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Introduction

Cannabidiol (CBD) is a non-psychoactfive compound belonging to a group
of chemicals known as cannabinoids, found in the Cannabis sativa plant, of
which there are many species including marijuana and hemp. These species
contain different concentrations of CBD and delta-9-tetrahydrocannabinol
(THC) - the psychoactive cannabinoid responsible for the “high” from
cannabis use. Hemp contains trace amounts of THC (0.3 %) compared with
marijuana (15-20% THC) and is the species from which CBD is extracted
and produced for a range of commercial purposes, such as food ingredients,

cosmetics, and medicinal products.

Although the cannabis plant has been used for medical purposes for
thousands of years, research into the therapeutic advantages of CBD has
driven the demand for this compound for mainstream medicinal use over

the last few years.

Abstract

The regulatory space around cannabidiol (CBD) - a non-psychoactive
compound found in the hemp species of cannabis increasingly used to treat an
array of medical problems — is ever-changing and complicated. Regulations
vary across different geographies and are constantly being updated.

CBD manufacturers must not only navigate the CBD regulatory landscape, but
that of cannabis itself, making it one of the most complex markets to operate
in. Itis thought that by 2021, every state in the United States (U.S.) will legalize
cannabis for medical use,' with Western Europe and Latin America closely
following suit. The highly competitive and fast-moving market is primarily
driven by growing demand for alternative therapy and natural remedies —
with concentrated CBD oil representing an increasingly popular format.

This trend is likely to influence partnerships between CBD manufacturers and
packaging companies, as smaller producers look to scale up their operations.
The U.S. CBD market is expected to reach 16 billion USD by 2025,2 but

there are currently few CBD oil packaging solutions that meet the compliance
standards coming into place across the world, including Good Manufacturing
Practice (GMP) and child-resistant closure (CRC) guidance. This paper
discusses the current regulations in key regions across the globe and, given

the fast changing developments in this area, we will continue to update

this information as new developments emerge. It also highlights the need

for dedicated, compliant packaging that is designed with pharmaceutical
experience in mind. Do come back and download future versions of the paper

for the most up-to-date insight from SGD Pharma.

Cannabinoids bind with receptors all over the human body as part of the
endocannabinoid system (ECS), which mediates their biological effects.

The two receptor subtypes — CB1R and CB2R - are predominantly located

in different areas of the body: CB1R is the prominent subtype in the central
nervous system (CNS), so has been the subject of interest for developing
therapies for neuropsychological disorders and neurodegenerative diseases;
CB2R shows prominent expression in immune cells and peripheral fissues, such
as the gastrointestinal (Gl) tract, kidneys, skeletal muscle, reproductive system,

cardiovascular system, and liver.

The rising global trend towards self-medication and general wellness,

as well as the switch to natural and organic alternatives to traditional
pharmaceuticals, is driving CBD market growth. An increasing number of
pharma laboratories are developing drugs containing CBD molecules

(Figure 1).
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Figure 1: Number of cannabinoid (CBD) clinical trials registered
by the U.S. Food and Drug Administration (FDA) in July 2019.

The U.S. Food and Drug Administration (FDA) approved the first drug using
CBD as an active ingredient, EPIDIOLEX® (oral solution), in June 2018 to treat
patients 2 years of age or older with one of two severe and life-threatening

forms of childhood-onset epilepsy — Lennox-Gastaut or Dravet syndrome.

The global CBD market was valued at USD 4.6 billion in 2018 and is expected
to grow at a compound annual growth rate (CAGR) of 22.2% from 2019 to
2025.% North America is currently the dominant region with the largest market
share, owing to the increasing legalization of medicinal cannabis in many U.S.
States as a result of more widespread acceptance of CBD for pharmaceutical,
wellness and personal use. Canada has also legalized the production and
sale of both CBD and THC-potent marijuana for medical purposes, further

supporting the growth of the market in North America.

The Western European medicinal CBD market is also surging, pioneered

by the United Kingdom (UK) and Germany, Latin American and Eastern
European countries are increasingly adopting medical cannabis programs.
The medical segment (non-prescribed products) dominated the CBD market
in 2018, but the pharmaceutical segment (prescribed products with market
authorization) is expected to experience the highest growth rate over the next
few years, driven by companies manufacturing pharmaceuticals with CBD as
an active ingredient for treating various medical condifions such as epilepsy

and managing multiple sclerosis (MS) symptoms.

Oil/ Drops/ Tinctures
Pills/ Capsules

Cannabis Flower

Vape Pen ]
Beer/ Cider/ Wine NN 10%
Bottled Tea/ Coffee/ Energy Drink NN 37,
Sweet Edibles NN 7%
Sports Drink/ Fruit Juice/ Soft Drink NN 6%
Botled Water NN 6%
Massage Oil/ Lubricants [ NG 6%

Such products, unlike many medical CBD products, require pharmaceutical-

level approval following successful clinical trials.

There are several challenges facing companies trying to navigate the CBD

regulatory landscape:

*  Many countries are restricted by a lack of clear disfinction between
cannabis and CBD. The overlap of CBD with cannabis, which is tightly
regulated in most regions due to its psychotropic effects, limits the easing

of restrictions surrounding CBD products.

e The end use of CBD significantly impacts regulations worldwide. For
example, CBD for medicinal use is carefully regulated and strict rules

apply to making therapeutic claims.

