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Abstract
The spread in humans is considered one of the most studied issues among other illicit products. Nevertheless, cannabis/cannabinoids' safety 

remains unsolved and controversial. Cannabidiol, a component of recreational cannabis, is now found in a multitude of legal or illegal medicinal cannabis 
preparations, dietary supplements, foods, cosmetics, etc., in uncontrollable combinations with the psychoactive tetrahydrocannabinol (THC). Despite the 
conϐlicting ϐindings of many research groups regarding the safe administration of cannabinoids in general, in all age/race groups, these limitations have 
not been particularly emphasized. Fortunately, the signiϐicant increase in its consumption in the elderly has led reliable international organizations to 
strongly question the long-term cannabidiol toxicological "immunity", highlighting these risks by classifying it as a particularly CMR substance (ANSES). 
Serious elderly problems have also been recently recorded, especially at dosages greater than 2mg/day of Cannabidiol (EFSA). In this short article, some 
of the Cannabidiol receptors, their potential therapeutic applications, side effects, and their interactions with prescription drugs/comorbidities are listed.

In conclusion, Cannabidiol must immediately be addressed by law, as a multi-potent and not harmless drug, with the aim of an effective measure 
against the public and individual health "invisible siege", on a global scale, otherwise its negative cost outweighs any healing beneϐit.
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Introduction

It is well known that the intense pharmacological interest 
in phytocannabinoids, such as cannabidiol (CBD), is due lately 
to the discovery of the endocannabinoid system (ECS) in the 
human body, which supports many physiological processes 
and has regulatory effects on a variety of seemingly distinct 
disorders and is mainly associated with G protein-coupled 
cannabinoid receptors named CB1 and CB2 [1,2]. 

It has also been experimentally proven that CBD has 
physicochemical afϐinity with more than 65 molecular targets, 
e.g., the serotonin 1A (5-HT1A) receptor, the G protein-coupled 
receptor GPR55, the transiently active vanilloid receptor 1 
(TRPV1), the ETN1-type nucleoside transport protein, the 
nuclear factor erythroid 2-related factor 2, the T-type calcium 
channels, and the 1 anion channel VDAC1. CBD is the main 
ingredient in many free-market products, mostly sold without 
any quality control [2,3]. 

Based on studies to date, CBD, which is not "harmless," 
is a powerful bioactive molecule. CBD, acting on a multitude 
of bodily receptors, beyond competition in the ECS, exhibits 
several controversial actions (antioxidant, anti-inϐlammatory, 
analgesic, etc.), alleviating thus certain symptoms of 

chemotherapy (nausea, pain) and certain neurodegenerative 
diseases [4]. 

Unfortunately, the ever-increasing legal/illegal circulation 
and overdose use of products/preparations containing CBD 
has created considerable confusion not only among health 
scientists but also among consumers. In the July 2025 issue 
of JAMA, cannabis use has reached a new record high of 4.8% 
since 2021 among people aged 65 and older [5]. 

In the US, recreational cannabis is now legal in 24 states, 
while medical use is legal in an additional 15. In this group of 
older adults, who often take multiple prescription medications, 
several interactions with cannabinoids (CBD/THC) can cause 
unpredictable effects, including the risk of dangerous falls. 
On the other hand, serious interactions of CBD have already 
been observed with comorbidities, as well as interactions 
with widely prescribed drugs, such as anticonvulsants [6], 
antihypertensives, antiemetics, simple sedatives, antibiotics, 
steroids, anticancer drugs, etc. [7]. 

These adverse effects are due to the competitive interference 
of CBD with isoforms of hepatic drug-metabolizing enzymes 
CYP [3,8], the cellular drug transporter p-glycoprotein, as well 
as the accumulating effect of cannabinoids on the addiction 
protein ΔFosB, which is also associated with biological 
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phenomena as diverse as memory formation, drug addiction, 
stress resilience, and immune cell activity. ΔFosB is a highly 
stable transcription factor that turns speciϐic genes on or off 
that accumulates in the brain's reward circuitry in response 
to chronic drug use, including cannabinoids [9]. 

Lately, the French agency ANSES has proposed a new 
classiϐication of CBD as a CMR substance (Carcinogenic, 
Mutagenic or Toxic to Reproduction) according to the CLP 
Regulation (EC 1272/2008). The proposal is currently in 
public consultation until 16 May 2025, which could mark a 
turning point in CBD regulation. Thus, the indiscriminate use 
of CBD forced the EFSA to recently release the urgent warning 
document: “The European Food Safety Authority (EFSA) has 
launched a public consultation process on its updated opinion 
on the safety of cannabidiol (CBD) as a 'novel food [10]. The 
preliminary document, published on September 9, provisionally 
establishes a daily dose considered safe at just 2 milligrams per 
day for a 70-kg adult, a value on which there is no consensus. The 
available literature from human and animal studies indicated 
primarily potential effects of CBD on the liver, gastrointestinal 
tract, endocrine system, nervous system, and psychological 
functions. In addition, several animal studies triggered 
concerns of reproductive toxicity, and the extent to which 
this could occur in humans needed further clariϐication” [11]. 
Since then, EFSA has consistently monitored and assessed 
newly available data and has endeavoured to update its 
statement on the safety of CBD as a NF pursuant to Regulation 
(EU) 2015/2283 by the end of 2025.

