ADA tightly enhanced 

specific T-cell responses against HIV in vitro, it has been 

suggested that this enzyme satisfy all the requirements to 

be assayed as an anti-HIV vaccine adjuvant.
[24,25]

 

 

Binding of ADA on DPPII 

Using a resonant mirror biosensor, fluorescence 

polarization, and differential spectroscopy methods, we 

revealed for the first time the in vitro binding of ADA to 

purified DPPII, another enzyme of dipeptidyl peptidases 

family. While DPPII is localized in lysosomes and 

lysosome membranes, but ADA in the cell cytoplasm 

and surface, the in vivo interaction of the enzymes cannot 

be excluded.
[26]

 The similarity (at least, by molecular 

mass, ~200 kD) of ADA-DPPII complex to the “high 

molecular ADA” isolated by Lindley and Pisoni from 

human fibroblast lysosomes
[27]

 seems rather interesting. 

These authors suggested the probable importance of 

lysosomal compartmentalization of ADA for 

maintenance of cellular energy requirements under 

conditions of nutritional deprivation. Their suggestion 

might be considered as one of the working hypotheses 

for the unknown physiological significance of ADA 

binding to DPPII. 

 

Binding of ADA to adenosine receptors 

The adenosine receptors (ARs) are the other type of 

proteins, anchoring ADA on the cell surface. Three 

subtypes of ARs: A1R, A2AR and A2BR have been 

reported to anchor ADA to the cell surface.
[28-30]

 A1R is 

the ADA anchoring protein in the brain.
[31]

 The selective 

A1R agonists and antagonists have many potential 

therapeutic applications. The A1R agonists have been 

identified as antilipolytic, neuroprotection and pain 

management agents, which can be applied in type 2 

diabetes treatment also. A1R antagonists are studied as 

effective agents for the treatment of acute heart failure, 

asthma, Alzheimer‘s disease, chronic heart diseases and 

as diuretics for kidney protection.
[32,33]

 It was suggested 

that human brain ecto-ADA has dual functions: reducing 

the extracellular adenosine concentration and serving as 

an allosteric regulator of A1R. ADA modulates receptor 

function enhancing agonist and antagonist binding and, 

independent from its enzymatic activity, increases 

receptor signaling.
[34]

 So far as ARs are widespread, 

ADA modulators could be promising therapeutic targets 

in a wide variety of pathological conditions associated 

with these receptors, including neurological, 

cardiovascular, immune and inflammatory diseases and 

cancer.
[35]

 

 

Hence, ADA is a multifunctional protein that can 

degrade adenosine, act as an allosteric modulator of ARs 

and regulate the hormonal effects of adenosine.
[36]

 

 

Physiological significance of ADA substrates 
A substrate of ADA, adenosine (Ado) is an endogenous 

purine nucleoside, acting as a regulator in living 

systems.
[37]

 Ado is involved in the cellular energy and 

purine metabolism, released to or produced in the 

extracellular medium, where it binds to the cell 

membrane ARs.
[38]

 Two ways of Ado formation in 

tissues are: the dephosphorylation of AMP by 5′-

nucleotidase and the hydrolysis of S-adenosyl 

homocysteine formed by methylation of S-
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adenosylmethionine. Another substrate of ADA, a 

derivative of Ado 2′-deoxyadenosine (2′-dAdo), is 

a deoxyribonucleoside, differing from Ado by the 

replacement of hydroxyl group (-OH) at 2′ position of 

ribose by hydrogen (-H). 

 

The earliest studies of the physiological role of Ado have 

shown that it participates in the regulation of coronary 

blood flow, dilates blood vessels via endothelium-

dependent and -independent actions. Currently, Ado is 

known as playing an important role in different 

metabolic and pathological conditions, in regulation of 

kidney function, in asthma and hypoxia, in cardiac 

ischemia, in the inflammation severity.
[39]

 It is an 

endogenous immunoregulator in cancer pathogenesis,
[40]

 

important neuromodulator in the central nervous system, 

playing role in neuronal excitability and transmission in 

the hippocampus and basal ganglia.
[41]

 

 

Ado is inactivated by two ways: by the capture followed 

by adenosine kinase catalyzed phosphorylation to AMP 

and by deamination to inactive inosine by the presented 

in the most animal tissues ADA (a subject of the present 

review). 

 

Active site structure and enzymatic mechanism of 

ADA 

Human and bovine ADA amino acid sequences are 93% 

identical,
[42]

 and the human and mouse enzymes are 83% 

interchangeable,
[43,44]

 Meanwhile, the authors suggested 

that the structures and functions of the mammalian and 

bacterial enzymes are similar and the amino acid 

residues in the active site of ADA are highly conserved
[1]

 

 

For understanding the mechanism of the catalyzed by 

ADA enzymatic reaction, the knowledge concerning the 

active site structure and the amino acid residues 

responsible for binding of the substrates and inhibitors is 

necessary,
[45-50]

 This knowledge will help in designing 

and synthesizing of the effective pharmaceutical 

preparations, applicable in treatment of the ADA-related 

diseases.  

 

X-ray analysis  

Many authors studied the crystal structure of ADA 

complexes with different ground- and transition-state 

inhibitors (1-deazaadenosine, 8(R)-hydroxyl-2-

deoxycoformycin, EHNA, 6-hydroxyl-1,6-dihydropurine 

ribonucleoside).
[51]

 It was shown that the protein 

molecule in these complexes is folded as an eight-

stranded parallel alpha/beta barrel with deeply placed 

active site pocket. The X-ray analysis revealed that at the 

carboxy-terminal end of the β-barrel, a zinc cofactor is 

bound tightly, which is coordinated by D295 and three 

histidine residues (H15, H17 and H214). The Zn
2+

 ion is 

shown as essential for the catalytic function and stability 

of the native protein.  

 

It was revealed also that the substrate, Ado, is bound to 

the active site and stabilized by nine hydrogen bonds. 

The five of them are the bonds between the adenine 

moiety with E217, D296, G84, D295 and H238 residues 

of the enzyme. The other four hydrogen bonds are 

formed by the adenosine ribose 3'-OH group with D19, 

5'-OH group with H17, and 2'-OH and 3'-OH groups 

with the "catalytic water molecule".
[52,53]

 

 

Active site of ADA 

Proteins usually undergo large conformational changes 

upon interaction with the substrates or other ligands. 

Two conformations of active site of ADA were revealed: 

closed and open. In the absence of the substrate, the 

active site adopts the open form. At substrate binding, it 

transforms to the closed form. The closed form of the 

enzyme is usually observed in the complexes with the 

substrate analogs having the adenine moiety. It indicates 

that namely this form is reached after binding of the 

substrate. Comparing the crystal structures of different 

ligand bound holo- and apo-forms of the enzyme, 

Kinoshita and coauthors
[54]

 hypothesized that the 

removal of a water molecule, bound at the bottom of the 

active site, might trigger the conformational change from 

the open to the closed form. The binding to the active 

site of adenosine (or any substrate like compound) 

moves this ―trigger water‖ away, promoting the 

transition to the closed form. In fact, all substrate analogs 

induce the closed form. Conversely, the non-nucleoside 

type inhibitors, such as EHNA, occupying the ―trigger 

water‖-binding position
[55]

 do not cause significant 

conformational change in the protein, which remains in 

the open form
[53]

 Hence, for the open/closed 

conformational alteration, the occupancy at the ―trigger 

water‖ position is more critical than the binding of the 

nucleoside framework. Recently, using a new series of 

ADA inhibitors, the binding mode of the most potent 

compound (4-decyl-pyrazolo[1,5-a]pyrimidin-7-one) was 

revealed.
[56]

 The innovative computational technique 

shaded light on some of the factors in the interaction of 

these new class inhibitors with the active site of the 

enzyme. 

 

The catalytic mechanism of ADA 

The catalytic mechanism of the adenosine deamination 

reaction was proposed by the combination of the results 

of crystallographic,
[52,53]

 site-directed mutagenesis
[57-59]

 

and quantum mechanics study.
[60,61]

 The reaction is 

viewed as follows: at the first step, Zn
2+

 acting as a 

powerful electrophile, activates the catalytic water 

molecule creating a hydroxide nucleophile. 6-OH in C6 

position interacts with Zn
2+

 and the polar groups of H238 

and D295, forming the tetrahedral intermediate 

conformation. Then, in the formed tetrahedral 

intermediate, proton is transferred from Zn
2+

-OH to 6-

NH2. In this step, H238 serves as a proton shuttling 

group. It was shown that namely the proton transfer is a 

rate-limiting step in the ADA catalyzed deamination 

reaction. In the final step, the C6 amino group abstracts 

proton and form the reaction product, inosine, liberating 

ammonia. Finally, the inosine, coordinated by hydrogen 

https://en.wikipedia.org/wiki/Hydroxyl


www.wjpls.org 

 

9 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

bonds to G184, E217 and D296, is released and replaced 

by a new water molecule.
[57-61]

 

 

The tryptophan residues are essential for ADA 

activity  

Some residues that do not coordinate directly the 

substrate, but environ the active site, seemed to be 

important for the substrate-enzyme interaction. For 

example, the work
[62]

 reported the importance of cystein 

residues for the catalytic activity of ADA. Based on the 

tryptophan fluorescence decreasing in ADA from calf 

thymus after binding of the ground and transition state 

substrate analogs, Philips et al. suggested that one or 

more tryptophan residues (Trp) should be adjacent to the 

active site of the enzyme.
[63]

 The data of Kurz et al.
[64]

 

confirmed that the conformational changes in complex of 

ADA with the substrate analogs bring to the resonance 

energy transfer from Trp to the ligand. Comparison of 

amino acid sequence of murine and human ADAs 

showed that two Trp residues (W264 and W272) are 

conserved in the C262 involving block
[1]

 and are located 

on 11 Å close to the active site.
[59]

 This distance is too far 

for the participation of Trps in the substrate binding, but 

it is enough for their interaction with the residues 

responsible for stabilization of the enzyme-substrate 

complex.  

