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Introduction Results

 The Glyph™ platform is a proprietary prodrug technology
which reversibly conjugates a drug of interest to a dietary
lipid Mmolecule to direct absorption toward the lymphatic
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 Male Sprague Dawley rats (aged 6-8 weeks) were » Dosing of non-Glyph oral CBD and GlyphCBD g 60 - o 60 -
randomly assigned to one of the following groups: was completed in two separate experiments % 26 8 2o
Non-Glyph oral CBD with each experiment including a vehicle = v
(N=12/group) (N=12/group) group & valproate group as a positive control g 0 € o0
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Vehicle 5 ml/kg Vehicle 5 mL/kg absence of a tonic hindlimb extensor seizure O ' ' ' ' O ' ' '
Valproate 250 mg/kg Valproate 250 mg/kg following an electroshock (150 MA: 50 Hz: P\~ < O @ @ @ ©® A SIS NS JENIS SNSRI BN
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* Significant differen ween treatmen .
CBD 100ma/kg o pegp 200Makg 72mglkg gniticant differences between treatment Non-Clvoh oral CBD CBD equivalent: 36 54 72 90 110 130
150 mg/kg 250 mg/kg 90 mg/kg groups were determined by a two-sided yp CIVONCED
200 mg/kg 300 mg/kg M0 mg/kg Fisher's exact test versus vehicle protected - Not Protected yP
250 ma/kg 350 ma/kg 130 mg/kg Protected Not Protected

*P < 0.05, **P < 0.01, **P < 0.0001 vs vehicle. CBD, cannabidiol; ED.,, median effective dose; I.P., intraperitoneal; NS, not significant.

Discussion

 Non-Glyph oral CBD and GlyphCBD both inhibited tonic hindlimlb extensor seizures in a rodent MES model compared to vehicle, however
GlyphCBD offered higher seizure protection with a lower CBD equivalent ED.,dose

» These data suggest that GlyphCBD enhances oral bioavailability of CBD while achieving better seizure protection at lower doses, enabling I OB OBEE R
oral dosing at a reduced volume Maintenance dose BESEEENEE. I l ' | | |

 Administration of CBD in its existing formulation is associated with the risk of Gl adverse events and, In some cases, hepatotoxicity; i 1 i[: S i[:f
GlyphCBD has the potential to improve the overall safety drug profile of CBD while retaining therapeutic efficacy and expanding the — e
clinical use to broad patient populations, including focal onset seizures o . | @ | @ C

» The development of GlyphCBD provides an additional proof-of-concept for the Glyph platform and its potential to be widely applied to @ @ C
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t | I e r a e l I t I < ' ' l O | e< l l | eS W I t | I r eV I O l l S | I I ' I I t a t I O I . S 'Based on maintenance dose of 10 mg/kg for Dravet and LGS patients; Patients start on 2.5 mg/kg BID and increase to 5 mg/kg BID after one week and again to maximum recommended maintenance dose of 10 mg/kg BID
BID, twice a day; LGS, Lennox-Gastaut Syndro
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