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Abstract: Background: We use a mobile software application (app) to measure for the first time,
which fundamental characteristics of raw, natural medical Cannabis flower are associated with changes
in perceived insomnia under naturalistic conditions. Methods: Four hundred and nine people with a
specified condition of insomnia completed 1056 medical cannabis administration sessions using the
Releaf App™ educational software during which they recorded real-time ratings of self-perceived
insomnia severity levels prior to and following consumption, experienced side effects, and product
characteristics, including combustion method, cannabis subtypes, and / or major cannabinoid contents
of cannabis consumed. Within-user effects of different flower characteristics were modeled using
a fixed effects panel regression approach with standard errors clustered at the user level. Results:
Releaf App™ users showed an average symptom severity reduction of —4.5 points on a 0-10 point
visual analogue scale (SD = 2.7, d = 2.10, p < 0.001). Use of pipes and vaporizers was associated with
greater symptom relief and more positive and context-specific side effects as compared to the use
of joints, while vaporization was also associated with lower negative effects. Cannabidiol (CBD)
was associated with greater statistically significant symptom relief than tetrahydrocannabinol (THC),
but the cannabinoid levels generally were not associated with differential side effects. Flower from
C. sativa plants was associated with more negative side effects than flower from C. indica or hybrid
plant subtypes. Conclusions: Consumption of medical Cannabis flower is associated with significant
improvements in perceived insomnia with differential effectiveness and side effect profiles, depending
on the product characteristics.

Keywords: insomnia; Cannabis; marijuana; sleep; sleep disturbance; flower; cannabidiol;
tetrahydrocannabinol; C. indica; C. sativa

1. Introduction

Nearly 50% of the adult population in the United States (US) experiences sleeping problems [1-4],
with high rates of dissatisfaction over the effectiveness and potential side effects of conventional
pharmaceutical sleep aid medications [5]. Prescription sleep aids, including antidepressants,
benzodiazepines, gamma-aminobutyric acid (GABA) medications, and anti-psychotics, are associated
with significant negative side effects and risks of dangerous drug interactions [6]. Over-the-counter
(OTC) medications such as antihistamines, melatonin, and valerian, are generally less dangerous
than prescription pharmaceuticals, but also less effective, and can also carry negative consequences
(e.g., headaches, confusion, agitation), including residual effects (e.g., drowsiness, difficulty
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concentrating, and memory impairments) that can lead to secondary problem behaviors (e.g., lethargy,
work absenteeism) [2,7-11]. First generation antihistamines (e.g., diphenhydramine, hydroxyzine,
doxylamine succinate, and clemastine) act as anticholinergics. They generally score high on the
anticholinergic cognitive burden scale. Alone or coupled with other anticholinergics, these medications,
in addition to other classes of muscarinic antagonists, may contribute to an increased risk of developing
dementia because the effects are cumulative and the body’s production of acetylcholine diminishes
with age [12]. These circumstances may make people with insomnia willing to experiment with
alternative sleep aid therapies, including medical cannabis, which is commonly used for treating
insomnia [13-15] and becoming increasingly accessible due to expanding medical and now recreational
cannabis reformation laws.

Clinical randomized controlled trials (RCTs) have historically used cannabis extracts and synthetic
phytocannabinoid analogues for estimating the pharmacodynamic properties of cannabis used
in vivo [16]. They generally show that while cannabis consumption can improve some sleep outcomes
(e.g., latency to sleep, reduced REM sleep problem behaviors), it is often associated with negative (albeit,
relatively minor) side effects, and the major phytocannabinoids, delta-9 tetrahydrocannabinol (THC)
and cannabidiol (CBD), may have different effects at different stages of sleep [17-22]. The improved
sleep outcomes associated with THC may be influenced by the putative interaction of the CB1
cannabinoid receptor with orexin receptors that are, in turn, targeted by sleep aid medications such
as suvorexant [23]. Unfortunately, RCTs are poorly suited for assessing real-life patient decisions
and capturing the phasic and inconsistent nature of the most common type of cannabis products
used by millions of people daily, raw whole natural dried Cannabis flowers [16,24]. No study
to date has measured the relative associations between THC and CBD contents and other basic
characteristics of natural Cannabis flower (e.g., route of administration, cannabis subtypes) consumption
and self-perceived feelings of insomnia in real-time under naturalistic conditions.

This is the first study to measure which fundamental attributes of commonly consumed dried
Cannabis flower affect perceived insomnia levels and experienced side effects. We operationalize
our research question using a mobile educational software application (app) [25] for recording how
combustion method, cannabis subtypes, and major cannabinoid contents are associated with real-time
measurements of subjective insomnia levels, prior to and following administration of cannabis, and
the manifestation of myriad possible side effects from normative use in users’ natural environments.