 

The X-ray studies did not reveal the Trp residues in the 

proximity of the active site of ADA. Unfortunately, the 

importance of Trp residues for activity cannot be studied 

by site-directed mutagenesis because there is not any 

amino acid, which is sterically close to the Trp molecule 

and can be used for its genetic replacement.
[65]

 Hence, it 

seemed that only chemical modification is a useful 

approach in the checking of the probable participation of 

Trps in the ADA catalyzed reaction. Therefore, we 

studied the importance of Trp residues for catalytic 

properties of ADA from bovine brain and spleen using 

chemical modification. The observed loss of the enzyme 

activity correlated with the oxidation of Trp residues by 

N-bromosuccinimide (NBS).
[66,67]

 The active site binding 

inhibitors (analogs of adenosine, 1-deaza Ado, 7-

deazaAdo) protected the Trp residues from oxidation by 

NBS. The analysis of the results using the graphical 

method of Tsou revealed that two Trp residues were 

essential for the ADA activity. The fact that 7-deazaAdo, 

a poor inhibitor of ADA, protected two essential Trps 

from oxidation by NBS showed that this compound 

binds in the active site of the enzyme, probably, with a 

lower affinity compared with the substrate. In the 

presence of EHNA, a strong inhibitor of ADA, and its 

derivatives, 1-deazaEHNA and 3-deazaEHNA, the full 

inactivation of the enzyme by NBS is achieved after 

oxidation of four Trps. This fact is in accordance with 

the knowledge about the different places of binding on 

the enzyme of adenosine and EHNA derivatives.
[68]

 This 

observation supports the hypothesis that the nonyl chain 

of EHNA analogues binds to the hydrophobic region 

near the active site of the enzyme,
[69]

 and the inhibition 

by EHNA and its derivatives might be due to structural 

adaptation of the enzyme accompanying the binding of 

these inhibitors.
[69]

 Frieden et al.
[70]

 proposed the 

interaction of adenine moiety of EHNA with the active 

site of ADA as an initial binding step, followed by a 

rearrangement of either enzyme or inhibitor to form a 

stable complex, from which the inhibitor dissociates 

slowly. The local conformational changes led to the 

oxidation of more Trp residues than in the cases of 

adenosine analogs. However, it is worth to note that 3-

deazaEHNA bonded to the spleen and brain ADA in a 

manner which maximally prevented the modification of 

Trp residues: the longer lag period of ADA inactivation 

by NBS in the presence of this compound was 

observed.
[66]

 

 

Our findings confirmed that the integrity of Trp residues 

is essential for the proper catalytic behavior of ADA. 

The obtained data manifested that while the Trp residues 

were not revealed in the X-ray study of the enzyme, they 

are rather close to its active site and are important for the 

catalytic events. Moreover, the extent of Trp accessibility 

in the protein molecule can serve as a powerful tool to 

probe enzyme conformational changes induced by the 

binding of different ligands and may contribute to a 

greater knowledge of protein binding properties. 

 

Applying the technique of selective quenching of Trp 

fluorescence by acrylamide, I
-
 and Cs

+ 
ions, we studied 

the conformation of SADA in the complexes with 1-

deazaAdo and EHNA.
[71]

 The binding of inhibitors did 

not influence on the main emission characteristics of Trp 

fluorescence in SADA. Hence, in general, the folding of 

the enzyme molecule was not perturbed by inhibitors. 

Conversely, the quenching of Trp fluorescence by 

charged ions, I
- 

and Cs
+ 

in SADA complexes with 

inhibitors was hindered compared with the quenching in 

free SADA. In the complex with 1-dAdo, the quenching 

parameters evidenced the essential worsening of the 

access to Trp residues for both ions. In the case of 

EHNA, along with worse quenching by I
-
, a complete 

prohibition of quenching by Cs
+ 

was observed 

manifesting the substantial distortions in local 

environments of the fluorescing Trps and their shielding 

in the presence of EHNA. 

 

The histidine residues essential for ADA activity  

The role of three histidine residues in ADA activity has 

been elucidated in the X-ray study of the enzyme 

complexes with the substrate analogs.
[52,53]

 More direct 

investigations were realized using the chemical 

modification of these residues by diethyl pyrocarbonate 

(DEP). The thermodynamic titration of ADA in a wide 

range of DEP concentrations demonstrated the 

modification of three important for activity His 

residues.
[72]

 Our study in narrow range of DEP 

concentrations demonstrated the modification of six His 

residues. The graphical analysis by the method of Tsou 

revealed that only one from them was essential for ADA 

activity.
[73]

 We assumed that this essential His might be 

just H238, the role of which is elucidated in the active 
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site investigations by other methods. This opinion is 

proved by the following considerations: 1) pKa of the 

His responsible for ADA inactivation in the presence of 

DEP is high, which means that this residue is close to the 

immediate neighborhood of two acidic amino acid 

residues, D295 and D296;
[59]

 2) in our experiments ADA 

inhibitors EHNA, 3-deazaEHNA and 1-deazaAdo with a 

rather high affinity to the enzyme, did not protect His 

from the action of DEP. The inhibition constants of all 

these compounds were not changed significantly by the 

modification of essential for activity His residue.
[73]

 

Bhaumik et al. demonstrated that change of H238 by E 

and R did not influence the enzyme affinity to the 

substrate and inhibitors noticeably.
[74]

 This suggestion 

supported our results proving that the adenine moiety of 

inhibitors and the substrate did not bind to H238 which 

serves as a proton shuttling group of the active site. 

 

ADA activity in different pathologies 

Changes in the level of ADA activity have been observed 

in a number of diseases: tuberculosis,
[75]

 acquired 

immunodeficiency syndrome,
[76]

 systemic lupus 

erythematosus,
[77]

 inflammatory responses,
[78]

 

rheumatoid arthritis,
[79,80]

 hereditary hemolytic and 

Diamond Blackfan anemias,
[81]

 heart diseases,
[82]

 some 

types of carcinoma,
[83,84]

 neurological disorders as 

multiple sclerosis
[85]

 and meningitis.
[86]

 It was 

suggested
[87]

 that elevated ADA activity may play a role 

in the pathogenesis of chronic tonsillitis both by 

impairing tissue structure and contributing to superoxide 

radical (SOR) formation. The enzyme abnormalities have 

been reported also in: cutaneous Leishmaniasis,
[88]

 viral 

hepatitis,
[89]

 some leukemias,
[90,91] 

neoplastic 

transformations,
[92] 

myasthenia gravis,
[93] 

Down's 

syndrome,
[94,96]

 Parkinson's disease,
[95]

 etc.  

 

ADA in immunodeficiency 

The role of ADA is best characterized in 

immunodeficiency. The enzyme disorders have been 

reported in acquired immunodeficiency syndrome 

(AIDS)
[76]

 and in various diseases with autoimmune 

character. At ADA deficiency the levels of Ado and 2'-

dAdo elevated in the blood and urine. The elevation of 

these ADA substrates involves disruption of 

differentiation, function and viability of lymphocytes 

resulting in lymphopenia. Hereditary deficiency of ADA 

is associated with the severe combined 

immunodeficiency syndrome (SCID). The common form 

of SCID is an autosomal recessive disorder caused by the 

defects in the activity of the enzymes catabolizing purine 

nucleotides. It is characterized by impaired development 

and function of T, B and NK cells, depressed cellular and 

humoral immunity.
[96]

  

 

The diminished activity of ADA results in the 

accumulation of Ado and 2'-dAdo in the cells and, as a 

consequence, in the increase in the concentrations of 

toxic nucleotides. Particularly accumulation of dATP 

causes inhibition of the ribonucleotide diphosphate 

reductase activity, the enzyme that synthesizes DNA and 

RNA, required in a large amount during lymphocyte 

proliferation. This way initially thought to be an only 

cause of the immune system disordering.
[97]

 Resta and 

Thompson speculated about another possibility: the 

activation of ARs by the accumulated extracellular 

adenosine can also play a role in the SCID 

development.
[98]

 

 

Two ways are under consideration for treatment of 

SCID, caused by ADA-deficiency. One of them is the 

enzyme replacement with pegylated ADA (PEG-ADA, 

marketed as Adagen). The enzyme replacement therapy 

restored functions of both T and B cells in ADA 

deficient patients.
[99]

 Actually, PEG-ADA is approved 

for the treatment of ADA-related SCID.  

