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    Abstract  

Obsessive compulsive disorder (OCD) is a relatively prevalent mental disorder which 

poses significant health burdens on the community. Although current conventional 

medications have good efficacy for many patients, however they can elicit a range of 

associated adverse effects. Plant-based compounds have been evaluated for different 

mental disorders, with a range of anxiolytic properties revealed. To determine the 

current evidence in the area, we conducted a systematic review using the electronic 

databases including PubMed, Scopus and the Cochrane Library up to June 12 2019 for 

pharmacological and clinical evidence of herbal medicines and phytochemicals with 

anti-obsessive-compulsive effects. Additional search criteria were employed for 

locating research on the under-pinning mechanisms of action. Results revealed that 

tentative low-quality evidence exists for several plant medicines, including: Crocus 

sativus, Silybum marianum, Echium amoenum, Hypericum perforatum and Withania 

somnifera, along with several natural molecules, including crocin, cannabidiol, and 

curcumin. While more research is needed to confirm effectiveness, present preclinical 

studies indicate that monoamine pathway modulation (in particular serotonin reuptake 

inhibition) may be the most important anti-OCD mechanisms among the studied natural 

compounds. 

 

1. Introduction 
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Obsessive-compulsive disorder (OCD) is the fourth most common mental disease, 

being diagnosed nearly as often as diabetes mellitus and asthma (Prajapati et al., 2011). 

It is a disabling and distressing mental health problem and is characterized by the 

presence of obsessions- uncontrollable distressing recurrent thoughts, impulses or 

images; and compulsions- repetitive behaviors or mental acts that are carried out with 

the aim to reduce distress (Seibell and Hollander, 2014). The pathophysiology of OCD 

involves genetic factors and aberrations of the central nervous system (in particular 

involving the serotonin, glutamatergic and dopaminergic pathways) (Lochner et al., 

2004). The lifetime prevalence rate for OCD is approximately 2% in the general 

population (Zohar et al., 1992), with roughly equal distribution of males and females 

(Lochner et al., 2004). Some studies suggest that higher annual prevalence of OCD 

exists in more developed countries such as the USA (1.3%) compared with developing 

countries such as Taiwan (0.4%) (Weissman, 1998). OCD impacts the patient’s quality 

of life leading to impairments in both personal and professional life (Hollander et al., 

2016). Considering the high burden of disease and its socioeconomic adverse effects, 

there are relatively few treatment options. While cognitive behavioral therapy with 

exposure and response prevention method (ERP) is a well-established treatment for 

OCD, however it is not completely effective for some patients (Abramowitz et al., 

2007). Selective Serotonin Re-uptake Inhibitors (SSRIs) are the first line medications 

for OCD, but approximately 40% of patients are resistant and fail to respond (Hollander 

et al., 2003). Furthermore, treatment with SSRIs is associated with a range of adverse 

side effects such as insomnia, anxiety and decreased libido and sexual dysfunction 

This article is protected by copyright. All rights reserved.
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(Jenike, 2004). Medicinal plants are potential sources for identifying new 

pharmacological interventions for mental disorders (Bahramsoltani et al., 2015, 

Farahani et al., 2015, Farzaei et al., 2016). Camfield et al. reviewed medicinal herbs 

and phytochemicals for management of OCD (Camfield et al., 2011) and found a range 

of plants for this disorder which are acting via modulating two important pathways 

including glutamatergic and serotonergic pathways. However, this review was 

conducted 8 years ago, and thus it is timely to provide an update on the present 

evidence. Thereby the present paper aims to review potential anti-OCD herbal and 

phytochemicals and their mechanisms of action. For this purpose, a literature search 

was conducted to identify any in vivo or clinical studies of herbal medicines or 

phytochemicals in the treatment of OCD.  

2. Methods 

The electronic databases including PubMed, Scopus and The Cochrane Library were 

accessed up to June 12 2019 for both preclinical and clinical data pertaining to plant 

medicines and OCD. Language restriction was performed and English language articles 

were included. The search terms were (“obsessive compulsive disorder” or “obsessive” 

or “obsessive compulsive”) and (“herbal medicine” or “herbal” or “traditional” or 

“plant” or “phytomedicine” or “complementary”) in the title, abstract and keywords. 

Related articles were screened from the located articles. Articles which were duplicates, 

reviews, which studied other sorts of obsessions other than OCD, or assessed other 

complementary medicines other than plant-based medicines, were eliminated. No 
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restriction was set for design or duration of the study, dose of the plant used, sample 

size, gender, or location. References of final included studies were reviewed for relevant 

studies. Final articles were reviewed to extract plant scientific names, part and extract 

of the plants, presentation of OCD, animal model for in vivo and type of clinical trial, 

number of patients, interventions, duration of treatment and efficacy and tolerability of 

the herbal treatment for human studies. Results were summarized in Table 1 and 2.   

3. Results 

3.1. Overview 

From 1022 articles found, 18 were included in this study (Figure 1). The final result 

consisted of 11 animal and 7 human studies. Trial lengths were between 6 and 12 weeks 

with an average sample size of 37 participants (primarily studying cohorts). All the 

clinical trials used the Yale-Brown Obsessive Compulsive Scale (Y-BOCS) to assess 

the OCD degree. Y-BOCS is a reliable instrument for measuring the severity and 

frequency of symptoms in OCD patients. It is a 10 item scale which provides the 

necessary information with respect to the time spent, interference, resistance, distress, 

and control over all obsessions and compulsions (Goodman, Price et al. 1989). Each 

item is scored between 0 to 4 and all the items are summed to obtain a total score ranging 

from 0 (no symptoms) to 40 (very severe symptoms) (Deacon and Abramowitz, 2005).  

 

All the included clinical trials used the herbal extracts; while different extraction 

methods were carried out (Table 2). Almost all the trials had gender balance; however, 
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in some of them one gender was differentially over-represented (Sayyah et al., 2009, 

Jahanbakhsh et al., 2016). Out of seven clinical trials, five had been conducted in Iran 

and two in the USA. Out of 11 preclinical studies, nine used marble-burying model to 

assess obsessive compulsive behaviors. This is a well-known animal model of assessing 

compulsive-like behaviors which does not require any behavioral training or 

pharmacological manipulation (Joel, 2006). In the marble burying test, animals are 

placed in a standard cage filled with 5 cm depth of wood chip bedding with 20 marbles 

arrayed on top. After thirty minutes the number of marbles buried is scored (Angoa-

Pérez et al., 2013). One of the in vivo studies applied mCPP (the non-selective serotonin 

receptor agonist) to induce OCD-like behavior and evaluated the excessive self-

grooming in rats (Georgiadou et al., 2012). The remaining study used quinpirole-

induced compulsive checking and animals were analyzed to obtain the behavioral 

measures such as frequency of stops, total duration of stopping, number of visits to 

other objects and frequency of ritualistic behavior (Chimakurthy and Murthy, 2010).     

 

3.2. Herbal Medicines and Phytochemicals for OCD 

Benincasa hispida (Thunb.) Cogn.  

Benincas hispida from Cucurbitaceae is commonly known as hairy-melon, winter-

melon, wax-gourd, ash-pumpkin or white-pumpkin. It is native to the Asian tropics and 

usually recognized for its nutritional and medicinal properties especially in China, India 

and Philippines. B. hispida fruit is reported as an important ingredient of some 
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Ayurvedic medicines, and have been widely used for the treatment of nervous disorders. 

It is a rich source of triterpenes, phenolics, glycosides and sterols (Zaini et al., 2011). 

The juice and extract of hairy-melon fruit revealed significant anti-depressant activities 

(Zaini et al., 2011). It is shown to improve serotonergic function and proposed to be 

similar to selective serotonin reuptake inhibitors (SSRI) (Kumar and Vimalavathini, 

2004; Al-Snafi, 2013). It also had been suggested to have MAO-A inhibiting properties 

and increase the levels of norepinephrine and dopamine and decrease the levels of 

GABA as well (Dhingra and Joshi, 2012). It had been suggested to have an anti-OCD 

potential; however, the exact mechanism through which this may potentially occur is 

yet to be established. Whilst no human clinical data exist to determine its anti-OCD 

effect, there is an animal study that shows methanol extract of B. hispida fruit exhibited 

considerable anti-compulsive effect in the marble-burying behavior in mice without 

affecting motor activity (Girdhar et al., 2010).  

