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BACKGROUND

+ Developmental and epileptic encephalopathies (DEEs) are a severe group of
neurodevelopmental disorders characterized by seizures and abnormal
electroencephalogram activity that negatively impact development'

RESULTS

Assessment Description

Scale measuring QoL over the prior 4 weeks

BASELINE CHARACTERISTICS

48 patients were enrolled in BELIEVE and included in the safety analysis set; the

SLEEP SCORES

* Figure 3 shows the percentage of patients with a threshold t-score >70 at Baseline
and Week 26, corresponding to clinically significant sleep problems'213
- Statistically significant improvements from baseline in sleep scores were observed

QUALITATIVE CAREGIVER FEEDBACK

The qualitative caregiver assessment was administered to parents/caregivers for
43 of the 46 patients in the mITT population
84% (n = 36) of parents/caregivers provided =1 statement about improvement

: L ELDQOL"0.2 - Subscales include seizure severity, behavior, and mood mean age was 10.5 years (Table 3) i i ot intaini i o (n = i i
- DEEs include, but are not limited to, West syndrome, Lennox-Gastaut syndrome - Higher subscale scores indicate p%orer ol = One quarter of patients had LGS or Dravet syndrome :Ar: the thJ/ts! shctore, Dls%r'gers odf ISnlltlatlrl/g\]/ olz M_If;untall?lngDS.IeepzI (DIg/IVSV)_I,_DD|sc_:_rdbelr051c . Iand 60% (n t .26) provided =1 statemefnt abl.ct)u;[.worsenlng (Ta:;le 6) . "
(LGS), and Dravet syndrome?; DEEs with onset <18 months have an incidence of 1 in rousal/Nightmares (DA), and Sleep Wake Transition Disorder ( ) (Table 5) mprovement in summary measures of qualitative assessments was observed in
2000 live births3 Ser for tient's QoL.. in which t « Clinically important comorbid conditions were present in all patients and included most patients for most measures
- Children with DEEs are medically fragile and have multiple comorbidities including Daily good asalgda’z)spe)f:\:?deenaﬁ :vzfalllegaﬁy s(:;o’rlen \c’:vor;(;idzfi;egnfzc\:”\[frr: gait and movement disorders (45.8%), sleep disturbances (39.6%), chronic Figure 3. The Sleep Disturbance Scale for Children (SDSC)- ~ Any improvement: 84% (n = 36) ~ Improved socially avoidant behaviors:
motor and cognitive impairments, autism spectrum disorder, and sleep disturbance*® day/bad day such as seizure frequency, alertness behavior mood. ete respiratory cond|t|ons/|nfect|onos (37.5%), ASD (29.2%) and percutaneous Percentage of Patients Above Threshold for Clinically Significant — Improved vitality: 58% (n.= 205) ) 44% (n=19) e
- Seizures are generally refractory to standard antiseizure medications (ASMs)” and oral assessment . Scoring is described in Fiaure 2 . ’ P endoscopic gastrostomy (14.6%) _ Sleep Problems at Baseline and Week 26 — Improvement in seizures: 51% (n = 22) — Improvement in irritability: 33% (n = 14)
administration of ASMs can be difficult due to behavioral and cognitive impairments 2 . * The mITT population comprised 46 patients ~ Improved cognition/concentration: — School improvement: 28‘% (n=12)
number of ASMs, greater seizure frequency, and lower 1Q,2 further underscoring a week 26: Table 3. Baseline Demoaravhics and Disease Characteristics - m Week 26 ” ) S
need for new therapies — Has anything improved for “X” and your family since “X” has Safet Anal <ls Sef grap 2 8 Table 6. Most Frequent Positive and Negative C_luahtatw«_a
