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Neuroplasticita a afterglow

* Neuroplasticky u¢inek muze vysvétlit dlouhodobé
antidepresivni pusobeni po jedné davce (afterglow) %ﬁ{ Psvchoplastoger‘

* Recentni studie (Ly et al. 2018) intenzivni neuroplasticky Ll
ucCinek serotonergnich psychedelik in vitro i in vivo.

« LSD, DMT, DOI:

« zvySovaly komplexitu dendritického stromu (neuritogeneze)
 stimulovaly rust dendritickych trnu (spinogeneze)
 stimulovaly formovani synapsi (synaptogeneze)

* neurolplasticky ucCinek z dosud znamych AD srovnatelny
pouze s ketaminem

increased:
neurite growth
spine density
synaptogenesis
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Farmakologie a psychoterapie

* Nefarmakologické promeénné — zejmena set a setting

« Psychedelika jako ,nespecificke amplifikatory® (sugestibilita)

« psychologicka podpora / psychedeliky-asistovana psychoterapie (PAP)
« Potreba specifickeho vzdélani (nastavba na PST vycvik)

Psychedelic-Assisted

Psychotherapy: A Paradigm Shift in
Psychiatric Research and

Development

Eduardo Ekman Schenberg*

Phaneros, 580 Pawo, Brazil

3 frontiers
in Pharmacology
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Lekarske vyuziti PAP N 4

Osobnostni problematika Terminalni onemocneéni Zavislosti

Deprese OCD (obsese / kompulze)  Cluster headache



Psilocybin PAP — klinicka hodnoceni — 135 pacientu

Reaktivni
anxieta
(rakovina)

Rezistentni
deprese

Reaktivni
anxieta a
deprese
(rakovina)

Reaktivni
anxieta a
deprese
(rakovina)

Tabakova
zavislost

Alkoholova
zavislost

Moreno et. al. 2006

(open-label, N=9)

Grob et. al. 2011
(dvojité zaslepena,
placebem kontrolovana,
crossover design, n=12)

Carhart-Harris et al. 2016
(open-label, n=12)

Ross et. al. 2016
(dvojité zaslepena,
placebem kontrolovana,
crossover design, n=29)

Griffiths et. al. 2016
(dvojité zaslepena,
crossover design, n=51

Johnson et al. 2014
(open-label, n=15)

Bogenschutz et. al. 2015
(open-label, n=10)

4 sezeni minimalné po tydnu

Psilocybin 0.025,0.1,0.2,0.3 mg/kg

2 sezeni po nékolika tydnech
Psilocybin 0.2 mg/kg
Niacin 250 mg

2 sezeni po tydnu
Psilocybin 10 a 25 mg

2 sezeni po 7 tydnech
Psilocybin 0.3 mg/kg
Niacin 250 mg

2 sezeni po 5ti tydnech
Psilocybin 1 nebo 3 mg / 70kg
Psilocybin 22 nebo 30 mg / 70kg

3 sezeni po 2 a 6ti tydnech
Psilocybin 20 a 30 mg/70kg

2 sezeni po 4 tydnech
Psilocybin 0.3 a 0.4 mg/kg

Pfechodna hypertenze 11%

Kardiovaskularni zmény 2h po podani (syst
TK 139 mmHg x 117 mmHg, TF 82 x 70)

Pfechodna uzkost 100%, Porucha mysleni
75%, Nausea 33%, Bolest hlavy 33%,
Paranoia 8%

Prechodna elevace TK a TF 76%, Uzkost
17%, Nausea 14%, Psychotické pfiznaky
7%

TK syst 160+mmHg 34% / 17%, TK diast
100+mmHg 13% / 2%, Nausea 15% / 0%
Fyzicky diskomfort 32% / 12%, Uzkost 26% /
15%, Paranoidita 2% / 0%

Strach 40%, TK syst 153 / 125 mmHg, TK
diast 87 / 71 mmHg, TF 87 / 68 mmHg

Bolest hlavy 50%, Zvraceni 10%, Prujem
10%, Nespavost 10%

Thomas 2017

Proti baseline:
YBOCS — 10 bodl méné po 24h
(P=0.028)

