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maad Legislation related to controled substances

= Cannabis plant and all derivatives are prohibited, except for restricted medical use and scientific purposes.

= Smoking, food or cosmetic uses are not allowed.

4 1961 Convention (DECREE No. N
54.216 / 64) "Prohibit (...) except for
medical and scientific purposes,
under the direct control and

supervision of the member countr
\>HP y/

A-9-tetrahydrocannabinol (THC)

4 1971 Convention (DECREE No. )
79.388 / 77) “Prohibit all types of
use of these substances, except for
scientific purposes and very limited

/ Law 11.343/2006 \

Establishes the National system of public
policies on drugs.

Throughout the national territory, drugs are
prohibited, as well as the cultivation,
harvesting and exploitation of plants and
substrates from which drugs can be
extracted or produced, except in the event

\ medical purposes ” )

\ of legal or regulatory authorization. /
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RDC n? 26/2014 RDC n? 24/2011

The drug obtained from  “Phytopharmaco” — Ve ™
herbals as active raw isolated or purified Import for personal use
materials, in any form, herbal substance (RDC n2 660/2022)
except for isolated or N\ J

purified substances
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Anvisa improving access

"  Improve population's access to cannabis-based medical products;
= Channel for clarifying doubts from consumers and prescribers;

= Monitoring and pharmacovigilance;

= Commercialization of products with adequate quality for use; and

8 ® Availability of adequate product information to patients and prescribers.

() Discussion based on benefit x risk relationship, providing for the authorization of products that follow all
technical requirements applied to medicines, except for the complete safety and efficacy dossier.
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Definition of a new class of product, other than medicine; R "lh

Cannabis-based Product — manufactured product, intended for medical purposes, but without
therapeutical claims, containing as active"ingredients exclusively herbal pre_|:.>a-rations or isolated/purified

substances of Cannabis sativa, including varieties and subtypes; . iﬁ-—._—_—' ol
== h-_

L —— - - M
“Sanitary Authorisation (SA)” — Simplified licensing of produtts; %.:':EE‘:_-._ i

Non extendable licensing period of 5 years — after that — license as medicine;

Need to meet all medicines requirements;such-as q'ualltwtes and *except for plete safety

and efficacy data.
——




e Prescription under doctor's responsibility
and when other medicines are not
available;

e Use only by oral and nasal route, in
immediate release dosage forms;

e Compounding medicines are not
allowed;

cannabiS‘based prOdUCtS  Cosmetics, inhalation products, health

related products and food are not

Resolution RDC n? 327/2019  :flowed |
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- - Cannabis-based products
Resolution RDC n2 327/2019

e Cultivation is not allowed. Need to import the herbal
extracts or purified/isolated substances;

» Different selling controls according to the THC quantity (< or
>0,2%);

* Standardized information for labeling and package leaflet
(CBD and THC quantities).

I
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Requirements for Authorisation

= Quality dossier, including methods, specifications and results (analytical
methodology validation - RDC n2 166/2017 and ICH Q2);

= Stability tests in climatic zone IVb (RDC n? 318/2019 and ICH Q1A — Q1F);

= Technical and scientific rationale that justifies the formulation and route of
administration;

=  Company must have operational conditions to carry out quality control
analyzes in Brazil;

=  GACP: plant supplier self-declaration validated by the company responsible
for SA application;

= GMP (PIC/S)/ or Good distribution and storage practices and special
authorisation for controlled medicines (AFE);

=  Company must have ability to receive and handle notifications of adverse
effects and technical complaints; and

= Benefit-risk assessment plan.

RDC n2 327/2019
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Quality Control (QC)

e

= Cannabis-based products must follow all medicines quality requirements:
= Herbal medicines (RDC n? 26/2014) / Isolated substance of herbal origin (RDC n¢ 24/2011);
= Finished product: QC must be carried out in the national territory for all imported batches;

= |n case of monograph in official pharmacopoeia, this monograph becomes mandatory.

Coming soon - Brazilian Pharmacopoeia: Cannabis sativa L. inflorescence monograph.
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FARMACOPEIA
BRASILEIRA Brazilian Pharmacopoeia 6th Edition published in 2019 + RDC n2 511/2021

German Pharmacopoeia; French Pharmacopoeia;

=  United States Pharmacopeia; = International Pharmacopoeia;
= Argentinean Pharmacopoeia; = Japanese Pharmacopoeia;

= British Pharmacopoeia; = Mexican Pharmacopoeia;

=  European Pharmacopoeia; =  Portuguese Pharmacopoeia.

English version for free: https://www.gov.br/anvisa/pt-br/assuntos/farmacopeia/farmacopeia-brasileira
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Herbal Medicines QC

Raw materials
(Herbal substance an




Contaminants

FARMACOPEIA
BRASILEIRA




WHD guidelines
for assessing quality

of herbal medicines
With reference to

minants and residues
2 i Py

FARMACOPEIA
BRASILEIRA

Mycotoxins and Pesticides

Qualtty contrg| “Mycotoxins comprise four main groups,

methuds namely, aflatoxins, ochratoxins, fumonisins
Rk i and tricothecenes, all of which have toxic
effects. Aflatoxins have been extensively
studied and are classified as Group 1
human carcinogens by the International
Agency for Research on Cancer ”

“Mycotoxins and, when appropriate,
endotoxins should be tested for using an
appropriately validated and sensitive method,
and amounts should be below the limits set in
national or regional standards.”

Pesticide residues Brazilian
Pharmacopoeia (same
content as the European
Pharmacopoeia).
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“Isolated substances of
herbal origin QC

Substance quality report, including
minimum requirements for identity and
guality, according to official
pharmacopoeias or scientific references;

Details on the extraction process,
substances purification or isolation
methodology; equipment, solvents and
excipients, if applicable.