2. Materials and Methods

2.1. Study Design

Institutional Review Board exemption was obtained from the University of New Mexico for
this study, and the data were obtained from MoreBetter Ltd. (Washington, DC, USA), subject to a
confidentiality agreement. This study uses self-collected data and user experiences recorded with the
Releaf App™ (version 1.4.1, Morebetter LTD, Washington, DC, USA) between June 2016 and May 2018.
This mobile device educational software application was designed to track the effects of different types
of medical cannabis products used under normal circumstances in natural environments, so that users
can more optimally treat their underlying medical condition, with insomnia as one possibly treatable
condition. Users of this version of the app consented through a privacy agreement for their anonymous
data to be statistically analyzed and published in aggregate form. Prior to beginning each session,
the user specifies the condition to be treated and the starting symptom level as well as a broad range of
product characteristics. (The user interface for the Releaf App™ is shown in Supplemental Figure S1).
For the purpose of uniformity, we include only users of Cannabis flower. For analyses including THC
and CBD, we omitted observations with labels indicated THC potencies greater than 35% or CBD
potencies greater than 30%, because higher percentages do not occur naturally in flower.
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2.2. Study Outcomes

Our study outcomes focus on symptom relief (reductions in insomnia symptom severity) and
side effects. Product characteristic entry is voluntary, so the number of observations varies depending
on the product characteristics included. Once a session has begun, the user can update their symptom
level at any time. Symptom levels range from 0 (no detectable level) to 10 (most severe intensity level).
In our analysis, we include only users reporting an initial symptom level of 1 or higher. Symptom Relief
is measured as the starting symptom level minus the ending symptom level and ranges between
—10 (maximum symptom relief) and 9 (minimum possible symptom relief). Our other outcome
variables are any side effect reported by category (negative, positive, and context-specific) and percent
of total available side effects in that category with 13 negative side effects, 19 positive side effects, and
10 context-specific side effects available for selection at any time during the session. (The side effects
with categories are listed in Supplemental Table S1).

2.3. Statistical Analysis

We use ordinary least squares panel regressions to analyze the effects of product characteristics
on symptom relief and side effect profiles. We regress symptom relief on the product characteristics
separately. The sample size changes due to non-reporting of product characteristics. For our
six separate side effect outcomes, we include all the product characteristics together for the sake
of brevity. Because starting symptom levels are a strong predictor of symptom relief, partly
mechanistically (e.g., higher starting symptoms enable greater possible symptom relief), we include the
starting symptom level in all our regressions. Although the outcomes are [0, 1] in the “any” side effect
regressions and [0, 1] in the “percent” side effect regressions, we use ordinary least squares for the sake
of consistency across regression models with different outcomes. All regressions include time-invariant
user fixed effects and standard errors are clustered at the user level to account for heteroskedasticity
and arbitrary correlation at the user level. Analyses were conducted using Stata 13.1.

3. Results

Four hundred and nine users reported using flower to treat insomnia during 1056 sessions.
In addition to the type of product, the user is prompted to report the combustion method (joint [13%],
pipe [38%], and vape [49%]), plant subtypes (C. Indica [60%], C. Sativa [6%], and hybrid [33%]), and
THC and CBD content (percentage of total weight). The mean THC level was 20% (SD = 5.39 percentage
points) and the mean CBD level was 5.7% (SD = 5.44 percentage points). Starting symptom levels
average 6.6 (SD = 2.1), while ending symptom levels average 2.2 (SD = 2.1). Mean symptom relief
was —4.5 (standard deviation = 2.7, d = 2.10, p < 0.001). During the average session, users in our
sample report 10% of negative side effects, 21% of positive side effects, and 24% of context-specific
side effects. In addition, in 57% of sessions, users report at least one negative side effect, in 95% at
least one positive side effect, and in 86% at least one context specific side effect. Table 1 presents
complete descriptive statistics. Additionally, insomnia patients reported using 461 different strains.
Among the most frequently used strains, there was wide variability in cannabinoid contents, with two
C. indica strains with fairly high THC (around 20%) and high (20%) to moderate (7%) CBD potencies
(“Granddaddy Purple” and “Northern Lights”), followed by two hybrid strains with similar amounts
of THC but CBD potencies of less than 4% (“OG Kush” and “Blue Dream”).
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Table 1. Descriptive Statistics.

Variable Mean Std. Dev Minimum Maximum

Panel A: Subtypes (983 sessions, 378 users)

Hybrid 0.33 0.47 0 1
C. indica 0.60 0.49 0 1
C. sativa 0.06 0.24 0 1
Panel B: Combustion Method (996 sessions, 385 users)
Joint 0.13 0.34 0 1
Pipe 0.38 0.48 0 1
Vape 0.49 0.50 0 1
Panel C: THC (353 sessions, 143 users)
% THC 0.19 0.54 0.02 0.35
THC < 10% 0.05 0.22 0 1
THC 10-19% 0.50 0.50 0 1
THC 20-34% 0.45 0.50 0 1
Panel D: CBD (119 sessions, 281 users)
% CBD 0.60 0.54 0 0.30
CBD 0% 0.19 0.39 0 1
CBD 1-9% 0.51 0.50 0 1
CBD 10-34% 0.30 0.46 0 1
Panel E: Outcome and Control Variables (1056 sessions, 409 users)

Symptom Change —4.5 2.7 -10 9
Starting Symptom Level 6.6 2.1 1 10
Ending Symptom Level 22 21 0 10

