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Re: 2023 Report on Use of Medical Cannabidiol

Dear Members of the lowa General Assembly and Director Garcia:

Pursuant to the 2014 lowa Acts Ch 1125, §10h, enclosed is the 2023 report on Report

on Use of Medical Cannabidiol.

If you have any questions or need more information, please don’t hesitate to contact this

office.

Sincerely

ark J Brau

11260 Aurora Avenue ® Urbandale, lowa 50322-7905 ¢ Phone 515-281-3934 o Fax 515-281-6420

www.iowaregents.edu



Re: 2023 Report to the Department of Public Health and the Iowa General Assembly regarding
Cannabidiol and Epilepsy

Recent Publications and additions since the last review submitted July
2022:

In a PubMed.gov search with the search criteria of “cannabidiol,” “epilepsy,” and “randomized control trial”
only one study was returned. A search utilizing the criteria of “cannabidiol,” “epilepsy,” and “clinical trial,”
five further studies were reported, although Li et al. was not a clinical study determining efficacy in
epilepsy in humans.

Randomized controlled trial:

e The randomized control trial was a multicenter trial in Australia and New Zealand by O’Brien et al.
that enrolled adults with drug resistant epilepsy and were on 0-3 antiseizure medications. The
patients were randomized to placebo, 195mg, or 390mg transdermal patches of cannabidiol. The
trial took 12 weeks. The patients were then offered enroliment in an open-label extension study in
which all participants were placed on active drug. “Results: A total of 188 patients (45% male [85
patients] and 54.8% female [103 patients]) with a mean (SD) age of 39.2 (12.78) years were
randomized, treated, and analyzed (195-mg cannabidiol, 63 participants; 390-mg cannabidiol, 62
participants; placebo, 63 participants). At week 12 of the double-blind period, there was no
difference in seizure frequency between placebo (mean [SD] 2.49 [1.31] seizures per 28 days)
and 195-mg cannabidiol (mean [SD] 2.51 [1.15] seizures per 28 days; least squares mean
difference, 0.014; 95% Cl, -0.175 to 0.203; P = .89) or 390-mg cannabidiol (mean [SD] 2.59 [1.12]
seizures per 28 days; least squares mean difference, 0.096; 95% CI, -0.093 to 0.285; P = .32). By
month 6 of the open-label extension, 115 patients (60.8%) achieved a seizure reduction of at
least 50%. Treatment-emergent adverse events occurred in 50.4% (63 of 125 participants) of the
cannabidiol group vs 41.3% (26 of 63 participants) in the placebo group, with a treatment
difference of 9.1% (95% CI, -6.0% to 23.6%), and occurred at similar rates in the cannabidiol
groups. Few participants discontinued (7% [14 of 188 participants]), and most (98% [171 of 174
participants]) continued into the open-label extension. Conclusions and relevance: Both doses
of transdermal cannabidiol were well tolerated and safe. No significant difference in efficacy was
observed between cannabidiol and placebo during the double-blind treatment period. The open-
label extension demonstrated the long-term safety, tolerability, and acceptability of transdermal
cannabidiol delivery.”

Clinical trials:

e Peters et al. noted: People with epilepsy may experience episodes of frequent seizure activity
(seizure clusters, acute repetitive seizures), and benzodiazepines are the cornerstone of rescue
treatment. Cannabidiol (CBD) can be used as an adjunctive treatment for epilepsy, and it may
interact with other antiseizure drugs, such as benzodiazepines. Here, we examined the safety
and effectiveness of intermittent use of diazepam nasal spray in patients with seizure clusters
who also received CBD treatment. This analysis included data from patients aged 6 to 65 years
enrolled in a phase 3, long-term safety study of diazepam nasal spray. Age- and weight-based
dosing of diazepam nasal spray were administered during a 12-month treatment period.
Concomitant CBD use was recorded, and treatment-emergent adverse events (TEAEs) were



collected. Of 163 treated patients, 119 (73.0%) did not receive CBD, 23 (14.1%) received the US
Food and Drug Administration-approved highly purified CBD and 21 (12.9%) received another
form of CBD. On average, patients receiving highly purified CBD were younger and more likely to
have epileptic encephalopathies, including Dravet syndrome or Lennox-Gastaut syndrome, than
patients who received another CBD preparation or no CBD. Rates of TEAEs and serious TEAEs
were greater in patients who received any form of CBD (90.9% and 45.5%, respectively)
compared with no CBD (79.0% and 26.1%, respectively). However, the lowest rates of TEAEs
attributed to diazepam nasal spray were reported in patients who received highly purified CBD
(13.0%), and this result was maintained in those who received concomitant clobazam. Use of
second doses of diazepam nasal spray, a proxy for effectiveness, was lowest in the highly
purified-CBD group (8.2%) compared with the no-CBD (11.6%) and other-CBD groups (20.3%).
These results suggest that CBD does not alter the safety and effectiveness of diazepam nasal
spray and supports concomitant use in appropriate patients.

