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Objective: Few studies to date have measured the real-time effects of consumption of common and com-
mercially available Cannabis products for the treatment of headache and migraine under naturalistic con-
ditions. This study examines, for the first time, the effectiveness of using dried Cannabis flower, the most
widely used type of Cannabis product in the United States, in actual time for treatment of headache- and
migraine-related pain and the associations between different product characteristics and changes in
symptom intensity following Cannabis use.
Methods: Between 06/10/2016 and 02/12/2019, 699 people used the Releaf Application to record real-
time details of their Cannabis use, including product characteristics and symptom intensity levels prior
to and following self-administration; data included 1910 session-level attempts to treat headache-
(1328 sessions) or migraine-related pain (582 sessions). Changes in headache- or migraine-related pain
intensity were measured on a 0–10 scale prior to, and immediately, following Cannabis consumption.
Results: Ninety-four percent of users experienced symptom relief within a two-hour observation win-
dow. The average symptom intensity reduction was 3.3 points on a 0–10 scale (standard deviation = 2.28,
Cohen’s d = 1.58), with males experiencing greater relief than females (P < 0.001) and a trend that
younger users (< 35 years) experience greater relief than older users (P = 0.08). Mixed effects regression
models showed that, among the known (i.e., labeled) product characteristics, tetrahydrocannabinol levels
10% and higher are the strongest independent predictors of symptom relief, and this effect is particularly
prominent in headache rather than migraine sufferers (P < 0.05), females (P < 0.05) and younger users
(P < 0.001). Females and younger users also appear to gain greater symptom relief from flower labeled
as ‘‘C. indica” rather than ‘‘C. sativa” or other hybrid strains.
Conclusion: These results suggest that whole dried Cannabis flower may be an effective medication for
treatment of migraine- and headache-related pain, but the effectiveness differs according to characteris-
tics of the Cannabis plant, the combustion methods, and the age and gender of the patient.

Please cite this article as: Stith SS, Diviant JP, Brockelman F, Keeling K, Hall B, Lucern S, Vigil JM.
Alleviative effects of Cannabis flower on migraine and headache. J Integr Med. 2020; 18(5): 416–424.

� 2020 Shanghai Changhai Hospital. Published by ELSEVIER B.V. All rights reserved.
1. Introduction

Nearly 40 million people in the United States (U.S.) or one in
seven adults (with even higher rates among certain demographic
groups, such as women) are affected by recurrent migraines and
other chronic headache-related conditions, rendering them the
third most prevalent medical condition in the U.S. [1–3]. Chronic
migraine suffering can lead to decreased performance, socializa-
tion and overall quality of life [4] and presents an increased risk
for numerous comorbidities and reciprocal disturbances, such as
sleep disorders, behavior problems, depression and anxiety [5,6].
Conventional pharmaceutical treatments for severe headaches
are often unsuccessful [7] and have historically consisted of a vari-
ety of drug classes (including acetaminophen and nonsteroidal
anti-inflammatory drugs, triptans, ergot alkaloids, antiemetics,
glucocorticoids, b-receptor blockers, calcium channel blockers,
angiotensin II blockers, tricyclic antidepressants, opioids, anticon-

http://crossmark.crossref.org/dialog/?doi=10.1016/j.joim.2020.07.004&domain=pdf
https://doi.org/10.1016/j.joim.2020.07.004
mailto:vigilj@unm.edu
https://doi.org/10.1016/j.joim.2020.07.004
http://www.sciencedirect.com/science/journal/20954964
http://www.jcimjournal.com/jim
http://www.journals.elsevier.com/journal-of-integrative-medicine


S.S. Stith et al. / Journal of Integrative Medicine 18 (2020) 416–424 417
vulsants, antiseizure medications, isometheptene and botulinum
toxin), each with their own sets of potential risks, negative side
effects and dangerous polypharmaceutical drug interactions [8].
Chronic headache sufferers report high rates of dissatisfaction with
conventional pharmaceutical treatments [9,10], leading many to
experiment with complementary and alternative treatment
options [11–14].

Medical Cannabis is becoming a popular alternative to several
major classes of conventional pharmaceutical drugs that are com-
monly used to treat headaches, including sedatives, opioids and
antidepressants [15–18]. This is due, in part, to rapidly changing
marijuana laws and increased availability throughout the country;
nevertheless, the federal government has restricted research on
patient outcomes for common and commercially available
Cannabis-based products, including products used by millions of
people every day [19,20]. The clinical literature [16,18,20–24] sug-
gests that Cannabis is commonly used and may be effective for
treating a multitude of health conditions, including chronic pain
disorders and several chronic headache conditions. For instance,
in one study among migraine sufferers authorized to use Cannabis,
patients reported a decrease in migraine headache frequency from
10.4 to 4.6 per month [25]. However, we are aware of few studies
that have measured the real-time effects of Cannabis on headache
and migraine pain intensity levels. Likewise, no study to date has
measured the relative effects of the two major cannabinoids,
tetrahydrocannabinol (THC) and cannabidiol (CBD), for treating
headache in real-life settings.

