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Sessoes de Videocolaboracao RUTE »

www.rute.rnp.br

RAEDE UNIWERSITARMA DE TELEMEDNCINA

Durante a sessao: A todos os participantes:

Mantenham 0S microfones da
videoconferéncia no MUDO enquanto nao
estiverem falando, medida que se faz
necessaria para evitar ruidos e perda de
qualidade de audio durante a conferéncia.

Perguntas, Comentarios pelo Chat
InscricOes para perguntas por audio pelo Chat
(nome, instituicao)


http://www.rute.rnp.br/

Estrutura da sessao ) TR

1. Boas vindas — informacoes gerais : ~5 min
2. Apresentacao do tema e palestrante : ~3 min
3. Apresentacao do palestrante: ~30-35 min

4. Debate do tema com participantes: ~40 min

5. Encerramento e Registro Participacao: ~5 min

° 0 Ambiente Restrito: ~
AS SESSOES NESSE AMBIENTE SAO GRAVADAS
o Em conformidade a Lei dos Direitos Autorais 9.160



Registro de Presenca nas Sessdes RUTE L R

1) Do navegador do seu smartphone, tablet ou notebook, acesse:
www.rute.rnp.br/presenca

(ou solicite um computador disponivel ao técnico de videoconferéncia local)

2) Informe seu CPF, E-mail e clique em “Registrar Presenca’
(no 12 acesso, preencha nome completo, data de nascimento, perfil, area e instituicao)

3) Selecione o SIG: Farmacologia e Terapeutica

4) A SENHA DA SESSAO do siG ¢: 40065

5) Informe a senha e cligue em “Registrar Presenca — Etana 2”

Ofha|0
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Avalie a sessao apos registrar sua presenca
O registro deve ser feito no mesmo dia (até 23h59) da sessao

Em caso de duvidas ou suporte, contate o e-mail: sig@rute.rnp.br



http://www.rute.rnp.br/presenca

‘_‘)
)
SIFARMACO  sessiot7os2020 2

Efeito do canabidiol nas
psicopatologias (depressao)
associadas ao diabetes

Palestrante:
Profa. Janaina Menezes Zanoveli (UFPR)

Coordenador Local da Sessao:
Profa. Alexandra Acco (UFPR)



ROTEIRO

» Prevaléncia do diabetes e da Depressao no mundo
» Impacto da Depressao e do Diabetes no Sistema Nervoso Central
» Por que buscar novas alternativas de tratamento da depressao associada ao

diabetes?



ROTEIRO

» Prevaléncia do diabetes e da Depressdo no mundo
» Impacto da Depressao e do Diabetes no Sistema Nervoso Central
» Por que buscar novas alternativas de tratamento da depressao associada ao
diabetes?
» CBD: Uma alternativa para o tratamento?
- Estudos pre-clinicos: CBD na depressao
- Estudos pre-clinicos: Sistema endocanabinoide e CBD na depressao
associada ao diabetes.

» Possiveis vantagens do CBD no tratamento da depressao associada ao diabetes



Number of adults (20-79 years) with diabetes worldwide

North America &
Caribbean

EZ3 63 million 1\ 33% -
EED 56 million increase
E) 48 million

1in 6 adults in this Region is at risk of
type 2 diabetes

* 43% of global diabetes-related health
expenditure occurs in this Region

South & Central America
EZ53 49 million T 55%
EED 40 million increase
€D 32million

*2in 5 people with diabetes were undiagnosed

* Only 9% of global diabetes-related health
expenditure for diabetes is spent in this Region

IDF Atlas, 2019.

WORLD
€23 700 million lb 51%

EED 578 million

¢ increase
€I 463 million ¢
Europe
EI53 68 million T 150
EED 66 million increase

€9 59 million

*1in 6 live births are affected by
hyperglycaemia in pregnancy

* The Region has the highest
number of children and
adolescents (0-19 years) with
type 1 diabetes - 297,000 in total
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Depressao € a principal causa de incapacitacao no mundo

¥ ] MAY 1 .r i Ty -
Cases of depressive disorder (millions), don (Y -‘.” s e
by WHO Region A T | q ‘
66.21 .
21%

Il African Region
Il Eastern Mediterranean Region
Bl European Region 236/19
Il Region of the Americas :
South-East Asia Region 322
Western Pacific Region S
. million
40.27
12%
85.67
27%

48.16
15%

No Brasil, 6 % da populacao sofre com esta doenca, que afeta um total de 11,5
milhoes de brasileiros.