 

Cannabis sativa L. and cannabidiol 

Cannabis sativa from Cannabaceae, has been used in traditional Chinese, Indian and 

Persian medicine for centuries. Cannabidiol (CBD), one of the major constituents of 

Cannabis spp. has recently drawn increasing interest for a range of neuropsychiatric 

disorders particularly as an anxiolytic and antipsychotic agent (Iffland and 

Grotenhermen, 2017). It has been also suggested as a novel treatment for OCD. The 

putative anti-OCD properties of cannabidiol are in part attributed to the indirect 

modulation of CB1 receptor-mediated neurotransmission, and increased anandamide 
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levels (Bisogno et al., 2001). CBD also reduces glutamate release in neural pathways 

involved in compulsive behavior (Piomelli, 2003). Some studies suggest that the effect 

of CBD on dopamine and GABA levels is associated with its strong antioxidant 

properties by modulating the expression of nitric oxide synthase and inhibiting the 

production of ROS-generating NADPH oxidases (Compos et al., 2017). An animal 

study investigated the effect of CBD on mice in marble-burying test. CBD (15, 30 and 

60 mg/kg) decreased the number of buried marbles significantly compared with the 

control group. Also, the effect of CBD (30 mg/day) remained remarkable after 7 days 

of repeated daily administration. In this study pretreatment with a 5HT1A receptor 

antagonist (WAY100635) failed to prevent the effect of CBD. Thus it indicates the 

mechanisms other than those mediated by serotonin involve in anti-OCD effects of 

CBD (Casarotto et al., 2010). There are many clinical trials investigating the psychiatric 

properties of CBD. It has been shown to reduce anxiety and certain psychotic 

symptoms, and also be potentially useful for addiction (Iffland and Grotenhermen, 

2017). Acute and chronic studies of CBD in humans indicate it is a safe molecule with 

a low adverse effect profile (Machado Bergamaschi et al., 2011). Considering the 

results of previous pre-clinical study on OCD together with its safety profile in clinical 

studies, randomized controlled trials are warranted in order to confirm its effectiveness 

in OCD.  

Citrus × aurantium L. 

Citrus× aurantium (known as bitter orange or orange blossom) from Rutaceae is 

tropical to Asia and has been traditionally used for the treatment of various health 
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problems. The major active phytochemicals of bitter orange are known to be flavonoids, 

especially hesperidin, naringin and also alkaloids, mainly synephrine (Suryawanshi, 

2011). The volatile oil of bitter orange has been found therapeutically effective in 

anxiety (Sarris, 2018). Recently the fruit essential oil has been considered to have anti-

OCD effects. The major compound in bitter orange essential oil is limonene (97.83%), 

which is followed by β-myrcene (1.43%). Both these compounds are biologically active 

in the central nervous system. These effects are suggested to be through involvement 

of 5-HT1A-receptors (Costa et al., 2013). Bitter orange can improve serotonergic 

pathways and enhance the effect of serotonin in synaptic clefts (Saketi et al., 2014) 

which reduces anxiety and obsessive compulsive behavior. While no human studies 

were located, an in vivo study on bitter orange essential oil has been conducted on mice 

model of marble-burying test. The main compound of the essential oil was limonene 

(97.83%). The study revealed that oral administration of the fruit essential oil (both in 

single dose for 30 min and also repeated one for 15 days) could suppress marble-

burying behavior in mice (de Moraes Pultrini et al., 2006).  

 

Clitoria ternatea L. 

Clitoria ternatea from Fabaceae, commonly known as Butterfly pea, is a well-known 

Ayurvedic medicine and has been used for various disorders such as anxiety and 

depression. “Sankhapushpi”, an Ayurvedic medicine, consists of the roots and seeds of 

C. ternatea and had been used as a neurotonic agent (Mukherjee et al., 2008). Recent 

studies indicate it possesses anxiolytic and antidepressant activity (Boominathan et al., 
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2003). While the exact mechanism of C. ternatea by which it exerts its neuropsychiatric 

effects still remains to be clarified, current studies suggest it might be attributed to its 

serotonergic activity and may affect 5-HT reuptake (Jain et al., 2003; Al-Snafi, 2016). 

One animal study showed that the ethanol extract of aerial parts could modulate 

obsessive compulsive behavior via a significant reduction in marble-burying behavior 

which was comparable to that of fluoxetine. Also sub effective dose of the extract with 

the sub effective dose of fluoxetine could significantly potentiate the anti-OCD effect 

of fluoxetine (Shende et al., 2012). Still there is lack of clinical trials on its effectiveness 

in psychiatric disorders such as OCD. 

 

Colocasia esculenta (L.) Schott 

Basionym: Arum colocasia L. 

Colocasia esculenta from Araceae, commonly known as Elephant ear, is native to hotter 

parts of India and Ceylon. It has been traditionally used for several diseases and is 

regarded as a “nerve tonic” (Prajapati et al., 2011). Hydro-alcoholic extract of leaves of 

C. esculenta has revealed neuropharmacological activity in an animal study. It induced 

anxiolytic and anti-depressant activity, confirming the traditional claims (Kalariya et 

al., 2010). It also exhibited anti-compulsive effect on mice model in marble-burying 

test. Intraperitoneally administration of the extract reduced the number of buried 

marbles dose-dependently, which was similar to the effect of the antidepressant 

fluoxetine. The neuroprotective activity of C. esculenta is suggested to be related to its 

flavonoids which can increase the 5-HT concentrations in hippocampus (Zhang et al., 
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2012; Kalariya et al., 2015). However, the exact mechanism involved in anti-

compulsive effects of C. esculenta is currently unclear. 

 

Crocus sativus L. and crocin 

Crocus sativus (saffron) from Iridaceae, has long been honored as both spice and 

medicine by Western Asia. The stigma is well-known in traditional Persian medicine 

for its neuro-modulatory properties specifically as an antidepressant agent 

(Akhondzadeh, 2007). The psycho-active properties of saffron have been studied in 

various animal and clinical research models. It had been known to have neuroprotective, 

anxiolytic and antidepressant effects (Mazidi et al., 2016). More recently saffron has 

been considered to have potential anti-OCD effects. In an RCT involving mild to 

moderate OCD patients, saffron extract (alone) was compared with fluvoxamine. The 

result revealed that saffron reduced Y-BOCS total score and obsession subscale scores 

comparable to that of fluvoxamine. After 10 weeks, the partial and complete response 

rates were 69.56% and 34.7% for saffron group and 65.2% and 30.4% for fluvoxamine 

group, which were not significantly different between two groups (p=1, p=1). The 

frequency of adverse side effects did not differ significantly between two groups, 

however, saffron-treated group experienced less headache, constipation, sweating and 

vomiting. The exact mechanism through which saffron possess anti-OCD effects is still 

unclear but it may potentially be through inhibition of serotonin reuptake in synapses 

(Esalatmanesh et al., 2017). Bharate et al. demonstrated neuroprotective activity of 

saffron against glutamate-induced toxicity (Bharate et al., 2018). Moreover, its main 
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constituent, crocin, mitigated cell apoptosis and mitochondrial dysfunction in 

hippocampal neuronal cells (HT22) induced by l-glutamate (Wang et al., 2019). 

However, Ettehadi et al. reported contrary effects from intraperitoneal administration 

of different doses of saffron aqueous extract on glutamate brain concentration of rats: 

reducing effect at 150 mg/kg and increasing effect at 250 mg/kg. It is worthwhile noting 

that in this study, dose of 50 to 250 mg/kg caused an increase in the release of dopamine. 

However, the extract had no effect on norepinephrine and serotonin levels (Ettehadi et 

al., 2013).  

Crocin, an active component of C. sativus, has recently raised attention for the potential 

treatment of a range of psychiatric disorders. It had been shown to be safe in oral 

administration by healthy volunteers (Mohamadpour et al., 2013). Crocin (50 mg/kg) 

had shown anxiolytic-like effects in the light/dark rat model (Pitsikas et al., 2008). It 

has been suggested as a potential treatment for the management of OCD. While there 

is no clinical trial to confirm its efficacy, there is just one in vivo study, evaluating anti-

OCD properties of crocin in a rat model of OCD. The non-selective serotonin (5-HT) 

receptor agonist, 1-(3-chlorophenyl) piperazine hydrochloride (mCPP) was used to 

induce excessive self-grooming. The results revealed that intraperitoneal administration 

of crocin could reduce the number and duration of grooming. The exact 

pharmacological mechanism for the effect of crocin on compulsive behavior is still 

unknown, however it may act as an antagonist of 5-HT2C receptors (Georgiadou et al., 

2012). The neuropsychiatric properties of saffron and crocin can be attributed partly to 

their high anti-oxidant activities (Lopresti and Drummond, 2014) 
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Curcuma spp. and Curcumin  

The genus Curcuma from Zingiberaceae, is native to tropical and subtropical regions, 

and is mainly distributed in Thailand, China, India, Malaysia, Indonesia, and Northern 

Australia (Ayati et al., 2019). The rhizome of different species of Curcuma had been 

largely used in different traditional medicines for many diseases. Xiaoyao-san is a 

traditional Chinese medicine which contains C. longa as a major constituent, and has 

been used for the treatment of stress and depression (Xu et al., 2005). In Persian 

traditional medicine, C. zedoaria is recommended against neural diseases such as 

epilepsy and is known to have purported neurotonic activities (Ayati et al., 2019). 

