
 
 

 Iraqi Journal of Pharmacy 20(Supp-01) (2023) 174-188 

 

 

 

Review Article: 

 

Synthesis and Pharmacological Profiles of 6,7-
Dihydroxycoumarin and Its Derivatives: A Concise Review 

 
  Nameer Mazin Zeki 1  , Yasser Fakri Mustafa2  
 

1 Department of Pharmacology, College of Medicine, Ninevah University, Mosul, Iraq. 
2 Department of Pharmaceutical Chemistry, College of Pharmacy, University of Mosul, Mosul, Iraq. 

 

Article  Information  Abstract 

Article history:  

Background: Esculetin, scientifically referred to as 6,7-dihydroxycoumarin, functions as the 
primary bioactive constituent found in Cortex Fraxini (commonly known as ash bark), an 

ancient Asian medicinal substance. Herbal practitioners utilize the outer layer of the branch or 
stem bark of Cortex Fraxini for its gentle and safe medicinal properties and its potential as a 

nutritional component. In contemporary times, the landscape has undergone a notable 
transformation due to the emergence of a wide range of innovative 6,7-dihydroxycoumarin 

derivatives. The recent surge of innovation has sparked a heightened interest in understanding 
the molecular mechanisms that underlie the effects of Cortex Fraxini and 6,7-

dihydroxycoumarin in clinical applications. Aim: This succinct review seeks to build up the 
extensive knowledge accumulated in the past decade concerning the synthesis, 

pharmacological profiles and principles linked to 6,7-dihydroxycoumarin and its chemical 
analogues. Furthermore, we aim to provide a concise yet inclusive overview of the unique 

characteristics of 6,7-dihydroxycoumarin. Conclusion: Satisfying these aims can enhance the 
comprehension of the diverse possibilities presented by this chemical and its related 

compounds across different research and application domains. 
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1. Introduction   

1Since ancient times, Asian herbal medicine has effectively 
treated various illnesses. One of the Asian herbal medicines 
(AHM) that is most frequently employed is known as ash 
bark. Fraxinus chinensis Roxb (common name: Chinese ash), 
Fraxinus rhynchop hylla Hance (common name: Manchurian 
ash), Fraxinus stylosa Lingelsh (common name: Styloza ash), 

and Fraxinus aboana Lingelsh are the four species of ash 
bark, also called Cortex Fraxini, that have been assigned a 

classification under the AHM division and categorization 
system (1). It has been demonstrated that Cortex Fraxini 

displays a wide range of biological functions, some of which 
include anti-infective (2), inflammatory suppressant (3), 
painkilling (4), cancer-fighting (5), free radical scavenging 

(6), neuro-shielding (7), and circulatory protection (8) 
properties. Cortex Fraxini is loaded with a wide variety of 
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useful components. It has been shown that among all the 
elements that make up Cortex Fraxini, 6,7 dihydroxy-

coumarin (6,7-DHC), O-glycoside derivatives of esculetin 

(esculin),7-hydroxy-6-methoxycoumarin-glycoside 
derivatives (fraxin), and 7,8 dihydroxy-6-methoxy coumarin 
(fraxetin) are the most significant biologically active 
components, as illustrated in Figure 1 (9). 

As one of the key bioactive constituents of Cortex Fraxini, 
6,7-DHC has been widely employed not solely for its cough 
relief characteristics (10) but also as an inflammatory 

suppressant, radical quenching agent, antimicrobial, and 
anticancer agents (11,12). Owing to its numerous 
pharmacological properties and changeable framework, 6,7-
DHC has shown great potential as a promising starting 

point for medicinal chemists generating novel therapeutic 
candidates. 6,7-dihydroxyl and 3,4-unsaturation are the 
important chemical modification reaction points (13). This 
creates new 6,7-DHC derivatives that can be subjected to 

biological investigation. In this concise overview, we 
highlighted the current investigations on 6,7-DHC 
synthesis, pharmacological activity, mechanisms, and 
related substances throughout the last few years (14). 
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Figure 1. Chemical structures of coumarin derivatives extracted from Cortex Fraxini 

2. Synthesis of 6,7-DHC 

In their study, Cao and his colleagues (15) explored the process of 

creating 6,7-DHC. They used 1,4-benzoquinone, acetyloxide, and 

H2SO4 as the main ingredients to produce an intermediate benzene-

1,2,4-triyl triacetate. This was then mixed with strong H2SO4 and 

hydroxysuccinic acid to make 6,7-DHC. The total yield of the 

production was approximately 80% (Scheme 1). 

 

Scheme 1. Synthesis of 6,7-DHC 

In another study (16), scientists developed an alternative synthesis 

pathway and enhanced the reaction parameters for optimal outcomes 

by utilizing singular and composite variable orthogonal 

examinations. The ideal reaction conditions involve a specific ratio of 

1,4-benzoquinone, acetyloxide, and concentrated H2SO4, which is 

1:3:0.15, respectively. This reaction should be carried out under 

moderate heating at 45 degrees Celsius with continuous stirring for 3 

hours. Subsequently, the intermediate benzene-1,2,4-triyl triacetate 

was combined with an equivalent amount of l,2,4-trihydroxybenzene 

under the influence of concentrated H2SO4 and hydroxysuccinic acid 

as catalysts. This procedure makes it possible to achieve a yield of 

approximately 80% of 6,7-DHC (Scheme 2). 

 

Scheme 2. Synthesis of 6,7-DHC 

Yang and colleagues (17) employed a novel methodology to synthesize 

6,7-DHC, wherein the compound was produced through microwave-

assisted cyclization of l,2,4-trihydroxybenzene and ethyl propiolate. 

The technique utilized the catalytic effect of ZnCl2. The optimal 

reaction conditions were carefully determined as follows: a precise 

ratio of 1.0:1.0 between the quantities of l,2,4-

trihydroxybenzene, and ethyl propiolate was maintained, 3.5 grams 

of ZnCl2 were utilized, and the reaction was subjected to a 10-minute 

exposure at a temperature of 105°C while being subjected to a 400-

watt microwave intensity. The proficient organization of components 

resulted in a noteworthy 87.4% production of 6,7-DHC, as illustrated 

in Scheme 3 (18). 
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Scheme3. Microwave-assisted synthesis of 6,7-DHC 

The researchers Yang et al. (19) conducted a study emphasizing the 

biological production of 6,7-DHC in E. coli. This process begins with 

glucose and involves a complex sequence of intermediate operations. 

The process commences with converting glucose into 2-

oxopropanoate, D-fructopyranose-6P, and D-glyserose-3P. The 

enzymatic catalyst known as phospho(enol)pyruvic acid synthase 

(PEPS) mediates the conversion of 2-oxopropanoate to 2-

phosphonatooxyprop-2-enoate. The tktA, which acts as 

a transketolizing enzyme, facilitates the conversion of D-

fructopyranose-6P and D-glyserose-3P into threose-4P. The results 

mentioned above ultimately converge to form 7-phospho-2-keto-3-

deoxy-D-arabinoheptonate, under the catalytic influence of the 

enzyme 2-dehydro-3-deoxyphosphoheptonate aldolase, also known 

as AroG (20).  

As a result, the synthesis of 3-phosphoshikimic acid and 5-

enolpyruvylshikimate occurs. The formation of prephenic acid occurs 

by the union of 5-enolpyruvylshikimate with prephenic acid 

dehydrate (pheA) and prepheic acid dehydrogenase (tyrA), resulting 

in the production of 4-(2-carboxy-2-oxoethyl)-4H-pyran-4-carboxylic 

acid (prephenic acid). Following this, the enzymatic action of tyrA 

leads to the conversion of prephenic acid into 3-(p-hydroxyphenyl)-2-

oxopropanoic acid (21). Subsequently, with the aid of tyrB, which is 

the phenylalanine aminotransferase enzyme, Tyrosine is synthesized. 

The tyrosine ammonia-lyase (TAL) enzyme is of great significance in 

facilitating the chemical transformation of Tyrosine into 4-

Hydroxycinnamic acid (22).  

The enzymatic reaction involving hydroxycinnamate-3-hydroxylase 

(HC3H) enables the conversion of 4-hydroxycinnamic acid to 3,4-

dihydroxycinnamic acid. This conversion is achieved by the 

cooperative action of the 4-cinnamoyl-CoA (4CL) enzyme, 

producing dihydroxycinnamate-CoA. The participation of the 

bacterial enzyme F6’H facilitates the conversion of 

dihydroxycinnamate-CoA into an intermediate compound. This 

process ultimately culminates in forming the end-product 6,7-DHC, 

as seen in Scheme 4 (23). 

 

 

 

Scheme 4. Synthesis of 6,7-DHC from glucose 

3. Pharmacological profiles of 6,7-DHC 

3.1. Inflammatory suppressant activity 

The inflammatory suppressant effects of 6,7-DHC have been the 

subject of a significant number of molecular investigations. One of its 

processes includes the inhibition of the emission of nitric oxide (NO), 
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which Plays a part in regulating cardiac and blood vessel functions 

and in the attenuation of organ tissue damage brought on by 

inflammation. In addition, 6,7-DHC inhibits the production of protein 

fragments released into the bloodstream that aid cell interactions 

and are linked to inflammation and immune responses, leading to 

lesser adherence between white blood cells (WBC) and blood vessel 

lining cells, thereby dampening the inflammatory response (24). 

