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RESUMEN

Introducción: la crisis de los opioides cobra muchas vidas, aproximada-
mente cien mil al año en Estados Unidos de América, lo que motiva la 
búsqueda de soluciones. Actualmente, estas se centran en los opioides 
sintéticos, y son útiles en algunas circunstancias, pero su adopción no ha 
frenado las muertes por opioides. Existen posibles soluciones para el tras-
torno por consumo de opiáceos en sustancias conocidas de la medicina 
herbolaria, y éstas pueden ser opciones de tratamiento atractivas.Objetivo: 
esta revisión tiene como objetivo proporcionar una visión global de las 
terapias integradoras disponibles para los usuarios actuales de opiáceos 
para ayudar en el abandono del consumo a través de la disminución de los 
síntomas de abstinencia. Identificamos varias terapias a base de hierbas 
y nutracéuticas que requieren una mayor investigación por su potencial 
terapéutico en el trastorno por consumo de opiáceos. Método: realizamos 
una búsqueda bibliográfica utilizando tres bases de datos: Google Scho-
lar, China/Asia On Demand y China National Knowledge Infrastructure. 
Se diseñó un protocolo que incorpora los lineamientos PRISMA, el cual fue 
aplicado durante las etapas de búsqueda y selección de artículos. Discu-
sión y conclusiones: varios tratamientos a base de hierbas y nutracéuticos, 
incluidos los extractos de Sophora alopecuroides, crocina y Berberis vul-
garis, y las formulaciones de Hab-o-shefa, Tai-Kang Ning y Fu-Yuan Pellet, 
resultan prometedores para el tratamiento de opiáceos, lo que motiva su es-
tudio adicional en ensayos a mayor escala. Si se mantienen los resultados 
de los ensayos previos a menor escala, las hierbas medicinales pueden 
funcionar como una terapéutica eficaz como parte de un régimen para 
dejar los opiáceos

Palabras clave: crisis de opiáceos, tratamiento con ibogaína, recupera-
ción de adicciones, medicina herbolaria, trastorno por uso de sustancias.

ABSTRACT

Introduction: the opioid crisis continues to claim many lives, approximately 
one hundred thousand annually in the United States of America, motivating 
solutions. Currently, these focus on synthetic opioids and are helpful in some 
circumstances, but their adoption has not stymied opioid deaths. Possible 
solutions for opioid use disorder exist in substances known to herbal medi-
cine, and these may be attractive treatment options.Objective:: this review 
aims to provide a comprehensive overview of the integrative therapies 
available to current opioid users to help in the cessation, through decreas-
ing withdrawal symptoms. We identified several herbal and nutraceutical 
therapies which require further investigation for their therapeutic potential in 
opioid use disorder.  Method: we performed a literature search using three 
databases: Google Scholar, China/Asia on Demand, and China National 
Knowledge Infrastructure. A protocol was designed that incorporates the 
PRISMA guidelines, which was applied during the stages of searching and 
selecting articles. Discussion and conclusions: tseveral herbal and nutra-
ceutical treatments, including Sophora alopecuroides, crocin, and Berberis 
vulgaris extracts, and Hab-o-shefa, Tai-Kang Ning, and Fu-Yuan Pellet for-
mulations, demonstrate promise for the treatment of opioid use disorder, 
motivating their further study in larger scale trials. If the results from previous 
smaller trials hold, herbal medicines may function as effective therapeutics 
as part of an opiate cessation regimen.

Keywords: opioid crisis, ibogaine treatment, addiction recovery, herbal 
medicine, substance use disorder.
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INTRODUCTION

Since the first trial of oxycontin, finished in 1994, the 
patent for the drug has been extended many times 
through minor modifications, including the addition 
of a nominally tamper proof coating which prevent-
ed the contents from being crushed and snorted. 

Purdue Pharma, of which oxycontin was its 
most significant source of revenue, had cumulative 
revenues in 2017 of $35 billion USD (Keefe, 2017). 
Opioids are used by roughly one in 25 American 
adults (Compton & Volkow, 2006; Von Korff et al., 
2008), and 5.7 million Americans met the definition 
for opioid use disorder (OUD) in the year 2023 (Sub-
stance Abuse and Mental Health Services Adminis-
tration, 2024). There has been an exponential rise in 
the consumption of opioids: three tons of oxycodone 
were consumed globally in 1990, rising to 77 tons by 
2009, 81% of which was consumed by Americans, 
who then comprise just five percent of the world’s 
population (Kenan et al., 2012).

Between the years 2013 and 2019, the age-ad-
justed rate of deaths from synthetic opioids, not 
including methadone, increased 1040% (Mattson, 
2021). There were 70,630 overdose deaths in the 
USA in 2019, of which 49,860 (71%) involved opioids 
(Mattson, 2021). OUD, once it has manifested, still 
has several treatment options available. Addiction 
can extend for many years; in one survey of court-in-
volved patients, while not representative of the OUD 
population, more than half (55%) of those surveyed 
had more than ten years of illicit drug use (Li et al., 
2020). 

Treatment with ibogaine, an indole alkaloid, for 
the treatment of physical withdrawal symptoms has 
shown efficacy in case reports and small trials, and 
ayahuasca, a plant mixture originally from the Am-
azon basin containing indole alkaloids, also has sup-
portive evidence for this role (Arenson et al., 2024). 
State-of-the-art of OUD treatment has typically been 
methadone-based, and buprenorphine has been re-
cently adopted for the treatment of OUD. 