 

The other way is the autologous hematopoietic stem cell 

gene therapy. ADA deficiency is the first approved 

human gene therapy trial. А multicenter retrospective 

study of outcome of hematopoietic cell transplantation in 

the patients with ADA-SCID manifested humoral 

immunity and donor B-cell engraftment in nearly all 

surviving patients.
[100]

 Gene mutations were proposed to 

be responsible for blocking the ADA expression and 

causing SCID. The mutations leading to over-expression 

of the enzyme may cause hemolytic anemia. 

 

The ADA level could be used as a nonspecific marker of 

T-lymphocyte activation. We studied the dynamics of 

DPPIV and ADA activities and IgG and IgM antibodies 

during development of immune response in laboratory 

rats after immunization with human erythrocytes. The 

correlation between DPPIV and IgG, and between ADA1 

and IgM was registered. The results suggested ADA1 

participation in Th2, and DPPIV – in both Th2 and Th1 

immunity pathways.
[101]

 

 

We have shown that in the blood plasma of rats, injected 

with the known immunosuppressant cyclophosphamide, 

the levels of circulating ADA and DPPIV were 

modulated by the new immunomodulator cytokines from 

bovine hypothalamus: proline rich peptides PRP and 

dPRP.
[102]

  

 

ADA in arthritis 

The significant differences between the levels of ADA 

activity in the synovial fluids of patients with 

inflammatory rheumatoid arthritis (RA) and non-

inflammatory osteoarthritis (OA) were registered in the 

work of many researchers.
[103,104,105]

 Our investigations 

indicated that ADA-test can be applied as a sensitive 

(0.96), specific (0.89) and high efficiency (0.93) test, 

suitable for the fast and low-cost differential diagnosis 

for differentiating RA and OA in the Armenian 

population (p<0.001).
[80]

 The cutoff value for this test in 

our research, 12 IU/L, differed from the value of 20 IU/L 

reported for the Iranian population.
[104]

 This manifested 

that, prior of using any test in the diagnosis, a special 

investigation must be performed to define the cutoff 
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value and parameters of the test, applicable for the given 

population. 

 

ADA in aluminum toxicosis 

We studied the in vivo influence of widespread in the life 

aluminum on the levels of ADA, DPPII and DPPIV 

activities in the brain and blood of rat. Two types of the 

experimental toxicosis have been applied: acute (one 

time injection of 5% water solution of AlCl3) and chronic 

(ad libitum water containing 0.45% AlCl3). The 

intoxication by aluminum chloride was accompanied 

with the ADA activity decreasing in three parts of rat 

brain (whole brain, medulla oblongata, cerebellum) 

[106]. On 30-th day after AlCl3 injection in the acute 

toxicosis, the activity of ADA in these parts of brain 

decreased by 20–40%. At the chronic toxicosis, the 

decreasing by lower extent (11-28%) was observed. The 

ADA activity decreasing might be explained by the 

effect of substrate inhibition by adenosine, which can 

increase at neurodegenerative processes: adenosine 

protects CNS at hypoxia, ischemia, epilepsy, etc. Ado 

concentration at these pathologies sharply increases in 

the extracellular fluid of CNS, indicating its participation 

in the defense mechanism of neuronal cells against 

death.
[107]

 Probably, the same mechanism can be 

involved in the inhibition of ADA for maintaining the 

demanded high level of the anti-inflammatory adenosine. 

At the acute toxicosis (one time AlCl3 injection) the 

decreasing of ADA activity by 48–50% of the control in 

the erythrocytes of animal blood was observed also.
[106]

 

 

Therapeutic application of ADA inhibitors  

During the last decades, extensive researches have been 

conducted on searching the ADA inhibitors promising in 

regulation of the concentration of Ado in tissues. As 

ADA regulates both the intra- and extra-cellular 

concentrations of Ado, the decrease or increase of its 

level might trigger some pathological conditions.  Hence, 

ADA inhibitors are potential therapeutic agents for 

treatment of various pathologies. The understanding of 

interaction of ADA with the substrates and inhibitors at 

the molecular level is required to develop the modern 

generation of pharmaceutical agents for treatment of 

ADA-dependent health disorders. 

 

Extracellular Ado is a key physiological regulator of 

immune cell function.
[107]

 Human ADA is very 

intensively investigated at the medical field because of 

diseases induced by lack or excess of its activity. 

Obtained knowledge is useful in application in the 

therapy of the ADA related illness. ADA inhibitors can 

have beneficial effects in hypertension
[108]

 and in 

myocardial ischemia.
[109]

 The pharmacological inhibition 

of ADA is regarded as a therapeutic approach to 

counteract inflammation in several pathological 

conditions
[110]

 and may be useful in therapeutic 

management of intestinal inflammatory disorders.
[111]

 

Recently, it has been suggested that inhibitors of ADA 

could be used in the treatment of perinatal hypoxia–

ischemia brain injury.
[112]

 

Activity of ADA in synovial fluid of patients at 

inflammatory joint diseases is significantly higher than at 

non inflammatory diseases. The elevated enzyme reduces 

the concentration of the anti-inflammatory Ado and 

contributes to the inflammation development. We have 

shown that EHNA and Ado derivatives inhibited ex vivo 

the ADA activity in synovial fluid with the efficiency 

similar to the inhibition of ADA, purified from human 

biological fluids.
[113]

 

 

Many adenosine analogues represent therapeutical agents 

in chemotherapy, cancer, immunology, virology and 

parasitology. Much effort is directed to development of 

inhibitors which can be beneficial and cost-effective for 

the treatment of different types of cancer affecting the 

immune system, such as leukemia and lymphoma.
[114,115]

 

 

Some Ado analogs, being potential therapeutic agents, 

might be inactivated due to metabolizing to inosine 

analogs by ADA. So, the modification and the rational 

design of novel ADA inhibitors can prolong the activity 

of such agents. Nowadays, only two purine analogs, 

pentostatin (2'-deoxycorfomycin) and cladribine (2-

chlorodeoxyadenosine) were approved by Food and 

Drug Administration (FDA) for treatment of hairy cell 

leukemia.
[116]

  

 

Pentostatin, an Ado analog nucleoside, is an 

anticancer chemotherapeutic drug, which inhibits ADA 

interfering with the cell's ability to process DNA. It is 

used to treat hairy cell leukemia, B-cell chronic 

lymphocytic leukemia and steroid-refractory acute and 

chronic graft-versus-host disease. Cladribine, purine 

analog, is a chemotherapy agent that targets lymphocytes 

and selectively suppresses the immune system. It is 

activated only by lymphocytes, and non-activated 

cladribine is removed quickly from all other cells. 

Cladribine mimics the nucleoside adenosine and inhibits 

ADA, but is resistant to deamination by enzyme because 

of its chlorinated purine ring structure.  

 

However, most of potent ADA inhibitors have poor 

pharmacokinetics. They bind to the enzyme tightly, 

making the enzyme activity nearly irreversible, and/or 

exhibit unacceptable toxicity,
[48,117,72,117]

 Therefore, the 

researchers focused on the investigations directed to the 

designing and developing of less toxic, stable, reversible 

and effective inhibitors of ADA.
[118]

 

 

Altogether, inhibitors of ADA can be divided into next 

categories: 1) ground-state inhibitors whose structures 

are similar to that of the Ado; 2) transition-state 

inhibitors that resemble the tetrahedral intermediate 

formed during enzymatic reaction and 3) a recent 

generation of non-nucleoside-type ADA inhibitors and 

derivatives,
[119,120]

 which have been synthesized through 

structure-based drug design. 

 

 

 

https://en.wikipedia.org/wiki/Chemotherapeutic
https://en.wikipedia.org/wiki/Hairy_cell_leukemia
https://en.wikipedia.org/wiki/Chronic_lymphocytic_leukemia
https://en.wikipedia.org/wiki/Chronic_lymphocytic_leukemia
https://en.wikipedia.org/wiki/Graft-versus-host_disease
https://en.wikipedia.org/wiki/Nucleoside
https://en.wikipedia.org/wiki/Adenosine
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Natural inhibitors of ADA 

Plant preparations have been sources of drugs centuries 

ago, and many of the currently available drugs have been 

derived from them. Herbal medicines generally have 

fewer side effects than synthetic compounds, and their 

effectiveness can be improved by modern 

pharmacological methods. Recent years, the natural 

sources are of increasing interest since they have a 

remarkable spectrum of biological activities. Several 

methods, such as high throughput screening, docking and 

QSAR analysis are applied in drug discovery. The 

selected designed compounds are studied in biological 

tests. 