- ZYNO0O2 is a pharmaceutically manufactured transdermal cannabidiol (CBD) gel o been using the gel? y y g Statements (n 2 8) Made by Parents and Caregivers During
currently in clinical development for the reduction of seizures in patients with DEEs Qualitative — Has anything got worse for “X” and your family since “X” has . : oy Safety Analysis Set % Period A, mITT Population (N = 43)
VY careqiver been using the gel? Demographic or Disease Characteristic _
e present the QoL and sleep assessment results of the phase 2 BELIEVE study of g _ o , L (N = 48) o Lo o
ZYNO0O2 in children with DEES; efficacy and safety are presented in another poster at feedback > CegEehselesfichiz e pseiigiilg it G & [ [P 2 O 2 ST ks
hi fing® ’ y y P P school attendance? If so how? Alertness? If so how? Age, years k= —100%* Behavior. Cognition. Mood
IS meeting « Two independent evaluators working separately coded Mean (range) 10.5 (3, 16) 8 . Im ro’ ed glertne’ss 17 (40
caregiver statements using ATLAS.ti and classified o ® 4% prov L &)
OBJ ECT'VE . : Sex, n (%) o 0% Improved engagement/participation 15 (35)
SELEIES 1D el Male 26 (54.2) ' ' Improved cognition 14 (33)
- To evaluate the effects of ZYNOO2 transdermal CBD gel on QoL, sleep, and caregiver ELDQOL, Epilepsy and Leaming Disabilities Quality of Life; QoL quality of ife. N o Formale o (45.8) DIMS SBD DA SWTD DOES SHY Total Attz it SCEOOI N rore often 12 (28)
qualitative assessment in Chlld and adolescent patients W|th DEES aThe ELDQOL was modified with written permission from the developers; maodifications did not impact the validity of the questionnaire. : 0 *P<0.95 for change from bgseline to week 26.‘ o o Sleep More ener /leSS fatl Ue 12 (28)
Figure 2. Good Day/Bad Day Assessment Seizure type,2® n (%) P A O o A A Score ore STErOYTess el -
METHODS --l - Focal impaired awareness 26 (54.2) SWTD=sleep wake transition disorder. ImEroved ehasior o (21)
Ploase mto your ohil's day: | oo i
- ZYN2-CL-025 (BELIEVE) was an open-label, multicenter, multiple-dose, phase 2 study - - - - - Focal to bilateral tonic-clonic 7(14.6) t-Score (negative number is Seléu;es 4 seiptre f 16 (37
- - : : 00 educed seizure frequenc
to assess thg safety, tolt?rab|l|ty, and efficacy of ZYNOO2 in patients aged 3 to S “—J \—/ ) 0‘ J Syndrome, n (%) SDSC Factors Mean (SD) improvement) Pl R educed soinure amq Iitudg/intensit o ((2 1 ))
<18 years with DEEs (Figure 1) — — — — — Dravet Syndrome 8 (16.7) Total Score Reduced sei q pt' y 9 (21
+ ZYNO0O02 was administered in total daily doses of 250 mg to 1000 mg over an initial 26- , Lennox-Gastaut syndrome 5(10.4) Baseline (n=46) 71.6 (12.68) educed seizure duration (21)
week treatment period (Period A) followed by an up to 46-week extension (Period B) __\ — Epilepsy with myoclonic-atonic seizures 6 (12.5) Week 26 (n=37) 63.9 (13.40) —5.1 0.012 Worsening/Negative Statement n (%)
 Results for the first 26 weeks (Period A) are presented here SLEEP ASSESSMENT West Syndrome 3 (6.3) Disorders of Initiating and Maintaining Sleep (DIMS) Other
- Other® 26 (54.2) Baseline (n=46) 69.6 (14.67) Difficulty in applying gel 11 (26)
: : - Sleep assessment was conducted by caregivers using the Sleep Disturbance Monthly frequency of focal impaired Week 26 (n=38) 63.2 (15.76) —5.1 0.006 Redness, dry skin, or sensitive skin at gel application site 8 (19)