Success rates at treating OUD have historically 
been low, ranging from 20% to 23% without medi-
cation (Eastwood et al., 2017; Krupitsky et al., 2011). 
Several pharmaceuticals can increase the success 
rates of treatment for OUD, for example, one trial ob-
served an increase in opiate abstinence with naltrex-
one treatment from 35% (95% confidence interval: 
11%-64%) in the control group to 90% (95% CI: 70%-
92%) in the group receiving naltrexone (Krupitsky et 
al., 2011). In the USA, Suboxone®, a combination of 
buprenorphine and methadone, is commonly used 

for OUD (Burma et al., 2017; Lekas, 2014). In Chi-
na, the pharmaceuticals lofexidine and clonidine are 
commonly used (Tang et al., 2006), and demonstrate 
efficacy in treating OUD (Pergolizzi et al., 2019).

This review aims to evaluate the potential of 
herbal medicines as treatment for OUD. We seek to 
clarify how herbal medicines can contribute to ad-
dressing the opioid crisis in the U.S., especially as 
cost can be a barrier to treatment initiation (Hall et 
al., 2021). This review aims to address how herbal 
medicines including iboga and ibogaine, products 
from the African Apocynaceae species Tabernanthe 
iboga, can be used as part of a treatment program for 
OUD, and the comparison on dimensions of cost, ac-
cessibility, efficacy and mechanisms of action with 
standard treatment of OUD with the agents metha-
done, buprenorphine and/or naloxone, either indi-
vidually or in combination.

METHOD

Design

We perform a literature search using three data-
bases: Google Scholar, China/Asia on Demand 
(CAOD), and China National Knowledge Infrastruc-
ture (CNKI) for herbal treatments for Opioid use 
disorder. The treatments must be herbal or nutra-
ceutical, not pharmaceutical or manual. Meta-anal-
yses are included. Studies are evaluated based on 
the Cochrane ROB2 analysis (Sterne et al., 2019). We 
include our Preferred Reporting Items for System-
atic reviews and Meta-Analyses (PRISMA) diagram 
below (Figure 1), made using the PRISMA 2020 tool 
(Haddaway et al., 2022).

Procedure

This research set out to find natural substances for 
the treatment of opioid use disorder, aiming to find 
those tested in clinical trials for an effect on with-
drawal symptoms. 

For the search of the CAOD and CNKI databas-
es, we used the possible combinations of “Opioid”, 
“Opiate”, or “Heroin” for the first time with “With-
drawal”, “Dependence”, “Cessation”, or “Addic-
tion” as the second term. As Google Scholar has a 
much broader selection of literature, we searched for 
“Herbal treatments for opioid withdrawal”, without 
quotation marks.
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RESULTS

Withdrawal in Opioid Use Disorder

Withdrawal symptoms are a feature of long term 
OUD and are a challenge for patients to overcome 
when embarking on a program of opioid use cessa-
tion (Kosten & Baxter, 2019; Pergolizzi et al., 2020). 

Management of opiate withdrawal symptoms 
can result in a greater rate of opiate discontinuation 

for patients seeking cessation (Pergolizzi et al., 2020). 
Opioid withdrawal symptoms can be present 

even after a single exposure in humans (Jones, 1980), 
and increase in severity with repeat opiate use (Ken-
ny et al., 2006). Several brain regions and neurologi-
cal systems are altered by opiate exposure and play 
roles in opiate withdrawal (Monroe & Radke, 2023), 
including the mesolimbic dopamine system (García-
Pérez et al., 2015), the basolateral amygdala (Deji et 
al., 2022), the central amygdala (Cabral et al., 2009), 

Figure 1

A PRISMA flow diagram for the records included in this review
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the bed nucleus of the stria terminalis (Song et al., 
2020), adrenal stress hormones (Navarro-Zaragoza 
et al., 2021), locus coruleus (Maldonado et al., 1992), 
and the periaqueductal gray matter (Maldonado et 
al., 1992).

Current therapeutics work on the endogenous 
opioid receptors. The therapeutic buprenorphine is a 
partial agonist of mu-opioid receptors and naloxone 
is a partial antagonist of the mu-, kappa-, and del-
ta-opioid receptors. This therapeutic combination, 
under the tradename of Suboxone®, demonstrates 
several advantages over methadone for curbing opi-
oid withdrawal (Burma et al., 2017; Lekas, 2014). 

Established treatment protocols previously re-
lied heavily on methadone, which acts as a substitute 
for opiates, having a similar mechanism of action as 
morphine and producing similar effects (Johnson et 
al., 2003). Antagonistic therapies, such as naltrexone, 
do not produce opioid-like effects, instead blocking 
the effects of opioids should opioids be administered 
(Johnson et al., 2003). 

Alternative Treatment Options for OUD

Non-pharmaceutical treatment options are limited, 
owing in part to the primacy of Suboxone® treat-
ment. Recently, iboga (Tabernanthe iboga), and the 
compound ibogaine, have attracted attention for the 
treatment of OUD (Arenson et al., 2024). Ibogaine 
may be an effective treatment for OUD as it demon-
strates substantive effects on opioid withdrawal 
symptoms (Brown & Alper, 2018; Mash, 2018). Oth-
er herbal medicines, including Nigella sativa (Sangi et 
al., 2008), chamomile (Momeni et al., 2018), ajwain 
(Momeni et al., 2018) Sophora alopecuroides (Hash-
em-Dabaghian & Kianbakht, 2023; Kianbakht et al., 
2020), Datura (Moosavyzadeh et al., 2020; Nazari 
et al., 2013), Zataria multiflora (Sayyah et al., 2017), 
Fu-Yuan Pellet (Wang et al., 2009), Tai-Kang Ning 
(Kang et al., 2008), Weini-Com (Hao & Zhao, 2000) 
and Berberine (Dabaghzadeh et al., 2021), show ther-
apeutic potential in treating OUD. 

