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ABSTRACT

BACKGROUND AND OBJECTIVES: The growing interest in 
the medical use of cannabis and phytocannabinoids has led Euro-
pean Union (EU) countries to regulate the production and access 
to cannabis products for their citizens. This regulation is based on 
international conventions, the European Medicines Agency (EMA) 
guidelines and legal loopholes that grant autonomy to EU member 
countries to authorize the production and marketing of cannabis-
-based drugs and foods. This summary aims to present the current 
status of medical cannabis legislation in the EU, highlighting the 
authorization of drugs, regulatory processes and the autonomy of 
member states in the production of magistral formulas. 
CONTENTS: Most EU countries allow, in some form, the legal 
use of cannabis and its derivatives as a drug. Since 2019, three 
drugs containing nabiximols, dronabinol or nabilone have been 
authorized on the markets of EU member states. In addition 
to the EMA centralized procedure for marketing authorization, 
cannabinoid-based products can also be authorized through re-
gional or national processes in EU countries. This autonomy ex-
tends to the production of magistral formulas in compounding 
pharmacies, allowing pharmacists to prepare formulas contai-
ning cannabis for use according to a specific medical prescription 
and, in some situations, at scale. 
CONCLUSION: While it is not possible to conclude which is 
the ideal approach to the regulation of medical cannabis that 
all countries should adopt, the experience of the EU provides 
valuable lessons. The autonomy granted to the member states 
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allows the expansion of the medical use of cannabis through the 
authorization of drugs and the production of magistral formulas. 
These experiences can be used as a basis for reformulations in 
Brazilian regulations, aiming to expand access and medical use 
of cannabis in the country.
Keywords: Drug and narcotic control, Europe, Medical mari-
juana, Pharmaceutical preparations. 

RESUMO 

JUSTIFICATIVA E OBJETIVOS: O crescente interesse no uso 
medicinal da cannabis e fitocanabinoides tem levado os países da 
União Europeia (UE) a regulamentarem a produção e acesso a 
produtos canábicos para seus cidadãos. Esta regulamentação se 
baseia em convenções internacionais, orientações da Agência Eu-
ropeia de Medicamentos (EMA) e brechas legais que concedem 
autonomia aos países-membros da UE para autorizar a produção 
e comercialização de fármacos e alimentos à base de cannabis. 
Este estudo teve o objetivo de apresentar a situação atual da legis-
lação sobre cannabis medicinal na UE, destacando a autorização 
de fármacos, os processos de regulamentação e a autonomia dos 
estados-membros na produção de fórmulas magistrais. 
CONTEÚDO: A maioria dos países da UE permite, de alguma for-
ma, o uso legal da cannabis e seus derivados como fármaco. Desde 
2019, três fármacos contendo nabiximols, dronabinol ou nabilona 
foram autorizados nos mercados dos estados-membros da UE. Além 
do procedimento centralizado da EMA para a autorização de co-
mercialização, os produtos à base de canabinoides também podem 
ser autorizados por meio de processos regionais ou nacionais dos 
países da UE. Essa autonomia se estende à produção de fórmulas 
magistrais em farmácias de manipulação, permitindo que os farma-
cêuticos preparem fórmulas contendo cannabis para uso de acordo 
com prescrição médica específica e, em algumas situações, em escala. 
CONCLUSÃO: Embora não seja possível concluir qual é a abor-
dagem ideal para a regulamentação da cannabis medicinal que 
deve ser adotada por todos os países, a experiência da UE forne-
ce lições valiosas. A autonomia concedida aos estados-membros 
permite a ampliação do uso medicinal da cannabis por meio da 
autorização de fármacos e da produção de fórmulas magistrais. 
Essas experiências podem ser utilizadas como base para reformu-
lações na regulamentação brasileira, visando ampliar o acesso e 
uso medicinal da cannabis no país.
Descritores: Cannabis, Controle de medicamentos e entorpe-
centes, Europa, Preparações farmacêuticas, Regulamentação Go-
vernamental.
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INTRODUCTION