 

Many plant extracts and their constituents can induce 

biological effects through inhibition of ADA activity. It 

was found that extracts from Syzigium cumini, Sillybum 

marianum and Curcuma longa could significantly inhibit 

the ADA activity.
[121-125]

 Some plant constituents such as 

acid sapogenins inhibit ADA with a rather low Ki.
[121]

 

The phenolic flavonoids of plants, vegetables and fruits 

have many pharmacological effects. The moderate 

inhibition of ADA by flavonoids is concentration-

dependent, with the IC50 values in the micromolar range 

(about 3.0 x 10
-5

M for kaempferol and quercetin).
[124,125]

 

The study of structure/activity relationships of ADA 

inhibition by these natural derivatives revealed the 

necessity of hydroxyl group in position 3 of chromone 

moiety. On the other hand, the hydroxyl group in the side 

phenyl ring seemed also important. Genistin, genistein, 

and cyanidin-3-rutinoside from different natural sources 

were identified as ADA inhibitors.
[126]

 Docking 

simulation suggested that genistein and cyanidin-3-

rutinoside can bind the active site of ADA through H-

bonds and inhibit the enzyme competitively. 

 

The inhibition of ADA seems beneficial in the treatment 

of such pathology as type 2 diabetes.
[127]

 We performed 

the screening of the ability of water extracts of 23 

Armenian Highland native plants to inhibit the enzymatic 

activity of DPPIV and ADA.
[128]

 1 percent extracts from 

12 plants inhibited the ADA activity by more than 40%. 

Among them, the extract from St. John's wort 

(Hypericum perforatum) inhibited ADA most effectively 

(by 88.3%±7.4; IC50=1.99±0.3 mg/ml). The extracts 

from blackberry, melilot, oregano, clove, cinnamon, 

green and black tea were highly effective in ADA 

inhibition too. The obtained results shown that the 

selected plants might be combined with the known 

antidiabetic drugs to improve their efficiency in the 

diabetes treatment.  

 

In the synovial fluids of rheumatoid arthritis patients, the 

inhibition of the ADA activity by ethanol extracts from 4 

Armenian Highland plants and 6 fractions from these 

extracts were studied ex vivo.
[113]

 The low IC50 values of 

the studied plant preparations in ADA inhibition allowed 

us to propose them as prospective sources of the new 

anti-rheumatoid (anti-inflammatory) agents. 

 

Known drugs as inhibitors of ADA 

A number of approved pharmaceutics, having application 

as sedative, antidepressant, anxiolytic, analgetic, etc., 

also are provided with the ADA modulating ability, 

which obviously enhance their therapeutic value. For 

instance, such known and widely used drugs as 

methotrexate, lidoflazine, dipyridamole, trazodone, 

phenylbutazone, allopurinol, acyclovir, theophylline, etc. 

effectively inhibit ADA activity (Ki ~ 3.0-30.0 x 10
-

5
M).

[129-131]
 

 

A combination of an anticancer phytochemical, 

cordycepin (immunomodulator and radical scavenger), 

with EHNA, a well-known strong and specific inhibitor 

of ADA,
[132]

 would increase the efficacy of the drug 

therapy.  

 

CONCLUSION 
 

All these information represent important starting points 

for optimization of strategies in development of new 

ADA inhibitors as potential active drugs in 

inflammation, malignant, cerebral and other diseases. 

 

The interaction of different inhibitors with ADA, the 

revealing of major differences of substrate specificity, 

the potency and selectivity of different inhibitors, and the 

conformational changes in the enzyme after substrate or 

ligand binding will give clue for synthesizing new 

compounds for future drug evaluation. 

 

ACKNOWLEDGMENTS 
 

Thanks to my colleagues Sona Mardanyan and Svetlana 

Sharoyan for critically reading the manuscript and 

helpful suggestions. 

 

The research described in this review, which was 

performed in our laboratory, was supported in part by: 

International Union of Neurochemistry Grant (1997), 

NATO Science Collaborative Linkage Grant (2004), 

DAAD award Grant (2010), SCS grant 11-1f105 (2011-

2013), ANSEF grant, biochem-2811 (2012), SCS grant 

13-1F186 (2013-2015), DAAD award Grant (2014), 

ANSEF grant, biochem-3787 (2015), SCS grant 

15T‐1F164 (2015-2017). 

 

REFERENCES 
 

1. Chang Z, Nygaard P, Chinault A, Kellems C. 

Deduced Amino Acid Sequence of Escherichia coli 

Adenosine Deaminase Reveals Evolutionary 

Conserved Amino Acid Residues Implication for 

Catalytic Function. Biochemistry, 1991; 30(8): 

2273–2280. 

2. Van der Weyden MB, Kelley WN. Human 

adenosine deaminase. Distribution and properties. J. 

Biol. Chem., 1976; 251: 5446–5456. 

3. Chechik BE, Schreder WP, Minowada J. An 

immunomorphological study of adenosine 

deaminase distribution in human thymus tissue, 



www.wjpls.org 

 

13 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

normal lymphocytes, and hematopoietic cell lines. J. 

Immunol., 1981; 126: 1003-1007. 

4. Schaeffer HJ, Schwender CF. Enzyme inhibitors. 26. 

Bridging hydrophobic and hydrophilic regions 

onadenosine deaminase with some 9-(2-hydroxy-3-

alkyl) adenines. J. Med. Chem., 1974; 17: 6–8. 

5. Zavialov AV, Engström A. Human ADA2 belongs 

to a new family of growth factors with adenosine 

deaminase activity. The Biochemical Journal, 2005; 

391: 51–57. 

6. Zavialov AV, Gracia E, Glaichenhaus N, Franco R, 

Zavialov AV, Lauvau G. Human adenosine 

deaminase 2 induces differentiation of monocytes 

and stimulates proliferation of T helper cells and 

macrophages. J. Leuk. Biol., 2010; 88: 279–290. 

7. Daddona PE, Kelley WN. Human adenosine 

deaminase. Purification and subunit structure. The 

Journal of Biological Chemistry, 1977; 252(1):   

110–115. 

8. Kameoka J, Tanaka T, Nojima Y, Schlossman S, 

Morimoto C. Direct association of adenosine 

deaminase with T cell activation antigen, CD26. 

Science, 1993; 261: 466–469. 

9. Dong RP, Kameoka J, Hegen M, Tanaka T, Xu Y, 

Schlossman SF, Morimoto C. Characterization of 

adenosine binding to human CD26 on T cells and its 

biologic role in immune response. J. Immunol., 

1996; 156: 1349–1355. 

10. Niitsu N, Yamaguchi Y, Umeda M, Honma Y. 

Human monocytoid leukemia cells are highly 

sensitive to apoptosis induced by 2‘-

deoxycoformycin and 2‘-deoxyadenosine: 

Association with dATP-dependent activation of 

caspase-3. Blood, 1998; 92: 3368–3375. 

11. Bielat K, Tritsch GL. Ecto-enzyme activity of 

human erythrocyte adenosine deaminase. Mol. Cell 

Biochem., 1989; 11: 135–142. 

12. Gin´es S, Mari˜no M, Mallol J, Canela EI, Morimoto 

C, Callebaut C, Hovanessian A, Casad´o V, Lluis C, 

Franco R. Regulation of epithelial and lymphocyte 

cell adhesion by adenosine deaminase-CD26 

interaction. Biochem. J., 2002; 361: 203–209. 

13. Pacheco R, Martinez-Navio JM, Lejeune M, 

Climent N, Oliva H, Gatell JM, Gallart T, Mallol J, 

Lluis C, Franco R. CD26, adenosine deaminase, and 

adenosine receptors mediate costimulatory signals in 

the immunological synapse. Proc. Natl. Acad. Sci. 

USA, 2005; 102: 9583–9588. 

14. Dong RP, Tachibana K, Hegen M, Munakata Y, Cho 

D, Schlossman SF, Marimoto C. Determination of 

adenosine deaminase binding domain on CD26 and 

its immunoregulatory effect on T cell activation. J. 

Immunol., 1997; 159: 6070–6076. 

15. Richard E, Alam SM, Arredondo-Vega FX, Patel 

DD, Hershfield MS. Clustered charged amino acids 

of human adenosine deaminase comprise a 

functional epitope for binding the adenosine 

deaminase complexing protein CD26/dipeptidyl 

peptidase IV. J. Biol. Chem., 2002; 277:          

19720–19726. 

16. Weihofen WA, Liu J, Reutter W, Saenger W, Fan H. 

Crystal structure of CD26/dipeptidyl-peptidase IV in 

complex with adenosine deaminase reveals a highly 

amphiphilic interface. J. Biol. Chem., 2004; 279: 

43330–43335. 

17. Ludwig K, Fan H, Dobers J, Berger M, Reutter W, 

Bottcher C. 3D structure of the CD26-ADA complex 

obtained by cryo-EM and single particle analysis. 

Biochem. Biophys. Res. Comm., 2004; 313:        

223–229. 

18. De Meester I, Vanham G, Kestens L, Vanhoof G, 

Bosmans E, Gigase P, Scharpe S. Binding of 

adenosine deaminase to the lymphocyte surface via 

CD26. Eur. J. Immunol., 1994; 24: 566–570. 

19. Jeanfavre DD,Woska JR Jr., Pargellis CA, Kennedy 

CA, Prendergast J, Stearns C, Reilly PL, Barton 

RW, Bormann BJ. Effect of deoxycoformycin and 

val-boropro on the associated catalytic activities of 

lymphocyte CD26 and ecto-adenosine deaminase. 

Biochem. Pharmacol., 1996; 52: 1757–1765. 