Ibogaine is currently regarded as a Schedule I 
drug by the Controlled Substances Act, which spec-
ifies that it has high potential for abuse, and no ac-
cepted medical uses (The Controlled Substances Act, 
1978). Iboga has centuries of use in traditional cer-
emonies of the Bwiti people in Gabon (Fernandez, 
1982). With regards to OUD, ibogaine, the active 
component of iboga, works as a partial agonist of the 
mu and kappa opioid receptors, making its mecha-
nism of action more similar to methadone than bu-
prenorphine (Glick & Maisonneuve, 1998). It may 
work through other mechanisms, including the se-

rotonergic and dopaminergic systems (Govender et 
al., 2024). 

Some caution is required, as between 1990 and 
2008 there were nineteen deaths temporally associat-
ed with taking ibogaine, an indole alkaloid extracted 
from the iboga plant, and likely more outside of the 
published literature (Alper et al., 2012). However, 
in 12 of the 14 deaths for which there was adequate 
data, there were either pre-existing comorbidities 
or recent consumption of commonly abused sub-
stances, and these could have been prevented with 
pre-treatment screening (Alper et al., 2012). Still, 
many people are motivated to take iboga to treat 
their substance use disorders (Rodríguez-Cano et al., 
2022) despite risks. 

Many people have had a continuation of their ad-
dictive tendencies even after the physical withdraw-
al symptoms have been blunted, if not eliminated. 
Here, cognitive approaches may be important, and 
psychological support also helpful for ending sub-
stance use disorders (SUDs); (Jhanjee, 2014). 

Other Herbal Treatments

So far, there is minimal research on other herbal fac-
tors which can influence OUD, and several helpful 
reviews have shared the possibility for herbal med-
icines in OUD (Bawa et al., 2019; Doosti et al., 2013; 
Ebrahimie et al., 2015; Kruszecki et al., 2021; Liu et 
al., 2009; Tabatabai et al., 2013; Ward et al., 2011; Zhu 
et al., 2017). The agents explored in human studies 
found through our literature search are included in 
Supplementary Table 1. Several of these substances 
are effective at decreasing withdrawal symptoms 
in OUD, and may be useful in a clinical context, as 
withdrawal symptoms are a major factor in relapse 
(Kosten & Baxter, 2019). 

The efficacy demonstrated by multiple herbal 
options is a basis for their further study and possible 
incorporation into opiate treatment regimes. Possi-
bly, they may be used additively with Suboxone® 
treatment to lower withdrawal symptoms further, or 
to taper off from Suboxone® treatment, as buprenor-
phine has potential for abuse (Chilcoat et al., 2019). 

Herbal treatments may also lower the cost of 
treatment and thereby expand accessibility. If clin-
ical results hold up in larger scale trials and real 
world settings, simple treatments like berberine and 
Nigella sativa may be adequate treatments available 
at low cost. These may help to additionally lower the 
degree of withdrawal symptoms, which often cause 
the person with OUD to seek opioids again, repeat-
ing the cycle of addiction (Pergolizzi et al., 2020).

Together, iboga and ibogaine (as well as various 
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Knowledge gaps include more precise quantita-
tive measures of the treatment effect, and the further 
development of best practices for iboga or ibogaine 
administration. Iboga and ibogaine assisted addic-
tions treatment has evidence for treatment efficacy 
in small cohorts (Wilson et al., 2020). Additional in-
sights are welcome into the mechanism of opioid ad-
diction, and the mechanisms of iboga and ibogaine 
in diminishing opioid withdrawal symptoms (Anto-
nio et al., 2013).

Further investigation is warranted, focused on 
determining the efficacy and safety of iboga and 
ibogaine for the treatment of OUD. Additionally, re-
search can investigate how nontraditional treatment 
approaches can be adapted to individual patients.

Limitations of the Study

This study has the limitations of reporting research 
that may be subject to bias. While we provide an as-
sessment of bias in the form of the Cochrane ROB2 
analysis, this instrument may not capture possible 
fraud or data manipulation. Another limitation is 
that while this list provides a large list of poten-
tial compounds, and some prioritization, we leave 
mechanism out of this article for brevity. Studying 
the mechanisms of effective treatments could con-
tribute to our greater understanding of treating opi-
oid withdrawal, but we have left this out of the man-
uscript for brevity. 

Additionally, our characterization of availability 
may not actually correspond to cost or availability. 
The analysis assumes that multi-component thera-
peutics of specialized herbal formulae are more dif-
ficult to acquire than single components, which is 
generally a safe assumption, but this changes signifi-
cantly if one is located near a herbalist in the tradi-
tions of Chinese or Persian medicine, which are the 
traditions with interventions for opioid withdrawal 
symptoms.

