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A Randomized, Triple-Blind, Comparator-Controlled
Parallel Study Investigating the Pharmacokinetics

of Cannabidiol and Tetrahydrocannabinol in a Novel
Delivery System, Solutech, in Association with Cannabis
Use History
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Abstract

Background: An oral route of administration for tetrahydrocannabinol (A°-THC) and cannabidiol (CBD) eliminates
the harmful effects of smoking and has potential for efficacious cannabis delivery for therapeutic and recreational
applications. We investigated the pharmacokinetics of CBD, A°-THC, 11-OH-THC, and 11-nor-9-carboxy-A®-THC
(THC-COOH) in a novel oral delivery system, Solutech™, compared to medium-chain triglyceride-diluted cannabis
oil (MCT-ail) in a healthy population.

Materials and Methods: Thirty-two participants were randomized and divided into two study arms employing a
comparator-controlled, parallel-study design. To evaluate the pharmacokinetics of A>-THC, CBD, 11-OH-THC, and
THC-COOH, blood was collected at pre-dose (t=0) and 10, 20, 30, and 45, minand 1, 1.5, 2,25, 3,4, 5,6, 8, 12, 24,
and 48h post-dose after a single dose of Solutech (10.0 mg A’-THC, 9.76 mg CBD) or MCT (10.0 mg A°-THC,
9.92 mg CBD). Heart rate and blood pressure were measured at 0.5, 1, 2, 4, 6, 8, 12, 24, and 48 h. Relationships
between cannabis use history, body mass index, sex, and pharmacokinetic parameters were investigated. Safety
was assessed before and at 48 h post-acute dose.

Results: Acute consumption of Solutech provided a significantly greater maximum concentration (C,,,,), larger
elimination and absorption rate constants, faster time to C,,,a« and lag time, and half-life for all analytes compared
to MCT-ail (p < 0.001). In addition, cannabis use history had a significant influence on the pharmacokinetic parameters
of CBD, A°-THC, 11-OH-THC, and THC-COOH. On average, participants with later age of first use had higher A°-THC,
(BD, and THC-COOH C, oy and later time-to-C,ya and half-life for A’THC, CBD, THC-COOH, and 11-OH-THC than
those with earlier age of first use (p<0.032). Those with more years of recreational cannabis use had higher area
under the curve for A°THC and CBD, Cimax for CBD, and longer 11-OH-THC half-life than those with less (p <0.048).
Conclusion: This study demonstrated that consumption of Solutech enhanced most pharmacokinetics param-
eters measured compared to MCT-oil. Participant’'s cannabis use history, including their age of first use and num-
ber of years using cannabis significantly impacted pharmacokinetic parameters investigated. Acute consumption
of both products was found to be safe and well tolerated. The results suggest that Solutech may optimize bio-
availability from cannabis formulations.
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Introduction

Tetrahydrocannabinol (A°-THC) and cannabidiol
(CBD) exert different effects on G protein-coupled can-
nabinoid receptors, cannabinoid receptor (CB) type 1,
and CB2."> A°>-THC, the major psychoactive cannabi-
noid, is an agonist at CB1 and CB2 receptors,3 whereas
CBD, a nonintoxicating cannabinoid,‘l’6 acts as a neg-
ative allosteric modulator at the CBs. The development
of cannabinoid therapeutics has been limited due to
poor bioavailability of oral routes of administration
generally considered for medicinal purposes. Bioavail-
ability through oral ingestion of the two predominant
cannabinoids in cannabis, A°>-THC and CBD, is ~ 6%.”

This low bioavailability is due to multiple factors, in-
cluding extensive metabolism in the liver and degrada-
tion in the stomach due to the low pH, which limits the
amount of A>-THC or CBD available to exert their
physiological actions.”® Nanoemulsion formulations
improve bioavailability of lipophilic compounds by uti-
lizing tiny nanoparticles that encapsulate the lipophilic
drug and protect it from the acidic environment in the
stomach and can be more readily absorbed.”™"'

Indeed, nanoemulsion formulations have improved
absorption and bioavailability of CBD in rats.'> How-
ever, there are a dearth of high-quality, randomized
clinical trials investigating the pharmacokinetics of
oral A’THC and CBD. Existing literature from
open-label studies, crossover studies with insufficient
washout periods, varying routes of administration,
and small samples sizes do not allow for reasonable
conclusions to be made.'"">™'” The lack of a partici-
pant’s cannabis use history, inclusive of age of first
use and number of years using cannabis on pharmaco-
kinetics, has not been previously addressed.