¢ Inthe European community, companies must obtain Novel Food
authentication to market food products containing CBD as food
supplements. The complexity of the application process is a barrier to
many organizations, which may not have the resources to complete the

application.

Today, CBD is available in several dosage forms. Liquid dosage forms
dominate the market, with approximately 53% being in oil /tincture
product form (Europe) as the most popular way to ingest CBD. As such,
these products - mostly packaged in amber glass dropper bottles - have
experienced a significant rise in online sales (Figure 2).* This separates the
CBD oil market from traditional pharmaceuticals and makes the regulation
of these products challenging. However, like the pharmaceutical industry,
strict packaging requirements must be met to ensure compliance with

both global and regional regulatory guidelines and safety criteria.

CBD packaging should also meet consumer needs. As an example,
understanding the appropriate dosing of CBD for each intended
application remains one of the primary challenges for consumers, with
most — particularly those using CBD for general wellness — ingesting less

than 5 mg per serving.

As well as accurate dosage, consumers are looking for convenience and
safety. Designing CBD packaging that is both convenient and safe, for
example with child-resistant closures (CRC), in a rapidly growing market
where legislation is constantly evolving, is a significant challenge facing
the CBD industry. The disparity between regional, national, and even

local level regulation of cannabis and CBD is impacting the value chain

at every stage, with manufacturers and retailers increasingly looking to
outsource packaging as the market grows, and consumers calling for more
consistency from brands. Not only can contract packaging provide this
consistency, but it can relieve some of the responsibility companies face in

complying with often complex regulations.
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Figure 2: Proportion of different cannabidiol (CBD) formats used in the European market.
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CBD regulations — A global view

At the international level, the United Nations (UN) drug control treaties

provide a backdrop to the regulatory frameworks for the medical use of
cannabis and cannabinoids in all signatory countries. These frameworks,
rather than being unified, differ vastly depending on the country or state,
and authorization to sell depends on the interpretation of regulations by

different national health agencies.

In reviewing a series of World Health Organization (WHO)
recommendations on cannabis and its derivatives in December 2020, the
UN'’s Commission on Narcotic Drugs (CND) decided to remove cannabis
from Schedule IV of the 1961 Single Convention on Narcotic Drugs —
where it was listed alongside deadly, addictive opioids (including heroin)

that were recognized as having little to no therapeutic purposes.®
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Figure 3: Uses and regulation of different
parts of the hemp plant.

As the UN's central drug policy-making body, the CND has opened the

door to recognizing the medicinal and therapeutic potential of cannabis,
although its use for non-medical and non-scientific purposes will continue
to remain illegal. According to news reports, the decision could drive

additional scientific research into the plant’s medicinal properties.

The regulated use of cannabinoids, such as CBD as an ingredient,
depends on the final usage product: food, pharmaceutical and cosmetic
CBD products are subject to different regulatory standards in different
geographical regions. Additionally, the part of the Cannabis sativa plant
that CBD is derived from (seeds, flowers, or fiber/stalks) plays a significant
role in whether certain products are permitted or prohibited (Figure 3).
While the regulations are diverse and rapidly changing, the following
summary addresses the regulatory infrastructure in the key regions of North

America, Europe, Latin America and the Middle East, as of 2021.
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North America

North America was the first region to introduce the medical use of
cannabis, following the passage of a citizen-initiated referenda in the
U.S. to legalize medical use of cannabis in the mid-1990s.¢ As the
different States of North America continue to liberalize laws related to the
recreational and medical use of cannabis, more companies are expected
to enter into this market in order to address the surging demand. High
public and private investments in this sector are further propelling research
related to cannabis products, actively driving the growth of the market,
which is expected to reach $36.7 billion in 2025. However, despite the
legalization of cannabis in Canada and many States in the U.S. for both
medical and recreational use, its cultivation, production, distribution,

and possession are highly controlled under strict regulations, potentially

impeding future market growth.

Canada was one of the first nations to fully legalize recreational cannabis
in 2018 at the federal level, and is the only country to permit the growth,
consumption, and sale of cannabis. While the cultivation, processing, and
production of cannabis is controlled federally, regulations regarding the
distribution and sale of non-medical cannabis are the responsibility of
each province or territory.? Despite legalization, in 2019, legal cannabis
sales only accounted for 29% of sales in the Canadian market, meaning
the black market retained a dominant share.? This has been attributed to
the restricted forms of legal cannabis — currently only flower and oils - so
the black market is still fulfilling the majority of consumer demand post-
legalization. There is also no legal pathway for producers to sell hemp-
derived CBD products intended for ingestion outside of dispensaries,

and Health Canada is yet to approve CBD as an ingredient for food or

beverage, although this is currently under review.

These restrictions have led to slowed market growth in Canada,
particularly for medical cannabis. Difficulties with licensing for
dispensaries has contributed to this, where each province is responsible
for dispensary licensing within their territory, resulting in a patchwork

of regulations that has created a shortage of physical dispensaries in

provinces with the highest demand.?