Different varieties of Cannabis sativa have been and continue 
to be used by humans since ancient times. In the European 
Union (EU), cannabis varieties are defined as industrial can-
nabis or food (hemp) and drug cannabis (marijuana), based 
on the amount of their main psychoactive compound, Δ9-te-
trahydrocannabinol (THC). It is considered as hemp when the 
amount of THC measured in the plant reaches a maximum 
of 0.2% of its total weight1, as this understanding is derived 
from the 1961 United Nations Single Convention on Narcotic 
Drugs, which excludes the cultivation of cannabis “exclusively 
for industrial (fiber and seed) or horticultural purposes” from 
its controls.
Hemp is usually grown for the production of various industrial 
products such as paper, fibers in textiles, and different materials 
used in various manufacturing industries. Hemp is also tradi-
tionally used in food through its seeds in its natural form or 
through its oil extraction. Conversely, the drug form of cannabis 
has a long history of cultivation for its psychoactive use in recrea-
tional, religious, or medicinal contexts2,3. 
However, with the emergence of the pharmaceutical industry 
and the establishment of contemporary regulatory frameworks 
in the early 20th century, the medicinal use of cannabis dras-
tically decreased. However, in the past 20 years, partly due to 
the discovery of the endocannabinoid system, interest in the po-
tential therapeutic use of various cannabis derivatives has been 
growing exponentially4. 
According to most European lawmakers and regulators, the issue 
with cannabis is related to its psychoactive effects and potential 
risks to public health, asserting that these risks justify maintai-
ning cannabis with more than 0.2% of THC in the category of 
illicit drugs under strict control1.
However, new laws are being instituted in EU countries regu-
lating the therapeutic use of cannabis, phytocannabinoids, and 
their analogues. These laws differ greatly among countries, re-
flecting their different historical, political, and cultural origins3,4.

MEDICAL USE OF CANNABIS AND DERIVATIVES

Currently, most EU countries allow, in some way, the legal use 
of cannabis and its derivatives as drug1,4, also based on the 1961 
UN Single Convention on Narcotic Drugs, which stipulates in 
its preamble that medical use continues to be “indispensable for 
the relief of pain and suffering”.
This can be simplified by saying that cannabinoids are substances 
that bind to animal cannabinoid receptors and trigger effects si-
milar to those caused by the Cannabis sativa plant. Cannabinoids 
are classified according to their origin and molecular structure5,6.
Endocannabinoids are endogenous neurotransmitters produced 
by the body that bind to CB1 and CB2 cannabinoid receptors 
present in the central and peripheral nervous systems of animals. 
In recent years, connections between endocannabinoids and re-
ceptors outside the endocannabinoid system have also been sho-
wn, crediting them with important regulatory roles in various 
physiological processes5-7. 

This regulation includes interference in multiple aspects of 
pain physiology, cognition, motor coordination, appetite, 
nausea, and some endocrine, inflammatory, and immune pro-
cesses. Thus, manipulations of the endocannabinoid system 
may be useful in treating various diseases and symptoms such 
as pain, nausea, depression, anxiety, and various neurological 
disorders6. 
Phytocannabinoids are cannabinoids derived from plants. 
Among the known plants, cannabis synthesizes this class of 
substance in the greatest quantity. Over 100 phytocannabi-
noids with different properties and concentrations have alrea-
dy been documented, varying according to the plant species 
and cannabis variety8.
In general, the most abundant phytocannabinoid is the 
psychoactive Δ9-tetrahydrocannabinol (THC). However, de-
pending on the Cannabis sativa variety, other non-psychoac-
tive phytocannabinoids may be dominant, such as cannabi-
diol (CBD), cannabigerol (CBG), and others8. 
Synthetic cannabinoids have been used in medicine since the 
second half of the 20th century. They are based on the che-
mical structure of phytocannabinoids and there are currently 
two products containing synthetic cannabinoids that have 
been approved for medicinal use in some EU member states: 
dronabinol, which is synthetic THC, and nabilone, which is 
a synthetic analogue of THC9,10.
Other synthetic cannabinoids have been marketed in an unre-
gulated manner as a means to avoid being characterized as tra-
fficking or using illicit drugs. For many years, these cannabi-
noids have been sold in Europe through electronic means and 
smartshops as legal options for recreational cannabis, with 
names like K2, Spice, or as room freshener. Because they are 
not regulated, science knows little about their effects on hu-
mans, but on the other hand, reports multiply that they cau-
se more distress, anxiety, and panic than phytocannabinoids 
from cannabis, representing a significantly greater health risk 
than cannabinoids from nature11.
 			 
