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CANNABIS ES UN COMPUESTO ANTIQUISIMO
PARA EL TRATAMIENTO DE ENFERMEDADES

CANNABIS SATIVAYY CANNABIS INDICA SE HAN
UTILIZADO PARA TRATAR EPILEPSIAS DESDE LA
ANTIGUEDAD POR MAS DE 500 ANOS

CANNABIS CONTIENE MAS DE 500 FITOCANABINOIDES Y
TERPENOS QUE ACTUAN EN EL ORGANISMO A TRAVES
DE DIFERENTES MECANISMOS

CBD DEMOSTRO PROPIEDADES ANTICONVULSIVANTES
CON NUEVOS MECANISMOS DE ACCION Y EFECTIVIDAD
FAVORABLE

THC ES 10 VECES MAS PSICOACTIVO QUE CBD




USOS EN LAANTIGUEDAD....

CHINA 2700 A.C. PREPARADOS MEDICINALES DE
C. SATIVA PARA TRASTORNOS MENSTRUALES
GOTA
DOLOR REUMATICO
MALARIA-CONSTIPACION
EDAD MEDIA, MEDICOS ISLAMICOS LA UTILIZAN PARA
NAUSEAS, VOMITOS, EPILEPSIAS, DOLOR 'Y FIEBRE
SIGLO XVIII EN OCCIDENTE SE DA USO COMO
ANALGESICO
MAS RECIENTEMENTE: DOLOR, NAUSEAS, VOMITOS,
INSOMNIO, ANSIEDAD, EPILEPSIA, DOLOR CRONICO
NEUROPATICO, VOMITOS INDUCIDO POR
QUIMIOTERAPIA, DOLOR EN PACIENTES CON
ESCLEROSIS MULTIPLE




C. SATIVA

SATIVA

Energizing & Uplifting
Sllrrtillales creativity and thoughts

g ) ‘Promotes sense of well-being
'1\ 3 chm headaches and migraines
A é" . Reduces nausea

)

F}ﬁr.é- !itimuiates the appetite

r_,_ %Rﬁlfﬂﬁs depression

C. INDICA

INDICA

Relaxing & Laid back
Relieves pain and aehes
Reduces anxiety &
Aids sleep

Reduces infla

Helps reheue Sp
Stimulates the ap| pelite




CANNABIS SATIVA TIENE UNA RELACION
, CON PROPIEDADES PSICOTROPICAS ALTAS

CANNABIS INDICA MUESTRA PROPIEDADES SEDATIVAS
CON UNA RALACION

LOS CANNABINOIDES ACTIVAN EL SISTEMA
ENDOCANNABINOIDE QUE TIENE INFLUENCIA SINAPTICA
Y MODULACION EN RELACION ALAPETITO, ANSIEDAD,
APRENDIZAJE, CRECIMIENTO Y DESARROLLDO.

SUST. LIPOSOLUBLES QUE ATRAVIEZAN LABHE Y SE
ELIMINAN POR MEDIO DE HIDROLISIS A TRAVES DE
METABOLISMO HEPATICO




CANNABINOIDES

_ EPIDIOLEX

SATIVA INDICA RUDERALIS

FARMACEUTICO

NATURAL ENDOGENO SINTETICO O NATURAL

| | ¢

SATIVEX (CBD+THC)
INDICA, SATIVA, RUDERALIS EPIDIOLEX (CBD)
EXTRACTOS ANANDAMINA DRONABINOL (THC)
2 ARAQ GLICEROL AC. DE CHARLOTTE,
ETER 2 A GLICERIL TILRAY,HEM MEDS
l (CBD +95%)

RECEPTORES CB1 (SNC), CB2 (S.H-I) /

TRPV1, GABA, GLUT, GPR55,5HT1A

ENDCANNABINOIDES MODULAN EXCITABILIDAD NEURONAL Y MANTIENEN EQUILIBRIO
HOMEOSTATICO (REGULA DOLOR, UMBRAL CONVULSIVO. APETITO, ANIMO,
INMUNOMODULACION, CRECIMIENTO CELULAR etc.)