Panel F: Side Effects (1215 sessions, 359 users)
Any Negative Side Effect 0.57 0.50 0 1
% of Negative Side Effects 0.10 0.13 0 1
Any Positive Side Effect 0.95 0.23 0 1
% of Positive Side Effects 0.21 0.15 0 1
Any Context-Specific Side Effect 0.86 0.35 0 1
% of Context-Specific Side Effects 0.24 0.19 0 1

Note: The different types of variables are grouped in Panels A through F, with the number of sessions and users
for whom that information is available listed in parentheses. For each variable in each panel, we report the mean,
standard deviation, minimum, and maximum values for that variable. Our variables are all dichotomous {0, 1} with
the exception of THC, CBD, and the % of side effects variables, which are percentages range from 0 to 1, and the
symptom relief measures, which are measured on a 0 to 10 scale with 0 being no discernable symptom level and
10 extreme symptom severity. Symptom change is measured as the ending symptom minus the starting symptom
level for a range between —10 and 9. Starting symptom levels are restricted to range from 1 to 10, while ending
symptom levels range from 0 to 10. Nineteen positive, thirteen negative, and ten context-specific side effects were
available for selection in Panel F.

Table 2 shows the results from regressing Symptom Relief on flower characteristics with each
column representing a separate regression. When entered separately, the analyses show that only
the product characteristic CBD percentage has a statistically significant effect on symptom relief;
each additional percentage point of CBD contents is associated with a decrease of —0.04 (p < 0.01) in
symptom severity levels. Starting symptom levels are important determinants of patient symptom
relief with coefficients implying that once we restrict the sample to only those patients who reported
CBD and THC, patients with low starting symptom levels experience worsening insomnia symptoms
with consumption of Cannabis unless they are consuming sufficiently high percentages of CBD.
When all product characteristics are included jointly, we find that smoking from a pipe or using
a vaporizer is associated with greater symptom relief than smoking joints, and suggestive evidence
that higher CBD levels are associated with greater symptom relief even after controlling for other
characteristics of the flower consumed. The coefficient on C. sativa versus hybrid strains is large in
magnitude at 2.481, but is statistically significant at only the 0.1 level.

Figure 1 explores these relationships in greater detail in the raw data, depicting the mean THC
and CBD percentages by level of symptom relief. The left hand (low symptom relief) side of the figure
is likely fairly noisy due to small session counts, but the figure does suggest that non-linearities may
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exist in the general improvement in symptom relief with higher CBD levels and lower THC levels.
Figure 1 also shows that THC potencies tend to be much higher than CBD potencies across all levels of
symptom relief. This may indicate an interaction effect or that the optimal ranges may differ for the
two cannabinoids.

Table 2. Effects of Product Characteristics on Symptom Relief—Regression Results.

Variable 1) (2) 3) 4)
Panel A: Subtypes, omitted category = hybrid
C. indica —0.227 0.176
(0.214) (0.220)
C. sativa —0.214 2.481*
(0.492) (1.445)
Panel B: Combustion Method, omitted category = joint
Pipe —0.715 —1.686 **
(0.563) (0.758)
Vape —0.823 —1.560 **
(0.583) (0.782)
Panel C: THC and CBD
THC (%) —4.759 —4.280
(2.978) (3.761)
CBD (%) —3.828 *** —5.232*
(1.121) (2.841)
Starting Symptom Level —0.763 *** —0.781 *** —0.951 *** —0.873 ***
(0.058) (0.056) (0.095) (0.092)
Constant 0.603 * 1.318 ** 2.599 *** 3.100 ***
(0.362) (0.617) (0.920) (1.115)
Observations 983 996 205 195
R-squared 0.341 0.337 0.562 0.613
Number of users 378 385 90 83

Notes: Each column represents a separate regression. Regressions control for individual user fixed effects. C. indica
and C. sativa are relative to Hybrid, and Pipe and Vape are relative to Joint. Standard errors are clustered at the user
level. ***p <0.01, ** p <0.05,* p < 0.1.

30
25 -
20 -
15 4

%
10

THC (%)
H CBD (%)

PN IR
Symptom Relief

Figure 1. THC and CBD Levels by Symptom Relief Experienced. Symptom relief is measured as
ending symptom level minus starting symptom level with —10 the maximum level of symptom relief.
Error bars show the range of values within one standard deviation of the mean. No users who reported
THC and CBD percentages reported symptom levels worsening by more than one unit. The number
of sessions for each level of symptom relief is reported in parentheses with the sample restricted to
those users reporting both CBD and THC potency levels, which range between 0% and 30% and 2%
and 35%, respectively.
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In our regressions of side effects on product characteristics (Table 3), we find that product
characteristics matter. In particular, C. sativa strains appear to be associated with more reporting of
negative side effects, while vaping is associated with reduced reporting of negative side effects relative
to consumption using joints and pipes. Individuals smoking joints appear to be the least likely to
report positive or context-specific side effects. THC and CBD, however, do not appear to be associated
with much variation in side effect reporting, except for a potential reduction in the extensive margin
for context-specific side effects of 1.1 percentage points (p < 0.05). Higher starting symptoms are
associated with increased negative side effects on both the extensive (any reported) and intensive
(percent reported) margins as well as the reporting of a higher percent of positive side effects. Based on
the R-squared, the product characteristics, individual user fixed effects and starting symptoms do a
better job of explaining variation in positive and context-specific side effects than negative side effects.

