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Iboga - Tabernanthe iboga




Traditional use:

Tonic and stimulant
Reconvalescence after diseases
Ritual substance — initiation into adulthood

Religious use



Addiction interrupter:

Reduction of symptoms and signs of abstinence syndrome
Acceleration of detoxification
Tolerance reversion

Elimination of cravings



Influence on diverse receptors, transporters and enzymes

Effects last longer than the presence of ibogaine in the body
Long half-life of metabolite

Neurotrophin (GDNF) synthesis and release

Functional and structural remodeling - gene expression and
proteome changes
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Functional proteins-
enzymes, receptors, transporters

K‘ @ The substrate, suc-ose. consists Glucose \/ 4 Fructose
>)7 cf glucose anc fructose bonded

=8 V;
V4 together.
{ Y, &
i
\\é\y’ 0 -\ i pe (3) The substrate binds to he enzyme,
é £ 4 \ forming an enzyme-substrate
ond ; oonplex 4 Products are released,
E\V \ \\ — and the enzyme is free

L ‘,‘ \ fo bind other substrates.
@ Tre binding of the
substrate and enzyme
places stress cn the

Aclwe site
glucose-fructose bonc,
and the band breaks. '

Protein Kinase Cascade

Growth
factor {

NOL 0 GROMGNN | NG0NGIININNININNNINIOINSIINNINNGHNNNNN

i

i)
) Cyloplasm
Adaptor " Active
protein 4 R
R“GDP 3 TP
Inactive
& 8
e
MEK MEK
{ e
MABK "‘“”/’—w
?
MAPK

/\

Cellular response




2-D electrophoresis

wreee IEEECC I THEENEE

B3 oqnoa







Quantification of changes
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Peptide mapping by mass spectrometry
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Ibogaine 20 mg/kg i.p. 24 and 72h

Enzyme Accession Fold Fold Theoretical Score Matched
number over over M (Da)/ pI peptides
control control
24 h 72 h
Glyceraldehyde-3- QIQWU4 1.13 3.21 36090/8.14 62 9
phosphate
dehydrogenase
Malate 42476181 1.42 3.64 36117/8.79 54 9
dehydrogenase
Aldolase A 6978487 1.23 245 39783/8.05 60 9
Pyruvate kinase 206205 1.38 2.94 58314/7.19 70 10




Metabolism of glucose — ATP production
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Ibogaine 1 mg/l in media Sh

Spot Enzyme Swiss-Prot Fold Theor. Matched Mascot
Accession Ibogaine/ M (Da)/pl peptides score
number Control

Glyceraldehyde-3- P00359 6.3 35747/6.46 16 381

phosphate

dehydrogenase 3

Phosphoglycerate P00540 4.6 44738/7.11 19 492

kinase

Enolase 2 P00925 3.8 46914/5.67 22 933

(2-phosphopyruvate

dehydratase 2)

Alcohol P00330 3.2 36823/6.26 29 694

dehydeogenase 1

Superoxide P00445 2.2 15855/5.62 7 125
dismutase (Cu-Zn)



ATP pool under ibogaine
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Carbon dioxide production

Production of CO, relative to control (fold)
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Protein synthesis

Treated Control Ratio Ratio
% Normalized ¥ Normalized (Treated/Control) (Corrected)
Volumes (%) Volumes (%)
High Abundance
Proteins 36.398 50.103 0.726 1
(Normalized
Volume > 0.5 %)
Low Abundance
Proteins 63.602 49.897 1.275 1.756

(Normalized
Volume < 0.5 %)



ATP pool after ibogaine
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Stabile metabolic shift in the epigenetic landscape
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Ibogaine pharmacodynamics
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Relative value

Influence on the total oxidative load

K 0,2 mg/l 1 mgl/l 4 mgl/l 20 mg/I 100 mg/l
Concentration of Ibogaine



Influence on the total oxidative load

Calculated Ibogaine Oxidative Ascorbic Oxidative
ibogaine concentratio load ratio acid load
concentratio nin cytosol treated/contr concentratio reduction by
n [mg/l] [mag/l] ol [%] n [uM] ascorbic acid
1 0,83 £0,03 76,26 % 1 non-

1,69 significant
4 3,80 £ 0,06 76,67 %= 2 non-

1,56 significant
20 18,14 + 43,45 + 4 non-

0,34 1,30 significant



Why do you need narcotics Mr. Lee?

I need junk to get out of the bed in the morning, to shave
and eat breakfast. I need it to stay alive.

William S. Burroughs, Junkie



It 1s not that a warrior learns shamanism as time goes by;
rather, what he learns as time goes by is to save energy.
This energy will enable him to handle some of the energy
fields which are ordinarily 1naccessible to him.

Shamanism 1s a state of awareness; the ability to use energy
fields that are not employed in perceiving the everyday-life
world that we know.

Carlos Castaneda



Increased energy availability

accelerates metabolic turnover,
facilitates metabolic adaptations -
detoxification and reversal of tolerance

enhances mental agility, elevates mood
and life will

facilitates mtrospection and insight into
one’s own pathology, helps to locate
and solve the problem

eliminates cravings and protects against
recidive




Study showed that ibogaine’s influence on
metabolism is neither species nor tissue specific

Effect is not mediated by binding of ibogaine to
receptors previously described in the literature

Ibogaine shows remedial effect in different
pathological conditions, while 1n health 1t helps to
resist stress in the adaptogene manner



Pharmacodynamics of Entheogen Drugs —

Influence on Gene Expression

OMLI, Institute for Anthropological Medicine (www.omi.si)

University of Ljubljana, Slovenia
Universite Montpellier 1, France
University of Belgrade, Serbia

REPUBLIC OF SLOVENIA
MINISTRY OF HEALTH

2)

SLOVENIAN RESEARCH AGENCY OPEN SOCIETY INSTITUTE



	Slide 1
	Iboga - Tabernanthe iboga
	Slide 3
	Slide 4
	Slide 5
	Structural proteins- cytoskeleton
	Functional proteins- enzymes, receptors, transporters
	Slide 8
	Slide 9
	Slide 10
	Peptide mapping by mass spectrometry
	Slide 12
	Metabolism of glucose – ATP production
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Stabile metabolic shift in the epigenetic landscape
	Slide 21
	Slide 22
	Slide 23
	Why do you need narcotics Mr. Lee? I need junk to get out of the bed in the morning, to shave and eat breakfast. I need it to stay alive. William S. Burroughs, Junkie
	Slide 25
	Increased energy availability
	Slide 27
	Pharmacodynamics of Entheogen Drugs – Influence on Gene Expression