MECANISMO DE ACCION DE CANNABINOIDES

AGONISTA PARCIAL RECEPTORES CB1 (SNC) Y CB2 (SIST INMUNOL)
(ANTINFLAMATORIO, ANTIHEMETICO, ANALGESICO, RELAJANTE MUSCULAR,
PSICOESTIMULANTE)

VARIADOS Y COMPLEJOS MECANISMOS DE ACCION
AGONISTA PARCIAL DE RECEPTORES ENDOCANNABINOIDES
BAJA AFINIDAD RECEPTORES CB1 /CB2. ACCION ANTIEPILEPTICA POR OTROS
MECANISMOQS:
RECEPTOR TRPV1
CANALES DE Na, K, Ca (ABRE CANALES DE K'Y BLOQUEA LOS DE Ca)
RECEPTORES GLUTAMATERGICOS
RECEPTORES GABA
RECEPTORES SEROTONINERGICOS
RECEPTOR GPR55 (RECEPTORES ACOPLADOS DE ACTIVACION DE LA
PROLIFERACION CELULAR)




C. INDICA PRODUCE LA MAYOR CANTIDAD DE CANNABIDIOL (CBD),
COMPUESTO LIPOFILICO, AISLADO POR PRIMERA VEZ EN 1940 Y
DESCRIPTA SU ESTRUCTURA EN 1963.

ALTAS CONCENTRACIONES PLASMATICAS ADMINISTRADO POR VIA
INHALATORIA POR VAPOR

MALA ABSORCION ORAL Y SUBLINGUAL, POBRE BIODISPONIBILIDAD

ORAL, ALTO LIGAMENTO A PROTEINAS TRANSPORTADORAS,
LIPOSOLUBLE CON ACUMULACION EN TEJIDO ADIPOSO Y RAPIDA
DISTRIBUCION EN CEREBRO Y GRASA

METABOLISMO HEPATICO POR HIDROLISIS, SISTEMA P450,
ELIMINACION MAYORITARIA POR HECES

VIDA MEDIA 18 A 32 HS, CON BUENA TOLERANCIA DILUIDO EN
ACEITES, CAPSULAS O SUSPENSION




CBD MUESTRA ESCASA INTERACCION CON SISTEMAS DE
RECEPTORES CANNABINOIDES (CB1/CB2)

ES UNA DROGA MULTI-TARGET, ACTUANDO SOBRE MULTIPLES
SISTEMAS DE SENALIZACION

HA DEMOSTRADO EFECTIVIDAD EN MODELOS ANIMALES DE CRISIS
AGUDAS CON RATAS Y PERROS, CON MENOR EVIDENCIA EN MODELOS
DE EPILEPSIAS CRONICAS

ACTUARIA INHIBIENDO EL GABA EN MODELOS ANIMALES Y
DISMINUYENDO LA AMPLITUD DE DESCARGAS POST CRISIS EN RATAS
CON CRISIS LIMBICAS Y REGULARIA CANALES DE CALCIO Y POTASIO

CBDV (CANNAVIDIVARIN), LA VARIANTE PROPILICA DEL CBD, TAMBIEN
TIENE EFECTOS ANTICONVULSIVANTES

ElE
e




25 A 30% DE LAS EPILEPSIAS SON REFRACTARIAS A DAEs

MAS DE 20 MILLONES EN EL MUNDO

REPERCUSION DESVASTADORA EN EL NEURODESARROLLO
FRACASO Y EFECTOS ADVERSOS DE LA POLITERAPIAY
TRATAMIENTOS NO FARMACOLOGICOS JUSTIFICAN NUEVAS
ALTERNATIVAS

USO CONTROVERTIDO A NIVEL MUNDIAL, CON FAMILIAS Y ADULTOS

DESESPERADOS CON EPILEPSIAS REFRACTARIAS LLEVARON A
AVANZAR EN LAS INVESTIGACIONES CLINICAS

SE REQUIEREN ESTUDIOS RANDOMIZADOS, DOBLE CIEGO, CBD-
PLACEBO PARA OBTENER MEJORES RESULTADOS




CHARLOTTE FIGI (10 ANOS)
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cepa rica en CBD, llamada jocosamente "The
Hippie's Disappointment” (la decepcion del
hippy), por su falta de efectos psicoactivos.
Las cepas de cannabis indica con un alto nivel
de CBD disponibles son la utilizadas para la
preparacion del “Aceite de Charlotte”.

