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ABSTRACT

During the period 2022-2024, the use of cannabidiol (CBD) was evaluated in Argentina as an alternative
treatment for refractory epilepsy, a chronic neurological condition characterized by seizures that do not respond
to conventional drugs. Refractory epilepsy had a negative impact on the quality of life of patients, which
motivated the search for more effective therapies. In this context, CBD, a non-psychoactive compound derived
from cannabis, was studied for its potential anticonvulsant effect. The clinical research reviewed showed that
CBD significantly reduced seizure frequency in a relevant percentage of patients, especially those with severe
syndromes such as Dravet and Lennox-Gastaut. In addition, an acceptable safety profile was reported, with mostly
mild adverse effects. In Argentina, the progressive legalization of medical cannabis, through Decree 883/2020
and Law 27,669, allowed progress in the research, production and access to CBD. Through REPROCANN, patients
accessed therapeutic formulations under medical supervision. However, structural challenges persisted, such as
low national production, high costs, lack of professional training and disparities in access between regions. The
review concluded that CBD is a valid therapeutic option for refractory epilepsy, but its implementation requires
comprehensive policies that guarantee equitable access, medical training and sustainable national production.
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RESUMEN

Durante el periodo 2022-2024, en Argentina se evalué el uso del cannabidiol (CBD) como tratamiento alternativo
para la epilepsia refractaria, una condicion neuroldgica cronica caracterizada por crisis convulsivas que no
responden a farmacos convencionales. La epilepsia refractaria impact6 negativamente en la calidad de vida de
los pacientes, lo que motivo la busqueda de terapias mas eficaces. En este contexto, el CBD, un compuesto no
psicoactivo derivado del cannabis, fue estudiado por su potencial efecto anticonvulsivante. Las investigaciones
clinicas revisadas mostraron que el CBD redujo significativamente la frecuencia de crisis en un porcentaje
relevante de pacientes, especialmente aquellos con sindromes severos como Dravet y Lennox-Gastaut.
Ademas, se report6 un perfil de seguridad aceptable, con efectos adversos mayormente leves. En Argentina,
la legalizacion progresiva del cannabis medicinal, a través del Decreto 883/2020 y la Ley 27.669, permitio
avanzar en la investigacion, produccion y acceso al CBD. A través del REPROCANN, pacientes accedieron a
formulaciones terapéuticas bajo supervision médica. Sin embargo, persistieron desafios estructurales, como
la escasa produccion nacional, altos costos, falta de formacion profesional y disparidades en el acceso entre
regiones. La revision concluyé que el CBD es una opcion terapéutica valida para epilepsia refractaria, pero su
implementacion requiere politicas integrales que garanticen acceso equitativo, formacion médica y produccion
nacional sustentable.

Palabras clave: Epilepsia Refractaria; Cannabidiol; Cannabis Medicinal; Legislacion Argentina; Tratamiento
Alternativo.
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BACKGROUND

Epilepsy is a chronic neurological disorder that affects millions of people worldwide and is characterized by
a predisposition to recurrent seizures. In most cases, epilepsy can be controlled by antiepileptic treatments;
however, a percentage of patients do not respond adequately to these medications, known as refractory
epilepsy.2? This condition represents a significant challenge for patients and their families, as it is associated
with an increased risk of morbidity, mortality, and a marked reduction in quality of life. The search for effective
treatments for refractory epilepsy is an urgent need in clinical practice. The impact of this disease on patients’
daily lives and the lack of effective therapeutic options motivate research into new alternatives, such as
cannabidiol (CBD). In this context, exploring its potential as a therapeutic option is essential.

In recent years, cannabidiol (CBD), a non-psychoactive cannabinoid derived from the cannabis plant, has
gained attention as a potential therapy for refractory epilepsy. Preliminary research suggests that CBD may have
anticonvulsant properties, which has led to its clinical use and the approval of CBD-based medications, such
as Epidiolex, for the treatment of certain forms of refractory epilepsy.*> However, globally and particularly in
Argentina, there is still a critical need to systematically evaluate the efficacy and safety of CBD in this context,
considering both clinical outcomes and adverse effects associated with its use.®7®

In the Argentine context, the regulation of medical cannabis has evolved considerably in recent years.® In
2020, Regulatory Decree 883/2020 of Law 27,350 was enacted, which enabled the medicinal use of cannabis
derivatives, including cannabidiol. Subsequently, in 2022, the National Congress passed Law 27,669, which
created a regulatory framework for the development of the medical cannabis and industrial hemp industry. This
legislation marked a before and after in the access to alternative treatments such as CBD, allowing research,
production, commercialization, and controlled access to cannabis medicines.®' Based on these regulations,
institutions such as ANMAT began to authorize, under controlled protocols, the use of cannabidiol for certain
refractory conditions.

In this scenario, the approach to refractory epilepsy with cannabidiol acquired special relevance in Argentina
when it was included in the National Medical Cannabis Program Registry (REPROCANN), which allows patients
and health professionals to access and prescribe cannabis derivatives for therapeutic purposes. However,
despite these legislative advances, barriers persist in implementing these therapies, such as insufficient national
production, high costs, scarce professional training, and unequal access between provinces. ©®

The analysis of international and national studies allows contextualizing the findings within the Argentine
reality, where many patients with refractory epilepsy have started to receive treatments with CBD formulations
through REPROCANN. Research such as those of Smith(?, Johnson®, or Garcia® coincides with local clinical
observations, where a significant percentage of patients treated with cannabidiol achieve a significant reduction
of seizures, particularly those diagnosed with Dravet or Lennox-Gastaut syndrome, pathologies prioritized in
current protocols.

Since the implementation of Law 27.669, several patient organizations and scientific societies have requested
the formal inclusion of cannabidiol in the national vademecum and public coverage programs such as the
Federal Program Include Health, allowing adequate and sustained treatment coverage. Currently, access often
depends on the importation of products, which generates delays and high costs, making long-term adherence
to treatment difficult.®

The evidence gathered in this systematic review provides arguments in favor of including cannabidiol as
a valid therapeutic tool in the approach to refractory epilepsy, particularly in the post-pandemic Argentine
context, where the health system is in the process of adaptation and modernization. Public policies should aim
to strengthen the national production of cannabidiol derivatives, guarantee the training of health professionals
in the use of CBD, and ensure equitable access to these treatments throughout the country.

In conclusion, cannabidiol is positioned as a promising therapeutic alternative for the treatment of refractory
epilepsy in Argentina. Its efficacy in reducing epileptic seizures and its acceptable safety profile make it a viable
option, especially in patients with specific syndromes. However, it requires a comprehensive health policy that
articulates legislation, production, training, and guaranteed access for its use to be effective and sustained.
The Argentine experience between 2022 and 2024 offers a valuable framework to consolidate cannabidiol as
a pillar in treating complex epilepsies, promoting a patient-centered, evidence-based, and territorially fair
approach.
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