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LAS DROGAS COMO PSICOFARMACOS

RAZONES TEORICAS

La psicofarmacologia actual, siendo la mayor
revolucion terapéutica experimentada por la
psiquiatria, “mejora” y “compensa” a los
pacientes pero “no_cura’.

Las hipotesis teoricas subyacentes a la bases
bioldgicas de los trastornos mentales no han sido
demostradas, a pesar de haber sido formuladas
hace mas de 50 anos, por lo que pueden
considerarse “gigantes con pies de barro”
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medica.

Pedacio Dioscorides Anazarbeo, acerca de la materia medicinal y de los venenos mortiferos, 1563.



Andrés Laguna de Segovia

Andrés Laguna de Segovia
(1499 — 1559)

Médico humanista espaiiol,
especialmente dedicado a la
farmacologia y a la botanica
medica.

“ pues no hay veneno tan pestilente,
gue no pueda servir en algo al uso
de la medicina”

Pedacio Dioscorides Anazarbeo, acerca de la materia medicinal y de los venenos mortiferos, 1563.
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La Maison Royale de Charenton



Institut Mental de la Sta. Creu



ABORDAJES TERAPEUTICOS EN LA
PRIMERA MITAD DEL SIGLO XX

“Piretoterapia”

Wagner Von JAUREGG
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“Psicocirugia”

Egas MONIZ



ABORDAJES TERAPEUTICOS EN LA
PRIMERA MITAD DEL SIGLO XX

“Curas de Sakel”




ABORDAJES TERAPEUTICOS EN LA
PRIMERA MITAD DEL SIGLO XX

“Electro-convulsivoterapia”

Ugo CERLETTI



ABORDAJES TERAPEUTICOS EN LA
PRIMERA MITAD DEL SIGLO XX

“Psicoterapias”

Abraham Arden BRILL, Ernest JONES, Sandor FERENCZI
Sigmun FREUD, Stanley HALL, Carl Gustav JUNG
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“Psicotropo-terapias”

OPIO - LAUDANO

Emil KRAEPELIN Henri EY



ABORDAJES TERAPEUTICOS EN LA
PRIMERA MITAD DEL SIGLO XX

“Tratamiento Moral ”
Farmacoterapia

Piretoterapia
Psicocirugia
Curas de Sakel

Electroconvulsivoterapia

Psicoterapias
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SERENDIPITY - SERENDIPIA

El término SERENDIPITY fue acuiado por
Lord Horacio Walpole, IV Conde de Oxford
(1717 - 1797) a partir de un antiguo cuento de
Ceilan - llamada antiguamente “SERENDIP” -
en el gue tres principes hacian descubri-
mientos de cosas divertidas, novedosas o0
Importantes que no tenian ninguna relacion
con lo que inicialmente estaban buscando,
utilizando su habilidad para observar vy
reconducir el azar.



Henry LABORIT

Foto 11. Henry Laborit (1914-1995),



Jean Delay




SYMPATHICOLYTIQUE
SPASMOLYTIQUE
VAGOLYTIQUE

ANTIEMETIQUE
HYPNOTIQUE
SEDATIF

Clorpromazina
1952
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SERENDIPIA E INICIO DE LA
PSICOFARMACOLOGIA

« La practica totalidad de las grandes familias de
nsicofarmacos clasicos han sido descubiertas

por serendipia.

« La gran mayoria de farmacos descubiertos por
serendipitia siguen siendo el “ patron oro ”
sobre el que se miden los nuevos farmacos
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TEN YEARS
THAT CHANGED
THE FACE
OF MENTAL ILLNESS

Jean Thuillier

English edition approved by
David Healy

MARTIN DUNITZ

Ten Years That
Changed the Face
of Mental lliness

J. Thuillier

Marin Dunitz

London, 1999




PSICOFARMACOLOGIA

La PSICOFARMACOLOGIA ha avanzado:

cualitativamente, con descubrimientos
efectuados a traves de "serendipia“.

cuantitativamente a traves de una
“complicada relacion dialéctica” entre
la investigacion academica clasica y los
Intereses de la industria farmaceutica.
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HIPOTESIS BIOLOGICAS

La constatacion de la real efectividad de los
nuevos  psicofarmacos  descubiertos  por
“serendipitia, propicid el estudio de su
mecanismo de accion.