Some treatment components may be difficult 
to translate from the traditional medical context of 
these traditions. We used machine translation of ar-
ticles (DeepL.com), and it is possible that the unfa-
miliarity of the authors with these medical systems 
results in a lack of understanding of the treatments 
themselves. To avoid this possible lossy communi-
cation, we recommend readers find the referenced 
primary texts themselves.

FUNDING

No funding was received for the conduct of this re-
search.

herbal remedies included in Supplementary Table 1) 
may be useful in treating opiate withdrawal symp-
toms to help treating OUD. The treatments with the 
greatest evidence for efficacy are the extracts of cro-
cin (Abbaszadeh-Mashkani et al., 2021), Sophora alo-
pecuroides (Hashem-Dabaghian & Kianbakht, 2023; 
Kianbakht et al., 2020), and Berberis vulgaris extracts 
(Dabaghzadeh et al., 2021) and Hab-o-shefa (Moo-
savyzadeh et al., 2020; Nazari et al., 2013), Tai-Kang 
Ning (Kang et al., 2008; Li et al., 2007), and Fu-Yuan 
Pellet (Wang et al., 2009) formulations. Evidentiary 
quality evaluated by the Cochrane RoB2 tool is in-
cluded for studies in Supplementary Table 1.

Cost and Accessibility

Cost of treatment can hamper accessibility, and low 
availability of treatment centers is often a barrier for 
people in need of care for OUD. Trends show in-
creases in the accessibility of centers offering med-
ication treatment for OUD (Cantor et al., 2021). In 
2020, 45% of US counties had a facility offering some 
form of medication treatment for OUD (Cantor et 
al., 2021). However, even given the expanded cover-
age, logistical barriers to care still remain, including 
lack of insurance coverage, a lack of prescribers, low 
accessibility of treatment, and geographic distance 
from a treatment center (Hall et al., 2021).

The advantage of the herbal medicines is that 
they are non-proprietary, and have much lower 
costs than their patented and synthesized pharma-
ceutical counterparts. For the purposes of determin-
ing accessibility, there are three classes present in 
the literature: single agents, formulations/combi-
nations, or medical devices. In our case, the medical 
device studied (Yu & Guo, 2013) was a bespoke sys-
tem for the experiment, and would have extremely 
low accessibility. Single agents are divided further 
based on their accessibility: high accessibility items 
are available through major retailers, while medium 
accessibility can be found through more specialty 
retailers, and low accessibility items have limited 
availability as products (Supplementary Table 1). 

DISCUSSION AND CONCLUSIONS

The opioid crisis is significant motivation to exam-
ine non-mainstream treatments for substance use 
disorders. Given the severity of the crisis, it may be 
warranted to look outside standard medical curric-
ula to other medical traditions. Iboga demonstrates 
potential in helping the cessation of opioid addiction 
by reducing opioid withdrawal (Wilson et al., 2020).



76

THERAPEUTIC POTENTIAL OF HERBALISM FOR OPIOID HALMA ET AL.

Revista Internacional de Investigación en Adicciones 2025.11(1): e374

CONFLICT OF INTEREST

The authors declare that they have no conflict of in-
terest.

AUTHORS CONTRIBUTION

Matthew Halma: conceptualization, methodology, 
investigation, writing - original draft, writing, re-
view and editing, supervision. 
Cristoph Hesse: formal analysis. 
Edgar Selem: investigation. 
Joseph Varon: conceptualization and writing - re-
view and editing.

REFERENCES

Abbaszadeh-Mashkani, S., Hoque, S. S., Banafshe, H. R., & 
Ghaderi, A. (2021). The Effect of Crocin (The Main Active Saffron 
Constituent) on the Cognitive Functions, Craving, and Withdrawal 
Syndrome in Opioid Patients under Methadone Maintenance 
Treatment. Phytotherapy Research, 35(3), 1486-1494. https://doi.
org/10.1002/ptr.6913

Alper, K. R., Stajić, M., & Gill, J. R. (2012). Fatalities Temporally 
Associated with the Ingestion of Ibogaine. Journal of Forensic 
Sciences, 57(2), 398–412. https://doi.org/10.1111/j.1556-
4029.2011.02008.x

Antonio, T., Childers, S. R., Rothman, R. B., Dersch, C. M., King, C., 
Kuehne, M., Bornmann, W. G., Eshleman, A. J., Janowsky, A., 
Simon, E. R., Reith, M.E.A., & Alper, K. (2013). Effect of Iboga 
Alkaloids on μ-Opioid Receptor-Coupled G Protein Activation. 
PLOS ONE, 8(10). https://doi.org/10.1371/journal.pone.0077262

Arenson, A., Campbell, C. I., & Remler, I. (2024). Psychoactive Plant 
Derivatives (Ayahuasca, Ibogaine, Kratom) and their Application 
in Opioid Withdrawal and Use Disorder - a Narrative Review. 
Journal of Addictive Diseases, 42(3), 253–263. https://doi.org/10.
1080/10550887.2023.2195777

Bawa, G., Mahajan, R., Mehta, M., Satija, S., Vyas, M., Sharma, N., 
& Khurana, N. (2019). Herbal Drugs for the Treatment of Opioid 
Withdrawal Syndrome: a Mini Review. Plant Archives, 19(2), 1005–
1011. https://www.plantarchives.org/SPL%20ISSUE%20SUPP%20
2,2019/181%20(1005-1011).pdf

Brown, T. K., & Alper, K. (2018). Treatment of Opioid Use Disorder with 
Ibogaine: Detoxification and Drug Use Outcomes. The American 
Journal of Drug and Alcohol Abuse, 44(1), 24–36. https://doi.org/1
0.1080/00952990.2017.1320802