In addition, it has been demonstrated that 6,7-DHC has a significant 

impact on reducing the severity of issues associated with 

inflammation. For example, it can significantly reduce the level of 

expression of collagenase-1 in cartilaginous tissue and lower levels of 

NO and eicosanoid (PGE2) in synovia, thereby delaying the onset of 

joint degenerative diseases (25). Moreover, 6,7-DHC demonstrated its 

capacity to protect the tissue in the heart from damage caused by 

ischemic-reoxygenation damage. It was able to accomplish this by 

lowering the number of inflammatory reactions that occurred 

throughout the body (26).  

In addition, 6,7-DHC has anti-inflammatory characteristics by 

blocking the generation of inflammation-inducing signalling 

molecules during contact between fat cells and phagocytic cells (27). 

These interactions can occur when fat cells and lymphocytes 

encounter one another. The effect of this interaction can be 

measured by looking at how much heme oxygenase-1 (HO-1) is 

expressed in the body. Due to the firmly established link between 

obesity and the enduring low-level inflammation of lipid-rich tissue, 

6,7-DHC displays promise in addressing persistent inflammation 

associated with obeseness (28). 

3.2. Clot preventing activity 

The prospective pharmaceutical application of 6,7-DHC in stroke 

management is promising, given its status as a natural derivative of 

coumarins like fraxetin, and umbelliferone (29). Additionally, the 

clinical utilization of warfarin as an anticoagulant further supports 

the potential efficacy of 6,7-DHC in this context (30). The excessive 

proliferation of vascular myocytes induced by endothelial layer 

impairment is a crucial contributing element to vascular 

proliferation-related ailments such as arterial sclerosis and 

recurrence of stenosis (31). 6,7-DHC has exhibited significant 

effectiveness in inhibiting vascular myocyte proliferation in 

laboratory settings, showing sensitivity to both the amount of the 

compound administered and the length of time it is applied (32). The 

elucidation of the underlying mechanism responsible for the anti-

proliferative impact of 6,7-DHC has revealed that it hinders the 

triggering of the MAPK/ERK and phosphoinositide 3-kinase/Akt 

(Protein Kinase B) signalling pathways in rat sarcoma (33).  

It is worth mentioning that the impact of 6,7-DHC on cell 

proliferation is mediated by its regulation of both the initiating 

factors and subsequent events within the cellular signalling cascade. 

This encompasses the activation of a mitogen-activated kinase 

cascade, the activation of phosphoinositide 3-kinase, and the initial 

stages of gene expression, as well as its influence on the stimulation 

of nuclear factor-kB and activator protein 1 transcription factor (34).  

Furthermore, the efficacy of 6,7-DHC in reducing endothelial layer 

hyperproliferation has been established in rat models of vascular 

damage, indicating its potential as a therapeutic intervention for 

reocclusion following arterial injury (35). A recent investigation has 

revealed that 6,7-DHC possesses the capability to fire up the 

peroxisome proliferator-activated receptor gamma PPAR-γ, thus 

promoting the expression of ATP-binding cassette transporter 

(ABCA1 and G1). The choreographed sequence described later 

functions to impede the development of foamy macrophages 

originating from smooth muscles (36).  

Furthermore, 6,7-DHC has demonstrated apoptosis-suppressing 

activities in lining cells of microvessels in mouse brains, in addition 

to its impact on cellular proliferation. This is supported by the 

observed increase in B-cell lymphoma 2 (Bcl2) expression and a 

simultaneous decrease in Bcl-2-associated X protein (Bax) 

expression, the balance between them is crucial for cell health. These 

effects ultimately result in the acquisition of neuroprotective 

properties by 6,7-DHC against brain ischemic attack/recirculation 

trauma. This has been confirmed through experimental studies 

utilizing a mouse model of middle brain arterial blockage (37,38). 

3.3. Radical quenching activity 

Oxidative radicals, characterized as chemical radicals and oxygen-

containing reactive entities, naturally emerge within the organism as 

byproducts of oxygen metabolism. They also result from disease 

processes and the action of xenobiotics (39–41). In terms of cellular 

signalling and maintaining cellular balance, appropriate levels of 

oxidative radicals are crucial. Conversely, significantly elevated levels 

have been linked to extensive cellular structural harm. This collective 

scenario is termed oxidative stress (42).  

As documented, it has been shown that 6,7-DHC demonstrates a 

robust ability to scavenge 2,2-diphenyl-1-picrylhydrazyl (DPPH) 

radicals, which is a chemical compound often used in antioxidant 

assays to examine the radical quenching activity of various 

substances. Furthermore, there is a notable positive association 

between the capacity to quench oxidative radicals and the 

concentration of 6,7-DHC, as well as the duration of exposure 

(43,44). 6,7-DHC has been identified as a potent agent in the 

protection of cells against oxidative radical-mediated amyloid-beta 

(Abeta) proteins, which demonstrates the potential of 6,7-DHC in 

managing the progression of Alzheimer's disease and related 

pathologies (45). In a separate investigation, it was found that 6,7-

DHC demonstrates efficacy in guarding cells from DNA damage 

caused by oxidative stress (46). 

3.4. Hepatoprotective activity 

In the setting of liver disorders, the elevation of oxidative radicals and 

lipid peroxidation can stimulate the synthesis of the noncellular 

matrix. This process is marked by the heightened multiplication of 

hepatic perisinusoidal cells and the rapid deterioration of hepatic 

tissue (47). In hepatocytes, microsomal monooxygenase could 

metabolize 1,1-dimethylethyl hydroperoxide (also known as t-BHP), a 

lipid peroxides analogous substance with a shortened chain. This 

metabolic process can result in the formation of oxidative radical 

intermediates. Consequently, these radicals have the potential to 

induce lipid oxidative damage, thereby impacting cell integrity and 

ultimately causing cellular damage (48). The interaction between 

functional and stromal cells is a significant element in liver injury, 

with oxidative radicals playing a crucial role in the upregulation of 

thrombocyte-produced growth factor protein during the process of 

hepatic fibrous tissue formation (49).  

Cichorium intybus and Bougainvllra spectabillis, which contain 

naturally occurring 6,7-DHC, have been historically utilized in 

customary AHM to cure different hepatic ailments (50). The extended 

utilization of 6,7-DHC demonstrates a favourable outcome and 

provides evidence of its hepatoprotective effect based on animal 

studies (51). The tissue histological assessment demonstrated that 

6,7-DHC exhibited a mitigating effect on oxidative stress in a mouse 

hepatic lesion model caused by t-BHP. This effect was observed by 

diminished swelling of liver cells, lowered infiltration of leukocytes, 

and attenuation of tissue necrobiosis (52). Therefore, 6,7-DHC may 

have a preventive effect by interacting with radical-generating 

substances to mitigate hepatocyte toxicity (53,54). 
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3.5. Antihyperglycemic activity 

Problems with insulin secretion or activity are at the root of diabetes, 

a metabolic condition that causes abnormalities in blood glucose 

levels. Reduced antioxidant enzyme activity is a common 

consequence of this condition. 6,7-DHC has been utilized to reduce 

the effects of oxidative stress (55,56). The administration of 6,7-DHC 

at a dosage of 40 mg/kg was seen to result in a reduction of blood 

sugar levels and a rise in serum insulin levels in male rats with 

diabetes induced by streptozotocin (STZ). Furthermore, the 

intervention resulted in the reinstatement of the level of oxidative 

stress defence enzymes in liver and kidney tissues, specifically 

glutathione S-transferase (GST), superoxide dismutase (SOD), 

catalase (CAT), glutathione peroxidase (GPx), thiobarbituric acid 

reactive substances (TBARS), tocopherol, lipid hydroperoxides, and 

Vit-C (57).  

6,7-DHC not only exhibits the ability to decrease sugar levels in the 

blood and mitigates the oxidative stress induced by diabetes. 

However, it demonstrates efficacy in reducing the incidence of 

diabetic renal disease and related problems. These findings support 

the potential of 6,7-DHC as a promising sugar-lowering agent 

(58,59). In a study conducted by Surse et al., it was observed that 

the treatment of 6,7-DHC at doses of between 0.05 and 0.1 g/kg led 

to a decrease in the levels of TBARS, circulating sugar, nitrogenous 

product in blood, and serum creatine metabolite (60).  

Additionally, there was an increase in plasma protein levels in 

''Sprague Dawley'' rats with STZ-triggered type 1 diabetes with renal 

complications. Furthermore, it was observed that therapy with 6,7-

DHC inhibits the expression of fibronectin mediated by transforming 

growth factor-beta 1 (TGF-β1) by mitigating the decrease in PPARγ 

levels in rats with diabetic nephropathy. The findings of this 

epigenetic study demonstrated a reduction in bone morphogenetic 

protein 6 (Bmp6) expression and an increase in matrix 

metalloproteinase 13 (Mmp13) expression, which are part of complex 

networks and signalling pathways that play a role in the onset and 

advancement of diabetes and its complications. This leads towards 

drawing the opinion that 6,7-DHC may have the capacity to 

ameliorate the diabetes and renal disease that are linked with it (60). 

