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Abstract 

Background: Medicinal plants have revealed much attention as an alternative or complementary treatment for 
opioid withdrawal syndrome. The current review collects all available literature to verify the efficiency of herbal 
remedies in the management of symptoms associated with opioid withdrawal. 

Methods: A systematic literature search was conducted from January 1990 to May 2021 on four bibliographic 
databases (Scopus, PubMed, Embase, and Web of Science) using the search terms “medicinal plant”, 
“withdrawal syndrome”, “opioid”, and all their equivalents. All randomized controlled trials (RCTs), published 
in the English language were included for data synthesis. The search was performed according to the preferred 
reporting items for systematic reviews and meta-analyses (PRISMA). The Cochrane risk of bias tool was used 
to verify the quality of the included clinical trials. 

Findings: A total of 12 RCTs were collected and used for data synthesis. The results of these studies indicated 
that herbal medicines were effective in treating opioid withdrawal syndrome and could alleviate the withdrawal 
symptoms, such as abdominal constrictions, diarrhea, bone pain, perspiration, and insomnia, when compared 
to conventional medications such as buprenorphine, clonidine, and methadone. However, more than 30% of 
RCTs were found to be at high risk of bias in the areas of selection, performance, detection, attrition, and 
reporting. 

Conclusion: Although several RCTs have proven that herbal remedies are effective in reducing opioid 
withdrawal symptoms, the findings need to be viewed more carefully. Further RCTs with more participants, 
longer duration, and less risk of bias are needed in the claimed cases. 

Keywords: Opioid; Opium; Withdrawal syndrome; Herbal therapy 

Citation: Nematollahi MH, Ahmadianmoghadam MA, Mehrabani M, Moghadari M, Ghorani-Azam A, 
Mehrbani M. Herbal therapy in opioid withdrawal syndrome: A systematic review of randomized clinical 

trials. Addict Health 2022; 14(2): 152-63. 
 

Received: 04.04.2021 Accepted: 30.06.2021 
 
 
 
 
 

 
1- Student Research Committee, Afzalipour Faculty of Medicine, Kerman University of Medical Sciences, Kerman, Iran  
2- Department of Biochemistry, School of Medicine, Kerman University of Medical Sciences, Kerman, Iran  

3- Neuroscience Research Center, Institute of Neuropharmacology, Kerman University of Medical Sciences, Kerman, Iran  

4- Department of Traditional Medicine, Faculty of Persian Medicine, Kerman University of Medical Sciences, Kerman, Iran 
5- Physiology Research Center, Institute of Basic and Clinical Physiology Sciences, Kerman University of Medical Sciences, Kerman, 

Iran 

6- Herbal and Traditional Medicines Research Center, Kerman University of Medical Sciences, Kerman, Iran 

7- Department of Forensic Medicine and Toxicology, School of Medicine, Urmia University of Medical Sciences, Urmia, Iran  
Correspondence to: Mehrzad Mehrbani; Herbal and Traditional Medicines Research Center, Kerman University of Medical Sciences, 

Kerman, Iran; Email: m.mehrbani@kmu.ac.ir 

Review Article 

https://orcid.org/0000-0002-9529-4077
https://orcid.org/0000-0001-7953-9698
https://orcid.org/0000-0002-5847-364X
https://orcid.org/0000-0002-5231-1068
https://orcid.org/0000-0003-4374-4619
https://orcid.org/0000-0003-0132-9855


153 

http://ahj.kmu.ac.ir, 04 April 

Addict Health, Spring 2022; Vol 14, No 2 

Herbal therapy in opioid withdrawal syndrome Nematollahi et al. 
 