WHO, 2017
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Prevaléncia — Diabetes/Depressao

A prevaléncia da depressdo é de 2 a 3 vezes maior entre individuos diabéticos,

quando comparados com a populagéo ndo diabética.

Anderson et al., 2001; Lustman et al., 2005; Gavard et al., 1993; Morishita, 2009; Rustad et
al., 2011; Maia et al., 2014.; for a review, see Zanoveli et al., 2015; da Silva Dias et al., 2016;
Siba et al., 2017.
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Prevaléncia — Diabetes/Depressao

A prevaléncia da depressdo é de 2 a 3 vezes maior entre individuos diabéticos,

quando comparados com a populagéo ndo diabética.

Cerca de 33 % dos casos de depressdo entre pacientes diabéticos

sdo sub-diagnosticados e ndao tratados corretamente.

Anderson et al., 2001; Lustman et al., 2005; Gavard et al., 1993; Morishita, 2009; Rustad et
al., 2011; Maia et al., 2014.; for a review, see Zanoveli et al., 2015; da Silva Dias et al., 2016;
Siba et al., 2017.



Depressao causa um impacto negativo em pacientes diabéticos

Worsening glycemic control (Lustman et al., 2000a)
Increase in severity or number of diabetic complications such
as retinopathy, sexual dysfunction, and nephropathy (de
Groot et al., 2001)

Increased likelihood of cardiovascular risk factors (Katon

et al., 2004a; Rubin et al., 2010)

Higher rates of functional disability (Egede, 2004)
Higher all-cause mortality (Egede et al., 2005)

Rustad et al., 2011; Huang et al., 2011; Maia et al., 2014.



Impacto da Depressao e do Diabetes no

Sistema Nervoso Central
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Depressao: Efeitos no SNC

Stress
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Depressao: Efeitos no SNC

Stress Persistent @
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Miller et al.,

2018

Depressao: Efeitos no SNC

Monoamine metabolism

1 p38 MAPK- increased DEPRESSION

SHT reuptake Neurocircuitry
! ?124{) gesc;r:t?]sees(iiSSHT, T I N;aural ar%’tivatio_rg
, of reward circuitry
1 IDO- decreased SHT s o 1 Neural activation
synthesis - . of arousal, anxiety
e T / and alarm

‘*—’j/“ O Hlppocampus )

-

Glutamate metabolism Amygdala / Te;[;ﬂFplasmlty

| Astrocyte reuptake | Neurogenesis

} Sitr;%t; gr;etlgase | Denditic sprouting
NMDA receptor

1 Inflammatory cytokines
(IL-1, IL-6, TNF, IFN-c.

Monocytes/macrophages

\—}_) T cells

INFLAMMATION

Figure Impact of inflammation on the brain and behavior
5HT, serotonin; BDNF, brain derived neurotrophic factor; BH4, tetrahydrobiopterin; DA, dopamine; dACC, dorsal anterior cingulate

cortex; IDO, indoleamine 2,3 dioxygenase; IFN-interferon; IL, interleukin; MAPK, mitogen activated protein kinase; NE, norepinephrine;

NMDA, N-methyl-D-aspartate; QA, quinolinic acid; sgACC, subgenual anterior cingulate cortex; TNF, tumor necrosis factor.
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Diabetes mellitus — Efeitos no SNC

‘Toxic’ effects

hyperglycaemia

* Increased polyol pathway
flux

« sorbitol accumulation

* myo-inositol depletion

 Increased oxidative stress

* Non-enzymatic protein
glycation

+ Disturbed Ca?*
homeostasis

Y

Modified of Gispen e Biessels, 2000



Diabetes mellitus — Efeitos no SNC

‘Toxic’ effects

hyperglycaemia

* Increased polyol pathway
flux

« sorbitol accumulation

* myo-inositol depletion

« Increased oxidative stress = Encefa lOp&ltiﬂ
* Non-enzymatic protein

glycation ¢
+ Disturbed Ca?*

homeostasis Depressdo

Y

Modified of Gispen e Biessels, 2000



Diabetes mellitus — Efeitos no SNC

Behavioural Brain Research 258 (2014) 52-64

Contents lists available at ScienceDirect

Behavioural Brain Research

journal homepage: www.elsevier.com/locate/bbr

Research report

Increased oxidative stress in prefrontal cortex and hippocampus is
related to depressive-like behavior in streptozotocin-diabetic rats