20. Sharoyan S, Antonyan A, Mardanyan S, Lupidi G, 

Cristalli G. Influence of dipeptidyl peptidase IV on 

enzymatic properties of adenosine deaminase. Acta 

Biochim. Pol., 2006; 53: 539–546. 

21. Isaxanyan AH, Gevorgyan GA, Papoyan OA, 

Mardanyan SS, Vermishyan IG, Sharoyan SG, 

Panosyan HA. Synthesis and influence on the 

activity of adenosine deaminase of dihydrochlorides 

of 1-(4-substituted phenyl)- 3-[4-substituted 

piperazino(piperidino)] propan-1-ol. Pharmaceutical 

Chemistry Journal (Moscow), 2011; 45: 23–27. 

22. Gasparyan NK, Mardanyan SS, Vermishyan IG, 

Antonyan AA, Paronikyan RV, Panosyan GA, 

Gevorgyan GA. Synthesis and biological activity of 

1-(4-substituted phenyl)-1-alkyl(aryl)-2-phenyl-3-

aminopropan-1-ol hydrochlorides. Pharmaceutical 

Chemistry Journal (Moscow), 2015; 49: 27–32.  

23. Leiting B, Pryor KAD., Wu JK, Marsilio F, Patel 

RA, Craik ChS, Ellman JA, Cummings RT, 

Thornberry NA. Catalytic properties and inhibition 

of proline-specific dipeptidyl peptidases II, IV and 

VII. Biochem. J., 2003; 371: 525–532. 

24. Fan H, Tansi FL, Weihofen WA, B¨ottcher C, Hu J, 

Martinez J, Saenger W, Reutter W. Molecular 

mechanism and structural basis of interaction of 

dipeptidyl peptidase IV with adenosine deaminase 

and human immunodeficiency virus type-1 

transcription transactivator. Eur. J. Cell Biol., 2012; 

91: 265–273. 

25. Mart´ınez-Nav´ıo JM, Climent N, Gallart T, Llu´ıs 

C, Franco R. An old enzyme for current needs: 

Adenosine deaminase and a dendritic cell vaccine 

for HIV. Immunol. Cell Biol., 2012; 90: 594–600. 

26. Sharoyan S, Antonyan A, Mardanyan S, Lupidi G, 

Cuccioloni M, Angeletti M, Cristalli G. Complex of 

Dipeptidylpeptidase II with adenosine deaminase. 

Biochemistry (Moscow), 2008; 73(8): 1168 – 1176. 

27. Lindley E, Pisoni R. Demonstration of adenosine 

deaminase activity in human fibroblast lysosomes. 

Biochem. J., 1993; 290: 457–462. 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1237138
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1237138
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1237138
http://link.springer.com/journal/11094
http://link.springer.com/journal/11094
http://link.springer.com/journal/11094
http://link.springer.com/journal/11094


www.wjpls.org 

 

14 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

28. Fredholm BB, Ijzerman AP, Jacobson KA, Linden J, 

Muller CE. International Union of basic and clinical 

pharmacology. LXXXI. Nomenclature and 

classification of adenosine receptors-an update. 

Pharmacol. Rev., 2011; 63: 1–34. 

29. Gracia E, P´erez-Capote K, Moreno E, Barkesova J, 

Mallol J, Llu´ıs C, Franco R, Cort´es A, Casad´o V, 

Canela EI. A2A adenosine receptor ligand binding 

and signalling is allosterically modulated by 

adenosine deaminase. Biochem. J., 2011; 435:    

701–709. 

30. Herrera C, Casad´o V, Ciruela F, Schofield P, 

Mallol J, Lluis C, Franco R. Adenosine A2B 

receptors behave as an alternative anchoring protein 

for cell surface adenosine deaminase in lymphocytes 

and cultured cells. Mol. Pharmacol., 2001; 59:    

127–134. 

31. Saura C, Ciruela F, Casad´o V, Canela EI, Mallol J, 

Lluis C, Franco R. Adenosine deaminase interacts 

with A1 adenosine receptors in pig brain cortical 

membranes. J. Neurochem., 1996; 66: 1675–1682. 

32. Kiesman WF, Elzein E, Zablocki J. A1 adenosine 

receptor antagonists, agonists and allosteric 

enhancers. Handb. Exp. Pharmacol., 2009; 193:    

25–58. 

33. Schenone S, Brullo C, Musumeci F, Bruno O, Botta 

M. A1 receptor ligands: Past, present and future 

trends. Curr. Top. Med. Chem., 2010; 10: 878–901. 

34. Sun WC, Cao Y, Jin L, Wang LZ, Meng F, Zhu XZ. 

Modulating effect of adenosine deaminase on 

function of adenosine A1 receptors. Acta Pharmacol. 

Sin., 2005; 26: 160–165. 

35. Chen JF, Eltzschig HK, Fredholm BB. Adenosine 

receptors as drug targets—What are the challenges? 

Nat. Rev. Drug. Discov., 2013; 12: 265–286. 

36. Cortés A, Gracia E, Moreno E, Mallol J, Lluís C, 

Canela IE, Casadó V. Moonlighting adenosine 

Deaminase: A Target Protein for Drug 

Development. Medicinal Research Reviews, 2015; 

359(1): 85–125.  

37. Ohisalo JJ. Regulatory functions of adenosine. Med. 

Biol., 1987; 65: 181–191. 

38. Newby AC, Worku Y, Holmquist CA. Adenosine 

formation. Evidence for a direct biochemical link 

with energy metabolism. Adv. Myocardiol., 1985; 6: 

273–284. 

39. Sheth S, Brito R, Mukherjea D, Rybak LP, 

Ramkumar V. Adenosine Receptors: Expression, 

Function and Regulation Int. J. Mol. Sci., 2014; 15: 

2024–2052. 

40. Kumar V. Adenosine as an endogenous 

immunoregulator in cancer pathogenesis: Where to 

go? Purinergic Signal, 2013; 9: 145–165. 

41. Sperlagh B, Vizi ES. The role of extracellular 

adenosine in chemical neurotransmission in the 

hippocampus and basal ganglia: Pharmacological 

and clinical aspects. Curr. Top. Med. Chem., 2011; 

11: 1034–1046. 

42. Kelly MA, Vestling MM, Murphy CM, Hua S, 

Sumpter T, Fenselau C. Primary structure of bovine 

adenosine deaminase. J. Pharm. Biomed. Anal., 

1996; 14: 1513–1519. 

43. Daddona PE, Shewach DS, Kelley WN, Argos P, 

Markham AF, Orkin SH. Human adenosine 

deaminase. cDNA and complete primary amino acid 

sequence. J Biol. Chem., 1984; 259: 12101–12106. 

44. Yeung CY, Ingolia DE, Roth DB, Shoemaker C, Al-

Ubaidi MR, Yen JY, Ching C, Bobonis C, Kaufman 

RJ,  Kellems RE. Identification of functional murine 

adenosine deaminase cDNA clones by 

complementation in Escherichia coli. Journal of 

Biological Chemistry, 1985; 260(18): 10299–10307. 

45. Niu W, Shu Q, Chen Z, Mathews S, Di Cera E, 

Frieden C. The role of Zn2+ on the structure and 

stability of murine adenosine deaminase. J. Phys. 

Chem. B, 2010; 114: 16156–16165. 

46. Ford HJr., Dai F, Mu L, Siddiqui MA, Nicklaus MC, 

Anderson L, M´arquez VE, Barchi JJ Jr. Adenosine 

deaminase prefers a distinct sugar ring conformation 

for binding and catalysis: Kinetic and structural 

studies. Biochemistry, 2000; 39: 2581–2592. 

47. Shu Q, Frieden C. Relation of enzyme activity to 

local/global stability of murine adenosine 

deaminase: 19F NMR studies. J. Mol. Biol., 2005; 

345: 599–610. 

48. Saboury AA, Divsalar A, Jafari GA, Moosavi-

Movahedi AA, Housaindokht MR, Hakimelahi GH. 

A product inhibition study on adenosine deaminase 

by spectroscopy and calorimetry. J. Biochem. Mol. 

Biol., 2002; 35: 302–305. 

49. Cristalli G, Costanzi S, Lambertucci C, Lupidi G, 

Vittori S, Volpini R, Camaioni E. Adenosine 

deaminase: Functional implications anddifferent 

classes of inhibitors. Med. Res. Rev., 2001; 21:   

105–128. 

50. Castro C, Britt BM. Binding thermodynamics of the 

transition state analogue coformycin and of the 

ground state analogue 1-deazaadenosine to bovine 

adenosine deaminase. J. Enzyme. Inhib., 2001; 16: 

217–232. 

51. Kinoshita T, Nishio N, Nakanishi I, Sato A, Fujii T. 

Structure of bovine adenosine deaminase complexed 

with 6-hydroxy-1,6-dihydropurine riboside. Acta 

Crystallogr., 2003; D59: 299–303. 

52. Wang Z, Quiocho FA. Complexes of adenosine 

deaminase with two potent inhibitors: X-ray 

structures in four independent molecules at pH of 

maximum activity. Biochemistry, 1998; 37:     

8314–8324. 

