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Lanmabis sativa 1
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Cannabis sativa L. Flores secas

SO0 &

Concentrado de marijuana -
também conhecido pelas
denominacoes Inglesas de
“budder”’ e de "butane honey olil”

Haxixe - exsudado resinoso
seco, extraido do tricoma, das
flores e das inflorescéncias

Oleo de haxixe - preparado a
partir da mistura da resina com
um solvente (acetona, alcool ...),
que e evaporado, originando
uma mistura viscosa, cujas

quantidades em THC sao muito
elevadas (até 85%)

3 INFARMED. Aniversario 25 anos.



USO DA MACONHA MEDICINAL AO LONGO DA HISTORIA No Ocidente

2700 AC 1700 AC 1000 AC Século IX

A primeira referéncia & canna- O papiro A maconha ¢ citada no Atharva Primeiros estudos com

bis ocormeu na China. O Ramesseum lll, Veda, livro sobre medicina animais e humanos

imperador Shen Nung teria do Antigo Egito, sagrada da India realizados pelo médico

descoberto a planta e a usava Menciona a irlandés William
cannabis O'Shaughnessy
medicinal

1941 1938 1937 Século XX Século XIX
Fol eliminada E estabelecida a prolbicao total Muma mudanca ME Y | O uso médico declinou, E quando ocorme
pelo FDA, agéncia do plantio, cultura, calheita e de postura do Uma das razdes foi que a o climax de
regulatdria dos explorac o por particulares da QOVerno variabilidade na popularidade,
EUA, das farmacias maconha em todo territono AMEencano a concentracao de Houve grande
americanas T nacional Marijuana Tax substincias da erva difusao no uso
CANRARIS INDI Act (lei federal) levava a efeitos como analgésico. §
' - tormou llegal diferentes do esperado Mo Brasil também §
posse & venda era utilizada
de cannabis nos
Estados Linidos

A redescoberta ocorre na segunda metade do século XX

1964 1973 1981 1985 1990 2014
O quimico israglense Estudo brasileiro releva efeito E aprovado nos EUA o Entra no mercado A partir dos anos 90, o Maconha medicinal
Raphael Mechoulam anticonvulsivante do CBD primeiro produto a base americano o Marinol numero de publicagtes ganha destaque no Brasil
isolou a estrutura do [canabidiol). Em de uma substancia (dronabinol), com THC cientificas comegou a a partir da campanha de
tetraidrocanabinol (THL), 1980, e realizado 0 analoga ao THC, usada sintetico, tambem confra crescer exponendcialmente, pais de Ccriancas com
principal principio ativo primeiro estudo contra nduseas e enjoo: o contra nauseas e enjoo O THC foi a substancia epilepsias graves. Na
da maconha. Esta foi a com humanos pelo Cesamet (nabilone) mais estudada. Mas cresce  ditima quinta-feira, a
primeira das 80 substancias pesquisador Elisaldo também o numero de pprescricao por médicos
canabinoides hoje Carlini, da T . i estudos sobre o CBD do CBD foi autorizada
descobertas na cannabis Unifesp - - ﬁ_ . -'f"'"ﬁ pelo Conselho Federal
?'ﬁ g (it . LSS de Medicina. A Anvisa, por
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CANHAMO.

Lannabis.

{3 Aano. L‘ETE-IZI- CANHAMO.

Cannabis sativa var. « é&[.inn., Cannabines annual ¢

divica, da India, cultivada na Furopa.

a— Clanhamo indiano. — Cannabis fndica.— Variedads 1
provém da India.

R T T e T | o IEa’ .

summidades floridas ¢ em parte fractiferas — Cacimrng

Cannabis florentia—de ramos alternos, folhas floraes laneeolads
linearca & serreadas, bracteas ruivas, glandolosas, aspathiformes,

agglomeradas, incluindo cada gual uma flor ou o respectivo frse,
Apresentam-sa ne comMMersio SN PAIUONAS IMAREAS com primidas,
asperas, agplutinadas por substancis resinosa (Cannabine), yverde-
oscurad, de cheivo viroso caractoristico e sabor um tanto amargo.