Helen de Morais, Camila P. de Souza, Luisa M. da Silva, Daniele M. Ferreira,
Maria Fernanda Werner, Roberto Andreatini, Joice M. da Cunha, Janaina M. Zanoveli*

Department of Pharmacology, Biological Sciences Building, Federal University of Parand, Rua Coronel H dos Santos §/N, P.O. Box 19031, Curitiba-PR
81540-990, Brazil

@ CrossMark
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Diabetes mellitus — Efeitos no SNC

CPF HIP A .
300- A B ‘ Animais diabeticos:

,ﬁ 100, A . 100, B * ) :
= 5 80 - - Comportamento do tipo depressivo
L (=2]
= 200 E 60— 60{ — . iad
2 = mais pronunciado
E E 40+ 40-

o z 20 - Aumento de estresse oxidativo
] O 9
E 100 9 0
- © 1000, A 1000, 2
0 ﬁ 7501 8001
NGL DBT - ioal

> 500 __

) 400 /&

8 0 0

Teste de natacao forcada

= A 60, B *
o 80,

o 4

2 g0 |

5 - =
E’ 401

5 204

= 20

a

O

»n

0
NGL DBT NGL DBT



Diabetes mellitus — Efeitos no SNC

Mol Neurobiol
DOI 10.1007/s12035-015-9617-0

Indoleamine-2,3-Dioxygenase/Kynurenine Pathway

as a Potential Pharmacological Target to Treat Depression
Associated with Diabetes

Isabella Caroline da Silva Dias' « Bruno Carabelli® - Daniela Kaori Ishii' -
Helen de Morais' « Milene Cristina de Carvalho® « Luiz E. Rizzo de Souza* -
Silvio M. Zanata® « Marcus Lira Brandio® + Thiago Mattar Cunha” «

Anete Curte Ferraz® - Joice Maria Cunha' - Janaina Menezes Zanoveli'
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Diabetes mellitus — Efeitos no SNC
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Diabetes mellitus — Efeitos no SNC

Animais diabéticos:
- Aumento de IDO no HIP
- Nivel de 5-HT reduzido no HIP

O NcL [ DBT ) 5-HT

ng/mg tissue
<
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Diabetes mellitus — Efeitos no SNC

Behavioural Brain Research 298 (2016) 57-64

Contents lists available at ScienceDirect

Behavioural Brain Research

0.015- D NGL
journal homepage: www.elsevier.com/locate/bbr A - DBT
=
. N S 2
Effect of omega-3 polyunsaturated fatty acid treatment over @Cmstk %. \ ) o 2 o.010-
mechanical allodynia and depressive-like behavior associated with AR p E B & &
experimental diabetes (3] -g
O =
Daiany D.B. Redivo?, Anne K. Schreiber?, Eliana R. Adami?, Deidiane E. Ribeiro?, o o
Samia R.L. Joca”, Janaina M. Zanoveli?, Joice M. Cunha®* o = 0.0054 *
2 Department of Pharmacology, Federal University of Parand, Curitiba, Parand 81540-990, Brazil I [=2]
b Laboratory of Pharmacology, Department of Physics and Chemistry, School of Pharmaceutical Sciences of Ribeirao Preto, University of Sao Paule, Ribeirao o
Preto, SP, Brazil; Center for Interdisciplinary Research on Applied Neurosciences (NAPNA), University of Sao Paulo, SP, Brazil
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Por que buscar novas terapias para o tratamento

da Depressao associada ao diabetes?
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EFEITO DOS ANTIDEPRESSIVOS

Stress Persistent
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EFEITO DOS ANTIDEPRESSIVOS - DIABETES

Tratamento é considerado:

> Altera glicemia

» Eficacia inadequada

> Baixa aderéncia ao tratamento

» Muitos efeitos adversos associados
» InteracOoes medicamentosas

» Piora de algumas comorbidades

» Resposta lenta

» Remissao completa da doenca ndo é alcancada
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CANABIDIOL: uma alternativa para o

tratamento da depressao?