Curcuminoids, which are the most important constituents of Curcuma, have a 

modulatory role on serotonin, dopamine and norepinephrine in different regions of 

brain and also reported to inhibit the biogenic amines by inhibiting MAO-A and B 

(Kulkarni and Dhir, 2010). It has shown to be beneficial in different central nervous 

systems disorders such as epilepsy and depression (Xu et al., 2005, Jithendra et al., 

2008). Curcumin has the potential for the treatment of psychiatric disorders by 

increasing the serotonin levels in the brain (Kulkarni et al., 2008). It has also been 

reported to have considerable anti-oxidant activity which might be partly involved in 

its neuropsychiatric activity (Ayati et al., 2019). 

In an animal model study on the effect of curcumin on OCD, curcumin showed a 

protective effect in OCD with considerable influence on brain monoamine levels. 

Serotonin levels were increased and dopamine levels were decreased in curcumin-

treated rats. It also reduced obsessive-compulsive symptoms such as repeated cleaning 
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the snout and grooming and reduced total duration and frequency of stopping at 

different objects. Curcumin also showed a considerable retention of memory 

(Chimakurthy and Murthy, 2010).  

Echium amoenum Fisch. & C.A.Mey. 

Echium amoenum from Boraginaceae, is an important medicinal plant in Iran which 

had been used for centuries and mostly known as an anxiolytic and anti-depressant 

remedy (Sayyah et al., 2009). There are some animal and clinical trials confirming the 

anxiolytic and antidepressant activities of this plant (Sarris et al., 2011). Recently some 

studies have also revealed its potential anti-OCD effects. An aqueous extract of E. 

amoenum demonstrated anti-OCD activity via increasing the level of cerebrospinal 

fluid CSF serotonin and dopamine (Faryadian et al., 2015).  An RCT involving OCD 

patients has been conducted in Iran, evaluating the effect of aqueous extract of E. 

amoenum flowers on obsessive compulsive behavior using Y-BOCS scale. As anxiety 

is a common symptom of OCD, Hamilton Rating Scale for Anxiety (HAM-A) was also 

used. No other psychotropic medication was prescribed. Results revealed that in weeks 

4 and 6, participants treated with the extract had significantly lower Y-BOCS scores 

than the placebo-treated participants. HAM-A scores were also significantly lower in 

the extract group in weeks 4 and 6, which indicate anxiolytic effects of E. amoenum. 

There was no significant adverse side effect associated with E. amoenum administration 

(Sayyah et al., 2009). While E. amoenum had shown to increase dopamine and 

serotonin, and the preliminary RCT reported its efficacy, further RCTs with a larger 

sample size and longer duration are warranted to confirm its potential efficacy. 
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Hypericum perforatum L.  

Hypericum perforatum from Hypericaceae, commonly known as St John’s wort (SJW), 

is native to Europe and Asia. It is best known for its antidepressive activity, and had 

revealed significant results equivalent to conventional antidepressants (Rahimi et al., 

2009; Sarris and Kavanagh, 2009). The antidepressant effect of SJW is due to a range 

of neuro-pharmacological effects, including re-uptake inhibition of monoamines and 

improving the sensitization and binding to receptors (e.g. 5-HT) (Camfield et al., 2011). 

Some studies report that after SJW administration, a preferential increase of serotonin 

is more prominent than norepinephrine and dopamine (Calapai et al., 2001). The 

neurobiological active constituents of SJW are considered to be hyperforin, hypericin 

and pseudohypericin. Hyperforin has been revealed as a reuptake inhibitor of 5-HT, 

dopamine, GABA, norepinephrine and L-glutamate in synapses (Barnes et al., 2001). 

Hypericin has shown to increase the hypothalamus 5-HT concentrations after 8 weeks’ 

administration, however there are issues with this compound crossing the blood brain 

barrier (Butterweck et al., 2002). Other mechanism of action associated with active 

constituents of SJW is known to involve monoamine oxidase (MAO) inhibition 

(Camfield et al., 2011).  

The effect of SJW on monoamine transmission may have a potential effect in the 

treatment of OCD. In a preclinical study on mice, acute treatment with SJW 

significantly reduced the number of marbles burying behavior, however chronic 

treatment didn’t maintain this effect (Skalisz et al., 2004). Due to this preclinical 

efficacy, SJW was assessed in an initial open label pilot clinical study on OCD patients 
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(without using any conventional medications). A significant improvement was found at 

the end of the study and the mean Y-BOCS score changed 7.4 points. The score changes 

started as early as one week and increased over time. Diarrhea and restless sleep were 

the most common reported side effects (Taylor and Kobak, 2000). To confirm these 

results, an RCT was performed by the same research group. Results in this placebo-

controlled study however revealed no significant differences on Y-BOCS. Also the 

difference between SJW and placebo on any of the Y-BOCS subscales was not 

significant (Kobak et al., 2005).  

Lagenaria siceraria (Molina) Standl. 

Lagenaria siceraria from Cucurbitaceae, commonly known as Bottle gourd is an 

Ayurvedic and Chinese herbal medicine. The fruits are traditionally used in India for 

the treatment of a range of diseases, and especially for cardiovascular and hepatic 

disorders (Shah et al., 2010). The fruit has been considered to have neuropsychiatric 

properties. It has been suggested that the flavonoids or steroidal compounds of L. 

siceraria might be the responsible phytochemicals for its neuropharmacological 

activities (Prajapati et al., 2011). Pretreatment of the fruit ethanol extract has 

ameliorated the stress in a forced swimming endurance stress and acute heat stress rat 

model, indicating an anti-stress and adaptogenic activity of the plant (Palamthodi and 

Lele, 2014). Lagenaria siceraria is also known to have antidepressant activity 

(Prajapati et al., 2011). It has been proposed to have anti-OCD properties; however, 

there is just one preclinical study to date evaluating this. The study was conducted on 

mice model of OCD, using marble-burying behavior. Intraperitoneal administration of 
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methanolic extract of L. siceraria was compared with fluoxetine. L. siceraria at both 

dosages suppressed marble-burying behavior and the effect was comparable to that in 

fluoxetine (Prajapati et al., 2011).  

Silybum marianum (L.) Gaertn. 

Silybum marianum from Asteraceae, better known as milk thistle, is a traditional 

Mediterranean herbal medicine used most prominently for hepatic disorders, while it is 

also suggested as a potential remedy for anxiety and OCD (Sarris, Camfield et al., 

2012). It enhances serotonergic activity at least partly by modulating 5HT1A receptors 

(Camfield et al., 2011; Yaghmaei et al., 2012). The putative anti-OCD and anxiolytic-

like activities of milk thistle can be related to silymarin, a flavonoid complex, which is 

reported to enhance serotonin concentration in the brain cortex (Camfield et al., 2011; 

Solati et al., 2012). This can be attributed to the inhibition effect of silibinin on MAO 

activity (Camfield et al., 2011). The results of an RCT using milk thistle leaf extract 

versus the antidepressant fluoxetine in participants with OCD demonstrated a 

significant reduction on Y-BOCS in both groups without any significant difference 

between them. No serious adverse effect was associated with milk thistle administration 

(Sayyah et al., 2010). In consideration of the small sample size and unstandardized 

preparation used in this study, RCTs with larger populations (and standardized 

formulations) are now required.  