< Bilo ostas mmsidedas o gqua deve empregor-se poe Hascies, #nlvo quonds

mudo mo LUriente, 8 &0 qual se tem dodo o mesmo nome.

f— Canhamo europen,— Cannabis nostras.—Variedade cul-
taivada no contindnte,

(F1. husit, [ 470 —F1. phatm. 538.)

Abkanios —Fridius Cannalis —ovaes nchatados, liwoa, lusire-
soe, cinzentd-asverdesdes, marginedes, crustacecs, eontendn uma

| - semente liranci & oleoas ; cheiro o sabor fracos.

-

< expressamamte ga indlgue o products somplems o butyraoen, eom ollas prepes
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Cannabis sativa L. — mais 400 constituintes identificados,
sendo que cerca de 60 sao canabinoides (tambem
denominados fitocanabinoides)

Canabinoide - designac
generica que Inclui substanc

-..-‘:: ™ b naturais ou artificiais, que ativam
P, | | ﬁﬂﬁ.*:-qu | Os recetores Carlwablno‘ldes (CB1
. | e CB2). Devido a grande

. HC diversidade s&o divididos em

THC Cannabidiol varias classes:
- Canabinoides exogenos -—
iIncluem 0s canabinoides
UH existentes nas  plantas
o S~ COOH N A (também denominados
: M | | il | fitocanabinoides) €
= HO canabindides obtidos por
THC-acid Cannabidiolic acid sintese - quimica
(canabinoides sinteticos)
8 om - ,
- Canabinoides endogenos
(também conhecidos como
‘ o g .‘_ . endocanabinodides)

Cannabigerol Cannabichromene
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Autoridade Nacional do Medicamento
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Autorizacao de Introducao no Mercado (AlIM)

Diretiva 2001/83/CE — Transposta pelo Estatuto do Medicamento
(Decreto-Lei 176/2006)

Para que um medicamento possa ser colocado no mercado de um Estado-Membro
tem que lhe ser concedida, pela autoridade competente desse Estado-Membro, uma
Autorizacdo de Introducdo no Mercado (AIM)

Concedida

SE

v' relacdo beneficio-risco favoravel
v' Qualidade, Seguranca e Eficacia

AVALIACAO através do sistema regulamentar

!

Procedimentos claramente estabelecidos

Documentacdo de suporte bem definida, avaliada por peritos das
Autoridades (INFARMED, 1.P. ou EMA)

Critérios de avaliacdo transparentes
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Uniformidade de requisitos:

o legais

Sistema Europeu de Avaliacao de Medicamentos ‘

o técnico-cientificos

O oOperacionais

Uniformidade de

*Procedimento apenas Nacional

*Procedimentos Europeus
concertados com outros Estados-membros
v Procedimento de Reconhecimento Mutuo

v'Procedimento Descentralizado
centralizado na EMA

v'Procedimento Centralizado

Procedimentos

* Harmonizada

* Comum a todos os Procedimentos
* Comum a todos os Estados-
membros

Avaliacdo

Documentacao de suporte
bem definida
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Overview

Scientific guidelines [ Email () Print @ Help [ Shs

The European Medicines Agency's Committee for Medicinal Products for Human Use Related content

Adaptive pathways prepares scientific guidelines in consultation with regulatory authorities in the L L
. , _ ¥ Search for scientific guidelines
nd 1 th . European Union (EU) Member States, to help applicants prepare marketing | S
vanes Sl e authorisation applications for human medicines. Guidelines reflect a harmonised b Committee for Medicinal Produ
Gl izl approach of the EU Member States and the Agency on how to interpret and apply for Human Use (CHMP)
the reguirements for the demonstration of quality, safety and efficacy set out in

Compassicnate use the Community directives. Related EU legislation

Avalia;ao: Compliance » Directive 2001/83/ECE

The Agency strongly encourages applicants and marketing authonsation holders to follow _ .
¥ The rules governing medicinal