Cannabidiol

PPARy
— 4 Allosteric modulation

~—{ Inhibition
—— Agonism

5-HT1A
receptor

TRPV1
receptor

L=

2019

CcB2

receptor

CcB1
receptor

FAAH

Silote et al.
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pubmed: Cannabidiol and depression

100

807

601

40

20

numero de publicacoes

Total — 135 publicacoes



Evidéncias - Depressao X Canabidiol

B BRITISH JOUR
OF PHARM

British Journal of Pharmacology (2010}, 159, 122-128
© 2009 The Authors
fournal compilation & 2009 The British Pharmacological Society  All rights reserved ~ 0607-1188/09

wiww.brjpharmacol.org

RESEARCH PAPER

Antidepressant-like effects of cannabidiol in mice:
possible involvement of 5-HT;4 receptors

TV Zanelati**, C Biojone'*, FA Moreira®, FS Guimaries' and SRL Joca®

'Department of Pharmacology, School of Medicine of Ribeirdo Preto, University of Sao Paulo, Ribeirdo Prete, SP, Brazil,
*Department of Pharmacology, Institute of Biological Sciences, Federal University of Minas Gerais, Belo Horizonte-MG, Brazil,
and *Laboratory of Pharmacology, Department of Physics and Chemistry, School of Pharmaceutical Sciences of Ribeirdo Preto,
University of Sao Paulo, SP, Brazil
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Evidéncias - Depressao X Canabidiol

Progress in Neuropsychopharmacology & Biological Psychiatry 86 (2018) 255-261
Contents lists available at ScienceDirect

Progress in Neuropsychopharmacology
& Biological Psychiatry

journal hamepage: www.elsevier.com/locate/pnp

Antidepressant-like effect induced by Cannabidiol is dependent on brain )

serotonin levels S

Amanda J. Sales®, Carlos C. Crestani’, Francisco S. Guimardes™*, Simia R.L. Joca®®*"

“ Department of Pharmacology, School of Medicine of Ribeirio Preto, University of Sdo Paulo, Ribeirdo Preto, SP, Brazil

P Laboraiory of School of ical Sciences of Araraquara, Sdo Paulo State University (UNESP), Araraguara, SP, Brazil

< Center for Inierdisciplinary Research on Applied Nerosciences (NAPNA), University of Sdo Paulo, Brazil

o Department of Physics and Chemistry, School of Pharmaceutical Sciences of Ribeirdo Preto, University of Sio Paul, Ribeirdo Preto, SP, Brazil EE‘U b

© Translational Neuropsychiatry Unit, Department of Clinical Medicine, Aarhus University, Denmark
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Evidéncias - Depressao X Canabidiol

Molecular Neurobiclogy {2019 56:1070-1081
https://doi.org/10.1007/s12035-018-11434

® CrossMark

Cannabidiol Induces Rapid and Sustained Antidepressant-Like
Effects Through Increased BDNF Signaling and Synaptogenesis
in the Prefrontal Cortex

Amanda J. Sales (% « Manoela V. Fogaga ' - Ariandra G. Sartim "2 - Vitor S. Pereira® . Gregers Wegener? .
Francisco S. Guimaraes " - Samia R. L. Joca®**

a ACUTE b SUSTAINED
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s o
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Molecular Neurobiclogy {2019 56:1070-1081
https://doi.org/10.1007/s12035-018-11434

Evidéncias - Depressao X Canabidiol

))) REDE UNWERSITARIA DE TELEMEDWCINA

@ Vantagens do CBD?

Cannabidiol Induces Rapid and Sustained Antidepressant-Like
Effects Through Increased BDNF Signaling and Synaptogenesis

in the Prefrontal Cortex

Amanda J. Sales (% « Manoela V. Fogaga ' - Ariandra G. Sartim "2 - Vitor S. Pereira® . Gregers Wegener? .