Cannabidiol (CBD)




EVIDENCIA PRECLINICA

-ANTICONVULSIVANTE EN EL 80% D ELOS ESTUDIOS
-SIN EFECTO EN EL 20% DE LOS ESTUIOS

THC ABAJAS DOSIS ANTICONVULSIVANTE Y A
MAYORES DOSIS PROCONVULSIVANTE

CBD ANTICONVULSIVO EN LAS DOSIS UTILIZADAS
2 a 25 mg/kg/dia




PLACEBO vs ESPECTATIVAS
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Patients who reported beneficial

Family resident Family moved
in Colorato (n = 46) to Colorado (n = 65)

JOURNAL OF EPILEPSY RESEARCH, 2017
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Cannabidiol in patientswith treatment-resistant epilepsy:
an open-label interventional trial

O Drevinsky”, EricMarsh®, Denie! Hiedman”, Bizobeth Thicle Lindal e | oseph Sullive,. fon Miler, Robert Hemni Angus Witfong,
Fronds Fiboux, Maotthow Wong, Nicols TRton, Fatricia Baene, it h Blivsein, Julie Hediung Rebecca Eamens, Jane Macleen, SrishtiN ergan,
Mo Shafsenghal Laray A Wilson, Anup Fald Mana Soberta Lo

Sy

Background Almost a third of patienis with epilepsy have a reatment-resistant faorm. which s asseciated with severs
morbidity and ncreassd monality. Cannabis-based treatmentsz for epilepsy have gemerated muc interest, bue
scientific data are scarce. We zimmed o establish wbether addition of cannabidisd to existing anti-epilepc reginens
would be zafe, tolerated, and eficadious in children and voung adults with reatment-resistant epilepay.

Mathiods Im this open-label tmal, patents (iged 1-30 yvears} with severe. intractable. childhood-onset. treatmens
resistant epilepsy, who were |E-1:|=_w].'ng stable doses of antepileptic 'i“'F before study entry, were ennelled in an
expanded-access programmme at 11 epilepsy centres across the 1754 Patients were given oral cannabidiol atr 2-3 mgi kg
per day, up-tirated unol miolerance or to 3 macimmm dose of 25 mgfkyg or 50 mg'kg per day [dependent on stody
=ite). The priman objedive was to estzhblish the safetr and olembility of cannabidiol and the primasy efficacy endpoint
was median percentage changs in the mean monthly frequency af motor seizmes at 12 weeks. The efficacy analysis
was by modified intenton to eat. Comparsons of the percentage change in frequency of modor seizures were donez
with a Mann-Whitney L' test.

Resolis Bepween Jaw 15, 2004, gand Jaax 15, 2015, 2014 pateonts were gacslled. 362 [76%) patizors wilee e an leazt
12 weeks of follws-up after the first do=se of cannabidiol were inclnded in the safery and tolerability analysis. and

137 [64%) patierts were included in the efficacy analysis. In the Eal'elf group. 33 20%) patents had Davel syndrome
and 31 {19%:) patents tad Lemnnos-Gastaut srndrome. The remaining padents had intractable epilepsies of different
can=es and tvpe. Adverse evenis were reported in 128 [79%) of the 162 patienis within the safety group. Adverse evenis
reporied in more than 1% of patients were somnslence (n=41 [£32]}, decreased appette jn=31 |1¥#e]). diarrhoes
1:::31 [19%a]), fatigue (n=21 [13%]). and convulsion {o=13 [1 196]} Five [33) patiens discontinued treatment beause of
an adverse svent Serins sdverse eeents were reported in 48 30 patiencs. inchiding ane desth—a sadden
unexpecied death in epllepsy regarded as unr=lated o study drug. 20 (1236} patients had severe adverse evenits sossibly
reated o cannebidiol use, the most common of which was siztus epleptions (n=2 [6%]). The median monthly
freqpuency of motor seixures was 30-0 (ICR 11 -0—95-0) at baseline and 15-8 [5.6-57 €} over the 12 week treatment
periodd. The median reduction in monthly motor seieures was 36- 5% (1QR 0—64- 7).

Interpretaticn Our findings suggest that cannabidial might reduce seizure frequency and moght have an adequate
safety profile in children and young adults with highly treamment-resistant epilepsy. Randomissd controlled trials are
warranted to cheracterizse the smfery profile and true efficacy of this compownd.