Legal status of CBD in
Europe (above) and

globally (right). W LecaL

W ecaL
1| LEGAL ‘GREY AREA’

B LEGAL FOR MEDICAL PATIENTS

Unlike Canada, cannabis is not legal at the national (federal) level in the
U.S. Legalization is determined on a State-by-State basis. As of January
2021, 15 States approved full cannabis legalization, 36 have approved
medical legalization — permitting the sale of cannabis to adults with a
doctor’s prescription — and 15 states have decriminalized the possession
of small quantities of marijuana. The passage of the 2018 Farm Bill set the
ball rolling for the growth of the US CBD market. The signed bill removed
hemp, defined as cannabis (Cannabis sativa L.) and derivatives of
cannabis with no more than 0.3% THC concentration, from the definition
of marijuana in the Controlled Substances Act (CSA).'° However, the

bill has been widely misinterpreted to mean that all products made from
hemp, including those made with CBD, are legal to sell in interstate
commerce, resulting in a flood of online retailers selling CBD products,

often with unsubstantiated therapeutic claims.

In fact, under the Farm Bill, cannabinoids are only legal if the hemp is
produced in a manner that is consistent with the Bill, with associated state
and federal regulations, and by a licensed grower. All other cannabinoids
are illegal, with the exception of pharmaceutical-grade CBD products
that have been approved by the U.S. FDA for medical use, such as GW
Pharmaceutical’s EPIDYOLEX®.

Along with legalizing industrial hemp, the 2018 Farm Bill also assigned
federal regulatory authority for its production to the U.S. Department

of Agriculture (USDA), but designated provisions where the U.S. FDA
retained its ability to regulate products subject to the federal Food, Drug
and Cosmetic Act (FDCA)." So, while the Bill provided the USDA with
jurisdiction of hemp production, it also left intact the FDA’s authority of
certain hemp and hemp-derived products (cosmetics, dietary supplements,
food, and drugs), meaning that hemp and hemp products must also

be compliant with the FDCA and its related regulations, which vary
depending on the product type.




Western Europe

CBD in the pharma sector

At the European Union (EU) level, the European Medicines Agency
(EMA\) is responsible for the scientific evaluation, supervision, and
safety monitoring of medicines, and it coordinates a network of national
regulatory authorities.® National regulatory authorities license the use of
a medicinal product based on the European requirements for marketing
authorizations, which stipulate the evidence of sufficient manufacturing

quality and safety/efficiency indications from clinical trials.™™

In September 2019, the EMA followed in the FDA's footsteps and
approved EPIDIOLEX®. Based on the results of four Phase Il clinical trials,
the approval is valid in all 28 countries of the EU, as well as in Norway,

Iceland, and Liechtenstein.

CBD in the food sector

In January 2019, the European Commission added Cannabis sativa
extracts, including CBD, to the Novel Foods Catalogue, requiring pre-
market authorization from the European Food Standards Agency (EFSA)
to sell food, drink and food supplements containing CBD. (As of February
2020, the EFSA had received around 20 novel food applications, two of
which have been validated and entered the risk assessment phase, but so

far none has been granted the status of approved novel foods).™

Despite the seemingly united approach to CBD regulation in Europe, the
situation is still fragmented on a localized level country-by-country. Every
country has a different method of regulating CBD production, sale, and
consumption. Part of the challenge is the disparity of what is available

on the market. While consumers tend to look for high-quality products,
the market is flooded with a confusing array of products that make
unsubstantiated claims about health benefits. The increasing interest in
medical CBD products from within the EU is likely to lead to some much-

needed harmonization of rules.

The UK is one of the key European countries leading the way in the

CBD industry. Although CBD is legal in the UK, the regulatory picture

is complicated. Importing and selling CBD depends on the THC
concentration of the product and its format. Regulations are relatively
lenient on CBD import, and sellers do not require a "hemp license’
providing THC is not detected above 0.01%, as verified by an ISO
accredited laboratory. However, it is illegal to sell CBD flowers or buds,
even if the THC concentration is below 0.2% (required level for EU
approval, unless medicinal).” Despite the restrictions on buds and flowers,
the UK's approach to enforcement is comparatively relaxed, which has
led to some confusion in the retail space and prohibited products are sill

commonly sold in shops and online.

CBD in the pharma sector

In October 2016, the UK's Medicines and Healthcare products Regulatory
Agency (MHRA) announced that CBD-containing products advertised

for medical purposes must be licensed.’ Under this license, medicinal
products must have marketing authorization before they can be legally
sold, supplied or advertised in the UK, unless exempt. Licensed medicinal
products must meet safety, quality, and efficacy standards to protect
public health. The CBD industry was already rife with products claiming
medicinal benefits, and these companies faced withdrawing their products

from sale or changing their marketing in the three-month period provided.

Many manufacturers who could no longer sell CBD products marketed

for medicinal use due to the 2016 MHRA regulation have instead focused
their attention towards gaining novel food status. However, the application
process is both resource- and time-intensive, which has led to CBD products
remaining on the market under medicinal applications, as the MHRA's position
is not strictly enforced. Steps are being made to improve this situafion. The
Centre for Medicinal Cannabis (CMC) initiated the Cannabinoid Industry
Quality Charter in August 2019 to facilitate a more legally compliant, socially

responsible, and innovative CBD industry in the UK."”

CBD in the food sector

In February 2020, the UK Food Standards Agency (FSA) announced
that it was giving the CBD industry a deadline of 31 March 2021 to
submit valid novel food authorization applications, as per the European
Commission announcement. After this deadline, only products that have

submitted a valid application will be allowed to remain on the market.