A partir de los recién descubiertos mecanismos
de accion de los nuevos psicofarmacos, se
formularon las “HIPOTESIS BIOLOGICAS”

actuales.




HIPOTESIS DA DE LA ESQUIZOFRENIA

Arvid CARLSSON
1964

Premio Nobel 2000




HIPOTESIS BIOLOGICAS

La constatacion de la real efectividad de los
nuevos  psicofarmacos  descubiertos  por
“serendipitia, propicid el estudio de su
mecanismo de accion.

A partir de los recién descubiertos mecanismos
de accion de los nuevos psicofarmacos, se
formularon las “HIPOTESIS BIOLOGICAS”

actuales.

El problema radica en que estas hipdtesis son
grandes GIGANTES con pies de barro.
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LA PSIQUIATRIA MODERNA
(1960 - 2015)

“ ANTIPSIQUIATRIA”
REFORMA PSIQUIATRICA
PSIQUIATRIA EN H. GENERALES
PSIQUIATRIA COMUNITARIA
PSIQUIATRIA Y NEUROCIENCIAS
PSIQUIATRIA Y ADICCIONES



shorter Hospital Stays and More Rapid
[mprovement Among Patients With

Schizophrenia and Substance Disorders

Richard K. Ries, M.D).

Joan Russo, Ph. 1.

Dane Wingerson, M.D.
Mark Snowden, M.D.
Katherine A. Comtois, Ph.DD.
Debra Srebnik, Ph.DD.

Peter Rov-Byrne, M.D.

Psychiatric Services, 51:210-215, 2000




Nicotine treatment of obsessive-compulsive disorder

Stefan Lundberg?, Arvid Carlsson”, Per Norfeldt®, Maria L. Carlsson™**

Progress in Neuro-Psychopharmacology & Biological Psychiatry 28 (2004) 11951199
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Prohibiciéon 1971




ALUCINOGENOS

it has been the great unanswered question in neuroscience.
What is the nature of the profound psychedelic experience that

LSD produces?

£

Prof. David Nutt

Co-Director, Beckley-impenal Psychedelic Research Programme

JULY 10-12 205 LONDON ENGLAND
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http://www.semillasdemarihuana.es/
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CANNABIS

Chennevieres-les-Louvres Valle del Marne Servant
Valle del Oise Francia Puy-de-Dome
Francia Francia



CANNABIS

Cafiamares Santa Cruz de los Canamos
Cuenca Ciudad Real

Espana Espana



Jacques — Joseph
Moreau de Tours

1885




CANNABIS (1960 —1970)

En 1964, el Prof. Raphael MECHOULAN y su grupo
de investigacion (Israel) lograron aislar, por
primeravez, el A°Tetrahidrocannabinol (THC)




CANNABINOIDES

DELTA -9 TETRAHYDROCANNABINOL

BE———————— |



http://upload.wikimedia.org/wikipedia/commons/b/b5/Delta-9-tetrahydrocannabinol.png
http://upload.wikimedia.org/wikipedia/commons/b/b5/Delta-9-tetrahydrocannabinol.png
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CANNABINOIDES

Cannabinoides mas frecuentes en el Cannabis:

e A Tetrahidrocannabinol (THC)

« Cannabidiol (CBD)
e Cannabinol
e Tetra-hidro-cannabivarina

e Cannabicromeno, etc.



CANNABINOIDES



http://upload.wikimedia.org/wikipedia/commons/d/dd/Cannabinodiol.png
http://upload.wikimedia.org/wikipedia/commons/d/dd/Cannabinodiol.png

ESQUIZOFRENIA Y CANNABIS

Cannabidiol monotherapy for
treatment-resistant schizophrenia

Antonio Waldo Zuardi Department of Neuropsychiatry and Medical Psychology, Faculty of Medicine,
University of Sde Paulo, Ribeirdo Preto, Sdo Paulo, Brazil.

Jaime E.C. Hallak Department of Neuropsychiatry and Medical Psychology, Faculty of Medicine, University of Sdo Paulo,
Ribeirdo Preto, Sdo Paulo, Brazil.

