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APPROACH

Properties and evolution of lead compounds

INTRODUCTION
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options, and long-lasting (>2 weeks)  « Preclinically, antidepressant mechanisms may seleethve psyc.hede.llcs iRy eael e J (SAR) |8 \g > % S o8 o ‘ 3) Antidepressant-like
treatments are not yet available. include promotion of neuroplasticity® 5 valvulopathy risk with frequent use.® LS. O fOGX‘TDPSA _ _ . _ o activity

CNS_MPO = CNS Multiparameter Optimization score - a score of CNS drug-likeness?; TPSA = Topological Polar Surface Area; cLogP = calculated Log of the Partition coefficient

1) 5-HT2AR OVER 5-HT2BR AGONIST SELECTIVITY 2) NON-HALLUCINOGENIC POTENTIAL 3) ANTIDEPRESSANT-LIKE ACTIVITY /N VIVO

EGX compounds exhibit improved 5-HT2AR over 5-HT2BR selectivity EGX-G and EGX-H do not induce Head Twitch Response EGX-G attenuates immobility in the mouse Forced Swim Test
A L5 HT2AR B H5-HT2BR (HTR) and attenuate DOIl-induced HTR Antidepressant-like properties of EGX compounds were measured in the Forced Swim Test (A).
. oo (o Patoa ) HTR is a behavioral proxy for human A Head Twitch Response Z 80+ - Male C5/BL/6 mice were injected with test compounds and 24h later placed individually in a
E ] E - EoXG hallucinogenic  potency (A). To § E ¢o- cylinder of water, where immobility was analyzed for 4 min.
P ; + Eox o e | 28 :
> ] > i Egi:ga"a:oz investigate hallucinogenic potential, £ c 40- o EGX-G significantly reduced immobility at all doses tested (B), similar to psilocybin (5 mg/kg, B, C),
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32 50 2 507 male C5/BL/6 mice, each implanted Eé 204 = ' indicative of antidepressant-like effects. In contrast, EGX-H (up to 30 mg/kg) did not significantly
c ] c : . Even Classification
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A A EGX-H Series <><><> HT2BR agonism [P1 accumulation HTRF assays | | ”l ) | W Ucl .9 , ngo- 8&20_ ?_E’ E g E 50-
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b 1000 m"k“ understanding (A and B, respectively). EGX-G (C) nor EGX-H (D) up to 30 5 03 1 3 10 30 ! o|,3 A ST measures mouse immobility
* % Mm : . : mg/kg induced HTR, suggesting a EGX-G (mg/kg IP) EGX-H (mg/kg IP) behavior observed following an inability
@< 100 AL EGX-G and EGX-H are hits from distinct chemical . . . E F to escape from a cvlinder of water . EGX-H
= o ot | | o , | lack of hallucinogenic potential. ~ P y (ma/kg IP) > (mg/kg IP)
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o and/or selectivity over 5-HT2BR (C, Table 1). (60 min) reduced HTR induced by a S & so- G 8 4. EGX-G and EGX-H show antidepressant-like effects in Wistar Kyoto rats
i I e Ongoing SAR analyses continue to identify potent known hallucinoaen DO in a dose- e § e §
EGX Compounds analogs with improved 5-HT2AR agonist selectivity dependent manr?er ('E ) ,These ot g E 97 R g E 407 Translational antidepressant potential was tested in male Wistar Kyoto rats, which exhibit depression-like
Relative Selectivity = 10(5/724 Relative Agonism ~sr28 Retative agomism).  (EGX-H ~ Series), compared to  reference T o 2 g 20- * 2 cE) 20+ ; phenotypes, including increased rapid eye movement (REM) sleep. REM sleep was measured by EEG
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(C, Table1). EGX-G (mg/kg IP) EGX-H (mg/kg IP) EGX-G and EGX-H (10 mg/kg) suppressed REM sleep by significantly reducing REM sleep amount (C, E),
e C lusi N | mimicking the effects of psilocybin (A). Additionally, EGX-G significantly increased REM sleep latency
Table 1. 5-HT2AR & 5-HT2BR Agonism Readouts of EGX, Psilocin & Reference Non-hallucinogenic Compounds onciusions . , , ,
. , , , , , (D), similar to psilocybin (B). EGX-H showed a trend toward increased REM sleep latency (F, p=0.1).
Human Target (Readout) EGX-G EGX-H Psilocin Lisuride 2_Br-LSD EGX-G and EGX-H are promising starting points for discovery of novel non-hallucinogenic 5-
HT2AR agonist antidepressants that may exhibit durable efficacy and potential for flexible A © :
5-HT2A (Gg-IP1); EC50 (nM) [Emax 51.3[89%] | 92.8[100%] | 18.2[83% 0.83[99%]* | 0.81/60%]8* 9 P y y P s Yoo s e I Y
5-HT2B (Gq-IP1): EC50 (nM) [Emax] | 51.9[84%] | 2,522[51%] | 21.6 [73%] 391[71%]* | 1000087 dosing options in a broad patient population. 5 £ 20- [m Omg/ng 11 5 £ 20| L Omafko 5 £ 20- {E gmg/ng
*Aequorin Ca++ Mobilization Agonist Readouts 5-HT2A: EC50 = 378nM, Emax = 77%; 5-HT2B: EC50 >10uM; 7Gq dissociation BRET assay. * In vitro, they are potent 5-HT2AR agonists with pharmacological profiles distinct from Es 1m0 o 1m0 . o Jlmo .
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own, indicating in vivo 5-HT2AR interactions and non-hallucinogenic potential. Both Time Post Dose (h) Time Post Dose (h Time Post Dose (h
Table 2. Other 5-HT Receptor”* Agonism Readouts of EGX, Psilocin & Reference Non-hallucinogenic Compounds : : : .. ime Post Dose (h) e Post Dose (h)
compounds show translational antidepressant-like activity.
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5-HT2A (Arrestin); ECS0 (nM) [Emax] | N9[35%] 172 [84%] S/OIaTel | 153/44%] GI ) « Enhanced in vitro profiling to improve SAR understanding related to hallucinogenic £ § 3007 2 § 300 2 § 3007
. o o o o * o -1 - - '2 - '2
ealll2ClCoRCat ECOON AU Cmaxls sonel R84 i sllsi ok BN 770757 | 38540k potential and efficacy (e.g., receptor downstream signaling, neuroplasticity assays). S § 2001 & § 200- g § 200-
o * o — & - £ - £ |
126 (76%]" W  Continued optimization of novel, potent and selective 5-HT2AR agonist lead molecules > £ 1004 - > £ 100 T > £ 1004 T
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