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BACKGROUND

* Dose-dependent subjective psychedelic effects have been
reported after psilocybin administration,! and a positron

Table 1. Baseline and clinical characteristics

COMP 001 COMP 002 COMP 003
(N=233; TRD) (N=89; Healthy volunteers) (N=19; TRD)

Placebo 25 mg + SSRI
(GEYA))] (n=19)

In the COMP 001 trial, improvement in depressive

emission tomography study found positive correlations . omalen ) s | a1an | sewse | 1a@en | 1s@en | 13@as | 13684
between 5HT2A receptor occupancy, subjective psychedelic symptoms with COMP360 treatment was dose
experience, a nd .plasm.a | 2evels of psilocin (the active ) ) R e T e T oo T o Tomee Tovare T weonm
metabolite Of pSI|OCybI n) d e p e n d e r1.tl W h I C h S u g g eSte d t h at t h I S effe Ct Wa S Baseline MADRS total score, mean (SD)| 31.9(5.41) | 33.0(6.31) | 32.7(6.24) N/A N/A N/A 31.7(5.77)

* In developing COMP360 (COMPASS' proprietary,
synthetic formulation of psilocybin) for treatment-resistant
depression (TRD), a recent phase llb trial (COMP 001)
demonstrated statistically significant efficacy for a single
25 mg dose but not a single 10 mg dose in reducing
depressive symptom severity scores over a period of
3 weeks compared with a single 1 mg dose’

unlikely to be the result of functional unblinding with

a subjective psychedelic experience. Additionally,
Emotional Breakthrough Inventory total score and

MADRS: Montgomery-Asberg Depression Rating Scale; N: Number included in analysis; n: Number of participants; N/A: Not applicable; SD: Standard deviation;
SSRI: Selective serotonin reuptake inhibitor; TRD: Treatment-resistant depression

Table 2. COMP 001 Pearson correlation coefficients of 5D-ASC
dimensions and EBI total score versus change from Baseline in

MADRS total score at Week 3

25 mg 10 mg 1 mg

Measure (n=79) (n=75) (n=79)

« This dose-response relationship is an important finding that several dimensions of the Five-Dimensional Altered SD-ASC oceanic boundlessnes
supports a central pharmacological effect of COMP360: It . . . . ASC amxious eao dissolution | | o
reduces depressive symptoms States of Consciousness subjective psychedelic SD-ASC anious ego disol

. . . 5D-ASC visual restructuralization -0.516 -0.431 -0.410

OBJECTIVE experience scale (oceanic boundlessness, visual P ——

e \WWe describe the Five-Dimensional Altered States of . . . . 5D-ASC reduction of vigilance 0.064 0.066 0.305
Consciousness (5D-ASC) questionnaire, which assesses restructu rallzathn, and aud |t0ry alterathnS)
subjective psychedelic experience, and the Emotional . . . Bl total score o-e1d 0363 0424
Breakthrough Inventory (EBI), which assesses emotional CO rrelated moderately Wlth 110 provement IN e o o e e e e by 20 Fve Dimensionel Alere sats of
experience. Also, we report their relationships to changes in . o
depressive symptom severity for the 3 COMP360 doses that depreSSIVG Sym ptOmS on the MOnthmery-ASbe rg
were employed in COMP 001 and compare the results with CONCLUSIONS

those from COMP 002 and COMP 003:

o COMP 002 investigated the subjective psychedelic effects

of COMP360 25 mg, COMP360 10 mg, and placebo in
healthy volunteers

o COMP 003 investigated the effects of COMP360 25 mg

administered adjunct to a selective serotonin reuptake
inhibitor (SSRI) in adult participants with TRD

— With previous reports that serotonergic drugs
downregulate 5SHT2A receptor number and function in
rodents,* it was hypothesized that the action of psilocybin
would be attenuated in participants from COMP 003

Depression Rating Scale total score at Week 3. In
the COMP 002 trial, dose-dependent subjective
psychedelic effects, as observed by the SD-ASC,
were also demonstrated. In the COMP 003 trial,

COMP360 administered adjunct to a selective
serotonin reuptake inhibitor did not block subjective

* Improvement in depressive symptoms correlated with
higher scores on 3 dimensions of the 5D-ASC and EBI total
score. Additionally, as observed in COMP 003, COMP360
administered adjunct to an SSRI did not seem to block the
subjective psychedelic effects of psilocybin or its clinical
benefit, which contradicts previous conjecture

* In COMP 001, a 10 mg dose produced a subjective
psychedelic experience, but it was not significantly better
in reducing depressive symptom severity compared
with a 1 mg dose. This suggests that presuming that
one received an active dose through having a subjective

. - o psychedelic experience, as evident from the 10 mg dose,
METHOPS psyChedehC effeCtS or ant|depressa Nt efﬂcacy- is insufficient for improving symptoms; thus, this points to
Study design the potential validity of a pharmacological mechanism of

* In all 3 trials, COMP360 was administered alongside
psychological support from trained therapists

* At the end of the COMP360 administration day, participants
completed the 5D-ASC (Figure 1)

* [n COMP 001, the EBI was completed the day after

Figure 2. 5D-ASC dimension comparison across trials

= COMP360 25 mg =—=COMP36010mg =—=COMP360 1 mg

= COMP360 25 mg =——COMP360 10 mg ——Placebo

== COMP360 25 mg + SSRI

action that separates the 25 mg dose from the other doses

e Although they were tested in different trials and
populations, a 1 mg dose in COMP 001 resulted in
some degree of subjective psychedelic experience that
was notably greater than that of placebo in COMP 002.

COMP360 adm|n|3trat|on The EB' Measures aSpeCtS . O:;elanic . O::jelanic . O;elanic Thls reSU|t SuggeStS that d 1 mg dOse may serve as an

relating to emotional release, trauma or interpersonal T o e adequate negative control in efficacy trials

conflict resolution, and facing difficult emotions and 60 60 59 * The correlations between changes in depressive symptom

feelings that are usually avoided | 0 | | A | | | severity and 5D-ASC dimension scores and EBI total score
o Reduction 0 Anxious Reduction 0 Anxious Reduction 0 Anxious ..

° |n COMP 001 and COMP 003’ the Montgomery_ASberg vigi(I):nce . dissi?:tion vigi(I):nce fg dissigluotion vigi<l):nce 38 diss?l’l:)tion Warrant addl:tlon.al researCh tOfu rther understand the
Depression Rating Scale (MADRS) was completed at multiple <Q 0 ° role that subjective psychedelic etfects play in achieving
timepoints. The primary efficacy endpoint was change from therapeutic response
Baseline in MADRS total score at Week 3
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Auditory
alterations

Anxious ego

dissolution * In COMP 001, moderate correlations were observed in all dose groups between

change from Baseline in MADRS total score at Week 3 and scores on 3 dimensions of

hallucinations states DF, VO, and JRK have nothing to disclose.
the 5D-ASC (Table 2)
Visual e Additionally, in COMP 001, moderate correlations were observed between change i o copy of this poster
restructuralization from Baseline in MADRS total score at Week 3 and EBI total score for all dose

groups (Table 2)

Measures perception and visual

alterations, including

hallucinations

61st ACNP Annual Meeting | 4-7 December 2022 | Phoenix, Arizona