The objective of this randomized, triple-blind,
comparator-controlled, parallel study was to investigate
the bioavailability of a novel cannabis nanoemulsion de-
livery system, Solutech. The pharmacokinetics of CBD,
A°-THC, 11-OH-THC, and 11—nor—9—carboxy—A9—THC
(THC-COOH) of Solutech were compared to a common
carrier oil, medium-chain triglyceride-diluted cannabis
oil (MCT-oil), in a population of healthy individuals.

Materials and Methods

Study design

This study was conducted at KGK Science (London,
Canada) from December 6, 2018 to November 30,
2020. A Cannabis Research Licence was granted by
the Controlled Substances and Cannabis Branch and
the study was approved by the Therapeutic Products
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Directorate (Health Canada, Ottawa, Canada) and the
Institutional Review Board Services (Aurora, Canada).
The study was conducted in accordance with the Dec-
laration of Helsinki guidelines and its subsequent
amendments and in compliance with the International
Council for Harmonization of Technical Requirements
for Pharmaceuticals for Human Use Guideline for
Good Clinical Practice. The trial was registered at
Clinicaltrials.gov (NCT04601207). Participants pro-
vided written informed consent before initiation of
study procedures.

A screening visit and a 12-h in-clinic visit where
an acute dose of either Solutech or MCT-oil was ad-
ministered, with follow-up visits at 24 and 48 h post-
administration were required. A phone follow-up to
record adverse events (AEs) was made ~72h post-
dose. At screening, medical history, concomitant ther-
apies, comorbidities, and inclusion and exclusion
criteria were reviewed (see below), heart rate (HR),
blood pressure (BP), height and weight measured,
and substance dependence assessed and excluded
using criteria from the Diagnostic and Statistical Man-
ual of Mental Disorders, 4th Edition (DSM-IV).'®
Safety was assessed at screening and at t=48h post-
dose by blood collection for clinical chemistry, hema-
tology, HbAlc, HIV, and Hepatitis B/C status. Partici-
pants were counseled to consume a low-fat dinner the
evening before their baseline visit and dietary guide-
lines were dispensed. Thirty-two eligible participants
(16 female and 16 male) returned to the clinic and
were randomized to receive Solutech™ or MCT-oil.

Blood was collected at pre-dose (=0) and 10, 20, 30,
and 45min and 1, 1.5, 2, 2.5, 3, 4, 5, 6, 8, 12, 24, and
48 h post-dose.'® Drug effects were assessed by admin-
istering a modified Drug Effects Questionnaire at each
blood collection time point. Post-dose HR and BP were
measured at 0.5, 1, 2, 4, 6, 8, 12, 24, and 48 h. Plasma
levels of CBD, A’-THC, 11-OH-THC, and THC-
COOH were analyzed by AltaScience (Laval, Canada).
The analytical range was 0.200-80.000 ng/mL and
assessed by protein precipitation using high-performance
liquid chromatography (HPLC) with tandem mass spec-
trometry (MS/MS) detection. Screening blood work and
safety end-points were analyzed by Dynacare (London,
Canada) using standard procedures.

Participants

Participants were included if they were between the
ages of 18-45, met study requirements for contracep-
tion, had a body mass index (BMI) between 19.0 and
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29.9 kg/m?, consumed cannabis at least once in the past
6 months and at least four times in their lifetime without
severe AEs, and agreed to washouts before baseline of 30
days for cannabis, 96 h for smoking tobacco, and 48 h
for alcohol, their BP at screening did not exceed systolic
BP of 140 mmHg and a diastolic BP of 90 mmHg, and
were healthy as determined by medical history, labora-
tory results, and physical examination.

