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Introduction Results

 Approximately 90% of people with tuberous sclerosis complex (TSC) experience TSC-associated neuropsychiatric disorders (TAND; Figure 1), which substantially
impact their quality of life. However, treatment options remain limited"2

T - ) , N - , , _ , Table 2. Patient disposition and baseline characteristics Figure 3. Change from baseline in Most Problematic Behavior (MPB) Figure 4. Change from baseline in TAND Self-Report, Quantified Checklist (TAND-SQ) Figure 5. Change from baseline in Aberrant Behavior Checklist (ABC) subscales
A plant-derived, highly purified pharmaceutical formulation of cannabidiol (CBD; Epidiolex® [US]/ Epidyolex® [EU]) is approved for the treatment of seizures associated
with TSC34 CBD (N=79 7N — . . : . .
» Anecdotal reports from the TSC community of patients, caregivers, and healthcare professionals have suggested benefits with CBD treatment in behavioral (eg, calm ( ) MPB? NRS value on the TAND-SQ * JA (:: % < Hyperaciglve Irritability .tShc:jmaI | S:)er;otyplc Inapprop:ate
or relaxed behavior) and neuropsychological symptoms (eg, increased attention span, awareness, and concentration)® Age, years Extreme problem in Range (0-10) . noncompliance withdrawa ehavior Speec
+ EpiCom (!Epilepsy Comorbidi.ties; NCTO§864846) is an interventiqngl, muItigenter, open—lqbel, single-arm, phase 3b/4 study evaluating behavioral and other Mean (SD)? 18.5(10.32) the past month Total TAND Dysregulated Overactive/ . . . . . Range (0-48) Range (0-45) Range (0-48) ) Range (0-21) Range (0-12)
co-occurring outcomes following adjunctive CBD treatment in participants with TSC-associated seizures® severity score behavior impulsive Autism-like Neuropsychological Mood/anxiety Eat/sleep Scholastic
Median (range) 16.0 (3-42)
Figure 1. TAND clusters® :
ﬂ . Sex, n (%) 10 - 10 04
g Assessment of TAND Male - o
c
> < paal The TAND Self-Report Quantified Checklist (TAND-SQ), Female GEJ § = o = g
Y developed by the TAND consortium, is a validated tool designed to 0 d e OE) e °E’ S
. capture behaviors and quantify the severity of TAND difficulties® Race, n (%) g_ .S o s % c
: * ltconsists of 33 items representing 7 natural TAND clusters and White £ o g_ -_g 5. %
;’f’%g“';‘ed A"‘:S'"'“ke Ne““'lg!"’“"“gi‘a' an eighth cluster addressing psychosocial difficulties experienced ' = £ é’ E é’
siblin oo St e by individuals with TSC and their caregivers®” Asian .
Respondents report whether each item has ever been present and Black or African American ) '
rate item severity (over the last month) on an 11-point numerical '
) rating scale ranging from 0 (not at all) to 10 (extremely), to Declined to state
\ J 232(::3? cluster severity scores and a total TAND severity American Indian or Alaska Native Not a problem
Mood/Amiet roag Most problematic behavior (MPB) is defined as the single Native Hawaiian or other Pacific Islander
behavior identified by the caregiver as most ét)roublesome for the Multiple
participant based on the TAND-SQ checklist
~ g Ethnicity, n (%) Ba.sellne, Baseline, Change from baseline at Week 13, Change from baseline at Week 26,
Obiect; Hispanic or Latino 7) median, n=60 : : median, n=60 median (95% CI)?, n=30 median (95% CI)?, n=23
eclive o . Total TAND severity score 6.0 -14(-2.0,-038 -1.4(-22,-0.2) , ,
j . . . . o o . . Not Hispanic or Latino 7. Baselingb. | Change from baseline | Change from baseline Dysregulated behavior 5.0 -2.0(-3.0,-0.7 -0.7 (-2.7,0.0) H)l/perlalctuve noncompliance : 9.0(-16.0,-2.0) 7.0(-13.0,-2.0)
