Dosing Patterns and Persistence on Cannabidiol (CBD): Insights From US Specialty Pharmacy Data
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Introduction Results
- Aplant-derived highly purified pharmaceutical formulation of cannabidiol (CBD; Epidiolex®) is approved in
the US for the treatment of seizures associated with Lennox-Gastaut syndrome (LGS), Dravet syndrome Table. Demographics, payer type, and fill patterns Figure 3. Kaplan-Meier curve: 12-month persistence analysis over all dosages of CBD Figure 5. Relative Iikelihood_ of discontinuation in any month by average of daily dose over
(DS), or tuberous sclerosis complex (TSC) in patients aged =1 year’ 100 prior months - Gox regression . More Likel
— The recommended maintenance dosage of CBD is up to 10-20 mg/kg/day for LGS and DS and Age, years . No. of days suppliedinital il s 9 _'—_,ﬁ_l_l— Less Likely o
25 mg/kg/day for TSC. The label recommends a starting dose of 5 mg/kg/day, which can be increased to 6 10 12 3387 (21.6 ;11 : 0 45 191,5987((()588). ) 3 38
10 mg/kg/day after 1 week and further increased to a maximum recommended maintenance dose as >1210 18 3200 (204 >45to 75 95 (0.5) 2 o -
required and/or tolerated St n % R —— 913(2065)) £ 0 S
* Prescriptions for CBD in the US are predominantly filled via large national specialty pharmacies (SPs). Eﬂerlna'e ;ggg (gg-? No. of days supplied per fill from all flls®, n (%) | Z gg ; 5
Real-world data gathered from SPs can reveal broader insights into persistence patterns?? pay:retype for initial fill, n (%) 34 <15 2484 (0.5) g 20 P E:
»While single-center observational studies demonstrated that 75%-77% of patients continued long-term fﬂ‘;r;‘lr:;;‘j;\j'e dicarelgovemmentinsurance 1553832(4(&35) :12 :Z 32 4812718;1 ((5.82')5) ) 18 i‘é’
CBD treatment,3# persistence and discontinuation patterns have not been assessed in larger samples Cash 9 (0.5) >75 10 100 3477 (0.7) 1 2 3 4 5 6 7 8 9 10 1 12 g 2
Other 346 (1.8) >100 17 (0.0) Months since initiation %- E
O b . t_ aPercentage; gxclzlude unknown or missing/blank data; "Mean number of days of CBD supply was 30 days. N 19444 19291 17,673 16,936 16,088 15450 14,847 14279 13764 13,341 12940 12,565 E,, §
CBD, cannabidiol. CBD, cannabidiol. S >95
jec IVE * Among patient records included in this analysis, 38% were aged >18 years, 53% had a N | I <
T —— Lo s s SO e commercial insurance plan for healthcare coverage, and 44% had Medicaid, Medicare, or * At 12 months, the probability of persistence on CBD was 69.9% (Figure 3) | | 06 07 08 0.9
O ClliEliEnis Az sElRuoliiel Rioetlily)[Pelizii el [PiEianes Ol Wiuae other government insurance (Table) — Probability does not include patients who may have restarted treatment after discontinuation o S
Likelihood of discontinuation in month (vs <5 mg/kg/day)
MethOdS » Average doses of <5 mg/kg/day were associated with the greatest likelihood of
- 2 Dailv CBD d " . ot Fioure 4. Likelihood of discontinuation b dose throudh ¢ month discontinuation, and average doses of >20 mg/kg/day were associated with the lowest
- Aretrospective study of patient-level, deidentified US SP fill records for new CBD (Epidiolex®, 100 mg/mL oral 'gure <. Latly 0S¢ OVertime among continting patients 'guire . LIKelihood ot discontinuation by average dose frough ctirrent mon likelihood of discontinuation (Figure 5)
solution) users from November 15, 2018, to July 12, 2023, was conducted 100 12 Compared with patients receiving an average dose of <5 mg/kg/day, patients with higher
. . . . Y . = X average doses of >10-15 mg/kg/day, >15-20 mg/kg/day, >20-25 mg/kg/day, and
Dosage was d(lerwed from.pat|ent we|ght, qualnt.|t.y dispensed and da.ys of CBD §upp||§d | | e N g :Ziat%ediat.:y >25 mglkg/day were at least 28%, 22%, 38%, and 43%, respectively, less likely to
» Overall probability of persistence, defined as initial CBD pharmacy fill through discontinuation or censoring, 2 1 m g/ykg/day) £ imalkgidan) discontinue CBD at any given month
was analyzed via Kaplan-Meier methods > 60 m>25 2F
£ S = 3
* Discontinuation was defined as a 60-day gap in supply on hand.2 Patients with continuous supply beyond E 50 :ng Ig 38 2% —>25
: S s £
July 12, 2023, were censored at their last recorded day of supply g W Z;(i ;01 (1)5 Sg —>2010 25
» Monthly risk of discontinuation was defined as g X <5 53 —>151020 S PPT
g B B g Limitations
_ number of patients who discontinued in the month 0| 5 ) 9 7 6 6 £ >510 10
numberofpatients who had notyet discontinued or censored at the start of the month 0 1 ) ; 4 ; 5 ; g 0 0 y > ) - - <5 ¢ D|agnOS|S C.:Odeé? were not available for this analyS|S; therefore, the condition for which CBD
« The average monthly dosage up to and including the current month was used as a time-dependent predictor in a Months since initiation Was prescribed s Unknown
Cox re resgsion 0 dgl of Iikglihog 4 of discontinuagtJion P P N 19444 19201 17,673 16936 16,088 15450 14,847 14279 13764 13341 12,940 12,565 SP data represent only prescription fill patterns and do not directly measure efficacy,
J CBD, cannabidiol. LS T 11 12 tolerability, or whether supplied drug was taken by the patient
« This study was conducted with Epidiolex®, and results do not apply to other CBD-containing products | | ONiNS SInce Inftiation ot - - it
+ I over half of the patients (~56%), CBD dose started at <10 mg/kg/day, and the proportion N 10444 19201 1767 1935 16088 15450 14647 14279 13764 1331 12040 12565 Not all sources for CBD prescriptions are captured. lPatler)ts who swﬂcheq to gn Institutional
Figure 1. Patient selection process of patients with doses >15 mg/kg/day increased over time (Figure 2) or health system SP would have been counted as discontinued, underestimating the