Georgieva et al. noted: Objective: Epidiolex® (CBD) is FDA-approved for seizures associated
with Lennox-Gastaut syndrome (LGS), Dravet syndrome (DS), and tuberous sclerosis complex
(TSC). Phase lll studies suggest that certain adverse effects (AEs), possibly linked to
pharmacokinetic/pharmacodynamic (PK/PD) interactions may be therapy-limiting. We sought to
identify these factors that contribute to treatment success and retention of therapy. Methods: A
single-center, retrospective review of patients with refractory epilepsy taking Epidiolex® was
performed. Kaplan-Meier analysis was performed to describe Epidiolex® retention, as a measure
of overall effectiveness. Results: One hundred and twelve patients were screened; 4 were
excluded due to loss to follow-up or never starting Epidiolex®. Of 108 patients, mean age was
20.3 years (13.1, range 2 to 63), and 52.8% were female. Mean initial and maintenance doses
were 5.3 mg/kg/day (1.3) and 15.3 mg/kg/day (5.8), respectively. At the final evaluation, 75% of
patients remained on Epidiolex®. The 25th percentile for discontinuation was 19 months. 46.3%
of patients experienced at least one treatment-emergent adverse effect (TEAE) with 14.5% d/c
Epidiolex® due to treatment emerging adverse effects (TEAE). The most common reasons for
discontinuation were lack of efficacy (37%), increased seizure activity (22%), worsened behavior
(22%), and sedation (22%). One out of 27 discontinuations was due to liver function test (LFT)
elevations (3.7%). At initiation, 47.2% were concurrently taking clobazam, and 39.2% of those
patients had an initial clobazam dose decrease. 53% of patients were able to either discontinue
or lower the dose of at least one other antiseizure medication. Significance: Epidiolex® is
generally well-tolerated and the majority continued long-term treatment. Patterns of adverse
effects were similar to clinical trials, however gastrointestinal complaints, and significant LFT
elevations were less common. Our data suggest most patients discontinue within the first several
months of treatment and suggest that further studies designed to evaluate early identification and
potential mitigation of adverse effects and including drug interactions are warranted.

Smegal eta |. noted: Background: A prior drug trial of cannabidiol for treatment-resistant epilepsy
in patients with Sturge-Weber syndrome (SWS), a rare neurovascular condition, implicated
improvements in neurological, quality of life (QOL), neuropsychologic, psychiatric, and motor
outcomes.Methods: Ten subjects with SWS brain involvement, controlled seizures, and cognitive
impairments received study drug in this Johns Hopkins institutional review board-approved, open-
label, prospective drug trial. Oral cannabidiol was taken for six months (dose ranged from 5 to 20
mg/kg/day). SWS neuroscore, port-wine birthmark score, QOL, and adverse events were
recorded every four to 12 weeks. Neuropsychologic, psychiatric, and motor assessments were
administered at baseline and six months' follow-up. Most evaluations were conducted virtually
due to the coronavirus disease 2019 pandemic.Results: Cannabidiol was generally well
tolerated. Six subjects reported mild to moderate side effects related to study drug and continued



on drug; one subject withdrew early due to moderate side effects. No seizures were reported.
Significant improvements in SWS neuroscore, patient-reported QOL, anxiety and emotional
regulation, and report of bimanual ability use were noted. Migraine QOL scores were high at
baseline in these subjects, and remained high. Neuropsychologic and other QOL and motor
outcomes remained stable, with some within-subject improvements noted. Conclusions: Further
studies are needed to determine whether Epidiolex can improve quality of life and be beneficial
for neurological, anxiety, and motor impairments in SWS independent of seizure control. Large
multicentered studies are needed to extend these preliminary findings.

e Navarro noted: Introduction: The safety and efficacy of a formulation high in cannabidiol (CBD)
and low in A®-tetrahydrocannabinol (THC) to treat drug-resistant epilepsy have been examined
previously in children, but not in adult population. The aim of this study was to evaluate whether
CBD-rich oil, as an add-on treatment to conventional antiepileptic drugs, was effective, safe, and
well-tolerated in adults with drug-resistant focal epilepsy (DRFE). Methods: An open-label,
prospective cohort, single-center in adult patients with DRFE, were receiving stable doses of
antiepileptic drugs (AEDs). A cannabis based-magistral formulation (CBMF) (100 mg/ml CBD and
THC <1.9 mg/ml) was administrated 0.1 ml sublingually every 12 hours, up-titrated weekly. The
primary outcome was to establish a reduction in seizures frequency >50% at 12 weeks. Adverse-
drug reactions monitoring was done. p-value <0.05 was statistically significant. Results: Between
August 2020 and July 2022, 44 (38.6%) patients completed >3 months of follow-up. The median
daily dose of CBD was 200 mg, that of THC was 4 mg, and that of CBD per kilogram of weight
was 3.7 mg. The median number of seizures per month before CBD treatment was 11, and after
CBD treatment was 2.5 (p<0.001). A reduction in seizures >50% at 12 week was achieved in
79.5% of the patients. The median percentage change in seizure frequency per month was
84.1% at 12 weeks. Five patients reported any adverse-drug reactions. Conclusion: The CBMF
is a highly effective and safety therapy to treat adult patients with DRFE. The reduction in
seizures frequency is maintained over time.

Bottom line from these studies:

e CBD via the transdermal route does not seem to be efficacious in drug resistant adults.

e CBD seems to be generally well tolerated and efficacious in tuberous sclerosis complex and
Sturge-Weber syndrome.

e CBD does not result in diminished efficacy of diazepam for prolonged seizures

e An uncontrolled trial of a CBD/THC combined product was tolerated in adults and resulted in
seizure reduction in some participants
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