- these guidelines, Applicants need to justify deviations from guidelines fully in their _ _ -
,:::]Iagt; fgnn;EET::.lndE;rdsj applcations at the time of submission. Before that, they should seek scientific advice, to products in the Eurspean Union &
discuss any proposed deviations during medicine development.
Genatric medicine Related documents
The guidelines are complementary to European Pharmacopoeia monographs and chapters: -

' Procedure for European Union
guidelines and related
documents within the
pharmaceutical legislative

Innovation n

medicines v T status of European Medicines Agency scientific guidelines and European Pharmacopoeia

Mon-pharmaceutical monographs and chapters in the regulatory framework applicable to medicinal products

I i
sl Compilation of European Commission and Agency guidelines - framework (18/03/2009)
- : = Owverview of comments recerved
Orphan designation This EEFtiﬂﬂ of _1:h_E website I_I|II-F|-E|1IE5 and replaces FhE previous 1.|’IIII_|_I_;1JIT'IE 3_-:-1: the rules on draft quideline procedure for
Paediatric medicines governing medicanal products in the European Union (Eudralex) ¥, published by the EU guidelines and related

European Commission. It contains: documents within the

. S . . . harmaceutical legislative
¥ all vahid guidelines onginally published in volume 3; ’rE:lramE'.-'-.rc-rl-: {24;&3};2':“35}

Pharmacowvigilance

PRIME: prionty

— e ¥ all valid guidelines published by the Agency since 1995;

¥ these guidelines’ revisions and supplements.

Quality by design

R _ Depending on each guideline’s status, one or more of the following documents are availlable:
Scientific adwvice and

rotocerasststanoe .
prots » concept paper:
scientific guidelines ¥ draft guideline;
¥ overview of comments received dunng the consultation penod;

¥ adopted guideline.

Search guidelines

Biologicals

o _ owever, only adopted guidelines form part of volume 3 of Eudralex.
Clinical efficacy and

safety The presentational order of the guidelines in this compilation was adapted following the
inttoduction of the Common Technical Document & (CTD) format in the EW. While the overall
strilicture of Annex I to Directive 2001/83/ECY has been followed, some adjustments have
begn made to account for the specfic nature of certain areas or guidelines.

Clinical pharmacology
and pharmacokinetics

ICH
The following rationale has been applied for the individual sections:

Multidisciplinary

¥ Quality: &A= far as possible, the structure of the CTD has been followed. The structure has
been adapted where a different method of consolidation was considered to be more

0&A on guality appropriate, as in the case of guidelines which apply to both the active substance and to

the fimished product (which, in the CTD format, are independent headings).

MNon-chimcal

Quality

» Biologicals: Because of the particular nature of these guidelines, the detailled CTD
structure 1s not entirelv applhicable. Therefore. a distinction between bicloaicals. plasma-
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Qualidade

Quality guidelines

The European Medicines Agency's scientific guidel

the Agency on how to interpret and apply the requ
out in the Community directives.

The Agency strongly encourages applicants and marketi

b Active substance
b Manufacturing

¥ Impurities

v Specifications, analytical procedures and-analytical val
b Excipients
p Packaging

¢ Stabilty >

b Pharmaceutical development

b Quality by Design
b Specific types of products
b Lifecycle management

O

Avaliacao:

Quality: stability

m European Medicines Agency

The European Medicines Agency' s scientific guidelines on tl

If vou have comments on a document which is open for consultati
submission of comments on scientific guidelines.

consultations ICH Topic ) 1 A (R2)

Guidelines

» ICH Q1A (R2) Stability testing of new drug substances and dr

Step 3
» ICH Q1B Photostability testing of new active substances and mr

Stability Testing of new Drug Substances and Products

EUROPEAN MEDICINES AGE

SCIENCE MEDICINES HEALTH

August 2
CPMP/ICH/ 2736

» ICH Q1C Stability testing: reguirements for new dosage forms

» ICH Q1D Bracketing and matrixing designs for stability testing
drug products

(CPMP/ICH/2736/99)