3.6. Antibacterium activity 

The transmission of the human disease caused by the O157:H7 

strain of Escherichia coli is hypothesized to transpire through 

exposure to human or pet feces that have been infected, either 

through passive or active means. The study conducted by Duncan 

and colleagues investigated the effects of 6,7-DHC, a coumarin 

produced from plants, on the survival of E. coli O157 in an 

environment that mimics the circumstances of the gastrointestinal 

tract. A noteworthy decrease in the viability of the imported E. coli 

O157 strain was seen when 6,7-DHC was introduced to in vitro 

digestive system simulations, including the human colon and 

foregut.  

Moreover, in a controlled experimental environment, four young 

cattle were deliberately infected with E. coli O157 and subsequently 

administered 6,7-DHC (61). The analysis of stool samples collected 

after colonization revealed a reduction in the prevalence of the 

pathogen to 18% among the treated calves, in contrast to the 37% 

observed in the control group of calves that did not receive 6,7-DHC. 

This indicates that coumarin compounds found in plants consumed 

as part of the diet or taken as dietary supplements may possess the 

ability to inhibit the growth of E. coli O157 in the gastrointestinal 

tract (62). In another study, the pathogenicity of E. coli O157:H7 was 

reduced in vivo in the helminth Caenorhabditis elegans, and its 

Shiga-like toxin type 2 (Stx2) Gene was suppressed by 6,7-DHC. 

These results suggest that coumarins could be used as part of a 

virulence factor suppression regimen to combat chronic infections 

caused by E. coli O157:H7 (63). 

3.7. Anticancer activity 

The application of natural coumarins in the field of cancer 

chemotherapy has attracted considerable interest owing to their 

potential as therapeutic agents targeting diverse cancer cell lines, 

such as human malignant melanoma (HMM) cells G361, oral-origin 

squamous cancer cell lines, and leukemic monocyte cell lines (64). In 

their experimental study, Jawun et al. present evidence about the 

possible anti-cancer effects of 6,7-DHC and elucidate its modes of 

action against dog mammary adenocarcinomas (commonly 

abbreviated by CMT) cell lines, namely CF41.mg, and CMT-U27. The 

study reveals significant inhibitory effects of 6,7-DHC on the 

livability and migratory capacities of each cell type (5).  

Furthermore, the utilization of 6,7-DHC induces an increase in the 

protein production of cysteine-aspartic acid protease 3, a well-

established biomarker of programmed cell death, ultimately leading 

to the death of apoptotic cells. Also, the administration of 6,7-DHC 

results in a temporary cessation of the cell cycle advancement in 

both cell types. Interestingly, the chemical significantly reduces the 

protein expression of cyclin-dependent kinase 4 and cyclin D1, which 

serve as regulators of the G1/S transition, in both cell lines. It is 

worth mentioning that the cessation of the cell cycle takes place at 

specific stages, specifically the G0/G1 phase for CMT-U27 cells and 

the S phase for CF41.mg cells. The results of this study shed light on 

the possible effectiveness of 6,7-DHC as an anti-cancer agent and 

offer a theoretical basis for future in vivo experiments and potential 

clinical trials (5,65). 

 In their experiment, Anand et al. observed that the administration of 

0.05 g/kg of 6,7-DHC resulted in the inhibition of cancer cell 

proliferation. This effect was achieved by the suppression of NF-κB 

and the Bcl-2 pathway, leading to the induction of cancerous tissue 

mortality (66). At a dose of 0.05 mg/mL, 6,7-DHC exhibits inhibitory 

effects on pancreatoid and pulmonary carcinoma, as well as 

preventive effects on cancers of the gastrointestinal tract. These 

effects are achieved through the activation of mitogen-activated 

protein kinase signalling pathways and cysteine-aspartic proteases 3 

and 9, ultimately resulting in apoptosis (67).  

A study aimed to evaluate the inhibitory effect of 6,7-DHC on tumour 

formation in the A253 cell line derived from the glandular 

submandibularis. This assessment involved conducting 

investigations in both laboratory settings and living systems. 

Furthermore, the investigation of the anticancer effects of 6,7-DHC 

on A253 cells and in a cross-species graft model of salivary gland 

tumours was conducted using several scientific methodologies, with 

a specific emphasis on assessing cell viability and apoptosis (68,69).  

The findings of the study indicated that the administration of 6,7-

DHC at doses ranging from 50 to 150 µM had a suppressive effect on 

the growth of the A253 cell line in an in vitro environment. It is worth 

noting that the observed effect was dependent on both the dosage 

delivered and the length of the treatment. Moreover, in the salivary 

gland, the administration of 6,7-DHC at a dosage of 100 mg/kg/day 

for 18 days resulted in a noteworthy decrease in tumour cell growth. 

Therefore, the results indicate that 6,7-DHC exhibits potential as a 

prospective oral anticancer drug for the treatment of salivary gland 

cancer (68,70). 
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3.8. Adipocyte differentiation hindering activity 

Traditionally, it has been widely acknowledged that fat tissue 

generated from adipocyte precursor serves as a passive storage site 

for energy and facilitates thermogenesis in the body. Nevertheless, 

the adipose tissue, despite its function as a loose connective tissue, 

is not biologically inactive (71). It operates as a dynamic endocrine 

organ, generating a range of bioactive compounds including 

adipose-specific secretory factor, estradiol, adipokine hormone, and 

tumour necrosis factor-alpha (TNFα). However, an excess 

accumulation of adipose tissue, particularly in those who are 

overweight or obese, plays a key role in increasing the likelihood of 

developing metabolic syndrome. This condition further predisposes 

affected individuals to a range of disorders that are associated with 

inflammation (72).  

6,7-DHC has been reported to exhibit the ability to improve glucose 

metabolism and induce controlled fat cell demise by stimulating the 

mitochondrion pathway, hence beginning a process of cell death in 

3T3-L1 adipocytes (71). An additional investigation has emphasized 

that 6,7-DHC demonstrates anti-adipogenic properties through 

modulating the peroxisome proliferator-activated receptor gamma 

(PPAR-γ) and CCAAT/enhancer-binding protein alpha (C/EBPα) via 

the adenosine monophosphate-activated protein kinase (AMPK) 

signalling pathway (73). 

4. Synthesis and biological evaluation of 6,7-DHC’s derivatives 

The synthesis of 6,7-dimethoxychromen-2-one (1) by methylation 

from 6,7-DHC was reported by Zhang et al. (74). The overall yield 

achieved in this process was 74.4%, as seen in Equation 1. In their 

study, Zhao (75) employed a similar methodology to produce the 

compound (1). The researchers focused on examining and refining 

the catalysts used in the methylation process of 6,7-DHC. The use 

of ionic liquids containing imidazolium cations as catalysts has 

several advantages, including enhanced reaction yields, improved 

selectivity, and overall reaction efficiency at lower temperatures 

(76).  

Additionally, these catalysts exhibit the potential for reusability. The 

upregulation of tissue factor (TF) is a primary contributor to 

elevated concentrations of oxidised lipoproteins and circulating 

cholesterol (77). In a biological investigation, it was observed that 

the compound (1) displayed notable effects on total cholesterol and 

blood lipid levels, resulting in a subsequent decrease in the 

expression of TF during thrombus development (78). Additionally, 

this compound demonstrated strong antioxidant properties. 

According to a separate research investigation, it was found that the 

compound (1) exhibited significant inhibitory efficacy against the 

enzyme clostridium histolyticum collagenase (79). 

Adfa et al. (83) synthesized a series of scopoletin derivatives by 

dissolving 3,3-diethoxy-propionic acid ethyl ester (3) and different 

meta- and para-substituted toluene derivatives in liquid H3PO4. At 

100 oC heating for 120 minutes, different coumarin-based 

derivatives were synthesized, as illustrated in Scheme 6. Based on 

the microbiological examination, the most potent anti-termite 

capabilities were demonstrated by scopoletin (2), which was 

followed by 6-methoxy-2-chromenone (4), 6-coumarinol (5), and 

umbelliferone (6) (84). 

The authors, James et al. (85), present an innovative approach for 

the synthesis of the anandimycin B (11) framework, which is 

commonly found in the gilvocarcin V group of antibiotics. This 

methodology's primary novelty resides in applying a recently devised 

benzene ring cyclization method known as the "BHQ Reaction". The 

synthesis of coumarin (7) begins with 6,7-DHC. In this process, an 

allyl group is attached to carbon 7, followed by the O-methylation of 

carbon 6 to yield coumarin (7) (86). This reaction is facilitated by 

the catalyst bromallylene, dipotassium carbonate, and propanon. 

