INTRODUCTION METHODS

IFNa model of depression
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P D E4 B I n h I b I to r CV‘ 1 2 38 PSyChlamC indications such as depressmn, schlzophrenla, and blpolar /}ﬁﬁ{ Male Wistar rats (8-10 weeks old) were treated with 170,000 IU/kg IFNa three times a week for four weeks to induce depression-like phenotype®.

disc_)rder often show elevated pro-inflammatory marker expression in the /_wm ™ Twenty-four hours before the forced swim test (FST), rats were treated with 5 mg/kg SC ketamine or 10 mg/kg PO fluoxetine. Alternatively, 30 minutes
d b h . perlphery and/or central nervous systeml “!3!! before the FST, rats were treated with 0.01, 0.03 or 0.1 mg/kg SC CV-1238. For the FST, rats were placed in glass cylinders filled with water and their
- . - - - behavior was captured for 5 min with a video camera. Results were analysed using one-way Analysis of Variance (ANOVA), followed by Fisher’s least
e I I l O n S t r at eS O t an t I Phosphodiesterase 4 (PDE4) is a family F)f enzymes that break down PDE4A-D significant difference (LSD) post hoc test using GraphPad Prism. Outliers were identified and excluded if they were based on + 2 standard deviations
cAMP and have been shown to regulate inflammation and away from the group mean.
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d e p r eS S an t a.n d an t I = p S y C h O t I C - PDE4A. B. C. D isoforms: PDE4A and PDE4B highest expressed ¢ - Male Sprague-Dawley rats (8-10 weeks old) were implanted with DSI telemetry transmitters and subdural electrodes over the frontal cortex. EEG was

recorded wirelessly from rats in their home cage. Rats were treated with 0.01, 0.03, or 0.1 mg/kg SC CV-1238, 10 mg/kg IP ketamine, 0.3 mg/kg SC

. . . . Isoforms in brain rolipram, or vehicle using a Latin square study design. Power spectral density was calculated using Neuroscore for each 10 second bin for each 1
p 'O p e rt |es |IN p FecC I INIC al Mo d el S - Non-isoform selective PDE4 inhibitors (apremilast, roflumilast): FDA- T T Hz from 1-200 Hz. Data were then aggregated across treatment groups, frequency bands, and 15-minute time bins. ANOVA was used to compare
approved for peripheral indications driven by inflammation treatmgnt by tlme_bln and frequency band, followed by Dunnett’s post-hoc test to compare each treatment against the mean of the Vehicle group.
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= Non-selective PDE4 inhibitors: Clinical proof of mechanism in CNS
disease (i.e., rolipram in MDD3, roflumilast in schizophrenia?)

Adult male Wistar rats were trained for 14 days to respond to a conditioned stimulus by an electric foot shock, then injected with 0.01, 0.03, or 0.1 mg/kg
CV-1238 SC or 0.3 mg/kg risperidone IP. Using a two-way shuttle box, avoidance responses were recorded when the animals moved from one
compartment to the other during presentation of the conditioned stimulus and prior to foot-shock delivery. Escape failure was recorded when the animal
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1 1 1 ) gtllltyIOf current I;DdE4 mhlgltorr]s Ilill:l)rlgzgd bnyI SSIde effects, thought to failed to move into the other compartment during the foot shock presentation. Results were analyzed using one-way ANOVA followed by Dunnett's
' I Tal ' e at least partially driven by the iIsoform i i i i _
Leisert, Sophia Bardehle*, Srinivas Chakilam-, atleast partially Y sof . multiple comparisons test using GraphPe Prism software
1 1 - Combined immuno- and neuromodulatory activities of PDE4 inhibitors may Amphetamine-stimulated locomotor activity
" 1 I - - mtrie indicati Amphetamine (2.5 mg/kg IP) was injected to male C57BI/6J mice to increase locomotor activity, immediately followed by 0.02, 0.06, or 0.2 mg/kg CV-
H Ong.l u n (Da'VId) Zhang ] P h I I I redal e 7 synergize to address unmet need for various pSyChlat”C indications 1238 SC or 0.1 mg/kg haloperidol SC. Locomotor activity in an open field was measured for 90 minutes by the number of beam breaks using a PAS-HC

system. Results were analyzed using one-way ANOVA followed by Dunnett's multiple comparisons test using GraphPad Prism software.

Georgette SUIdanl OBJ ECTIVE LPS-stimulated TNFa release assay

Whole blood was collected from three healthy volunteers. Half of the blood was diluted with media (1:5), the other half was used for peripheral blood
* To characterize the PDE4B inhibitor CV-1238 in a battery of models related to depression, psychosis, and mononuclear cell (PBMC) isolation. Blood or PBMCs were aliquoted in 96-well plates and treated with 100 ng/mL LPS (E. coli 0111:B4) and log dilutions

inflammation, and by EEG

'Cerevel Therapeutics, 222 Jacobs St Ste 200, Cambridge MA 02141 of CV-1238. After incubation for 24 hours at 37°C, secreted TNFa. was measured using TR-FRET assay.

Presenting Author: Stefka Gyoneva, stefka.gyoneva@cerevel.com

RESULTS
CONCLUSIONS CV-1238 exhibits anti-depressant-like properties / CV-1238 exhibits anti-psychotic-like properties \
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