 
 

 

 Introduction  
Substance withdrawal syndrome is one of the 

undesired consequences of addictive drug abuse, 
a multi-organ disorder with various symptoms, 
most of which are associated with the malfunction 
of the central nervous system (CNS) and the 
gastrointestinal tract.1 The severity and frequency 
of the syndrome vary from person to person, 
depending on the type of substance consumed, its 
half-life, its metabolism, and the time of receiving 
the last dose.2 In general, opioids, cigarettes, 
alcohol, barbiturates, and sedatives are the most 
commonly abused  substances that have been 
reported to cause deprivation syndrome.3 Opioid 
dependence is a compulsion need to use drugs 
repeatedly. Psychological dependence enhances 
drug use behavior, while physical dependence 
leads to drug tolerance and withdrawal 
syndrome.4 Symptoms of opioid withdrawal 
include muscle pain, nausea, diarrhea, 
tachycardia, lacrimation, rhinorrhea, sweating, 
mood changes, mydriasis, insomnia, and fever.5  

Relieving the symptoms of withdrawal 
syndrome is currently one of the most important 
concerns for opioid addiction.6 Methadone, 
buprenorphine, clonidine, naltrexone, and other 
medications have many side effects that can lead 
to recurrence.7 Complementary medicine and 
herbal remedies have recently demonstrated 
promising efficacy in the treatment of various 
illnesses. Herbal medicines have long been used 
for alleviating the symptoms of withdrawal 
syndrome.8 The mechanism of action of medicinal 
plants is different. The present study 
systematically reviews and summarizes the 
available randomized controlled trials (RCTs) to 
verify the efficiency of herbal therapies in the 
management of opioid withdrawal syndrome. 

 Methods  
Study search and inclusion criteria: In the present 
review, the research question was “whether 
medicinal plants and herbal therapy can be 
effective in managing withdrawal syndrome in 
patients with opium or opioid abuse”. Therefore, 
from January 1990 to May 2021, a systematic 
literature search was conducted on PubMed, 
Scopus, Web of Science, and Embase. The search 
terms included (Medicinal plant OR herbal remedy 
OR herbal medicine OR herbal therapy OR 
traditional medicine OR phytotherapy OR 

phytomedicine) AND (withdrawal syndrome OR 
withdraw syndrome OR withdrawal OR 
withdrawal symptom) AND (opioid OR opium OR 
morphine OR methadone OR heroin OR 
buprenorphine OR codeine OR fentanyl OR 
hydrocodone OR oxycodone OR tramadol OR 
meperidine). After deleting the duplicates, the 
search was limited to English articles. Afterward, 
reviews, editorials, and conference papers were 
discarded. Finally, irrelevant articles, animal 
studies, observational studies, case reports, and 
case series were excluded from further evaluation. 
Bibliographic searches, article selection, and data 
extraction were performed independently by the 
two authors as standard protocols for reporting 
systematic reviews, as recommended by the 2009 
PRISMA Checklist.9 To avoid any 
misinterpretation, possible discrepancies between 
the authors were resolved in each step prior to 
further data processing. 
Data synthesis and variables: General information 
was extracted, including the name of the author, 
publication date, and demographic information of 
participants surveyed. Moreover, the measured 
variables and the reported outcomes were 
extracted. The data were described qualitatively, 
and changes in the levels of the variables were 
compared to the corresponding control groups in 
each study.  
Quality assessment: We checked the quality of the 
included RCTs by assessing the risk of the 
following biases using the Cochrane Risk of Bias 
Tool: random sequence generation, allocation 
concealment, selective reporting, participants and 
personnel blindness, blinding of outcome data, 
incomplete outcome data, and other biases. 
According to this tool, the rate of these biases is 
evaluated as “unclear”, “low”, or “high”.10 This 
tool was used to create a risk of bias graph. 

