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U.S.S.N. 18/675,614
Pending Claims

1.A method of treating a
patient who is diagnosed
with major depressive
disorder by a licenced
professional in
accordance with
accepted medical
practice, the method
comprising
administering to the
patient who is diagnosed
with major depressive
disorder by a licensed
professional in
accordance with
accepted medical
practice a therapeutically
effective amount of 5-
Methoxy-N,N-
dimethyltryptamine (5-
MeO-DMT) or a
pharmaceutically
acceptable salt thereof.

References

1. DAVIS (2018) “The epidemiology of 5-methoxy-N, N-
dimethyltryptamine (5-MeO-DMT) use: Benefits, consequences, patterns of
use, subjective effects, and reasons for consumption” Journal of
Pharmacology. 32(7)779-792.

From page 779 “Furthermore, of those who reported being diagnosed with
psychiatric disorders, the majority reported improvements in symptoms
following 5-MeO-DMT use, including improvements related to post-
traumatic stress disorder (79%), depression (77%), anxiety (69%), and
alcoholism (66%) or drug use disorder (60%).

From page 780 “There is also anecdotal and empirical evidence that some
people use 5-MeO-DMT for the purpose of treating psychiatric
conditions, including symptoms related to depression, anxiety, post-
traumatic stress disorder, and problematic substance use, either by self-
administration (Psychedelic Times, 2016) or through visiting treatment
facilities that provides 5-MeO-DMT in locations where the substance is
unregulated (Lancelotta, 2017; Thoricatha, 2015).”

2. Int’l Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From claim 90 “The method of claim 89, wherein the 5S-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(¥)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine; a
compound of formula (I) formula (IT) formula (III) or a pharmaceutically
acceptable salt thereof.”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
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dysthymia.”

2. The method according
to claim 1, wherein the
disorder is diagnosed in
accordance with the
Diagnostic and
Statistical Manual of
Mental Disorders - Fifth
Edition (DSM-5)
published by the
American Psychiatric
Association.

2. Int’l Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From page 13 paragraph 30 “Diagnostic guidance for psychological
disorders can be found, for example, in the ICD-10 (The ICD-10
Classification of Mental and Behavioral Disorders: Diagnostic Criteria for
Research, Geneva: World Health Organization, 1993) and the DSM-V
(American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-V) Arlington, VA.; American
Psychiatric Association, 2013).”

From claim 90 “The method of claim 89, wherein the 5-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(+)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine; a
compound of formula (I) formula (IT) formula (III) or a pharmaceutically
acceptable salt thereof.”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”

3. The method according
to claim 1, wherein the
patient suffers from
moderate or severe
major depressive
disorder as indicated by
a Montgomery-Asberg
Depression Rating Scale
(MADRS) score of 20 or
more or by a 17-item

10. HERRMANN (1998) “The Sunnybrook Stroke Study: a prospective
study of depressive symptoms and functional outcome” Stroke. 29(3):618-
624.

From page 620 “The objective, observer-rated MADRS!® is a 20-item
scale that measures the severity of depressive symptoms. While the
scale has been shown to correlate well with the Hamilton Depression
Rating Scale," its lack of emphasis on physical symptoms has led some
investigators to suggest that it is a more valid measure of depression in
depressed, elderly patients compared with the Hamilton Depression Rating
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Hamilton Depression
Rating Scale (HAM-D)
score of 17 or more.

Scale.?® Cutoff scores for the MADRS were as follows: 0 to 6 (normal), 7
to 19 (mild), 20 to 34 (moderate), and >34 (severe).’'”

2. Int’l Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From claim 90 “The method of claim 89, wherein the 5-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(£)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine;”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”

4. The method according
to claim 3, wherein the
patient suffers from
severe major depressive
disorder as indicated by
a MADRS score of 35 or
more or by a HAM-D
score of 25 or more.

10. HERRMANN (1998) “The Sunnybrook Stroke Study: a prospective
study of depressive symptoms and functional outcome” Stroke. 29(3):618-
624.

From page 620 “The objective, observer-rated MADRS' is a 20-item
scale that measures the severity of depressive symptoms. While the
scale has been shown to correlate well with the Hamilton Depression
Rating Scale," its lack of emphasis on physical symptoms has led some
investigators to suggest that it is a more valid measure of depression in
depressed, elderly patients compared with the Hamilton Depression Rating
Scale.”’ Cutoff scores for the MADRS were as follows: 0 to 6 (normal), 7
to 19 (mild), 20 to 34 (moderate), and >34 (severe).”'”

2. Int’1 Pat. App. Pub. No. W0O/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)




From claim 90 “The method of claim 89, wherein the 5S-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(£)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine;”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”

5. The method according
to claim 1, wherein the
patient is diagnosed with
a treatment-resistant
form of major
depressive disorder.

2. Int’l Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From claim 90 “The method of claim 89, wherein the 5S-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(¥)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine;”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”




19. SCHIFANO (2019) “New Psychoactive Substances (NPS), Psychedelic
Experiences and Dissociation: Clinical and Clinical Pharmacological
Issues” Current Addiction Reports. 6:140-152

From page 147 “Psychedelics and dissociatives are being studied as well as
potential treatment for certain psychiatric conditions, mainly treatment-
resistant depression, anxiety and addiction disorders [150, 151].”

From page 142 “Since DMT is inactive after oral administration, unless
combined with Monoamine Oxidase Inhibitors (MAOIs, e.g. like in
ayahuasca), it is usually injected, snorted, or smoked. There are small
numbers of confirmed postmortem toxicology reports on
tryptamines...Tryptamines in Nature Some tryptamines are naturally
found, i.e. in Delosperma species plants (dimethyltryptamine, DMT; 5-
MeO-DMT/5-methoxy-n,n-dimethyltryptamine) and in amphibians
(bufotenin), whilst 5-hydroxy-indolethylamines are common constituents of
venoms of the genre Hyla, Leptodactylus, Rana and Bufo alvarius [5, 25].
DMT has also been found in other plant sources, e.g. Phalaris arundinacea
and Mimosa hostilis [28]”

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “We recently reported that administration of a single oral
dose of ayahuasca (dose: 2.2 mL/kg; alkaloid content in the sample: 0.8
mg/mL DMT, 0.21 mg/mL harmine, no harmaline was detected, and THH
was not analyzed due to a lack of analytical requirements) in an open-label
trial to 17 patients with treatment-resistant major depressive disorder
(MDD) was associated with significant decreases in depression symptoms
assessed with the Hamilton Rating Scale for Depression (HAM-D) and the
Montgomery-Asberg Depression Rating Scale (MADRS) from 80 minutes
to day 21.”




15. CARHART-HARRIS (2018) “Psilocybin with psychological support
for treatment-resistant depression: six-month follow-up”
Psychopharmacology (Berl). 235(2):399-408.

From p. 399 “Objectives Here, we report on safety and efficacy outcomes
for up to 6 months in an open-label trial of psilocybin for treatment
resistant depression...Psilocybin represents a promising paradigm for
unresponsive depression that warrants further research in double-blind
randomised control trials.”

16. OLIN (2012) “Mortality and Suicide Risk in Treatment-Resistant
Depression: An Observational Study of the Long-Term Impact of
Intervention” PLOS One. 7(10):e48002

From page 1 “Major depressive disorder (MDD) is very common,
affecting about 121 million people worldwide [1]. In the United States, the
lifetime prevalence of MDD is approximately 16% and the 12- month
prevalence is approximately 7% [2]. Treatment-resistant depression
(TRD), an often more severe and/or more chronic subset of MDD, is
characterized by failure to respond to multiple therapeutic interventions,
including non-pharmacologic treatments [3]. The STAR*D trial [4], a
NIMH funded, large scale prospective study of over 3000 outpatients
with nonpsychotic MDD demonstrated that up to 35% of patients could
be considered to have TRD.”

6. The method according
to claim 1, wherein the
patient suffers in
addition from suicidal
ideation.

2. Int’l Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From claim 41 “The method of claim 39 or 40, wherein the depressive
disorder is associated with one or more prodromal symptoms selected from
the group consisting of depressed mood, decreased appetite, weight loss,
increased appetite, weight gain, initial insomnia, middle insomnia, early
waking, hypersomnia, decreased energy, decreased interest or pleasure,
self-blame, decreased concentration, indecision, suicidality, psychomotor
agitation, psychomotor retardation, crying more frequently, inability to cry,
hopelessness, worrying/brooding, decreased self-esteem, irritability,
dependency, self-pity, somatic complaints, decreased effectiveness,
helplessness, and decreased initiation of voluntary responses.”