Mending W Pharmaceaticals, Cpiepsy Thempy Mroject of the Epdepay Foundaton, MNioding A Cure for Cpilepey and
Serures.



PARTICIPAN 11 CENTROS INDEPENDIENTES EN EEUU
EDAD DE 1 A 30 ANOS

DOSIS DE INICIO: 2-5 mg/kg/dia en 2 dosis
Incremento de 2-5 mg/kg una vez por semana hasta 25 mg/kg
(en algunos centros autorizados se llego a 50 mg/kg/dia)

Safety analysass
growp (N=162)

33 (2O03%)
1L (19%)
27 (A7)
14 (9)
A3 (89%)
8 (59%)
& (49c)
S (4°%)
S (39a)
5 (39e)

3 (2%)

3 (29%)
2 {126)
2 (19s)
2 {1%)
A (=<19%)
A {(<1%9)

Data ase mn (%)

Tabile 2: Epilepsy syndrosmes and vnderiying causses




DOSIS PROMEDIO DE CBD A LA
SEMANA 12 DE TTO: 22,7 mg/kg/dia

FRECUENCIA MEDIA MENSUAL DE
CRISIS MOTORAS PREVIAS A CBD:
30.0 (IQR 11-96)

FRECUENCIA MEDIA MENSUAL DE
CRISIS MOTORAS A LAS 12 SEMANAS
CON CBD: 15.8 (IQR 5.6-57)

g




SINDROME DE DRAVET:
LIBRE DE CRISIS MOTORAS A LAS 12 SEMANAS

(IQR 64.6-20-6) MEDIA DE REDUCCION DE TODAS LAS CRISIS
MENSUALES

LIBRES DE CRISIS A LAS 16 SEMANAS
MAYOR RESPUESTA EN CRISIS NO MOTORAS Y TONICO CLONICAS

SINDROME DE LENNOX GASTAUT:

(IQR 55.1-16.4) MEDIA DE REDUCCION DE TODAS LAS CRISIS
MENSUALES

MAYOR RESPUESTA EN CRISIS ATONICAS Y TONICAS

LIBRE DE CRISIS A LAS 16 SEMANAS Y LIBRES DE CRISIS ATONICAS

SIN DIFERENCIA SIGNIFICATIVA EN LA REDUCCION DE CRISIS FOCALES
MOTORAS ENTRE SD Y LG




DISCUSION

ACEPTABLE RANGO DE SEGURIDAD Y TOLERANCIA DE CBD COMO
DROGA ADD-ON

FAVORABLE PERFIL DE EVENTOS ADVERSOS LEVES A
MODERADOS

3% SUSPENDIERON TTO A PESAR DEL 12% DE EVENTOS
ADVERSOS SERIOS (EFECTO MEDIATICO SOCIAL)
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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._,
Rirma 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 Cannabidicl in Dravet Syndrome Study Group™

ABSTR ACT

BACKGROUMD
The Dravet syndrome is a complex childhood epilepsy disorder that is associated with
drug-resistant seizures and a high mortality rate. We studied cannabidiol for the treat
ment of drug-resistant seizures in the Dravet syndrome.

METHODS
In this double-blind, placebo-controlled trial, we randomly assigned 120 children and
young adults with the Dravet syndrome and drug-resistant seizures to receive either
cannabidiol oral selution at a dose of 20 mg per kilogram of bodyv weight per dav or
placebo, in addition to standard antiepileptic treatment. The primary end point was the
change in convulsive-seizure frequency over a I4-week treatment period, as compared
with a 4-week baseline period.