53. Kinoshita T, Tada T, Nakanishi I. Conformational 

change of adenosine deaminase during ligand 

exchange in a crystal. Biochem. Biophys. Res. 

Commun., 2008; 373: 53–57. 

54. Kinoshita T, Nakanishi I, Terasaka T, Kuno M, Seki 

N, Warizaya M, Matsumura H, Inoue T, Takano K, 

Adachi H, Mori Y, Fujii T. Structural basis of 

compound recognition by adenosine deaminase. 

Biochemistry, 2005; 44: 10562–10569. 

55. Terasaka T, Kinoshita T, Kuno M, Nakanishi I. A 

highly potent non-nucleoside adenosine deaminase 

https://uthealth.influuent.utsystem.edu/en/persons/rodney-e-kellems


www.wjpls.org 

 

15 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

inhibitor: Efficient drug discovery by intentional 

lead hybridization. J. Am. Chem. Soc., 2004; 126: 

34–35. 

56. Trincavelli ML. Unveiling the binding mode of 

adenosine deaminase inhibitors to the active site of 

the enzyme: Implication for rational drug design. 

Purinergic Signal, 2013; 9: 1–3. 

57. Mohamedali KA, Kurz LC, Rudolph FB. Site-

directed mutagenesis of active site glutamate-217 in 

mouse adenosine deaminase. Biochemistry, 1996; 

35: 1672–1680. 

58. Sideraki V, Wilson DK, Kurz LC, Quiocho FA, 

Rudolph FB. Site-directed mutagenesis of histidine 

238 in mouse adenosine deaminase: Substitution of 

histidine 238 does not impede hydroxylate 

formation. Biochemistry, 1996; 35: 15019–15028. 

59. Sideraki V, Mohamedali KA, Wilson DK, Chang Z, 

Kellems RE, Quiocho FA, Rudolph FB. Probing the 

functional role of two conserved active site 

aspartates in mouse adenosine deaminase. 

Biochemistry, 1996; 35: 7862–7872. 

60. Gleeson MP, Burton NA, Hillier IH. Prediction of 

the potency of inhibitors of adenosine deaminase by 

QM/MM calculations. Chem. Commun., 2003; 17: 

280–281. 

61. Wu XH, Zou GL, Quan JM, Wu YD. A theoretical 

study on the catalytic mechanism of Mus musculus 

adenosine deaminase. J. Comput. Chem., 2010; 31: 

2238–2247. 

62. Ronca I, Bauer C, Rossi C. Role of sulphydryl 

groups in adenosine deaminase. Eur. J. Biochem., 

1967; 1: 434–438. 

63. Philips A, Robbins D, Coleman M, Barkley M. 

Immunoaffinity purification and fluorescence 

studies of human adenosine deaminase. 

Biochemistry, 1987; 26: 2893–2903. 

64. Kurz L, Lazard D, Frieden C. Protein structural 

changes accompanying formation of enzymatic 

transition states: tryptophan environment in ground-

state and transition-state analogue complexes of 

adenosine deaminase.  Biochemistry, 1985; 24: 

1342–1346. 

65. Okajima T, Kawata Y, Hamaguchi K. Chemical 

modification of tryptophan residues and stability 

changes in proteins. Biochemistry, 1990; 29:    

9168–9175. 

66. Antonyan A, Sharoyan S, Mardanyan S. On the role 

of tryptophan in the activity of adenosine deaminase. 

Biochemistry (Moscow), 1996; 61: 1563–1569. 

67. Mardanyan S, Sharoyan S, Antonyan A, Armenyan 

A, Cristalli G, Lupidi G. Tryptophan environment in 

adenosine deaminase: enzyme modification with N-

bromosuccinimide in the presence of adenosine and 

EHNA analogs. Biochim. Biophys. Acta, 2001; 

1546: 185–195. 

68. Caiolfa VR, Gill D, Parola AH. The protonated form 

of 1-N
6
-etheno-[erythro-9-(2-hydroxy-3-nonyl)] 

adenine is identified at the active site of adenosine 

deaminase. FEBS Lett., 1990; 260: 19–22. 

69. Leonard NJ. Dimensional probes of enzyme-co-

binding sites.  Acc. Chem.Res., 1982; 15: 128–135. 

70. Frieden C, Kurz LC, Gilbert HR. Adenosine 

deaminase and adenylate deaminase: comparative 

kinetic studies with transition state and ground state 

analogue inhibitors. Biochemistry, 1980; 19:    

5303–5309. 

71. Vermishyan I, Sharoyan S, Antonyan A, Grigoryan 

N, Mardanyan S, Khoyetsyan A, Markaryan Sh. 

Conformation of adenosine deaminase in complexes 

with inhibitors: Application of selective quenching 

of fluorescence emission. Biophysics (Moscow), 

2008; 53(2): 213–221. 

72. Ataie G, Moosavi-Movahedi AA, Saboury AA, 

Hakimelahi GH, Hwu JR, Tsay SC. Enthalpy and 

enzyme activity of modified histidine residues of 

adenosine deaminase and diethyl pyrocarbonate 

complexes. Int. J. Biol. Macromol., 2000; 27: 29–33. 

73. Mardanyan SS, Sharoyan SG, Antonyan AA, Lupidi 

G, Cristalli G. Interaction of adenosine deaminase 

with inhibitors. Chemical modification by diethyl 

pyrocarbonate. Biochemistry (Moscow), 2002; 

67(7): 770–777. 

74. Bhaumik D, Medin J, Gathy K, Coleman MS. 

Mutational analysis of active site residues of human 

adenosine deaminase. J. Biol. Chem., 1993; 268: 

5464–5470. 

75. P´erez-Rodr´ıguez E, Jim´enez-Castro D. The use of 

adenosine deaminase and adenosine deaminase 

isoenzymes in the diagnosis of tuberculous pleuritis. 

Curr. Opin. Pulm. Med., 2000; 6: 259–266. 

76. Cowan MJ, Brady R0, Widder KJ. Elevated 

erythrocyte adenosine deaminase activity in patients 

with acquired immunodeficiency syndrome. Proc. 

Natl. Acad. Sci. USA., 1986; 83: 1089–1091.  

77. Saghiri R, Ghashghai N, Movaseghi S, Pourshafiri 

P, Jalifar S, Bidhendi MA, Ghazizadeh L, Ebrahimi-

Rad M. Serum adenosine deaminase activity in 

patients with systemic lupus erythematosus: A study 

based on ADA1 and ADA2 isoenzyme pattern. 

Rheumatol. Int., 2012; 32: 1633–1638. 

78. Maor I, Rainis T, Lanir A, Lavy A. Adenosine 

deaminase activity in patients with Crohn‘s disease: 

Distinction between active and nonactive disease. 

Eur. J. Gastroenterol. Hepatol., 2011; 23: 598–602. 

79. Zamani B, Jamali R, Jamali A. Serum adenosine 

deaminase may predict disease activity in 

rheumatoid arthritis. Rheumatol. Int., 2012; 32: 

1967–1975. 

80. Antonyan AA, Sharoyan SG, Haroyan AA, 

Harutyunyan RH, Mardanyan SS. Adenosine 

Deaminase activity in synovial fluid at arthritis. 

Proceedings of YSU. Chemistry and Biology, 2013; 

3: 28–32. 

81. Fargo JH, Kratz CP, Giri N, Savage SA, Wong C, 

Backer K, Alter BP, Glader B. Erythrocyte 

adenosine deaminase: Diagnostic value for 

Diamond-Blackfan anemia. Br. J. Hemathol., 2013; 

160: 547–554. 

http://cat.inist.fr/?aModele=afficheN&cpsidt=11033238
http://cat.inist.fr/?aModele=afficheN&cpsidt=11033238
http://www.ncbi.nlm.nih.gov/pubmed/12139475
http://www.ncbi.nlm.nih.gov/pubmed/12139475
http://www.ncbi.nlm.nih.gov/pubmed/12139475


www.wjpls.org 

 

16 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

82. Bagatini MD, Martins CC, Gasparetto D, Spanevello 

RM, Becker LV, Rosa CS, Battisti V, Belle L, 

Gonçalves JF, Schetinger MRC, dos Santos RB, 

Oliveira LZ, Morsch VM. Enzymes that hydrolyze 

adenine nucleotides in patients with ischemic heart 

disease. Clin. Chim. Acta 2011; 412: 159–164. 

83. Rai B, Kaur J, Jacobs R, Arnand SC. Adenosine 

deaminase in saliva as a diagnostic marker of 

squamous cell carcinoma of tongue. Clin. Oral. 

Invest., 2011; 15: 347–349. 

84. Battisti V, Maders LD, Bagatini MD, Battisti IE, 

Belle LP, Santos KF, Maldonado PA, Thome GR, 

Schetinger MR, Morsch VM. Ectonucleotide 

pyrophosphatase/ phosphodiesterase (E-NPP) and 

adenosine deaminase (ADA) activities in prostate 

cancer patients: Influence of Gleason score, 

treatment and bone metastasis. Biomed. 

Pharmacother., 2013; 67: 203–208. 