EUROPEAN UNION LEGISLATION AND ITS MEM-
BER STATES

Cannabis and cannabinoids currently have regulation for 
medicinal use in most EU member states. They are mainly 
indicated for the treatment of chronic pain, nausea, and vo-
miting resulting from chemotherapy or for spasticity related 
to multiple sclerosis7,12.
Several cannabis products have already received different 
types of authorizations for commercialization within the Eu-
ropean territory, and the EU legal issues for authorizing drugs 
for human use are established by Directive 2001/83/EC of 
the European Parliament and Council13. 
All cannabinoid-based drugs go through the same centrali-
zed procedure for marketing authorization as other drugs. 
Once approved, they can be marketed in all EU member 
states, provided they are prescribed by doctors and within 
the clinical indications and dosage indicated in the packa-
ge leaflet.
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In 2019, the European Medicines Agency (EMA) approved 
the first product based on cannabinoids. This drug is based on 
isolated CBD and was approved for the treatment of children 
with intractable epilepsy with the designation of an orphan 
drug, with no similar products available.
In addition to the centralized EMA procedure for marketing 
authorization, cannabinoid-based products can be authorized 
through regional or national processes of EU member states, 
with these authorizations restricting their scope only to states 
or regions that grant this license. Regardless of whether the 
authorization is regional or for the entire EU, having marke-
ting authorization implies that the product has been tested 
for safety and efficacy through extensive clinical and pharma-
cological trials.
Until now, there are three authorized drugs containing nabi-
ximols, dronabinol, or nabilone in the markets of EU mem-
ber states14-18. Other cannabinoid-based drugs are in different 
stages of development but have not yet been authorized for 
marketing by the EMA. Of those that have been authorized, 
only nabiximols is formulated with phytocannabinoids (CBD 
and THC) directly derived from the Cannabis plant; the 
other two are synthetic and semi-synthetic products.
Due to national sovereignty, some EU countries have regu-
lated the prescription and sale of products containing can-
nabinoids on their own terms and independently from EMA 
approval. This autonomy is based on the absence of EMA in-
fluence in the regulation of magistral and officinal formulas, 
leaving the regulation for compounding pharmacies at the 
discretion of each EU member state1,13. 
In most EU countries, this exemption allows pharmacists to 
prepare magistral formulas for use according to a specific me-
dical prescription for each patient. It also allows for produc-
tion on a larger scale (official formulas with stock or standar-
dized preparations independent of individual prescription), 
according to the pharmacopeia of each country, as occurs 
with vitamins and supplements in Brazil.
Croatia, Czech Republic, Denmark, Finland, Germany, 
Italy, Luxembourg, Netherlands, Poland, and Sweden allow 
patients to access cannabis preparations through official for-
mulas, meaning no prescription is necessary for patients who 
meet certain indications and therapeutic protocols; patients 
can be offered natural cannabis flowers or plant extracts1,19-23. 
Magistral preparations, prescribed with a formula and presen-
tation specified by the prescriber, are also available through 
special access schemes in the Czech Republic, Germany, Italy, 
and the Netherlands.
There are also programs for accessing cannabis and its deri-
vatives for exceptional/compassionate use in Croatia, Den-
mark, Finland, Poland, and Sweden. These programs depend 
on medical approval and supervision, limit medicinal use to a 
specific set of medical conditions, and usually restrict use in 
the form of cannabis extracts for oral use.
Although there are legal prerogatives, the use of cannabis as 
a drug may be unfeasible in some countries such as Slovenia 
and Estonia. This is due to the local regulatory bureaucracy 
and lack of health insurance coverage24-26.