From claim 90 “The method of claim 89, wherein the 5S-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(¥)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
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yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine;”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”

7. The method according
to claim 6, wherein the
patient suffers from
suicidal ideation with
intent to act.

2. Int’1 Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From claim 41 “The method of claim 39 or 40, wherein the depressive
disorder is associated with one or more prodromal symptoms selected from
the group consisting of depressed mood, decreased appetite, weight loss,
increased appetite, weight gain, initial insomnia, middle insomnia, early
waking, hypersomnia, decreased energy, decreased interest or pleasure,
self-blame, decreased concentration, indecision, suicidality, psychomotor
agitation, psychomotor retardation, crying more frequently, inability to cry,
hopelessness, worrying/brooding, decreased self-esteem, irritability,
dependency, self-pity, somatic complaints, decreased effectiveness,
helplessness, and decreased initiation of voluntary responses.”

From claim 90 “The method of claim 89, wherein the 5-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(+)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine;”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”




From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”

16. OLIN (2012) “Mortality and Suicide Risk in Treatment-Resistant
Depression: An Observational Study of the Long-Term Impact of
Intervention” PLOS One. 7(10):e48002

From page 2 “The study is an observational, open-label, longitudinal,
multicenter (45 US centers) registry of 500 patients with TRD treated
with VNS+TAU and 300 patients with TRD treated with TAU. Patients are
followed for 60 months, until withdrawal from the study, death or study
completion.”

From page 5 “Further, the elevated rate of previous suicide attempts for the
VNS+TAU group (2.1 vs. 1.2) is confirmed by the increased percentage of
VNS+TAU patients who exhibit suicidal ideations at baseline as
assessed by the Assessment of Suicidality (‘‘Has the patient made a
suicidal gesture or attempt since the last visit?’’ Yes or No) (8.5% vs.
1.5%).”

8. The method according
to claim 1, wherein the
patient is at imminent
risk for suicide.

2. Int’l Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From claim 41 “The method of claim 39 or 40, wherein the depressive
disorder is associated with one or more prodromal symptoms selected from
the group consisting of depressed mood, decreased appetite, weight loss,
increased appetite, weight gain, initial insomnia, middle insomnia, early
waking, hypersomnia, decreased energy, decreased interest or pleasure,
self-blame, decreased concentration, indecision, suicidality, psychomotor
agitation, psychomotor retardation, crying more frequently, inability to cry,
hopelessness, worrying/brooding, decreased self-esteem, irritability,
dependency, self-pity, somatic complaints, decreased effectiveness,
helplessness, and decreased initiation of voluntary responses.”

From claim 90 “The method of claim 89, wherein the 5-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(+)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine;”

From claim 120 “The method of any one of claims 54-1 19, wherein the
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subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”

16. OLIN (2012) “Mortality and Suicide Risk in Treatment-Resistant
Depression: An Observational Study of the Long-Term Impact of
Intervention” PLOS One. 7(10):e48002

From page 2 “The study is an observational, open-label, longitudinal,
multicenter (45 US centers) registry of 500 patients with TRD treated
with VNS+TAU and 300 patients with TRD treated with TAU. Patients are
followed for 60 months, until withdrawal from the study, death or study
completion.”

From page 5 “Further, the elevated rate of previous suicide attempts for the
VNS+TAU group (2.1 vs. 1.2) is confirmed by the increased percentage of
VNS+TAU patients who exhibit suicidal ideations at baseline as
assessed by the Assessment of Suicidality (‘‘Has the patient made a
suicidal gesture or attempt since the last visit?’’ Yes or No) (8.5% vs.
1.5%).”

9. The method according
to claim 1, wherein the
5-MeO-DMT or salt
thereof is administered
at a dose or in a dosage
regimen that causes the
patient to experience a
peak psychedelic
experience.

8. MAJIC (2015) “Peak experiences and the afterglow phenomenon: When
and how do therapeutic effects of hallucinogens depend on psychedelic
experiences?”” Journal of Psychopharmacology. 29(3)241-253.

From page 243 “Pahnke referred to this as the psychedelic peak experience.
He described nine characteristics that psychedelic peak experiences share
with non-drug-related mystical experiences (Pahnke, 1966, 1969a): (1) a
sense of unity; (2) the transcendence of time and space; (3) a deeply felt
positive mood; (4) a sense of sacredness; (5) the noetic quality; (6)
paradoxicality; (7) alleged ineffability; (8) transiency; and (9)
persisting positive changes in different domains, including attitudes
and behavior towards the self, others, life and the experience itself.”

2. Int’1 Pat. App. Pub. No. W0O/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)
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From claim 90 “The method of claim 89, wherein the 5S-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(£)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine;”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From page 15 “As used herein, "mystical experience" or "ME" refers to
an altered state of consciousness in an individual characterized by at least
one of the following key dimensions set forth by Stace (Mysticism and
Philosophy, Lippincott, Philadelphia, PA, 2006): (1) unity, or the sense
that all is one; (2) transcendence of time and space; (3) deeply felt
positive mood; (4) sense of sacredness, including awe, humility, and
reverence; (5) noetic quality, or a feeling of insight with tremendous
force of certainty; and (6) alleged ineffability, or an experience that is
non-verbal or impossible to describe.”

10. The method
according to claim 1,
wherein a dosage of
about 4 mg to about 20
mg 5-MeO-DMT is
administered, or wherein
equimolar amounts of
the pharmaceutically
acceptable salt are
administered instead of
5-MeO-DMT.

9. EROWID (1999) “5-MeO-DMT Dosage” Retrieved April 7, 2000.
https://web.archive.org/web/20000407105145/https://erowid.org/chemicals/
Smeo dmt/Smeo dmt dose.shtml

5-MeO-DMT Dosages

by Erowid

Smoked 5-MeO-DMT Dosages

3. Int’l Pat. App. Pub. No. W0O/2019/064031 “USE OF CANNABIDIOL
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IN COMBINATION WITH 5-HT2B RECEPTOR AGONISTS OR
AMPHETAMINS IN THE TREATMENT OF EPILEPSY” (Published
April 4, 2019)

From claim 3 “CBD in combination with a 5-HT2B receptor agonist, an
amphetamine or an amphetamine derivative for use according to claim 1 or
claim 2, wherein the 5-HT2B receptor agonist, amphetamine or
amphetamine derivative is one or more of: guanfacine; 3,4-
Methylenedioxymethamphetamine (MDMA);
Methylenedioxyamphetamine (MDA); 2,5-Dimethoxy-4-
ethoxyamphetamine (MEM); pergolide; cabergoline; norfenfluramine;
fenfluramine; chlorphentermine; aminorex; meta-chlorophenylpiperazine
(mCPP); bromo-dragonfly; N,N-Dimethyltryptamine (DMT); S-methoxy-
N,N-dimethyltryptamine (5-MeO-DMT); lysergic acid diethylamide
(LSD-25); psilocin; amphetamine; methamphetamine; ephedrine;
cathinone; phentermine; mephentermine; bupropion; methoxyphenamine;
selegiline; amfepramone; n-fenfluramine; pyrovalerone; MDMA (ecstasy)
and DOM (STP).”

From claim 18 “Cannabidiol (CBD) in combination with a 5-HT2B
receptor agonist, an amphetamine or an amphetamine derivative for use
according to any of the preceding claims, wherein the dose of a 5-HT2B
receptor agonist, amphetamine or amphetamine derivative is below 0.01
and 1 mg/kg/day.”

4. HERMANN (2005) “Psychiatric Comorbidity in Chronic Epilepsy:
Identification, Consequences, and Treatment of Major Depression”
Epilepsia. 41(2)31-41.

From page 31 “The issue of psychiatric comorbidity in epilepsy is
reviewed with the aim of identifying a clinical and research agenda that will
advance understanding of at least one important psychiatric condition
associated with epilepsy—namely, major depression.”

11. The method
according to claim 1,
wherein a dosage of
about 6 mg; or of about
12 mg; or of about 18
mg is administered, or
wherein equimolar
amounts of the
pharmaceutically
acceptable salt are
administered instead of
5-MeO-DMT.