Serdar Murat Dursun wneuroscience and Psychiatry Unit, University of Manchester, Manchester, UK.

Silvio L. Morais Department of Neuropsychiatry and Medical Psychology, Faculty of Medicine, University of Sdo Paulo,
Ribeirdo Preto, Sdo Paulo, Brazil.

Rafael Faria Sanches Department of Neuropsychiatry and Medical Psychology, Faculty of Medicine,
University of Sde Paule, Ribeirdo Preto, Sdo Paulo, Brazil.

Richard E. MUSty Department of Psychology, University of Vermont, Burlington, USA.
José Alexandre S. Cr1ppa Department of Neuropsychiatry and Medical Psychology, Faculty of Medicine,

University of Sde Paulo, Ribeirdo Preto, Sdo Paulo, Brazil.
J Psychopharmacol 2006




ESQUIZOFRENIA y CANNABIS

DOUBLE BLIND, CONTROLLED CLINICAL
TRIAL OF CANNABIDIOL MONOTHERAPY
VERSUS AMISULPIRIDE IN THE TREATMENT
OF ACUTELY PSYCHOTIC SCHIZOPHRENIA
PATIENTS

F. Leweke.* D. Koethe, C. W. Gerth, B. M. Nolden.,

D. Schreiber, S. Gross, L.. Kranaster, C. Hoyer, F. Schultze-
Lutter, M. Hellmich, R. Pukrop, J. Klosterkotter

Schizophrenia Bull, 2007




ESQUIZOFRENIA y CANNABIS

Opposite Effects of A-9-Tetrahydrocannabinol and
Cannabidiol on Human Brain Function and Psychopathology

Sagnik Bhattacharﬁa', Paul D Morrison?, Paolo Fusar-Poli'?, Rocio Martin-Santos', Stefan Bnrgwardt'j,
Toby Wintun-Bruwn', Chiara Nusarti'!', Colin M Q' CarruIIT, Marc Sealﬂ, Paul Allen', Mitul A Mehta?,

James M Stone', Nigel Tunstall®, Vincent Giampietmm, Shiti] H.apur“, Robin M Hurra}rl,
Antonio W Zuardi'*"*, José A Crippa'?'?, Zerrin Atakan' and Philip K McGuire'

Neuropsychopharmacology (2010) 35, /64-//4




ESQUIZOFRENIA y CANNABIS

o
«® - |Jsed and stopped
a == = Continued Use
- = = Never used
- ]
M—
B &
S ;
| 9] % T - - ‘, "‘--
L - i “s“\.
© —| T
L <
o I
Ny ]
uy |
-qn.
| I | | [
Baseline 1 Year 3 Years 5 Years 8 Years
Time (in Years)

Fig. 1. Global Assessment of Functioning (GAF) Outcome by
Cannabis Use Group.
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Fig. 3. Positive and Negative Symptoms Scale (PANSS) Negative
Symptoms Outcome by Cannabis Use Group.



CANNABIS y PSICOSIS

Cannabis with high cannabidiol content 15 assoclated with fewer
psychotic experiences

Christian D. Schubart®*, Iris E.C. Sommer? Willemijn A. van Gastel?, Rogier L. Goetgebuer ?,
René S. Kahn?, Marco P.M. Boks?®

Schizophrenia Research 130 (2011)




CANNABIS

Prognosis of schizophrenia in persons with and
without a history of cannabis use

E. Manrique-Garcia™, S, Zammit’, C. Dalman’, T. Hemmingsson"’, S. Andreasson' and P. Allebeck’

]Dt?J'HﬂFHE'?H' of Public Health Sciences, Division of Social Medicine, Karolinska Institutet, Stockholm, Sweden

 Department of Psychological Medicine and Neurology, MRC Centre for Newropsychiatric Genetics and Genomics, Cardiff University, Cardiff, UK
> Department of Public Health Sciences, Division of Public Health Epidemiology, Karolinska Institutet, Stockholm, Sweden

*Institute of Environmental Medicine, Karolinska Institutet, Stockholm, Sweden

ifeufreﬁyr Social Research on Alcohol and Drugs, Stockholm Untversity, Stockholm, Sweden

Psychological Medicine (2014), 44, 2513-2521.