 Results  
General information: After literature review and 
considering the inclusion criteria, a total of 963 articles 
were selected, 202 of which were in PubMed, 436 were 
in Scopus, 64 were in Embase, and 261 were in Web of 
Science. After omitting the duplicates, and limiting the 
records to full-text English articles, 377 articles were 
retrieved. After the removal of irrelevant documents, 
animal studies, observational studies, case reports, and 
case series, 12 RCTs with a total of 1035 participants 
(mostly male) were selected for data synthesis. The 
article selection process is shown in Figure 1. 
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Figure 1. The article selection process 

 
 
 
 

Study results: A summary of the RCTs is presented 
in Table 1. These studies compared the effects of 
herbal therapy with those of methadone,5 
lofexidine,11, 12 clonidine,13 buprenorphine,14 and 
placebo alone.4, 15-17 The duration of the studies 
varied from eight days to 12 weeks. The sample 
sizes ranged from 35 to 225. The clinical trials were 
limited to Iran, China, and India. Different herbal 
formulations were investigated in these studies. 
Five studies examined the effects of a combination 
of herbal compounds.11, 12, 14, 18, 19 In two studies, the 
effect of saffron on the withdrawal syndrome was 
investigated,16, 17 which in one of them the active 
constituent of saffron, i.e., crocin, was used as an 
intervention.17 The main measured outcomes were 
withdrawal symptoms which primarily included 
craving, anxiety, diarrhea, abdominal constrictions, 
watery eyes, insomnia, depression, and muscular 
pain. In one study, reducing the daily dose of 
methadone was expressed as a measure of 
treatment success.16 Withdrawal syndrome was 
assessed using different questionnaires such as 
clinical opioid withdrawal scale (COWS), 

withdrawal symptom rating scale (WSRS), craving 
rating scale (CRS), craving beliefs questionnaire 
(CBQ), side effect rating scale (SERS), modified 
subjective opiate withdrawal scale (MSOWS), 
objective opiate withdrawal scale (OOWS), and 
Hamilton anxiety scale (HAMA). The secondary 
outcomes included retention in treatment, number 
of opioid-negative urine tests, blood pressure, 
temperature, pulse rate, and respiratory rate. All 
studies reported a significant effect of herbal 
medicine in reducing the symptoms of opioid 
withdrawal. In the studies that compared the 
effectiveness of this treatment with methadone, 
lofexidine, clonidine, and buprenorphine,5, 11, 12, 14, 20 
no significant difference was observed between the 
groups, which indicates that the efficacy of herbal 
medicine is similar to the mentioned drugs. The 
findings demonstrated that the relief from opioid 
withdrawal symptoms and craving behaviors were 
better and faster in the herbal treatment group 10 
days after therapy  even  in  comparison with the 
effects of buprenorphine as the control drug.14 In 
three       studies,         the      withdrawal       symptoms  
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significantly decreased on the third day in the 
herbal therapy groups.5, 11, 15 Herbal therapy was 
also effective in the long-term treatment of opioid 
dependence as well as infections and the weakness 
associated with addiction.4 Except for the adverse 
effects reported in four studies, no side effects were 
observed when herbal medicine was used. In the 
study by Abbaszadeh-Mashkani et al., the effect of 
crocin was examined, and side effects such as 
headache, nausea, agitation, and urinary 
incontinence were observed in the intervention 
group.17 Wang et al. reported dry mouth, dizziness, 
hypotension, and sinus bradycardia following the 
use of Fu-Yuan Pellet, a Chinese traditional 
medicine formula.19 Sayyah et al. detected 
dizziness, nausea, and abdominal pain in the group 
that consumed methanolic extract of Zataria 
multiflora.21 Moosavyzadeh et al. stated the drug 
side effects as the reason why 10% of the patients 
receiving Hab-o Shefa dropped out of the study.18 

Assessments of 12 clinical trials using the 
Cochrane Collaboration Review Manager (RevMan 
version 5.1) are  presented  in  Figures 2 and 3. The 
studies were randomized, double-blind controlled 