9. EROWID (1999) “5-MeO-DMT Dosage” Retrieved April 7, 2000.
https://web.archive.org/web/20000407105145/https://erowid.org/chemicals/
Smeo dmt/5Smeo dmt dose.shtml
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5-MeO-DMT Dosages

by Erowid

3. Int’l Pat. App. Pub. No. W0O/2019/064031 “USE OF CANNABIDIOL
IN COMBINATION WITH 5-HT2B RECEPTOR AGONISTS OR
AMPHETAMINS IN THE TREATMENT OF EPILEPSY” (Published
April 4, 2019)

From claim 3 “CBD in combination with a 5-HT2B receptor agonist, an
amphetamine or an amphetamine derivative for use according to claim 1 or
claim 2, wherein the 5-HT2B receptor agonist, amphetamine or
amphetamine derivative is one or more of: guanfacine; 3,4-
Methylenedioxymethamphetamine (MDMA);
Methylenedioxyamphetamine (MDA); 2,5-Dimethoxy-4-
ethoxyamphetamine (MEM); pergolide; cabergoline; norfenfluramine;
fenfluramine; chlorphentermine; aminorex; meta-chlorophenylpiperazine
(mCPP); bromo-dragonfly; N,N-Dimethyltryptamine (DMT); 5-methoxy-
N,N-dimethyltryptamine (5-MeO-DMT); lysergic acid diethylamide
(LSD-25); psilocin; amphetamine; methamphetamine; ephedrine;
cathinone; phentermine; mephentermine; bupropion; methoxyphenamine;
selegiline; amfepramone; n-fenfluramine; pyrovalerone; MDMA (ecstasy)
and DOM (STP).”

From claim 18 “Cannabidiol (CBD) in combination with a 5-HT2B
receptor agonist, an amphetamine or an amphetamine derivative for use
according to any of the preceding claims, wherein the dose of a 5-HT2B
receptor agonist, amphetamine or amphetamine derivative is below 0.01
and 1 mg/kg/day.”

4. HERMANN (2005) “Psychiatric Comorbidity in Chronic Epilepsy:
Identification, Consequences, and Treatment of Major Depression”
Epilepsia. 41(2)31-41.

From page 31 “The issue of psychiatric comorbidity in epilepsy is

14




reviewed with the aim of identifying a clinical and research agenda that will
advance understanding of at least one important psychiatric condition
associated with epilepsy—namely, major depression.”

12. The method
according to claim 1,
wherein the 5-MeO-
DMT is administered in
a dosage from about 2
mg to about 8§ mg for a
first administration, and
then increased, unless
the patient has already
experienced a peak
psychedelic experience,
to a dosage from about
14 mg to about 20 mg
for a third
administration, or
wherein equimolar
amounts of the
pharmaceutically
acceptable salt are
administered instead of
5-MeO-DMT.

1. DAVIS (2018) “The epidemiology of 5-methoxy-N, N-
dimethyltryptamine (5-MeO-DMT) use: Benefits, consequences, patterns of
use, subjective effects, and reasons for consumption” Journal of
Pharmacology. 32(7)779-792.

From page 7 “most respondents (61%) reported that they never re-dosed
immediately after taking S-MeO-DMT, although approximately one-
quarter (28%) reported sometimes re-dosing, and a notably small
proportion (11%) reporting that they frequently or always re-dosed.”

From page 779 “Furthermore, of those who reported being diagnosed with
psychiatric disorders, the majority reported improvements in symptoms
following 5-MeO-DMT use, including improvements related to post-
traumatic stress disorder (79%), depression (77%), anxiety (69%), and
alcoholism (66%) or drug use disorder (60%).

From page 780 “There is also anecdotal and empirical evidence that some
people use 5-MeO-DMT for the purpose of treating psychiatric
conditions, including symptoms related to depression, anxiety, post-
traumatic stress disorder, and problematic substance use, either by self-
administration (Psychedelic Times, 2016) or through visiting treatment
facilities that provides 5-MeO-DMT in locations where the substance is
unregulated (Lancelotta, 2017; Thoricatha, 2015).”

7. EROWID (2003) “Cranial Chomping 5-MeO-DMT” Retrieved June 7,
2007.
https://web.archive.org/web/20070607053411/https://erowid.org/experience
s/exp.php?ID=26469

DOSE: T+
0:00

T+ 0:30

6 mg | smoked (powder / crystals)

10 mg | smoked

(powder / crystals)

From webpage “One 6 Milligram dose was freebased off of aluminum foil
and inhaled via a funnel. This produced a very surreal feeling, a lot of
shakiness. I was not satisfied...and went to relieve my bowels while a 10
milligram dose was being prepared by my friend, B, (...kudos to the 5-
Meo-DMT?”... I can only use the word happening because it was only
happening, I was not feeling it. And then I ceased to exist. I experienced
'The Void' for about 10 minutes... A brought me some cold fluid to try and
lower my body temperature and for a brief second I felt that he had some
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divine aura, supported by my actually calling him god.”

8. MAIJIC (2015) “Peak experiences and the afterglow phenomenon: When
and how do therapeutic effects of hallucinogens depend on psychedelic
experiences?” Journal of Psychopharmacology. 29(3)241-253.

From page 243 “Pahnke referred to this as the psychedelic peak experience.
He described nine characteristics that psychedelic peak experiences share
with non-drug-related mystical experiences (Pahnke, 1966, 1969a): (1) a
sense of unity; (2) and the transcendence of time space; (3) a deeply felt
positive mood; (4) a sense of sacredness; (5) the noetic quality; (6)
paradoxicality; (7) alleged ineffability; (8) transiency; and (9) persisting
positive changes in different domains, including attitudes and behavior
towards the self, others, life and the experience itself.”

9. EROWID (1999) “5-MeO-DMT Dosage” Retrieved April 7, 2000.
https://web.archive.org/web/20000407105145/https://erowid.org/chemicals/
Smeo_dmt/Smeo_dmt dose.shtml

5-MeO-DMT Dosages

by Erowid

Smoked 5-MeO-DMT Dosages

13. The method
according to claim 9,
wherein the occurrence
of a peak psychedelic
experience is identified
through achievement of
at least 60% of the
maximum possible score
in each of the four
subscales (mystical,
positive mood,
transcendence of time

2. Int’l Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From page 38 “Although this model predicted strength of ME as measured
on a continuum, ME is often measured as complete or less than complete
using threshold scores. Barrett et al. (Journal of Psychopharmacology 20",
29:1 182-1 190), for example, used 60% on all of the subscales as the
threshold for a complete ME in their work. Because the 4-point scale used
in our study allowed for far less variability in scores when compared with
the 1 0-point scale in the MEQ30, ME was dichotomized at the 50% point
such that those individuals reaching >2.5 (of the maximum possible mean
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and space, and
ineffability) of the 30-
item revised Mystical
Experience
Questionnaire (MEQ30)
or is identified through
achievement of at least
60% of the maximum
possible score of the
Oceanic Boundlessness
(OBN) dimension of the
Altered States of
Consciousness (ASC)
questionnaire or is
identified through
achievement of a Peak
Psychedelic Experience
Questionnaire (PPEQ)
Total Score of at least
75.

of 4) on all four subscales were identified as having had a complete ME.”

17. BARRETT (2015) “Validation of the revised Mystical Experience
Questionnaire in experimental sessions with psilocybin” Journal of
Psychopharmacology. 29(11):1182—-1190.

From page 1189 “Observations on the MEQ30 that had a score >60% of
the maximum possible score on each of the four subscales of the
MEQ30 were considered a “complete mystical experience.””

14. The method
according to claim 13,
wherein the occurrence
of a peak psychedelic
experience is identified
through achievement of
a Peak Psychedelic
Experience
Questionnaire (PPEQ)
Total Score of at least
75.

As defined in U.S.S.N. 18/675,614 paragraph [0733]: “the PPEQ has been
developed by the inventor as an improved alternative to the oceanic
boundlessness dimension of the ASC and the MEQ30 to allow a simpler
and quicker assessment of the intensity of a psychedelic experience. The
PPEQ is comprised of three questions, all to be scored from 0 to 100 by
marking a Visual Analogue Scale between 0 and 100 mm: 1. How intense
was the experience? 2. To what extent did you lose control? 3. How
profound (i.e., deep and significant) was the experience?”

18. STUDERUS (2010) “Psychometric Evaluation of the Altered States of
Consciousness Rating Scale (OAV)” PLOS ONE. 25(8):1-19.

From page 1 “The OAV questionnaire has been developed to integrate
research on altered states of consciousness (ASC).”