Burma, N. E., Kwok, C. H., & Trang, T. (2017). Therapies and 
Mechanisms of Opioid Withdrawal. Pain Management, 7(6), 455–
459. https://doi.org/10.2217/pmt-2017-0028

Cabral, A., Ruggiero, R. N., Nobre, M. J., Brandão, M. L., & Castilho, V. 
M. (2009). GABA and Opioid Mechanisms of the Central Amygdala 
Underlie the Withdrawal-Potentiated Startle from Acute Morphine. 
Progress in Neuro-Psychopharmacology & Biological Psychiatry, 
33(2), 334–344. https://doi.org/10.1016/j.pnpbp.2008.12.012

Cantor, J., Powell, D., Kofner, A., & Stein, B. D. (2021). Population-

Based Estimates of Geographic Accessibility of Medication 
for Opioid Use Disorder by Substance Use Disorder Treatment 
Facilities from 2014 to 2020. Drug and Alcohol Dependence, 229. 
https://doi.org/10.1016/j.drugalcdep.2021.109107

Chilcoat, H. D., Amick, H. R., Sherwood, M. R., & Dunn, K. E. (2019). 
Buprenorphine in the United States: Motives for Abuse, Misuse, 
and Diversion. Journal of Substance Abuse Treatment, 104, 148–
157. https://doi.org/10.1016/j.jsat.2019.07.005

Compton, W. M., & Volkow, N. D. (2006). Major Increases in Opioid An-
algesic Abuse in the United States: Concerns and Strategies. Drug 
and Alcohol Dependence, 81(2), 103–107. https://doi.org/10.1016/j.
drugalcdep.2005.05.009

Dabaghzadeh, F., Sharififar, F., Ahmadzadeh, A.-M., & Karami-Moha-
jeri, S. (2021). The Effects of Berberis Vulgaris L. Root Extract on the 
Opiate Withdrawal Syndrome and Psychological Factors: a Random-
ized Double-Blind Clinical Trial. Journal of Basic and Clinical Phys-
iology and Pharmacology, 34(4), 465--472. https://doi.org/10.1515/
jbcpp-2020-0327

Deji, C., Yan, P., Ji, Y., Yan, X., Feng, Y., Liu, J., Liu, Y., Wei, S., 
Zhu, Y., & Lai, J. (2022). The Basolateral Amygdala to Ventral 
Hippocampus Circuit Controls Anxiety-Like Behaviors Induced 
by Morphine Withdrawal. Frontiers in Cellular Neuroscience, 16. 
https://doi.org/10.3389/fncel.2022.894886

Doosti, F., Dashti, S., Tabatabai, S. M., & Hosseinzadeh, H. (2013). 
Traditional Chinese and Indian Medicine in the Treatment of Opioid-
Dependence: A Review. Avicenna Journal of Phytomedicine, 3(3), 
205–215. https://pmc.ncbi.nlm.nih.gov/articles/PMC4075718/pdf/
ajp-3-205.pdf

Eastwood, B., Strang, J., & Marsden, J. (2017). Effectiveness 
of Treatment for Opioid Use Disorder: a National, Five-Year, 
Prospective, Observational Study in England. Drug and 
Alcohol Dependence, 176, 139–147. https://doi.org/10.1016/j.
drugalcdep.2017.03.013

Ebrahimie, M., Bahmani, M., Shirzad, H., Rafieian-Kopaei, M., & 
Saki, K. (2015). A Review Study on the Effect of Iranian Herbal 
Medicines on Opioid Withdrawal Syndrome. Journal of Evidence-
Based Complementary & Alternative Medicine, 20(4), 302–309. 
https://doi.org/10.1177/2156587215577896

Fernandez, J. W. (1982). Bwiti: An Ethnography of the Religious 
Imagination in Africa. Princeton University Press.

García-Pérez, D., López-Bellido, R., Rodríguez, R. E., Laorden, M. L., 
Núñez, C., & Milanés, M. V. (2015). Dysregulation of Dopaminergic 
Regulatory Mechanisms in the Mesolimbic Pathway Induced by 
Morphine and Morphine Withdrawal. Brain Structure and Function, 
220(4), 1901–1919. https://doi.org/10.1007/s00429-014-0761-5

Glick, S. D., & Maisonneuve, I. S. (1998). Mechanisms of Antiaddictive 
Actions of Ibogaine. Annals of the New York Academy of Sciences, 
844, 214–226. https://doi.org/10.1111/j.1749-6632.1998.
tb08237.x 

Govender, D., Moloko, L., Papathanasopoulos, M., Tumba, N., 
Owen, G., & Calvey, T. (2024). Ibogaine Administration Following 
Repeated Morphine Administration Upregulates Myelination 
Markers 2′, 3′-Cyclic Nucleotide 3′-phosphodiesterase (CNP) 
and Myelin Basic Protein (MBP) mRNA and Protein Expression 
in the Internal Capsule of Sprague Dawley Rats. Frontiers in 
Neuroscience, 18. https://doi.org/10.3389/fnins.2024.1378841

Haddaway, N. R., Page, M. J., Pritchard, C. C., & McGuinness, L. A. 
(2022). PRISMA2020: An R package and Shiny app for Producing 



77

THERAPEUTIC POTENTIAL OF HERBALISM FOR OPIOID HALMA ET AL.