Figure 1. BELIEVE Study Design Scale for Children (SDSC)'" (Table 2) awareness and/or tonic-clonic seizures,? 8.2 (0, 713) Sleep Breathing Disorders (SBD)
. PeredA | periodB | median (range) Wask2s ((nzig)) = 82'33 0.40 0.797 SAFETY
Period A Period B Table 2. Sleep Assessment : ES = : : : : :
: | P Number of concomitant ASMs, mean 2.7 Disorders of Arousal/Nightmares (DA) - ZYNO0O02 was well tolerated in BELIEVE
] _ o . — i ansion Assessment Description Concomitant ASMs, n (%) 48 (100) Baseline (n=46) 51.5(9.91) : MOStI t:eilt;neqt-gmgrge)nt advers; eventsd (TEtAES) (any event, whether unrelated
creening aseline ; itration . - = - or related 1o stuay drug) were mild or moaerate
Days —60 to —29 ) Days —28 to —1 : Days 1 to week 4 Wezgss;r:ogZ6 Up to month 18 « A 26-|tem, leert-type Sca.|e (5 pOSSible.anSV\.lerS per |tem) g(ljodt;tajzma\r/nalproate gg Egg?; Sl\éveepel‘(N2a6kénTr3agn)sition DlSO?'zeOr((ssev?-l)-D) Ll Ll « There were 30 serious adverse events reported by 14 patients over the 72-week
Informed consent 25 seizures Weight-based From week 4 Option to decrease dose Sleep . The |t.ems are (.)rgan.lzed LD categorlgs. eLLIC IR0 Levetiracetam 17 (35.4) Baseline (n=46) 65.0 (13.09) treatment period, of which two (lower respiratory tract infection and status
and screening for (GTCS, T, C, dosing 225 kg: 125-250 mg | at investigator’s discretion Disturbance initiating or maintaining sleep (DIMS, 7 items), sleep Lamotrigine 16 (33.3) Week 26 (n=39) 60.2 (13.78) —4.6 0.030 epilepticus) were considered possibly drug related
eligibility AT, ES, FAM, 225 kg: 125 mg CBD Q12H breathing disorders (SBD, 3 items), disorder of : ' - - ' ' ' ' - One patient, with a history of keratosis pilaris, discontinued study medication due
FIAS, FBTCS) + CBD Q12H >25 kg: 250-375 mg Scale for . ) - Topiramate 13 (27.1) Disorders of Excessive Somnolence (DOES) o =y _ ’ _ y me
inclusion criteria >25 kg: 250 mg CBD Q12H Children arousal/nightmares (DA, 3 items), sleep wake transition ASM. antiseizure medication. Baseline (n=46) 68.5 (16.76) to an AE (intense application site erythema); dermatologic patch testing showed
to move forward CBD Q12H From week 10° (SDSC)" disorder (SWTD, 6 items), disorders of excessive somnolence ‘During the d-week baselne period. o ) S 63.1 (13.82) — — this was not caused by allergic contact dermatitis from ZYN002 and was likely
If 250 mg CBD Q12H E (DOES, 5 |temS), and Sleep hyperhldrOS|S (SHY, 2 |temS) Se(l)zl’usrzlf;ll:l)'z ype, N=59. Irty-three patents wi OcCal Impaired awareness ana/or tonic-clonic seizures; patients cou ave more than one - - . . . . Irntant Contact dermatltls Com “Cated b a Seconda baCterIaI Infectlon
375 mg CBD Q12H I «  The total score is also calculated ¢Includes generalized epileptic encephalopathy, focal DEE, Multifocal DEE, DEE unclassified. Sleep HyperhldrOSIS (SHY) There were no CliniCa”y Signifféant Char?/ges in vital ggns ECGs. or laboratory
If 375 mg CBD Q12H: | Baseline (n=46 52.7 (12.28 ’ ) )
500 nngCBD Q12H Week 26 ((n=40)) 50 6((9 95)) 28 0.154 findings except for 1 patient with a transient, benign, isolated elevation of alkaline
AT, atonic; C, clonic; CBD, cannabidiol; ES, epileptic spasms; FBTCS, focal to bilateral tonic-clonic seizures; FIAS, focal impaired awareness seizures; E N D POI NTS ' ' ' '