CANNABIS y PSICOSIS

Review
Endocannabinoid system: Potential novel targets for treatment of schizophrenia

Atsushi Saito **" Michael DL Balinger™" Mikhail V. Pletnikov Dean F. Wong ** Atsushi Kamiya**

* Department of Prychiatry and Behavioral Scences, fohs Hopkins University School of Medietne Baltimore, M), USA

" Department of Neuroscience, ohns Hopkins Unfversity oo of Medicng, Bltimore, ME) L5A

* Divison of Nuclear Medicine, Department of Radiology and Radiokogical Scence, Johns Hopkins University School of Medicine, Baldimore, MD, U
: Department of Bological Pyehiatry and Neuroscience, Dokyo Medical Universily School of Medicie Mibu, Jopan

Meurobiology of Disease 53 (2013) 10-17




ENSAYOS CLINICOS CANNABIS

http://ClinicalTrials.gov/

Cl . = lT * l ClinicalTrials.gov is a registry and results database of publicly and privately supported
nicaciria S-gav clinical studies of human participants conducted around the world. Learn more about
A service of the U5, Mational Institutes of Health clinical studies and about this site, including relevant history, policies, and faws.
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« See maore trends, charts, and maps
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ENSAYOS CLINICOS CANNABIS

http://ClinicalTrials.gov/

NCT Number | Title
NCT00628290 | Evaluation of the Antipsychotic Efficacy of Cannabidiol in Acute Schizophrenic Psychosis
A Four-week Clinical Trial Investigating Efficacy and Safety of Cannabidiol as a Treatment for Acutely Ill Schizophrenic
NCT02088060 | Patients
NCT00309413 | A Clinical Trial on the Antipsychotic Properties of Cannabidiol
NCT02073474 | An Observational Post-Marketing Safety Registry of SativexA®
NCT01844687 | Laboratory Study of Cannabidiol on the Effects of Smoked Marijuana
NCT00916201 | Evaluation Study of New Compounds With Potential Use in Schizophrenia
NCT02006628 | A Study of GWP42003 as Adjunctive Therapy in the First Line Treatment of Schizophrenia or Related Psychotic Disorder
NCT02249299 | Experimental Medicine in ADHD — Cannabinoids
NCT00397605 | Cannabinoids in Bipolar Affective Disorder
NCT00743119 | Characterization of the Analgesic Effects of Oral THC and Smoked Marijuana in Non-treatment Seeking Marijuana Smokers
NCT01964404 | Cannabis, Schizophrenia and Reward: Self-Medication and Agonist Treatment?
NCT00217971 | Dronabinol Treatment for Marijuana Addiction
NCT01302340 | Delta-THC in Behavioral Disturbances in Dementia
NCT01608217 | Delta-THC in Dementia
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ALUCINOGENOS

o . Psychopharm
Lysergic acid diethylamide (LSD) for
alcoholism: meta-analysis of
randomized controlled trials Sl of Pchophamacoy

26(7) 994-1002

© The Author(s) 2012

Reprints and permission:
sagepub.co.uk/journalsPermissions.nav

. 12 0 P 12 DOI: 10.1177/0269881112439253
Teri S Krebs? and Pal-@rjan Johansen®. iop.sagepub.com

§)SAGE

Abstract

Assessments of lysergic acid diethylamide (LSD) in the treatment of alcoholism have not been based on quantitative meta-analysis. Hence, we
performed a meta-analysis of randomized controlled trials in order to evaluate the clinical efficacy of LSD in the treatment of alcoholism. Two reviewers
independently extracted the data, pooling the effects using odds ratios (ORs) by a generic inverse variance, random effects model. We identified
six eligible tnals, including 536 participants. There was evidence for a beneficial effect of LSD on alcohol misuse (OR, 1.96; 95% CI, 1.36-2.84;
p = 0.0003). Between-trial heterogeneity for the treatment effects was negligible (12 = 0%). Secondary outcomes, risk of bias and limitations are
discussed. A single dose of LSD, in the context of various alcoholism treatment programs, is associated with a decrease in alcohol misuse.