The Claisen-Yaldane rearrangement of (7) resulted in the formation 

of compound (8) (87). The trichloroacetyl functionalization of the 

compound (8), followed by the cyclization of the resulting ester 

crystalline compound (9), proceeded without difficulty. This reaction 

ultimately led to the successful isolation of coumarin (10), with a 

yield of 84% after undergoing column separation analysis, as shown 

in Scheme 7 (88). 

A recent study was conducted to do a thorough investigation aimed 

at designing and synthesizing a range of 6,7-DHC derivatives with 

tailored alterations (89). The alterations encompassed the addition 

of several nitrogen-bearing moieties at the C7 position of the parent 

6,7-DHC structure, along with replacements at positions C4 and 

C8. This study evaluated the potential hepatitis B 

suppressant activities of these derivatives. To assess the 

effectiveness of hepatitis B suppression measures, a series of in vitro 

experiments were conducted utilizing the human hepatoblastoma 

cell line (HepG2.2.15) (90).  

The examination of hepatitis B suppression activity was performed 

using an enzyme-immunoassay kit, while the evaluation of 

cytotoxicity was undertaken using the tetrazolium-based viability 

assay. Lamivudine was utilized as a standard control during these 

tests. Significantly, the results of these experiments revealed a 

series of chemicals that showed a notable potential in inhibiting the 

spread of the hepatitis virus type B (HBV) (91). Significantly, the 

incorporation of 1-Oxa-4-azacyclohexane moieties led to a 

noteworthy suppression of hepatitis B e antigenic protein (HBeAg) 

expression. In a similar vein, the incorporation of the 2-

methylglyoxaline moiety led to a notable reduction in the expression 

of hepatitis B surface antigen (HBsAg) (92).  

Out of the compounds (Scheme 8) that were subjected to testing, 

compound (12) showed notable potential by exhibiting the highest 

level of anti-HBeAg activity, with an IC50 value of 15.8 μM. 

Compound (13) demonstrated remarkable efficacy in inhibiting 

HBsAg, as seen by its notably strong anti-hepatitis activity (IC50 = 

21.4 μM). It is worth mentioning that compounds (14 and 15) 

exhibited a moderate, yet significant, level of efficacy against HBV 

and displayed suppression of hepatitis antigen (93). In addition, it 

was shown that compounds (16) displayed a modest level of activity 

against HBV and demonstrated an inhibitory effect on HBeAg. 

Moreover, these compounds demonstrated improved resistance to 

metabolic breakdown, hence suggesting their viability as 

prospective candidates for subsequent advancement. The work 

provides useful information that contributes to the search for new 

therapeutic drugs targeting HBV (94).  

The Mitsunobu-type monoalkylation reaction of natural 6,7-DHC 

under extreme ultrasound-assisted conditions was established by 

Cravotto et al (95). Several substances with strong psychological 

effects, or their precursors, were produced from 6,7-DHC, and 

daphnetin (17). Under sonication-driven circumstances, the 

phytoestrogenic compound (18), which was obtained from Ferula 

jaeschkeana Vatke (96), was produced with a good yield. Moreover, 

straightforward methylation of compound (19) produced collinine, a 

chemical that inhibits viruses and platelets assembly (from fagara 

mantchurica whole). A new SQ-hopanoid cyclase inhibitor could 

potentially be created via a different selective epoxidization of 7-

farnesyle-6-hydroxycoumarin (20) (97), as shown in Scheme 9. 
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Equation 1. Synthesis of 6,7-dimethoxychromen-2-one 

 

Scheme 5. Synthesis route of scopoletin 

Scheme 6. Synthesis route of different coumarin analogue 

 

 

Scheme 7. Synthesis of the anandimycin B skeleton 
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Scheme 8. Synthetic routes of 6,7-DHC derivatives. ACN: acetonitrile, TEA: triethylamine. 

 

Scheme 9. Mitsunobu-type monoalkylation reaction of natural 6,7-DHC. DIAD: Diisopropyl azodicarboxylate, THF: tetrahydrofuran 

 

In their study, Reaven et al. (98) utilized two newly developed 

coordination molecules, namely 2,2'-((2-oxo-2H-chromene-6,7-

diyl)bis(oxy))diacetic acid (21) and 2,2'-((4-methyl-2-oxo-2H-

chromene-6,7-diyl)bis(oxy))diacetic acid (22), to proceed reactions 

with divalent manganese and copper salts, resulting in the 

formation of the respective metal-ligand systems, as illustrated in 

Scheme 10. The metal complexes exhibited notable antibacterial 

action against many microbial species, such as drug-resistant S. 

aureus, Erwinia herbicola, colibacilloses, and albicans yeast (99).  

Ligands (21) and (22), which do not include any metal, show 

efficacy against all the tested microbial species. Complexes (23–26) 

did not exhibit any observable activity when compared to the 

ligands (21 and 22) without metal. However, the phenolic hydroxy 

adducts (27 and 28) showed inhibition against drug-resistant S. 

aureus (MIC80 = 12.1 μM), colibacilloses (MIC80 = 14.9 μM), and 

Erwinia herbicola (MIC80 = 12.6 μM). Adduct (27) exhibited 

significant anti-albican action with a (MIC80) of 22 μM, compared to 

the readily purchasable antifungal drug ketoconazole with a MIC80 

of 25 μM (100). 

To enhance the physiological stability and antitumor efficacy of 6,7-

DHC, a collection of C4 and C8-substituted 6,7-DHCs has been 

developed and synthesized using benzene-1,2,4-triyl triacetate, 

ethyl 3-oxoalkanoate, and catalyzed by perchloric acid (HClO4) to 

accomplish coumarin synthesis, followed by series of Mannich 

amination reactions to produce compounds (29-32), as seen in 

Scheme 11, (101). The metabolic half-life of all the recently 

synthesized compounds was assessed in a human hepatic 

microsomal S9 Mix, and their in vivo anti-tumor activity was 

examined in A549, and B16 lineages of cells. The assay results 

indicate that most of the compounds that were created exhibited 

superior anti-proliferative activity compared to the original 

chemical, as evidenced by their IC50 values being below the 

micromolar level (102).  

Regarding the structural characteristics, the incorporation of an 

aminoalkyl group at the C8 position is noteworthy. This group 

possesses an amine moiety that can potentially engage in self-

association by H-bonding with the 7-OH group of 6,7-DHC. This 

interaction may have a substantial impact on both the physiological 

stability and the anti-cancer activity of the compound (103). 

Additionally, the introduction of a hydrophobic moiety at the C4 

position resulted in a modest enhancement of the antiproliferative 

activity. On the other hand, a lipophobic group at the C4 position 

was found to be more advantageous for improving the compound’s 

physiological stability (104,105). Among the examined compounds, 

the compound (32) had the highest potency as a candidate 

chemical. It demonstrated a nearly 20-fold enhancement in 

antiproliferative activity (IC50 = 1.9 and 3.8 μM for A549 and B16, 

respectively) and a 3-fold extension in half-life in human liver S9 

(t1/2 = 115.3 min) when compared to 6,7-DHC (IC50 = 48.9 and 17.4 

μM for A549 and B16, respectively, t1/2 = 44.7 min) (106). 
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Scheme 10. Synthesis of coumarin-based Cu++, and Mn++ salts 

 

Scheme 11. Synthesis of compounds 29 – 32 

Another group of researchers investigated the free radicals 

quenching activity of compounds (29-32) (107). In their study, three 

different assays—the 2,2-diphenyl-1-picrylhydrazyl (DPPH), 2,2'-

azino-bis(3-ethylbenzothiazoline-6-sulfonic acid) radical cation 

(ABTS+), and ferric reducing antioxidant power (FRAP)-were used to 

examine the antioxidative properties in vitro. These assays are 

commonly used to determine whether a substance can effectively 

quench the effects of free radicals (108–110). The outcomes of the 

total antioxidant capacity (TAC) were reported as the trolox 

equivalence value, which is written as the number of mmol 
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equivalents of trolox for every mmol of the sample (mmol 

trolox/mmol sample) (111). If the TAC value is greater than two, the 

antioxidant activity is high; if it is between one and two, the 

antioxidant activity is moderate; and if it is less than one, the 

antioxidant activity is low. According to the TAC results of 

compounds (29-32), these compounds showed high to moderate 

radical scavenging activities, as shown in Table 1 (112). 

 

Table 1. Free radicals quenching activity of compounds (33-36) 

Compound DPPH ABTS+ FRAP 

29 1.580±0.085 1.652±0.101 1.393±0.073 

30 1.210±0.042 2.211±0.169 1.171±0.038 

31 1.720±0.071 2.229±0.182 1.601±0.116 

32 2.350±0.138 2.530±0.257 1.333±0.073 

 

In a research undertaken by Daniil and colleagues (113), a novel 

6,7-DHC glycoside (33), illustrated in Figure 2, was effectively 

isolated from the blooms of Calendula prolifera, a member of the 

Asteraceae family. Subsequent investigations delved into the varied 

biological features of this compound, revealing its extraordinary 

competence in suppressing α-glucosidase and amylase enzymes. 