FAM, focal aware motor seizures; GTCS, generalized tonic-clonic seizures; Q12H, every 12 hours; T, tonic.
aDoses were adjusted at the investigator’s discretion.

PATIENTS

* Key inclusion criteria
— Male and female patients aged 3 to <18 years
— Diagnosis of DEE as defined by International League Against Epilepsy classification

* QoL efficacy end points
— Change from baseline to the end of Period A in the ELDQOL
— Change from baseline in “good day/bad day” assessment

«  Sleep efficacy end points
— Change from baseline to the end of Period A in the SDSC

+ Qualitative caregiver end points

ELDQOL

Statistically significant reductions from baseline in mean ELDQOL subscale scores
for seizure severity, behavior, and mood were observed at week 26 (Table 4)

Table 4. Change From Baseline in Mean ELDQOL Subscale Scores,

mITT Population (N = 40)2

GOOD DAY/BAD DAY ASSESSMENT

* In comparing baseline to Month 6, the combined proportion of “good day” and
“fantastic day” reports increased from 52.0% at baseline to 70.4%, and the
combined proportion of “terrible day” and “bad day” reports decreased from
12.3% at baseline to 3.7% (Figure 4)

phosphatase at week 26 (1.69 x ULN) that was not considered related to study
medication

Conclusions

« Treatment with ZYNOO2 may be associated with clinically meaningful
improvements in:

— Stable regimen of 1 to 4 ASMs that was maintained from the baseline period — Qualitative statements of parents and caregivers at the end of Period A Mean (SD) Change® P value J S(T:‘i.zu.re severity,_beha_vior, and mc_)od _
throughout the entire study * Safety Assessments: Physical and neurologic examinations, vital signs, ELDQOL subscale Figure 4. Distribution of Good Day/Bad Day Ratings at Baseline and * Initiating and maintaining sleep, disorders of arousal/nightmares, sleep
— History of regression, slowing, or plateau in at least one developmental domain electrocardiogram (ECG), skin check examination (investigator) and diary Month 62 wake transition, and overall sleep
after seizure onset (parent/caregiver), and laboratory tests Seizure §everity + Vitality, cognition/concentration, and socially avoidant behavior
- Key exclusion criteria Baseline (n i40) 26 (54.2) - ZYNO002 was well tolerated over 72 weeks of treatment in this patient population
— Use of tetrahydrocannabinol or CBD product <12 weeks before screening STATISTICAL METHODS Week 26 (n = 40) 22 (45.8) -0.19 0.008 _ of children and adolescents with DEEs
— Treatmept with a str.ong inhibitpr/induger of CYP3A4 o . - Analysis populations Behavior. Baseline
— Change in ASM regimen or epilepsy dietary therapy within the previous 4 weeks — Safety analysis set: All patients who received 21 dose of study drug Baseline (n = 40) 8 (16.7) 050 REFERENCES 5. Conway L ot al. Epilepsia. 2016:57 (612561264
— Alanine aminotransferase, aspartate aminotransferase, or total bilirubin levels 23x —  Modified intent-to-treat (mITT) population: All patients who received Week 26 (n = 40) 5(10.4) -0.21 0.001 - 1. Scheffer IE et al. Epilepsia. 2017;58(4):512-521. o Schoffar | ot a|'z$No%2 cannabidiol Transdermal Gel in
th r limit of normal (ULN . _r 2. Aaberg KM et al. Epilepsia. 2017;58(11):1880-1891. L , .
e uppe of normal (ULN) >80 days of study drug and completed 280% of seizure diaries Mood Month 6 3. Howell KB et al. Epilepsia. 2018;59:1177-1187. e A Aol T D e oM ciinical Trial
OL ASSESSMENTS - For the ELDQOL, changes from baseline in mean subscale score at the end of Baseline (n = 40) 26 (54.2) 4. Skluzacek JV et al. Epilepsia. 2011;52(suppl 2:95-101. e B2 ot R T e 020 Amarican
Q Period A were compared using a paired t test; P values are nominal Week 26 (n = 40) 21 (43:8) ~0.15 0.001 ' | | ' ' ' | | | ' 3. Lurner & et al. Plourology. 2077.88(8) 743 T2 Epilepsy Society (AES) Annual Meeting; December 2020.
QoL assessments were caregiver-rated and included the ELDQOL scale,? a daily - SDSC raw scores were converted into t-scores before comparison of means 0 10 20 30 40 >0 60 70 80 20 100 7. Vigevano F et al. Epilepsia. 2013;54(suppl 8):45-50. 10 Buck, D, etal. Epilepsy Behav. 2007;10(1):38-43.

11. Bruni, O, et al. J Sleep Res. 1996;5(4):251-261.
12. Marriner, AM, et al. J Sleep Res. 2017;26(5):587-594.
13. Licheni, SH, et al. Dev Med Child Neurol. 2018;60(2):192-198.

aTable 4 includes patients who completed both baseline and week 26 ELDQOL assessments; 6 patients completed the baseline assessment but did
not complete the week 26 assessment.
bNegative change from baseline reflects an improvement.

“good day/bad day” assessment, and qualitative feedback (Table 1 and Figure 2) . Proportion of Patients, %

Good day/bad day assessments were averaged over monthly periods, and
descriptive statistics are presented

- Descriptive statistics are presented for coded qualitative caregiver feedback
- Statistics were analyzed using SAS version 9.4 (SAS Institute)
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