RESULTS
The median frequency of convulsive seizures per month decreased from 12.4 to 5.9 with
cannabidiol, as compared with a decrease from 14.9 to 14.1 with placebo (adusted
median difference betbween the cannabidiol group and the placebo group in change in
seizure frequency, —22_8 percentage points; 95% confidence interval CI], —41.1 to —5.4;
P=0.01). The percentage of patients who had at least a 50% reduction in convulsive-
seizure frequency was 43% with cannabidiol and 27% with placebo (odds ratio, 2.00;
95%c CI, 0,93 to 4.30; P=0.08). The patient’s overall condition improved by at least one
category on the seven-category Caregiver Global Impression of Change scale in 62% of
the cannabidiol group as compared with 349 of the placebo group (P=0.02). The fre-
quency of total seizures of all types was significantly reduced with cannabidiol
(P=0.03), but there was no significant reduction in monconvulsive seizures. The per-
centage of patients who became seizure-free was 5% with cannabidiol and 0% with
placebo (P=0.08). Adverse events that occurred more frequently in the cannabidiol
group than in the placebo group included diarrhea, vomiting, fatigue, pyrexia, somno-
lence, and abnormal results on liver-function tests. There were more withdrawals from
thie trial in the cannabidiol group.

CONCLUSIONS

Among patients with the Dravet syndrome, cannabidiol resulted inm a greater reduction in
convulsive-seizure frequency than placebo and was associated with higher rates of adverse
events. (Funded by GW Pharmaceuticals; ClinicalTrials gov number, NCTO2091375.)

From the Mew York University Langone
Comprehensive Epilepsy Center, Mew York
{O.D); the University College London
Great Ormond Street Institute of Child
Health (J.H.C.} and GW Pharmaceuticals
{SW.) — both in London; Lurie Children's
Epilepsy Center, Ann and Robert H. Lurie
Children's Hospital of Chicago, Chicagoe
{L.L.); the Children's Hospital of Philadel-
phia, Philadelphia (E.M.}; Miami Children's
Hospital, Miami ([.M.); Hapital Mecker—
Enfants Malades, Paris (R.M.); Florey Insti-
tute, Austin Health and Royal Children's
Hospital, University of Melbourne, Mel-
bowrme, VIC, Australia (I.LE.S.); and Massa-
chusetts General Hospital, Boston {(E_AT).
Address reprint requests to Dr. Devinsky
at the Department of Neurology, MNYU
Langone School of Medicine, 223 E. 34th
St., Mew York, MY 10016, or at od4@nyu
cedu.

=& complete list of investigators in the
Cannabidiol in Dravet Syndrome Study
Group is provided in the Supplementary
Appendix, available at NEjJM.org.

Dirs. Devinsky and Cross comributed equal-
vy to this article.

M Engl ] Med 2017 376:2011-20.
DvO iz 101056/ NEjJMoalsllsels
Copyrigie £ 200 7 Massochusetrs Medical Sooety.



PRIMER ESTUDIO DOBLE CIEGO CONTROLADO ACERCA DE LA
EFICACIA DE CBD EN SINDROME DE DRAVET

TOTAL DE PACIENTES 120 CON UNA EDAD MEDIA DE 9,8 ANOS
(RANGO2,3 a 18,4 ANOS)
61 PACIENTES CON CBD Y 59 PACIENTES CON PLACEBO

REDUCCION EN EL NUMERO DE CRISIS POR MES EN GRUPO CON
CBD FUE DE 12,4 a 5,9 CRISIS

REDUCCION EN EL NUMERO DE CRISIS POR MES EN GRUPO
PLACEBO FUE DE 14,9 a 14,1 CRISIS

MEJORIA SIGNIFICATIVA EN ELA ESCALA DE IMPRESION CLINICA DE
LOS CUIDADORES (p=0,02)

EFECTOS ADVERSOS COMUNES: DIARREA, VOMITOS, FATIGA,
PIREXIA, SOMNOLENCIAY HEPATOGRAMA ALTERADO




CONCLUSIONES

BUENA RESPUESTA DEL SINDROME DE DRAVET A CBD

MEJOR RESPUESTA DE CRISIS ATONICAS Y CRISIS EPILEPTICAS
GENERALIZADAS

ESCASA MEJORIA DE CRISIS EPILEPTICAS NO CONVULSIVAS

MEJORIA GLOBAL CLINICA DEL PACIENTE

EFECTOS ADVERSOS HABITUALES
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Effect of Cannabidiol on Drop Seizures
in the Lennox—Gastaut Syndrome

Orrin Devinsky, M.D., Anup D. Patel, M.D.. ). Helen Cross, M.B., Ch.B., Ph.D.,
VWicente Villanueva, M.D., Ph.D., Elaine C. Wirrell, M.D., Michael Privitera, M.,
Sam M. Greenwood, Ph.D., Claire Roberts, Ph.D., Daniel Checketts, M .Sc.,
Kevan E. VanLandingham, M.D., Ph.D., and Sameer M. Zuberi. M.B., Ch.B., M.D.,
for the GWPCARE3 Study Group™

ABSTER ACT

BACKGROUND

Cannabidiol has been used for treatmentresistant seizures in patients with severe
early-onset epilepsy. We investigated the efficacy and safety of cannabidiol added to
a regimen of conventional antiepileptic medication to treat drop seizures in patients
with the Lennox—Gastant syndrome, a severe developmental epileptic encephalopathy.