France ranks among one of the most important EU producers of industrial
hemp. However, French law restricts the number of authorized varieties
of hemp, confining its legal use to seeds and fibers and therefore limiting
the hemp industry to the production of textile, paper, or seeds for human
and/or animal consumption.’ In June 2018, the Interministerial Mission
for Combating Drugs and Addictive Behaviours (MILDECA), a unit

within the cabinet of the French Prime Minister, issued a non-binding
interpretation of the legislation with respect to CBD, stating that CBD-
based products are prohibited if they contain any THC in the end product
(regardless of amount) and are not derived from the seeds or fibers of an

authorized cannabis variety.

However, similar to the UK, it is well known that the French authorities

are inconsistent with enforcement. A cross-party parliamentary task

force was therefore officially launched in January 2020 to address the
challenges with cannabis and CBD regulations, for medical, well-being
and recreational use, recognizing the economic potential of the plant and

its various derivatives.
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In May 2020, an opinion statement from Advocate General Tanchev at
the Court of Justice of the European Union (ECJ) was issued following

a request from the Court of Appeal, Aix-en-Provence, France, over the
marketing of an electronic cigarette containing CBD.'? The case involved
a Czech company that sold CBD extracted from the whole cannabis plant
cultivated in the Czech Republic to use in electronic cigarette cartridges.
Although France only allows extraction from cannabis seeds and fiber,
not the whole plant, the Court of Appeal of Aix-en-Provence argued that,
under articles 34 and 36 of the FEU Treaty, an EU member country cannot
ban imports of CBD oil from another member state when the integrality of
the CBD oil is extracted from the whole hemp plant (rather than only the
fiber or seeds). The Advocate General’s conclusion, which considers the
non-psychotropic and non-harmful effects of CBD oil, was that there is no

legal basis to ban the import of CBD oil on French territory.

Further, the ECJ ruled in November 2020 that a ban on the marketing

of CBD in France was illegal, stressing that this molecule found in hemp
was not a narcotic, and it has no psychotropic effect or harmful effect on
human health. While the ECJ concurs the prohibition of CBD could be
justified by a public health protection objective, the court notes that the
current state of scientific knowledge indicates the CBD in question does
not appear to have a psychotropic or adverse effect on human health,
unlike THC. Additionally, the ruling states that “the national court must
assess the available scientific data to ensure that the actual alleged risk
to public health does not appear to be based on purely hypothetical
considerations.” As a result, the ECJ ruled the ban on marketing CBD
can only be adopted if this risk appears to be sufficiently established. The
ruling could set the groundwork for a legal CBD market in France, as well

as other Member States of the European Union.

CBD in the pharma sector

The French National Agency for Medicines and Health Products Safety
(ANSM) issued a positive statement on the experimentation of medical
cannabis usage in July 2019, also publishing the conditions required

for experiments, valid for two years thereafter. The purpose of the
experimentation of cannabis for medical use is to assess the feasibility

of the routes for making cannabis available to patients, i.e. prescription
by doctors, dispensing by pharmacists, product supply, and patient
monitoring.? Its second obijective is to collect the first French dataset on the
efficacy and safety of the use of cannabis in a medical setting. The decree
has been published on the 9" October 2020 by the health ministry, to
validate the launch of therapeutic cannabis experimentation for 2 years,
where 3000 patients will be treated and monitored. Five diseases/
conditions have been selected: neuropathic pain, some forms of epilepsy,
some oncology symptoms, spasticity caused by multiple sclerosis,

palliative situations, and other pathologies of the central nervous system.

According to the German Narcotic and Psychotropic Drugs Act (BtMG),
cannabis and cannabis resin are classified as scheduled substances.
Exemptions from the definition of cannabis include: seeds, hemp grown
from certified seeds when grown for commercial or scientific purpose,
industrial hemp (grown by agricultural entities from certified seeds of
varieties listed in the EU Common Catalogue), and medical marijuana
(cultivated for medical purpose under state control and when used in

approved finished medicinal products).?

CBD in the food sector

According to the Federal Office of Consumer Protection and Food Safety
(BVL), CBD products are not marketable in Germany. The BVL states that
only food products derived from hemp seeds (hemp seed oil, hemp seed
flour, defatted hemp protein) can be marketed in Germany. According to
the BVL, all foods containing cannabinoids (from hemp or other sources)
require authorization either as a Novel Food or as a drug.”® There are no

legal implications in this, however.

Compared with other European countries, Italy has one of the most
complex regulatory landscapes for cannabis and CBD. Inter-party politics
has hindered any meaningful progress in regulating the CBD market thus
far. An amendment to the current hemp law, aiming to legalize the sale of
CBD flowers (with less than 0.5% THC), was proposed in June 2020 but
was unanimously rejected. The proposal aimed to not only regulate the
supply chain, but invigorate Italy’s economy, particularly in light of the

COVID-19 pandemic.

The sale of CBD-based products in ltaly continues to spread despite the
currently unclear regulation and confusing judgements. Inconsistent law
enforcement affects company investments, and lack of regulation of CBD

flowers leaves judges to make decisions on a case-by-case basis with

no guidance.
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Eastern Europe

The use, growth and purchase of CBD became fully legal in Croatia
after an amendment to the Croatian Democratic Union (HDZ) on April
8, 2019. As a result, CBD products can be freely imported and used.
Croatia also currently grows industrial hemp, and CBD hemp is legal to

import and purchase in Croatia.