From page 9
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8076,
75170,
B0[.76
811(.76,

Experience
of Unity

7469,

.74 .66,
.70 (.62,
J9L73,

Spiritual
Experience

10. Everything seemed to unify into an oneness. |-m .37 .30, .43]

gg} 21. It seemed to me that my environment and | were one. 43 [.36, .51]
, .84] 27. | experienced a touch of eternity. .' .36 [.29, 43]
To——{[ 25 Cofichs and corkradcions seemed w desohs, |-—— 3526, 42)
35. | experienced past, present and future as an oneness. |-— 45 [.38, 53]

82) 6. | had the feeling of being connected to a superior power. 45 [.33, .56]
:;;} [ 56 Ioxperioncedakindofawe | s52(41, 62

"-l 66. My experience had religious aspects. |-—‘38 [.28, .47)

72166, 777],,.—-| 7. | enjoyed boundless pleasure. |-—.49 [.40, .57]
Blissful State 7772, .82]—-| 60. | experienced a profound peace in myself. |-—‘4[) [.33, .48]
BALED. '881—\—-{ 65. | experienced an all-embracing love. }-—,30 [.22, .37]
71085, »ml_,.r-ﬂ 34, | felt very profound. H*AQ [.40, .59]
.73[.67, .79]—+] 46. | gained clarity into connections that puzzled me before. Je—— 47 .38, .56]
BaLe, '72]‘-‘*| 52. | had very original thoughts. Je——.59 (.49, .70]
8378, .Bﬁ]/—'i 15. It seemed to me as though | did not have a body anymore. }-—,32 [.24, .39]
82 [.78, .87] {"42.1 had the feeling of being outside of my body. J——.32 .24, 40]
e JSL‘*—-| 43 [felt as though | were floating. 52143, 61]
5. | felt like a marionette. H——601.50, .70)
B41.56, .71‘]_/" 16. | had difficulty making even the smallest decision. I-—‘50 [.40, .59]
;l :gg< _7,;]___44 24. | had difficulty in distinguishing important from unimportant things. |-—‘45 [.37,.52]
":g:'rgggcnzgd 68 (.80, .75 ——+{ 33, I felt as though | were i H——541.44, 64)
'G; :22 ;;:“‘ﬂ{ 44, | felt isolated from everything and everyone. |-— 55 [.45, .64]
721.66, 79]\_' 45, | was ot able to complete a thought, |-7A65 (.56, 74]
my thought repeatedly became disconnected.
\l 53. | had the feeling that | no longer had a will of my own. |-7A48 [.38, .57]
19. | was afraid that the state | was in would last forever. |-—.50 [.36, .63]
_B(}]//vl 29. | was afraid without being able to say exactly why. }-7.33 [.22, .44]
. gg})_—-i 30. | experienced everything terrifyingly distorted. Jo——46 .33, 60)
' ggi—‘ﬂ 32. | experienced my surroundings as strange and weird. |-—.40 [.30, .50]
. -85] " [ 38 I felt threatened. J——34122, 46)
63. | had the feeling something horrible would happen. |-—.41 [.28, .54]
79173, Mr/—-| 25. | saw scenes rolling by in total darkness or with my eyes closed. }-—,38 [.28, .47]
Complex Imagery 73[.67, .79]—-| 49. | could see pictures from my past or fantasy extremely clearly. }0—‘47 [.38, .55]
.75(.68, —321;____' 57. My imagination was extremely vivid. Je—— 44134, 54]
B8, .BB]f—,’l 8. | saw regular patterns in complete darkness or with closed eyes. |-—‘29 [.22,.35]
E'ﬁ“";“e'fy"y 92 (.88, .95]——{ 13. | saw colors before me in total darkness or with closed eyes. 1609, .22]
oater '71]\“‘!{ 20. | saw lights or flashes of light in total or with closed eyes. }-7759 [.50, 68]
o 3L, .aﬁ]/—'i 11. Noises seemed to influence what | saw. Je——311.23,.38]
SA;:QKS:\I:QSSL\I:IQ g; Egi g;}—ﬂ 14. The shapes of things_seemed to change by sounds and noises.  J+——.16 .11, .22]
R '\‘“—| 51. The colors of things seemed to be changed by sounds and noises. }-—.22 [.16, .29]
< — 717 .aa]””'l 17. Everyday things gained a special meaning. |-— 40 [.31, .50]
ha:fgpe:maepzzgmg gé Eég 3;}—4 18. Things around me had a new strange meaning for me. Jo——341.25, 42)
’ “‘“-{ 37. Objects around me me emotionally much more than usual. |-7 56 .47, .65]

21. SCHENBERG (2017) “Translation and cultural adaptation of the States
of Consciousness Questionnaire (SOCQ) and statistical validation of the
Mpystical Experience Questionnaire (MEQ30) in Brazilian Portuguese”
Archives of Clinical Psychiatry. 44(1):1-5.

From page 4
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Table 3. Factors and items and respective factor loads of the confirmatory factor analysis of the Brazilian Portuguese version of the 30-item Mystical
Experience Questionnaire in 1504 subjects, Jan-Feb 2015

Factor/l Load
Factor 1: Mystical
Internal Unity
35. Freedom from the limitations of your personal self and fegling a unity or bond with what was fell 1o be greater than your personal self. 0.85
41, Experience of pure being and pure (beyond the world of sense impressions). 0.83
54. Experience of oneness in relation to an “inner world” within. 0.88
77. Experience of the fusion of your personal self inta a larger whole 0.81
83. Experience of unity with ultimate reality. 0.87
12. Feeling that you experienced etemity or infinity. 0.81
External Unity
14. Experience of oneness or unity with objects and/or persons perceived in your surroundings. 0.79
47 Experience of the insight that “all is One" 0.88
74. Awareness of the life or living presence in all things. 0.85
Noetic Quality
9. Gain of insightful knowledge experienced at an intuitive level. 0.72
22. Certainty of encounter with ultimate reality 0.85
69. You are convinced now, as you look back on your experience, that in it you d ultimate reality 0.81
36. Sense of being at a spiritual height. 0.85
55. Sense of reverence. 0.80
73. Feeling that you experienced something profoundly sacred and holy. | 0.87
Factor 2: Positive Mood
5. Experience of 0.88
18. Feelings of tenderness and g 0.66
30. Feelings of peace and tranquility. 0.73
43. Experience of ecstasy 0.85
80. Sense of awe or awesomeness. 0.88
87. Feelings of joy. 0.90
Factor 3:Ti d of Time and Space
2. Loss of your usual sense of time. 0.71
15. Loss of your usual sense of space. 0.73
29. Loss of usual awareness of where you were. 0.46
34. Sense of being "outside of" time, beyond past and future. 0.74
48. Being in a realm with no space i 0.80
5. Experience of timel 0.83
Factor 4: Ineffability
6. Sense that the ience cannot be described ad ly in words. 0.87
23. Feeling that you could not do justice to your experience by describing it in words. 0.95
86. Feeling that it would be difficult to communicate your own experience Lo others who have not had similar experiences. 0.79

22. BARRETT (2017) “The Challenging Experience Questionnaire:
Characterization of challenging experiences with psilocybin mushrooms”
Journal of Psychopharmacology. 30(12):1279-1295.

From page 20
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Appendix 1: The Challenging Experience Questionnaire

Instructions: Looking back on the entirety of your session, please rate the degree to which at
any time during that session you experienced the following phenomena. Answer each
question according to your feelings, thoughts, and experiences at the time of the session. In

making each of your ratings, use the following scale:

0 — none; not at all

1 — so slight cannot decide

2 —slight

3 — moderate

4 — strong

5 — extreme (more than ever before in my life)
1. Isolation and loneliness
2. Sadness

3. Feeling my heart beating

4.1 had the feeling something horrible would happen

5. Feeling my body shake/tremble

6. Feelings of grief

7. Experience of fear

8. Fear that I might lose my mind or go insane

~ 9.1feltlike crying
10. Feeling of isolation from people and things
_11. Feelings of despair
12. Thad the feeling that people were plotting against me
13. I was afraid that the state I was in would last forever
14. Anxiousness

15. T felt shaky inside

J Psychopharmacel. Author manuscript; available in PMC 2017 December 01.

From page 21

16. I had the profound experience of my own death

17. 1 felt my heart beating irregularly or skipping beats

18. Pressure or weight in my chest or abdomen

19. I experienced a decreased sense of sanity

20. I felt as if T was dead or dying

21. Panic

22. Experience of antagonism toward people around me
23. Despair

24.1 felt isolated from everything and everyone

25. Emotional and/or physical suffering

26. I felt frightened

15. The method
according to claim 1,

5. OTT (2001) “Pharmepéna-Psychonautics: Human Intranasal, Sublingual
and Oral Pharmacology of 5-Methoxy-N, N-Dimethyl-Tryptamine" Journal
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wherein the 5-MeO-
DMT or a
pharmaceutically
acceptable salt thereof is
administered via
inhalation.

of Psychoactive Drugs. 33(4)403-307.