NOTE FOR GUIDANCE ON STABILITY TESTING:
STABILITY TESTING OF NEW DRUG SUBSTANCES AND PRODUCTS

ICH Q1E Evaluation of stability data

» ICH Q1F Stability data package for registration in climatic zone

explanatory note

¢ Declaration of storage conditions for medicinal products partic
substances (Annex)

¢ In-use stability testing of human medicinal products

¢ Maximum shelf-life for sterile products for human use after fir:
reconstitution

TRANSMISSION OF FIRST REVISION TO CPMP November 1999
RELEASE FOR CONSULTATION November 1999
DEADLINE FOR COMMENTS May 1999
APPROVAL OF FIRST REVISION BY CPMP November 2000
DATE FOR COMING INTO OPERATION June 2001
APPROVAL OF SECOND REVISION BY CPMP February 2003
DATE FOR COMING INTO OPERATION August 2003

¥ Start of shelf-life of the finished dosage form (Annex to the no
manufacture of the finished dosage form)

¢ Stability testing for applications for variations to marketing authorisation

¢ Stability testing of existing active ingredients and related finished products
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Clinical efficacy and safety guic

The European Medicines Agency's scientific guide
applicants prepare marketing authorisation appli
States and the Agency on how to interpret and aj
efficacy set out in the Community directives.

The Agency's Committee for Medicinal Products for Hu
regulatory authorities in the European Union (EU) Menr
for human medicines.

Guidelines reflect a harmonised approach of the EU Me
requirements for the demonstration of quality, safety a

The Agency strongly encourages applicants and marke
justify deviations from guidelines fully in their appli
advice, to discuss any proposed deviations during med

Clinical efficacy and safety guidelines are provided

p Alimentary tract and metabolism
v Blood and blood forming organs
p Blood products {including biotechnological alternative
p Cardiovascular system

p Dermatologicals

¥ Genito-urinary system and sex hormones

p Anti-infectives for systemic use

p Antineoplastic and immunomodulating agents

p Rheumatology/musculoskeletal system
p Nervous system

b Respiratory system

p Radiopharmaceuticals and didgnostic agents
p Allergy/Immunology

b Biostatistics

O

Avaliacao:

Guidelines

» Clinical development of fiked combination medicinal p

» Clinical evaluation of diagnostic agents

m European Medicines Agency

» SAppendix 1 to the guideline on climical evaluation of d
agents

* Clinical reguirements for locally apphed, locally acting
constituents

EUROPEAN MEDICINES A(

SCIENCE MEDICINES HEALTH

March 1998
CPMP/ICH/291/935

ICH TopicE 8

» Coordinating investigator signature of clinical study re

(Gseneral Considerations for Clinical Trials

» ICH E1 Population exposure: the extent of population

» ICH EZ2A Climnical safety data management: definitions Step 3

reportong

» ICH E2F Dewvelopment satety update report

TRIALS

» ICH E3 Structure and content of climical study reports (CPMP/ICH/291/935)

NOTE FOR GUIDANCE ON GENERAL CONSIDERATIONS FOR CLINICAL

» ICH E4 Dose response information to support drug re

» ICH ES (R1) Ethnic factors 1n the acceptability of forei
TRANSMISSION TO CPMP

November 1996

» ICH ES (R2) Ethmic factors 1in the acceptability of fore
ANSWErs

TRANSMISSION TO INTERESTED PARTIES

November 1996

DEADLINE FOR COMMENTS

May 1997

» ICH ES (R1) Good climical practice
FINAL APPROVAL BY CPMP

September 1997

» ICH E7 Studies 1in support of special populations: ger DATE FOR COMING INTO OPERATION

March 1998

» ICH E7 Studies in support of special papulatiwi.

 ICH E8 General considerations for clini@

» ICH E11{R1) step 5 guideline on climcal investigation
pediatnc population

*» Inclusion of appendices to climical study reports 1in ma

» Investigation of chiral active substances

¥ Scientific guidance on post-authornsation efhicacy stud

¥ Spechcation hmits for residues of metal catalysts or metal reagents




