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Foreword.

Medical cannabis is a massively growing market in Eirope — but it is
not classi ed or regulated within the usual framewo rk for medicines.
There is a lack of European regulations, mtendqdct harm rée marketing

of medicines, for either CBD or THC- baseq

Yet, the reality is that medical cannabis has
shown e cacy in trials and is being deployed
legally in medical settings as a therapeutic for
conditions ranging from cancer to AIDS.

In 2019 the European Medicines agency
(EMA) authorized the rst medicinal product
containing the active substance cannabidiol
(CBD) for a rare form of childhood epilepsy, but
that remains the exception. No other EU-wide
marketing authorisation has been granted for
cannabinoid-containing medicinal products.

However, cannabinoid-based medicines are
available through various regulatory routes in
many countries, allowing patients to access
medicines that have no formal marketing
authorisation. Clearly, these medicines should
be subject to a harmonized pharmacovigilance

approach across Europe. That is not happening.

Currently, there is a shortage of reliable
data relating to the safety of cannabis
products. Since medical cannabis products
are not registered as medicinal products,
the formal process for collection of
adverse events is not utilized.

‘.&d-""""

There is considerable variation in approach
between countries. Some allow the use of
medicinal products containing cannabinoids,
while others allow the medical use of
unauthorized products or preparations.

Some havede novo standalone medical cannabis
programmes. Some countries allow cannabis
product manufacture. Others do not allow
manufacture but do permit cannabis import, while
in other countries you can do both.Major global
cannabis exporters, including those from Canada
and North America, cannot tap into a common
regulatory pathway to European markets.

There is a pressing need to have clear policies
and regulations, especially in the European
Union, and harmonisation across territories.
Policymakers and businesses are tackling
issues including cross-border supply chains,
standardising manufacturing and laboratory
practice, and prescription requirements.

Cannabis is a massive opportunity, but supplying
the different European markets can be a
challenge. To help address the challenge, Arriello
has produced this country-by-country guide to
the patchwork of regulations across Europe .
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Legal framework -
of medical cannabis&?
In Europei

¢ 8

Countries with well-established
medical cannabis legislation.
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Strictly prohibited. It is illegal
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Countries with well-established medical cannabis |gislation:

Cyprus.

Medical Cannabis Law 2019 “Patients will be supplied with medicinal cannabisby pharmacies upon presentation

of a prescription from a specialist physician. This process ensures that patients will receive qualitycannabis, under

the supervision of a specialist, avoiding the needad obtain cannabis of dubious quality from the illegal market.”

This new Law 2019, (a) increased the number of quafying medical conditions to include chronic painful
conditions associated with, among others, HIV; deg@erative diseases of the motor system; rheumatism;
neuropathy and glaucoma; Tourette’s syndrome and Cohn’s disease;

(b) permits under certain strict pre-requisites andconditions import of cannabis seeds and cannabis dants for
cultivation, production, processing and export of medical cannabis and

(c) regulates issuance of (initially) three license to those who meet all necessary requirements,

aiming to draw in nancially sound companies with w orldwide experience in the eld of cultivation

and production of medicinal cannabis.

Czech Republic

Medical cannabis has been legal since 2013. Patientvith speci ¢ conditions can get cannabis from phar macies.

PV REGULATIONS

Same as medicinal products.

SOURCE

Regulatory Administrative
Act 73/2019.

PV REGULATIONS

Same as medicinal products.

SOURCE

Overview of the basic legislation
pertaining to the activity of growing
cannabis for medical use, its
prescription and dispensing.
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Countries with well-established medical cannabis |gyislation:

Germany.

REGULATORY INFORMATION PV REGULATIONS

In 2017, the German legislator amended national nazotic laws and other related provisions legalizing he Same as medicinal products.
growth, distribution and consumption of cannabis for medical purposes. These provisions enable doctorsto

prescribe medical cannabis on the basis of a medicad prescription. Germany has created the Cannabis gency
(in German “Cannabisagentur”, a subdivision of the &deral Institute for Drugs and Medical Devices — Bf&AM),

which controls cultivation, harvesting, processing,quality control, storage, packaging and distributon to German Narcotic Drugs Act
wholesalers and pharmacists or manufacturers. (BtMG):

N b V. A
Greece

REGULATORY INFORMATION PV REGULATIONS

Greece is one of the rst European countries to hawe a legislative framework in place which governs tte
operation of processing plants to produce medicinal cannabis. In 2018, the government of Greece approsd the
legalisation of cannabis for medical use.

Same as medicinal products.

SOURCE

GR_LAW No 4523 Government Gazette
issue 41 07.03.2018.
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Countries with well-established medical cannabis |gislation:

Italy.

Italy legally recognized cannabis for medical usem 2006. In 2016, Italian cannabis production was athorized,
and the Military Pharmaceutical Chemical Plant in Forence began to grow and treat cannabis in a contolled and
standardized environment, according to the Good Mandacturing Practices.

Therapeutic cannabis can be prescribed as a mastertil preparation, as an extract in oil, a Iter for decoction and
bags for inhalation through an authorized device.