METHODS
In this double-blind, placebo-controlled trial conducted at 30 clinical centers, we ran-
domly assigned patients with the Lennox—Gastant syndrome (age range, 2 to 55 years)
who had had owo or more drop seizures per week during a 28-day baseline period to
receive cannabidiol oral sohation ar a dose of either 20 mg per kilogram of body weight
(20-mg cannabidiol group) or 10 mg per kilogram (10-mg cannabidiol group) or
matching placebo, administered in two egually divided doses daily for 14 weeks. The
primary outcome was the percentage change from baseline in the frequency of drop
seizures {(average per 28 days) during the treatment period.

RESULTS
A total of 225 patients were enrolled; 76 patients were assigned to the 20-mg cannabi-
diol group, 73 to the 10-mg cannabidiol group, and 76 to the placebo group. During
the 28-day baseline period, the median mmimber of drop seizures was 85 in all trial
groups combined. The median percent reduction from baseline in drop-seizure fre-
qguency during the treatment period was 41.9%9 in the 20-mg cannabidiol group, 37.2%
in the 10-mg cannabidiol group, and 17.2% in the placebo group (P=0.005 for the 20-mg
cannabidiol group vs. placebo group, and P=0.002 for the 10-mg cannabidiol group vs.
placebo group). The most common adverse events among the patients in the cannabi-
diol groups were somnolence, decreased appetite, and diarrhea; these events occurred
more frequently in the higher-dose group. Six patients in the 20-mg cannabidiol group
and 1 patient in the 10-mg cannabidiol group discontinued the trial medication because
of adwverse events and were withdrawn from the trial. Fourteen patients who received
cannabidiol (99%) had elevated liver aminotransferase concentrations.

COMNCLUSIONS
Among children and adults with the Lennox—Gastaut syndrome, the addition of cann
bidiol at a dose of 10 mg or 20 mg per kilogram per day to a conventional antiepilept

regimen resulred in greater reductions in the frequency of drop seizures than placeb E
Adverse events with cannabidiol inclirded elevated liver aminotransferase concentration V
(Funded by GW Pharmacenticals; GWPCARES ClinicalTrials.gov number, NCTO222456(



RCTs in Lennox-Gastaut
Syndrome

Studv 1 - 171 pts, ages 2-55

A

Study 2 - 225 pts, ages 2-55, placebo vs 10 mg/kg/d vs

20mg/kg/d

, placebo vs 20 mg/kg/d

Mediuan % reduction in drop Median % reduction in drop sei1zures

sCLTunres

placebo CBD

(85) (86)

placebo CBD 20mg/kg/d 10mg/kg/d

[heile et al, Lancet 2018; Devinsky et al, NEIM 2018
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Estimated median difference,
21.6 percerntage points
{95% Cl, 6.7-34.8)
P=0.005
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(95% Cl, 7.7-31.2)
P=0.002
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Estimated median difference,
18.8 percentage points
{9536 CI, 4.4-31.8)
P=0.009

Estimated median difference,
19.5 percentage points
(95% Cl, 7.5-30.4)
P=0.002

B 20-mg Cannabidiol

Estimated median difference
22.4 percentage points
(9536 Ci, 2.2-40.1)

Estimated median difference,
8.3 percentage points
{95% C1, 10.5-43.8)
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Total Seizures
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Nondrop Seizures

Figure 2. Median Percent Reductions in Monthly Seizure Frequency during the Treatment Period.