Tabernaemontana divaricata (L.) R.Br. ex Roem. & Schult. 
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Tabernaemontana divaricate (TD) from Apocynaceae, is a common plant in tropical 

countries and have been used in Chinese, Ayurvedic and Thai traditional medicines, 

mostly for fever, pain and dysentery (Pratchayasakul et al., 2008). In Thai traditional 

medicine, it is also suggested as components of rejuvenating and neuro-tonic remedies 

to improve memory (Chanchal et al., 2015). The methanol extract of TD showed 

antidepressant effect in vivo (Faruq, Munira et al.). Phytochemical studies have revealed 

the presence of phenolic compounds, alkaloids, steroids, flavonoids, saponins and 

terpenes in the plant (Chanchal et al., 2015), so it is presumed that the mechanism of 

anti-compulsive action of TD can be due to involvement of any of these phytochemicals 

in serotonergic neurotransmission. Acute treatment with ethanol extract of TD leaves 

inhibited obsessive and compulsive behavior in mice in a dose dependent manner. The 

inhibitory effect of TD on obsessive and compulsive behavior was similar to fluoxetine. 

No serious side effects were associated with the administration of TD (Chanchal et al., 

2015). Although the initial evidence in relation to TD in the treatment of OCD is 

encouraging, controlled clinical trials are warranted so as to properly investigate its 

efficacy. 

Valeriana officinalis L. 

Valeriana officinalis from Caprifoliaceae, commonly known as valerian, has been used 

in traditional medicines of different regions for a long time (Mikaili et al., 2011). It has 

been reported that valerian increases the serotonin concentration in brain. Valerian 

contains constituents with a range of neuromodulatory activities such as anxiolytic and 

soporific effects. Valeric acid is one of the phytochemicals which has been shown to 
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inhibit GABA breakdown in the central nervous system and causes muscle relaxation. 

The roots also contain lignans which inhibit serotonin binding. Valerian root extract 

had shown a potent anxiolytic effects in rats (Sarris et al., 2011; Neamati et al., 2014). 

It has been proposed as a potential treatment for OCD. The anti-OCD mechanism of 

valerian may be attributed to GABA reuptake and serotonin binding inhibition. Eight 

weeks administration of valerian root extract to participants with OCD significantly 

lowered Y-BOCS compared to the placebo group. The overall frequency of side effects 

was not significantly different between two groups. However, somnolence was the most 

common adverse effect in valerian group (Pakseresht et al., 2011).  

Withania somnifera (L.) Dunal 

Commonly known as Indian Ginseng or Ashwagandha, W. somnifera from Solanaceae, 

is one of the most well-used Ayurvedic medicinal herbs for thousands of years. The 

root of W. somnifera has been studied as adaptogenic, anxiolytic, antidepressant, 

neuroprotective and cognitive enhancing agent. It has been reported several times to 

pose neuroprotective improvement, which can be attributed to its role in nNOS down 

regulation and neurochemical alteration of some neurotransmitter systems (Bhatnagar 

et al., 2009). It contains a range of active constituents including withanolides, 

sitoindosides and other alkaloids. The anxiolytic effects are attributed to the presence 

of bioactive glycol-withanolids (Bhattacharya et al., 2000). In an RCT involving 64 

patients, 300mg of W. somnifera root extract for two months, effectively reduced the 

anxiety, serum cortisol, social dysfunction and depression in participants with a history 

of chronic stress (Chandrasekhar et al., 2012). Administration of W. somnifera root 
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extract to patients with OCD that were receiving SSRIs simultaneously caused 

significant reduction in Y-BOCS score in treatment group compared to the placebo 

group. In this study, the effect of W. somnifera was also evaluated on patients with 

comorbid anxiety disorder. These patients were analyzed separately in the treatment 

and control groups and the reduction of Y-BOSC score was compared between patients 

with and without comorbid anxiety in each group. The reduction of Y-BOCS score in 

both treatment and control groups was not significantly different between patients with 

comorbid anxiety or those without anxiety.  The extract was reported to be safe, with 

no adverse events revealed during the trial (Jahanbakhsh et al., 2016). While in this trial 

the results from the effect of W. somnifera on OCD are encouraging, considering the 

small number of participants (15 patients in each group), a larger scale RCT is required.  

4. Discussion 

Considering the partial effectiveness, potential side effects and therapeutic delay in 

symptom improvement observed with conventional pharmacotherapeutic treatments for 

OCD, it is timely to advance more robust research into  plant-based treatments either as 

potential monotherapy or  augmentation  strategies. To our knowledge, since 2011, this 

is the most recent comprehensive systematic review of herbal medicines and 

phytochemicals investigated for the management of OCD and their plausible 

mechanisms of action. This review has some results in common with other previous 

review articles (Camfield et al., 2011; Sarris et al., 2012; Sarris, 2018), however more 

recent studies are included in the present article.  
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Although the study on anti-OCD herbal and phytochemicals is in its infancy, the results 

are encouraging. Among the herbal medicines, C. sativus, E. amoenum, W. somnifera, 

V. officinalis and S. marianum showed a significant improvement in OCD patients. 

However, small sample sizes and short study durations, and unreplicated trials, limit 

confidence for many medicinal plants. Additionally, some of the herbal medicines (e.g. 

B. hispida, C. aurantium, C. ternatea and C. esculenta) along with all the investigated 

phytochemicals (crocin, curcumin and cannabidiol) have been just evaluated in animal 

studies. H. perforatum was one of the most studied plant on OCD which was evaluated 

both in vivo and by two RCTs; however as detailed in table 2, the evidence concerning 

SJW does not support its use in treating OCD. E. amoenum was evaluated in a parallel 

RCT and revealed encouraging results, by both reducing OCD and anxiety symptoms, 

confirming its traditional uses. 

Certain herbal medicines such as C. sativus, V. officinalis and E. amoenum offer 

preliminary evidence for the treatment of OCD, through known psychopharmacological 

actions, including re-uptake inhibition of monoamines (such as serotonin and 

dopamine), GABAergic effects, and neuro-endocrine modulation. In the case of some 

studied herbs such as S. marianum or phytomedicine-derived compounds like 

cannabidiol, the anti-OCD mechanisms of action are not clearly defined, having a 

multitude of biological effects.  

While the literature reviewed in this study provides encouraging, albeit tentative, 

evidence for the use of medicinal plants and phytochemicals for the treatment of OCD, 

it is recognised that many studies are unreplicated with small sample sizes. The limited 
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data on the clinical effects of herbal medicines and phytochemicals for the treatment of 

OCD can be related to the challenges in terms of accurate assessment via the YBOCS 

due to some patient’s not having an accurate insight into their condition. Considering 

the low number of human studies and their various limitations such as small number of 

participants and low methodological quality, confidence in the evidence detailed in this 

review needs to be tempered. Another potential issue is that some herbal medicines with 

in vivo evidence have not yet been rigorously tested in robust human studies. Thus, 

further research involving RCT designs are still required to obtain ensuring results in 

their effectiveness. 

There are some safety considerations about the use of the mentioned herbal medicines. 

While most of the reviewed medicinal plants, such as C. sativus and S. marianum, are 

considered to be safe in usual dosages (Tamayo and Diamond, 2007; Modaghegh et al., 

2008), there are some deficiencies regarding the safety data of the others. Although 

some studies evaluated the acute and sub-chronic toxicity of some medicinal herbs such 

as L. siceraria in animal models (Saha et al., 2011), safety evaluation in human clinical 

trials is required to be considered confidently for regular prescriptive application.   

Further, potential drug interactions should also be considered. SJW extracts which are 

rich in hyperforin has shown to induce P-glycoprotein transporter (P-gp) and a range of 

CYP450 coenzymes such as CYP3A4, CYP2C19 and CYP2C9, and can affect the 

metabolism of different drugs (Soleymani et al., 2017). Some of the antidepressants 

(e.g. amitriptyline), cardiovascular drugs (e.g. digoxin), anti-coagulants (e.g. warfarin) 

and lipid-lowering drugs (e.g. atorvastatin) are among the medications whose plasma 
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concentrations (and potential effectiveness) are lowered from concomitant 

administration with high-hyperforin SJW medicines (Rahimi and Abdollahi, 2012). 

Our review presents several strengths. It includes its coverage of both pre-clinical and 

clinical studies of herbal medicines and phytochemicals for treating OCD, which were 

published in three of major electronic databases with their plausible mechanism of 

actions. We do however recognize some limitations. Firstly, due to language constrains, 

only English language articles were included in this review and there may be published 

studies in languages other than English.  

In summary, a number of herbal medicines may potentially be effective as 

monotherapies or augmentation therapies in the treatment of OCD. Furthermore, some 

phytochemical isolates exhibited anti-OCD effect. The studied phytochemicals showed 

their activity by different mechanism including serotonin elevation, glutamate 

modulation and antioxidant activity. Future research is suggested to also be centered on 

combination of herbal medicines with pharmacological and clinical evidence of 

efficacy. While monotherapy is usually the gold standard methodology, combination or 

augmentation therapy may also be of merit.  