Individuals were excluded if they were pregnant,
breast feeding, or planning to become pregnant; they
were habitual users of cannabis defined as greater
than four times/month for medicinal or recreational
purposes; there was presence of amphetamines, barbi-
turates, cocaine, opiates, phencyclidine, benzodiaze-
pines, nicotine (cotinine), alcohol or A°-THC, and
metabolites in urine (positive test >20ng/mL) at
screening and randomization; they had personal or im-
mediate family history of psychosis or history of sui-
cidal ideation attempts and/or behavior, clinically
diagnosed neuropsychiatric disorders, and substance
dependence or were seeking or participating in treat-
ment for substance-related disorders using DSM-IV'®
criteria; they had clinically significant history or pres-
ence of oral or gastrointestinal pathology or symptoms,
or other conditions known to interfere with absorption,
distribution, metabolism, or excretion experienced
within 7 days before baseline; they had hepatic or pan-
creatic malfunctions, cancer, diabetes, autoimmune
disease, HIV, hepatitis B/C; the use of prescribed
or over-the-counter medications or supplements that
may have interfered with study results or participant
safety; and they had clinically significant abnormal lab-
oratory results or recent or active unstable medical
condition as assessed by the Medical Director (MD),
which may have adversely affected their ability to com-
plete the study or posed significant risk. The exclusions
ensured that only participants with experience with
cannabis, who did not have medical and psychiatric
comorbidities, were enrolled.

Investigational product

Solutech-TC10 (New Age Ventures LLC), an oral for-
mulation for enhanced delivery of A’~THC and CBD
contained 23.44 mg of cannabis oil (10.0 mg A°’-THC,
9.76 mg CBD) combined with a unique blend of non-
medical ingredients that included emulsifiers, co-
solvents, oil carrier, antioxidants, preservatives, and
water. The comparator product, MCT-oil, contained
23.86 mg of cannabis oil (10.0mg A’-THC, 9.92mg
CBD). Both products were administered orally with a

syringe by a clinic coordinator to ensure it was con-
sumed in its entirety, following which they were re-
quired to drink an 8-ounce glass of water. The two
products were not identical in appearance and a red
light lit clinic room ensured that the products were in-
distinguishable to the coordinator. Clinic coordinators
not involved in the administration of the investiga-
tional products collected data and processed samples
to ensure and maintain blinding.

Statistical analysis

The pharmacokinetic outcomes for CBD, A°-THC, 11-
OH-THC, and THC-COOH evaluated the following:
area under the curve to the last measured time point
(AUCr) over a 48-h period; area under the curve to in-
finity (AUC;); lag time (t;,5); time to maximum concen-
tration (tynay); peak concentration (C,,.); elimination
rate constant (A); half-life (t;,); terminal elimination
rate constant (4,); terminal half-life (t;, ,); and ab-
sorption rate constant (k,).

Outcomes were estimated at the individual level be-
fore differences between study arms were evaluated
using two-sample ¢-tests for normally and log-normally
distributed outcomes, and Wilcoxon’s rank sum test
for intractably non-normal outcomes. The normality
of the outcomes was evaluated using Shapiro-Wilk’s
test. Subgroup analyses were conducted using multi-
variate linear regression models to evaluate differences
in pharmacokinetic outcomes by demographic charac-
teristics among study participants. All statistical analy-
ses were conducted using R version 3.6.3*° or newer
and were considered significant if p <0.05.

Results

Figure 1 provides a participant disposition chart and
Table 1 provides participant demographics. Participants
reported using cannabis through smoking, edible, and/or
oil routes, starting between ages 15 and 35 years and had
used cannabis for 1-25 years. All participants were neg-
ative for urine THC at baseline, confirming they
abstained from cannabis as per inclusion criteria. At
t=0, concentrations of CBD, THC, 11-OH-THC, and
THC-COOH of all participants were below the lower
limit of quantification (0.200 ng/mL).

Pharmacokinetic outcomes

Tetrahydrocannabinol. Solutech exhibited a signifi-
cantly greater A°-THC Cpap faster to. shorter tag
larger 4, /,, and k, constants, and shorter t;, and t;, ,
compared to MCT-oil (p<0.001) (Fig. 2). As well,



BERL ET AL.

