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Perfil do paciente

Aquisicao judicial CBD

Perfil do médico

| AGENDA ,

Minha experiéncia

Melhorar, esclarecer, renovar

Conclusoes finais




PERFIL DO PACIENTE

Agendamento da consulta

Redes sociais

Marca do CBD

Riscos e beneficios

Condicoes financeiras para manutencao do tratamento

CBD via judicial
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MEDICO

PRESCRITOR

Consultorios e clinicas privadas

Médicos do SUS

Relatorios para aquisicao ANVISA

Relatorios para aquisicao via processos
judiciais

Duvidas: apresentacoes,dosagens, efeitos
colaterais e interacdes medicamentosas



Preconceito e resisténcia

Desconhecimento da diferenca entre Cannabis
Sativa, maconha medicinal e formulacoes
industrializadas

I\/l E D | CO NAO Falta de estudos cientificos

PRESCRITOR

Burocracia na prescricao

CFM: Epilepsia refrataria da infancia




Estudos cientificos

Encefalopatias epilépticas: melhora crises, comportamento
autistico, motricidade e qualidade de vida

I\/l | N HA Formulagdes: solucao oral

EXPERIENCIA

Solicitacao: dose solicitada para ANVISA e dose utilizada

Aconteceu:
-2016: 5 seringas 10 gramas por 45 mil reais

-Venda da casa para comprar CBD
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Trial of Cannabidiol for Drug-Resistant Seizures
in the Dravet Syndrome

Orrin Devinsky, M.D., J. Helen Cross, Ph.D., F.R.C.P.C.H., Linda Laux, M.D., Eric Marsh, M.D., lan Miller, M.D.,
Rima Nabbout, M.D., Ingrid E. Scheffer, M.B., B.S., Ph.D., Elizabeth A. Thiele, M.D., Ph.D.,
and Stephen Wright, M.D., for the Cannabidiol in Dravet Syndrome Study Group*

Table 2. Primary Efficacy End Point of Percentage Change in Convulsive-Seizure Frequency in Each Trial Group.*

Adjusted Median
Variable Cannabidiol Placebo Difference (95% CI) P Valuej

percentage points

No. of convulsive seizures per mo
— median (range)

Baseline 12.4 (3.9t0 1717) 149 (3.7 to 718)
Treatment period 5.9 (0.0 to 2159) 14.1 (0.9 to 709)
Percentage change in seizure fre- -38.9 (-100to 337) -13.3 (-91.5t0230) -22.8 (-41.1to-5.4) 0.01

quency — median (range)




CANNABIDIOL (CBD) SIGNIFICANTLY REDUCES DROP SEIZURE FREQUENCY IN LENNOX-
GASTAUT SYNDROME (LGS): RESULTS OF A MULTI-CENTER, RANDOMIZED, DOUBLE-BLIND,

PLACEBO-CONTROLLED TRIAL
. Anup D. Patel, Orrin Devinsky, J. Helen Cross, Vicente Villanueva, Elaine Wirrell, Kevan VanLandingham, Claire Roberts,
Daniel Checketts, Sameer Zuberi. 2017 American Academy of Neurology Annual Meeting in Boston

Screened Drop seizure responder rates (ITT)
(n=293)

,’:?;r”" . Treatment Period 70 - Maintenance Period
ilures 70 5
(n=063)
Randomized 80 4 e 05 a0 1
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Complete Compi=test Completed = Significantly greater proportion of CBD vs placebo patients achieved 225%, 250%, and
[n=86T) (n=71) in=74) =75% reductions in drop seizure frequency.
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http://www.neurologyadvisor.com/aan-2017-coverage/section/7505/

Check for
updates

Cannabidiol attenuates seizures and social deficits in a
mouse model of Dravet syndrome

Joshua S. Kaplan®, Nephi Stella®®", William A. Catterall®'?, and Ruth E. Westenbroek®'

M(?dicinal cannabis use is IbOf)ming despite- Ii.mited. preclinical Crises epilépticas: v
evidence and mechanistic insight. Recent clinical trials of can- R . _
nabidiol (CBD) in Dravet syndrome (DS) support its clinical ef- freq uencia , dura(;ao,

ficacy for reduction of seizure frequency and invite study of its . .
benefits for additional DS symptoms. We demonstrate here ]ntenS]dade° ReSpOSta com
that treatment with CBD is beneficial for seizure frequency, doses a[tas CBD

duration, and severity and for autistic-like social deficits in a

mouse model of DS. CBD rescue of DS symptoms is associated COmportamentO autistico:

with increased inhibitory neurotransmission, potentially me- K ~

diated by antagonism of the lipid-activated G protein-coupled ASOC]al'lza(;aO, tempO
receptor GPR55. These studies lend critical support for treat- troca dO Olhar, Repostas
ment of seizures in DS with CBD, extend the scope of CBD .

treatment to autistic-like behaviors, and provide initial mech- com ba'lan dOSGS CBD

anistic insights into CBD’s therapeutic actions.




CALCULO DOSE NAS SERINGAS CBD

0,1 ml=1 cm da “tripinha” que sai da seringa

Ex: P=20Kg

Dose = 3 mg/kg/ dia= =2
60 mg/ dia= =
30 mg 2 x/ dia. =)
Seringa 24%= 24x10= 240 mg/ml =7
=
=
240 mg =9
="

- 30 mg

—0,125ml

- 1,25 cm
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INTERACAO CBD X FARMACOS
ANTIEPILEPTICOS

. SEOD e A 9-THC: metabolizacdao hepatica— inibicdo do CPY- 16% 11%  CYP2C19
8%

* |nibicao CPY2C19: responsavel pelo clearence da N-
desmetilclobazam ESOOX), que g o metabdlito ativo de longa CYPEDG CY;/ZH
acdo do clobazam (60%) 19% '

e CBD: Inibicdo enzimatica CYP3A4 e CPY2C19

 Stiripentol: bloqueia totalmente CYP2C19 3%

* TPM:metabolizado CYP 2C19 e CYP2AC CY;EAG
* FAE indutores hepaticos: carbamazepina, topiramato, CYP3A4/5 ’
fenitoina 36%

* FAE inibidores: valproatos

* Considerar: monitorizagdo dos FAE indutores e inibidores
hepaticos e do clobazam

Neuropsychiatric and general interactions of natual and synthetic cannabinoids
with drugs of abuse and medicines. Arellano, et. al.