Francisco S. Guimaraes ' - Samia R. L. Joca®?*
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Molecular Neurobiclogy {2019 56:1070-1081
hittps/doi.org/10.1007/512035-018-1143-4

@ CrossMark

Cannabidiol Induces Rapid and Sustained Antidepressant-Like
Effects Through Increased BDNF Signaling and Synaptogenesis

in the Prefrontal Cortex

Amanda J. Sales (% « Manoela V. Fogaga ' - Ariandra G. Sartim "2 - Vitor S. Pereira® . Gregers Wegener? .

Francisco S. Guimaraes ' - Samia R. L. Joca®?*
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Evidéncias - Depressao X Canabidiol

Vantagens do CBD?

Aumento de BDNF

BDNF (pg.mgprotein)

ACUTE
Brain removal
Habituation ) EST for ELISA
M 1
2h B 30 min
Veh or CBD

[ vehicle
BN CBD 10 mg.kg™'
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Molecular Neurobiology (2019} 56:1070-1081
https://doi.org/10.1007/512035-018-1143-4

Cannabidiol Induces Rapid and Sustained Antidepressant-Like
Effects Through Increased BDNF Signaling and Synaptogenesis
in the Prefrontal Cortex

Amanda J. Sales'* (% - Manoela V. Fogaga ' - Ariandra G. Sartim 2 - Vitor S. Pereira® - Gregers Wegener* -
Francisco S. Guimardes ™ - Samia R. L. Joca>*

CBD : efeito rapido via sinalizacao BDNF-TrkB-mTOR

(= Cetamina)
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CANABIDIOL: E no diabetes? Seria também uma

alternativa para o tratamento da depressao?



European Neuropsychopharmacology (2016) 26, 1590-1600

www.elsevier.com/locate/euroneuro

Anandamide reverses depressive-like Q) o
behavior, neurochemical abnormalities

and oxidative-stress parameters

in streptozotocin-diabetic rats: Role

of CB1 receptors

Helen de Morais®, Camila P. de Souza®, Luisa M. da Silva®,
Daniele M. Ferreira®, Cristiane Hatsuko Baggio®,

Ana Carolina Vanvossen®, Milene Cristina de Carvalho®,
José Eduardo da Silva-Santos®, Leandro José Bertoglio®,
Joice M. Cunha?, Janaina M. Zanoveli*"*
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Trés injecoes de AEA induz um comportamento do tipo
antidepressivo em ratos DBT.
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Mean Counts (Immobility)
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/ e Receptores CB1, mas nao
gl 18 i ' CB2, participam do efeito do

“l tipo antidepressivo da AEA.
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Animais DBT apresentam niveis reduzidos de serotonina no
hipocampo e CPF e niveis elevados de noradrenalina no CPF e
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AEA restaura niveis reduzidos de serotonina no hipocampo e niveis
elevados de noradrenalina no Cortex pre-frontal de animais DBT.
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AEA restaura a expressao aumentada de receptores CB1 no
hipocampo de animais DBT.
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Conclusao parcial

ANANDAMIDA (ESTUDOS):

v’ Induz efeito do tipo antidepressivo dependente de rCB1,
v’ Aumenta o conteudo de serotonina no HIP,

v'Diminui o contetddo de noradrenalina no CPF,

v'Induz efeito neuroprotetor (efeito antioxidante),

v'Restaura a express3do de receptores CB1 (HIP)



Conclusao parcial

ANANDAMIDA (ESTUDOS):

v Induz efeito do tipo antidepressivo dependente de rCB1,
v" Aumenta o conteudo de serotonina no HIP,

v Diminui o conteldo de noradrenalina no CPF,

v’ Induz efeito neuroprotetor (efeito antioxidante),

v’ Restaura a express3o de receptores CB1 (HIP)

O restabelecimento do sistema endocanabinoide é
iImportante para o efeito do tipo antidepressivo



Neuroscience Letters 682 (2018) 62-68

Contents lists available at ScienceDirect

Neuroscience Letters

journal homepage: www.elsevier.com/locate/neulet

Sub-chronic treatment with cannabidiol but not with URB597 induced a M)

Check for ‘

mild antidepressant-like effect in diabetic rats

Helen de Morais”, Yane Costa Chaves®, Ana Paula Farias Waltrick®, Carlos Henrique Alves Jesus®”,
Karina Genaro"”, José Alexandre Crippa®, Joice Maria da Cunha™",
Janaina Menezes Zanoveli®"*
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Neuroscience Letters