( N
n=39 n=71
SCREEN FAILURES Visit 1: SCREENING
n = 7 Inclusion criteria T
n = 8 Exclusion criteria n=32
n = 2 Did not show
n = 17 Withdrew consent PASSED SCREENING
|
n=32
PARTICIPANTS RANDOMIZED
___,..-—--""-’-’-_ _—---_____‘_______
n=16 n=16
Allocated to Solutech™ Allocated to MCT-diluted cannabis oil
16 received Solutech™ 16 received MCT-diluted cannabis oil
0 did not receive Solutech™ 10 did not receive MCT-diluted cannabis oil

Visit 2: BASELINE

Visit 3

Visit4

Visit 5: END OF STUDY

Number of participants completing the study: n = 32
Number of participants dropped out/early terminating: n=0

Number of participants receiving Solutech™: n =16

Number of participants receiving MCT-diluted cannabis oil: n = 16
Number of participants included in the ITT analysis: n = 32
FIG. 1. Participant disposition. Seventy-one participants screened for this study and 32 enrolled with 16 in
each arm.
§

maximum A’-THC concentration was 2.5 ng/mL greater,
tmax Was 4.4 h faster, and t,, was 1.5 h faster compared to
MCT-oil. The overall A>-THC k, and the 4, A,, t;/», and
ty2, , were faster with Solutech compared to MCT-oil.
There were no significant differences in AUCr or
AUC; between the groups (See Supplementary Table
S1 for summary of pharmacokinetic parameters).

Cannabidiol. Solutech exhibited significantly greater
CBD Cpax faster tyay, shorter ty,g, larger 4, 4,, and k,
constants, and shorter t;, and t;;, , compared to
MCT-0il (p<0.001) (Fig. 3). CBD Cp.x was
1.2 ng/mL greater, ty., was 4.1 h faster, and t;,; was
2.1h faster compared to MCT-oil. The overall rate
of CBD k, and the /, 4,, t;5, and t;,, , was faster
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Table 1. Participant Demographics

Product

Mean +SD

Median (min to max)

Solutech™ MCT-oil
Characteristic (n=16) (n=16) p
Age 30.2+6.9 30.8+84 0.914 ()
30.0 (21.0-43.0) 29.5 (20.0-45.0)
Sex
Female 8 (50.0%) 8 (50.0%) 1.000
Male 8 (50.0%) 8 (50.0%)
Weight (kg) 772+11.8 75.1£135 0.568
79.4 (50.4-96.6) 79.0 (47.0-95.6) (w)
Height (cm) 170.8+9.8 171.0£10.7 0.919
170.2 (155.3-191.5) 172.9 (147.7-186.4)
BMI (kg/mz) 263122 254125 0.093
26.2 (20.9-30.0) 25.1 (21.5-29.8) (w)
Systolic BP (mmHg) 121.0+£7.7 119.9+11.5 0.740
119.9 (107.5-137.0) 121.5 (104.0-140.0)
Diastolic BP 783147 755+6.2 0.161
(mmHg) 78.0 (69.5-86.5) 75.5 (65.0-86.0)
Heart rate (bpm) 71.2+123 70.2+9.1 0.791

69.0 (48.5-90.5) 71.7 (50.5-89.0)

(), log transformed; (w), Wilcoxon'’s rank sum test.
BMI, body mass index; BP, blood pressure; MCT-oil, medium-chain
triglyceride-diluted cannabis oil; SD, standard deviation.

with Solutech compared to MCT-oil. There were no
significant differences in AUCt between the groups.
MCT-oil had significantly greater AUC; than Solutech
(p=0.018) (See Supplementary Table S2 for summary
of pharmacokinetic parameters).

