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aMedications started before the first dose of study treatment and continued beyond the first dose of

e All patients had received =1 prior or concomitant antiseizure study treatment, as yvell as m'edigations started.onlor after the fi!fst dose of study treatment, are
considered concomitant medications. ASM, antiseizure medication.

CBD doses

Introduction Table 3. Average and maximum maintenance doses of CBD

* Lennox-Gastaut syndrome (LGS) and Dravet syndrome (DS) are rare,
early-onset developmental and epileptic encephalopathies (DEES)
characterised by multiple, treatment-resistant seizure types*2

period? (n=46)

Average maintenance dose, mg/kg/day
* Tuberous sclerosis complex (TSC) is a rare genetic disorder commonly

associated with early-onset, treatment-resistant epilepsy3 Mean (SD) 10.0 (4.3) 10.1(5.1) 11.8 (5.5) 10.8 (5.0)
* Highly purified, plant-derived cannabidiol (CBD; Epidyolex®, 100 mg/mL Median (Q1-Q3) 10.0 (7.5-10.0) 10.0 (5.0-14.1) 10.4 (6.6-16.0) 10.0 (6.7-14.4)
oral solution) is approved for the adjunctive treatment of seizures Maximum maintenance dose, mg/kg/day
associated with LGS, DS, and TSC*
_ _ _ _ _ Mean (SD) 10.0 (4.3) 10.5 (5.1) 11.9 (5.4) 11.9 (5.1)
e EpIiTALY (NCT05485831) is a prospective, observational, multicentre study
evaluating the effectiveness and real-world use of CBD in patients with Median (Q1-Q3) 10.0 (7.5-10.0) 10.0 (5.3-14.9) 10.4 (6.6-16.0) 10.0 (8.3-15.0)
LGS, DS, and TSC in routine clinical practice in |ta|y aMaintenance dose from 28 days after the first CBD dose through Week 28.

CBD, cannabidiol; DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome; Q1-Q3, interquartile range; SD, standard deviation; TSC, tuberous sclerosis complex.

Here, we present data from a prespecified interim analysis (database lock: At Week 28, the mean (standard deviation [SD]) average maintenance dose was 11.8 (5.5) mg/kg/day, and the mean (SD) maximum maintenance

& bty A0E) dose was 11.9 (5.4) mg/kg/day (Table 3)
Methods
* This ongoing study included patients aged =2 years, prescribed CBD as part Safety CBD exposure
of routine clinical practice (<10 or <12.5 mg/kg twice daily for LGS/DS or TSC, Table 4. Summary of treatment-emergent adverse events (TEAEsS) Table 5. Summary of changes in CBD dose
respectively) from 18 centres in Italy over 52 weeks (Feb 2025 to Feb 2026) rep orte.d by patizlts d ' i J
— Decision to prescribe CBD was independent of their inclusion in the study Change in CBD dose, n (%) Overall (n=46)
— Patients must not have previously used Epidyolex®, recreational or Number of patients with TEAEs, n (%) Overall (n=46) Treatment duration, days
medicinal cannabis, or CBD-based products within 3 months before Mean (SD) 151.4 (61.0)
study entry Patients with TEAEs 19 (41.3) Median (Q1-Q3) 191.0 (113.0-197.0)
* The primary endpoint was treatment retention (as a joint proxy of effectiveness Total number of dosing records documented 176
and tolerability); secondary and exploratory endpoints are shown in Figure 1 Serious TEAEs 3 (6.95) No change in dose 46 (26.1)
* This prespecified interim analysis was performed once 240% of patients Dose increase 95 (54.0)
had completed Visit 3 (Week 28) Treatment-related TEAEs 4 (8.7) oo e 27 (15.3)
* All outcomes were assessed using descriptive statistics TEAEs in 22 patients Dose interruption 8 (4 é)
* This StUdy IS being conducted with EpidyOIeX®’ and results do not apply to Somnolence 5 (1 0 9) CBD, cannabidiol; Q1-Q3, interquartile range; SD, standard deviation.

other CBD-containing products * Of 176 dosing records, 95 (54.0%) documented a dose increase and

Figure 1. Study design Hypotonia 3 (6.5) 46 (26.1%) documented no change in dose (Table 5)

— Less than a quarter of dosing records noted either a reduction in

econdary endpoints xploratory endpoin Urinary tract infection 2 (4.4
@ Sccondary enchoit @ Exploratory ncpont / -4) CBD dose (15.3%) or a dose interruption (4.6%)

. Primary endpoint

Treatment retention

CBD dosage received Seizure 2 (44)
|
‘gr?c;nographics Treatment patterns of concomitant medications TEAE, treatment-emergent adverse event. Strengths and leltathnS
;har.acter;stics cecL, caic, e * There were 19 (41.3%) patients who had a TEAE from any cause * These data provide real-world insights into the effectiveness of CBD
* Review o ’ & ’ - . . . . . .
patient diary for VAS 0F10 NSRO VAS Of 10 NSRO and four (8.7%) patients who had a treatment-related TEAE (Table 4) treatment in patients with LGS, DS, and TSC in Italy, which may be
baselneisciziie Evaluation of AEs, SAEs, and ADRs o , L :
frequency S e —— T ————————— — Only one (2.2%) patient reported a severe TEAE valuable for clinicians seeking to better understand real-world use of CBD
| (medical device site infection and respiratory failure) * These findings are exploratory due to the single-arm, observational study
. |_to e - — . o — Most TEAEs were mild (n=13 [28.3%]) or moderate (n=5 [10.9%]) design, and lack of a comparator group; furthermore, no adjustment for
isit O: isit 1: isit 2: isit 3: isit 4: isit 5: . . .
A of Week 4 Week 16 Week 28 ‘ Week 40 Week 52 — Somnolence (n=5 [10.9%]) was the only treatment-related TEAE potential confounding variables was performed
e enrelment o et by a0 that occurred in 22 patients e Because this interim analysis includes data from 46 of 111 enrolled patients
f patient . . . . . I Imi
aAlso assessed at Visit 0. < * No patients required dose reductions or permanently discontinued through Week 28, the results should be considered preliminary
ADR, adverse drug reaction; AE, adverse event; CBCL, Child Behavior Checklist; CBD, cannabidiol; e Analvsis bv diaanosis was limited bv the small number of patients with
CGIC, Caregiver Global Impression of Change; CGICSD, CGIC in Seizure Duration; NSRO, StUdy treatment due to TEAEs _ y y 9 y P
nonseizure-related outcomes; PGIC, Physician Global Impression of Change; SAE, serious adverse event; e No deaths were reported at the time of this interim analysis either DS or TSC (n=3 each)