Oproti placebu:

BDI — 9 bodu po méné 6m (p=0.03)
STAI-T — 7 bodl méné po 1m (p=0.001)
STAI-S — 6 bodl méné po 3m (p=0.03)

Proti baseline:
QIDS — 12 bodd méné po 1 tydnu
(95%CI -9 - -14, g=3)

po 7 tydnech oproti placebu:

BDI — 6 bodu (p < 0.05, d =0.82)
HAD-T — 7 bodu méné (p < 0.01)
HAD-A — 3 body méné (p <0.01)

Vysoka davka x nizké davce
GRID-HAMD-17
HAM-A

Abstinence 7 dni (report + moc test)

80% abstinence po 6m
67% abstinence po 12m

% drinking days

9% oproti baseline 35%, perzistence 32

tydna
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Specifika KH s psychedeliky N Z

VétSinou neregistrovana Joone

leCiva
Investigator’s Brochure

N i kd e n e n I, d efi n OVé n a PRODUCT: Psilocybin, [3-[2-(dimethylamino)ethyl]-1H-indol-4-yl] dihydrogen phosphate
\' 4 I 4 1 4
p rl p rava | e kove fo rm y European Neuropsychopharmacology (2014) 24, 342-356

Omamné a psychotropni o —
latky Pe " = o

www.elsevier.com/locate/euroneuro .

Minimalni spotreba vs REVIEW
V)’/roba GMP | étek Psilocybin - Summary of knowledge W) o

and new perspectives

Etl Cké as pe kty Filip Tyl3*®* Tomas Paleni¢ek™®, Jifi Horacek®"

®Prague Psychiatric Center, Prague, Czech Republic
®3rd Faculty of Medicine, Charles University in Prague, Czech Republic



Piehled klin. hodnoceni v NUDZ N “Z

Psilocybin jako model SCH u zdravych dobrovolniku
Psilocybin u pacientu s rezistentni depresi (Compass)

Psilocybin vs ketamin u pacientu s rezistentni depresi (PSI KET)
Ketamin u pacientu s rezistentni depresi (KET TRD)

Psilocybin v palitiavni peci u pac. s terminalni diagnézou
Psilocybin u pacientu s ICHS

MDMA u PTSD (MAP 4 PTSD)

(Vliv kanabisu na psychomotorické funkce a rizeni)



Psilocybin u zdravych dobrovolniku

Trials with a EudraCT protocol (1) | Paediatric studies in scope of Artd5 of the Paediatric Regulation (0)

1 result(s) found for: 2012-004579-37. Displaying page 1 of 1.

EudraCT Number: 2012-004579-37 Sponsor Protocol Number: MZ12- giart Date”: 2014-06-18
PCP-PalenicekTomas-A

Sponsor Name: Mational Institute of Mental Health
Full Title: Animal and human seroctonergic model of schizophrenia: validity evaluated by gEEG and fMRI

Medical condition: Inclusion criteria: a) Men and women at age between 28 and 65 years b) healthy volunteers
with negative psychiatric history (severe mental illnesses that meet the criteria of ICD 10 FO.X - F99.X] ...

Disease:

Gender: Male, Female

Subscribe to this Search

To subscribe to the R5S feed for this
search click here . This will provide
an R5S feed for clinical trials matching
your search that have been added or

updated in the last 7 days.

Download Options:
Mumber of Trials to download:
Trials shown on current page El

Download Content:
Summary Details El

Download Format:
Plain Text (=]

Dowwniload

Mote, where multi-state trials are showwn in
search results, selecting "Full Trial details™ will
download full information for each of the

member states/countries involved in the trial.