11-OH-THC and THC-COOH. Solutech exhibited sig-
nificantly greater 11-OH-THC (Fig. 4) and THC-
COOH (Fig. 5) Cpax faster tyay, shorter ty,g, larger 4,
/4 and k, constants, and shorter t,;, and t;;, , com-
pared to MCT-oil (p<0.001). With Solutech, the
Cinax Of the A°-THC metabolites, 11-OH-THC and
THC-COOH, was 2.4 and 23.5ng/mL greater, respec-
tively. The Ty of 11-OH-THC and THC-COOH
was 4.1h faster, with Solutech. With Solutech, the tj,,
was 1.4 and 0.8h faster for 11-OH-THC and THC-
COOH, respectively. The overall k,, 4, 4,, t;/5, and ty,
2, , were faster with Solutech for both metabolites.
There were no significant differences in AUCt or
AUC; between Solutech and MCT-oil (See Supplemen-
tary Tables S3 and S4 for summary of pharmacokinetic
parameters).

Corresponding to the earlier t... participants
reported feeling more of the psychological effects of
the drug earlier with the acute dose of Solutech com-
pared to that of MCT-oil (data not shown).

Subgroup analysis

Stratifying by sex, BMI, years of cannabis use, and age
at first cannabis use showed significant differences in
pharmacokinetic parameters for CBD, THC, 11-OH-
THC, and THC-COOH (Table 2).

Safety

There were seven post-emergent AEs reported, four in
the Solutech and three in the MCT-oil group. One AE
of aphthous ulcer classified as “possibly” related to Sol-
utech was resolved within 2 days of the 48-h follow-up
visit. One AE of malaise categorized as “probably” re-
lated to Solutech was resolved by the end of the
study. Minor modifications in laboratory values were
deemed not clinically relevant by the MD. One partic-
ipant had a clinically relevant potassium value at 48 h
post-dose, categorized as “unlikely” related and re-
solved at a repeat test 2 days later.

Discussion

This study demonstrates that an acute dose of Solutech
results in significant improvement in cannabinoid bio-
availability as assessed by the following parameters
(Fig. 6): greater maximum concentration; faster time
to maximum concentration; shorter time-lag; shorter
half-life; larger elimination; and absorption rate con-
stants for CBD, A’-THC, 11-OH-THC, and THC-
COOH compared to MCT-oil. AUCt and AUC; did
not differ between Solutech and MCT, except for
CBD, where MCT was greater for AUC;. These findings,
together with its safety and tolerability profile, support
Solutech as an oral formulation for enhanced delivery
of A’-THC and CBD. These results suggest that Solutech
may be a viable delivery system for providing benefit
in both therapeutic and recreational formulations.

Smoking is a preferred route of cannabis administra-
tion, potentially due to higher peak concentration and
its rapid onset of effects that contribute to ability to ti-
trate and control dose. Efficacious delivery of A’-THC
through oral administration of cannabis offers an alter-
native route to smoking and eliminates exposure to the
harmful health effects.*"** Oral consumption of canna-
bis undergoes first-pass metabolism contributing to
delayed onset and lower peak concentration compared
to inhalation.*"*?

Time to maximum plasma concentration of A°-THC
with smoking occurs rapidly within 3-10 min after in-
halation®* compared to over 3h for oral formula-
tions.'>***> The time to first detectable absorption and
maximum concentration of Solutech was significantly
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FIG. 6. Mean (+SD) concentration-time profile of THC (A), CBD (B), 11-OH-THC (C), and THC-COOH (D) by
product over a 48-h blood sampling period. Each point represents the concentration (ng/mL) of their
respective metabolite at a specific time post-administration of Solutech (blue ) or MCT-oil (red e). Error
bars represent the SD in concentration measurements at each time. All 32 participants (16 per product) are
included in this figure.
g J
faster than MCT-oil. Faster time to peak concentrations creasing absorption and metabolism.”** It is possible to

may contribute to an improved ability to control and ti-
trate dosing of oral formulations. The average peak con-
centration of A’-THC was significantly greater with
Solutech than MCT-oil, and higher than reported con-
centrations following the consumption of the same
dose of A>-THC in baked goods.”