Table 3. Effects of Product Characteristics on Side Effects—Regression Results.

(1) (2) 3) ) (5) (6)

Variable . % of . % of e % of
Negative Negative Positive Positive Context-Specific Context-Specific

C. indica —0.034 0.001 0.037 —0.035 ** —0.004 —0.013
(0.026) (0.011) (0.036) (0.015) (0.039) (0.022)

C. sativa 0.478 *** 0.105 *** —0.349 —0.002 —0.236 —0.018
(0.152) (0.028) (0.277) (0.088) (0.309) (0.131)

Pipe —0.042 —0.044 0.025 0.116 ** 0.917 *** 0.252 ***
(0.122) (0.038) (0.022) (0.050) (0.075) (0.050)

Vape —0.484 *** —0.067 * 0.034 0.135 *** 0.993 *** 0.248 ***
(0.144) (0.037) (0.026) (0.049) (0.083) (0.063)
THC (%) —0.136 —0.002 0.031 —0.200 0.808 0.506
(0.810) (0.093) (0.077) (0.304) (0.586) (0.455)

CBD (%) 0.525 0.239 0.163 —0.008 —1.101 ** —0.006
(1.263) (0.159) (0.142) (0.154) (0.496) (0.241)
Starting Symptom Level 0.074 *** 0.012 *** —0.002 0.012 *** 0.030 0.004
(0.025) (0.004) (0.002) (0.004) (0.021) (0.009)

Constant 0.388 0.035 0.955 *** 0.084 —0.297 * —0.105
(0.329) (0.055) (0.035) (0.092) (0.155) (0.096)

Observations 170 170 170 170 170 170
R-squared 0.128 0.165 0.382 0.123 0.355 0.101
N Users 70 70 70 70 70 70

Notes: Each column represents a separate regression. Regressions control for individual user fixed effects. C. indica
and C. sativa are relative to Hybrid and Pipe and Vape are relative to Joint. Standard errors are clustered at the user
level. ***p < 0.01, ** p < 0.05,* p < 0.1.

4. Discussion

Given how important quality sleep is for optimizing mental and physical wellbeing, it is alarming
how pervasive sleep disturbances are throughout society [2—4]. The limited effectiveness and risk of
undesirable and potentially dangerous side effects of conventional pharmaceutical sleep aids [6,7]
result in nearly 50% dissatisfaction rates [5]. Hence, it is not surprising why people with sleep
disturbances commonly report regular experimentation with multiple types of sleep aids [26], including
alcohol and Cannabis. Our results showed that on average, Releaf App™ users experienced a
statistically and clinically significant improvement (—4.5 points on a 0-10 point scale) in perceived
insomnia levels. However, products made with C. sativa were associated with less symptom relief and
more negative side effects than products made from C. indica or hybrid plant subtypes. Use of pipes
and vaporizers was associated with greater symptom relief and more positive and context-specific side
effects as compared to the use of joints, while vaporization was also associated with lower negative
effects. CBD potency levels were associated with greater symptom relief than were THC levels, but the
cannabinoid contents were generally not associated with differential reported side effects.

The current results are consistent with survey-based studies showing increasing reported
usage of cannabis for treating insomnia in healthy people and patients with other primary health
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conditions [13-15], and a patient preference for high CBD products [13,18,27]. In comparison to
conventional prescription pharmaceutical sleep aids, CBD is generally believed to be much safer and
often is described as non-psychoactive [16]. Prescription sleep aids in contrast, namely antidepressants
(e.g., trazodone, amitriptyline, and doxepin), benzodiazepines (e.g., diazepam and lorazepam),
gamma-aminobutyric acid (GABA) medications (zolpidem and eszopiclone), and anti-psychotics
(aripiprazole, olanzapine, quetiapine and risperidone) are associated with significant clinical
drawbacks [6] and heightened risk of morbidity [28-31]. The phytocannabinoid family of CBDs are
known to differ from other cannabinoids such as THC in several ways, including having little affinity to
CB1 receptors, serving as an antagonist to the effects of THC, and functioning as anti-inflammatory and
immuno-suppressant agents [32,33]. Orexin antagonists, such as suvorexant [34], as well as nemorexant
and lemborexant, which are currently in phase 3 clinical trials, are all dual antagonists of the orexin
OX1 and OX2 receptors. They are being investigated for their potential use in treating sleep disorders.
OX1 and OX2 receptors regulate several functions that overlap with cannabinoids, such as pain,
wakefulness, and sleep. Both receptor types can form homo- and heterodimers with one-another and
with CB1 receptors; however, orexin potentiation of CB1 signaling may result from orexin-promoted
2-AG (2-arachidonoyl glycerol, a native ligand of CB1 cannabinoid receptors) production and not
necessarily from orexin-CB1 heterodimerization [23,35]. The activation of OX1 and OX2 receptors each
modulate the effects induced by cannabinoids in different ways [36]. Whereas THC is a partial agonist
of the CB1 receptor, CBD has a very low affinity for the CB1 receptor and instead acts as an indirect
antagonist [37].