VAS, visual analogue scale.



P0966

Effectiveness and Real-World Use
of Cannabidiol for the Treatment of
Dravet Syndrome, Lennox-Gastaut
Syndrome and Tuberous Sclerosis
Complex in Routine Clinical
Practice In Italy: Data From an
Ongoing, Multicentre, Prospective,
Observational Study

Giuseppe d’Orsi,! Francesca Operto,? Maria Spano,3
Sabrina Perrone,* Francesca Caporali,?
Luigia De Flaviis,* Pallavi Shetty,> Nicola Specchio®’

'Epilepsy Center, Fondazione IRCCS Casa Sollievo della Sofferenza, San Giovanni
Rotondo, Foggia, Puglia, Italy; 2Department of Science of Health, School of
Medicine, University of Catanzaro, Catanzaro, Italy; 3AOU Gaetano Martino,
Messina, Italy; 4Jazz Healthcare Italy S.r.l. — Jazz Pharmaceuticals, Villa Guardia,
ltaly; °Jazz Pharmaceuticals, Brussels, Belgium; ®Neurology, Epilepsy and
Movement Disorders, Bambino Gesu Children’s Hospital, Full Member of European
Reference Network on Rare and Complex Epilepsies EpiCARE, IRCCS, Rome,
ltaly; “University Hospitals KU Leuven, Leuven, Belgium.

Support and Acknowledgements: This study was sponsored by Jazz Healthcare Italy S.r.l. The authors would like to thank all of the study
investigators, study staff, patients, and caregivers for their participation in this research. Writing and editorial assistance were provided to the authors
by Joels Wilson-Nieuwenhuis, PhD, and Lahoor Basha, PharmD, on behalf of Syneos Health, UK, and funded by Jazz Pharmaceuticals, Inc., in
accordance with Good Publication Practice (GPP) 2022 guidelines. The authors acknowledge the use of Copilot (accessed July 2026) to draft the
initial plain language summary. All Al-assisted text was reviewed, edited, and verified by the authors who take full responsibility for the content.

Disclosures: All authors met the ICMJE authorship criteria and had full access to relevant data and information. Neither honoraria nor payments
were made for authorship. Gd’O, FO, MS, and NS have consulted for, conducted studies funded by, or received honoraria for services provided to
Jazz Pharmaceuticals, Inc. SP, FC, and LdF are employees of Jazz Healthcare Italy S.r.l. — Jazz Pharmaceuticals, and hold stock and/or stock
options in the company. PS is an employee of Jazz Pharmaceuticals, and holds stock and/or stock options in the company.

Epidyolex® is approved in the EU for the adjunctive treatment of seizures associated with Lennox-Gastaut syndrome or Dravet syndrome,
in conjunction with clobazam, in patients 22 years of age; it is additionally approved in the EU for the adjunctive treatment of seizures associated
with tuberous sclerosis complex in patients 22 years of age.

Clinical trial ID: NCT05485831.

Presented at the 16" European Epilepsy Congress;
5-9 September 2026; Athens, Greece

Scan left code to access this poster online.
Scan right code to access an audio narration of this poster.
These codes are not for promotional purposes.

POSTER

Plain Language Summary

What was this study about?

People with Lennox-Gastaut syndrome (LGS), Dravet syndrome (DS), and tuberous
sclerosis complex (TSC) have rare forms of epilepsy that often begin in childhood. Many
people with these conditions continue to have seizures even when taking antiseizure
medicines. This study looked at how well cannabidiol (CBD, also called Epidyolex®) worked
iIn everyday medical practice in Italy. The study also collected information on the safety of
the treatment and how well people tolerated it.

What did the researchers do?

The study included 111 people aged 2 years and older from 18 centres across Italy. The
data shown here are from an early analysis part way through the study. At the time of this
early analysis, 46 people had completed 28 weeks of treatment and could be evaluated.
Most participants had LGS, and the median age was 12 years.

What were the results?

After 28 weeks, about two-thirds of participants (65%) were still taking CBD. Staying on
treatment can be a sign that the medicine is helping and is tolerated well. At Week 28,
people were taking an average daily CBD dose of about 12 mg for each kilogram of body
weight. The most common antiseizure medicines taken in addition to CBD were clobazam,
taken by about 85% of people, and valproate, taken by about 67%.

What did the safety data show?

The safety results were similar to what has been seen in earlier studies. About 41% of
participants experienced a side effect, but most side effects were mild or moderate.
Sleepiness (11%) was the most common treatment-related side effect. No deaths were
reported, and no participants stopped treatment permanently because of side effects.

What do these results mean?

These early findings from the EpiTALY study provide further information on how well CBD
worked and how well people with LGS, DS, and TSC tolerated it when used in routine
clinical practice in ltaly. Because these are early results from an ongoing study, more data
are needed to confirm these findings.
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