NVISA

Nacional de Vigilancia Sanitaria



For the drug substance and product;
Acelerated storage conditions;
Intermediate conditions;

Long term stability;

Photostability testing.

RDC n2 318/2019

ICH Q1A(R2) - Stability Testing of new Drug
Substances and Products;

ICH Q1B — Photostability Testing of new Drug
Substances and Products.

Stability tests

= The purpose of stability testing is to provide

evidence on how the quality of a drug
substance or drug product varies with time
under the influence of a variety of
environmental factors such as temperature,
humidity, and light, and to establish a re-test
period for the drug substance or a shelf life
for the drug product and recommended
storage conditions.
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Analytical Monitoring Program

= Systematically monitor analytical QC data of Cannabis-based
products sent to Anvisa by the responsible analytical laboratories;

= Carry out guidance and fiscal analyzes on samples of Cannabis-based
products and medicines containing CBD and THC (INCQS — Brazilian

official QC laboratory);
= Forward Analytical Reports produced to the competent authorities ¥y I
to support relevant health actions; 15
/l
Publicize analytical results obtained, as well as the health actions
s l

adopted by Anvisa.



From March 2020 to
November 2022, Anvisa
obtained analytical data
from 182 batches.

https://shre.ink/1Q9V

nalytical Monitoring Program

182

amostras analisadas

Modalidade

Art. 67 da RDC 327/19
Fiscal
Orientacao

Lote

Lote v

Laboratdrio analitico Laudo

Prati, Donaduzzi & Cia Laudo do
Ltda detentor

Prati, Donaduzzi & Cia Laudo do
Ltda detentor

Prati, Donaduzzi & Cia Laudo do
Ltda detentor

Dall Solugbes Analiticas Laudo do
e Empresariais Ltda detentor
Dall Solugbes Analiticas Laudo do
e Empresariais Ltda detentor
Dall Solugbes Analiticas Laudo do

Resultados obtidos

2020 2021 2022
Inconclusivo
1(0.55%) @
Medicamento Hilite ‘de
cannabis
Detentor do registro
Razao social v

Conforme
181(99.45%)

Conclusdo @ Conforme @ Inconclusivo

Datado Modalidade Detentor do produto Autorizagdo  Lote

ou Registro

Apresentacao

laudo
-

22/11/2022  Art. 67 da Prati, Donaduzzi & Cia Ltda 125680313 22J46V  CANABIDIOL 20 MG/ML

RDC 327/19

22/11/2022 Art. 67 da Prati, Donaduzzi & Cia Ltda 125680313 22K063  CANABIDIOL 20 MG/ML
RDC 327/19

22/11/2022  Art. 67 da Prati, Donaduzzi & Cia Ltda 125680313 22K800  CANABIDIOL 50 MG/ML
RDC 327/19

16/11/2022 Art. 67 da Greencare Pharma Comércio 145000001 PT220200 EXTRATO DE CANNABIS
RDC 327/19 Atacadista de Medicamentos 28 SATIVA 79,14 MG/ML

e Cosméticos Ltda

16/11/2022 Art. 67 da
RDC 327/19

Greencare Pharma Comércio 145000003  PT220501 EXTRATO DE CANNABIS
Atacadista de Medicamentos 69 SATIVA 160,32 MG/ML
e Cosméticos Ltda

16/11/2022 Art. 67 da Greencare Pharma Comércio 145000003  PT220501 EXTRATO DE CANNABIS

Teor de | Especificagdo Teor de Especificacdo = Conclusao

Amostras analisadas por ano e més

Produto de cannabis

Medicamento |

0 50 100 150

Conclusédo @ Conforme @ Inconclusivo

Descricao do resultado nao

CBD de CBD THC de THC conforme

95,00% 90 - 110% < 0,05% < 0,20% Conforme Nao aplicavel
100,00% 90 - 110% < 0,05% < 0,20% Conforme Nao aplicavel
98,00% 90 - 110% < 0,05% < 0,20% Conforme Nao aplicavel
457% 4,27 -522% 0,13% < 0,20% Conforme Nao aplicavel
946% 8,64-10,56% 0,27% 0,19 - 0,29% Conforme Nao aplicavel
919% 864-10,56% 0,29% 0,19 - 0,29% Conforme Nao aplicavel
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mnd Technical assessment - Anvisa’s experience

Main quality reasons for on demands after technical assessment:

= Process for obtaining APl and product incomplete/without the necessary detailing;
» |nadequate API classification: herbal preparation or isolated/purified herbal substance;

= QC tests and specifications incomplete, without reference or inadequate definition of
acceptance criteria (e.g., tests for pathogens);

= Stability tests, specifications, frequency and conditions inadequate;

= GMP not complying manufacturer (dietary supplements manufacturer or other);

= Qutsourced QC activities (unclear responsibility of third party contracted and non
proof of qualification for the specific activity to be conducted).
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Improvements as a continuous process.

Future Perspectives

Review of Resolution RDC n? 327/2019:

Art. 77 > The guidelines established for Sanitary Authorisation are transitory.
The Resolution shall be reviewed within 3 years after publication.

Results related to research advances and the evolution of scientific knowledge;

The experience accumulated in the last 3 years;

Global regulatory maturity on the subject;

Contribution from stakeholders: scientific community, health professionals, patients,
manufacturing companies, society ...
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Thank you!

SIA Trecho 5 - Area especial 57 - Lote 200
CEP: 71205-050
Brasilia - DF
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