However, the fact that our results did not seem to show a clear relationship between THC or CBD
and symptom relief suggests that other cannabinoid chemical(s) (e.g., cannabinols) and terpenes could
contribute to changes in sleep experiences. Cannabinoid and terpene profiles vary across strains and
we did find that the most frequently used cannabis strains for insomnia treatment were quite distinct in
their chemotypic characteristics, highlighting the range of products and associated interactions among
sub-compounds across products used by patients even just within flower. Therapeutically, cannabis
consumption may also alleviate primary symptoms such as pain and anxiety, which are associated with
sleep disturbances [16]. Unfortunately, due to cannabis’ continued Schedule I status and associated
barriers to conducting medical cannabis research [24], no practical, naturalistic investigations have
been completed on how patient-managed phytocannabinoid consumption affects discrete mechanisms
(e.g., ventrolateral preoptic nucleus activation, memory consolidation) and other basic characteristics
(e.g., sleep stages, circadian rhythm) involved in normal and aberrant sleep patterns.

Despite the novelty and practical implications of our findings, the observational nature of the
research design had unavoidable drawbacks, most notably the absence of a comparison group, which
could have resulted in overestimation of the effectiveness of cannabis if unsatisfied users chose not to
use the Releaf App™, or underestimation of cannabis’ effectiveness if users choose not to use the app
as a result of accomplished satisfaction with product choices and their effects. It is also possible that
the Releaf App™ affected how users experience cannabis’ effects, and future research will benefit from
examining both the effectiveness and influence of using electronic technology for patient medication
management and monitoring. Small sample sizes could have also led to under-powered analyses,
i.e., that other product characteristics matter but our sample is too small to pick them up at standard
levels of statistical precision. Our study was also limited in the amount of information obtained by
users and did not include detailed demographic characteristics, pre-app experience using cannabis,
other types of sleep therapies, or type of sleep disorder. Finally, the study was limited to the accuracy
of the product characteristics displayed on labels of the products consumed in the study, and there is a
common problem of inaccurate (e.g., inflated) labeling practices in the medical cannabis industry in
the U.S. [38].

Notwithstanding these limitations, this is the first study to measure how fundamental properties
of self-directed Cannabis flower consumption affect immediate symptom relief from insomnia
within users’ natural environments. Although no U.S. state has legalized medical cannabis for the
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treatment of sleep disorders, our results show that consumption of Cannabis flower is associated with
significant improvements in perceived insomnia with differential effectiveness and side effect profiles.
The widespread apparent use of cannabis as a sleep aid underscores the importance of further medical
research regarding its risk-benefit profile and the effectiveness of cannabis as a substitute for other
substances, including alcohol, over-the-counter and prescription sleep aids, and scheduled medications
(e.g., opioids and sedatives) [14,39-41], many of which are used in part as sleep aids.

Supplementary Materials: The following are available online at http:/ /www.mdpi.com/2305-6320/5/3/75/s1,
Table S1: Categories and Frequency of Side Effect Reporting, Figure S1: Releaf App™ User Interface.

Author Contributions: J.M.V. and S.S.S. conceived the study. FB., KK., B.H. independently designed and

developed the Releaf AppTM and server infrastructure as part of their effort to help create an education tool
for medical cannabis patients. S.5.S. conducted the analyses. ].M.V,, S.S.S., and J.P.D. drafted the manuscript.
All authors contributed substantially to its intellectual content and revision.

Funding: This research was funded by the University of New Mexico Medical Cannabis Research Fund, merf.unm.edu.

Acknowledgments: We thank all the donors to the University of New Mexico Medical Cannabis Research Fund
for making this research possible.

Conflicts of Interest: F.B., K K., and B.H. are employed by Morebetter Ltd. The authors report no other conflicts
of interests.

References

1. Abraham, O.; Pu, J.; Schleiden, L.J.; Albert, S.M. Factors contributing to poor satisfaction with sleep and
healthcare seeking behavior in older adults. Sleep Health 2017, 3, 43—48. [CrossRef] [PubMed]

2. Centers for Disease Control. Available online: https://www.cdc.gov/sleep/data_statistics.html (accessed
on 15 March 2018).

3. Ellis, ].G.; Perlis, M.L.; Neale, L.F,; Espie, C.A.; Bastien, C.H. The natural history of insomnia: Focus on
prevalence and incidence of acute insomnia. J. Psychiatr. Res. 2012, 46, 1278-1285. [CrossRef] [PubMed]

4. Ohayon, M.M. Epidemiology of insomnia: What we know and what we still need to learn. Sleep Med. Rev.
2002, 6, 97-111. [CrossRef] [PubMed]

5. Chung,S.; Youn, S.; Yi, K.; Park, B.; Lee, S. Sleeping pill administration time and patient subjective satisfaction.
J. Clin. Sleep Med. 2016, 12, 57-62. [CrossRef] [PubMed]