Malta.

REGULATORY INFORMATION

By 2019, the legislative and regulatory developmertd translated into cannabis-based products becoming
accessible to local patients, and a number of appitations being submitted to the Medicines Authority for the
licensing of medicinal cannabis production facilities in Malta.

Proposals for local manufacture are evaluated in Ine with the national legal provisions and internatianal
obligations, including comprehensive requirements elated to GMP certi cation, quality standards, security
measures, and reporting responsibilities.

PV REGULATIONS

PV regulations follow the decree of
November 9, 2015, on the medical
use of cannabis.

The website www.vigierbe.it is active
to collect ADRs of natural products
including medical cannabis.

SOURCE

Decree of November 9, 2015.

PV REGULATIONS

Same as medicinal products.

SOURCE

Malta Guidelines:
— on Production of Cannabis, 2019;
— on Production of Cannabis
For Medicinal And Research
Purposes Act, 2018.
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Netherlands.
~

Netherlands is regulated by the Law of May 12, 1928establishing provisions regarding opium and other
narcotics (Opium Act). The details are documented a publication that is available online. The prodation
and distribution are managed by the Medicinal Cannais O ce of the Ministry of Health.

Five types of medicinal cannabis are available intie pharmacy: Bedrocan®, Bedrobinol®, Bediol®, BedicR
and Bedrolite®, each with its own composition and grength. More info is available in the publicationfrom the

Medicinal Cannabis O ce.
‘ " -fl l - . - - ’ ‘;—- ~J:'vl"
North Macedonia. 4

REGULATORY INFORMATION

As of March 2016, registration of cannabis for medrtinal purposes has been permitted by law in North
Macedonia. Legalisation was introduced through amerdments to the law on control of narcotic drugs and
psychotropic substances.
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PV REGULATIONS

Same as medicinal products.

Opium Act.

PV REGULATIONS
Same as medicinal products.

SOURCE

Medical Cannabis in
North Macedonia:



Countries with well-established medical cannabis Igislation:

Poland.

The Polish Parliament (Sejm) has adopted an Act ameding the Act on counteracting drug addiction and the
Act on reimbursement of medicines, foodstuffs for particular nutritional uses and medical devices. ThisAct
from July 7, 2017, contains regulations allowing the marketingof a pharmaceutical raw material in the form
of non- brous hemp herb as well as extracts, pharmaceutical tinctures and other hemp extracts are to ke in
force in Poland. Non- brous and non- brous hemp resins (hereinafter “hemp herb”).

In accordance with the provisions of the above of tre Act, the responsible entity within the meaning of
art. 2 point 24 of the Pharmaceutical Law (an entrgpreneur within the meaning of the Act on freedom of
economic activity or an entity operating in an EU Menber State or EFTA Member State which applies
for or obtained a marketing authorization) who will want to obtain a marketing authorization for a
pharmaceutical raw material in in the form of a hemp herb, will be obliged to submit an application,
together with relevant documents, to the Presidentof the O ce for Registration of Medicinal Products,
Medical Devices and Biocidal Products (“President ofJRPL").

Portugal.

In Portugal you can have either a medicinal producfrom cannabis that will follow the same approval pathway
as other medicinal products (AIM — Marketing Authorisation) or a preparation or substances from cannaks
for medicinal purposes that will follow a simpli ed approval pathway (so called ACM — Market Placement
Authorisation).

PV REGULATIONS

Same as medicinal products.

SOURCE

Application for marketing
authorization of a pharmaceutical
raw material for the preparation

of prescription drugs in the form

of non- brous hemp herb and
extracts, tinctures:

Guidelines for naming
pharmaceutical raw materials for the
preparation of prescription drugs in
the form of non- brous hemp herb
and extracts, tinctures:

PV REGULATIONS

Same as medicinal products.

SOURCE

Decreto-Lei n. 8/2019:



Countries with well-established medical cannabis Igislation:

Switzerland.

Pharmacies can now prepare and dispense medicinal poducts containing CBD using a magistral formula. Same as medicinal products.

In addition to the general requirements applicableto the preparation, validation and lling of prescriptions,

to comply with narcotics legislation, importers are required to prove that the products they intend toimport

have a total THC content of less than 1.0%. Correspnding proof in the form of a batch-speci ¢ analyti cal Products with cannabidiol (CBD) —
certi cate for the delivery in question issued by a laboratory accredited to ISO/IEC 17025 or by a GMP overview:

laboratory must be provided.

United Kingdom.

On November 1, 2018, medical cannabis became availde to patients in the UK on NHS prescription. Same as medicinal products.

The drug became available to patients across Englad, Wales and Scotland after the Government faced
mounting pressure from campaigners. On November 11,2019, NICE issued guidance on the prescription
of CBMPs for people with intractable nausea and voniting, chronic pain, spasticity, and severe Cannabis-based medicinal products —

treatment-resistant epilepsy. NICE guideline:



Countries permitting the supply of speci ¢ cannabis products
under speci ¢ conditions or test/trial/pilot period s:

Austria.
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Countries permitting the supply of speci ¢ cannabis products
under speci ¢ conditions or test/trial/pilot period s:

Denmark.