Revista Internacional de Investigación en Adicciones 2025.11(1): e374

PRISMA 2020-Compliant Flow Diagrams, with Interactivity for 
Optimised Digital Transparency and Open Synthesis. Campbell 
Systematic Reviews, 18(2), e1230. https://doi.org/10.1002/
cl2.1230

Hall, N. Y., Le, L., Majmudar, I., & Mihalopoulos, C. (2021). Barriers 
to Accessing Opioid Substitution Treatment for Opioid Use 
Disorder: a Systematic Review from the Client Perspective. 
Drug and Alcohol Dependence, 221. https://doi.org/10.1016/j.
drugalcdep.2021.108651

Hao, W., & Zhao, M. (2000). A Comparative Clinical Study of the 
Effect of Weinicom, a Chinese Herbal Compound, on Alleviation 
of Withdrawal Symptoms and Craving for Heroin in Detoxification 
Treatment. Journal of Psychoactive Drugs, 32(3), 277--284. 
https://doi.org/10.1080/02791072.2000.10400450

Hashem-Dabaghian, F., & Kianbakht, S. (2023). A Randomized 
Controlled Trial on the Seeds of Sophora Alopecuroides Var. 
Alopecuroides for the Treatment of Acute Heroin Withdrawal 
Syndrome. Complementary Therapies in Clinical Practice, 51, 
101740. https://doi.org/10.1016/j.ctcp.2023.101740

Jhanjee, S. (2014). Evidence Based Psychosocial Interventions in 
Substance Use. Indian Journal of Psychological Medicine, 36(2), 
112–118. https://doi.org/10.4103/0253-7176.130960

 Johnson, R. E., Strain, E. C., & Amass, L. (2003). Buprenorphine: How 
to Use it Right. Drug and Alcohol Dependence, 70(2), S59–S77. 
https://doi.org/10.1016/S0376-8716(03)00060-7

Jones, R. T. (1980). Dependence in Non-Addict Humans after a Single 
Dose of Morphine. In E. L. Way (Ed.), Endogenous and exogenous 
opiate agonists and antagonists (pp. 557–560). Pergamon.

Kang, J. H., Lee, K. H., Huh, S. J., Shin, S.-H., Kim, I. H., Hwang, I. 
G., Koo, D.-H., Lee, D., Koh, S.-J., Seo, S., Lee, G. J., Chun, S. 
H., Ji, J. H., Oh, S. Y., Choi, J. W., & Go, S.-I. (2024). Efficacy 
of Transdermal Buprenorphine Patch for Managing Withdrawal 
Symptoms in Patients with Cancer Physically Dependent on 
Prescription Opioids. The Oncologist, 29(11), e1593–e1603. 
https://doi.org/10.1093/oncolo/oyae176

Kang, L., Li, B., Gao, L., Li, S., Wang, D., Hu, M., & Li, J. (2008). Tai-Kang-
Ning, a Chinese Herbal Medicine Formula, Alleviates acute Heroin 
Withdrawal. The American Journal of Drug and Alcohol Abuse, 
34(3), 269–276. https://doi.org/10.1080/00952990802013409

Keefe, P. R. (2017, October 23). The Family that Built an Empire 
of Pain. The New Yorker. https://www.newyorker.com/
magazine/2017/10/30/the-family-that-built-an-empire-of-pain

Kenan, K., Mack, K., & Paulozzi, L. (2012). Trends in Prescriptions 
for Oxycodone and Other Commonly Used Opioids in the United 
States, 2000–2010. Open Medicine, 6(2), e41-e47. https://pmc.
ncbi.nlm.nih.gov/articles/PMC3659213/pdf/OpenMed-06-e41.pdf

Kenny, P. J., Chen, S. A., Kitamura, O., Markou, A., & Koob, G. F. 
(2006). Conditioned Withdrawal Drives Heroin Consumption and 
Decreases Reward Sensitivity. Journal of Neuroscience, 26(22), 
5894–5900. https://doi.org/10.1523/JNEUROSCI.0740-06.2006

Kianbakht, S., Hajiaghaee, R., & Akhondzadeh, S. (2020). Efficacy 
and Safety of Sophora Alopecuroides Var. Alopecuroides Seed 
Extract for Opioid Detoxification: A Randomized, Double-Blind, 
and Placebo-Controlled Clinical Trial. Phytotherapy Research, 
34(5), 1108–1113. https://doi.org/10.1002/ptr.6578

Kosten, T. R., & Baxter, L. E. (2019). Effective Management of 
Opioid Withdrawal Symptoms: A Gateway to Opioid Dependence 
Treatment. The American Journal on Addictions, 28(2), 55–62. 

https://doi.org/10.1111/ajad.12862
Krupitsky, E., Nunes, E. V., Ling, W., Illeperuma, A., Gastfriend, 

D. R., & Silverman, B. L. (2011). Injectable Extended-Release 
Naltrexone for Opioid Dependence: A Double-Blind, Placebo-
Controlled, Multicentre Randomised Trial. The Lancet, 377(9776), 
1506–1513. https://doi.org/10.1016/S0140-6736(11)60358-9

Kruszecki, C., Cameron, C. R., Hume, A. L., & Ward, K. E. (2021). A 
Systematic Review of Integrative Medicine for Opioid Withdrawal. 
Journal of Substance Abuse Treatment, 125. https://doi.
org/10.1016/j.jsat.2021.108279