aPatients in this analysis were reassigned to groups each month to reflect their evolving dose adjustments.

actual persistence

Among patients continuing CBD, the proportion of those receiving higher doses increased
over time; ie, 17% of patients at Month 2 were receiving >15-20 mg/kg/day, and the * The likelihood of discontinuation was lowest among patients with an average CBD dosage Administration of CBD with food increases bioavailability and results in a more predictable
proportion increased to 29% at Month 12 of >20 mg/kg/day (Figure 4) pharmacokinetic profile!; however, information regarding patients’ fed state when dosing

> Al pat(irfgg;de“tiﬁcaﬁon The predominant dose at 12 months was >15-20 mg/kg/day « After Month 3, the risk of discontinuation in any month was <4% across all dosing groups was not available

CBD (Epidiolex®) users in SP database
N=37,114

|dentification

Previous users of CBD (Epidiolex®)

(n=940)
% Data preclude calculation of daily dosage:
3 Missing weight on all ecords (n=16,021) Conc|u SiOﬂ S  An average dose of >20 mg/kg/day was associated with the lowest likelihood of discontinuation in any given month; risk of
# We?;:ﬁ?@ii:ilebdoar:f:r?)l(bninzz)sz) discontinuation at >20 mg/kg/day was at least 38% lower compared with =5 mg/kg/day
Pationts weight outside +50% of their median (n=590) * At 12 months, the majority of patients (~70%) met the definition of persistence on CBD « Given the increased likelihood of persistence at higher daily dosage, dose adjustments should be considered when needed

5 »  Patients with calculated daily dosage >60 mglkg (n=62) * Over half of the SP patients (~56%) in this database initiated CBD at doses <10 mg/kg/day, consistent with the approved label; based on individual patient response and tolerability
about half of patients (~51%) were receiving doses >15 mg/kg/day at 12 months » Healthcare professionals can support persistence on CBD by educating patients and caregivers on time to onset of
CBD, cannaidiol; I, pounds; SP, specialy pharmacy.  The monthly risk of discontinuation stabilized to <4% after Month 3 effectiveness, dose adjustments, and managing adverse events?

» Ofthe 37,114 CBD users, 19,444 new users were included in this analysis (Figure 1)

aSupply on hand is defined as a combination of any remaining days’ supply (from previous fills) and the number of days in the new supply received. E"':I'E
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