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|NTRODUCT|ON RE SU LTS » Significantly more subjects treated with both doses of ZX008 achieved Figure 8. Clinical Global Impression of Change (CGI-C) rated by parent/ Cardiovascular Safety
' ' >25%, *250%, and 275% reduction in convulsive seizure frequency during  caregivers and investigators.
> Dravet syndrome is a rare, severe, freatment-resistant, developmental Figure 2. Subject disposition. treatment compared with baseline (Figure 5) Table 3. FDA Definition of Cardiac Valvulopathy
epileptic encephalopathy » The odds of achieving a clinically meaningful (ie, 250%) or substantial : : TR
. . . . SVINg aily m S ' CGI-C Rating by Parent/Caregiver Grade of Blood Regurgitation (Back-Flow) at Valve
» Current standard of care for Dravet syndrome is treatment with multiple (ie, 275%) reduction in convulsive seizure frequency were 29 and 50 Measured by Echocardiogram

antiepileptic drugs (AEDs), but 45% of patients continue to experience >4 e.ii,?éﬁﬁ';"(?«i‘%%) times higher, respectively, among subjects treated with ZX008 0.8 mg/kg T ————_ :

fonic-clonic seizures per month despite polytherapy P— than in subjects treated with placebo (Figure 5) ymprovement. Valve Absent | Trace Mild  |Moderate | Severe
> Currently, there are no FDA-approved medications fo freaf seizures (n=54) » *The median longest seizure-free interval was significantly longer in 50 %008 0.8 ma/ka/dav: Aortic

associated with Dravet syndrome Randomized to subjects treated with ZX008 0.8 mg/kg/day and ZX008 0.2 mg/kg/day | 7 55.0% (p0.001) '2"08 O-g m%kgl’dav Mitrg

, , treatment (N=119) compared with placebo (Figure é) 40| 2x008 0.2 mgikgiday: m 2X008 0.2mg/kg/day
ZX008 (Fenfluramine HCI Oral Solution) 41.0% (p=0.004) m Placebo Tricuspid
; ; ' '~ ; A Placebo: 10.0% :

> Observed efticacy of fenfluramine in pediatric patients with infractable Placebo ZX008 0.2 mg/kg/day ZX008 0.8 mg/kg/day Figure 5. Cumulative response curve for % reduction in seizure Pulmonic

seizures was initially reported in case reports (reviewed by Schoonjans, et al?) (n=40) (n=39) (n=40)
and 2 cohorts of Dravet syndrome patients tfreated for as long as 28 years>»

» Here we report the results of a prospective merged analysis of 119
consecutive subjects randomized to freatment in either of 2 identical
Phase 3, randomized, placebo-controlled, double-blind clinical trials
of ZX008 in pediatric and young adult subjects with Dravet syndrome Completed Study (n=110)
(NCT02682927, NCT02826863)

frequency per 28 days (combined titration and maintenance periods). Blue cells are findings that are not considered evidence of a cardiac valve

disorder. The gray cells in the table meet the FDA definition of cardiac
valvulopathy.
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» Valvulopathy
— No cases of FDA-defined cardiac valvulopathy were