T:’ '”V;s‘ttr']gat? beha\i;'iozjaga;d r?tt:?r:tc‘::cgfrtr'ngnolljtcfm?sl‘za?grr':'t'at'on of treatment with adjunctive CBD in pafients with TSC-associated seizures. Here, we Number of participants reporting seizures within 56 (70.9 median. n=go| 2t \Week 13, median | at Week 26, median Overactive/impulsive 5.8 -2.0(-3.0,-03 -1.3(-3.3,0.0) Irritability : ~8.5(-12.0,-4.0) -8.0(-10.0,-2.0)
prese © prespecilie 0 ermediate analysis of £pit.0 12 months prior to screening, n (%)b ( : ) ’ (95% Cl)c, n=29 (95% Cl)c, n=23 Autism-like 5.6 -1.7 (_2-5a -1.0 -0.8 (_2-0, 00) Social withdrawal . -4.0 (_6.0, -1 0) -3.0 (_8.0, -1 0)
NeuropsyChOIOQical 6.7 -14 (—2.7, -0.3 -0.6 (_3.6, 07) Stereotypic behavior -3.0 (-5.0. -2.0 -3.0 (-5.0. 0.0
M th d Average number of seizures per 28 days at baseline, 204 (477) Mood/anxiety 3.9 -1.0 (-2.0,-0.3 -0.8(-2.0,0.0) | yp' t ) 1 0( 5 0’ 00 ) 20 ( 5 0’ ) 0)
etnoas mean (SD)° Eat/sleep 45 ~0.5(-2.0.0.0) ~2.0(-35,0.0) nappropriate speec : 0(-30.00) 0(-3.0,0.0)
+ Eligible participants aged 1 to 65 years® with TSC-associated seizures and experiencing moderate/severe behavioral challenges on the Caregiver Global Number of ASMs at baseline, median (range) 2 (0-6) MPB2 NRS Scholastic 9.4 -0.3(=1.0,0.0) -0.3(-1.8,0.0) % C forthe median change from baseline was calculated using the distributon-free method. N numbers difer between the graph and table due to the potental fo missing data at baseine andor ists.
Impression of Severity (CareGI-S) scale were enrolled (Table 1) ’ 395% Cl for the median change from baseline was calculated using the distribution-free method. N numbers differ between the graph and table due to the potential for missing data at baseline and/or visits. Y '
P 0 value on . -2.0 (_4.0, -1 0) -2.0 (_3.0,_1 0) Cl, confidence interval; TAND, tuberous sclerosis complex-associated neuropsychiatric disorders; TAND-SQ, TAND Self-Report, Quantified Checklist.
« After a screening and baseline period of up to 49 days, participants receive CBD <25 mg/kg/day (based on response and tolerability) in addition to standard of Most common baseline ASMs, n (%) TAND-S . . . , , - . « Among the ABC subscales, the greatest reduction from baseline to Week 26 was seen in irritability (-8.0 [-10.0, -2.0]) and hyperactive noncompliance
: S . -SQ + Of the TAND-SQ cluster severity scores, the greatest reduction from baseline to Week 26 (median [95% Cl]) was seen in eat/sleep (2.0 [-3.5, 0.0]) and overactive/impulsive (-1.3 [-3.3, 0.0]) ' ’
care (SOC) for 26 weeks (Treatment period 1) (Figure 2) Lamotrigine scores (Figure 4) (-7.0 [-13.0, -2.0]) scores (Figure 5)
- The 26-week CBD treatment period includes a 4-week titration period and 22-week maintenance period Mi
idazolam®
- After 26 weeks on CBD + SOC, participants choose to continue either CBD with SOC or SOC alone for an additional 26 weeks (Treatment period 2) aMPB is a novel endpoint uniquely personalized to the patient and defined as the single behavior identified by the caregiver as most
C|Obazam i troublesome for the participant based on the TAND-SQ checklist. Behaviors are scored 0-10 (0 = not a problem; 10 = extreme problem in the
* This 6-month intermediate analysis includes enrolled participants (n=79) who completed Treatment period 1 (Visit 6) as of April 2025 (n=28) past month). °At baseline, prospective participants must have had a MPB score of 26 (at least a moderate behavioral problem) on TAND-SQ
— Al enrolled par[icipants received 21 dose of CBD and were included in the Safety ana|ysis set ValprOiC aCid to be eligible. °©95% Cl for the median change from baseline was calculated using the distribution-free method.