From page 406 “5-MeO-DMT is of well-known psychoactivity, having
been reported active by inhalation of free-base vapor in doses of six to 10

99

mg

2. Int’1 Pat. App. Pub. No. WO/2018/195455 “ASSESSING AND
TREATING PSYCHEDELIC-RESPONSIVE SUBJECTS” (Published
October 25, 2018)

From page 18 “The term "administration" or "administering" refers to a
method of giving a dosage of a pharmaceutical composition to a subject,
where the method is, e.g., oral, topical, transdermal, by inhalation,
intravenous, intraperitoneal, intracerebroventricular, intrathecal, or
intramuscular.”

From claim 90 “The method of claim 89, wherein the 5-HT2A receptor
agonist is selected from lysergic acid diethylamide (LSD), psilocybin, DOI
(£)-1 -(2,5-dimethoxyphenyl)-2-aminopropane hydrochloride; (R)-DOI
((R)-1 -(2,5-dimethoxy-4-iodophenyl)-2-aminopropane); LA-SS-Az
(2'S,4'S)-(+)-9,1 0-Didehydro-6-methylergoline-8p-(trans-2,4-
dimethylazetidide); 2C-BCB (4-Bromo-3,6-dimethoxybenzocyclobuten-1 -
yl) methylamine) ayahuasca; 3,4,5-trimethoxyphenethylamine (mescaline);
5-methoxy-N,N-dimethyltryptamine (5-meo-DMT); ibogaine; a
compound of formula (I) formula (IT) formula (III) or a pharmaceutically
acceptable salt thereof.”

From claim 120 “The method of any one of claims 54-1 19, wherein the
subject is being screened for treatment to improve the mental well-being
of a subject.”

From claim 121 “The method of claim 120, wherein the subject is being
screened for treatment of stress, treatment of anxiety, treatment of
addiction, treatment of depression, or treating of a compulsive behavior.”

From claim 127 “The method of claim 126, wherein the depressive disorder
is major depression, melancholic depression, atypical depression, or
dysthymia.”

16. The method
according to claim 1,
wherein a clinical
response, as assessed by
at least a score of “much
improved” in the
Clinical Global

1. DAVIS (2018) “The epidemiology of 5-methoxy-N, N-
dimethyltryptamine (5-MeO-DMT) use: Benefits, consequences, patterns of
use, subjective effects, and reasons for consumption” Journal of
Pharmacology. 32(7)779-792.

From page 779 “Furthermore, of those who reported being diagnosed with
psychiatric disorders, the majority reported improvements in symptoms
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Impression-
Improvement (CGI-I)
score or the Patient
Global Impression-
Improvement (PGI-I)
score, occurs not later
than about 2 hours
after the last
administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

following 5-MeO-DMT use, including improvements related to post-
traumatic stress disorder (79%), depression (77%), anxiety (69%), and
alcoholism (66%) or drug use disorder (60%).”

9. EROWID (1999) “5-MeO-DMT Dosage” Retrieved April 7, 2000.
https://web.archive.org/web/20000407105145/https://erowid.org/chemicals/
Smeo_dmt/Smeo_dmt dose.shtml

\https:t‘femwid.org/chemicalsfsmeofdmtfﬁmeofdmtﬁdose.shtml |

771 caplures

7 Apr 2000 - 12 May 2022

5-MeO-DMT Dosages
by Erowid
5-MeO-DMT is a short acting tryptamine very similar in nature to DMT. It is generally found as very small white crystals (like salt)

and is generally smoked. Be careful with dosages...people react very differently to different doses. Some individuals have world-
shattering effects with less than § mg. Descriptions of its effects range from “bliss” to “chemical terror".

Smoked 5-MeO-DMT Dosages

Threshold
Light
Common
Strong

1-2 mg

2-5mg

5-10 mg
10-20 mg

Onset : 0-30 seconds

Peak : ~1-15 minutes

Duration : ~30 minutes
Additional After Effects : ~1 hr

11. MOHEBBI (2018) “Patient centric measures for a patient centric era:
Agreement and convergent between ratings on The Patient Global
Impression of Improvement (PGI-I) scale and the Clinical Global
Impressions — Improvement (CGI-S) scale in bipolar and major depressive
disorder” European Psychiatry. 53:17-22

From page 17 “Concordant with an increased emphasis on consumer
engagement, the Patient Global Impression Scale of Improvement (PGI-
I) is commonly used as an outcome measure in studies evaluating the
efficacy of treatments in medical and psychiatric conditions with
subjective symptom domains.”

From page 17 “Participants were asked to assess their symptom
improvement with the PGI-1.”

17. The method
according to claim 1,
wherein the clinical
response, as assessed by
at least a score of “much
improved” in the CGI-I
score or the PGI-I score,
persists until at least 6
days after the last

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
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https://web.archive.org/web/20000407105145/https:/erowid.org/chemicals/5meo_dmt/5meo_dmt_dose.shtml
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administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

group atdays 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time |HAM-D/ HAM-D
time of the | sincethe | MADRS | MADR:

HAM-D/THAM-D/ [HAM-D/ [[Fi [#2 [ #3 [ # | 45 | # | #1 | 48 | 49 | #10 | #11 | #12 | #13
MADRS | MADRS | MADRS

o1 || (07 | D1a) | (D21)
{manths)
Patient 1 31 76 20/27 [wj2f[ 376 [ 3/3 [ 2h [|-[=]=]=[=]-= = = | x =
|Patient 2 % | o 20732 | 87| 1N/7 | 472 | 2/3 [F [ [+ [* [+ [+ [+ 46| +
Patient 3 38 52 20732 | 3/1|[ 7/ [ 272 | 4/z + |+ - -+ IR
Patient 4 % | 5 17721 [10/12][ 8/15 [10/15' [13/15 [F- [+ [=[= [ = S l=l=T"=1- 1+
Patient 5 39 51 20728 [17/20[[ 18722 [15/18 [15/19 [|+ [+ |+ | = [ = | =]+ |- |+ | = | = [+@] +
Patient 6 5 | sl 19/23 | 6/3 || 10/9 [16/14 | 6/8 ||+ | + |+ | EEE
Patient 7 28 50 23/25 | 5/7 || 5/5 | 6/6 | 5/5 [|- |+ + - [ = = [+@] +
Patient 8 ] 24729 | 13/17)[ 20723 [ 16779 [10/77 [|+ | = | == [= =1+ |- 1% ]=]= [+@[+

Ayahuasca intake for these eight patients occurred between October 2070 and January 2013 Tnterviews were conducted between January and May 2017

+: positive, - negative, =: neutral/stable; =: changed medication; x do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

14. MULLER (2003) “Differentiating moderate and severe depression
using the Montgomery—Asberg depression rating scale (MADRS)” Journal
of Affective Disorders. 77:255-260.

From page 255 “HAMD17, MADRS, and CGI scores were highly
correlated (r > 0:85; P <0.0001)”

18. The method
according to claim 1,
wherein the clinical
response, as assessed by
at least a score of “much
improved” in the CGI-I
score or the PGI-I score,
persists until at least 14
days after the last
administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
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=0.98), and MADRS scores were significantly reduced in the ayahuasca
group atdays 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions
Ageatthe | Time [HAM-D/ [HAM-D/ [HAM-D/[[HAM-D/ [HAM-D/ [[#1 [ #2 [ #3 [ #4 [45 [#6 [# [#8 [ [ #10 [#1 [ #2 [ #13
time of the | sincethe | MADRS = MADRS | MADRS || MADRS | MADRS

i i (baseli (D1) (07) | (04 | (D21)

{manths)

Patient 1 31 76 /27 (/12 [ 376 [ 3/73 [ 2h [[=[=]=1=[=]= = = | x =
|Patient 2 % | o 20732 | 9/17 | /7 | 4/2 | 2/3 [F [ [+ [* [+ [+ [+ [ +(6) | +
Patient 3 38 52 20/% [ 3/1 |7/ 272 | 4/2 B HEE R
Patient 4 % | 5 17/21 1 10/12 | 87715 [[10/15" [13/15 [|5/- [ + [ = [ = | = S l=l=Tw=1- 1+
Patient 5 39 51 20/28 [ 17/20 |18/22|[ 15718 [15/19 |+ |+ |+ = | = [= |+ |- |+ | =] = [+@] +
Patient 6 54 | sl 19/23 | 6/3 | 10/9 | 16/14 | 65/8 ||+ |+ |+ - [+ +
Patient 7 28 50 23/25 | 5/7 | 5/5 | 6/6 | 5/6 + + - [ = = [+@)] +
Patient 8 ] 24729 [ 13/17 [20723[[ 76779 [10/77 [+ | = [ == [=[=1+*]-1+*]=]=[+@[+

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013, Interviews were conducted between January and May 2017

+: positive, - negative, =: neutral/stable; =: changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 to 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21.