SPECIFIC SITUATIONS IN COUNTRIES WITH 
HIGHER PRESCRIPTION RATES OF CANNABIS
Medical use of cannabis in Germany
In Germany, medical cannabis was regulated in March 2017. 
Before that, around 1000 patients had been granted special per-
mission for use on German territory. Since the 2017 regulation, 
the number of prescriptions has drastically increased, making 
Germany the EU country with the highest official number of 
patients using medical cannabis. In 2018 alone, approximately 
80000 patients received prescriptions for some form of cannabis 
derivative in Germany27-30. 
Fourteen varieties of cannabis flowers can be prescribed for any 
medical condition, provided refractoriness to therapeutic alter-
natives is proven, either due to a lack of positive response or 
adverse effects28.
The German regulatory framework comprises a policy that offers 
broad access to medicinal cannabis. Health insurers are requi-
red to reimburse the cost of treatment for patients who prove 
refractory to other treatment options, but, so far, there are no 
standardized protocols defining universal criteria for reimburse-
ment approval. Therefore, each case is assessed individually and 
according to each insurer30. 

Medical use of cannabis in Italy
After Germany, Italy has the highest number of prescriptions 
for medicinal cannabis in the EU. Since 2006, doctors in Italy 
can prescribe magistral preparations mandatory manipulated by 
pharmacists in pharmacies, using dronabinol or natural active 
principles of cannabis under medical prescription31.
Plants to supply pharmacies are cultivated in Italian territory 
under the authorization and supervision of a national cannabis 
agency. In addition to Italian plants, since 2013, doctors registe-
red in Italy can also prescribe an imported extract from England: 
nabiximol (THC:CBD), for spasms and pain related to multiple 
sclerosis. 
Recently, imports of five varieties of cannabis flowers cultivated 
in Canada and the Netherlands (Bedrocan, Bediol, Bedica, Be-
drobinol and Bedrolite) have been allowed for specific condi-
tions: chronic pain, spasms, palliative care, the control of side 
effects from oncological treatments, complications, cancer and 
AIDS-related anorexia, as well as other medical conditions re-
fractory to conventional treatments28.
In Italy, doctors need to describe the variety of cannabis, quan-
tity, dosage, and the most suitable method of administration for 
each patient on an individualized prescription. The Italian heal-
thcare system provides full reimbursement for the cost of canna-
bis treatment. As of January 2019, approximately 13000 patients 
have received cannabis prescriptions as drug treatments in Italy31.

Medical use of cannabis in the United Kingdom
In the United Kingdom, medicinal cannabis was legalized and 
made available under a special license from the regulatory agen-
cy for drugs and healthcare products in November 2018. Ho-
wever, since then, only a very small number of patients with a 
limited range of conditions have received treatment within the 
English public healthcare system (NHS), meaning that medi-
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cinal cannabis remains inaccessible to most patients. Current 
guidelines from the National Institute for Health and Care Ex-
cellence (NICE) recommend the prescription of two cannabis-
-based drugs produced in England (isolated CBD) and nabixi-
mols (THC:CBD) for the treatment of three main conditions: 
chemotherapy-induced nausea and vomiting, multiple sclerosis 
spasticity, and severe epilepsy32.
Many question the restricted choice of recommended products 
and the lack of recommendation for medicinal cannabis for the 
treatment of chronic pain. In contrast to the current NICE gui-
delines, people are using medicinal cannabis for a wide variety 
of indications ranging from pain, depression, anxiety, insomnia, 
arthritis, fibromyalgia, muscle spasms, irritable bowel syndrome, 
migraines, headaches, and other conditions33. 
A ray of hope for English citizens is that the National Academy 
of Sciences (NASEM) has recently published that there is con-
clusive evidence that cannabis and its derivatives are effective in 
the treatment of chronic pain in adults34.

Medicinal use of cannabis in the Netherlands
In 2003, the Netherlands became the second country in the 
world, after Canada, to regulate the medicinal use of cannabis. 
Cannabis flowers from four varieties with distinct cannabinoid 
profiles can be prescribed by any doctor for spasticity caused by 
multiple sclerosis, spinal cord trauma, any type of chronic pain, 
palliative care, and complications of cancer, acquired immuno-
deficiency syndrome, and hepatitis C28.
Outside of official programs, since 1976, cannabis is widely avai-
lable in cafes due to the liberal recreational cannabis policy in the 
Netherlands. It is estimated that around half a million people use 
cannabis for medicinal purposes in the Netherlands, the majority 
without a prescription or medical supervision31.