6. Morin, C.M.; Benca, R. Chronic insomnia. Lancet 2012, 379, 1129-1141. [CrossRef]

7.  Fitzgerald, T.; Vietri, J. Residual effects of sleep medications are commonly reported and associated with
impaired patient-reported outcomes among insomnia patients in the United States. Sleep Disord. 2015,
2015, 607148. [CrossRef] [PubMed]

8. Auld, F; Maschauer, E.L.; Morrison, I.; Skene, D.J.; Riha, R.L. Evidence for the efficacy of melatonin in the
treatment of primary adult sleep disorders. Sleep Med. Rev. 2017, 34, 10-22. [CrossRef] [PubMed]

9. Bent, S.; Padula, A.; Moore, D.; Patterson, M.; Mehling, W. Valerian for Sleep: A Systematic Review and
Meta-Analysis. Am. . Med. 2006, 119, 1005-1012. [CrossRef] [PubMed]

10. Pragst, F; Herre, S.; Bakdash, A. Poisonings with diphenhydramine—A survey of 69 clinical and 55 death
cases. Forensic Sci. Int. 2006, 161, 189-197. [CrossRef] [PubMed]

11. Radovanovic, D.; Meier, PJ.; Guirguis, M.; Lorent, J.P.; Kupferscchmidt, H. Dose-dependent toxicity of
diphenhydramine overdose. Hum. Exp. Toxicol. 2000, 19, 489-495. [CrossRef] [PubMed]

12.  Gray, S.L.; Anderson, M.L.; Dublin, S.; Hanlon, J.T.; Hubbard, R.; Walker, R.; Yu, O.; Crane, PK;
Larson, E.B. Cumulative Use of Strong Anticholinergics and Incident Dementia A Prospective Cohort
Study. JAMA Intern. Med. 2015, 175, 401-407. [CrossRef] [PubMed]

13.  Bonn-Miller, M.O.; Babson, K.A.; Vandrey, R. Using cannabis to help you sleep: Heightened frequency of
medical cannabis use among those with PTSD. Drug Alcohol Depend. 2014, 136, 162-165. [CrossRef] [PubMed]

14. Bradford, A.C.; Bradford, W.D. Medical marijuana laws reduce prescription medication use in Medicare
Part D. Health Aff. 2016, 35, 1230-1236. [CrossRef] [PubMed]

15. Piper, B.J. Substitution of medical cannabis for pharmaceutical agents for pain, anxiety, and sleep.
J. Psychopharmacol. 2017, 31, 569-575. [CrossRef] [PubMed]


http://www.mdpi.com/2305-6320/5/3/75/s1
http://dx.doi.org/10.1016/j.sleh.2016.11.004
http://www.ncbi.nlm.nih.gov/pubmed/28346150
https://www.cdc.gov/sleep/data_statistics.html
http://dx.doi.org/10.1016/j.jpsychires.2012.07.001
http://www.ncbi.nlm.nih.gov/pubmed/22800714
http://dx.doi.org/10.1053/smrv.2002.0186
http://www.ncbi.nlm.nih.gov/pubmed/12531146
http://dx.doi.org/10.5664/jcsm.5394
http://www.ncbi.nlm.nih.gov/pubmed/26285113
http://dx.doi.org/10.1016/S0140-6736(11)60750-2
http://dx.doi.org/10.1155/2015/607148
http://www.ncbi.nlm.nih.gov/pubmed/26783470
http://dx.doi.org/10.1016/j.smrv.2016.06.005
http://www.ncbi.nlm.nih.gov/pubmed/28648359
http://dx.doi.org/10.1016/j.amjmed.2006.02.026
http://www.ncbi.nlm.nih.gov/pubmed/17145239
http://dx.doi.org/10.1016/j.forsciint.2006.01.019
http://www.ncbi.nlm.nih.gov/pubmed/16857332
http://dx.doi.org/10.1191/096032700671040438
http://www.ncbi.nlm.nih.gov/pubmed/11204550
http://dx.doi.org/10.1001/jamainternmed.2014.7663
http://www.ncbi.nlm.nih.gov/pubmed/25621434
http://dx.doi.org/10.1016/j.drugalcdep.2013.12.008
http://www.ncbi.nlm.nih.gov/pubmed/24412475
http://dx.doi.org/10.1377/hlthaff.2015.1661
http://www.ncbi.nlm.nih.gov/pubmed/27385238
http://dx.doi.org/10.1177/0269881117699616
http://www.ncbi.nlm.nih.gov/pubmed/28372506

Medicines 2018, 5, 75 90f 10

16.

17.

18.

19.

20.

21.

22.

23.

24.
25.
26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

National Academies of Sciences, Engineering, and Medicine; Health and Medicine Division; Board on
Population Health and Public Health Practice; Committee on the Health Effects of Marijuana. An Evidence
Review and Research Agenda. In The Health Effects of Cannabis and Cannabinoids: The Current State of Evidence
and Recommendations for Research; National Academies Press: Washington, DC, USA, 2017.