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

14. MULLER (2003) “Differentiating moderate and severe depression
using the Montgomery—Asberg depression rating scale (MADRS)” Journal
of Affective Disorders. 77:255-260.

From page 255 “HAMD17, MADRS, and CGI scores were highly
correlated (r > 0:85; P <0.0001)”

19. The method
according to claim 1,
wherein the clinical
response, as assessed by
at least a score of “much
improved” in the CGI-I
score or the PGI-I score,
persists until at least 28
days after the last
administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
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7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group at days 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time [HAM-D/[HAM-D/[HAM-D/[HAM-D/ [HAM-D/ [ #1 [#2 [# [#4 [#& [# [ 4 [8 [# [#0 [ a1 [#72 [ 43

time of the | sincethe | MADRS | MADRS | MADRS | MADRS | MADRS

i iment |(baseli 01 | (07 | (&) | (021)

{manths)

Patient 1 31 76 20/27 14/12 | 3/6 | 3/3 | 21 | = | = == x =
Patient 2 36 [ 20732 | 8/17 | /7 | 472 | 273 t [k [+ [+ [+ [+ - [+ ECIE
|Patient 3 B | w2 0732 3/1 |7/ | 277 | 473 | + |+ e + ]+
Patient 4 48 5 17/21 [10/12 [ 8/15 [10/15 [13/15 [=- | + [ = [ = [ = =l =TT- +
Patient & 38 | & 20728 [17/20 (18722 [15/18 [16/19 | + | + |+ | = [= =]+ |- [+ | = | = [+@] +
|Patient 6 59 | 5 19/23 | 6/3 [ 10/9 | 16/14 | 5/8 |+ | + | + - [+ +
Patient 7 28 50 23/25 [ 5/7 | 5/5 [ 6/6 | 5/5 t =1+ [=1]= - [ = = @]+
Patient 8 [ 49 24729 [13/17 [20/23 [ 16719 [10/17 [+ | = | === [=1+*]-1+*]=]=[+@[+

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013. Interviews were conducted between January and May 2017

+ positive, - negative, =: neutral/stable; + changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21.

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

14. MULLER (2003) “Differentiating moderate and severe depression
using the Montgomery—Asberg depression rating scale (MADRS)” Journal
of Affective Disorders. 77:255-260.

From page 255 “HAMD17, MADRS, and CGI scores were highly
correlated (r > 0:85; P <0.0001)”

20. The method
according to claim 1,
wherein a clinical
response, as assessed by
at least 50%
improvement of the
MADRS or HAM-D
score, compared to the
respective score prior to
treatment, occurs not
later than about 2 hours
after the last
administration of 5-

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
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MeO-DMT or a
pharmaceutically
acceptable salt thereof.

inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

9. EROWID (1999) “5-MeO-DMT Dosage” Retrieved April 7, 2000.
https://web.archive.org/web/20000407105145/https://erowid.org/chemicals/
Smeo_dmt/Smeo_dmt dose.shtml

\https:t‘femwid.org/chemicalsfsmeofdmtfﬁmeofdmtﬁdose.shtml

5-MeO-DMT Dosages
by Erowid

5-MeO-DMT is a short acting tryptamine very similar in nature to DMT. It is generally found as very small white crystals (like salt)
and is generally smoked. Be careful with dosages...people react very differently to different doses. Some individuals have world-
shattering effects with less than § mg. Descriptions of its effects range from “bliss” to “chemical terror".
Smoked 5-MeO-DMT Dosages

1-2 mg

2-5mg

5-10 mg
10-20 mg

Threshold
Light
Common
Strong

Onset : 0-30 seconds

Peak : ~1-15 minutes

Duration : ~30 minutes
Additional After Effects : ~1 hr

21. The method
according to claim 1,
wherein a remission of
depressive symptoms, as
assessed by a MADRS
score equal to or less
than 10, or a HAM-D
score equal to or less
than 7, occurs not later
than about 2 hours after
the last administration of
5-MeO-DMT or a
pharmaceutically
acceptable salt thereof.

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

9. EROWID (1999) “5-MeO-DMT Dosage” Retrieved April 7, 2000.
https://web.archive.org/web/20000407105145/https://erowid.org/chemicals/
Smeo_dmt/Smeo_dmt dose.shtml
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https://web.archive.org/web/20000407105145/https:/erowid.org/chemicals/5meo_dmt/5meo_dmt_dose.shtml
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\https:t‘femwid.orgfchemicalsfsmeofdmtfsmeofdmtfdose.shtml

May 2022

5-MeO-DMT Dosages
by Erowid

5-MeO-DMT is a short acting tryptamine very similar in nature to DMT. It is generally found as very small white crystals (like salt)
and is generally smoked. Be careful with dosages...people react very differently to different doses. Some individuals have world-
shattering effects with less than 5 mg. Descriptions of its effects range from “bliss” to "chemical terror".

Smoked 5-MeO-DMT Dosages

1-2 mg

2-5mg

5-10 mg
10-20 mg

Threshold
Light
Common
Strong

Onset : 0-30 seconds

Peak : ~1-15 minutes

Duration : ~30 minutes
Additional After Effects : ~1 hr

22. The method
according to claim 1,
wherein the clinical
response, as assessed by
at least 50%
improvement of the
MADRS or HAM-D
score, compared to the
respective score prior to
treatment, persists until
at least 6 days after the
last administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca

27




group atdays 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time |[HAM-D/ 'HAM-D/[{HAM-D/|HAM-D/ [HAM-D/ |[#1 | #2 | #3 | #4 45 |# | # #8 [# | #0 | #11 | #,12 | #13

time of the | since the | MADRS | MADRS || MADRS | MADRS | MADRS

i iment |(baseli 01 || 07 | D1a) | (D21)

{manths)

Patient 1 31 76 20/27 (/2] 378 [ 3/3 [ 27 ||= = === = = | x =
|Patient 2 % | o 20732 | 87 || 1/7 | 472 | 2/3 [F T+ [+ [+ [+ - [+ 46| +
Patient 3 38 52 20732 | 3/1 |[7/1 [ 272 | 47z + |+ - -+ IR
Patient 4 % | 5 17721 [10/12][8/15 [10/15 [13/15 [|=- [+ [=[=[=|=[-T-[=[=T+=]- [+
Patient 5 39 51 20728 [17/20|[ 18722 [15/18 [15/19 [+ [+ |+ | = [ = | =]+ |- |+ | = | = [+@] +
Patient 6 5 | sl 19/23 | 6/3 || 10/9 [16/14 | 6/8 ||+ | + |+ -] EEE
Patient 7 28 50 23/25 | 5/7 || 5/5 | 6/6 | 5/5 ||= |+ | =+ == - [=1=1=1+0@]+
Patient 8 ] 24729 | 13/17|[20/23 [ 16778 [10/17 [+ | = [ == [= =1+ -1+ | =]= [+@[+

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, - negative, =: neutral/stable; =: changed medication; x do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

23. The method
according to claim 1,
wherein there is a
clinical response, as
assessed by at least 75%
improvement of the
MADRS or HAM-D
score, compared to the
respective score prior to
treatment, on day 7 after
the last administration of
5-MeO-DMT or a
pharmaceutically
acceptable salt thereof.

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
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lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group atdays 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time |HAM-D/ |HAM-D/|/HAM-D/ (IHAM-D/ [HAM-D/ | #1 | #2 |43 | # | #5 |46 | # | #8 |8 | #10 | A1 | #12 | 413

time of the | since the | MADRS | MADRS || MADRS ||MADRS | MADRS

i i (baseli D1) (D7) (D14) (D21)

{manths)

Patient 1 31 76 20727 [wz) 3/6 || 3/3 [ 2n [ === === == | x =
Patient 2 38 67 | 20732 | 9717 || 11/7 || 472 | 273 t |+ [+ [+ [+ [+ [ - [+ [+ |+ [+@]+
|Patient 3 3% | 52 [20/32 | 3/1 | 7/0 |[2/2 | 472 [ + ]+ [ -+ + A+
Patient 4 48 55 17/21 [ 10/12 1 8/15 [[10/15" [13/16 [=/-[ + [ = | = S l=l=T8=1- 1+
Patient 5 39 [ & 20/28 | 17/20| 18722 |[15/18 [165/19 | + | + |+ | = | = | = | + - + = = [+@)] +
|Patient 6 5 | 51 19/23 | 6/3 |[ 10/9 ||16/14 | 5/8 |+ |+ | + | 1 [+6] | +
Patient 7 ] 50 [23/25 | 5/7 || 5/5 || 6/6 | 5/5 t =1+ [=1= - | = = [+B] +
Patient 8 a7 49 [24/29 [ 137|207 [[167719 [10/17 | + [ = | = | = |=]=1+ |- |+ |=1]=[+v@]

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, - negative, =: neutral/stable; : changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question
Missing data: mean of D7 and D21.