Cannabis is decriminalized for personal use and legalized for limited
medical uses in Croatia. The Ministry of Health officially legalized

the use of cannabis-based drugs for medical purposes for patients
with illnesses such as cancer, multiple sclerosis, or acquired immune
deficiency syndrome (AIDS) on October 15, 2015. The Croatian penal
code distinguished various illegal substances in 2013 - separating
offences for ‘heavy’ drugs from ‘light’ drugs like cannabis. However,

growing or selling cannabis is still punishable by law.

Hungary is the largest producer of hemp in the world, and the long-
established hemp industry continues to flourish in the country. Hungarian
law defines CBD that contains less than 0.2% THC as hemp - therefore,

itis legal to use, sell and buy.

The country currently does not have a medicinal cannabis program -
and itis illegal to use, buy or sell cannabis in Hungary. Laws are tough,
with long prison sentences in place for serious offences. However, small-
scale offenders are rarely prosecuted, especially for first-time offences.
Despite Hungary's strict cannabis legislation, however, the country has

an active subculture of illegal cannabis cultivation.

CBD is legal in Poland, although the law is somewhat ambiguous. CBD
use is widely tolerated, but regulators seem unsure of what category it
should fall into — food product, supplement, or medicinal product. In
the absence of specific definitions, CBD is generally viewed as a food
product. Also, Poland has no legislative guidance about the permitted
THC levels for all hemp products, including CBD. As such, the industry
has chosen to regulate itself by introducing a mandatory 0.2% THC limit
for all products. It is unclear whether the authorities have accepted this
limit or not. Poland once had a thriving hemp industry, but it has been in
steady decline since the 1950s. This situation looks set to change as the

country begins to recognize hemp's economic potential.

Itis illegal to use, purchase or sell cannabis in Poland. However, the law
tolerates limited personal possession, and it has recently legalized the
use of medicinal cannabis. The law states that imported cannabis plants
can be processed at Polish pharmacies, providing the processing is
logged with the Office for Registration of Medical Products.?? This policy
means patients can get a prescription for medical marijuana, just like
they would for any other pharmaceutical. They can access anything the
pharmacies produce - including tinctures, oils and concentrates — with a
prescription from a licensed doctor.?®

All CBD products that contain 0.3% THC or less are legal to buy, sell
and use in the Czech Republic. These products can be purchased freely
across the country.

Since its formation in 1993, the Czech Republic has adopted a liberal
stance to cannabis. Use and possession have both been decriminalized.
A medicinal program has been in place since 2013, although supplies
are sfill limited, and it can only be purchased in 20 pharmacies across the
country. Medicinal cannabis is legal to export and import. Individuals are

permitted to grow cannabis plants for personal, private use.

CBD products are legal in Bulgaria and can be bought online,

in pharmacies or in head shops - retail outlets specializing in
paraphernalia used for consumption of cannabis or tobacco. However,
CBD production is forbidden. Bulgarian legislation allows farmers to
process the hemp’s stem and seeds, but prohibits processing of the

plant’s leaves or flowers.

Cannabis in Bulgaria is classified as a high-risk narcotic, so human or
animal consumption is prohibited. Furthermore, the Bulgarian Narcotic
Substances and Precursors Control Act bans everything related to
cannabis, including cultivation, acquisition, import, export, distribution
or trade. However, two exceptions are made through different
ordinances — one allows the cultivation of hemp, and the other allows
limited quantities of cannabis to be used for medical, scientific or

educational purposes.

Therefore, medicinal cannabis is technically allowed in Bulgaria.
However, Bulgarian patients cannot access cannabis medication because
the country does not have a legal framework in place that would permit it.
Doctors who prescribe unapproved narcotic substances can be sanctioned
with a fine or a prison sentence of up to five years, and they may also

lose their rights to practise medicine. As a result, Bulgarian doctors are not
eager to recommend cannabis treatments. So, even though it is technically

legal, medicinal cannabis does not exist in Bulgaria.

All cannabis products are illegal in Russia, regardless of how much THC
they contain. As such, individuals may not possess, sell or buy any CBD
products in the country. It is also illegal to possess, sell or grow cannabis
in Russia. The country has the highest number of people incarcerated for
drug offences in Europe (per capita). Most were imprisoned under the
country’s notorious Article 228, which strictly regulates the purchase,

possession, distribution, production and processing of drugs in Russia.

At present, Russia has no medicinal cannabis program, nor has the
government expressed any infention to infroduce one in the future. However,
the country’s health minisiry has stated that it wants to import cannabis for

medical research purposes, which may indicate future changes.
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All CBD products with a THC concentration at or below 0.2% are legal
in Romania. CBD products can be bought online, in pharmacies or in

head shops.

Even though Romania passed a law to legalize medicinal cannabis in
2013, cannabis-based medicine never reached the shelves of Romanian
pharmacies because cannabis is still on the list of high-risk drugs,

which makes selling cannabis drugs illegal by default. In November
2019, Romanian authorities adopted a draft law that would create

the framework for medicinal cannabis distribution. The draft law was
adopted by the Senate after Alexandra Ana Céarstea, the daughter of a
woman who died after a long battle with cancer, raised over 20,000
signatures on a petition demanding medicinal cannabis for patients

suffering from terminal diseases.