clinical trials, except for one that was single-blind.4 
As shown in Figures 2 and 3, only one study had 
“low” risk in all five domains of bias (selection, 
performance, attrition, reporting, and other).  Two 
studies  had  a“high” risk of selection bias, one due 
to non-randomization4 and the other due to the lack 
of allocation concealment.16 Furthermore, because 
the details were not sufficiently described, 58% (7 of 
12) and 75% (9 of 12) of the articles were categorized 
as “uncertain risk of bias” due to unclear random 
sequence generation and allocation concealment, 
respectively.  Two studies rated as “high” risk of 
performance bias due to not blinding the 
personnel.4, 16 One RCT had a “high” risk of attrition 
bias because a large number of patients dropped 
out during the two-week period and the authors did 
not investigate the reason and its effect on the 
outcome data.13 Additionally, one study yielded 
ratings of a “high” risk of selective reporting bias 
due to the inconsistency of the presented results.14 
Also, 58% of the papers (7 of 12) rated as 
“uncertain” risk due to unclear blinding of the 
participants and personnel, indistinct blinding of 
outcome assessment, and incomplete outcome data.

 
  

 
 

 

Figure 2. Risk of bias graph: The authors’ judgment about each risk of bias item presented as percentages across all 

included studies of herbal therapy in opioid withdrawal syndrome. 
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Figure 3. Risk of bias summary: The authors’ judgments about each risk of bias item for each included study of herbal therapy  
in opioid withdrawal syndrome. +: low risk of bias; -: high risk of bias;?: unclear risk of bias. 

 

In one study, patients received no medication other 
than the intervention.15 In other studies, patients were 
allowed to take drugs such as alprazolam, which was 
not analyzed in the study results. Except for four 
studies,12, 15, 17, 18 attrition    from  the  analysis  was  not

 identified in the studies. In particular, the inability to 
tolerate the intervention process could affect the 
interpretation of the final results. None of the studies 
had a follow-up period. 
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Table 1. Characteristics of the included RCTs 

S
tu

d
y

 

N
o

. o
f 

su
b

jects 

(m
a

le/fem
a

le), m
ea

n
 

a
g

e (y
ea

r), 

co
u

n
try

 

A
b

u
sed

 

o
p

io
id

 

In
terv

en
tio

n
 (h

erb
a

l 

fo
rm

u
la

tio

n
) 

D
o

sa
g

e 

C
o

n
tro

l 

D
u

ra
tio

n
 

O
u

tco
m

e 

m
ea

su
res 

M
a

in
 resu

lt 

Kianbakht, et 

al, 2021 15 

100 (100/-), 

40, Iran 

Morphine  Sophora 

alopecuroi

des L. var. 
alopecuroi

des  

Three 400-

mg capsules 

once daily 

Placebo 8 days COWS Significantly 

decreased the 

COWS scores 
on days 3 and 8 

(p < 0.001) 

Abbaszadeh-

Mashkani, et 

al, 2020 17 

60 (56/4), 

41.3, Iran 

Methadone Crocin 

(the active 
constituent 

of saffron) 

15 mg orally 

BID 

Placebo 12 

weeks 

COWS 

and 
Craving 

(DDQ) 

Significant 

improvement in 
the craving score 

(p < 0.05) and 

withdrawal 

symptoms score 
(p < 0.05) 

Moosavyzade, 

et al 2020 18 

81 (unclear), 

33.9, Iran 

Opioid Hab-o 

Shefa1 

500 mg daily, 

with an 

increase of 
500 mg/day 

to three 

capsules per 

day 
(eventually 

after 3 days) 

Placebo 12 

weeks 

CBQ and 

HAMA 

Significant 

improvement  in 

craving (p < 
0.001), 

depression (p < 

0.05), and 

anxiety (p < 
0.05) 

Nemat Shahi, 

2017 16 

44 (44/-), 41.5, 

Iran 

Methadone Saffron 30-mg 

capsules of 
saffron per 

week 

Placebo 8 weeks Daily dose 

of 
methadone 

usage 

Significantly 

alleviated the 
withdrawal 

symptoms (p < 

0.001( 

Sayyah and 
Rahim, 2017 21 

40 (40/-), 28, 
Iran 

Opium Zataria 
multiflora 

Boiss. 