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

24. The method
according to claim 1,
wherein the patient is in
remission of depressive
symptoms, as assessed
by a MADRS score
equal to or less than 10,
or a HAM-D score equal
to or less than 7, on day
7 after the last
administration of 5-
MeO-DMT or a

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
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pharmaceutically
acceptable salt thereof.

dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group at days 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Tme | HAM-D/ [HAM-D/|[HAM-D/ [[HAM-D/ [HAM-D/ | #1 [ #2 [#3 [#4 [ #5 [# | #1 | #8 [ # [ #10 [ #1 | #2 [ #13

time of the | sincethe | MADRS | MADRS || MADRS ||MADRS | MADRS

i iment (baseline) | (1) | (D7) || (D14) | (D21)

{months)

Patient 1 31 16 20/27 | 14/12 3/6 3/3 21 = = = = x =
[Patient 2 3% | 67 [20/32 | /17 || /7 || 4/2 | 2/3 [F [+ T+ (v [* [+ - [+ 46 | +
Patient 3 38 52 20/32 3N 7 2/2 4/2 + |+ - + + |+ +
Patient 4 48 55 17/21 | 10/12 | 8/15 |[10/15" | 13/15 |=/- | + | = = = I = = | 4= J = +
Patient 5 39 51 20/28 | 17/20]18/22 [|15/18 [165/19 | + | + |+ | = |=|=| + | - + = = [+18) ] +
|Patient & 5 | 51 19/23 | 6/3 | 10/9 ||6/74 [ 5/8 |+ | + | + | 1 [+ | +
Patient 7 28 50 23/25 | 5/7 5/5 6/6 5/5 =|l+]=1+]=1]-= - | = = [+ ] +
Patient 8 a7 49 | 24/29 [ 13/17 || 20723 ||76/79 [10/17 | + | = | = | = [ = [= |+ |- |+ | = | = [+@ ] +

Ayahuasea intake for these eight patients occurred between Octaber 2010 and January 2013. Interviews were conductad between January and May 2017

+: positive, -2 negative, = neutral/stable; =: changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

25. The method
according to claim 1,

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)
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wherein the clinical
response, as assessed by
at least 50%
improvement of the
MADRS or HAM-D
score, compared to the
respective score prior to
treatment, persists until
at least 14 days after the
last administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group at days 1,2 and 7.

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time [HAM-D/ 'HAM-D/[HAM-D/f HAM-D/ |HAM-D/ | #1 | #2 | #3 | #4 45 |# | # #8 [# | #0 | #1 | #12 | #13

time of the | since the | MADRS | MADRS | MADRS | MADRS | MADRS

i iment |(baseli o1 | o7 | o1& | (021)

(months)

Patient 1 31 76 20/27 [w/12 ] 3/8 | 3/3 [2hn [=[=[=1=[=]-= = = =
|Patient 2 % | o 20732 | 8/17 | /7 | 472 | 2/3 [ [+ [+ [* [+ [-[* [+ [+ [+B] +
Patient 3 38 52 20732 | 3/1 |7/ | 277 | 4/z + |+ - -+ IR
Patient 4 % | 5 17721 [10/12 [ 8715 J10/15 J13/15 [=/- [+ [=[=[=[=[-T-[=[=T+=]- [+
Patient 5 39 51 20728 [17/20 (8722|1578 [15/19 | + |+ |+ | = [= | =]+ |- |+ | =] = [+@] +
Patient 6 5 | sl 19/23 | 6/3 | 10/9 | 16/14 | 6/8 |+ |+ |+ -] EEE
Patient 7 28 50 23/25 | 5/7 | 5/5 | 6/6 | 5/5 | - |+ | =+ | =]-=]-]-|=1=1°=]+@]+
Patient 8 47 49 24/29 [13/17 [20/23 | 16/78 [|[10/77 [ + [ = | = = [=1+F - [+ [=1=[+@]¢

Ayahuasca intake for these eight patients occurred between Octaber 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, - negative, =: neutral/stable; =: changed medication; x do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
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Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

26. The method
according to claim 1,
wherein there is a
clinical response, as
assessed by at least 75%
improvement of the
MADRS or HAM-D
score, compared to the
respective score prior to
treatment, on day 14
after the last
administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT?2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group atdays 1,2 and 7.”

From page 23
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Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time |HAM-D/ HAM-D/ [HAM-D/| HAM-D/ [HAM-D/ | #1 | #2 |43 [ #4 | #5 |46 | £ |8 |49 | #0 | #11 | #12 | 413

time of the | sincethe | MADRS = MADRS | MADRS || MADRS | MADRS

i i (basefine)  (D1) 07) D14) | (D21)

{months)

Patient 1 31 16 20/27 | 14/12 3/6 3/3 21 == = = x =
Patient 2 % | € 20/32 | 9/17 [ 11/7 | 472 FYE) [+ [+ [+ [+ [+T+T-T+ +[+E) [+
Patient 3 38 52 20/32 3/1 7/ 2/2 4/2 + |+ - + TR
Patient 4 4% | 5 | 17/21 | 10/12 | 8/15 | 10/15 |13/15 | | + | = | = | = R
Patient 5 39 51 20/28 | 17/20 [18/22 ] 15/18 J15/19 | + | + |+ | = | =|=| + - + = = [+(8) | +
|Patient & 5 | 51 19/23 | 6/3 | 10/9 | 6714 | 5/8 |+ | + | + - [+06] | +
Patient 7 28 50 23/25 | 5/7 5/5 6/6 5/5 =|l+]=1+]=1]-= - | = = [+ +
Patient 8 47 49 24729 [13/17 (2078 6/19 J10/17 [+ [=[=[=[=]=T+[-1+[= 1= [+@]+

Ayahuasca intake for these eight patients occurred between Octaber 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, -2 negative, = neutral/stable; =: changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

27. The method
according to claim 1,
wherein the patient is in
remission of depressive
symptoms, as assessed
by a MADRS score
equal to or less than 10,
or a HAM-D score equal
to or less than 7, on day
14 after the last
administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca

was well tolerated and that symptom reductions were limited to a few
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weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group atdays 1,2 and 7.

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

— |

Ageatthe | Time [HAM-D/ [HAM-D/HAM-D/f HAM-D/ [HAM-D/ | #1 | #2 | #3 | #4 45 |# | # #8 [# | #10 | #11 | #,12 | #13

time of the | since the | MADRS | MADRS | MADRS | MADRS ||MADRS

i iment |(baseli o1 | o7 | D14 || (021)

{manths)

Patient 1 31 76 20/27 [14/12 | 3/8 | 3/3 | 2n [ == = = | x =
|Patient 2 % | o 20732 | 8/17 | /7 | 472 || 2/3 [F [ [+ [* [+ [+ [+ 46| +
Patient 3 38 52 20732 | 3/1 |7/ | 277 || 4/z + |+ e IR
Patient 4 % | 5 17721 [10/12 [ 8/15 | 10715 [J13/15 [=/- [+ [= | = [ = S l=l=T"=1- 1+
Patient 5 39 51 20728 [17/20 (1872|1578 [J15/19 | + [+ |+ | = [ = |= |+ |- [+ | = | = [+@] +
Patient 6 5 | sl 19/23 | 6/3 | 10/9 | 16/14 f6/8 |+ |+ |+ | EEE
Patient 7 28 50 23/25 | 5/7 | 5/5 | 6/6 || 5/5 + [ =1+«1=1=1-T1T-1= = [+@] +
Patient 8 47 49 24729 [ 13/17 [20/23| 16779 |10/77 [+ | = | === |=1+*]-1+*]=]=[+@[+

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, - negative, =: neutral/stable; =: changed medication; x do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