ALUCINOGENOS

LSD-assisted psychotherapy

for anxiety associated with a
life-threatening disease: A qualitative
study of acute and sustained
subjective effects

Peter Gasser!, Katharina Kirchner? and Torsten Passie3

Journal of Psychopharmacology 2015




ARTICLE

Pilot Study of Psilocybin Treatment for Anxiety
in Patients With Advanced-Stage Cancer

Chatles S. Grob, MD; Alicia L. Danforth, MA; Gurpreet S. Chopra, MD; Marycie Hagerty, RN, BSN, MA;
Chatles R. McKay, MD; Adam L. Halberstadt, PhD; George R. Greer, MD

Arch Gen Psychiatry. Published online September 6, 2010.




ALUCINOGENOS

Safety, Tolerability, and Efficacy of Psilocybin
in 9 Patients With Obsessive-Compulsive Disorder

Francisco A. Moreno, M.D.; Christopher B. Wiegand, M.D.;
E. Keolani Taitano, Ph.D.; and Pedro L. Delgado, M.D.

(J Clin Psychiatry 2006;67:1735—1740)




ALUCINOGENOS

Original Paper

Psychopharm
Pilot study of the 5-HT,,R agonist psilocybin

in the treatment of tobacco addiction

Journal of Psychopharmacology
2014, Vol 28(11) 983-932
@ The Author(s) 2014

Matthew W Johnson?, Albert Garcia-Romeu?, Mary P Cosimano! Reprints and permissions:
. 2 sagepub.co.uk/JournalsPermissions.nav
and Roland R Griffiths? D0I: 10.1177,/0269881114548296
jop.sagepub.com
$SAGE
Abstract

Despite suggestive early findings on the thempeutic use of hallucinogens in the treatment of substance use disorders, rigorous follow-up has not
been conducted. To determine the safety and feasibility of psilocybin as an adjunct to tobacco smoking cessation treatment we conducted an open-
label pilot study administering moderate (20 mg,/70 kg) and high {30 mg/70 ko) doses of psilocybin within a structured 15-week smoking cessation
treatment protocel. Participants were 15 psychiatrically healthy nicotine-dependent smokers (10 males; mean age of 51 years), with a mean of six
previous lifetime quit attempts, and smoking a mean of 10 cigarettes per day for a mean of 31 years at intake. Biomarkers assessing smoking status,
and self-report measures of smoking behavior demonstrated that 12 of 15 participants (80%) showed seven-day point prevalence abstinence at
&-month follow-up. The observed smoking cessation rate substantially exceeds rates commaonly reported for other behavioral and/or pharmacological
therapies (typically <35%). Although the open-label design does not allow for definitive conclusions regarding the efficacy of psilocybin, these
findings suggest psilocybin may be a potentially efficacious adjunct to current smoking cessation treatment models. The present study illustrates a
framework for future research on the efficacy and mechanisms of hallucinogen-facilitated treatment of addiction.

Keywords

Hallucinogen, tobacco, smoking cessation, nicotine, addiction, psilocybin, psychedelic




ALUCINOGENOS

Ayahuasca-Assisted Therapy for Addiction: Results from a Preliminary
Observational Study in Canada

Gerald Thomas Philppe Lueas',N. Rille Capler” Kenneth W. Tupper”and Gina Martn

Current Drug Abuse Reviews, 2013, 6, 30-42




MDMA “Extasis”

Durability of improvement in post-traumatic
stress disorder symptoms and absence

of harmful effects or drug dependency

after 3,4-methylenedioxymethamphetamine-
assisted psychotherapy: a prospective long-
term follow-up study

Michael C Mithoefer!.2, Mark T Wagner3, Ann T Mithoefer!.2, Lisa
Jerome?, Scott F Martin®, Berra Yazar-Klosinski®, Yvonne Michel’,
Timothy D Brewerton!.2 and Rick Doblin?

Journal of Psychopharmacology 2013




MDMA “Extasis”

MDMA assisted psychotherapy found to
have a large effect for chronic
post-traumatic stress disorder

Henri Chabrol

Journal of Psychopharmacology 2013




INVESTIGACION CON “DROGAS”

“I believe that the scientific
Investigation of psychedelic
drugs in the 1960s and '70s
was a truncated but
promising avenue of
research, and that these
medications, these drugs,
could have significant value
for a variety of indications if
studied adequately”

[

Jeffrey A. Lieberman
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