= MPB, most problematic behavior; NRS, numerical rating scale; TAND, tuberous sclerosis complex-associated neuropsychiatric disorders; i i - iniei - i H i i i
e e e e o G e e e Tl e ol e et Caregiver’s view of intellectual disability, n (%)? Rl il Figure 6. Caregiver (CareGI-S) and Clinician (CGI-S) Global Impression of Severity in problems with behavior Table 3. Safety outcomes
* Key endpoints evaluated at the 26-week intermediate analysis were: Above avera ; : : : . -
ge-normal intellect : + At baseline (n=60), the median MPB numerical rating scale (NRS) value was i CBD (N=79)
~ MPB, TAND-SQ, Aberrant Behavior Checkiist (ABC), CareGI-S, Clinician Global Impression of Severity (CGI-S), Child and Adult Behavior Checklist , o 0.0 t( ) TAND broblerms Atng ' E 232, i e amict = None = Mid Moderate = Severe = Very Severe Particinants with 21 ”
(CBCL/ABCL), seizure outcomes, treatment-emergent adverse events (TEAES), and serious adverse events (SAES) Mild-moderate disability . 1'1 (’)/SUggeS tlfrl]g Sevetr% i de(/(l)PBemSt, sggrﬁSSIVG outbursts (23%) and anxiety Baseline (n=61) 38 articipants with =1: n (%)
- Data were analyzed using standard descriptive statistics for continuous variables, including 95% Cl for mean and median changes Severe-profound disability (11%) were the most identifie § al baseline TEAEs 49 (62.0)
« The EpiCom study was conducted with Epidiolex®/Epidyolex®, and results do not apply to other CBD-containing products, which are not FDA approved for the Did ot state « At Week 26 (n=23), median (95% CI) change from baseline in MPB NRS was Week 13 (n=28) 14 4 Related TEAEs 34 (43.0)
treatment of seizures associated with TSC o o -2.0 (—3.0, -1 0), Suggestlng an |mprovement in behavioral outcomes from Week 26 (n=24) TEAES |eading to CBD discontinuation? 1 (139)
*Eligible participants were aged 2-65 years in the United Kingdom, Canada, and Poland. NeUTOPSYChlatTIC Comorbldltles, n (%) baseline (Figure 3) Serious TEAEsP 6 (76)
Fi 2. Study desi Autism spectrum disorder 47 (59.9) TEAEs occurring in >15% of participants n (%)
igure 2. Study design .
2 s Anxiety disorder 27 (34.2) Baseline (n=60) Diarrhea 19(24.1)
vaseine peod perod 1 perod? ADHD 21 (26.6) Week 13 (=31) piectons ez
i ri i ri : . . . =
P ’ - P Other psychiattric disorder(s) 11(13.9) Figure 7. Seizure response from baseline to Week 26 Psychiatric disorders 13 (16.5)
Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 DVaI; I: 863 Visit 7 Visit 8 Visit 9 p y . Week 26 (n=22) aSome patients may have had =1 TEAEs leading to CBD discontinuation- *Serious TEAEs that were considered treatment-related included hypernatremia and seizures (in the same patient), and suicidal ideation and hypokalemia in 1 patient each. 2 out of 3 patients
Day-49 = Day-28  Day1 Day 29 Day 92 Week 26 Day 365 Day 375  Day 389 OCD 8 (1 0.1 ) 100 T T T discontinued — 1 due to suicidal ideation and 1 due to hypokalemia (n=1). 1 patient had their CBD dose reduced due to hypernatremia. Al events were resolved.
to Day -29 Week 4 % ) CBVIV)(-:-tek 1t3 ¢ veriod 2 « CBDISOC Week 52 %0 m>25% >50% m>75% m 100% 40 50 60 AEs, adverse events; CBD, cannabidiol; TEAES, treatment-emergent adverse events.
- men = .
D S—— e Sk N e > i Depression 4(5.1) Response Response Response Response Caregivers/clinicians (%)
: 4-week . i 1 Taperoff | Safe . . . . . 80 R : " : : : St a Al
' draton | 22-week maintenance period : "G P lowip Psychotic disorders, including schizophrenia 1(1.3) TEAEs occurred in 49 (62.0%) participants, most commonly diarrhea, infections, and psychiatric disorders (Table 3)