(methanoli

c extract) 

Three 500-
mg capsules 

per day 

Methadone 
(gradual 

discontinua

tion) and 

placebo 

15 days CINA 
scale 

Significantly 
decreased the 

withdrawal 

symptoms (p < 

0.001( 

Solhi, et al 

2013 5 

81 (81/-), 36.7, 

Iran 

Opium Rosmarinu

s 

officinalis 

16 capsules 

(300 mg 

dried leaves 

of rosemary) 
(days 1 to 3), 

12 capsules 

(days 4 to 7), 

and 8 
capsules for 

the next week 

in divided 

doses 

Methadone 

and 

placebo 

4 weeks COWS Significant 

differences on 

the 3rd and 7th 

days (p < 0.05) 

Wang, et al 

2009 19 

225 (unclear), 

18-55 (unclear 

mean), China 

Heroin Fu-Yuan 

Pellet2 

6 g TID 

(days 1 to 3), 

8 g TID 

(days 4 to 6), 
and 8 g BID 

(days 7 to 10) 

Lofexidine 

and 

placebo 

10 days WSRS and 

HAMA 

Significantly 

alleviated the 

symptoms of 

anxiety and 
withdrawal 

syndrome (p < 

0.05(, no 

significant 
difference 

between the two 

groups 
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Sangi, et al, 

2008 4 

35 (35/-), 

33.15, 

India 

Opioid  Nigella 

sativa 

500 mg orally 
TID 

Placebo 12 

weeks 

MSOWS 
and 

OOWS 

Significantly 
decreased 

withdrawal effects 

Shi, et al 

2008 12 

203 

(175/28), 

30.4, 

China 

Heroin  Jinniu3 2.5 g orally TID 

(days 1 to 3), 2 

g TID (days 4 

to 5), 1.5 g TID 
(days 6 to 7), 

1.5 g BID (days 

8 to 9), and 1-5 

g daily (day 10) 

Lofexidine 10 

days 

OWS and 

HAMA 

Gradually 

decreased 

withdrawal 

symptoms (p < 
0.001(, no 

significant 

differences between 

the two groups 

Kang, et al 

2008 11 

59 

(49/10), 

30.0, 

China 

Heroin  Tai-

Kang-

Ning4 

2 g orally TID 

(days 1 to 5), 

1.5 g TID (days 

6 to 7), 1.5 g 
BID (days 8 to 

9), and 1.5 daily 

(day 10) 

Lofexidine and 

placebo 
10 

days 

WSRS Significantly 

reduced withdrawal 

symptoms by day 3 

(p < 0.001(, no 
significant 

difference between 

the two groups 

Akhondzade

h, et al 2001 
13 

65 (65/-), 

34.8, Iran 

Opiates  Passiflor

a 

incarnat

e  

60 drops daily Clonidine and 

placebo 
2 

weeks 

SWS, 

SOWS, 

and mental 

symptoms 

Significantly 

decreased physical 

symptoms of 

withdrawal 
syndrome in both 

groups, significant 

improvement over 

clonidine alone in 
the management of 

mental symptoms 

(p < 0.05) 

Hao, et al 

2000 14 

42 (37/5), 

26.2, 

China 

Heroin  WeiniCo

m5 

8-10 capsules 4-

6 TID 

Buprenorphine 

and placebo 
2 

weeks 

WSRS and 

CRS 

Shorter treatment 

period to achieve 

the desired degree 
of elimination of 

acute withdrawal 

symptoms and 

craving in the 
WeiniCom group 

 
 
RCTs: Randomized controlled trials, BID: two times a day, TID: three times a day, COWS: Clinical opioid withdrawal scale, DDQ: Desire for drug 
questionnaire, CBQ: craving beliefs questionnaire, HAMA: Hamilton Anxiety Scale, CINA: Clinical Institute Narcotic Assessment scale, SWS: 
Severity of the opiate withdrawal syndrome, MSOWS: Modified subjective opiate withdrawal scale, OOWS: Objective opiate withdrawal scale, OWS: 
Opiate Withdrawal Scale, WSRS: Withdrawal symptom rating scale, SOWS: Short opiate withdrawal scale, CRS: craving rating scale. 
1 Hab-o Shefa is an herbal formulation in traditional Persian medicine. It consists of four herbs, Datura stramonium L., Zingiber officinale Roscoe, 