Funding Information 

Non to declare 

Conflict of interest 

As a medical research institute, NICM Health Research Institute receives research grants 

and donations from foundations, universities, government agencies, individuals and 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
24 
 

industry. Sponsors and donors also provide untied funding for work to advance the vision 

and mission of the Institute. The authors declare no competing financial interests. 

Contributors 

R.R. and Z.A. provided the conception and design. Z. A. carried out the searching and 

data collection and took the lead in writing the manuscript. R. R. and J. S. supervised 

the project and contributed to the interpretation of findings. S. A. E. oversaw related 

pharmacognosy issues. D. C. contributed in pharmacological interpretation. All authors 

provided critical review, and approved of the final submission. 

 

Acknowledgements 

This work is supported by NICM Health Research Institute and Mashhad University of 

Medical Sciences. JS is supported by an NHMRC Clinical Research Fellowship 

APP1125000.

 

 

                  

Disclosures 

J. Sarris has received either presentation honoraria, travel support, clinical trial grants, 

book royalties, or independent consultancy payments from Integria Healthcare & 

MediHerb, Taki Mai, FIT-BioCeuticals and Blackmores, Australian Natural 

Therapeutics Group, Pfizer, Scius Health, Key Pharmaceuticals, Soho-Flordis, 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
25 
 

Healthworld, HealthEd, HealthMasters, Kantar Consulting, Grunbiotics, Research 

Reviews, Elsevier, Chaminade University, International Society for Affective 

Disorders, Complementary Medicines Australia, SPRIM, Terry White Chemists, ANS, 

Society for Medicinal Plant and Natural Product Research, Sanofi-Aventis, Omega-3 

Centre, the National Health and Medical Research Council, CR Roper Fellowship. Z 

Ayati has received scholarship from Mashhad University of Medical Sciences. 

References 

  Abramowitz, J. S., Taylor, S. and McKay, D., 2005. Potentials and limitations of 
cognitive treatments for obsessive‐compulsive disorder. Cogn. Behav. Ther., 34(3), 140 -
147. 

Akhondzadeh, S., 2007. Herbal medicines in the treatment of psychiatric and 
neurological       disorders. Low-Cost Approaches to Promote Physical and Mental Health, 
Springer 119-138.  

  Al-Snafi, A. E., 2013. The Pharmacological importance of Benincasa hispida. A 
review. Int. J. Pharm. Sci. Res. 4 (12), 165-170.  

  Al-Snafi, A. E., 2016. Pharmacological importance of Clitoria ternatea–A review. 
IOSR J. Pharm. 6 (3), 68-83.  

  Angoa-Pérez, M., Kane, M. J., Briggs, D. I., Francescutti, D. M., Kuhn, D. M., 2013. 
Marble burying and nestlet shredding as tests of repetitive, compulsive-like behaviors in 
mice. J. Vis. Exp. 82, 50978.  

  Ayati, Z., Ramezani, M., Amiri, M. S., Moghadam, A. T., Rahimi, H., Abdollahzade, 
A., Sahebkar, A., Emami, S. A., 2019. Ethnobotany, phytochemistry and traditional uses of 
Curcuma spp. and pharmacological profile of two important species (C. longa and C. 
zedoaria): A Review. Curr. Pharm. Des. 25 (8), 871-935.  

  Bahramsoltani, R., Farzaei, M. H., Farahani, M. S., Rahimi, R., 2015. Phytochemical 
constituents as future antidepressants: a comprehensive review. Rev. Neurosci. 26 (6), 699-
719.  

  Barnes, J., Anderson, L. A., Phillipson, J. D., 2001. St John's wort (Hypericum 
perforatum L.): a review of its chemistry, pharmacology and clinical properties. J. Pharm. 
Pharmacol. 53 (5), 583-600.  

Bharate, S. S., Kumar, V., Singh, G., Singh, A., Gupta, M., Singh, D., Kumar, A., 
Vishwakarma, R. A., Bharate, S. B., 2018. Preclinical Development of Crocus sativus-
Based Botanical Lead IIIM-141 for Alzheimer's Disease: Chemical Standardization, 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
26 
 

Efficacy, Formulation Development, Pharmacokinetics, and Safety Pharmacology. ACS 
Omega. 3(8), 9572-9585.  

  Bhatnagar, M., Sharma, D., Salvi, M., 2009. Neuroprotective effects of Withania 
somnifera dunal.: a possible mechanism. Neurochem. Res. 34 (11), 1975-1983.  

  Bhattacharya, S., Bhattacharya, A., Sairam, K., Ghosal, S., 2000. Anxiolytic-
antidepressant activity of Withania somnifera glycowithanolides: an experimental study. 
Phytomedicine 7 (6), 463-469.  

  Bisogno, T., Hanuš, L., De Petrocellis, L., Tchilibon, S., Ponde, D. E., Brandi, I., 
Moriello, A. S., Davis, J. B., Mechoulam, R., Di Marzo, V., 2001. Molecular targets for 
cannabidiol and its synthetic analogues: effect on vanilloid VR1 receptors and on the 
cellular uptake and enzymatic hydrolysis of anandamide. Br. J. Pharmacol. 134 (4), 845-
852.  

Boominathan, R., Devi, B. P., Mandal, S. C., Mandal, S. C., 2003. Studies on 
neuropharmacological effects of Clitoria ternatea Linn. root extract in rats and mice. Nat. 
Prod. Sci. 9 (4), 260-263.  

  Butterweck, V., Böckers, T., Korte, B., Wittkowski, W., Winterhoff, H., 2002. Long-
term effects of St. John’s wort and hypericin on monoamine levels in rat hypothalamus and 
hippocampus. Brain. Res. 930 (1), 21-29.  

  Calapai, G., Crupi, A., Firenzuoli, F., Inferrera, G., Squadrito, F., Parisi, A., De Sarro, 
G., Caputi, A., 2001. Serotonin, norepinephrine and dopamine involvement in the 
antidepressant action of Hypericum perforatum. Pharmacopsychiatry 34 (02), 45-49.  

  Camfield, D. A., Sarris, J., Berk, M., 2011. Nutraceuticals in the treatment of Obsessive 
Compulsive Disorder (OCD): A review of mechanistic and clinical evidence. Prog. 
Neuropsychopharmacol. Biol. Psychiatry 35 (4), 887-895.  

  Casarotto, P. C., Gomes, F. V., Resstel, L. B., Guimarães, F. S., 2010. Cannabidiol 
inhibitory effect on marble-burying behaviour: involvement of CB1 receptors. Behav. 
Pharmacol. 21 (4), 353-358.  

  Chanchal, R., Balasubramaniam, A., Navin, R., Nadeem, S., 2015. Tabernaemontana 
divaricata leaves extract exacerbate burying behavior in mice. Avicenna J. Phytomed. 5 (4), 
282-287.  

  Chandrasekhar, K., Kapoor, J., Anishetty, S., 2012. A prospective, randomized double-
blind, placebo-controlled study of safety and efficacy of a high-concentration full-spectrum 
extract of ashwagandha root in reducing stress and anxiety in adults. Indian J. Psychol. Med. 
34 (3), 255-262.  

  Chimakurthy, J., Murthy, T. E., 2010. Effect of curcumin on quinpirole induced 
compulsive checking: An approach to determine the predictive and construct validity of the 
model. N Am J. Med. Sci. 2 (2), 81-86.  

Campos, A. C., Fogaça, M. V., Scarante, F. F., Joca, S. R. L., Sales, A. J., Gomes, F. V., 
Sonego, A. B., Rodrigues, N. S., Galve-Roperh, I., Guimarães, F. S., 2017. Plastic and 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
27 
 

neuroprotective mechanisms involved in the therapeutic effects of cannabidiol in psychiatric 
disorders. Front Pharmacol. 8, 269.  

Costa, C. A., Cury, T. C., Cassettari, B. O., Takahira, R. K., Flório, J. C., Costa, M., 
2013. Citrus aurantium L. essential oil exhibits anxiolytic-like activity mediated by 5-HT 
1A-receptors and reduces cholesterol after repeated oral treatment. BMC Complement. 
Altern. Med. 13 (1), 42.  

  de Moraes Pultrini, A., Galindo, L. A., Costa, M., 2006. Effects of the essential oil from 
Citrus aurantium L. in experimental anxiety models in mice. Life Sci. 78 (15), 1720-1725.  