The estimated median differences are for the comparisons between each cannabidiol group and the placebo group
and were calculated with the use of the Hodges—Lehmann approach. The P values were calculated with the use of 3
Wilcoxon rank-sum test. Drop seizures are defined as epileptic seizures {atonic, tonic, or tonic—clonic) involving the
entire body, trunk, or head that lead or could lead to a fall, injury, or slumping in a chair; total seizures were defined
as all types of seizures combined, and nondrop seizures as all seizures except drop seizures. P values for nondrop

seizures are not shown because this was not a key secondary outcome, and type 1 error was not controlied.
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Figure 3. Reductions of at Least 502 and 75%: from Baseline in Drop-Seizure

Frequency during the Treatment Period.

The odds ratios are for the comparisons between each cannabidiol group
and the placebo group. The P values were calculated with the use of a
Cochran—Mantel—Haenszel test, with stratification according to age group
(210 5 years, 6 to 11 years, 1Z to 17 years, and 18 to 55 years). P values for
reductions of at least 75%& from baseline in drop-seizure frequency are not
shown because this was not a key secondary outcome, and type 1 error
was not controlled.
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Treatment of LGS: past, present and future
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Figure 2 Total seizure efficacy.

Notes: Percentage of reduction in total seizures in patients with Lennox-Gastaut
syndrome noted from class | or class |l studies of approved antiseizure medications.
Dark bars represent study drug results, with corresponding placebo response in
light bars. Modified from Pediatr Neurol, 47(3), VanStraten AF, Ng YT. Update on the
management of Lennox-Gastaut syndrome. I53-161, Copyright © 2012 Elsevier Inc.
All rights reserved, with permission from Elsevier."!

Abbreviation: NS, not significant.

in drop seizures
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Percentage with >50% reduction

Figure 4 Drop seizure responders.

Notes: Percentage of subjects with a greater than 50% reduction in drop seizures
in patients with Lennox-Gastaut syndrome noted from class | or class Il studies of
approved antiseizure medications. The results from a meta-analysis of VNS and CC
are in the box to the right. Dark bars represent study intervention results, with
corresponding placebo response in light bars.

Abbreviations: VNS, vagal nerve stimulator; CC, corpus callosotomy.



LIBRES DE CRISIS

ESTUDIOS OPEN LABEL (944 PACIENTES)
8,5 7 LIBRE DE CRISIS

ESTUDIOS RANDOMIZADOS (3 ESTUDIOS)

7,97 CON CBD vs 0,67 CON PLACEBO

STOCKING ET AL, 2018




FULL-LENGTH ORIGIMNAL RESEARCH

Cannabidiol as a new treatment for drug-resistant epilepsy

in tuberous sclerosis complex

Evamn J. Hess, Kirsten A. Moody, Alexandra L. Geffrey, Sarah F. Pollack, Lauren A, Shdrvin,
Patricia L. Brumo, Jan L. Paolini, and Elizabeth A. Thicle
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doi: TILTT 11 epi. 1344949
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ALOS 3 MESES LOS RESPONDEDORES FUERON 50%
CON UNA DISMINUCION DEL 48,8% EN LA MEDIANA

MAYOR MEJORIA EN LOS PACIENTES ASOCIADOS CON
CLOBAZAN

75% DE MEJORIA EN 4 PACIENTES CON ESPASMOS
EPILEPTICOS (2 LIBRES DE ESPASMOS A LOS 3 MESES
DE TRATAMIENTO)

MEJORIA EN LA CONDUCTA Y COGNICION CON
ANTECEDENTES DE RETRASO MADURATIVO (66,7% Y
85,7% RESPECTIVAMENTE) EN RESPONDEDORES Y
TAMBIEN EN NO RESPONDEDORES

12/18 PACIENTES REPORTARON EVENTOS ADVERSOS
TEMPORARIOS Y LEVES




Eptlepsy & Behavior 86 (2018) 131137

Contents lists available at ScienceDirect
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Open-label use of highly purified CBD (Epidiolex®) in patients with L)
CDKL5 deficiency disorder and Aicardi, Dup15q, and Doose syndromes
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aprilmius
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EFECTOS ADVERSOS

SNC: SOMNOLENCIA, SEDACION, TRASTORNO DE CONDUCTA, IRRITABILIDAD
Gl: DIARREA, DISMINUCION DE APETITO, VOMITOS, PERDIDA DE PESO
HEPATICO: AUMENTO DE TRANSAMINASAS