According to the draft law, Romania should follow the examples of
Germany or the Czech Republic and create a Cannabis Agency

within the Ministry of Health. The Agency would oversee the medicinal
cannabis industry and would ensure that the production, processing and
distribution of medicinal cannabis within Romania is done according

to European standards. It would also create a National Registry that
would include cannabis producers, processors and distributors. The
draft mentions that cannabis could be included in oil-based medicine,
infusions and inhaled medications. It also specifies that smokable

cannabis will not be allowed.

Macedonia requires CBD oils containing more than 0.2% THC to be
prescribed by a doctor, while products that fall below this dose are

widely available in pharmacies.

Macedonia is one of the few places in the world that allows the
cultivation and exportation of medicinal cannabis, but the legal
framework is incomplete. Companies must obtain a license from the state
and special permission from the Ministry of Agriculture before seeding
the crop. However, as of 2020, the by-laws intended to provide exports

of cannabis oil or flowers are missing.

The country also began to allow the cultivation of opium, and legalized
medicinal cannabis in 2016. Only four conditions are eligible for
medical treatment via cannabis - epilepsy, cancer, HIV/AIDS and

multiple sclerosis.

Middle East

Israel removed CBD from its list of banned substances in August 2020.
However, it has been available in pharmacies since 2017. Pharmacists
must receive training before they can distribute the products. Several
companies in Israel manufacture CBD products for global export.
Additionally, the reintroduction of the industrial hemp industry is seen as

a boost to the country’s economy.

Interestingly, Israel pioneered early medicinal cannabis research. Israeli
researcher Raphael Mechoulam was responsible for identifying and
isolating the THC molecule in the 1960s. The Israeli government formally
legalized medicinal cannabis in 1999 for patients with a limited range
of health conditions, such as pain associated with terminal cancer and
AIDS. In 2007, the Israeli Ministry of Health introduced an official
medicinal cannabis policy that allowed patients to receive the treatment
free of charge from licensed facilities that operate on a non-profit basis.
In 2019, Israel’s government intfroduced a new law permitting the export
of medicinal cannabis. Today, medicinal cannabis is available in Israeli
pharmacies and sold by a professional with a medical degree. The
Ministry of Health closely regulates medicinal cannabis, including the

dosage. The farms and production facilities are closely monitored as well.

However, Israel’s other cannabis laws are tough, particularly if the
offender is caught selling, supplying or trafficking the drug. Cannabis
seeds are illegal to purchase or sell in Israel, and as such, cannot

be mailed into the country. However, personal use is partially
decriminalized, with a fine in place for a first offence. Israel has
announced the possibility of legalizing cannabis nationally, using

Canada as a model.
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Latin America

South America is an important region of growth for the CBD market,
becoming a major supply hub for the growth and processing of cannabis
and hemp biomass, as well as supporting domestic end-product markets.
Laws remain strict but governments are generally showing support for

liberalizing the rules affecting the industry.

CBD in the pharma sector

CBD regulation is changing at a rapid rate in Brazil. Although the
country does not permit hemp or marijuana cultivation - in fact, a
proposal to allow this was rejected by the Brazilian National Health
Agency (ANVISA) in December 2019 - raw CBD may be imported

for final manufacturing. Brazil already allowed the use of Sativex — a
prescription marijuana-derived treatment for multiple sclerosis produced
by GW Pharmaceuticals — but ANVISA has also recently provided
“sanitary authorization” of a TCH-free oral CBD product from Brazilian
pharmaceutical company Prati-Donaduzzi that has not yet completed

clinical trials.

Although this may seem like an opportunity for CBD and pharmaceutical

companies to capitalize on, products will still have to navigate the ban on
cannabis flowers, comply with extensive Good Manufacturing Practice
(GMP) requirements, and refrain from marketing with the word “medical”
or similar. Consumers will need a special prescription, including for

products with minimal or no THC.

The Mexican approach to cannabis and CBD regulation is a focus on
human rights, public health, and sustainable development, by combating
the consequences of problematic cannabis use and reducing drug-related
crime, while promoting security and well-being. In June 2017, President
Enrique Pefia Nieto signed a bill into law that officially legalized the
cultivation, production, and use of medical cannabis products with less
than 1% THC in Mexico? and two years later, In October 2019, the
United Commissions of Justice, Health and Legislative Studies initiated

specific actions aimed at proper regulation of cannabis use."”

Mexico took a historic first step in March 2020 towards nationwide
legalization of cannabis when the Senate voted to approve the “General
Law for the Regulation and Control of Cannabis” - the first in a series of
legislative agreements required to decriminalize cannabis cultivation, use
and distribution in the country.? The second step, to prepare and approve
the new legislation, has been delayed by the COVID-19 pandemic, and

legislators have been given until December 2020 to pass the new law.

CBD in the pharma sector

Uruguay became the first country to legalize non-medical cannabis

at a federal level in 2015, followed three years later by Canada.
Similarly to Brazil, Uruguay is taking steps to produce clear guidance

to the production and use of medical cannabis. In December 2019, the
Uruguayan Senate approved a bill regulating access to and promotion
of medical cannabis, with the Institute for Regulation and Control of
Cannabis (IRCCA) establishing a certification and quality control system
and the Ministry of Public Health implementing a medicinal cannabis and

therapeutic use programme.”