  Deacon, B. J., Abramowitz, J. S., 2005. The Yale-Brown Obsessive Compulsive Scale: 
factor analysis, construct validity, and suggestions for refinement. J. Anxiety Disord. 19 (5), 
573-585.  

  Dhingra, D., Joshi, P., 2012. Antidepressant-like activity of Benincasa hispida fruits in 
mice: Possible involvement of monoaminergic and GABAergic systems. J. Pharmacol. 
Pharmacother. 3 (1), 60-62.  

  Esalatmanesh, S., Biuseh, M., Noorbala, A. A., Mostafavi, S.-A., Rezaei, F., 
Mesgarpour, B., Mohammadinejad, P., Akhondzadeh, S., 2017. Comparison of Saffron and 
Fluvoxamine in the treatment of mild to moderate obsessive-compulsive disorder: A double 
blind randomized clinical trial. Iran J. Psychiatry 12 (3), 154-162.  

  Ettehadi, H., Mojabi, S. N., Ranjbaran, M., Shams, J., Sahraei, H., Hedayati, M., Asefi, 
F., 2013. Aqueous extract of saffron (Crocus sativus) increases brain dopamine and 
glutamate concentrations in rats. J. Behav. Brain Sci. 3 (03), 315-319.  

  Farahani, M. S., Bahramsoltani, R., Farzaei, M. H., Abdollahi, M., Rahimi, R., 2015. 
Plant-derived natural medicines for the management of depression: an overview of 
mechanisms of action. Rev. Neurosci. 26 (3), 305-321.  

Faruq, M. O., Munira, M. S., Zaman, S., Koly, S. F., Salam, R., Das, S. R., Rahaman, M. 
A., 2018. Central nervous system depressant effects of the methanolic leaves extracts of 
Tabernaemontana divaricata. Int. j. med. plants nat. prod. 4 (1), 1-7.  

Faryadian, S., Sydmohammadi, A., Khosravi, A., Kashiri, M., Faryadayn, P., Abasi, N., 
2015. Aqueous extract of Echium amoenum elevate CSF serotonin and dopamine level in 
depression rat. Biomed. Pharmacol. J. 7 (1), 137-142. 

Georgiadou, G., Tarantilis, P., Pitsikas, N., 2012. Effects of the active constituents of 
Crocus Sativus L., crocins, in an animal model of obsessive–compulsive disorder. Neurosci. 
Lett. 528 (1), 27-30. 

Girdhar, S., Wanjari, M. M., Prajapati, S. K., Girdhar, A., 2010. Evaluation of anti-
compulsive effect of methanolic extract of Benincasa hispida Cogn. fruit in mice. Acta Pol. 
Pharm. 67 (4), 417-421. 

Goodman, W. K., Price, L. H., Rasmussen, S. A., Mazure, C., Fleischmann, R. L., Hill, 
C. L., Heninger, G. R., Charney, D. S., 1989. The Yale-Brown obsessive compulsive scale: 
I. Development, use, and reliability. Arch. Gen. Psychiatry 46 (11), 1006-1011. 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
28 
 

Hollander, E., Doernberg, E., Shavitt, R., Waterman, R. J., Soreni, N., Veltman, D. J., 
Sahakian, B. J., Fineberg, N. A., 2016. The cost and impact of compulsivity: A research 
perspective. Eur. Neuropsychopharmacol. 26 (5), 800-809. 

Hollander, E., Friedberg, J., Wasserman, S., Allen, A., Birnbaum, M., Koran, L. M., 
2003. Venlafaxine in treatment-resistant obsessive-compulsive disorder. J. Clin. Psychiatry 
64 (5), 546-550. 

Farzaei, M. M., Bahramsoltani, R., Rahimi, R., Abbasabadi, F., Abdollahi, M., 2016. A 
systematic review of plant-derived natural compounds for anxiety disorders. Curr. Top. 
Med. Chem. 16 (17), 1924-1942. 

Iffland, K., Grotenhermen, F., 2017. An update on safety and side effects of cannabidiol: 
a review of clinical data and relevant animal studies. Cannabis Cannabinoid Res. 2 (1), 139-
154. 

Jahanbakhsh, S. P., Manteghi, A. A., Emami, S. A., Mahyari, S., Gholampour, B., 
Mohammadpour, A. H., Sahebkar, A., 2016. Evaluation of the efficacy of Withania 
somnifera (ashwagandha) root extract in patients with obsessive-compulsive disorder: a 
randomized double-blind placebo-controlled trial. Complement. Ther. Med. 27, 25-29. 

Jain, N. N., Ohal, C. C., Shroff, S. K., Bhutada, R. H., Somani, R. S., Kasture, V. S., 
Kasture, S. B., 2003. Clitoria ternatea and the CNS. Pharmacol. Biochem. Behav. 75 (3), 
529-536. 

Jenike, M. A., 2004. Obsessive–compulsive disorder. N. Engl. J. Med. 350 (3), 259-265. 
Jithendra, C., Murthy, T. E., Upadyay, L., 2008. Protective role of curcumin in maximal 

electroshock induced seizures, memory impairment and neurotransmitters in rat brain. 
JPCCR. 2 (1), 35-39. 

Joel, D., 2006. Current animal models of obsessive compulsive disorder: A critical 
review. Prog. Neuropsychopharmacol. Biol. Psychiatry 30 (3), 374-388. 

Kalariya, M., Parmar, S., Sheth, N., 2010. Neuropharmacological activity of 
hydroalcoholic extract of leaves of Colocasia esculenta. Pharm. Biol. 48 (11), 1207-1212. 

Kalariya, M., Prajapati, R., Parmar, SK., Sheth, N., 2015. Effect of hydroalcoholic extract 
of leaves of Colocasia esculenta on marble-burying behavior in mice: Implications for 
obsessive–compulsive disorder. Pharm. Biol. 53 (8), 1239-1242. 

Kaurav, B. P., Wanjari, M. M., Chandekar, A., Chauhan, N. S., Upmanyu, N., 2012. 
Influence of Withania somnifera on obsessive compulsive disorder in mice. Asian Pac. J. 
Trop. Med. 5 (5), 380-384. 

Kobak, K. A., Taylor, L. V., Bystritsky, A., Kohlenberg, C. J., Greist, J. H., Tucker, P., 
Warner, G., Futterer R., Vapnik, T., 2005. St John's wort versus placebo in obsessive–
compulsive disorder: results from a double-blind study. Int. Clin. Psychopharmacol. 20 (6), 
299-304. 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
29 
 

Kulkarni, S., Dhir, A., 2010. An overview of curcumin in neurological disorders. Indian 
J. Pharm. Sci. 72 (2), 149-154. 

Kulkarni, S. K., Bhutani, M. K., Bishnoi, M., 2008. Antidepressant activity of curcumin: 
involvement of serotonin and dopamine system. Psychopharmacology (Berl.) 201 (3), 435-
442. 

Kumar, A., Vimalavathini, R., 2004. Possible anorectic effect of methanol extract of 
Benincasa hispida (Thunb). Cogn, fruit. Indian J. Pharmacol. 36 (6), 348-350 

Lochner, C., Hemmings, S. M. J., Kinnear, C. J., Moolman-Smook, J. C., Corfield, V. 
A., Knowles, J. A., Niehaus, D. J. H., Stein, D. J., 2004. Gender in obsessive–compulsive 
disorder: clinical and genetic findings. Eur. Neuropsychopharmacol. 14 (2), 105-113. 

Lopresti, A. L., Drummond, P. D., 2014. Saffron (Crocus sativus) for depression: a 
systematic review of clinical studies and examination of underlying antidepressant 
mechanisms of action. Hum Psychopharmacol Clin Exp. 29(6), 517-527. 

Machado Bergamaschi, M., Helena Costa Queiroz, R., Waldo Zuardi, A., Crippa, A. S., 
2011. Safety and side effects of cannabidiol, a Cannabis sativa constituent. Curr. Drug Saf. 
6 (4), 237-249. 

Mazidi, M., Shemshian, M., Mousavi, S. H., Norouzy, A., Kermani, T., Moghiman, T., 
Sadeghi, A., Mokhber, N., Ghayour-Mobarhan, M., Ferns, G. A., 2016. A double-blind, 
randomized and placebo-controlled trial of Saffron (Crocus sativus L.) in the treatment of 
anxiety and depression. J. Complement. Integr. Med. 13 (2), 195-199. 

Mikaili, P., Shayegh, J., Asghari, M. H., Sarahroodi, S., Sharifi, M., 2011. Currently used 
traditional phytomedicines with hot nature in Iran. Biol. Res. 2 (5), 56-68. 