Lekas, C. (2014). Is the Use of the Drug Buprenorphine and Naloxone 
(Suboxone) as Effective in Suppressing Opioid Dependency and 
its Withdrawal Symptoms, or is it Simply a Surrogate for the Opiate 
with the Addictive Results? PCOM Physician Assistant Studies 
Student Scholarship. 170. https://digitalcommons.pcom.edu/pa_
systematic_reviews/170

Li, J., Kang, L., Wang, X., & Huang, M. (2007). Clinical Efficacy of Six 
Traditional Chinese Medicines for Opioid Withdrawal Syndrome. 
Chinese Journal of Drug Dependence, 15(3), 198–202. https://doi.
org/10.13936/j.cnki.cjdd1992.2007.03.001

Li, L., Bryant, B. M., Cenczyk, C., & Gawronski, B. (2020). 
Characteristics Associated with Success for Opioid Use Disorder 
Treatment in Court-involved Patients. Archives of Clinical and 
Biomedical Research, 4(6), 749–759. https://doi.org/10.26502/
acbr.50170140 

Liu, T., Shi, J., Epstein, D. H., Bao, Y.-P., & Lu, L. (2009). A Meta-
Analysis of Chinese Herbal Medicine in Treatment of Managed 
Withdrawal from Heroin. Cellular and Molecular Neurobiology, 
29(1), 17–25. https://doi.org/10.1007/s10571-008-9290-1

Maldonado, R., Stinus, L., Gold, L. H., & Koob, G. F. (1992). Role 
of Different Brain Structures in the Expression of the Physical 
Morphine Withdrawal Syndrome. The Journal of Pharmacology 
and Experimental Therapeutics, 261(2), 669–677. https://doi.
org/10.1016/S0022-3565(25)11090-2 

Mash, D. C. (2018). Breaking the Cycle of Opioid Use Disorder with 
Ibogaine. The American Journal of Drug and Alcohol Abuse, 
44(1), 1–3. https://doi.org/10.1080/00952990.2017.1357184

Mattson, C. L., Tanz, L.J., Quinn, K., Kariisa, M., Patel, P., & Davis, 
N.D. (2021). Trends and Geographic Patterns in Drug and 
Synthetic Opioid Overdose Deaths — United States, 2013–2019. 
Morbidity and Mortality Weekly Report, 70(6), 202–207. https://doi.
org/10.15585/mmwr.mm7006a4

Momeni, H., Sadeghi, H., & Salehi, A. (2018). Comparison of 
Matricaria hamomilla oil, Trachyspermum copticum oil and 
Clonidin on Withdrawal syndrome in Narcotics Anonymous. 
Journal of Sabzevar University of Medical Sciences, 25(2). https://
jsums.medsab.ac.ir/article_1047_fa3e4d948846cb8e531ac2e
7b9599250.pdf?lang=en

Monroe, S. C., & Radke, A. K. (2023). Opioid Withdrawal: Role in 
Addiction and Neural Mechanisms. Psychopharmacology, 240(7), 
1417–1433. https://doi.org/10.1007/s00213-023-06370-2

Moosavyzadeh, A., Mokri, A., Ghaffari, F., Faghihzadeh, S., Azizi, 
H., Jafari Hajati, R., & Naseri, M. (2020). Hab-o Shefa, a Persian 
Medicine Compound for Maintenance Treatment of Opioid 
Dependence: Randomized Placebo-Controlled Clinical Trial. The 
Journal of Alternative and Complementary Medicine, 26(5), 376–
383. https://doi.org/10.1089/acm.2019.0390

Navarro-Zaragoza, J., Martínez-Laorden, E., Teruel-Fernández, F. J., 



78

THERAPEUTIC POTENTIAL OF HERBALISM FOR OPIOID HALMA ET AL.

Revista Internacional de Investigación en Adicciones 2025.11(1): e374

Gómez-Murcia, V., Cánovas, A., Milanés, M.-V., Laorden, M.-L., & 
Almela, P. (2021). Naloxone-Induced Conditioned Place Aversion 
Score and Extinction Period are Higher in C57BL/6J Morphine-
Dependent Mice than in Swiss: Role of HPA Axis. Pharmacology 
Biochemistry and Behavior, 201. https://doi.org/10.1016/j.
pbb.2021.173106

Nazari, S. M., Naseri, M., Mokri, A., Davati, A., & Kamalinejad, M. 
(2013). Hab-o Shefa (an Iranian Traditional Medicine Compound) 
in Withdrawal Syndrome and its Effects in acute Detoxification 
of Opiates Addict: A Randomized, Double Blind, Clinical Trials. 
Journal of Medicinal Plants Research, 7(22), 1628–1635. https://
doi.org/10.5897/JMPR12.1016

Pergolizzi, J. V., Annabi, H., Gharibo, C., & LeQuang, J. A. (2019). The 
Role of Lofexidine in Management of Opioid Withdrawal. Pain and 
Therapy, 8(1), 67–78. https://doi.org/10.1007/s40122-018-0108-7

Pergolizzi, J. V., Raffa, R. B., & Rosenblatt, M. H. (2020). Opioid 
Withdrawal Symptoms, a Consequence of Chronic Opioid Use 
and Opioid Use Disorder: Current Understanding and Approaches 
to Management. Journal of Clinical Pharmacy and Therapeutics, 
45(5), 892–903. https://doi.org/10.1111/jcpt.13114