Furthermore, this molecule revealed a remarkable capacity to 

reduce the development of advanced glycosylation products, a 

process inherent to the pyrolysis reaction. These convincing 

findings collectively underline the promising potential of this 

compound as a viable candidate for lowering blood sugar, therefore 

establishing it as a compelling challenger in anti-diabetic therapies 

(114). 

 

Figure 2. The structural framework of 6,7-DHC glycoside 

Pisani and colleagues (115) created a broad range of substituted 

coumarins by synthesizing them and then linking them via an 

aliphatic chain to the hydroxyl and amine-substituted oxybenzene 

moiety. These coumarin derivatives were tested to see how well they 

inhibited the cholinesterase enzymes. It was found that a 6,7-DHC’s 

derivatives that substituted at C3 of coumarin backbone (34, as 

shown in Figure 3. had the highest acetylcholinesterase 

antagonistic potency in the series. The affinity of the derivative (34) 

was exceptional (IC50 = 0.236 nm), and it showed extraordinary 

acetylcholinesterase/butyrylcholinesterase preference (SI > 

300,000) (116). 

 

Figure 3. The structural framework of the derivative 34 

Mahmut et al. (117) conducted a thorough investigation into the 

inhibitory potential of 6,7-DHC's derivatives on serum PON1 

aryldialkylphosphatase. This calcium-dependent enzyme hydrolyzes 

saturated and unsaturated cyclic esters and organophosphorus 

compounds while protecting lipoproteins with a low density against 

degradation. Three dihydroxycoumarin derivatives (35–37), 

illustrated in Figure 4, were thoroughly examined in their inquiry. 

Interestingly, these compounds showed a significant degree of 

efficacy with IC50 values of 0.012, 0.022, and 0.003 for 35, 36, and 

37, respectively, in inhibiting the activity of pure serum PON1. 

Notable is the determined IC50 value of 6,7-DHC, which was 

measured to be 0.178 mM (118). 
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Figure 4. Structural frameworks of compounds 35-37 

5. Conclusion 

Investigations into the chemical construction and pharmacological 

effects of 6,7-DHC and its related compounds have received 

considerable attention. Radical quenching activity, which results in 

reduced amounts of reactive nitrogen and oxygen and species, is 

one of the many biological effects and molecular principles linked 

with 6,7-DHC. All sorts of pharmacological actions, including those 

against cancerous growth, inflammation, and phospholipid-

associated syndrome, may be linked together in this way. Chronic 

inflammation and extreme oxidative damage are major contributors 

to the development of hepatic cancer from liver cirrhosis. In 

addition, 6,7-DHC exhibits potential effectiveness in controlling 

blood glucose levels, combating different invading microorganisms, 

and hindering adipogenic differentiation. These varied 

pharmacological effects make it an interesting molecule worthy of 

further study and possible clinical application. Derivatives can be 

synthesized using 6,7-DHC's benzopyranone and dihydroxyphenolic 

structural motifs. These derivatives will broaden the scope of 6,7-

DHC's physiological activities. Future studies should focus on 

expanding therapeutic applicability by learning about 

pharmacological pathways under laboratory conditions and within a 

vital system. Increasing therapeutic efficacy, preserving research 

integrity while creating new 6,7-DHC derivatives, and conducting 

in-depth mechanistic investigations to prove their clinical viability 

are all priorities. 

6. References 

1. Khalil RR, Mustafa YF. Phytochemical, antioxidant and 

antitumor studies of coumarins extracted from Granny Smith 

apple seeds by different methods. Systematic Reviews in 

Pharmacy 2020;11(2):57–63.  

2. Liang J, Huang X, Ma G. Antimicrobial activities and 

mechanisms of extract and components of herbs in East Asia. 

RSC Advances 2022;12(45):29197–213.  

3. Witaicenis A, Seito LN, Di Stasi LC. Intestinal anti-inflammatory 

activity of esculetin and 4-methylesculetin in the 

trinitrobenzenesulphonic acid model of rat colitis. Chemico-

Biological Interactions 2010;186(2):211–8.  

4. Rzodkiewicz P, Gasinska E, Maslinski S, Bujalska-Zadrozny M. 

Antinociceptive properties of esculetin in non-inflammatory and 

inflammatory models of pain in rats. Clinical and Experimental 

Pharmacology and Physiology 2015;42(2):213–9.  

5. Choi J, Yoo MJ, Park SY, Seol JW. Antitumor Effects of 

Esculetin, a Natural Coumarin Derivative, against Canine 

Mammary Gland Tumor Cells by Inducing Cell Cycle Arrest and 

Apoptosis. Veterinary Sciences 2023;10(2):84.  

6. Pruccoli L, Morroni F, Sita G, Hrelia P, Tarozzi A. Esculetin as a 

bifunctional antioxidant prevents and counteracts the oxidative 

stress and neuronal death induced by amyloid protein in sh-

sy5y cells. Antioxidants 2020;9(6):1–16.  

7. Danis A, Baranoglu Kilinc Y, Torun IE, Hanci F, Kilinc E, 

Ankarali H. Esculetin alleviates pentylenetetrazole-induced 

seizures, cognitive impairment and pro-inflammatory cytokines 

and suppresses penicillin-induced epileptiform activity in rats. 

Life Sciences 2023;313:121300.  

8. Wang QH, Qin SW, Jiang JG. Improvement effects of esculetin 

on the formation and development of atherosclerosis. 

Biomedicine & Pharmacotherapy 2022;150:113001.  

9. Mohammed ET, Mustafa YF. Coumarins from Red Delicious 

apple seeds: Extraction, phytochemical analysis, and evaluation 

as antimicrobial agents. Systematic Reviews in Pharmacy 

2020;11(2):64–70.  

10. Fang L hua, Lv Y, Du G hua. Progress in Study of 

Pharmacological Effect of Cortex Fraxini. Zhongguo Zhong yao 

za zhi = Zhongguo zhongyao zazhi = China journal of Chinese 

materia medica 2008;33(23):2732–6.  

11. Jung WK, Park SB, Yu HY, Kim YH, Kim J. Antioxidant Efficacy 

of Esculetin against Tert-Butyl Hydroperoxide-Induced 

Oxidative Stress in HEK293 Cells. Current Issues in Molecular 

Biology 2022;44:5986–94.  

12. Atia YA, Bokov DO, Zinnatullovich KR, Kadhim MM, Suksatan 

W, Abdelbasset WK, et al. The role of amino acid 

functionalization for improvement of adsorption Thioguanine 

anticancer drugs on the boron nitride nanotubes for drug 

delivery. Materials Chemistry and Physics 2022;278:125664.  

13. Oglah MK, Mustafa YF. Curcumin analogs: synthesis and 

biological activities. Medicinal Chemistry Research 

2020;29(3):479–86.  

14. Mustafa YF, Abdulaziz NT. Biological potentials of 

hymecromone-based derivatives: A systematic review. 

Systematic Reviews in Pharmacy 2020;11(11):438–52.  

15. Cao WQ, Xue JF, Shi CM, Ding CF, Zhu XG. Synthesis of 6, 7-

Dihydroxy Coumarin. Fine Chem Intermed 2013;43:39–41.  

16. Raya I, Chupradit S, Mustafa YF, H. Oudaha K, M. Kadhim M, 

Turki Jalil A, et al. Carboxymethyl Chitosan Nano-Fibers for 

Controlled Releasing 5-Fluorouracil Anticancer Drug. Journal of 

Nanostructures 2021;12(1):136–43.  

184 



Nameer Mazin Zeki al.      Iraqi Journal of Pharmacy 20(Supp-01) (2023), 174-188 

 

 

17. Firoozeh Abolhasani Zadeh, Bokov DO, Salahdin OD, 

Abdelbasset WK, Jawad MA, Kadhi MM, et al. Cytotoxicity 

evaluation of environmentally friendly synthesis Copper/Zinc 

bimetallic nanoparticles on MCF‑ 7 cancer cells. Rendiconti 

Lincei Scienze Fisiche e Naturali 2022.  

18. Mustafa YF, Oglah MK, Bashir MK. Conjugation of sinapic acid 

analogues with 5- Fluorouracil: Synthesis, preliminary 

cytotoxicity, and release study. Systematic Reviews in Pharmacy 

2020;11(3):482–9.  

19. Yang SM, Shim GY, Kim BG, Ahn JH. Biological synthesis of 

coumarins in Escherichia coli. Microbial cell factories 

2015;14:65.  

20. Mustafa YF. Synthesis, characterization and preliminary 

cytotoxic study of sinapic acid and its analogues. Journal of 

Global Pharma Technology 2019;11(9):1–10.  

21. Mustafa YF. Classical approaches and their creative advances in 

the synthesis of coumarins: A brief review. Journal of Medicinal 

and Chemical Sciences 2021;4(6):612–25.  

22. Mustafa YF. Synthesis, characterization, and biomedical 

assessment of novel bisimidazole–coumarin conjugates. Applied 

Nanoscience (Switzerland) 2023;13(3):1907–18.  

23. Oglah MK, Mustafa YF. Synthesis, antioxidant, and preliminary 

antitumor activities of new curcumin analogues. Journal of 

Global Pharma Technology 2020;12(2):854–62.  