Modaghegh, M.-H., Shahabian, M., Esmaeili, H.-A., Rajbai, O., Hosseinzadeh, H., 2008. 
Safety evaluation of saffron (Crocus sativus) tablets in healthy volunteers. Phytomedicine 
15 (12), 1032-1037. 

Mohamadpour, A. H., Ayati, Z., Parizadeh, M. R., Rajbai, O., Hosseinzadeh, H., 2013. 
Safety evaluation of crocin (a constituent of saffron) tablets in healthy volunteers. Iran J. 
Basic Med. Sci. 16 (1), 39-46. 

Mukherjee, P. K., Kumar, V., Kumar, N. S., Heinrich, M., 2008. The Ayurvedic medicine 
Clitoria ternatea—From traditional use to scientific assessment. J. Ethnopharmacol. 120 (3), 
291-301. 

Neamati, A., Chaman, F., Hosseini, M., Boskabady, M. H., 2014. The effects of 
Valeriana officinalis L. hydro-alcoholic extract on depression like behavior in ovalbumin 
sensitized rats. J. Pharm. Bioallied. Sci. 6 (2), 97-103. 

Pakseresht, S., Boostani, H., Sayyah, M., 2011. Extract of valerian root (Valeriana 
officinalis L.) vs. placebo in treatment of obsessive-compulsive disorder: a randomized 
double-blind study. J. Complement. Integr. Med. 8 (1). 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
30 
 

Palamthodi, S., Lele, S. S., 2014. Nutraceutical applications of gourd family vegetables: 
Benincasa hispida, Lagenaria siceraria and Momordica charantia. Biomedicine & 
Preventive Nutrition 4 (1): 15-21. 

Piomelli, D. 2003. The molecular logic of endocannabinoid signalling. Nat. Rev. 
Neurosci. 4 (11): 873-884. 

Pitsikas, N., Boultadakis, A., Georgiadou, G., Tarantilis, P. A., Sakellaridis, N., 2008. 
Effects of the active constituents of Crocus sativus L., crocins, in an animal model of 
anxiety. Phytomedicine. 15 (12): 1135-1139. 

Prajapati, R., Kalaria, M., Karkare, V., Parmar, S., Sheth, N., 2011. Effect of methanolic 
extract of Lagenaria siceraria (Molina) Standley fruits on marble-burying behavior in mice: 
Implications for obsessive–compulsive disorder. Pharmacognosy Res. 3 (1): 62-66. 

Prajapati, R., Kalariya, M., Umbarkar, R., Parmar, S., Sheth, N., 2011. Colocasia 
esculenta: A potent indigenous plant. Int. J. Nutr. Pharmacol. Neurol. Dis. 1 (2): 90-96. 

Prajapati, R., Umbarkar, R., Parmar, S., Sheth, N., 2011. Antidepressant like activity of 
Lagenaria siceraria (Molina) Standley fruits by evaluation of the forced swim behavior in 
rats. Int. J. Nutr. Pharmacol. Neurol. Dis. 1 (2): 152-156. 

Pratchayasakul, W., Pongchaidecha, A., Chattipakorn, N., Chattipakorn, S., 2008. 
Ethnobotany & ethnopharmacology of Tabernaemontana divaricata. Indian J. Med. Res. 
127(4): 317-336. 

Rahimi, R., Abdollahi, M., 2012. An update on the ability of St. John's wort to affect the 
metabolism of other drugs. Expert Opin. Drug. Metab. Toxicol. 8 (6): 691-708. 

Rahimi, R., Nikfar, S., Abdollahi, M., 2009. Efficacy and tolerability of Hypericum 
perforatum in major depressive disorder in comparison with selective serotonin reuptake 
inhibitors: a meta-analysis. Prog. Neuropsychopharmacol. Biol. Psychiatry, 33 (1): 118-127. 

Saha, P., Mazumder, U., Haldar, P., Islam, A., Kumar, R. S., 2011. Evaluation of acute 
and subchronic toxicity of Lagenaria siceraria aerial parts. IJPSR. 2 (6): 1507-1512. 

Saketi, S., Bananej, M., Jahromy, M. H., 2014. Effect of Citrus aurantium L. essential 
oil and its interaction with fluoxetine on anxiety in male mice. J. Behav. Brain Sci. 4 (07): 
285-290. 

Sarris, J., 2018. Herbal medicines in the treatment of psychiatric disorders: 10‐year 
updated review. Phytother. Res. 32 (7): 1147-1162. 

Sarris, J., Camfield, D., Berk, M., 2012. Complementary medicine, self-help, and 
lifestyle interventions for Obsessive Compulsive Disorder (OCD) and the OCD spectrum: 
A systematic review. J. Affect. Disord. 138 (3): 213-221. 

Sarris, J., Kavanagh, D. J., 2009. Kava and St. John's Wort: current evidence for use in 
mood and anxiety disorders. J. Altern. Complement. Med. 15 (8): 827-836. 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
31 
 

Sarris, J., Panossian, A., Schweitzer, I., Stough, C., Scholey, A., 2011. Herbal medicine 
for depression, anxiety and insomnia: A review of psychopharmacology and clinical 
evidence. Eur. Neuropsychopharmacol. 21 (12): 841-860. 

Sayyah, M., Boostani, H., Pakseresht, S., Malaieri, A., 2009. Efficacy of aqueous extract 
of Echium amoenum in treatment of obsessive–compulsive disorder. Prog. 
Neuropsychopharmacol. Biol. Psychiatry. 33 (8): 1513-1516. 

Sayyah, M., Boostani, H., Pakseresht, S., Malayeri, A., 2010. Comparison of Silybum 
marianum (L.) Gaertn. with fluoxetine in the treatment of Obsessive− Compulsive Disorder. 
Prog. Neuropsychopharmacol. Biol. Psychiatry, 34 (2): 362-365. 

Seibell, P. J., Hollander, E., 2014. Management of obsessive-compulsive disorder. 
F1000Prime Rep. 6: 68. 

Shah, B., Seth, A., Desai, R., 2010. Phytopharmacological profile of Lagenaria siceraria: 
a review. Asian J. Plant Sci. 9 (3): 152. 

Shende, V., Sahane, R., Lawar, M., Hamdulay, N., Langote, H., 2012. Evaluation of 
Anti-Compulsive Effect of Ethanolic Extract of Clitoria ternatea in Mice. Asian J. Pharm. 
Clin. Res. 5 (3): 120-123. 

Skalisz, L., Beijamini, V., Andreatini, R., 2004. Effect of Hypericum perforatum on 
marble‐burying by mice. Phytother. Res. 18 (5): 399-402. 

Solati, J., Yaghmaei, P., Mohammdadi, K., 2012. Role of the 5-HT 1A serotonergic 
system in anxiolytic-like effects of silymarin. J. Neurophysiol. 44 (1): 49-55.  

Soleymani, S., Bahramsoltani, R., Rahimi, R., Abdollahi, M., 2017. Clinical risks of St 
John’s Wort (Hypericum perforatum) co-administration. Expert Opin. Drug Metab. Toxicol. 
13(10): 1047-1062. 

Suryawanshi, J. A. S., 2011. An overview of Citrus aurantium used in treatment of 
various diseases. Afr. J. Plant Sci. 5 (7): 390-395. 

Tamayo, C., Diamond, S., 2007. Review of clinical trials evaluating safety and efficacy 
of milk thistle (Silybum marianum [L.] Gaertn.). Integr. Cancer Ther. 6 (2): 146-157. 

Taylor, L. V., Kobak, K. A., 2000. An open-label trial of St. John's Wort (Hypericum 
perforatum) in obsessive-compulsive disorder. J. Clin. Psychiatry 61. (8): 575-578. 

Wang, C., Cai, X., Hu, W., Li, Z., Kong, F., Chen, X., Wang, D., 2019. Investigation of 
the neuroprotective effects of crocin via antioxidant activities in HT22 cells and in mice 
with Alzheimer's disease. Int J Mol Med. 43(2): 956-966.  

Weissman, M. M., Bland, R.C., Canino, G.J., Greenwald, S., Hwu H.G., Lee, C.K., 
Newman S.C., Oakley-Browne M.A., Rubio-Stipec, M., Wickramaratne, P.J., et al. 1994. 
The cross-national epidemiology of obsessive-compulsive disorder. J. Clin. Psychiatry. 3 
(S1): 5-10. 

This article is protected by copyright. All rights reserved.