85. Spanevello RM, Mazzanti CM, Bagatini M, Correa 

M, Schmartz R, Stefanello N, Thome G, Morsch 

VM, Becker L, Belle L, de Oliveira L, Schetinger 

MR. Activities of the enzymes that hydrolize 

adenine nucleotides in platelets from multiple 

sclerosis patients. J. Neurol., 2010; 257: 24–30. 

86. Belagavi AC, Shalini M. Cerebrospinal fluid C 

reactive protein and adenosine deaminase in 

meningitis in adults. J. Assoc. Physicians. India, 

2011; 59: 557–560. 

87. Garca MF, Demir H, Turan M, Bozan N, Kozan 

A, Belli ŞB, Arslan A, Cankaya H. Assessment of 

adenosine deaminase (ADA) activity and oxidative 

stress in patients with chronic tonsillitis clones Eur. 

Arch. Otorhinolaryngol., 2014; 271(6): 1797–802.  

88. Erel O, Kocyigit A, Gurel MS, Bulut V, Seyrek A, 

Ozdemir Y. Adenosine deaminase activity in sera 

lymphocytes and granulocytes in patients with 

cutaneous leishmaniasis. Mem. Inst. Oswaldo. 

Cruz., 1998; 93: 491–494. 

89. Kaya S, Cetin ES, Aridogan BC, Arikan S, Demirci 

M. Adenosine deaminase activity in serum of 

patients with hepatitis - a useful tool in monitoring 

clinical status. J. Microbiol. Immunol. Infect., 2007; 

40(4): 288–92. 

90. Koizumi H, Iizuka H, Aoyagi T, Morioka M, 

Sakurada K. Adenosine deaminase activity in adult 

T cell leukemia. Proc. Jpn. Soc. Invest. Dermatol., 

1980; 5: 51–52. 

91. Carlucci F, Rosi F, Di Pietro C, Marinello E, 

Pizzichini M, Tabucchi A. Purine nucleotide 

metabolism: specific aspects in chronic lymphocytic 

leukemia lymphocytes. Biochim. Biophys. Acta, 

1997; 1360: 203–210. 

92. Hassan A, Booth C, Brightwell A, Allwood Z, Veys 

P, Rao K. Outcome of hematopoietic stem cell 

transplantation for adenosine deaminase-deficient 

severe combined immunodeficiency. Blood, 2012; 

120: 3615–3624. 

93. Chiba S, Matsumoto H, Motoi Y, Miyano N, 

Kashiwagi M. High serum adenosine deaminase 

activity and its correlation with lymphocyte subsets 

in myasthenia gravis. J. Neurol. Sci., 1990; 100: 

174-177. 

94. Puukka R, Puukka M, Linna S-L, Joensuu T, 

Kouvalainen K. Elevated erythrocyte adenosine 

deaminase activity in Down's syndrome. Acta 

Pediatr. Scand., 1981; 70:739–741 

95. Chiba S, Matsumoto H, Saitoh M, Kasahara M, 

Matsuya M, Kashiwagi M. A correlation study 

between serum adenosine deaminase activities and 

peripheral lymphocyte subsets in Parkinson's 

disease. J. Neurol. Sci., 1995; 132: 170–173. 

96. Hirschhorn R, Candotti F. Primary 

immunodeficiency diseases. In: Ochs HD, Smith 

CIE, Puck JM, Eds. Immunodeficiency due to 

Defects on Purine.Metabolism. Oxford, UK: Oxford 

University Press, 2006; pp. 169–196. 

97. Cohen A, Hirschhorn R, Horowiz SD, Rubinstein A, 

Polmar SK, Hong R, Martin DW Jr. 

Deoxyadenosine triphosphate as a potentially 

toxicmetabolite in adenosine deaminase deficiency. 

Proc. Natl. Acad. Sci. USA, 1978; 75: 472–476. 

98. Resta T, Thompson LF. SCID: The role of 

adenosine deaminase deficiency. Immunol. Today, 

1997; 18: 371–374. 

99. Chan B, Wara D, Bastian J, Hershfield MS, 

Bohnscak J, Azen CG, Parkman R, Weinberg K, 

Kohn DB. Long-term efficacy of enzyme 

replacement therapy for adenosine deaminase 

(ADA)-deficient severe combined 

immunodeficiency (SCID). Clin. Immunol., 2005; 

117: 133–143. 

100. Hassan A, Booth C, Brightwell A, Allwood Z, Veys 

P, et al. Outcome of hematopoietic stem cell 

transplantation for adenosine deaminase-deficient 

severe combined immunodeficiency. Blood, 2012; 

120(17): 3615–24. 

101. Harutyunyan H, Mardanyan S, Sharoyan S, 

Antonyan A, Movsesyan A, Avagyan H. 

Dipeptidyle peptidase IV/CD26 and adenosine 

deaminase during immune response in rats. 

Electronic Journal of Natural Sciences of NAS RA, 

2007; 1: 17–21. 

102. Mardanyan S, Antonyan A, Sharoyan S, 

Harutyunyan H, Sargisova Ye, Andreasyan N, 

Galoyan A. Influence of proline reach peptide on the 

activities of dipeptidyl peptidase IV and adenosine 

deaminase during cyclophosphamide induced 

immunodeficiency in rats. Biol. Journal of Armenia, 

2011; 4(63), 23–30,  

103. Zamani B, Jamali R,  Ehteram H. Synovial fluid 

adenosine deaminase and high sensitivity C reactive 

Protein activity in differentiating monoarthritis. 

Rheumatol. Int., 2012; 32: 183–188. 

104. Zakeri Z, Izadi S, Niazi A, Bari Z, Zendeboodi S, 

Shakiba M, Mashhadi M, Narouie B, Ghasemi-Rad 

M. Comparison of Adenosine Deaminase Levels in 

Serum and Synovial Fluid Between Patients with 

Rarthritis and Osteoarthritis. Int. J. Clin. Exp. Med., 

2012; 5: 195–200. 

https://www.ncbi.nlm.nih.gov/pubmed/?term=Garca%20MF%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Demir%20H%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Turan%20M%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bozan%20N%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kozan%20A%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kozan%20A%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Belli%20%C5%9EB%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Arslan%20A%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cankaya%20H%5BAuthor%5D&cauthor=true&cauthor_uid=24305782
https://www.ncbi.nlm.nih.gov/pubmed/24305782
https://www.ncbi.nlm.nih.gov/pubmed/24305782
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kaya%20S%5BAuthor%5D&cauthor=true&cauthor_uid=17712462
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cetin%20ES%5BAuthor%5D&cauthor=true&cauthor_uid=17712462
https://www.ncbi.nlm.nih.gov/pubmed/?term=Aridogan%20BC%5BAuthor%5D&cauthor=true&cauthor_uid=17712462
https://www.ncbi.nlm.nih.gov/pubmed/?term=Arikan%20S%5BAuthor%5D&cauthor=true&cauthor_uid=17712462
https://www.ncbi.nlm.nih.gov/pubmed/?term=Demirci%20M%5BAuthor%5D&cauthor=true&cauthor_uid=17712462
https://www.ncbi.nlm.nih.gov/pubmed/?term=Demirci%20M%5BAuthor%5D&cauthor=true&cauthor_uid=17712462
https://www.ncbi.nlm.nih.gov/pubmed/17712462
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hassan%20A%5BAuthor%5D&cauthor=true&cauthor_uid=22791287
https://www.ncbi.nlm.nih.gov/pubmed/?term=Booth%20C%5BAuthor%5D&cauthor=true&cauthor_uid=22791287
https://www.ncbi.nlm.nih.gov/pubmed/?term=Brightwell%20A%5BAuthor%5D&cauthor=true&cauthor_uid=22791287
https://www.ncbi.nlm.nih.gov/pubmed/?term=Allwood%20Z%5BAuthor%5D&cauthor=true&cauthor_uid=22791287
https://www.ncbi.nlm.nih.gov/pubmed/?term=Veys%20P%5BAuthor%5D&cauthor=true&cauthor_uid=22791287
https://www.ncbi.nlm.nih.gov/pubmed/?term=Veys%20P%5BAuthor%5D&cauthor=true&cauthor_uid=22791287
https://www.ncbi.nlm.nih.gov/pubmed/22791287


www.wjpls.org 

 

17 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

105. Manivelavan D, Vijaya Samundeeswari CK. 

Synovial fluid biomarkers in differentiating between 

inflammatory and noninflammatory arthritis. 

International journal of basic medical science, 2012; 

3(2): 49-53. 

106. Antonyan AA,  Sharoyan SG,  Harutyunyan AA, 

Mardanyan SS. Influence of aluminum toxicosis on 

the activity of adenosine deaminase and dipeptidyl 

peptidases II and IV. Neurochemical Journal, 2009; 

3(2): 118–121.  

107. Kumar V, Sharma A. Adenosine: an endogenous 

modulator of innate immune system with therapeutic 

potential. Eur. J. Pharmacol., 2009; 616(1-3): 7–15. 

108. Hisatome I. Adenosine and cardioprotection in 

chronic heart failure: Genes and protein expression. 

Hypertens. Res., 2007; 30: 757–758. 