Rheum palmatum L., and Acacia senegal L. 
2 Fu-Yuan pellet (FYP) is an herbal formulation in traditional Chinese medicine for detoxification of opiates. It is made of 10 herbs, including Glabrous 
Greenbrier Rhizome, Divaricate Saposhnikovia Root, Dried Tangerine peel, Prepared Dried Ginger, Excrementum Pteropi, Eucommia Bark, Hawthorn 
Fruit, Desert-living Cistanche, Largehead Atractylodes Rhizome, and Tangshen. 
3 Jinniu is an herbal formulation containing Radix Ginseng, Corydalis Rhizoma, Hippocampus, and Datura. 
4 Tai-Kang-Ning is a polyherbal formulation containing .5 g of an aqueous spray-dried extract of eight herbs including Radix Ginseng, Corydalis 
Rhizoma, Hippocampus, Flos Daturae, Herba Taraxaci, Small flower milkwort herb with root, Bezoar Bovis, and Margarita. 

5 WeiniCom is an herbal compound that composed of extracts of Schisandra chinensis, Astragalus membranaceus, Coptis chinensis rhizome, Angelica 
sinensis, Terminalia chebula, Glycyrrhiza glabra, Zingiber officinalis, Ganoderma lucidum, Ziziphus jujube, Panax quinquefolius, Nauclea Spp., 
Magnolia officinalis, Epimedium grandifora, Eleutherococcus senticosus, Cordyceps sinensis, Corydalis yanhusuo, Rhodiola crenulata, Corydalis 
decumbentis and Sida cordifolia.22 
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 Discussion  
In this study, the effect of herbal therapy in the 
management of opioid withdrawal syndrome was 
investigated through a systematic review of 12 
published RCTs. Various medications have been 
developed for opioid withdrawal symptoms, but 
since their side effects can affect many organs, 
particularly the gastrointestinal system and the CNS, 
there is a wide range of withdrawal symptoms that 
may not be all managed by a single medication. 
Medicinal plants have great capabilities with various 
applications. Due to their numerous biologically 
active components, some medicinal plants can be 
used to treat various gastrointestinal and CNS 
symptoms.23 These herbal compounds have also 
shown promising effects in the management of pain 
and opioid physical dependence.24 Herbal medication 
leads to faster effectiveness as well as good safety and 
tolerability. Moreover, a shorter treatment period is 
required to eliminate the withdrawal symptoms and 
craving behaviors when this treatment is used.14, 15 
These properties make herbal medications an 
effective and promising alternative for relieving 
anxiety symptoms and facilitate drug switches, for 
example, from methadone to 
buprenorphine/naloxone.25 Animal studies have 
demonstrated that the effects of herbal medications 
are dose-dependent. Moreover, extracts of different 
plants have been shown to have different effects, 
indicating that a specific component is responsible for 
the therapeutic effects in alleviating the withdrawal 
syndrome.26, 27  

Opioid receptors belong to the G protein-coupled 
receptors family, and their stimulation inhibits 
adenylate cyclase and calcium channels and activates 
potassium channels as well as several kinase 
cascades. Activation of opioid receptors including μ, 
δ, κ, and nociceptin/orphanin FQ (NOP) leads to 
analgesia. The μ-opioid receptor (MOP) plays a major 
role in drug addiction and its activation causes 
euphoria, analgesia, constipation, and respiratory 
depression. Stimulation of the κ-opioid receptor 
(KOP), despite having an analgesic effect, can lead to 
anxiety and dysphoria. The δ-opioid receptor (DOP) 
agonists are used to treat anxiety and chronic pain. 
The most abundant opioid receptor in the brain is 
NOP, which modulates the effects of μ-opioid 
receptors.28 The similarity between the effects of 
herbal therapies and conventional drugs, such as 
clonidine, in reducing the manifestations of opioid 
withdrawal syndrome suggests that the mechanistic 
pathways of these medications, which are thought to 

