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atch tracking (HRV, sleep) | P

Surveys (psychological
flexibility, anxiety/depression,
visceral sensitivity)

Qualitative (writing,
interviews)
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enrolled 7, 4 completed 2x doses:

— Randomized to immediate treatment
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"Complete”
Time Point MEQ (Raw) MEQ (%) Mystical Exp?
PAT1 Dose 1 104 69%|Yes
Dose 2 125 83%|Yes

Change fromDose 1 21
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"Complete" |Challenging
Time Point MEQ (Raw) MEQ (%) Mystical Exp? [Experiences| CEQ %

PAT1 Dose 1 104 69%|Yes 97 75%

Dose 2 125 83%|Yes 91 70%

Change fromDose 1 21 -6
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related to love and pain processing
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, grief, personal/family relationships
orld related to love and pain processing

| became a tree—Kind of a tree of life, but
more focused on love. Kind of maternal
love? | was a really big tree, but also kind
of agile. There was an incredible current
of love running through me—It was
bottomless and infinite, with so much
energy. | could impact the energy and
love to everyone around me, and there
were countless brightly colored flowers
all throughout my branches.

This heron was ancient and very wise. He
taught me to take my IBS pain and
discomfort, and turn it inside out, and
push it out. | had a small, soft bird belly.
| could take the sensations and turn
them inside out, and they left my body
in a shower of small white downy
feathers.
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Time Point IBS-SSS

PAT1 Pre-lnterventlc_m 230
Post-Intervention 119
Change -111
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Time Point IBS-SSS
Pre-Intervention 230 35
Post-Intervention 119 18

Change -111 17

PAT1

WWW.MGHCME.ORG
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(b) PGI-C

Since the start of the study,

my overall status is:

1: Very Much Improved

2: Much Improved

Time Point IBS-SSS VSl PGI-C 3: Minimally Improved
PAT1 Pre-lnterventl?n 230 35 6 4: No Change
Post-Intervention 119 18 2
Change -111 -17 -4 5: Minimally Worse

6: Much Worse

WWW.MGHCME.ORG
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Time Point IBS-SSS VSl PGI-C AAQ
PAT1 Pre-Intervention 230 35 6 26
Post-Intervention 119 18 2 30

— — _ A ]
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HADS- | HADS-
Time Point IBS-SSS Vsl PGI-C AAQ | Anxiety |Depression

ary |Pre-intervention 230 35 6 26 10 8
Post-Intervention 119 18 2 30 9 7

Change 111 17 4 a4 1 1
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Daily Diary Pain Ratings
ID=PAT1
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Time Point | MEQ (Raw) | MEQ (%)

oaTy  |[Dosel 65 43%
Dose 2 56 37%
Change

fromDose 1

"Complete"
Mystical

Exp?
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Challenging
Experiences| CEQ%
7 5%
2 2%
-5
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| felt like | was in a long dream and kept
waking up — but not completely
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t understanding of cause

‘I did quite a bit of crying- sobbing, more
like — but | didn’t really feel sad — or if |
was, there was no reason”

"l struggled to identify the feelings on even
what | wanted/needed in terms of comfort”
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HADS- HADS-
Time Point IBS-SSS VSl PGI-C AAQ Anxiety |Depression
PAT2 Pre-Intervention 122 35 3 26 16 4
Post-Intervention 69 18 4 30 11 1
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Daily Diary Pain Ratings
ID=PAT2
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Time Point | MEQ (Raw) | MEQ (%)
PAT3 Dose 1 47 31%
Dose 2 48 32%
Change from
Dose 1

"Complete”
Mystical
Exp?