70
60

| period | ‘ o , N , B « Compared with baseline, smaller proportions of caregivers and clinicians rated behavioral problems as severe/very severe at Weeks 13 and 26, respectively (Figure 6) « Serious TEAEs were reported in 6 (7.6%) participants; 4 AEs in 3 participants were considered treatment-related (resolved)
; ' an=37 were adults (218 years). "Considers participants with any seizure type recorded within 12 months of screening; All participants had a
history of seizure(s) but were not necessarily experiencing seizure(s) at the start of the study. The average number of seizures per 28 days at

CBD
i baseline is calculated from seizure diary records. “Rescue medication. $n=62. ADHD, attention-deficit/hyperactivity disorder; ASMs, antiseizure

CBD Optimal Maintenance dose

26-week
intermediate

review?
52-week final

Proportion of participants
meeting response criteria (%)

§ % g % é (up to 25 mglkg/day) éOC medications; CBD, cannabidiol; OCD, obsessive-compulsive disorder. 50
’ ° '__ :g Change from baseline in Child Behavior Checklist (CBCL)? at Week 26 Retention
: olow up | At the time of this analysis, 79 participants were enrolled; 39 had completed Week . . . . . . : . - . - .
— e P g > < > < ol P > < > < 13 and 28 were eligiblgfor Wefa)k % gnalysis 10 participants had disc%ntinued 2 « At Week 26, improvements in scores from baseline were seen across several problem scales of the CBCL (Table $1) + At the time of this intermediate data analysis, the probability of participants remaining on CBD treatment at Week 26 was 86%; only 1 participant transitioned to
Shde - mane e e _ e T T e e T the stud 10 - , - Among children attending school, the greatest improvement in score was seen in Aggressive Behavior syndrome scale (median [95% Cl] -6.0 [-8.0, 3.0]) SOC after 26 weeks of CBD treatment
Intermediate analysis Intermediate analysis y .
. . . . aCBCL is used for participants aged between 26 and <17 years. Higher score is indicative of a greater problem.
aParticipants who decide to discontinue CBD after the 26-week intermediate review visit but remain on study will form the SOC treatment arm. These participants will taper off CBD and complete a safety follow-up. °Participants Medlan (range) age was 1 60 (3-42) yearS, and 20 (0-6) antlselZU re medlcatlons 0 . . . . b
\évg%decide Loddislc%rggue CBdD Zﬁefr the 52-week final review visit will taper off CBD and complete a safety follow-up. For participants who wish to remain on CBD after the study, the 52-week final review visit is the last study visit. were being used at baseline (Tab'e 2) Wk 4 (n=23) Wk 13 (n=1 5) Wk 26 (n=1 1) Change fl"0m basellne in AdUIt BehaVIOI' CheCk|ISt (ABC L) at Week 26
, cannabidiol; , standard of care. . . "
- The most common concomitant antiseizure medications being used were ) s e o s a2 255 2 S 2 65 o 10 e | S At Week 26, improvements in scores from baseline were observed across most problem scales of the ABCL (Table S2) leltatlons
P - : - - articipant was considered a responder if they had reached a = 25%, = 50%, = 75%, or 100% reduction in total seizure count from baseline . ) \ . ) \ \ !
Table 1. Key inclusion and exclusion criteria lamotrigine (n=24 [30%]) rrlldazolam (n=18 [23%)]), clobazam (n=13 [17%)), gufipg the it o Fullanalyss set, 62 |- O « Among adults, the greatest improvement in scores were seen in Rule-breaking Behavior (median [95% CI] -3.0 [-6.0, 1.0]) and Other Problems¢ syndrome scale (median [95% CI] 3.0 [-7.0, 2.0]) « This is an intermediate analysis of an open-label study that did not include a control group. Observed improvements may be confounded by potential
|nC| Slon Cr. ter.a E Cl S.On Cr. ter.a and ValpI'OIC aCId (n=1 3 [1 7 A)]) articipants who were not experiencing seizures at baseine were removed; 33/61 at 239 at 3, and 125 at 6. Wk, week. PABCL is used for participants aged between =18 and <59 years. Higher score is indicative of a greater problem. ¢Includes clinically relevant items that don’t fit into the other defined syndrome scales such as (but not limited to) sleep disturbances, unusual thought patterns, repetitive behaviors, and emotional dysregulation. reg ression to the mean, pafthU|al'|y g|Ven the Sma”er Week 26 Samp|9 Size
tst el XC US| Iterl Half of the caregivers (50%) characterized their participants as having severe to
* Confirmed diagnosis of TSC with a history of seizures * Any medical condition that could affect study outcomes profound intellectual disability, while a third of them (34%) reported mild to « Over half of the participants experiencing seizures at baseline (60%) achieved a
+ Moderate/severe behavioral challenges (eg, aggression, impulsivity, +  Felbamate initiation within the year before screening moderate disability =50% reduction in total seizure count at Week 13, and more than a third (36%) Conclusions
If-inj h ivity), with lemati . ; inoi ithi . . L . , i -
:)eemhgsirotfgégurzz} 5>96 ;:Jlt’r:i’ ?fr\‘lc\leygg?t:téva:tsygiir\:v; a most problematic Use of cannabis or cannabinoid-based products within the 3 months The maijority of participants reported =1 neuropsychiatric comorbidity at baseline, achieved this threshold at Week 26 n . . - . o | | | | |
. ons amiseizur;medication b?fof? screening | Ny | most commonly autism spectrum disorder (60%), anxiety disorder (34%), and - 67% of the participants experiencing seizures at baseline achieved =25% reduction * In this intermediate analysis, reductions in behavioral outcomes scores as measured on the TAND-SQ, ABC, CBCL, and ABCL were reported after 26 weeks of CBD initiation  Safety profile was consistent with previous studies
-~ . * Significant hepatic impairment and any history of suicidal behavier or ADHD (27%) in total seizure count from baseline at Week 13, as did 55% at Week 26 (Figure 7) « Additionally, reduction in severity of behavioral outcomes as measured on the CareGI-S and CGI-S scales were reported by caregivers and clinicians after 26 weeks « Participants currently enrolled in the study are continuing treatment through 52 weeks; final results are expected late in 2026
» Naive to CBD or has been off CBD for 23 months before screening ideation of type 4 or 5 as evaluated by the Columbia-Suicide Severity
Rating Scale