be mediated through the protein kinase A pathway, 
may be similar.29 The antinociceptive effect of 
medicinal plants may also be mediated by opioidergic 
and adrenergic systems. Phytochemical studies have 
indicated that the extract of medicinal plants such as 
Rosmarinus officinalis and Sophora alopecuroides var. 
alopecuroides has an alkaloid component that is 
responsible for opioids similar effects .7, 30, 31 Animal 
studies have demonstrated that some plant extracts 
can reduce withdrawal symptoms and pain 
stimulation by affecting the CNS and the potentiation 
of GABAergic system.32 It has been shown that anti-
anxiety and pain-relieving properties of Passiflora 
incarnate can be related to its effect on opioid receptors 
and the synergistic action of gamma-aminobutyric 
acid (GABA) A and B.33 

The dopaminergic system also plays an important 
role in substance dependence. Dopamine D2 receptor 
(D2R) is also a member of the G protein-coupled 
receptor family, and its activation leads to the 
inhibition of adenylate cyclase and the reduction of 
cyclic adenosine monophosphate (cAMP), resulting 
in the release of intracellular Ca+2. In various parts of 
the brain, including the ventral tegmental area (VTA) 
and the nucleus accumbens (NAc), deep interactions 
between opioid and dopamine receptors can lead to 
addiction through reward processing. Sudden 
withdrawal of opioids reduces dopamine in the NAc 
and the mesolimbic dopamine system.34, 35 On the 
other hand, long-term use of opioids causes several 
changes in the brain, especially in the dopaminergic 
system. These changes include decreased levels of 
dopamine transporter (DAT), D2R, and tyrosine 
hydroxylase (TH), which is the main enzyme in 
dopamine synthesis, and dopamine neurons in the 
VTA. It also increases sensitivity to dopamine 
antagonists and decreases glutamate release from the 
VTA. These changes, which persist for a long time 
after opioid withdrawal, can be some important 
factors in recurrence.36, 37 Animal studies have 
demonstrated that treatment with An-jun-ning, a 
plant-based medication, effectively interdicted DAT, 
D2R, and TH reduction induced by morphine. 
Furthermore, it could restore the levels of DAT, D2R, 
and TH to the normal values, indicating that the 
ameliorating effect of plant-based therapies on 
withdrawal symptoms may be modulated by the 
dopaminergic system.38 Modulation of 
monoaminergic neurotransmitters, modification of 
the nitric oxide (NO) pathway, and possible 
interactions with inhibitory neurotransmitters in the 
CNS      are  other  mechanisms  by  which  medicinal
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plants may manage opiate withdrawal symptoms and 
anxiety.26, 39 

In the present study, the efficacy of herbal therapy 
in the treatment of opioid withdrawal syndrome was 
evaluated through a systematic review of 12 
randomized clinical trials. In these RCTs, type herbal 
formulation, study method, and outcome evaluation 
measurements were different. The herbal 
formulations included Sophora alopecuroides, saffron, 
Zataria multiflora, Rosmarinus officinalis, Nigella sativa, 
Passiflora incarnate, and five combination formulas. 
The effect of Sophora alopecuroides on the suppression 
of withdrawal symptoms can be due to its cytisine 
and matrine alkaloids which have nicotinic receptor 
agonistic activity.31 Crocin is a carotenoid chemical 
compound that is found in saffron and has an 
interaction with dopaminergic pathways in the  
VTA and the dopaminergic system in the CNS, and it 
can be responsible for the alleviation of withdrawal 
symptoms.17 Hosseinzadeh et al., found that Zataria 
multiflora Boiss. extract exhibits analgesic properties 
in mice by acting on opioid receptors.40 It was 
demonstrated that the extract of Rosmarinus officinalis 
could modulate the withdrawal syndrome via an 
increase in the GABA content in the brain.30 Studies 
have suggested that the effect of Nigella sativa in 
reducing withdrawal symptoms may be due to its 
major active compound, i.e., thymoquinone, which is 
a calcium channel blocking agent.20 Evidence has 
shown that the β-carboline compounds of harman, 
harmalin, and norharman, which have been found in 
Passiflora incarnate, are involved in reducing 
withdrawal symptoms via the modulation of the 
dopaminergic pathway and the inhibition of 
dopamine reuptake.41, 42 

