Ganaxolone Significantly Reduces Major Motor Seizures Associated with CDKL5 Deficiency Disorder
and Demonstrates Sustained Seizure Control Over 2 Years
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* The Marigold study was a double-blind, randomized, placebo-controlled, phase 3 clinical trial in patients with Valproate ’ 18 (36) 16 (31) 32 (36)* FOCE =87 ne87 n=87 n=87 n=87  n=87 =87 n=g7 (s;::'e':f'e"ce %&2))
CDD (Figure 1). Levetiracetam 13 (26) 13 (25) 23 (26)* . .
: i - : : : Clobazam 12 (24) 13 (25) 26 (30)* TEAE Ie?dmg to death, n (%) 1(1)
* Patients who completed the 17-week DB phase were eligible to continue into the OLE phase by undergoing a . . Sepsise 10)
: : : Vigabatrin 10 (20) 12 (24) 20 (23)* P
4-week blinded titration to ganaxolone treatment. Safet
*Administered on or after the first dosing day of the open-label extension phase. a e y
e emtion: IOR 1 | ; o S | | |
e oy oge . . ASMy antirsetzure medication: IR, Inferquartiie range: MMST, major motor selzure frequency * Treatment-emergent adverse events (TEAES) during the DB phase were reported in 86% and 88.2% of patients batients could have reported more than 1 TEAE
Key el Ig ! bl I Ity Crlterla who received ga naxolone and place bO, respectively (Ta ble 2) *Preferred terms from the Medical Dictionary for Regulatory activities Terminology reported in =2 patients within 24 months in the OLE are presented.
° . . o bAny serious TEAE that was reported in >2 patients throughout the OLE until the data cutoff (June 30, 2022).
Ages 2-21 years old. . . . . . The most frequent AEs reported by both groups (ganaxolone vs placebo) during the DB were somnolence (36% TEAES leading to study drug discontinuation within 24 months in the OLE are presented. | | | |
* Pathogenic or likely pathogenic CDKL5 gene variant. Flgure 2. Patient dlSpOSItIOh th rough 2 years In the OLE vs 16%), pyrexia (18% vs 8%), and upper respiratory tract infection (10% vs 6%). ‘;?;f;f)rtli@ESthat led to study drug discontinuation (n=1 each): aspiration, ataxia, dysphagia, hypersomnia, hypotonia, menorrhagia, renal failure, sopor, status
* 216 major motor seizures per 28 days in each of the 4-week periods in an 8-week historical control period. Motor — Somnolence-related adverse events (SRAEs) which included somnolence, sedation, hypersomnia, or lethargy, “Deemed unrelated to study drug.
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seizures were defined as bilateral tonic, generalized tonic-clonic, bilateral clonic, atonic, or focal to bilateral tonic- | occurred in 22 ganaxolone-treated patients with a median onset at day 10 (IQR 3 to 29) (Figure 5).
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