Babson, K.A. Cannabis, Cannabinoids, and Sleep: A Review of the Literature. Curr. Psychiatry Rep. 2017,
19, 23. [CrossRef] [PubMed]

Chagas, M.H.N.; Eckeli, A.L.; Zuardi, A.W.; Pena-Pereira, M.A.; Sobreira-Neto, M.A.; Sobreira, E.T,;
Camilo, M.R.; Bergamaschi, M.M.; Schenck, C.H.; Hallak, J.E.C.; et al. Cannabidiol can improve complex
sleep-related behaviours associated with rapid eye movement sleep behaviour disorder in Parkinson’s
disease patients: A case series. J. Clin. Pharm. Ther. 2014, 39, 564-566. [CrossRef] [PubMed]

Feinberg, I; Jones, R.; Walker, ].M.; Cavness, C.; March, J. Effects of high dosage delta-9-tetrahydrocannabinol
on sleep patterns in man. Clin. Pharmacol. Ther. 1975, 17, 458-466. [CrossRef] [PubMed]

Gates, PJ.; Albertella, L.; Copeland, J. The effects of cannabinoid administration on sleep: A systematic
review of human studies. Sleep Med. Rev. 2014, 18, 477-487. [CrossRef] [PubMed]

Nicholson, A.N.; Turner, C.; Stone, B.M.; Robson, PJ. Effect of Delta-9-tetrahydrocannabinol and cannabidiol
on nocturnal sleep and early-morning behavior in young adults. . Clin. Psychopharmacol. 2004, 24, 305-313.
[CrossRef] [PubMed]

Whiting, P.E.; Wolff, R.F,; Deshpande, S.; Nisio, M.D.; Duffy, S.; Hernandez, A.V.; Keurentjes, ].C.; Lang, S.;
Misso, K.; Ryder, S.; et al. Cannabinoids for Medical Use: A Systematic Review and Meta-analysis. JAMA
2015, 313, 2456-2473. [CrossRef] [PubMed]

Thompson, M.D.; Takeshi, S.; Rainero, I.; Maj, M.C.; Kukkonen, J.P. Orexin receptor multimerization versus
functional interactions: Neuropharmacological implications for opioid and cannabinoid signalling and
pharmacogenetics. Pharmaceuticals 2017, 10, 79. [CrossRef] [PubMed]

Stith, S.S.; Vigil, ].M.V. Federal barriers to Cannabis research. Science 2016, 352, 1182. [CrossRef] [PubMed]
Releaf App. Available online: https://Releaf®appcom/ (accessed on 18 April 2018).

Mintel. OTC Sleep Aids US, MARCH 2017. 2017. Available online: http://academic.mintel.com.libproxy.
unm.edu/sinatra/oxygen_academic/attachment/id=793087&seq=1 (accessed on 15 March 2018).
Belendiuk, K.A.; Babson, K.A.; Vandrey, R.; Bonn-Miller, M.O. Cannabis types and cannabinoid concentration
preference among sleep-disturbed medicinal cannabis users. Addict. Behav. 2015, 50, 178-181. [CrossRef]
[PubMed]

Fontanella, C.A.; Campo, ].V,; Phillips, G.S.; Hiance-Steelesmith, D.L.; Sweeney, H.A.; Tam, K.; Lehrer, D.;
Klein, R.; Hurst, M. Benzodiazepine use and risk of mortality among patients with schizophrenia:
A retrospective longitudinal study. J. Clin. Psychiatry 2016, 77, 661-667. [CrossRef] [PubMed]

Nakafero, G.; Sanders, R.D.; Nguyen-Van-Tam, ].S.; Myles, P.R. The association between benzodiazepines
and influenza-like illness-related pneumonia and mortality: A survival analysis using UK Primary Care
data. Pharmacoepidemiol. Drug Saf. 2016, 25, 1263-1273. [CrossRef] [PubMed]

Weich, S.; Pearce, H.L.; Croft, P; Singh, S.; Crome, I.; Bashford, J.; Frisher, M. Effect of anxiolytic and hypnotic
drug prescriptions on mortality hazards: Retrospective cohort study. Bmj 2014. [CrossRef] [PubMed]
Sledzinski, P; Zeyland, J.; Stomski, R.; Nowak, A. The current state and future perspectives of cannabinoids
in cancer biology. Cancer Med. 2018, 7, 765-775. [CrossRef] [PubMed]

Burstein, S. Cannabidiol (CBD) and its analogs: A review of their effects on inflammation. Bioorg. Med. Chem.
2015, 23, 1377-1385. [CrossRef] [PubMed]

McPartland, J.M.; Duncan, M.; Di Marzo, V.; Pertwee, R.G. Are cannabidiol and A9—tetrahydrocannabivarin
negative modulators of the endocannabinoid system? A systematic review. Br. J. Pharmacol. 2015, 172,
737-753. [CrossRef] [PubMed]

Norman, J.; Anderson, S. Novel class of medications, orexin receptor antagonists, in the treatment of
insomnia—Ceritical appraisal of suvorexant. Nat. Sci. Sleep 2016, 8, 239-247. [PubMed]

Scammell, T.; Winrow, C. Orexin receptors: Pharmacology and therapeutic opportunities. Annu. Rev.
Pharmacol. Toxicol. 2011, 51, 243-266. [CrossRef] [PubMed]