INFECCIOSOS: NEUMONIA, CVAS

FACTORES DE RIESGO PARAAUMENTO DE TRANSAMINASAS
+ ASOCIACION CON ACIDO VALPROICO

+ TRANSAMINASAS ELEVADAS DE BASE

+ DOSIS ALTAS DE CBD

+ MAYOR AUMENTO DE GOT/GPT

CBD INHIBE LA ENZIMA CYP2C19 POR LO TANTO AUMENTA LOS NIVELES
SERICOS DE

INHIBE ACCION DE TOPIRAMATO, SONIZAMIDA, EZLICBC, ANTIDEPRESIVOS
TRICICLICOS




OTRAS INVESTIGACIONES CON CBD

(NABILONE - DRONABINOL, 9THC SINTETICO) JAMA, 2015; EUR JOUNAL INT
MED,2018. CANNABINOIDES SOLO DEBERIAN UTILIZARSE CUANDO FALLAN
ESTRATEGIAS FARMACOLOGICOS Y NO FARMACOLOGICOS
PROTOCOLIZADAS INTERNACIONALMENTE (SOCIEDAD AMERICANA DE
ONCOLOGIA CLINICA 2018)

(NEUROPATICO CENTRAL O
PERIFERICO, OSTEOARTICULAR, FIBROPMIALGIA, CANCER ETC)
MEJORIA DEL DOLOR CON CANNABIS SIN SIGNIFICANCIA ESTADISTICA
CONSIDERARLO SI FALLAN 1RAY 2DA LINEA DE TRATAMIENTO (EUR.
JOURNAL OF PAIN, 2018)

CON EFICACIA SUGERIDA PERO SIN ESTUDIOS RANDOMIZADOS DOBLE
CIEGO NI EVIDENCIA CIENTIFICA:

SINDROME X FRAGIL

EVIDENCIA CIENTIFICA EN ESPASTICIDAD MUSCULAR EN ESCLEROSIS
MULTIPLE EN ADULTOS
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ESTUDIO MULTICENTRICO NACIONAL, OBSERVACIONAL, DE COHORTE PROSPECTIVO

DE EFECTIVIDAD

RECLUTAMIENTO 1 ANO Y SEGUIMIENTO 2 ANOS PARA PACIENTES CON EE REFRACTARIAS
MUESTRA DE 100 PACIENTES CON PREPARADO CANADIENSE CON 95% O MAS DE CBD




CONCLUSIONES

CBD ES UN D.A.E ADD ON CON BUENA TOLERANCTA,
EVENTOS ADVERSOS LEVES A MODERADOS

MEJORIA EN CRISIS DE ALREDEDOR DEL 40-45% EN
NINOS Y ADULTOS EN ESTUDIOS RANDOMIZADOS

INCREMENTA LOS NIVELES SERICOS DE CLOBAZAN
(REGULAR DOSIS)y AFECTA OTRAS DAEs

VARIOS ESTUDIOS DEMUESTRAN EFICACIA EN
S.DRAVET, LG , ESCLEROSIS TUBEROSA, FIRES,
ESPASMOS EPILEPTICOS Y OTRA EPILEPSIAS

EVENTOS ADVERSOS MANEJABLES




CRISIS DE AUSENCIAS ATIPICAS, ESPASMOS EPILEPTICOS,
CRISIS DE DROPP , DEMOSTRARON BUENA RESPUESTA

SIN RELACTON CLARA ENTRE MAYOR DOSIS Y MAYOR EFICACIA

SON NECESARIAS MEJORES FORMULACIONES CON
FARMACOCINETICA MAS SEGURA

HOY SE PUEDE ESTABLECER AUN UNA RELACTION ENTRE TIPO DE

SINDROME Y MEJOR RESPUESTA (SME DE DRAVET-SME DE
LENNOX GASTAUT)

EN PEDIATRIA SE USAN DOSIS BAJAS AUN Y LA RESPUESTA
PODRIA SER MEJOR EN DOSIS DE 2 A 25 mg/kg/dia

FALTAN ESTUDIOS RANDOMIZADOS EN PEDIATRIA CON MAYOR
TIEMPOS DE SEGUIMIENTO




MUCHAS GRAC]
POR SU ATENCION