The CBD industry in Colombia is largely centered around the details of
psychoactive and non-psychoactive cannabis definitions. Colombia does
not use the term “hemp”, instead referring to the “top of the plant with
flower or fruit which contains resin” as cannabis - parts and seeds not

in contact with the top of the plant are not included within the definition

— and drawing a distinction between products with a THC content

under 1% (non-psychoactive cannabis) and those above that threshold

(psychoactive cannabis).?¢

Colombia’s Technical Resolution 315 from 2020 lists cannabis among
psychotropic substances that are subject to Ministry of Health and Social
Protection control, including cannabis derivatives that contain 0.2% or more
THC. According to Law 1787 of 2016 and Decree 613 of 2017, cultivation
of cannabis is only permitted for medicinal and scientific use, subject to a
license issued by the Ministry of Justice and Law, with a distinction between

cultivation of psychoactive and non-psychoactive cannabis.?”
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CBD packaging compliance

The supply chain for both pharmaceutical and food CBD products involves numerous entities, including hemp
growers, manufacturers, food or pharmaceutical companies, consumer and healthcare brands, packaging
suppliers, distributors, dispensaries and pharmacies, and online retailers. Knowledge and understanding

of the regulatory requirements for CBD packaging varies widely across the supply chain, and those with a
more comprehensive view of the sirict compliance hurdles and penalties for non-compliance, will be at an
advantage. By inferprefing regulation of cannabis and CBD in the food and pharmaceutical segments of the

industry, companies can better navigate compliance at the national and international level, rather than local.

Most packaging solutions on the market dedicated to CBD oil products are yet to comply with
regulatory guidance. Some concentrates, particularly those intfended to be used as additives to food
and beverage, are packaged in small glass bottles with a dropper top. These formats must support
product integrity — for example preventing oxidative breakdown using amber glass — as well as

safety, but different countries have different requirements for CBD packaging. For example, Canadian
regulations require that the package: contains only one class of cannabis, is child resistant (CRC), has a
security feature, does not exceed the maximum quantity of THC, and has dose control measures. There

are also a series of strict labelling requirements.

Unlike in Canada, because cannabis is not legal on the national (federal) level in the US, it is
necessary for individual States again to stipulate the packaging requirements for both cannabis and
CBD products and therefore these vary considerably from state to state. One unanimous requirement
across all States selling cannabis is that the packaging must be child-resistant, according to the
standards set by the Consumer Product Safety Commission (CPSC) (16 CRF 1700.20).%8 It is thought
that as the industry matures, there will be additional requirements for both shelf-life testing and

expiration dating standards — both integral in the food and pharmaceutical packaging industries.

Given the regional variation in CBD regulafion, recommended best practice is to adopt robust compliance
with regards to packaging. CBD manufacturers who specify glass bottles meefing pharmaceutical-grade
manufacturing and performance standards ensure their products will meet the evolving requirements of
perfinent regulatory bodies and government agencies. Pharmaceutical-grade glass should be manufactured
and controlled under a Quality System meeting ISO-15378 (Primary Packaging for Medicinal Products) and
it must meet the chemical performance and UV light blockage requirements set forth in the US and European
Pharmacopoeias (USP <660> and EP 3.2.1). By assuring blockage of at least 90% of UV light in the 290-
450 nm wavelength, amber pharma bottles bring additional advantages for CBD manufacturers in terms of
performance, shelf-life, product safety. This proactive adoption of pharmaceutical-grade packaging as part
of the CBD manufacturing process will offer advantages as regulations become more widely developed
and the CBD market grows. By leveraging decades of expertise in pharmaceutical primary packaging,
SGD Pharmais a reliable partner able to navigate the complex CBD regulatory landscape and provide

manufacturers with peace of mind that their product complies with appropriate global regulations.

Future outlook

The CBD industry is changing at a rapid rate and will likely continue

to evolve over the early 2020s. Regulation of cannabis and cannabis

The complete CBD oil
packaging solution

More than 50% of all CBD products

are formulated in liquid oil or tincture
formats, which require accurate dosing,
optimal effectiveness, and consumer
convenience. CBD is a naturally derived
product with a complex molecular
structure that is sensitive to both light and
air. Selecting the right packaging format
that protects the product’s integrity is

therefore vital.

Ensiemo, the new glass dropper bottle
solution from SGD Pharma, is available
in amber and clear glass to provide
unrivalled barrier properties to prevent
CBD molecule degradation. The natural
and neutral properties of glass that make
it a popular material for pharmaceutical
primary packaging are ideally suited to
CBD oils.

Made from pharmaceutical-grade glass,
Ensiemo provides CBD oil producers
and distributors with the assurance that
their packaging complies with global

regulations, including:

e Good Manufacturing Practice
(GMP) specification (ISO 15378)

e Child-resistant closure (CRC)
certification (ISO 8317 for EU &
Canada; US 16 CFR)

e Compliance with EU directive
75,324,/ CEE.

Further U.S. States are likely to legalize cannabis to varying degrees, but

unless the FDA provides clarification on its oversight of CBD products,

extracts, such as CBD, underpins the growth of this market and determines  uncertainty will remain, and the industry’s growth could slow.

the capacity in which CBD products can be sold, distributed, and
purchased. As we have seen, cannabis and CBD regulation varies widely
between countries and states. The lack of consistency in both regulations
and enforcement often leads to confusion in the market, making it difficult

for CBD product manufacturers to establish a secure supply chain.