Accelerated pharmacokinetic outcomes with Solu-
tech may be due to reduced droplet size and increased
surface area of the nanoemulsion formulation, thus in-

suggest that the higher C,,,,, and faster elimination ob-
served with Solutech may evoke greater psychoactive
effects, although for a shorter duration. It is possible
to suggest that this feature would be of value in appli-
cations that are more personalized and require dosages
that maybe specifically designed. The enhanced deliv-
ery of A>~THC may have implications for improved
dose titration for both therapeutic and recreational
applications.
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Route of administration, drug formulation, and indi-
vidual factors such as cannabis use history, sex, body
composition, and other physiological factors impact
cannabinoid pharmacokinetics.”"*>**"** This study de-
sign controlled for many confounders to mitigate impact
on study outcomes. Despite such measures and selec-
tive participant inclusion, interparticipant variability in
pharmacokinetic parameters was observed with both
Solutech and MCT. The subgroup analysis showed sig-
nificant differences in pharmacokinetic parameters when
stratifying by sex, BMI, years of cannabis use, and
age at first cannabis use across all four metabolites.

Male participants had lower A°-THC, CBD, 11-OH-
THC, and THC-COOH AUCt and lower maximum
A°-THC, CBD, and 11-OH-THC concentrations com-
pared to females and aligned with previous re-
ports.”**"? Variability in THC metabolism is related
to the CYP 2C enzyme family and CBD partially inhib-
its cytochrome P450,>* suggesting these results may be
partly responsible for the observed sex differences.
Indeed, cytochrome P450 isozymes and CYP 2C en-
zymes demonstrate sex-related differences in metabo-
lism.”>** Despite a relatively narrow BMI range, there
were significant effects of BMI on AUCr, tyax, and ty ;.

Overweight participants had significantly lower A”’-
THC and CBD AUCt compared to those with normal
BMI and had an earlier t,,, for CBD and 11-OH-THC,
and t,/, for THC, CBD, and 11-OH-THC. This is in
contrast to formulations that demonstrated positive
correlations between BMI and t,,,, for CBD*® and
AUC for THC,> and may reflect differences in dosage
(10 mg CBD combined with A’-THC vs. 30 mg dose of
CBD only vs. 10 mg of A’-THC only) or delivery (oil
vs. powder dissolved in water vs. gummies).”>*> Never-
theless, these findings emphasize the importance of sex,
BMI, and delivery method for the determination of an
individual’s optimal therapeutic dose.

The influence of cannabis use history on pharmacoki-
netics is not yet well understood, but frequent cannabis
users (=5x/week) differ in pharmacokinetic parameters
compared to occasional (<3 /week) users.”>*”*° There-
fore, current frequency of use was controlled for in this
study. Little is known, however, about the impact of time
of first use and total years of use on cannabinoid phar-
macokinetics. To our knowledge, this is the first study to
report on the relationship between pharmacokinetic pa-
rameters of A°-THC, CBD, 11-OH-THC, and THC-
COOH and age of first use and years of cannabis use.

A weak mild negative relationship was found be-
tween age of first use and length of recreational use, in-

BERL ET AL.

dicating the higher the age of first use, the lower the
length of recreational use. On average, participants
with later age of first use had higher A>-THC, CBD,
and THC-COOH C,,,, and later t,, and t;,, for A°-
THC, CBD, THC-COOH, and 11-OH-THC than
those reporting earlier age of first use. Those with
more years of recreational cannabis use had higher
AUCy for A°-THC and CBD and C,,,, for CBD than
those with less. The half-life of 11-OH-THC was also
longer for those with more reported years of use.

To fully control for cannabis use history, even for
healthy participants without a cannabis use disorder,
past cannabis use should be considered, in addition
to current frequency of use. The data suggest that
there is a change in cannabinoid metabolism depend-
ing on an individual’s age of first use. Previous litera-
ture has demonstrated that cannabis use negatively
impacts the developing brain, increasing the risk of
neurological conditions and thus brain develop-
ment.>%>’ Furthermore, more recent research points
to age of first use impacting brainwaves.’® This, com-
bined with increasing evidence of a gut-brain connec-
tion,” provides a potential rationale for the effect of
age of first use on cannabinoid pharmacokinetics.
Mechanistic studies investigating the relationship be-
tween age of first use, length of time using, and frequency
of cannabis use on pharmacokinetic parameters are war-
ranted to explore the impact of potential confounders.