AN Volume 729, 11 June 2020, 135020
ELSEVIER

Research article

Two-weeks treatment with cannabidiol improves
biophysical and behavioral deficits associated with
experimental type-1 diabetes

Yane Costa Chaves 2, Karina Genaro 2 €, Cristina Aparecida Stern 2, Gisele de Oliveira Guaita ?, José Alexandre de

Souza Crippa d, € Joice Maria da Cunha®, Janaina Menezes Zanoveli » P & &
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e Duas semanas de tratamento com CBD
Induz um comportamento do tipo
antidepressivo em ratos DBT.
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Duas semanas de tratamento com CBD
aumenta o conteudo de 5-HT no HIP e CPF

de ratos DBT.
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Duas semanas de tratamento com CBD melhora parametros
relacionados com a condicao diabética.
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Duas semanas de tratamento com CBD melhora parametros
relacionados com a condicao diabética.
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— Efeitos protetores do CBD

Vantagens?
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OUTRAS ACOES BENEFICAS DO CBD NO DIABETES

Clin Hemorheol Microcirc. 2016;64(4).655-662. doi: 10.3233/CH-163021.

Experimental cannabidiol treatment reduces early pancreatic
inflammation in type 1 diabetes.

Digbetes Obes Metab, 2018 Apr;20(41:930-942_ doi: 10.1111/dom. 13180, Epub 2018 Jan 10,

LH-21 and abnormal cannabidiol improve B-cell function in isolated

human and mouse islets through GPR55-dependent and -independent
signalling.

Ruz-Maldonado I, Pingitors A1: Liu B", Atanes F"1: Huang GC' Baker Dz: Alonso FJ? Bermudez-Silva FJ*=
Persaud SJ7.
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OUTRAS ACOES BENEFICAS DO CBD NO DIABETES

Brain Research 1715 (2019) 156-164
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Contents lists available at ScienceDirect

Brain Research

journal homepage: www.elsevier.com/locate/brainres

Brain Rescarch

Research report

Cannabidiol attenuates mechanical allodynia in streptozotocin-induced R

Check for

diabetic rats via serotonergic system activation through 5-HT1A receptors s

Carlos Henrique Alves Jesus®, Daiany Darlly Bello Redivo®, Aléxia Thamara Gasparin®,
Bruna Bittencourt Sotomaior®, Milene Cristina de Carvalho”, Karina Genaro™“¢,
Antonio Waldo Zuardi““, Jaime Eduardo Cecilio Hallak*“, José Alexandre Crippa“*,
Janaina Menezes Zanoveli®", Joice Maria da Cunha™""

? Department of Pharmacology, Biological Science Sector, Federal University of Parand, Curitiba, Parand, Brazil

b Institute of Neurosciences and Behavior (INeC) and Laboratory of Neuropsychopharmacology of Faculty of Philosophy, Sciences and Letters of University of Sdo Paulo,
Ribeirdo Preto, Sdo Paulo, Brazil

© Department of Neuroscience and Behavioral Sciences, Ribeirdo Preto Medical School, University of Sdo Paule, Brazil

4 National Institute of Science and Technology for Translational Medicine (INCT-TM-CNPq), Ribeirdo Preto, Sdo Paulo, Brazil
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Duas semanas de tratamento com CBD induziu efeito antinociceptivo
sobre a alodinia mecanica associada a dor neuropatica diabetica

Vantagens?
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OUTRAS ACOES BENEFICAS DO CBD NO DIABETES

JAm Coll Cardiol. 2010 Dec 14;56(25):2115-25. doi: 10.10168/) jacc.2010.07.033.

Cannabidiol attenuates cardiac dysfunction, oxidative stress, fibrosis,
and inflammatory and cell death signaling pathways in diabetic
cardiomyopathy.

Rajesh Mt Mukhopadhyay P, Batkai S, Patel V, Saito K, Matsumoto S, Kashiwaya Y, Horvath B, Mukhopadhyay B,
Backer L, Hasko G, Liaudet L, Wink DA, Veves & Mechoulam B, Pacher P.

Br.J Pharmacol. 2020 Feb 19. doi: 10.1111/bph_15020. [Epub ahead of print]

Cannabidiol protects against high glucose-induced oxidative stress and
cytotoxicity in cardiac voltage-gated sodium channels.