24. Duan H, Zhang Y, Fan K. Studies on anti-inflammatory 

mechanism of esculetin. Chinese Journal of Veterinary Medicine 

2007;43(9):45.  

25. Chen J, Liang W, Li H, Huo J. Therapeutic and protective 

efficacy of esculetin on inflammation and cartilage injury by 

monosodium iodoacetate-Induced osteoarthritis in a sprague-

dawley rat model. Pharmacognosy Magazine 2022;18(80):926–

31.  

26. Pullaiah CP, Nelson VK, Rayapu S, GV NK, Kedam T. Exploring 

cardioprotective potential of esculetin against isoproterenol 

induced myocardial toxicity in rats: in vivo and in vitro 

evidence. BMC Pharmacology and Toxicology 2021;22(1):1–11.  

27. Mahmood AAJ, Mustafa YF, Abdulstaar M. New coumarinic azo-

derivatives of metoclopramide and diphenhydramine: Synthesis 

and in vitro testing for cholinesterase inhibitory effect and 

protection ability against chlorpyrifos. International Medical 

Journal Malaysia 2014;13(1):3–12.  

28. Kim Y, Park Y, Namkoong S, Lee J. Esculetin inhibits the 

inflammatory response by inducing heme oxygenase-1 in  

cocultured macrophages and adipocytes. Food & function 

2014;5(9):2371–7.  

29. Thumber BL, Vasoya VG, Desai TR, Naliapara YT, Shah K V, 

Tirgar PR. Anticoagulant activity of methylated coumarin 

derivatives. Pharmacology Online 2011;2:1010–7.  

30. Wadsworth D, Sullivan E, Jacky T, Sprague T, Feinman H, Kim 

J. A review of indications and comorbidities in which warfarin 

may be the preferred  oral anticoagulant. Journal of clinical 

pharmacy and therapeutics 2021;46(3):560–70.  

31. Tang HY, Chen AQ, Zhang H, Gao XF, Kong XQ, Zhang JJ. 

Vascular Smooth Muscle Cells Phenotypic Switching in 

Cardiovascular Diseases. Cells 2022;11(24):4060.  

32. Mustafa YF, Kasim SM, Al-Dabbagh BM, Al-Shakarchi W. 

Synthesis, characterization and biological evaluation of new 

azo-coumarinic derivatives. Applied Nanoscience (Switzerland) 

2023;13:1095–1102.  

33. Pan SL, Huang YW, Guh JH, Chang YL, Peng CY, Teng CM. 

Esculetin inhibits Ras-mediated cell proliferation and 

attenuates vascular restenosis following angioplasty in rats. 

Biochemical Pharmacology 2003;65(11):1897–905.  

34. Li L, Zhou X, Li N, Sun M, Lv J, Xu Z. Herbal drugs against 

cardiovascular disease: traditional medicine and modern 

development. Drug Discovery Today 2015;20(9):1074–86.  

35. Khalil RR, Mohammed ET, Mustafa YF. Evaluation of in vitro 

antioxidant and antidiabetic properties of Cydonia Oblonga 

seeds’ extracts. Journal of Medicinal and Chemical Sciences 

2022;5(6):1048–58.  

36. He C, Huang Y, Li BS, Zhou JJ, Hu L, Guo XM. Effect of the 

esculetin on the cholesterol transport protein ABCA1 and 

ABCG1 in smooth muscle-derived foam cells. Guangdong Med J 

2012;33:3368–71.  

37. Wang C, Pei A, Chen J, Yu H, Sun ML, Liu CF. A natural 

coumarin derivative esculetin offers neuroprotection on cerebral 

ischemia/reperfusion injury in mice. Journal of Neurochemistry 

2012;121(6):1007–13.  

38. Jung WK, Park SB, Yu HY, Kim YH, Kim J. Effect of Esculetin 

on Tert-Butyl Hydroperoxide-Induced Oxidative Injury in  

Retinal Pigment Epithelial Cells In Vitro. Molecules (Basel, 

Switzerland) 2022;27(24).  

39. Abdulaziz NT, Mustafa YF. Antibacterial and Antitumor 

Potentials of Some Novel Coumarins. International Journal of 

Drug Delivery Technology 2022;12(1):239–47.  

40. Mustafa YF, Zain Al-Abdeen SH, Khalil RR, Mohammed ET. 

Novel functionalized phenyl acetate derivatives of benzo [e]-

bispyrone fused hybrids: Synthesis and biological activities. 

Results in Chemistry 2023;5:100942.  

41. Mustafa YF. Modern Developments in the Application and 

Function of Metal/Metal Oxide Nanocomposite–Based 

Antibacterial Agents. BioNanoScience 2023;13:840–52.  

42. Lin HC, Tsai SH, Chen CS, Chang YC, Lee CM, Lai ZY. 

Structure–activity relationship of coumarin derivatives on 

xanthine oxidase-inhibiting and free radical-scavenging 

activities. Biochemical Pharmacology 2008;75(6):1416–25.  

43. Shi J, Wu Q, Deng J, Balfour K, Chen Z. Metabolic Profiling and 

Antioxidant Analysis for the Juvenile Red Fading Leaves of 

Sweetpotato. Plants 2022;11(22):3014.  

44. Lee BC, Lee SY, Kim JH, Kim JH, Cho YH, Lee DH. Anti-

oxidative and photo-protective effects of coumarins isolated 

from Fraxinus chinensis. Archives of pharmacal research 

2007;30(10):1293–301.  

185 



Nameer Mazin Zeki al.      Iraqi Journal of Pharmacy 20(Supp-01) (2023), 174-188 

 

 

45. Kaneko T, Tahara S, Takabayashi F. Suppression of lipid 

hydroperoxide-induced oxidative damage to cellular DNA by  

esculetin. Biological & pharmaceutical bulletin 2003;26(6):840–4.  

46. Pizzino G, Irrera N, Cucinotta M, Pallio G, Mannino F, Arcoraci 

V. Oxidative stress: harms and benefits for human health. 

Oxidative medicine and cellular longevity 2017;2017.  

47. Pandey A, Raj P, Goru SK, Kadakol A, Malek V. Esculetin 

ameliorates hepatic fibrosis in high fat diet induced non-

alcoholic fatty liver disease by regulation of FoxO1 mediated 

pathway. Pharmacological Reports 2017;69(4):666–72.  

48. Lin WL, Wang CJ, Tsai YY, Liu CL, Hwang JM, Tseng TH. 

Inhibitory effect of esculetin on oxidative damage induced by t-

butyl  hydroperoxide in rat liver. Archives of toxicology 

2000;74(8):467–72.  

49. Elpek GÖ. Cellular and molecular mechanisms in the 

pathogenesis of liver fibrosis: An update. World Journal of 

Gastroenterology 2014;20(23):7260.  

50. Hassan HA, Yousef MI. Ameliorating effect of chicory (Cichorium 

intybus L.)-supplemented diet against nitrosamine precursors-

induced liver injury and oxidative stress in male rats. Food and 

Chemical Toxicology 2010;48(8–9):2163–9.  

51. Choi RY, Ham JR, Lee MK. Esculetin prevents non-alcoholic 

fatty liver in diabetic mice fed high-fat diet. Chemico-Biological 

Interactions 2016;260:13–21.  

52. Lee MJ, Chou FP, Tseng TH, Hsieh MH, Lin MC, Wang CJ. 

Hibiscus Protocatechuic Acid or Esculetin Can Inhibit Oxidative 

LDL Induced by Either Copper Ion or Nitric Oxide Donor. 

Journal of Agricultural and Food Chemistry 2002;50(7):2130–6.  

53. Jasim SF, Mustafa YF. New fused-coumarin composites: 

Synthesis, anticancer and antioxidant potentials evaluation. 

Eurasian Chemical Communications 2022;4(7):607–19.  

54. Waheed SA, Mustafa YF. The in vitro effects of new albocarbon-

based coumarins on blood glucose-controlling enzymes. Journal 

of Medicinal and Chemical Sciences 2022;5(6):954–67.  

55. Singh A, Kukreti R, Saso L, Kukreti S. Mechanistic Insight into 

Oxidative Stress-Triggered Signaling Pathways and Type 2 

Diabetes. Molecules 2022;27(3):950.  

56. Maritim AC, Sanders RA, Watkins JB. Diabetes, oxidative 

stress, and antioxidants: A review. Journal of Biochemical and 

Molecular Toxicology 2003;17(1):24–38.  

57. Prabakaran D, Ashokkumar N. Protective effect of esculetin on 

hyperglycemia-mediated oxidative damage in the hepatic and 

renal tissues of experimental diabetic rats. Biochimie 

2013;95(2):366–73.  

58. Jebir RM, Mustafa YF. Novel coumarins isolated from the seeds 

of Citrullus lanatus as potential antimicrobial agents. Eurasian 

Chemical Communications 2022;4(8):692–708.  