28. The method
according to claim 1,
wherein the clinical
response, as assessed by
at least 50%
improvement of the
MADRS or HAM-D
score, compared to the
respective score prior to
treatment, persists until
at least 28 days after the
last administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
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serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a S-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group atdays 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time |HAM-D/|HAM-D/ HAM-D/HAM-D/ [HAM-D/ | #1 | #2 |43 | # | # |46 |# #8 |8 | #0 | A1 | #2 | 413

time of the | since the | MADRS | MADRS | MADRS | MADRS | MADRS

i i (baseli D1) (D7) (D14) (D21)

{manths)

Patient 1 31 76 20727 (/2 [ 3/6 | 3/3 [ 2N [ === = =|-= == | x =
Patient 2 38 67 | 20732 | 9717 | 11/7 | &]2 | 273 t [k [+ [+ [+ [+ - [+ r [ +06) | +
|Patient 3 3% | 52 [20/32 | 3/1 | 7/0 | 2/2 | 472 [ + ]+ [ R + A+
Patient 4 48 55 17/21 [ 10/12 | 8715 [10/15" [13/16 [</-[ + [ = | = | = S l=l=T8=1- 1+
Patient 5 39 [ & 20/28 | 17/20 |18/22 | 16/18 [16/19 | + | + | + | = | = | = | + - + = = [+@)] +
|Patient 6 5 | 51 19/23 | 6/3 [ 10/9 | 16/14 | 5/8 |+ | + | + - [+6] | +
Patient 7 ] 50 [23/25 | 5/7 | 5/5 | 6/6 | 5/5 t =1+ [=1= - | = = [+B] +
Patient 8 a7 49 (24729 [13/17 [20723 [ 67719 [10/17 | + [ = | = | = | ==+ |- |+ = 1= [+v@]

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, - negative, =: neutral/stable; : changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question
Missing data: mean of D7 and D21.

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

29. The method
according to claim 1,
wherein there is a
clinical response, as
assessed by at least 75%

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
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improvement of the
MADRS or HAM-D
score, compared to the
respective score prior to
treatment, on day 28
after the last
administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group at days 1,2 and 7.”

From page 23

Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time [HAM-D/|[HAM-D/ [HAM-D/|[HAM-D/ [HAM-D/ | #1 |42 |43 | #4 |45 |46 |47 [ #8 |8 | #10 | #11 | #12 | 413

time of the | sincethe | MADRS | MADRS | MADRS | MADRS | MADRS

i i (basefine)  (D1) 07) D14) | (D21)

{manths)

Patient 1 3 76 20/27 | 14/12 3/6 3/3 21 === = == = = x =
Patentz | 36 | & [ 20732 | /17 | 11/7 | 4/2 | 2/3 [ x s [+ * [+ [+ [= ]+ [+@]+
Patient 3 38 52 20/32 3/1 7/ 2/2 4/2 + |+ - + TR
Patient 4 4% | & [ 17/21 | 10/12 | 8715 |10/15 | 13/15 [ | + | = | = | = | = R
Patient 5 39 51 20/28 | 17/20 [18/22 | 15/18 [15/19 | + |+ |+ | = |[=|=| + - + = = [+(8) | +
|Patient 6 5 | 51 19/23 | 6/3 | 10/9 [16/14 | 5/8 |+ | + | + - [+06] | +
Patient 7 28 50 23/25 | 5/7 5/5 6/6 5/5 =|l+]=1+]=1]-= - | = = = [+ +
Patient 8 47 49 24729 [13/17 [20/23 [ 16/19 [ 10/17 | + | = | = =[=T+T1T-1¢ E = [+@] +

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, -2 negative, = neutral/stable; «: changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.
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From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”

30. The method
according to claim 1,
wherein the patient is in
remission of depressive
symptoms, as assessed
by a MADRS score
equal to or less than 10,
or a HAM-D score equal
to or less than 7, on day
28 after the last
administration of 5-
MeO-DMT or a
pharmaceutically
acceptable salt thereof.

6. U.S. Pat. App. Pub. No. US/2010/0166889 “METHOD OF TREATING
DEPRESSIVE DISORDERS” (Published July 1, 2010)

From claim 10 “The method of claim 9, wherein the decrease in depressive
symptoms is a 50% or greater reduction of symptoms identified on a
depression symptom rating scale or achieving a score less than or equal to
7 on the HRSD 17; or less than or equal to 5 on the QIDS-SR 16; or less
than or equal to 10 on the MADRS.

From claim 11 “The method of claim 5, wherein the one or more other
active agent is an antidepressant, a selective serotonin reuptake inhibitor, a
serotonin SHT receptor partial agonist or antagonist, a norepinephrine
dopamine reuptake inhibitor, a serotonin norepinephrine dopamine reuptake
inhibitor, a selective serotonin norepinephrine reuptake inhibitor, a
serotonin 5-HT1a partial agonist, a serotonin 5-HT1b agonist, a
serotonin 5-HT2 antagonist”

12. SANTOS (2018) “Long-term effects of ayahuasca in patients with
recurrent depression: a 5-year qualitative follow-up" Archives of Clinical
Psychiatry. 45(1):22-24.

From page 22 “Objectives: To investigate if the experiment had any long-
lasting effects on patients Methods: Eight patients were interviewed 4 to 7
years after ayahuasca intake. Results: Our results suggest that ayahuasca
was well tolerated and that symptom reductions were limited to a few
weeks. Importantly, most patients believed that the experience was among
the most important of their lives, even 4-7 years later.”

From page 22 “We recently replicated these results in a parallel arm,
double-blind, randomised, placebo-controlled trial with 35 patients with
treatment-resistant MDD15. Compared to placebo, HAM-D scores at day
7 were significantly lower in patients treated with ayahuasca (Cohen’s d
=0.98), and MADRS scores were significantly reduced in the ayahuasca
group at days 1,2 and 7.

From page 23
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Table 1. Depressive symptoms assessed with the Hamilton Depression Rating Scale (HAM-D) and the Montgomery-Asberg Depression Rating Scale
(MADRS) and results from the follow-up questions

Ageatthe | Time |HAM-D/ |HAM-D/ [HAM-D/[HAM-D/ [HAM-D/ | #1 | #2 [ #3 | #4 | #5 | # | /7 | 48 | 29 | #10 | #11 | #12 | #13
time of the | sincethe | MADRS | MADRS | MADRS | MADRS | MADRS
i i (baseline) | (D1) (D7) (D14) (D21)
{months)
Patient 1 3N 16 20727 | 14/12 3/6 313 21 = = = = = = = E x - =
[Patient 2 £ 67 | 20732 [ 9/17 [ 11/7 | 872 | 278 [+ | + [+ [+ [+ [+ [+ [ - |+ 4@ | +
Patient 3 38 52 20/32 | 3/1 7/m 2/2 4/2 + |+ - + + [+@] +
[Patient 4 [ 55 17/21 | 10/12 | 8/75 [10/15' [13/15 [=- | + [ = | = | = | = I == [+ - |+
Patient 5 3 51 20728 | 17/20 [18/22 | 15/78 [15/19 [ + | + |+ | = [ = |= |+ |- |+ | = | = [+@] +
[Patient 6 54 51 19723 | 6/3 | 10/9 [16/14 | 5/8 [+ |+ [+ |=[=]|=]-1-|=]=1¢= [*+B/| + |
Patient 7 28 50 23/25 | 5/7 5/5 6/6 5/5 =|+[=T+]=]=]-1-1=1-+= = [+@)] +
[Patient 8 a 4@ 24779 [ 13717 (20723 [ 16719 [10/17 | + | = [ = 1= |= =1+ |- [+ [ == [+@] +

Ayahuasca intake for these eight patients occurred between October 2010 and January 2013. Interviews were conducted between January and May 2017

+: positive, -2 negative, = neutral/stable; =: changed medication; x: do not remember.

The numbers in parenthesis on question #12 are the position from 1 ta 10 reported by those volunteers that had a positive answer to that question.
Missing data: mean of D7 and D21

13. RIGA (2014) “The natural hallucinogen 5-MeO-DMT, component of
Ayahuasca, disrupts cortical function in rats: reversal by antipsychotic
drugs” International Journal of Neuropsychopharmacology. 17(8):1269—
1282.

From page 1269 “5-Methoxy-N,N-dimethyltryptamine (5-MeO-DMT) is
a natural hallucinogen component of Ayahuasca, an Amazonian
beverage traditionally used for ritual, religious and healing purposes that is
being increasingly used for recreational purposes in US and Europe.”
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National Stage of an International Application under 35 U.S.C. 371
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International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning national security,
and the date shown on this Acknowledgement Receipt will establish the international filing date of the application.
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