CYP2B6



— | =
FULL-LENGTH ORIGINAL RESEARCH | —|= |

Interactions between cannabidiol and commonly used
antiepileptic drugs

*Tyler E. Gaston (), *fE. Martina Bebin, {Gary R. Cutter, }Yuliang Liu, and *Jerzy P. Szaflarski for
the UAB CBD Program

Epilepsia, **(*):1-7,2017
doi: 10.1111/epi.13852

Table 3. Quantification of AED level changes

Normal AED level

AED level N Mean baseline level Mean first “on CBD” level Mean second “on CBD” level range (trough)
Clobazam® 27 264.7 + 136.3 331.1 £ 143.2 310.9 £+ 104.2 (dose unchanged) 30-300 ng/ml
(dose unchanged)
430.3 = 327.6 285.0 = 176.0 (dose decreased)
(dose decreased)
N-desmethylclobazam® 26 2,207.5 &+ 1,854.0 3,727.7 + 1,549.3 3,696.8 + 1,027.1 (dose unchanged) 300-3,000 ng/ml
(dose unchanged)
6,226.8 + 4,006.9 4,843.8 + 2,982.6 (dose decreased)
(dose decreased)
Eslicarbazepine®” 4 144 + 7.4 168 £ 7.9 17.8 £ 9.1 2-28 pg/ml
Topiramate 20 10.3 + 5.9 108 + 7.0 1.3 + 83 4.5-20 pg/ml
Zonisamide 14 172 £ 12.2 193 £ 13.0 7.2 £ 9.3 (dose unchanged) 1040 pg/mi
42.0 (dose decreased in | adult)
Rufinamide 14 248 + 12.8 256 £ 13.6 27.0 £ 14.7 (dose unchanged) 5-55 pg/ml

12.2 (dose decreased in one child)

AED levels that were identified to have statistically significant changes in the presence of CBD were further analyzed to determine the degree in change of AED
level over time from pre-CBD baseline to the first two blood levels after the initiation of CBD. Due to the naturalistic study design, CBD dose was not accounted
for in this analysis. AEDs marked with an asterisk (clobazam p = 0.030, desmethylclobazam p < 0.001, and eslicarbazepine p = 0.008, marked with?) showed a sta-
tistically significant increase in mean level with the presence of CBD between the baseline and presented in the table time point. Discrepancies in number of partici-
pants between Table 2 and here are due to lack of baseline N-desmethylclobazam in one participant, and lack of follow-up rufinamide levels in two participants due
to quick withdrawal from the study.
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COMO

MELHORAR

Treinamento para médicos

Plataformas exclusivas para
classe médica: indicacao,
dosagem, EC, interacdes

medicamentosas,
formulacdes

Criacao de Diretrizes pelo
CFM e Ministério da Saude

Incorporacao do CBD pelo
SUS

Novas regras visando
desburocratizacao




BULA DO CANABIDIOL

Dose para crianga: Iniciar com2,5 mg/kg/dia, ajuste semanal 2,5 mg/kg até maximo 20 mg/kg/ dia, em 2 tomadas
Dose adulto: 75-400 mg/ dia em 2 tomadas

Exames laboratoriais de controle: hemograma, perfil hepatico, dosagem sérica antiepilépticos.

Realizar logo antes do inicio do CBD e a cada 4 semanas até atingir dose ideal e controles trimestrais ou semestrais

Interagao medicamentosa: o CBD é bloqueador do CYP 450, portanto aumenta o nivel sérico e meia- vida dos farmacos que necessitam desta via para seu
metabolismo. Exemplo: clobazam, valproatos, varfarina, opidides.

Farmacos indutores hepaticos CYP 450: diminuem a meia vida do CBD. Exemplo: carbamazepina, fenitoina

Efeitos colaterais:
- comuns 80% pacientes): sonoléncia, anorexia, diarreia e fadiga
- graves CBD: morte subita, hepatotoxicidade, hiperamonemia, trombocitopenia e estado de mal epiléptico (observado em 8%)

Efeito intoxicagdao aguda THC: Hiperemia ocular, ataxia, distuirbio de humor, alteracao da percepcao e declinio cognitivo



ESCLARECER

E RENOVAR

-

CS planta medicinal: fitoterapico ou produto?

-

Prescritor: CFM e Anvisa

-

Patologia x Produto x Dose

-~

Tipo receituario

-

Anvisa e seguranca dos produtos

-

Criancgas e adolescentes—> SNC em desenvolvimento = “free” THC

Formulagdes “free” THC, % CBD:% THC : idade e patologia




REDUZIR
CUSTOS

01

Importacao e

nacionalizacao do
principio ativo

02

Incorporacao
CBD no SUS:
algumas
patologias




CONCLUINDO

CS e derivados: dose, interacoes
medicamentosas e efeitos adversos

Plataformas atualizadas de acesso
médico

Diretrizes para prescricao

CFM e ANVISA: unificar o prescritor

ANVISA regular importacao e
comercializacao CS
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Pacientes e familiares

CREMESP
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