Placebo

P(la_cg%o ZX008 0(.2_|;199)Ikglday ZX008 0(.8_r;13)lkglday . o omese _ — observed during the trial
METHODS © 61.5% OR=3.8 L, p<0.001 Very much Much  Minimally No change Minimally = Much  Very much > Trace mifral regurgitation (MR) or aorfic regurgitafion (AR)
g p=0.007 : improved improved improved worse worse worse — During the study, 5 (12.5%), 7 (17.9%), and 9 (22.5%) subjects
Subjects : : Z : ) had at least one echocardiogram finding with trace MR
, . , , Table 1. Subject Demographics 4= e o 45.0%, OR=49.5 :
» Males and females 2 to 18 years old with a clinical diagnosis of Dravet J Jrop e | 41.0% 10 p=0.001 and/or AR In the placebo, 0.2 mg/kg/day, and 0.8 mg/kg/
syndrome whose seizures were not completely controlled by their current 21X008 ZX008 ° . CGI-C Ratina bv Investigator day groups, respectively
. g oy gato . L
AED regimen Slaceb 0.2 |;‘9/@1/ 0.8 g\g/kg/ o ' ! e These findings all fell within the blue cells of Table 3
— All medications or interventions for epilepsy (including ketogenic diet acebo ay ay vero | 003 T —— — Clinical guidelines categorize absent and frace
and vagal nerve stimulation) had to be stable for >4 weeks prior to n 40 37 40 17 : " Improvement. echocardiogram findings as normal and do not represent
screenin | evidence of cardiac valve disease®
. INg o | | | Age, years, mean3SD 9.2+5.1 9.0+4.5 8.814.4 9.0x4.7 | 2%008 0.8 mg/kg/day: | S
» All subjects had to meet minimum baseline convulsive seizure frequency (mMin, max) (2, 18) (2, 17) (2, 18) (2, 18) 0 20 30 40 50 0 70 80 o0 ! 50 62.5% (p=0.001) — 21/179 subjects (12.1%) were excluded from participafion
eniry criteria and be approved for entry by the Epilepsy Study Consortium | Age group <6 years, n (%) | 11 (27.5) 9 (23.1) 1 (27.5) | 31 (26.1) ) o o | 2x008 0.2 mgkgiday: in the study due to a screening echocardiogram finding
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— History of cardiovascular or cerebrovascular disease Race, n [) . @ @ Placebo children and young adults
: : : . L Caucasian 31 (77.5) 33 (84.6) 34 (85.0) 98 (82.4) p-values are vs placebo. OR, odds ratio vs placebo. S 30 » Pulmonary hypertension
— Concomitant treatment with serotonergic activity or cannabinoid ) . . .
oroducts BMI, kg/m?2, mean+SD 18.0+3.8 19.3+5.7 18.5+3.5 | 18.6x4.4 . o . . . > — No echocardiographic findings or clinical symptoms
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Any ongoing medical diagnosis that might alter risk-benefit ratio or mean+sD (median) (31.4) 17.5) 21.2) (22.7) X
Impede parficipation in the trial - : : : : 10 - CONCLUSlONS
Study Design | | | | | Efficacy ZX008 0. ] - :
> Study | was a prospective merged onolyms.of 2 idenfical d.ouble—blmd, Figure 3. Percent reduction in mean monthly convulsive seizures for the 0.8 mg/kg/day Very much  Much  Minimally Nochange Minimally  Much  Very much » /X008 (Fe‘nﬂurc:r.nme. HCI oral sol‘u’r.lon) demonsirated
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» Assessed by capture of adverse events (AEs), vital signs, chemistry, ZX008 improvement vs placebo on the primary and all key
hematology, electrocardiogram, hormones, and cognition 0.2 mg/kg/day o-values are vs placebo. secondary endpoints
» Cardiac valve structure and function and pu.lmonory hyper’rension were 9 g Primary /X008 was generally well tolerated at doses <30 mg/
assessed by standardized Doppler echocardiography during screening, Q@ c 3 Endpoint Safety day and no clinical and/or echocardiographic signs of
freatment, and post-tfreatment S 8o Non-Cardiovascular Safety cardiac valvulopathy or pulmonary hypertension were
E = ﬁ p<0.001 Placebo observed
Figure 1. Study design. o = E 63.9% BMedian  EMean Table 2. Most Common Non-Cardiovascular Treatment-Emergent AEs /X008 may represent a significant advance over existing
23 | | | (210% in any treatment group) treatment options and serve as an important novel adjunct
6 Week c é G ® ? » Placebo ZX008 0.2 mg/ | ZX008 0.8 mg/ therapy for the treatment of convulsive seizures in children
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= C
n T
" e & Subjects with =1 TEAE 26 (65.0%) 37 (94.9%) 38 (95.0%)
X088 T:,T;:’:;:Set.o ; = *Key secondary endpoint. REFEREN CE S
" safoty study Subjects with 21 serious TEAE 4 (10.0%) 4 (10.3%) 5 (12.5%) ,
T Figure 7. Percentage of subjects who experienced seizure freedom or 1 ; ?éﬂiéﬁﬁs‘illfpé'f gf yrﬁgf %vzgl]esﬁljgiga 2015;8:328-38
N1 2 ZX008 0-8 mg/kglday 0-2 mg/kglday seizure during the combined titration and maintenance periods. Diarrhed 3 (75%) 12 130.8%) 7 (17.5%) 3. Ceulemans B, et al. Epilepsia. 2012;53:1131-9.
Screening»  pAqes2.18 P 3 =4 0.2 mg/kg/d . 4. Ceulemans B, et al. Epilepsia. 2016;57:€129-34.
2 N = (n=39) Vomiting 4 (10.0%) 4 (10.3%) 3 (7.5%) 5. Schoonjans A-S, et al. Eur J Neurol. 2017:24:309-14.
§" p-values are derived from an ANCOVA with treatment group and age group as factors 6. Zoghbi WA, et al. J Am Soc Echocardiogr. 2017;30:303-71.
\. J and baseline convulsive seizure frequency as a covariate. B 0 Seizures Fatigue 1 (2.5%) 4 (10.3%) 4 (10.0%)
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maintfenance periods between ZX008 0.8 mg/kg/day and placebo
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