Fouda MA'2 Ghovanloo MR! Ruben PC'

Diabetes Care. 2016 Oct;39(10):1777-36. doi: 10.2337/dc16-0650. Epub 2016 Aug 29.

Efficacy and Safety of Cannabidiol and Tetrahydrocannabivarin on
Glycemic and Lipid Parameters in Patients With Type 2 Diabetes: A
Randomized, Double-Blind, Placebo-Controlled, Parallel Group Pilot
Study.

Jadoon KA', Ratcliffie SH2, Barrett DA® Thomas EL* Stott C3, Bell JD* 0'Sullivan SE® Tan GD”.




Conclusao parcial

O Canabidiol:

v’ Induz efeito do tipo antidepressivo (tratamento prolongado),

v’ Induz efeito antinociceptivo,

v'Aumenta o contetdo de serotonina no HIP e CPF e no corddo espinhal,



Conclusao parcial

O Canabidiol:

v Induz efeito do tipo antidepressivo (tratamento prolongado),

v’ Induz efeito antinociceptivo,

v’ Aumenta o contetdo de serotonina no HIP e CPF e no cord3o espinhal,

v'Reduz a perda de peso dos animais,
v'Reduz os niveis de glicemia,

v'Aumenta a insulina plasmatica.




CANABIDIOL: uma alternativa para o tratamento

da depressdo associada ao diabetes?
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1" frontiers
in Immunology

Translational investigation of the therapeutic potential
of cannabidiol (CBD): Towards a new age

José Alexandre Crippar, Antonio W. Zuardi1, Francisco Guimaraes?, Alline C. Calmpos2

1Department of Neurosciences and Behaviour, Universidade de Sao Paulo, Brazil,
ZDepartment of Pharmacology, Universidade de Sao Paulo, Brazil
-

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY Qﬁ
2019, VOL, 20, HO. 2, 58-100 s et @ Taylor & Francis
].- S “ Tastege 1 1 vwrm 1y Lo

hitpadoi.ongs 10,1080/ 5622975, 30019, 1584680

W Cepci bor Lpdaten

COMMENTARY

A role for cannabidiol in psychiatry?
Keep calm and follow the drug development rules

Gabriella Gobhbi
Neurobiological Psychiatry Unit, Depamtment of Psychiatry, McGIl University, Montreal, OC, Canada

Estudos clinicos controlados randomizados sao necessarios — dois
= | estdo sendo conduzidos, um no Brasil e outro na Alemanha (meados
de 2020 - (EUCTR, 2018; NCT, 2017).
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CANABIDIOL: uma alternativa para o tratamento

da depressdo associada ao diabetes?

Canabidiol pode sim vir a ser uma
—— excelente alternativa para o tratamento da

depressao associada ao diabetes.
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Canabidiol: A “promiscuidade” parece ser benefica.#:=. ..,

i

Plastic and Neuroprotective
Mechanisms Involved in the
Therapeutic Effects of Cannabidiol in

NEUN Psychiatric Disorders
hittpffournal frontiersin.ong article/ 103283 phar 201 7.00065/2 fufe F Searanle’, ", Sdimia R. L. Joca®,
fetmct Sonago’, Nalally 5. Fodrigues”,

Ismasl Galve-Roperfi ** and Franciseo 5. Guimardes '
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Targeting extrasynaptic GABA, receptors to prevent and revers
antinociceptive tolerance in m:
K. Genarg i e Hogs
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Registro de Presenca nas Sessdes RUTE L R

1) Do navegador do seu smartphone, tablet ou notebook, acesse:
www.rute.rnp.br/presenca

(ou solicite um computador disponivel ao técnico de videoconferéncia local)

2) Informe seu CPF, E-mail e clique em “Registrar Presenca’
(no 12 acesso, preencha nome completo, data de nascimento, perfil, area e instituicao)

3) Selecione o SIG: Farmacologia e Terapeutica

4) A SENHA DA SESSAO do SIG é: 40065
5) Informe a senha e cligue em “Registrar Presenca — Etapa 2”
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Avalie a sessao apos registrar sua presenca
O registro deve ser feito no mesmo dia (até 23h59) da sessao

Em caso de duvidas ou suporte, contate o e-mail: sig@rute.rnp.br
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