Flores, A.; Julia-Hernandez, M.; Maldonado, R.; Berrendero, F,; Flores, A; Julia-Hernandez, M. Involvement
of the orexin/hypocretin system in the pharmacological effects induced by A(9)-tetrahydrocannabinol.
Br. J. Pharmacol. 2016, 173, 1381-1392. [CrossRef] [PubMed]


http://dx.doi.org/10.1007/s11920-017-0775-9
http://www.ncbi.nlm.nih.gov/pubmed/28349316
http://dx.doi.org/10.1111/jcpt.12179
http://www.ncbi.nlm.nih.gov/pubmed/24845114
http://dx.doi.org/10.1002/cpt1975174458
http://www.ncbi.nlm.nih.gov/pubmed/164314
http://dx.doi.org/10.1016/j.smrv.2014.02.005
http://www.ncbi.nlm.nih.gov/pubmed/24726015
http://dx.doi.org/10.1097/01.jcp.0000125688.05091.8f
http://www.ncbi.nlm.nih.gov/pubmed/15118485
http://dx.doi.org/10.1001/jama.2015.6358
http://www.ncbi.nlm.nih.gov/pubmed/26103030
http://dx.doi.org/10.3390/ph10040079
http://www.ncbi.nlm.nih.gov/pubmed/28991183
http://dx.doi.org/10.1126/science.aaf7450
http://www.ncbi.nlm.nih.gov/pubmed/27257247
http://academic.mintel.com.libproxy.unm.edu/sinatra/oxygen_academic/attachment/id=793087&seq=1
http://academic.mintel.com.libproxy.unm.edu/sinatra/oxygen_academic/attachment/id=793087&seq=1
http://dx.doi.org/10.1016/j.addbeh.2015.06.032
http://www.ncbi.nlm.nih.gov/pubmed/26151582
http://dx.doi.org/10.4088/JCP.15m10271
http://www.ncbi.nlm.nih.gov/pubmed/27249075
http://dx.doi.org/10.1002/pds.4028
http://www.ncbi.nlm.nih.gov/pubmed/27215827
http://dx.doi.org/10.1136/bmj.g1996
http://www.ncbi.nlm.nih.gov/pubmed/24647164
http://dx.doi.org/10.1002/cam4.1312
http://www.ncbi.nlm.nih.gov/pubmed/29473338
http://dx.doi.org/10.1016/j.bmc.2015.01.059
http://www.ncbi.nlm.nih.gov/pubmed/25703248
http://dx.doi.org/10.1111/bph.12944
http://www.ncbi.nlm.nih.gov/pubmed/25257544
http://www.ncbi.nlm.nih.gov/pubmed/27471419
http://dx.doi.org/10.1146/annurev-pharmtox-010510-100528
http://www.ncbi.nlm.nih.gov/pubmed/21034217
http://dx.doi.org/10.1111/bph.13440
http://www.ncbi.nlm.nih.gov/pubmed/26799708

Medicines 2018, 5, 75 10 of 10

37.

38.

39.

40.

41.

Pertwee, R.G. The diverse CB1 and CB2 receptor pharmacology of three plant cannabinoids:
A9-tetrahydrocannabinol, cannabidiol and A9-tetrahydrocannabivarin. Br. |. Pharmacol. 2008, 153, 199-215.
[CrossRef] [PubMed]

Bonn-Miller, M.O.; Loflin, M.J.E.; Thomas, B.F,; Marcu, J.P.; Hyke, T.; Vandrey, R. Labeling accuracy of
cannabidiol extracts sold online. JAMA 2017, 318, 1708-1709. [CrossRef] [PubMed]

Haroutounian, S.; Ratz, Y.; Ginosar, Y.; Furmanov, K.; Saifi, F.; Meidan, R.; Davidson, E. The effect of medicinal
cannabis on pain and quality-of-life outcomes in chronic pain: A prospective open-label study. Clin. J. Pain
2016, 32, 1036-1043. [CrossRef] [PubMed]

Stith, S.S.; Vigil, ] M.; Adams, I.M.; Reeve, A.P. Effects of legal access to cannabis on Scheduled II-V drug
prescriptions. J. Am. Med. Dir. Assoc. 2018, 19, 59-64. [CrossRef] [PubMed]

Vigil, J.M.; Stith, S.S.; Adams, L.M.; Reeve, A.P. Associations between medical cannabis and prescription
opioid use in chronic pain patients: A preliminary cohort study. PLoS ONE 2017, 12, e0187795. [CrossRef]
[PubMed]

@ © 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http:/ /creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1038/sj.bjp.0707442
http://www.ncbi.nlm.nih.gov/pubmed/17828291
http://dx.doi.org/10.1001/jama.2017.11909
http://www.ncbi.nlm.nih.gov/pubmed/29114823
http://dx.doi.org/10.1097/AJP.0000000000000364
http://www.ncbi.nlm.nih.gov/pubmed/26889611
http://dx.doi.org/10.1016/j.jamda.2017.07.017
http://www.ncbi.nlm.nih.gov/pubmed/28899660
http://dx.doi.org/10.1371/journal.pone.0187795
http://www.ncbi.nlm.nih.gov/pubmed/29145417
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Design 
	Study Outcomes 
	Statistical Analysis 

	Results 
	Discussion 
	References

