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Recomendacoes ASCO, 2024

* Nao recomendar produtos baseados em CBD ou TCH para
combate ao cancer fora de estudos clinicos

* Pacientes que recebem regimes de quimioterapia de moderado a
alto potencial emetogénico e que experenciam nauseas e
vomitos refratarios a protocolo de profilaxia otimizado, conforme
consenso, podem intensificar regime de profilaxia de CINV com
nabilona, dronabinol ou extrato THC:CBD 1:1

* Fora de ensaios clinicos, pacientes ndo devem receber doses
diarias maiores do que 300 mg de CBD ao dia

Braun IM, J Clin Oncol, 2024



Evidencia pré-Antagonista NK1
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Ensaio Clinico Randomizado CBD:THC +
Profilaxia Padrao, Alto Risco Emese

TABLE 2. Efficacy Outcomes Over the First 5 Days (hours 0 to 120) of Cycle A

THC:CBD Placebo
Outcome (n = 73), No. (%) in = 74), MNo. (%) Difference (95% CI) Relative Risk (95% CI) P
Complete response (primary outcome)® 1770 (24) 6/74 (8) 16 (4 to 28) 3.0(1te7) .01
Mo use of rescue medications 2071 (28) FiT4 (9) 19 (& to 31) 3.0 to ¥) 01
Mo significant nausea (score <2) 1470 (20) B4 (T) 13 (2 to 24) 3.0 (1 to 8) 03
Complete response and no significant nausea f70 (0) 2074 (3) f (=1 to15) 37 (1tol1h 10
Mo vomiting or retching 49/70 (70) 43,74 (58) 12 (—4 to 2T) 1.2 (1 to 1.5) 4
Mo. of vomits per day, mean 0.2 0.5 -0.3 (-0.6 -0.1) .01
Mamimum Mo. of vomits per day, mean 0.6 1.3 -0.7{-1.3, —-0.10) 02
Mausea score, mean 2.8 43 -1.5(-2.2 to -09) <. 001
Maximum nausea score, mean 3.8 hT -19{(-28tc -1.1) < 001

Abbreviations: CBD, cannabidiol, THC, tetrahydrocannabinol.
*No vomiting or retching and no use of rescue medications during the overall phase of cycle A (0-120 hours).

Grimison P, J Clin Oncol, 2024



TABLE 5. Comparative Efficacy of Antiemetics Versus Placebo in Randomized Controlled Trials

Background Rate of CR  Rate of CR Absolute Relative
Antiemetic Chemotherapy Sample Duration of (experimental (placebo Improvement in  Improvement
Antiemetic (class) Regimen Emetogenicity Setting Size Follow-Up arm), % arm), % CR, % in CR P Feferences
Cannabinoid
Dronabinal il Moderate/high  Refractory (97%) 2 0-24 h 33 0 33 (10) <001 Sallan, 1975%
Dronabinol ril Moderate Mawe 116 0-24 h 432 149 23 12 04 Frytak, 1979
Mabilane K Moderate/high  Various 228 0-24 h 35 11 24 22 <001 Wada, 1982
THC:CEBD D, Moderate Refractory 16 0-120 h 71 22 49 32 M Duran, 2010
BHT3
THC:CBD D, Moderate/high  Refractory 147 0-120 h 24 B 16 3.0 01 This paper
5HT3,
MK,
+/-0
5-HT3 antagonist Ml relevant trials identified
ME-1 inhibitor
Aprepitant 0, Moderateshigh  Mawve B4R 0-120 h B4 5 13 1.2 <001 Rapoport, 2000
EHT3
Olanzapine
Olanzapine D, High Malve 380 0-120 h 37 22 15 1.7 02 MNavari, 2016
oHT 3,
Mk
Olanzapine D, High Malve 7o 0-120 h 78 b4 14 1.2 <001  Hashimoto, 2019
aHT 3,
Mk

Abbreviations: 5-HT3, 5-hydroxytryptamine; CBD, cannabidiol; CR, complete response; D, dexamethasone; h, hours; MK-1, neurokinin-1; NS, not significant; O, olanzapine; THC, tetrahydrocannabinol.

Grimison P, J Clin Oncol, 2024



Transplante Autélogo de Medula Ossea:
Efeitos Adversos
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Transplante Autélogo de Medula Ossea:
Efeitos Adversos, Nauseas
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Transplante Autélogo de Medula Ossea:

Efeitos Adversos, Mucosite

Incidence of Oral Mucositis (%5)
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2h (N=48) 7h(N=46) 95% CI* p Value
Mean actual duration of cryotherapy (hours+ 2.1+0.2 6.8+0.9 NA NA
SD)
Oral mucositis (WHO)
Grade 0 22 (46) 31 (67) —0.411 to —0.009 0.07
Grade 1 12 (25) 7(15) —0.0621 10 0.262 0.34
Grade 2 13 (27) 6 (13) —0.0222 t0o 0.302  0.15
Grade 3 1 (2) 0(0) —0.0207 to 0.0607 0.95
Grade 4 0 2(4) —0.0960 to 0.0160 0.51
WHO grades 3 and 4 1 (2) 2(4) —0.093 to 0.049 0.98

Johansson JE, BMT, 2019



Evidéencia em TMO Alogénico
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Um estudo para uso de CBD em TCTH...



Um estudo para uso de CBD em TCTH...

* Seguranca inicial

* Interacao medicamentosa com CYP3A4

* Transplante Autologo para MM

* Avaliar eficacia inicial para eventual estudo clinico de fase 3



Calculo do Tamanho Amostral

* ‘Regra do 3+3’
* Toxicidade € proporcional a dose administrada

* Progressao de dose no trial definida pela frequéncia de toxicidade
limitante/inaceitavel
* 0/3 = progressao de dose
 1/3 = mantida dose, realizada nova coorte
 2/3 0u 2/6 =recomenda-se dose da fase anterior
* 1/6 = progressao de dose

Le Tourneau C, JNCI, 2009



Coorte A - Inicial com 25 mg

Coorte B
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Coorte B - Inicial com 50 mg

Coorte C
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Coorte C - Inicial com 75 mg

Coorte D
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Coorte D - Inicialcom 100 mg
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Definicao das DLT’s

e Toxicidade hepatica grau 3-4
o Conforme definido pelo Common Terminology Criteria for Adverse Events v. 5.0.
e “High”
¢ Alucinagdo/Delirio
e Psicose/Paranoia
o Presenga de pensamentos que perderam toque com a realizada
e Episodio depressivo maior / ideacao suicida

o Presenca de humor deprimido ou perda de interesse/prazer em atividades que
ocorrem na maior parte do dia na maioria dos dias. Acompanha-se de 3-4 dos
sintomas a seguir:

e Episdédio de Mania / Hipomania
o Disturbio de humor caracterizado por sintomas marcados por 4 dias consecutivos,
durante a maior parte do dia, com 3-4 dos seguintes sintomas

e Hiperemese relacionada a canabidiol
Le Tourneau C, JNCI, 2009
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