Companies can alleviate concerns surrounding CBD oil regulation by
following best practice from the food and pharmaceutical industries,
particularly with regards to packaging. In this fragmented market,

leveraging the expertise from pharmaceutical packaging leaders can help

companies navigate the complex landscape and ensure their CBD oil

While North America continues to dominate the CBD market, Western
Europe is closely following suit, with Latin American and Eastern European

countries making considerable steps in decriminalizing cannabis, which in

turn will enable the CBD industry to grow.

products comply with global regulations.

For more information about Ensiemo, please visit https://www.sgd-

pharma.com/ensiemo or download our brochure here.
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Founded in 1896 in France and with a global footprint and a strong sales force, SGD Pharma is recognized worldwide as a key player that
customers can rely on to support new product development, day-to-day delivery, quality or regulatory support. SGD Pharma benefits from a long
know-how and a best-in-class manufacturing footprint. The company has a long-term investment plan to regularly leverage its manufacturing facilities
and develop people competencies to be at the cutting edge of the technology. SGD Pharma commits to have the same standard in all its facilities. In
2020, all plants are certified according to ISO 15378 standard, pharma GMP’s compliant and equipped with ISO 8 clean rooms. SGD Pharma is a
producer of molded glass for pharmaceutical primary packaging, operating worldwide with five factories and a network of more than 90 partners

and distributors. For more information, please visit www.sgd-pharma.com

Najet Mebarki, Senior Product Marketing
Manager, SGD Pharma
Najet.Mebarki@sgdgroup.com

This white paper has been prepared based on publicly available information and documentation. It has been prepared to give an overview of the current

CBD regulations in key regions across the globe, and present the need for dedicated, compliant packaging.

SGD Pharma, for legal purposes, is unable to provide advice on CBD for any purpose. SGD Pharma is a pharmaceutical packaging company which does

not manufacture, distribute or sell any CBD products in any capacity.

No representation or warranty (express or implied) is made as to the accuracy or completeness of any information, contained herein and any reliance rea-

ders place on them will be at readers sole risk.

It is the responsibility of readers to ensure that they comply with local legislation. The content of this paper has not been evaluated by any regulatory body

and is not intended to diagnose, treat, or cure any disease.
We suggest readers always consult a health adviser or medical practitioner before taking any of these products.

Neither SGD Pharma, nor the Chairman or any such SGD person accept any liability whatsoever as to any errors, omissions or misstatements contained
herein, and, accordingly, any liability whatsoever arising directly or indirectly from the use of this document or otherwise arising in connection therewith.

SGD Pharma is under no obligation to update or keep current the information contained in this document.
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FRANCE

Headquarters & sales office
Immeuble Patio Défense 14 bis
terrasse Bellini 92807 Puteaux
Cedex

Tel : +33 (0)1 40 90 36 00

Sucy-en-Brie plant
4 route de Bonneuil BP N°2
94371 Sucy-en-Brie
Tel : +33 (0)1 45 10 70 07

Saint-Quentin-Lamotte plant
1 rue des Terres a Flacons PEA
Bresle Maritime 80880 Saint-
Quentin-lamotte

Tel : +33 (0)3 22 26 06 00

Société de Services Verriers
(SSV)

5 rue du stade 76260 Saint Remy
Boscrocourt

Tel : +33 (0)2 35 86 58 52

Embelia

14 place de la coupole

CS 40016

94227 Charenton-le-Pont Cedex
Tel : 01 53 66 68 68

G

PHARMA

GERMANY

Kipfenberg plant & sales office
AltmihlstraBBe 2 D85110
Kipfenberg

Tel : +49 (0) 84 65 / 171-0

ITALY

Milan sales office

Via Caldera 21, REGUS Business
Center, Edificio F - 1° piano
20153 Milano

Tel : +39 02 30 35 76 87/88

NZAUN

Barcelona sales office

Gran via Carles ll, 84 3e planta
Edificio Trade, Torre Sur 08028
BARCELONA

Tel : +34 93 496 57 54

UNITED STATES OF
AMERICA (USA)

New York sales office

900 Third Avenue, 4th Floor NY
10022 New York

Tel : +1 212 223 7100

CHINA

Zhanjiang plant

No. 11 Shuanggang road, Chikan
district 524039 Zhanjiang City
Guangdong

Tel : + 86 75 9327 8666

Guangzhou sales office
Room 3402, Pearl River Tower
15 Zhujiang West Road 510623
Guangzhou

Tel : +86 20 8516 8123

Shanghai sales office

Room 217, U-Cube center 841
Yan'an Middle Road Jing'an district
200040 Shanghai

Tel : +86 21 6289 3082

www.sgd-pharma.com

BRAZIL

Séo Paulo sales office

Av. Doutor Gastéo Vidigal, 1132 -
Sala 815B, Séo Paulo, Brazil

Tel : +55 11 2619-2514

INDIA

Vemula plant

Vemula, Moosapet (M)
Mahabubnagar Dist. Telangana -
509 380

Tel : +91 800 8888144

Hyderabad sales office

Office N° 115/1, Kapil towers, IT
Park, Nanakramguda, Gachibowli
Hyderabad - 500032

Tel : +91 40 43578800