Legislation for the cultivation of cannabis for medicinal pur-
poses and food products
International law does not prohibit the cultivation of cannabis 
for medicinal use. On the contrary, the 1961 UN Convention 
paved the way for cultivation for medical and scientific purposes. 
The UN also provides for the use of cannabis for industrial and 
food purposes35. 
Each country has the prerogative to purchase the cannabis pro-
duced on its territory. As the cultivation and processing of can-
nabis directly affect the quality, type and proportion of phyto-
cannabinoids, it is necessary to comply with the provisions of 
the United Nations Conventions and WHO guidelines on good 
agricultural practices, harvesting, and handling of medicinal 
plants to minimize differences in each crop or batch3.
For EU member countries, the EMA also provides guidelines on 
good agricultural and processing practices that include a quality 
control system for medicinal plants and herbal substances from 
cultivation to patient37.
Currently, cultivation of medical cannabis in the EU takes place 
in Austria, Czech Republic, Italy, Germany, Greece, Malta, Ne-
therlands and Portugal. Before starting their cultivation, each of 
these countries was obliged to establish a regulatory authority for 
the cultivation of cannabis in their territories1,38-41.

Cannabis can also be grown in the EU for food purposes, pro-
vided that the cannabis variety is registered in the EU common 
catalog of varieties of agricultural plant species, and that this va-
riety does not exceed the content of 0.2% THC42.
Unlike in the United States, where the sale of extracts with any 
concentration of CBD has been legal since 2018, the European 
Commission’s food catalogue lists Cannabis sativa extracts with 
a CBD content higher than 2% as prohibited for use in food and 
dietary supplements43.

CONCLUSION

The growing interest in the medicinal use of cannabis and 
phytocannabinoids is forcing EU countries to regulate the 
production and access to cannabis products for their citi-
zens. In this journey, there is a dispute between two regula-
tory models: first, the model that emerges from the medicinal 
cannabis industry, where one company dominates the entire 
production cycle from seed to shelf; and second, the more 
recently adopted model of the pharmaceutical industry, whe-
re each company takes care of a part of the cycle from raw 
material to finished product.
The variety of approaches to regulating medicinal cannabis 
and their practical results in making medication accessible to 
patients demonstrate the benefits and deficiencies of different 
regulatory regimes. In Europe, as well as other continents, 
countries adopt different approaches that reflect various his-
torical, political, and cultural factors. 
Although it is still difficult to conclude which is the “ideal 
approach” that should be adopted by all countries, valuable 
lessons can be learned for reformulation of regulation that 
allows for the expansion of medicinal cannabis use in Brazil. 
Despite the differences in their regulatory approaches to me-
dicinal cannabis, all countries agree on the need for continued 
education for doctors and other healthcare professionals. In 
addition, it is important to expedite policy formulation and 
improve communication between policy makers, doctors, and 
patients.
Regulations need to be developed in a timely and efficient 
manner. If this is neglected, it creates a regulation vacuum 
that will be filled by other interest groups. On the other hand, 
if regulation is too conservative, it will feed the black market 
with all the risks that it entails. Therefore, it is important 
to have an appropriate regulatory framework that takes into 
account scientific knowledge, risks, and patient needs. There 
is a need to develop guidelines and regulations that can be 
followed, that are neither too strict nor too permissive.
The foundations of cannabis regulation as a drug in EU cou-
ntries are based on UN conventions, the European Medicines 
Agency (EMA), and legal loopholes that give autonomy to 
each EU member country to authorize the production and 
marketing of drugs and food on their territories. The absen-
ce of marketing authorization by the EMA does not prevent 
patients from accessing various cannabis products in different 
EU countries, as many countries exercise their sovereignty by 
authorizing magistral and officinal preparations.
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