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Background Methods  [MResults [ e S
Allergic History No Allergic History

- The intranasal route of drug administration may » Results are from an interim analysis (data cutoff as of February 8, 2019) of an ongoing, Table 1. Demographic Characteristics (N=132) TEAE (n=27) (n=105)
presgnt challenges qug to nasal anatomy and | phase 3, repeat dose, open-label, safety study of diazepam nasal spray Allergic History No Allergic History Any TEAE 19 (70.4) 72 (68.6)
physiology, such as limited volume, residence time, —Received institutional review board approval Variable (n=27) (n=105) Serious TEAE 7 (25.9) 30 (28.6)
and absorption : - - on of Helsinki Age,yeors,mean£D (fange) | 25.2047(6-53) | 2580153(6-65) _ | |

p | . | Cor\duct.ed in accordance with Declé.lratlon of HelS|.nk| Age, years, mean * SD (range) 25.2+4.7 (6-53) 25.8+15.3 (6-65) Treatmentrelated TEAE 3(11.1)° 19 (18.1)
—One such challenge is the possibility of variable —Written informed consent was provided for all subjects Sex, n (%) Most common TEAES (25% in either subaroup}
absorptl?n due to such conditions as colds and - Enrolled patients were those with epilepsy who were expected to need benzodiazepine Male 17 (63.0) 44 (41.9) . : = 3 (11 - 3 (2.0
allergies treatment for seizure control once every other month on average (ie, average 6 times Female 10 (37.0) 61 (58.1) neun.noma (11.1) (29)

* Per the literature, seasonal allergies and nasal a year) despite a stable regimen of ASDs Pyrexia 3(11.1) 3 (2.9)
cc;ngestion dc;] not affect intranaszjjl ?dminisltzgation —M.ales or. Fema[es.aged betwegn 6 anq 65 years, inclusive | | | white 19 (70.4) 90 (85.7) Seizure 3(11.1) 14 (13.3)
of agents such as t.estoste.rone .an entany. ' | —Dlagn95|s of partial or generalized epilepsy with motor seizures or seizures with clear Black/African-American 6 (22.2) 6 (5.7) Sinusitis 3(11.1) 1 (1.0)
—However, for patients with epilepsy experiencing alteration of awareness ; :

. S . Asian 0 3 (2.9) Anxiety 2 (7.4) 0
seizure clusters, it is important to determine whether —OQOccurrence of seizures despite a stable ASD regimen : ” . {CEacti
this lack of impact also extends to the safety and — Availability of a qualified caregiver or medical professional who could administer study Native Hawaiian or other Pacific Islander 2(7.4) 3(2.9) =ar infection kb 0

- Benzodiazepines are considered the mainstay of —No clinically significant abnormal findings in their medical history, or on physical Allergy type, n (%) Somnolence 2 (7.4) 4(3.8)
rescue therapy for seizure clusters,* but they may examination, electrocardiogram (QTcF <450 msec for males and QTcF <470 msec for Seasonal 21 (77.8) — Upper respiratory tract infection 2 (7.4) 5 (4.8)
have limited absorption due to low water solubility’ fFemales), or clinical laboratory results during screening Rhinitis 4 (14.8) — Influenza 0 7 (6.7)

- Diazepam nasal spray (Valtoco® NRL-1) is a unique —Female subjects of childbearing potential agreed to use an approved method of Allergy/Chronic sinus infection 1(3.7) — Nasal discomfort NR 7 (6.7)
intranasal Formulation OF diazepam Formulated blrth control Respiratory allergy 1 (3'7) o 3Specific treatment-related adverse events are provided in the text.
with Intravail® A3 (n-dodecyl-beta-D-maltoside) and - Key exclusion criteria: N ot at the intert v <ted of 132 batient 16 to 65 NR, not reported.

SR . . . . oy . * The safety population of the interim analysis consisted o atients age 0 ears . . . .
wtgmm E, |nd|ca.ted FQF the short-term treatment of —History of major depression or a past suicide attempt or suicide ideation (53.8% yP l P 82 6% whit 25y7+15 : ) P J Y * In the subgroup of patients with a history of allergies, 19 (70.4%) had TEAEs (Table 3)
seizure clusters in patients 6 years of age and older _Hist fall d to di .0/0 TE€EMAIE, 6£.070 WNILE, MEdN agE€ £5./X 15.1 YEdI'S . . . .

T o | IStory of allergy or adverse response Lo diazepam VA B  allerai 97 bati 50 59 46 to 53 e whom 37.0% —7 patients (25.9%) had serious TEAEs, none of which were deemed treatment-related
—Intravail A3 is a nonionic surfactant that is used as — A history of a clinically significant medical condition that would jeopardize the safety Istory of allergies was present in 27 patients (20.5%) aged 6 to 53 years of whom 37.0% were : :
. . Female and 70.4% were white (Table 1) —3 patients (11.1%) had TEAEs that were considered treatment-related (headache, somnolence,
an absorption enhancement agent to promote the of the subject 70 . L
sleep disorder, and eye irritation)

increased transmucosal bioavailability of drugs?  Seasonal allergies were the most common type of allergy (77.8%) (Table 1)

- Subjects and caregivers were trained on the proper use of the nasal sprayer device at

* In the group of patients without a history of seasonal allergies, 72 (68.6%) had TEAEs (Table 3)

solubility of diazepam . .. . . . . . . — atients (28.6%) had serious S an 1%) had treatment-relate S
Y P - Caregivers administered 5, 10, 15, or 20 mg of diazepam nasal spray (weight-based), with  Table 2. Duration of Exposure and Seizure Episodes (N=132) P coT
: : a second dose administered, if needed. 4-12 hours later Allergic History No Allergic History * The most common TEAEs were generally similar in both groups (Table 3)
ObJECtIVE —Investigators could adjust doses for efficacy/safety Variable (n=27) (n=105) * There were no clinically relevant trends in effects on vital signs or laboratory tests, and no
: . : e * The proportion of seizure events that did not require a second dose of diazepam nasal Duration of exposure, n (%) electrocardiographic abnormalities were observed

* This analysis evaluated the impact of a patient’s r - rod in - hoc analvei <6 months 13.7) 17 (16.2)

history of seasonal allergies on the safety and doses >Prdy Was measured in 4 post hot dndlysis : : .

needed per episode of diazepam nasal spray as ° SaFEty measures included treatment-emergent adverse events (TEAES), phy5|cal/ 6 to <12 months 12 (44.4) 35(33.3) CO“ClUSIO“S

rescue medication in patients with epilepsy who neurological examination, vital signs, laboratory tests >12 months 14 (51.9) 53 (50.5) o . . . .

experience seizures despite stable regimens of » This subgroup analysis evaluated patients with or without a positive past medical history Patients requiring 22 doses/month, n (%) 15 (55.6) 62 (59.0) » In this interim analysis of long-term safety of treatment with diazepam

antiseizure drugs (ASDs) of seasonal allergies Number of diazepam nasal spray treated seizure episodes 428 1838 nasal spray, the presence of seasonal allergies had no impact on the number

. Seizure episodes requiring a second dose, n (%) 14 (3.3) 177 (9.6) ’ ' _ '
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