Based on the above remarks, Cannabidiol should be 
treated by the competent regulatory authorities as a multi-
potential drug, which involves strict quality control, titration, 
synergy studies, and clinical intervention studies, to identify 
promptly any adverse effects from chronic cumulative action 
and interactions per patient and co-administered drug or 
morbidity [12]. The implementation of the above measures is a 
one-way street, because otherwise unauthorized Cannabidiol 
preparations could, if it has not already done so, lead to a 
modern health and social "Trojan horse".

Conclusion

Cannabidiol has quickly shifted from a niche chemical to 
a common ingredient in both health and everyday products. 
While puriϐied and regulated formulations have shown 
beneϐits in certain clinical settings, the growing availability 
of over-the-counter options raises serious safety concerns. 
There are signiϐicant risks, especially for older adults who 
take multiple medications, due to variations in product 
composition, unclear dosing, and the potential for serious 
drug interactions with anticancer drugs, particularly from 
cytochrome P450 inhibition.

Recent assessments by regulatory agencies reveal ongoing 
concerns about liver, hormonal, and reproductive effects, 
highlighting that CBD is not harmless. In today's mixed 
regulatory environment, it is more difϐicult to monitor safety 
and ensure quality. 

A careful, evidence-based plan that focuses on standardizing 
manufacturing, clear labeling, and ongoing clinical research 
is needed. CBD should be regarded as a biologically active 
substance that requires close monitoring to ensure that its 
health beneϐits do not bring additional risks to public health.

References
1. Lu HC, Mackie K. An Introduction to the Endogenous Cannabinoid System. Biol 

Psychiatry. 2016 Apr 1;79(7):516-25. doi: 10.1016/j.biopsych.2015.07.028. 
Epub 2015 Oct 30. PMID: 26698193; PMCID: PMC4789136.

2. Ifϐland K, Grotenhermen F. An Update on Safety and Side Effects of Cannabidiol: 
A Review of Clinical Data and Relevant Animal Studies. Cannabis Cannabinoid 
Res. 2017 Jun 1;2(1):139-154. doi: 10.1089/can.2016.0034. PMID: 28861514; 
PMCID: PMC5569602.

3. Zendulka O, Dovrtělová G, Nosková K, Turjap M, Šulcová A, Hanuš L, Juřica 
J. Cannabinoids and Cytochrome P450 Interactions. Curr Drug Metab. 
2016;17(3):206-26. doi: 10.2174/1389200217666151210142051. PMID: 
26651971.

4. Devinsky O, Cross JH, Laux L, Marsh E, Miller I, Nabbout R, Scheffer IE, Thiele EA, 
Wright S; Cannabidiol in Dravet Syndrome Study Group. Trial of Cannabidiol 
for Drug-Resistant Seizures in the Dravet Syndrome. N Engl J Med. 2017 May 
25;376(21):2011-2020. doi: 10.1056/NEJMoa1611618. PMID: 28538134.

5. Han BH, Palamar JJ. Trends in Cannabis Use Among Older Adults in the 
United States, 2015-2018. JAMA Intern Med. 2020 Apr 1;180(4):609-611. doi: 
10.1001/jamainternmed.2019.7517. PMID: 32091531; PMCID: PMC7042817.

6. Gaston TE, Bebin EM, Cutter GR, Liu Y, Szaϐlarski JP; UAB CBD Program. 
Interactions between cannabidiol and commonly used antiepileptic drugs. 
Epilepsia. 2017 Sep;58(9):1586-1592. doi: 10.1111/epi.13852. Epub 2017 
Aug 6. PMID: 28782097.

7. Grayson L, Vines B, Nichol K, Szaϐlarski JP; UAB CBD Program. An interaction 
between warfarin and cannabidiol, a case report. Epilepsy Behav Case Rep. 
2017 Oct 12;9:10-11. doi: 10.1016/j.ebcr.2017.10.001. PMID: 29387536; 
PMCID: PMC5789126.

8. Yamaori S, Koeda K, Kushihara M, Hada Y, Yamamoto I, Watanabe K. Comparison 
in the in vitro inhibitory effects of major phytocannabinoids and polycyclic 
aromatic hydrocarbons contained in marijuana smoke on cytochrome P450 
2C9 activity. Drug Metab Pharmacokinet. 2012;27(3):294-300. doi: 10.2133/
dmpk.dmpk-11-rg-107. Epub 2011 Dec 13. PMID: 22166891.

9. Robison AJ, Nestler EJ. ΔFOSB: A Potentially Druggable Master Orchestrator 
of Activity-Dependent Gene Expression. ACS Chem Neurosci. 2022 Feb 
2;13(3):296-307. doi: 10.1021/acschemneuro.1c00723. Epub 2022 Jan 12. 
PMID: 35020364; PMCID: PMC8879420.

10. European Food Safety Authority (EFSA). Safety of cannabidiol as a 
novel food: statement and updated scientiϐic assessment. EFSA Journal. 
2022;20(6):e07343.

11. Taylor L, Gidal B, Blakey G, Tayo B, Morrison G. A phase I, randomized, double-
blind study of multiple doses of cannabidiol in healthy subjects. Clin Pharmacol 
Drug Dev. 2018;7(8):856-863.

12. World Health Organization (WHO). Cannabidiol (CBD) critical review report. 
Expert Committee on Drug Dependence. Geneva: WHO. 2018.

How to cite this article: Karikas GA. Cannabidiol: The "Trojan Horse" of our times. IgMin Res. February 18, 2026; 4(2): 076-077. IgMin ID: igmin334; DOI: 
10.61927/igmin334; Available at: igmin.link/p334