2Based on the Likert scale: 1 = Very unimportant; 5 = Neither important nor unimportant; and 10 = Extremely important.
CBD, cannabidiol; TAND, TSC-associated neuropsychiatric disorders; TAND-SQ, TAND Self-Report, Quantified Checklist; TSC, tuberous sclerosis complex.
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Supplementary Material

Table S1. Change from baseline in Child Behavior Checklist (CBCL) at Week 26 Table S2. Change from baseline in Adult Behavior Checklist (ABCL) at Week 26

Problem scale Svndrome scale Baseline (n=28), Week 26 (n=7), Change from baseline at Problem scale Svndrome scale Baseline (n=28), Week 26 (n=15), Change from baseline at
y median median Week 26 (n=7), median (95% CI)? y median median Week 26 (n=14), median (95% CI)?
Anxious/Depressed 5.0 2.0 -2.0 (4.0, 5.0) Anxious/Depressed 4.5 2.0 -2.0(-3.0, 2.0)
L Withdrawn/Depressed 3.0 1.0 -1.0(-4.0, 4.0) Withdrawn 4.5 2.0 -1.0(-4.0, 0.0)
Internalizing
Internalizing
Somatic Complaints 2.0 2.0 0.0 (-4.0, 3.0) Somatic Complaints 2.5 2.0 0.0 (-4.0,1.0)
Total 9.5 10.0 -4.0 (-10.0, 6.0) Total 11.0 6.0 -4.0 (-5.0, -2.0)
Aggressive Behavior 14.5 10.0 -6.0 (-8.0, 3.0) Aggressive Behavior 11.0 5.0 -2.0(-5.0,1.0)
Externalizing Rule-breaking Behavior 3.0 1.0 -1.0(-3.0, 2.0) Rule-breaking Behavior 7.0 2.0 -3.0(-6.0, 1.0)
Externalizing
Total 18.0 11.0 -8.0 (-9.0, 5.0) Intrusive 3.0 2.0 -1.0(-2.0, 0.0)
Social Problems 8.0 4.0 -2.0 (-3.0, 4.0) Total 22.0 8.0 -8.0 (-13.0, 3.0)
Thought Problems 7.0 4.0 1.0 (-4.0, 7.0) Thought Problems 9.5 3.0 -1.5(-4.0,1.0)
Other Attention Problems 11.5 7.0 -2.0(-6.0, 9.0) Attention Problems 10.0 10.0 -1.5(-3.0, 1.0)
Other
Other Problems 7.0 7.0 -1.0(-5.0, 5.0) Other Problems® 13.0 10.0 -3.0(-7.0, 2.0)
Other Total 36.0 21.0 -10.0 (-13.0, 25.0) Other Total 29.0 21.0 -7.0 (-13.0, 3.0)
Total Total 64.5 41.0 -12.0 (-31.0, 35.0) Total Total 68.5 37.0 -15.0 (-28.0, 1.0)

CBCL is used for participants aged between =6 and <17 years. Higher score is indicative of a greater problem. 295% ClI for the median change from baseline is calculated using the

distribution-free method. Cl, confidence interval.
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ABCL is used for participants aged between =18 and <59 years. Higher score is indicative of a greater problem. 295% CI for the median change from baseline is calculated using
the distribution-free method. °Includes clinically relevant items that don'’t fit into the other defined syndrome scales such as (but not limited to) sleep disturbances, unusual thought

patterns, repetitive behaviors, and emotional dysregulation Cl, confidence interval.
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