Rodríguez-Cano, B. J., Kohek, M., Ona, G., Alcázar-Córcoles, M. 
Á., dos Santos, R. G., Hallak, J. E. C., & Bouso, J. C. (2022). 
Underground Ibogaine Use for the Treatment of Substance Use 
Disorders: A Qualitative Analysis of Subjective Experiences. Drug 
and Alcohol Review, 42(2), 401–414. https://doi.org/10.1111/
dar.13587

Sangi, S., Ahmed, S. P., Channa, M. A., Ashfaq, M., & Mastoi, S. 
M. (2008). A New and Novel Treatment of Opioid Dependence: 
Nigella sativa 500 mg. Journal of Ayub Medical College, 
Abbottabad: JAMC, 20(2), 118–124. https://ayubmed.edu.pk/
JAMC/PAST/20-2/Sangi.pdf

Sayyah, M., Siahpoush, A., & Rahim, F. (2017). The Role of Alcoholic 
Extract of Zataria multiflora Boiss in Controlling Opium Withdrawal 
Symptoms: a Randomized, Double-Blind Study. Archives 
of Psychiatry and Psychotherapy, 19(3), 27–33. https://doi.
org/10.12740/APP/74385

Song, Y., Meng, Q.-X., Wu, K., Hua, R., Song, Z.-J., Song, Y., Qin, X., 
Cao, J.-L., & Zhang, Y.-M. (2020). Disinhibition of PVN-projecting 
GABAergic Neurons in AV Region in BNST Participates in Visceral 
Hypersensitivity in Rats. Psychoneuroendocrinology, 117. https://
doi.org/10.1016/j.psyneuen.2020.104690

Sterne, J. A. C., Savovi, J., Page, M. J., Elbers, R. G., Blencowe, N. 
S., Boutron, I., Cates, C. J., Cheng, H.-Y., Corbett, M. S., Eldridge, 
S. M., Emberson, J. R., Hernán, M. A., Hopewell, S., Hróbjartsson, 
A., Junqueira, D. R., Jüni, P., Kirkham, J. J., Lasserson, T., Li, 

T. Higgins, J. P. T. (2019). RoB 2: A revised Tool for Assessing 
Risk of Bias in Randomised Trials. BMJ, 366, l4898. https://doi.
org/10.1136/bmj.l4898

Substance Abuse and Mental Health Services Administration 
(SAMHSA). (2024). Results From the 2023 National Survey on 
Drug Use and Health. Center for Behavioral Health Statistics 
and Quality, Substance Abuse and Mental Health Services 
Administration. https://www.samhsa.gov/data/report/2023-nsduh-
annual-national-report 

Tabatabai, S. M., Dashti, S., Doosti, F., & Hosseinzadeh, H. (2013). 
Phytotherapy of Opioid Dependence and Withdrawal Syndrome: 
A Review. Phytotherapy Research, 28(6), 811–830. https://doi.
org/10.1002/ptr.5073

Tang, Y., Zhao, D., Zhao, C., & Cubells, J. F. (2006). Opiate Addiction 
in China: Current Situation and Treatments. Addiction, 101(5), 
657–665. https://doi.org/10.1111/j.1360-0443.2006.01367.x

The Controlled Substances Act, Schedule 1(c) § 812(c) (1978). 
https://www.dea.gov/drug-information/csa

Von Korff, M., Saunders, K., Ray, G. T., Boudreau, D., Campbell, 
C., Merrill, J., Sullivan, M. D., Rutter, C. M., Silverberg, M. J., & 
Banta-Green, C. (2008). De facto Long-Term Opioid Therapy for 
Noncancer Pain. The Clinical Journal of Pain, 24(6), 521–527. 
DOI: 10.1097/AJP.0b013e318169d03b

Wang, X., Li, J., Huang, M., Kang, L., & Hu, M. (2009). A study 
on Fu-Yuan Pellet, a Traditional Chinese Medicine Formula 
for detoxification of heroin addictions. The American Journal 
of Drug and Alcohol Abuse, 35(6), 408–411. https://doi.
org/10.3109/00952990903377146

Ward, J., Rosenbaum, C., Hernon, C., McCurdy, C. R., & Boyer, E. W. 
(2011). Herbal Medicines for the Management of Opioid Addiction. 
CNS Drugs, 25(12), 999–1007. https://doi.org/10.2165/11596830-
000000000-00000

 Wilson, C., Millar, T., & Matieschyn, Z. (2020). Novel Treatment of 
Opioid Use Disorder Using Ibogaine and Iboga in Two Adults. 
Journal of Psychedelic Studies, 4(3), 149–155. https://doi.
org/10.1556/2054.2020.00133

Yu, J., & Guo, X. (2013). Trial of Highly Cross-Linked Macroporous 
Adsorbents for Clinical Use in Heroin-Dependent Persons. Ion 
Exchange and Adsorption, 29(5). https://doi.org/10.16026/j.cnki.
iea.2013.05.002

Zhu, W., Zhang, Y., Huang, Y., & Lu, L. (2017). Chinese Herbal 
Medicine for the Treatment of Drug Addiction. International 
Review of Neurobiology, 135, 279–295. https://doi.org/10.1016/
bs.irn.2017.02.013

SUPPLEMENTARY INFORMATION

The authors of this article provided supplementary materialresul-
ting from the literature review

 https://riiad.org/index.php/riiad/article/view/374/477 

Also the attached QR will take you directly to this material.