59. Waheed SA, Mustafaa YF. Novel naphthalene-derived coumarin 

composites: synthesis, antibacterial, and antifungal activity 

assessments. Eurasian Chemical Communications 

2022;4(8):709–24.  

60. Surse VM, Gupta J, Tikoo K. Esculetin induced changes in 

Mmp13 and Bmp6 gene expression and histone H3 

modifications attenuate development of glomerulosclerosis in 

diabetic rats. Journal of Molecular Endocrinology 

2011;46(3):245–54.  

61. Al-shakarchi W, Saber Y, Merkhan MM, Mustafa YF. Sub 

Chronic Toxicity Study of Coumacines. Pharmacognosy Journal 

2023;15(1):160–4.  

62. Duncan SH, McWilliam Leitch EC, Stanley KN, Richardson AJ, 

Laven RA. Effects of esculin and esculetin on the survival of 

Escherichia coli O157 in human faecal slurries, continuous-flow 

simulations of the rumen and colon and in calves. British 

Journal of Nutrition 2004;91(5):749–55.  

63. Lee JH, Kim YG, Cho HS, Ryu SY, Cho MH, Lee J. Coumarins 

reduce biofilm formation and the virulence of Escherichia coli 

O157:H7. Phytomedicine 2014;21(8–9):1037–42.  

64. Jeon YJ, Jang JY, Shim JH, Myung PK, Chae JI. Esculetin, a 

Coumarin Derivative, Exhibits Anti-proliferative and Pro-

apoptotic Activity in G361 Human Malignant Melanoma. 

Journal of Cancer Prevention 2015;20(2):106–12.  

65. Mustafa YF, Bashir MK, Oglah MK. Synthesis, antioxidant and 

antitumor activities of new coumarins grafted to 5-fluorouracil. 

2022;20(2):359–65.  

66. Anand JR, Rijhwani H, Malapati K, Kumar P, Saikia K, Lakhar 

M. Anticancer activity of esculetin via-modulation of Bcl-2 and 

NF-κB expression in benzo[a]pyrene induced lung 

carcinogenesis in mice. Biomedicine & Preventive Nutrition 

2013;3(2):107–12.  

67. Kim AD, Han X, Piao MJ, Hewage SRKM. Esculetin induces 

death of human colon cancer cells via the reactive oxygen 

species-mediated mitochondrial apoptosis pathway. 

Environmental Toxicology and Pharmacology 2015;39(2):982–9.  

68. Park SB, Jung W, Kim H, Yu HY, Kim Y, Kim J. Esculetin has 

therapeutic potential via the proapoptotic signaling pathway in 

A253 human submandibular salivary gland tumor cells. 

Experimental and Therapeutic Medicine 2022;24(2):533.  

69. Mustafa YF, Bashir MK, Oglah MK. Original and innovative 

advances in the synthetic schemes of coumarin-based 

derivatives: A review. Systematic Reviews in Pharmacy 

2020;11(6):598–612.  

70. Mustafa YF, Khalil RR, Mohammed ET, Bashir MK, Oglah MK. 

Effects of structural manipulation on the bioactivity of some 

coumarin-based products. Archives of Razi Institute 

2021;76(5):1297–305.  

71. Yang JY, Della-Fera MA, Baile CA. Esculetin induces 

mitochondria-mediated apoptosis in 3T3-L1 adipocytes. 

Apoptosis 2006;11(8):1371–8.  

72. Mustafa YF, Khalil RR, Mohammed ET. Synthesis and 

antitumor potential of new 7-halocoumarin-4-acetic acid 

derivatives. Egyptian Journal of Chemistry 2021;64(7):3711–6.  

73. Kim Y, Lee J. Esculetin, a coumarin derivative, suppresses 

adipogenesis through modulation of the AMPK pathway in 3T3-

L1 adipocytes. Journal of Functional Foods 2015;12:509–15.  

186 



Nameer Mazin Zeki al.      Iraqi Journal of Pharmacy 20(Supp-01) (2023), 174-188 

 

 

74. Zhang S, Ma J, Chen S. Improved synthesis technics of 6, 7-

dimethoxy coumarin. JOURNAL-HEBEI UNIVERSITY OF 

SCIENCE AND TECHNOLOGY 2007;28(1):24.  

75. Zhao LJ. Synthesis and research of 6, 7-dimethoxycoumarin. 

Lanzhou Jiaotong University 2012;  

76. Roomi AB, Widjaja G, Savitri D, Jalil AT, Mustafa YF, 

Thangavelu L, et al. SnO2:Au/Carbon Quantum Dots 

Nanocomposites: Synthesis, Characterization, and Antibacterial 

Activity. Journal of Nanostructures 2021;11(3):514–23.  

77. Shelash Al‐ Hawary SI, Abdalkareem Jasim S, M. Kadhim M, 

Jaafar Saadoon S, Ahmad I, Romero Parra RM, et al. Curcumin 

in the treatment of liver cancer: From mechanisms of action to 

nanoformulations. Phytotherapy Research 2023;37(4):1624–39.  

78. Mustafa YF, Mohammed NA alwahab. A promising oral 5-

fluorouracil prodrug for lung tumor: Synthesis, characterization 

and releas. Biochemical and Cellular Archives 2021;21(Supp 

1):1991–9.  

79. Oshima N, Narukawa Y, Takeda T, Kiuchi F. Collagenase 

inhibitors from Viola yedoensis. Journal of Natural Medicines 

2013;67(1):240–5.  

80. Demyttenaere J, Vervisch S, Debenedetti S, Coussio J, Maes D, 

De Kimpe N. Synthesis of Virgatol and Virgatenol, Two Naturally 

Occurring Coumarins from Pterocaulon virgatum (L.) DC, and 

7-(2,3-Epoxy-3-methylbutoxy)-6-methoxycoumarin­, Isolated 

from Conyza obscura DC. Synthesis 2004;2004(11):1844–8.  

81. Fang Z, He G, He L. Synthesis of scopoletin with assisted 

microwave irradiation. West China Journal of Pharmaceutical 

Sciences 2007;22(3):302.  

82. Gabr GA, Ibrahim YS, Al-Shawi SG, Abosaooda M, Gupta J, 

Oudaha KH, et al. Single or combined consumption of 

resveratrol and the probiotic, Lactobacillus acidophilus 

attenuate the effects of crowding stress on growth, immune 

characteristics, and antioxidant defense in the common carp, 

(Cyprinus carpio). Aquaculture Reports 2023;29(1):101471.  

83. Yousif E, Majeed A, Al-Sammarrae K, Salih N, Salimon J, 

Abdullah B. Metal complexes of Schiff base: Preparation, 

characterization and antibacterial activity. Arabian Journal of 

Chemistry 2017;10:S1639–44.  

84. Kasim SM, Al-Dabbagh BM, Mustafa YF. A review on the 

biological potentials of carbazole and its derived products. 

Eurasian Chemical Communications 2022;4(6):495–512.  

85. Bull JA, Luján C, Hutchings MG, Quayle P. Application of the 

BHQ benzannulation reaction to the synthesis of benzo-fused 

coumarins. Tetrahedron Letters 2009;50(26):3617–20.  

86. Al-Shakarchi W, Abdulaziz NT, Mustafa YF. A review of the 

chemical, pharmacokinetic, and pharmacological aspects of 

quercetin. Eurasian Chemical Communications 2022;4(7):645–

56.  

87. Ismael RN, Mustafa YF, Al-Qazaz HK. Cancer-curative potential 

of novel coumarins from watermelon princess: A scenario of 

their isolation and activity. Eurasian Chemical Communications 

2022;4(7):657–72.  

88. Mustafa YF, Abdulaziz NT. Hymecromone and its products as 

cytotoxic candidates for brain cancer : A brief review. 

NeuroQuantology 2021;19(7):175–86.  

89. Ye Z, Zhao TSY, Li SB, Zhou XL, Luo Q. Synthesis and 

biological evaluation of esculetin derivatives as potential anti-

HBV agents. Medicinal Chemistry Research 2023;32(5):899–909.  

90. Mustafa YF, Bashir MK, Oglah MK, Khalil RR, Mohammed ET. 

Bioactivity of some natural and semisynthetic coumarin derived 

compounds. NeuroQuantology 2021;19(6):129–38.  

91. Jumintono J, Alkubaisy S, Yánez Silva D, Singh K, Turki Jalil 

A, Mutia Syarifah S, et al. Effect of cystamine on sperm and 

antioxidant parameters of ram semen stored at 4 °C for 50 

hours. Archives of Razi Institute 2021;76(4):981–9.  

92. Hussein HK, Aubead M, Kzar HH, Karim YS, Amin AH, Gazally 

ME Al, et al. Association of cord blood asprosin concentration 

with atherogenic lipid profile and anthropometric indices. 

Diabetology & Metabolic Syndrome 2022;14:74.  

93. Mustafa YF. Chemotherapeutic applications of folate prodrugs: 

A review. NeuroQuantology 2021;19(8):99–112.  

94. Bashir MK, Mustafa YF, Oglah MK. Synthesis and antitumor 

activity of new multifunctional coumarins. Periodico Tche 

Quimica 2020;17(36):871–83.  