Usporadani experimentu

Studované promenné:

Bezpecnost

Fenomenologie (ASCs, HRS, MEQ)

Psychotické priznaky (BPRS)

Vliv na senozoricky procesing a jeho zpracovani
Vliv na mozkovou aktivitu (QEEG/fMRI)
Osobnost (IPDE, 5-NEO-PI, TIPI, MMPI)
Kongnitivni processing

Emocni processing

Dlouhodoby vliv na naladu, uzkost, sebepercepci
Vliv na ruminace

Pretrvavajici ucinky
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Compass Pathways — psilocybin v indikaci N ) 7
rezistentni deprese

faze lll. Klinické hodnoceni

A Confirmed site
Latest COMPASS news o
A Pending site

Country with
° confirmed site

2N U.S. FOOD & DRUG

ADMINISTRATION

COMPASS Pathways Receives FDA Breakthrough Therapy

Designation for Psilocybin Therapy for Treatment-resistant
Depression

October 23, 2018



PSI KET N 7

Psilocybin - strategie rychlé antidepresivni odpovedi u
farmakorezistentni deprese

 Faze ll. klinického hodnoceni
* Dvojite zaslepena studie s paralelni designem
« 60 pacientu za hospitalizace s dg. TRD stfedni Ci tézka bez psychotickych priznaku
« Aktivni latka 1: psilocybin (n=20)
« Aktivni latka 2: ketamin (n=20)
* neaktivnim komparatorem: midazolamem (n=20)
« Jednorazova intervence, roCni follow-up
 Primarni cil
* rychla antidepresivni odpovéd 24 hod
« Sekundarni a explorativni cile:
« trvani antidepresivni odpovédi (6 tydnu a nasledné follow up 1 rok)

* VIliv na uzkostné priznaky a sucidalitu
- gEEG/{fMRI/ Eyetracker a neuropsychologicke korelaty a prediktory antidepresivni odpovedi



KET TRD N 7

Klinické a neurobiologické prediktory odpovédi na ketamin
jako podklad pro personalizovanou terapii deprese

Otevrena studie
* 40 pacientu s dg TRD za hospitalizace
« jednorazova i.v. aplikace subanesteticke davky ketaminu (0,54 mg/kg)
 tritydenni follow-up
 Primarni cil
 Rozdil mezi respondery a nonrespondery — anhedonie a metabolity
(kynureninova kaskada, D-serin, cytokiny)
« Sekundarni cile

« elektrofyziologické prediktory pomoci eLORETA, demografie



MAP 4 PTSD N Y7

« Otevrena, multicentricka studie faze ll. overujici proveditelnost manualizovane
MDMA-asistované psychoterapie

« 3 pacienti (bez hospitalizace) se stredné tézkou az tezkou formou PTSD (celkové
bude v zemich Evropy rekrutovano 40 subjektu)

« 14 sezeni s dvojici terapeutu, kde pfi dvou sezenich (v rozestupu cca 1 mésice) bude
administrovana davka MDMA

« V pripadeé uspesneho dokonceni faze 2 bude mozné navazat fazi 3, ktera umozni
zaradit vétsi poCet subjektu a nebude jiz obsahovat MRI.

 Primarni cil
. Uginnost MDMA-asistované psychoterapie v 1é¢b& PTSD
« Sekundarni cile

« fMRI ¢asti hodnotici zmény v mozkové aktivité u pacientu s posttraumatikckou
stresovou poruchou (PTSD).
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MUDr. Filip Tyls, PhD filip.tyls@nudz.cz
MUDr. Tomas Palenicek, PhD tomas.palenicek@nudz.cz
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COMPASS PATHWAYS MULTICENTRIC STUDY (2018-2019)  iwont ssrav ovseunio zonae

Psilocybin + ,,psychologicka podpora“ pro TRD

dose-response studie, N=216, 3 randomizované j':h) C O M PA S S

skupiny (72-72-72): psilocybin 1, 10 a 25 mg
7 zemi EU, 12 sites - véetné NUDZ
3 sezeni pred, psilocybin (6 hodin), integrace 90

STUDY SCHEMATIC

min, sledovani 12 tydnu m S— — —
primary: MADRS po 3 tydnech - s B o g s
Inclusion: MDD, vysazeni AD s Vo Vi, et ;: % g I U ; i i g
Exclusion: psychotické pfiznaky, BPD, ECT / § = :

ketamin v souCasné epizode, abusus drog a
alkoholu, suicidalita, sekundarni deprese,
somatické (KV, DM, téhotenstvi, epi)

10 mg psilocybin

72 subjects
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