Similar to A’~THC, CBD undergoes substantial first-
pass metabolism, reducing bioavailability following
oral administration. The average maximum CBD
concentration observed with an acute dose of Solutech
was significantly higher than with MCT-oil. The im-
portant relevance of formulation on C,,, was demon-
strated comparing five oral CBD formulations
standardized to 30 mg doses and reported average max-
imum concentrations ranging from 1.29 to 5.57 ng/mL
and times to maximum concentrations from 0.7 to
3.4h.?® The ty,, for Solutech was 0.96 +0.72 h, empha-
sizing enhanced bioavailability.

As CBD is nonintoxicating, its efficacious delivery
has wide therapeutic potential with reported anti-
inflammatory, analgesic, sedating, antiemetic, antispas-
modic, mood stabilization, and neuroprotective ef-
fects.>"*! Furthermore, some evidence indicates** that
co-administration of CBD with A’-THC may inhibit
some of the possible neuropsychiatric, psychotropic,
cardiovascular, and behavioral side effects of A°-
THC.2"*** The observation that CBD AUCy and
Cmax Wwere lower in male than female participants
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should be considered in both nutraceutical and thera-
peutic applications since males may need a higher dos-
ing than females to reach equivalent AUC and Cay.

There were limitations to this study that need to be
considered. Participant sleep-wake regimens were not
accounted for and may have had impact as circadian
rhythms of endogenous cannabinoid signaling are as-
sociated with sleep-wake rhythms.*** Similarly,
there was a wide variation in participants’ cannabis
use history of 1-25 years, and may have influenced
pharmacokinetic parameters.”>*”*° This study evalu-
ated a single dose; therefore, considerations for other
dosing may be beneficial. This study investigated phar-
macokinetic measures for 48 h, an extended time period
that is rarely examined by other pharmacokinetic inves-
tigations. Study participants left the clinic after 12h and
returned to the clinical site for collection of the 24- and
48-h samples, and were encouraged not to consume any
cannabis or cannabinoids during the study period.

Despite this limitation, the results of the AUC curves
suggest that participants adhered to the study guide-
lines and were compliant by abstaining from cannabis
use during the study. The 48-h monitoring period may
not have been sufficient to obtain a complete elimina-
tion and provide a comprehensive measure of terminal
half-life for measured cannabinoids/metabolites. As
noted in previous literature, shorter blood sampling
periods of 24-72h may underestimate the terminal
half-life of cannabinoids due to slow release from fatty
tissues and substantial enterohepatic circulation.”! A
blood sampling period >72h may be warranted in fu-
ture cannabinoid pharmacokinetic studies.

Conclusion

This study demonstrated that oral administration of
Solutech A’-THC and CBD cannabis oil provided a sig-
nificantly greater maximum concentration, larger elim-
ination and absorption rate constants, faster time to
maximum concentration, and shorter lag-time and
half-life for CBD, A’-THC, 11-OH-THC, and THC-
COOH compared to MCT-oil. Sex, BMI, age of first
use, and number of years of cannabis use had signifi-
cant impact on pharmacokinetic parameters. Future
studies will investigate the potential therapeutic effi-
cacy of Solutech.
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Abbreviations Used

A°-THC = tetrahydrocannabinol
/.= elimination rate constant
/. =terminal elimination rate constant




SOLUTECH—A NOVEL CANNABIS DELIVERY SYSTEM 13
~N
Abbreviations Used (Cont.) k, = absorption rate constant
AEs = adverse events MCT = medium-chain triglyceride
AUC; = area under the curve to infinity MCT-oil = medium-chain triglyceride-diluted cannabis oil
AUCt=area under the curve to the last measured time point MD = Medical Director
BMI=body mass index SD = standard deviation
BP = blood pressure
CB = cannabinoid receptor SE=standard error
CBD = cannabidiol ty/2 = half-life
Cimax = Maximum concentration t1/2, = terminal half-life
DSM-IV = Diagnostic and Statistical Manual of Mental THC-COOH = 11-nor-9-carboxy-A®-THC
Disorders, 4th Edition tiag = lag time
HR = heart rate tmax = time to maximum concentration
J