95. Cravotto G, Chimichi S, Robaldo B, Boccalini M. Monoalkylation 

of dihydroxycoumarins via Mitsunobu dehydroalkylation under 

high intensity ultrasound. The synthesis of ferujol. Tetrahedron 

Letters 2003;44(46):8383–6.  

96. Singh PP, Joshi R, Kumar R, Kumar A, Sharma U. Comparative 

phytochemical analysis of Ferula assa-foetida with Ferula 

jaeschkeana and commercial oleo-gum resins using GC–MS and 

UHPLC-PDA-QTOF-IMS. Food Research International 

2023;164:112434.  

97. Curini M, Epifano F, Maltese F, Marcotullio MC, Gonzales SP, 

Rodriguez JC. Synthesis of Collinin, an Antiviral Coumarin. 

Australian Journal of Chemistry 2003;56(1):59.  

98. Creaven BS, Egan DA, Karcz D, Kavanagh K. Synthesis, 

characterisation and antimicrobial activity of copper(II) and 

manganese(II) complexes of coumarin-6,7-dioxyacetic acid 

(cdoaH2) and 4-methylcoumarin-6,7-dioxyacetic acid (4-

MecdoaH2): X-ray crystal structures of 

[Cu(cdoa)(phen)2]·8.8H2O and [Cu. Journal of Inorganic 

Biochemistry 2007;101(8):1108–19.  

99. Widjaja G, Doewes R iqbal, Rudiansyah M, Sultan MQ, Ansari 

MJ, Izzat SE, et al. Effect of tomato consumption on 

inflammatory markers in health and disease status: A 

systematic review and meta-analysis of clinical trials. Clinical 

Nutrition ESPEN 2022;50:93–100.  

100. Abdelbasset WK, Jasim SA, Sharma SK, Margiana R, 

Bokov DO, Obaid MA, et al. Alginate-Based Hydrogels and 

Tubes, as Biological Macromolecule-Based Platforms for 

Peripheral Nerve Tissue Engineering: A Review. Annals of 

Biomedical Engineering 2022;50(6):628–53.  

101. Wang P, Xia YL, Yu Y, Lu JX. Design, synthesis and 

biological evaluation of esculetin derivatives as anti-tumour 

agents. RSC Advances 2015;5(66):53477–83.  

187 



Nameer Mazin Zeki al.      Iraqi Journal of Pharmacy 20(Supp-01) (2023), 174-188 

 

 

102. Budi HS, Jameel MF, Widjaja G, Alasady MS, 

Mahmudiono T, Mustafa YF, et al. Study on the role of nano 

antibacterial materials in orthodontics (a review). Brazilian 

Journal of Biology 2024;84(e257070):1–7.  

103. Mustafa YF. Synthesis, characterization and antibacterial 

activity of novel heterocycle, coumacine, and two of its 

derivatives. Saudi pharmaceutical journal 2018;26(6):870–5.  

104. Abdulaziz NT, Al-bazzaz FY, Mustafa YF. Natural 

products for attenuating Alzheimer’s disease: A narrative review. 

Eurasian Chemical Communications 2023;5(4):358–70.  

105. Abdulaziz NT, Mustafa YF. The Effect of Heat Variable on 

the Chemical Composition and Bioactivities of a Citrullus 

lanatus Seed Aqueous Extracts. Journal of Medicinal and 

Chemical Sciences 2022;5(7):1166–76.  

106. Wang P, Xia YL, Yu Y, Lu JX, Zou LW, Feng L, et al. 

Design, synthesis and biological evaluation of esculetin 

derivatives as anti-tumour agents. RSC Advances 

2015;5(66):53477–83.  

107. Chen C, Wang P, Zou L, Yang L. Synthesis and biological 

evaluation of hydroxylcoumarin derivatives as antioxidant 

agents. Chemical Research in Chinese Universities 

2017;33(2):194–9.  

108. Jebir RM, Mustafa YF. Natural products catalog of 

allsweet watermelon seeds and evaluation of their novel 

coumarins as antimicrobial candidates. Journal of Medicinal 

and Chemical Sciences 2022;5(5):831–47.  

109. Jebir MR, Mustafa YF. Kidney stones : natural remedies 

and lifestyle modifications to alleviate their burden. 

International Urology and Nephrology 2023;  

110. Ahmed BA, Mustafa YF, Ibrahim BY. Isolation and 

characterization of furanocoumarins from Golden Delicious 

apple seeds. Journal of Medicinal and Chemical Sciences 

2022;5(4):537–45.  

111. Mustafa YF, Mohammed ET, Khalil RR. Antioxidant and 

antitumor activities of methanolic extracts obtained from Red 

Delicious and Granny Smith apples’ seeds. Systematic Reviews 

in Pharmacy 2020;11(4):570–6.  

112. Mustafa YF, Najem MA, Tawffiq ZS. Coumarins from 

Creston apple seeds: Isolation, chemical modification, and 

cytotoxicity study. Journal of Applied Pharmaceutical Science 

2018;8(8):49–56.  

113. Olennikov DN, Kashchenko NI, Vennos C. A new 

esculetin glycoside from Calendula officinalis (Asteraceae) and 

its bioactivity. Farmacia 2017;65(5):698–702.  

114. Hachem K, Jasim SA, Al-Gazally ME, Riadi Y, Yasin G, 

Turki Jalil A, et al. Adsorption of Pb(II) and Cd(II) by magnetic 

chitosan-salicylaldehyde Schiff base: Synthesis, 

characterization, thermal study and antibacterial activity. 

Journal of the Chinese Chemical Society 2022;69(3):512–21.  

115. Pisani L, Catto M, Giangreco I, Leonetti F, Nicolotti O. 

Design, Synthesis, and Biological Evaluation of Coumarin 

Derivatives Tethered to an Edrophonium-like Fragment as 

Highly Potent and Selective Dual Binding Site 

Acetylcholinesterase Inhibitors. ChemMedChem 2010;5(9):1616–

30.  

116. Rohmah MK, Salahdin OD, Gupta R, Muzammil K, 

Qasim MT, Al-qaim ZH, et al. Modulatory role of dietary 

curcumin and resveratrol on growth performance, serum 

immunity responses, mucus enzymes activity, antioxidant 

capacity and serum and mucus biochemicals in the common 

carp, Cyprinus carpio exposed to abamectin. Fish and Shellfish 

Immunology 2022;129(June):221–30.  

117. Erzengin M, Basaran I, Cakir U, Aybey A, Sinan S. In 

Vitro Inhibition Effect of Some Dihydroxy Coumarin 

Compounds on Purified Human Serum Paraoxonase 1 (PON1). 

Applied Biochemistry and Biotechnology 2012;168(6):1540–8.  

118. Al-hatim RR, Al-alnabi DIB, Al-younis ZK, Al-shawi SG, 

Singh K, Abdelbasset WK, et al. Extraction of tea polyphenols 

based on orthogonal test method and its application in food 

preservation. Food Science and Technology 2022;42:e70321.  

 

 

 

 ثنائي هيدروكسي الكومارين ومشتقاته: مراجعة موجزة-6،7التوليف والملامح الدوائية لـ 

 الخلاصة

)المعروف  Cortex Fraxiniثنائي هيدروكسي الكومارين، باعتباره المكون النشط بيولوجياً الأساسي الموجود في -6,6يعمل الإسكوليتين، والمشار إليه علمياً باسم  :المقدمة

لخصائصه الطبية اللطيفة والآمنة  Cortex Fraxiniباسم لحاء الرماد(، وهي مادة طبية آسيوية قديمة. يستخدم ممارسو الأعشاب الطبقة الخارجية للفرع أو لحاء جذع نبات 

ثنائي هيدروكسي الكومارين المبتكرة. أثارت الطفرة -6,6مشتقات  وإمكاناته كمكون غذائي. في العصر المعاصر، شهد المشهد تحولًً ملحوظاً بسبب ظهور مجموعة واسعة من

: الهدف في التطبيقات السريرية. dihydroxycoumarin-6,6و Cortex Fraxiniالأخيرة في الًبتكار اهتمامًا متزايدًا بفهم الآليات الجزيئية التي تكمن وراء تأثيرات 

ثنائي هيدروكسي الكومارين ونظائره -6،6لواسعة المتراكمة في العقد الماضي فيما يتعلق بالملامح الدوائية والمبادئ المرتبطة بـ تسعى هذه المراجعة الموجزة إلى تجميع المعرفة ا

لمشروع إلى تعزيز فهم هذا ا :لاستنتاجاثنائي هيدروكسي الكومارين. -6،6الكيميائية. علاوة على ذلك، فإننا نهدف إلى تقديم نظرة عامة موجزة وشاملة للخصائص الفريدة لـ 

 الإمكانيات المتنوعة التي تقدمها هذه المادة الكيميائية والمركبات المرتبطة بها عبر مجالًت البحث والتطبيق المختلفة.

 ثنائي هيدروكسي كومارين، كورتيكس فراكسيني، كومارين.-6،6إسكوليتين، : الكلمات المفتاحية
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