In all of these studies, herbal remedies showed a 
significant difference in reducing the symptoms of 
opioid withdrawal syndrome compared to placebo. 
In addition, their effects were similar to those of 
methadone, lofexidine, clonidine, and 
buprenorphine. 
 

 
Although, as mentioned earlier, the high risk of bias 
in more than 30% of these studies jeopardizes their 
internal validity. Moreover, in a significant number of 
studies, the risk of bias was unclear in most domains 
due to the lack of sufficient detailed description. On 
the other hand, extensive variation in the type of 
herbal formulations, the intervention period, the 
amount and method of use, and the outcome 
evaluation measures make it difficult to compare and 
interpret the results. 
This study was limited to English language articles. 
Therefore, it was not possible to review and compare 
similar studies reported in other languages.  

 Conclusion  
Based on the results of the included literature, it can 
be concluded that some plant extracts and herbal 
formulas can attenuate the symptoms of opioid 
withdrawal syndrome. Hence, herbal therapy could 
be considered as a complementary treatment in 
alleviating the symptoms of opioid withdrawal. 
However, further studies with more participants, 
longer duration, and less risk of bias in the five 
mentioned domains are needed in the claimed cases. 
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 چکیده

سندرم ترک مواد افیونی توجه زیادی را به خود جلب کرده :مقدمه ضر، گیاهان دارویی به عنوان یک درمان جایگزین یا مکمل در  سی حا اند. در برر

 آوری شد.مقالات موجود برای تأیید کارایی گیاه درمانی در کنترل علایم مرتبط با ترک مواد افیونی جمعتمام 

ستماتیک متون از ژانویه  ها:و روش مواد سی ستجوی  با  Web of Scienceو  PubMed ،Scopus ،Embaseدر  0100تا مه  0991یک ج

ستفاده از کلید واژه  شد. همه کارآزماییو تمام عبارات معادل آن« اوپیویید» ،«سندرم ترک»، «گیاه دارویی»ا صادفیها انجام  و  سازیهای بالینی ت

انجام شد. ابزار سنجش خطر سوگیری  PRISMAها استفاده گردید. جستجو بر اساس شده منتشر شده به زبان انگلیسی، برای سنتز دادهکنترل

 ه کار گرفته شد.های بالینی بکاکرین برای تأیید کیفیت کارآزمایی

ها استفاده شد. نتایج این مطالعات نشان داد که آوری و برای سنتز دادهشده جمعسازی و کنترلبالینی تصادفی کارآزمایی 00در مجموع  :هاافتهی

 استخوانی، تعریق و بی خوابی راتواند سندرم ترک مواد افیونی را تسکین دهد و علایم ترک مانند انقباضات شکمی، اسهال، درد داروهای گیاهی می

های انتخاب، عملکرد، های رایج مانند بوپرنورفین، کلونیدین و متادون کاهش دهد. با این حال، خطر بالای سههوگیری در زمینهدر مقایسههه با درمان

 بالینی مشاهده شد. هایدرصد از کارآزمایی 01تشخیص، ریزش و گزارش در بیش از 

شان داده دین کارآزماییاگرچه چن :یریگجهینت ری ثر هستند، نتایج را باید با احتیاط بیشتؤاند که داروهای گیاهی در کاهش علائم ترک مبالینی ن

 تر و سوگیری کمتر در موارد ادعا شده مورد نیاز است.بالینی بیشتری با شرکت کنندگان بیشتر، مدت زمان طولانی هایمشاهده کرد. کارآزمایی

 گیاه درمانی ؛سندرم ترک ؛اوپیوم ؛اوپیویید :یدیکلگان واژ
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