Challenging
Experiences
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CEQ %

76

58%

90

69%

14
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ma. Anxiety/shame around lack of control

| am a little bummed that instead of a cosmic,
beautiful experience | was reminded of this

event that | don’t feel like | have the tools to

process independently
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uma. Anxiety/shame around lack of control,
ICc events

ges staying with uncomfortable

I’'m curious about my experiences of
discomfort and why | can'’t sit with any
uncomfortable feelings. I'm also curious
about how unprocessed trauma is
impacting my life and why | can’t just move
on. | know it’s important to sit with
discomfort but | don’t know how and
will do anything to avoid being
uncomfortable.
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. Postve | Neutral | Negatve |

- | do not care at all about IBS
symptoms. | am noticing
sensations and processing
them as sensations rather
than pain or indicators of
something wrong.

|@ MASSACHUSETTS
A 4

- | am not worrying about going
to the bathroom before | go or
dwelling on it after | go. Itis a
tiny event in my day rather than
something that consumes my
thoughts for most of the day
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. Positive | Neual | Negative

- 1 do not care at all about IBS - Less rigid about diet,
symptoms. | am noticing realizing sometimes
sensations and processing comfort food is

them as sensations rather comforting even if it
than pain or indicators of hurts my tummy
something wrong.

- | am not worrying about going
to the bathroom before | go or
dwelling on it after 1 go. Itis a
tiny event in my day rather than
something that consumes my
thoughts for most of the day
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. postve | Neutral | Negative

- | can process sensations in - Less rigid about diet, - | feel like my

my body as sensations realizing sometimes connections to myself

rather than pain, Looking at comfort food is and the universe have

things differently comforting even if it been severed and | am
hurts my tummy completely alone

- 1 do not care at all about IBS

symptoms. | am noticing - | have all these new,
sensations and processing them powerful emotions and
as sensations rather than pain don’t know how to handle
or indicators of something them

wrong.

- | am not worrying about going
to the bathroom before | go or
dwelling on it after 1 go. It is a
tiny event in my day rather than
something that consumes my
thoughts for most of the day
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weeks + post-dose 2
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and added more in-depth interview to
chosocial contraindications
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HADS- HADS-
Time Point IBS-SSS VSI PGI-C AAQ Anxiety | Depression
Pre-Intervention 282 64 5 24 6 6
Post-Intervention 214 50 7 38 20 20
Change -68 a0 0 o 1] uf
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Daily Diary Pain Ratings
ID=PAT3

Worst abdominal pain in past 24 hours
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Time Point | MEQ (Raw) | MEQ (%)

PAT4 Dose 1 55 37%
Dose 2 55 37%
Change

from Dose 1
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"Complete" |Challenging
Mystical |Experience
Exp? S CEQ %
76 58%
90 69%
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My entire sense of realness in the world
was deconstructed layer-by-layer and
eventually vanished. | thought | was a
test subject in an intergalactic
simulation - an organism laying
permanently in a bed, being dosed and
analyzed - perhaps with thoughts being
loaded into me - for reasons unclear
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ns to somatic symptoms

It seems notable that | had these intensely
powerful experiences across both
medication days but never cried or burst
out in rage. | wonder to what extent | feel
feelings with my body instead of feeling
them with my mind. | noticed that [the
therapist] often asks, "how are you
feeling?" and | usually answer with some
physical indicator and not how my
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Eventually there was a strong image of a
purple and black industrial shapes... This
felt like a scary experience was
forthcoming. | braced for it and tried to
remind myself that of the two options -
(1) shudder and turn away or (2) try to
look at it with curiosity - curiosity would
be better.
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HADS- HADS-
Time Point IBS-SSS VSI PGI-C AAQ Anxiety |Depression
Pre-Intervention 217 62 4 8 6 3
Post-Intervention 231 60 3 11 4 2
Change [ -2 A -2 1




Worst abdominal pain in past 24 hours

Daily Diary Pain Ratings
ID=PAT4
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MO008 MGH | Sleep Session - Rem, Sleep Session - Deep, Sleep Session - Light and Sleep Session - Awake
60000 |
40000 :

20000

o707 0712 o7z 07/22 07fz7 08/ 08/06  0am 086 08/21 08/26 08/ 09/05 0910 0915  09/20  09/25 09/30 10/05 10110 1015 10/20

Name Max Min Mean
== Sleep Session - Rem 8280 0 4308
== Sleep Session - Deep 6420 0 3146
== Sleep Session - Light 42840 0 12340
== Sleep Session - Awake 11880 0 3507
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M008 MGH | HRV - Daily Avg, HRV - Daily Max and HRV - Daily Min