Estonia.




Countries permitting the supply of speci ¢ cannabis products
under speci ¢ conditions or test/trial/pilot period s:

Finland.

Georgia.




Countries permitting the supply of speci ¢ cannabis products
under speci ¢ conditions or test/trial/pilot period s:

Iceland.

Ireland.

Lithuania.




Countries permitting the supply of speci ¢ cannabis products
under speci ¢ conditions or test/trial/pilot period s:

Luxembourg.

Romania.




Countries permitting the supply of speci ¢ cannabis products
under speci ¢ conditions or test/trial/pilot period s:

Russia.

Slovenia
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Legal framework of medical cannabis in US & Canada:

United States.

FDA approved two synthetic THC products (Marinol™rad Casamet™) which have been on the market
for several years and are approved for the nausea ad vomiting seen in cancer chemotherapy and for
weight loss treatment in AIDS.They are Schedule 2 drugs.

In 2018, FDA approved Epidiolex which is made froncannabidiol (CBD) for two rare and serious forms
of epilepsy, Lennox-Gastaut syndrome and Dravet sydrome.

Although FDA does not have speci ¢ pharmacovigilanceregulations for cannabis, if adverse events are
received, they are examined and entered into the FB® post-marketing safety database, FAERS.

Thirty-three (33) states have legalized medical cannabis and several more
are expected to do so shortly. Ten (10) have legatied recreational use. Sixteen
(16) have legalized CBD use and four (4) forbid attannabis.

Example — Pennsylvania has approved cannabis use for these conditions:
Amyotrophic Lateral Sclerosis; In ammatory Bowel disease;
Autism; Intractable seizures;
Cancer; Multiple sclerosis;
Crohn’s disease; Neuropathies;
Damage to the nervous tissue of the spinal Parkinson’s disease;
cord with objective neurological indication of Post-traumatic stress disorder;
intractable spasticity; Severe chronic or intractable pain of neuropathic
Epilepsy; origin or severe chronic or intractable pain in
Glaucoma; which conventional therapeutic intervention and
HIV (Human Immunode ciency Virus)/AIDS opiate therapy is contraindicated or neffective;
(Acquired Immune De ciency Syndrome); Sickle cell anemia.
Huntington’s disease;

Canada.

Cannabis in Canada can be
considered to fall into one of three
different categories:

1.

Cannabis for non-medical
purposes (No pre-market review
required and regulated by
Cannabis Act.);

. Cannabis for medical purposes

(No pre-market review required
and regulated by Cannabis Act.);

. Health products containing

cannabis or for use with
cannabis (Pre-market review
is required and regulated by
Cannabis Act and Food and
Drugs Act).

The pharmacovigilance
regulations for cannabis products
in Canada is mentioned in
Cannabis Regulations current to
December 2018, Section 248.



Conclusion.

No time to waste
In growing market.

The European medical cannabis
market is at an in ection point.

The legal cannabis industry continues
to expand, driven partly by legislative
victories in North America and Europe
— where the market is forecast to
grow 400% over the next four years,
according to the Bright eld Group.

The complex regulatory landscape
for marketing cannabis in Europe is
ripe for reform.

In the meantime, producing and
marketing medicinal cannabis
represents a compelling opportunity.

Global life sciences players are eyeing
their slice of the pie. There is no time
to waste to get on the front foot in

this market and deliver safe and
effective cannabis products for the
bene t of waiting patients.

For further information on getting
medical cannabis products into
European markets safely, effectively
and within the regulations contact
sales@arriello.com.
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From development to market.
Faster. Better. Smarter.

About us.

Arriello is a leading consultancy and solutions praider of risk management
and compliance services to the pharmaceutical industry. We’ve been making
the development-to-market process faster, better, aad smarter since 2008.

Our global services span the product life cycle fromClinical to post-submission
Regulatory Affairs and Pharmacovigilance, Quality Asurance and Auditing,
and innovative automation solutions.

Headquartered in Ireland, with operations across Etope, we consult and create

solutions across the EU, North America, LATAM, CISJENA, Asia, and South Africa.

Service inquiries: sales@arriello.com
[0 linkedin.com/company/arriello_group

Global headquarters European operations

Arriello Ireland Limited Arriello s. r. 0.

No. 51, Bracken Road, Sandyford, Olivova 2096/4,

Dublin D18 CV48, Ireland 110 00 Prague 1, Czech Republic
Phone: +353 1 293 6755 Phone: +420 222 367 765

With our extensive global network, decades of comhbned experience and 1SO:9001
certi cation, we are a trusted partner primarily to pharmaceutical and biotech
companies.

Our valued clients rely on our ability to delivethowever complex their requirements,
through our proven expertise, global coverage, andechnology.
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www.arriello.com

USA office

Arriello USA

One Marina Park Drive Suite 1410
Boston, MA 02210, USA

Phone: +1 617 807 7016