                                                                                                                                                                                                       
32 
 

 Xu, Y., Ku, B.-S., Yao, H.-Y., Lin, Y.-H., Ma, X., Zhang, Y.-H., Li, X.-J., 2005. 
Antidepressant effects of curcumin in the forced swim test and olfactory bulbectomy models 
of depression in rats. Pharmacol. Biochem. Behav. 82 (1): 200-206. 

Yaghmaei, P., Oryan, S., Mohammadi, K., Solati, J., 2012. Role of serotonergic system 
on modulation of depressogenic-like effects of silymarine. Iran J Pharm Res.11(1): 331-337. 

 Zaini, N. A. M., Anwar, F., Hamid, A. A., Saari, N., 2011. Kundur [Benincasa hispida 
(Thunb.) Cogn.]: A potential source for valuable nutrients and functional foods. Food Res. 
Int. 44(7): 2368-2376 
      Zhang, L.-M., Yao, J.-Z., Li, Y., Li, K., Chen, H.-X., Zhang, Y.-Z., Li, Y.-F., 2012. 
Anxiolytic effects of flavonoids in animal models of posttraumatic stress disorder. Evid. 
Based Complement. Alternat. Med. 2012. Article ID 623753. 

  Zohar, J., Zohar-Kadouch, R. C., Kindler, S., 1992. Current concepts in the 
pharmacological treatment of obsessive-compulsive disorder. Drugs 43 (2): 210-218. 

This article is protected by copyright. All rights reserved.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3813094/


                                                                                                                                                                                                       33 
 

 

Table 1: Animal studies on the use of medicinal plants for obsessive compulsive disorder 

Scientific name Part/Extract/ 
Phytochemical 

Model Animal Dosage (mg/kg) Study 
design 

Result References 

Benincasa hispida  fruit/methanol 
extract 

marble-
burying model 

male Swiss 
albino mice 

200, 400, 600 in vivo ↓ marble-burying behavior (400, 600 
mg/kg), no effect on motor activity.  
(*p < 0.0001), no significant difference in 
motor activity (p = 0.7807) 
↓ marble-burying behavior (extract (200 
mg/kg) + fluoxetine (5mg/kg)) (*p < 
0.001) 
 

(Girdhar et al., 
2010) 

Cannabis sativa cannabidiol 
 

marble-
burying model 

male mice 15, 30, 60 in vivo ↓marble burying behavior activity 
(*p ≤ 0.05) 

(Casarotto et al., 
2010) 

Citrus   aurantium  fruit/ essential oil    marble-
burying model 
/light – dark 
box test/  
rotarod test 

Swiss 
albino mice 

500 or 1000 in vivo the time spent in the light compartment 
(Single treatment (ST): ↑, Repeated 
treatment (RT): no effect); the number of 
transitions between chambers (ST: ↑, RT: 
no effect), the number of rearings (ST: no 
significant modification), the number of 
buried marbles (ST: ↓ (*p ≤ 0.05), RT: ↓ 
(*p ≤ 0.05)) 
 

(de Moraes 
et al., 2006) 

Clitoria ternatea  dried aerial parts 
/ethanol extract 

marble-
burying model 
 

male Swiss 
albino 
Mice 

100, 200, 400 in vivo ↓marble-burying behavior (*p ≤ 0.05), no 
effect on motor activity 

(Shende et al., 
2012) 

Colocasia esculenta  leaves /hydro 
alcohol extract  

marble-
burying model 

male Swiss 
albino mice 

25, 50 in vivo ↓number of buried marbles (*p ≤ 0.05)  (Kalariya et al., 
2015) 

Crocus sativus  crocin mCPP induced 
OCD like 
behavior 
(excessive 

male Wistar  
rat 

30, 50 in vivo ↓number of grooming episodes 
(*p < 0.05), ↓duration of grooming events 
(*p < 0.05) 

(Georgiadou et 
al., 2012) 
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self-grooming 
assessment)  

Curcuma longa curcumin quinpirole 
induced 
obsessive-
compulsive  

rat model 5, 10  in vivo  ↑brain serotonin, ↓brain dopamine, 
↓duration and frequency of stopping at 
respective objects, ↓ritual-like behaviors 
(*p < 0.05) 

(Chimakurthy 
and Murthy, 
2010) 

Lagenaria siceraria  fruit /methanol 
extract 

marble-
burying model 

Swiss 
albino mice 

25, 50 in vivo ↓marble-burying behavior (*p < 0.001) (Prajapati et al., 
2011) 

Hypericum 
perforatum 

aerial parts/extract marble-
burying 
model/forced 
swimming test 

male Swiss 
albino mice 

150, 300, 500 in vivo the number of marbles buried (acute 
treatment (AC):↓ (*p < 0.02), chronic 
treatment (CC): no effect (p > 0.10)),  
locomotor  activity (AC and CC: no effect 
(p > 0.10)) , immobility time (AC): ↓(*p 
< 0.05) 

(Skalisz et al., 
2004) 

Tabernaemontana 
divaricata  

leaves/ 
ethanol extract 

marble-
burying model 

Swiss 
albino mice 

100, 200, 300 in vivo ↓marble-burying behavior in mice (*p < 
0.0001), no effect on motor activity (p = 
0.7771) 
 

(Chanchal et al., 
2015) 

Withania somnifera root/ methanol 
extract (MEWS) 
and aqueous extract 
(AEWS) 

marble-
burying model 

Swiss 
albino mice 
of both 
sexes 

50 (MEWS); 10, 
25, 50, 100 
(AEWS) 

in vivo ↓number of marble burying behavior 
activity with AEWS (except with 10 
mg/kg) (*p < 0.001) and MEWS (*p < 
0.0001)  

(Kaurav et al., 
2012) 

Note: The ↑ and ↓ signs indicate significant increase (p ≤ 0.05) and significant decrease (p > 0.05). 
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Table 2: Clinical studies on the use of medicinal plants for obsessive compulsive disorder 

 

Scientific 
name 
 

Part/Extract/ 
Phytochemical 

Type of study Intervention Number of 
participants 

Concomitant 
drugs 

Duratio
n 
(weeks) 

Results References  

Crocus 
sativus 

stigma/extract randomized -double 
blind 

saffron 30 mg/day 
(15 mg twice a day) 
or fluvoxamine 100 
mg/day  

50  --- 10  ↓Y-BOCS, no 
significant difference 
between two groups (p 
= 0.47) 

(Esalatmanes
h et al., 2017) 

 

Echium 
amoenum 
 

flowers/aqueous 
extract 
 

randomized -double 
blind, placebo 
controlled, parallel-
group 

500 mg/day 
 
 
 

44 --- 6  ↓Y-BOCS (*p = 0.035), 
↓ anxiety symptoms 
(P < 0.05)  

(Sayyah et al., 
2009) 

 

Hypericum 
perforatum 

aerial parts/extract 
 

open-label trial 
 

450 mg (extended-
release), 
twice a day 

12   
--- 

12  
 

↓Y-BOCS (*p = .001) (Taylor and 
Kobak, 2000) 

 

 aerial parts/hydro 
alcoholic extract 
 
 
 
 

multi central, 
randomized double-
blind – placebo 
controlled, parallel 
group 

flexible-dose 
schedule (600–1800 
mg/day) 

60  --- 12  
 
 
 
 
 
 

no significant 
differences between 
John's wort and placebo 
at the mean change on 
the Y-BOCS (p = 
0.899) 

(Kobak et al., 
2005) 

 

Silybum 
marianum  
 

leaves/methanol 
extract 

pilot double-blind 
randomized trial 
 

200 mg 3 times a 
day 

35  fluoxetine 10 
mg 3 times a 
day  

8  ↓Y-BOCS 
(*p = 0.0001), no 
significant difference 
between the extract and 
fluoxetine (p = 0.94),  
positive effects of the 
extract on obsession 
and compulsion 

(Sayyah et al., 
2010) 

 

Valeriana 
officinalis  
 

root/extract 
 

randomized double-
blind – placebo 
controlled 

765 mg/day 31  --- 8  significant OCD 
improvement 
(*p=0.000), rapid onset 
of action 

(Pakseresht et 
al., 2011) 
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Withania 
somnifera 

root/ethanol 
extract 
 

randomized double-
blind placebo-
controlled 

120 mg/day 30  SSRIs 6  ↓Y-BOCS (*p < .001) 
  

(Jahanbakhsh 
et al., 2016) 

 

Note: The ↑ and ↓ signs indicate significant increase (p ≤ 0.05) and significant decrease (p > 0.05). 
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