Dose 1 Dose 2
| |
150 :
1
|
I
100 | i
I
|
50 ] I
I
I |
I 1
0 I |
07/31 08/08 08/16 08/24 09/01 09/09 09/17 09/25 10/03 10/ 10/19  10/27
Name Max Min Mean
== HRV - Daily Avg 98.2 48.0 78.7
== HRV - Daily Max 182 78.9 116

== HRV - Daily Min 69.0 13.7 52.8
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M008 MGH | Daily Activity Vigorous Intensity Seconds, Daily Activity Moderate Intensity Seconds and Daily Activity Low Intensity Seconds

Dose 1 Dose 2

800000

600000

400000

200000

0
07/31 08/05 08/10 08/15 08/20  08/25  08/30 09/04  09/09 09/14 09/19  09/24  09/29 10/04 10/09 10/14 10/19 10/24 10/

Name Max Min Mean
== Daily Activity Vigorous Intensity Seconds 166260 0 8027
== Daily Activity Moderate Intensity Seconds 116460 0 3852

473760 0 34649

== Daily Activity Low Intensity Seconds
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Adapted from Kabar et. al. 2018
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nance
S) background

measure the neuro-chemical state of the
eurotransmitters, metabolites, etc.)

Myoinositol Choline Creatine Glutamate N-Acetylaspartate Lactate Lipids

Glial marker Membrane Energy Neuro- Neuronal ' Hypoxia  Necrosis
marker marker transmitter marker
NAA
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lly safe

pecially in patients with a trauma history & little

nsity of dosing experiences

I can decrease IBS symptoms and Gl-specific
- ?not mediated by psych. flexibility

n and anxiety indices (3/4 patients)
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Ill

side effects”
therapy — cyclic vomiting, functional

(including basic science), food diaries,
history
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herapies Mechanistic targets

Medical 3 Central neuromodulators —_ _
Autonomic nervous system and

stress sensitivity

~—> Coghnitive behavioural therapy —_— )
Emotional responses to symptoms

and coping behaviour

Psychological =——<——> Gut-directed hypnotherapy — Gut-brain
HPA axis dysregulation axis
> Mindfulness-based stress reduction —
Low FODMAP diet _ Gastrointestinal motor dysfunction
~ and visceral hypersensitivity
Dietary ——4&—> Mediterranean diet 1
[ Gastrointestinal microbiome

Psychobiotics

Y

(1]

A J

Staudacher 2023, Nat. Rev. Gastro
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ACT Hexaflex
CONTACT WITH PRESENT MOMENT

Be here now
,--"'"-f .

ACCEPTANCE s VALUES
Openup e Know What Matters
ff L
Psychological
 Flexibility: |
. Bepresent, |
~, openup,do f;f

what matters
DEFUSION ' COMMITTED ACTION

Watch your thinking | Do whatit takes

OBSERVING SELF
(Self-as-Context)
il‘HDIE Pure Awareness
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<« Psilocin

5-HT

Y 5-HT-R

a) 5HT-R on enterocytes, goblet cells, EC cells = gut
permeability, mucus layer, intrinsic serotonin release

b) 5HT-R on vagal/intrinsic/spinal afferents = visceral
sensation, motility. ?Neuroplastic effects.

c) 5HT-R in the gut (T-cells, mast cells, macrophages, dendritic

cells) 2 anti-inflammatory

Dorsal root ganglion

Mauney et. al., under review



MASSACHUSETTS
GENERAL HOSPITAL

h a n I S m S a re PSYCHIATRY ACADEMY

extant IBS therapies
\

4 Neuroticism

4’ Rumination

Gl Psych Therapies

(CBT, GDH, ACT)

J, Experiential Avoidance

I Psychological Flexibility
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re shared
IBS therapies

P Default Mode h
Network modulation

MPFC (descending pain) CNS-Directed Gl

Therapies

(SSRIs, TCAs, SNRIs,
IB-Stim)

Frontoinsular cortex, PCC
(interoceptive awareness)

Precuneus (memory, pain)

Amygdala (memory, fear)
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