109. Abd-Elfattah AS, Aly H, Hanan S, Wechsler AS. 

Myocardial protection in beating heart cardiac 

surgery: I—Pre- or postconditioning with inhibition 

of es-ENT1 nucleoside transporter and adenosine 

deaminase attenuates post-MI reperfusion-mediated 

ventricular fibrillation and regional contractile 

dysfunction. J. Thorac. Cardiovasc. Surg., 2012; 

144: 250–255. 

110. Law WR, Valli VE, Conlon BA. Therapeutic 

potencial for transient inhibition of adenosine 

deaminase in systemic inflammatory response 

syndrome. Crit. Care Med., 2003; 31: 1475–1481. 

111. Antonioli L, Fornai M, Colucci R, Ghisu N, Da 

Settimo F, Natale G, Kastsiuchenka O, Duranti 

E,Virdis A, Vassalle C, La Motta C, Mugnaini L, 

Breschi MC, Blandizzi C, Del Taca M. Inhibition of 

adenosine deaminase attenuates inflammation in 

experimental colitis. J. Pharmacol. Exp. Ther., 2007; 

322: 435–442. 

112. Pimentel VC, Gomes JL, Zanini D, Abdalla FH, da 

Costa P, Gonçalves JF, Duarte MM, Moretto MB, 

Morsch VM, Schetinger MR. Evaluation of 

acetylcholinesterase and adenosine deaminase 

activities in brain and erythrocytes and 

proinflammatory cytokine levels in rats submitted to 

neonatal hypoxia-ischemia model. Mo.l Cell 

Biochem., 2013; 378: 247–255. 

113. Antonyan AA, Sharoyan SG, Haroyan AA, 

Harutyunyan RH, Mardanyan SS. Inhibition of 

adenosine deaminase activity in synovial fluid by 

synthesized compounds and plant preparations. 

Arm. Biol. J., 2014; 66: 103–111. 

114. Robak T. Purine nucleoside analogues in the 

treatment of myeloid leukemias. Leuk. Lymphoma, 

2003; 44: 391–409. 

115. Dearden CE. Role of single-agent purine analogues 

in therapy of peripheral T-cell lymphomas. Semin. 

Hematol., 2006; 43: S22–S26. 

116. Johnston JB. Mechanism of action of pentostatin and 

cladribine in hairy cell leukemia. Leuk. Lymphoma, 

2011; 52: 43–45. 

117. Pragnacharyulu PVP,  Varkhedkar V,  Curtis MA,  

Chang IF,  Abushanab E. Adenosine Deaminase 

Inhibitors:  Synthesis and Biological Evaluation of 

Unsaturated, Aromatic, and Oxo Derivatives of (+)-

erythro-9-(2‗S-Hydroxy-3‗R-nonyl)adenine [(+)-

EHNA]. J. Med. Chem., 2000; 43(24): 4694–4700. 

118. Gillerman I, Fischer B. Investigations into the origin 

of the molecular recognition of several adenosine 

deaminase inhibitors. J. Med. Chem., 2011; 54:   

107–121. 

119. Terasaka T, Tsuji K, Kato T, Nakanishi I, Kinoshita 

T, Kato Y, Kuno M, Inoue T, Tanaka K, Nakamura 

K. Rational design of non-nucleoside, potent, and 

orally bioavailable adenosine deaminase inhibitors: 

Predicting enzyme conformational change and 

metabolism. J. Med. Chem., 2005; 48: 4750–4753. 

120. LaMotta C, Sartini S, Mugnaini L, Salerno S, 

Simorini F, Taliani S, Marini AM, Da Settimo F, 

Lavecchia A, Novellino E, Antonioli L, Fornai M, 

Blandizzi C, Del Tacca M. Exploiting the 

pyrazolo[3,4-d]pyrimidin-4-one ring system as a 

useful template to obtain potent adenosine 

deaminase inhibitors. J. Med. Chem., 2009; 52: 

1681–1692. 

121. Koch HP, Jager W, Groh U, Plank G. In vitro 

inhibition of adenosine deaminase by flavonoids and 

related compounds. New insight into the mechanism 

of action of plant phenolics. Methods Find. Exp. 

Clin. Pharmacol, 1992; 14: 413–417. 

122. Bopp A, De Bona KS, Belle´ LP, Moresco RN, 

Moretto MB. Syzygium cumini inhibits adenosine 

deaminase activity and reduces glucose levels in 

hyperglycemic patients. Fundamental & Clinical 

Pharmacology, 2009; 23: 501–507. 

123. Öztürk B, Kocaoglu EH, Durak ZE. Effects of 

aqueous extract from Silybum marianum on 

adenosine deaminase activity in cancerous and 

noncancerous human gastric and colon tissues. 

Pharmacogn. Mag., 2015; 11: 143–146. 

124. Koch HP, Aichinger A, Bohne B, Plank G. In vitro 

inhibition of adenosine deaminase by a group of 

steroid and triterpenoid compounds. Phytother. Res., 

1994; 8: 109–111. 

125. Melzig MF. Inhibition of adenosine-deaminase 

activity of aortic endothelial-cells by selected 

flavonoids. Planta Medica, 1996; 62: 20–21 

126. He Ni, Yue-Hong Li, Rui-Lin Hao, Hui Li, Song-

Qing Hu, Hai-Hang Li. Identification of adenosine 

deaminase inhibitors from Tofu wastewater and 

litchi peel and their synergistic anticancer and 

antibacterial activities with cordycepin. International 

Journal of Food Science and Technology, 2016; 

51(5): 1168–1176.   

127. Prakash MS, Chennaiah S, Murthy YSR., Anjaiah E, 

Rao SA, Suresh C. Altered Adenosine Deaminase 

Activity in Type 2 Diabetes Mellitus. Journal Indian 

Academy of Clinical Medicine, 2006; 7: 114–117. 

128. Mardanyan S, Sharoyan S, Antonyan A, Zaqaryan 

N. Dipeptidyl peptidase IV and adenosine 

deaminase inhibition by Armenian plants and 

antidiabetic drugs. Int. J. Diabetes and Metab., 2011; 

19: 69–74. 

http://www.springerlink.com/content/?Author=A.+A.+Antonyan
http://www.springerlink.com/content/?Author=S.+G.+Sharoyan
http://www.springerlink.com/content/?Author=A.+A.+Harutyunyan
http://www.springerlink.com/content/?Author=S.+S.+Mardanyan
http://www.springerlink.com/content/1819-7124/
http://www.springerlink.com/content/1819-7124/3/2/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kumar%20V%5BAuthor%5D&cauthor=true&cauthor_uid=19464286
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sharma%20A%5BAuthor%5D&cauthor=true&cauthor_uid=19464286
https://www.ncbi.nlm.nih.gov/pubmed/19464286
http://pubs.acs.org/author/Pragnacharyulu%2C+Palle+V+P
http://pubs.acs.org/author/Varkhedkar%2C+Vaibhav
http://pubs.acs.org/author/Curtis%2C+Mark+A
http://pubs.acs.org/author/Chang%2C+I+F
http://pubs.acs.org/author/Chang%2C+I+F
http://pubs.acs.org/author/Abushanab%2C+Elie
http://onlinelibrary.wiley.com/doi/10.1111/ijfs.2016.51.issue-5/issuetoc
http://onlinelibrary.wiley.com/doi/10.1111/ijfs.2016.51.issue-5/issuetoc


www.wjpls.org 

 

18 

Antonyan.                                                                                     World Journal of Pharmaceutical and Life Sciences 

129. Ferrandon P, Barcelo B, Perche JC, Schoffs AR. 

Effects of dipyridamole, soluflazine and related 

molecules on adenosine uptake and metabolism by 

isolated human red blood cells. Fundam. Clin. 

Pharmacol., 1994; 8: 446–452. 

130. Ataie G, Bagheri S, Divsalar A, Saboury AA, 

Safarian Sh, Namaki S, Moosavi-Movahedi AA. A 

Kinetic Comparison on the Inhibition of Adenosine 

Deaminase by Purine Drugs.  Iranian Journal of 

Pharmaceutical Research, 2007; 6(1): 43–50.  

131. Salesi M,  Ghazvini RA,  Farajzadegan Z,  Karimifar 

M, et al. Serum adenosine deaminase in patients 

with rheumatoid arthritis treated with methotrexate. 

J. Res. Pharm. Pract., 2012; 1(2): 72–76. 

132. Li G, Nakagome I, Hirono Sh, Itoh T, Fujiwara R. 

Inhibition of adenosine deaminase (ADA)-mediated 

metabolism of cordycepin by natural substances. 

Pharma. Res. Per., 2015; 3(2): e00121. 

https://www.ncbi.nlm.nih.gov/pubmed/?term=Salesi%20M%5BAuthor%5D&cauthor=true&cauthor_uid=24991593
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ghazvini%20RA%5BAuthor%5D&cauthor=true&cauthor_uid=24991593
https://www.ncbi.nlm.nih.gov/pubmed/?term=Farajzadegan%20Z%5BAuthor%5D&cauthor=true&cauthor_uid=24991593
https://www.ncbi.nlm.nih.gov/pubmed/?term=Karimifar%20M%5BAuthor%5D&cauthor=true&cauthor_uid=24991593
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4076867/