In this study we document, for the first time, the real-time
effectiveness of dried Cannabis flower, the most widely used Can-
nabis product in the U.S., for the treatment of headache- and
migraine-related pain; further we correlate Cannabis product char-
acteristics with changes in symptom intensity following Cannabis
consumption.
2. Methods

2.1. Study design

An analytic observational research design was used to examine
the research questions of how Cannabis consumption affects the
intensity of headache- and migraine-related pain sensations, and
whether labeled product characteristics are associated with
changes in pain severity.
2.2. Setting

We operationalize our research question using a mobile educa-
tional software application called Releaf Application (App)
(MoreBetter Ltd., U.S.) [26], which has collected the largest dataset
of real-time patient reports of self-directed medical Cannabis use in
the U.S. The App enables documentation of product characteristics,
including labeled phenotype, route of administration, primary
cannabinoid contents and the headache- or migraine-related pain
intensity user experienced prior to and following Cannabis admin-
istration, as well as the myriad possible side effects of using Canna-
bis in a real-life setting. The genus Cannabis (family Cannabaceae)
consists of the species C. sativa and C. indica, based on the pheno-
typic descriptions of Lamarck in 1785 [27,28], and many medical
Cannabis products are labeled as derivatives or hybrids of these
two species. The App further allows users to record the gender
and age of a patient, factors yet unstudied with respect to Cannabis
usage, providing preliminary information on how the effects of
using Cannabis may differ across user subgroups. The current data
were supplied by the Releaf App, subject to a confidentiality
agreement. The Releaf App is freely available and voluntarily
downloaded by users onto their cell phones, designed to assist
patients in navigating the wide range of products available in med-
ical Cannabis dispensaries. Users select one or several symptoms
from 50 possible selections (including migraine and headache)
and voluntarily provide demographic information, such as age
and gender. For each unique product tracked within the App, the
user can select multiple product dimensions, including those stud-
ied in this paper, i.e., labeled plant phenotype (C. indica, C. sativa, or
hybrid), combustion method (joint, pipe, or vaporizer), and
reported THC and CBD concentrations. All state-level medical Can-
nabis programs and regions in which recreational Cannabis use is
legal in the U.S. require THC and CBD potency analyses and label-
ing. Although the App collects data on other products, e.g., pro-
cessed concentrates and edibles, we focused on flower in this
study because it is the most widely used type of marijuana in the
U.S., and offers relatively homogeneous product dimensions,
including THC and CBD potency levels, relative to other types of
products (e.g., concentrates and edibles), which may contain many
different types of non-phytochemical compounds such as solvent
residues and other additives. The University of New Mexico Insti-
tutional Review Board approved the use of these data.

2.3. Participants

Case reports used in this study were from individuals who
reported using Cannabis flower to treat headache- or migraine-
related pain through the Releaf App between 06/10/2016 and
02/12/2019. To be included, case reports also had to contain self-
reported symptom intensity levels at the beginning of treatment
and within a two-hour window after treatment.

2.4. Variables

This paper focuses on symptom relief. We compared starting
symptom levels (1 to 10) against the last symptom level reported
within a two-hour period after flower consumption; this resulted
in a range of possible symptom relief values from –10 to 9, with
more negative numbers indicating greater symptom relief, 0 indi-
cating no change, and more positive numbers indicating worsening
of symptoms. The main outcome variable, change in symptom
intensity, is calculated continuously as the ending level minus
the starting symptom level. Symptom being treated, plant species
(C. indica, C. sativa, or hybrid), combustion method (joint, pipe and
vaporizer), cannabinoid potency, and user gender and age (younger
or older than 35 years) are treated as categorical variables. Symp-
tom intensity starting level is used as a covariate.

2.5. Data measurement

Changes in headache- and migraine-related symptom intensity
are measured on a visual analogue scale (VAS) from 0 to 10, where
0 is no pain and 10 is the worst pain ever felt. At the start of each
Cannabis use-session, the App user enters a starting symptom level
between 0 and 10; at the end of each session, the user enters an
ending symptom level. Users are free to enter additional symptom
levels throughout the Cannabis use-session. Plant species and
cannabinoid potency levels are indicated on the product labels,
and combustion method and demographic characteristics (gender
and age) are reported by users. For gender, we restrict our analysis
to only those identifying as female or male, due to the small sam-
ple size (n = 17) of non-binary identities.

2.6. Bias

Peak symptom relief can vary following Cannabis consumption
but may not be sustained. We therefore use the last symptom level
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within 2 hours to conservatively represent a more enduring level of
symptom relief. Cannabinoid potency levels exceeding 35% of dried
plant mass were deemed unrealistic and excluded from the
analyses.
Table 1
Descriptive characteristics of flower products and symptom relief.

Variable Percentage of sessions Sessions (n) Users (n)

Plant species: 634 users, 1678 sessions
Hybrid 54% 903 377
C. indica 30% 504 250
2.7. Statistical analysis

In order to determine how product characteristics affect
changes in symptom levels, we regress our symptom relief out-
come against the (dummy-coded) product characteristics using a
linear mixed model and allowing intercepts to vary randomly by
user with an unstructured variance covariance matrix. We also
control for starting symptom levels, which mechanistically affect
how much symptom relief a user can report [29,30]. Standard
errors are clustered at the user level to control for heteroskedastic-
ity and arbitrary correlation within users. Because reporting of pro-
duct characteristics is voluntary and THC and CBD levels require
product labeling or access to laboratory tests, we have substan-
tially fewer cases reporting THC and CBD than other product char-
acteristics. Therefore, to maximize the sample size, we ran our
regressions separately by product type before running the com-
plete model, which included all product characteristics. In addition
to running regressions on the full sample, we conducted subgroup
analyses by symptom type (migraines and headaches), gender (fe-
male and male) and age group (34 and below or 35 and above
35 years of age in line with a mean age in the sample of 34). We
first test for differences across subgroups using t-tests to conduct
mean comparisons of starting and ending symptom levels and
symptom relief (ending minus starting symptom level) by sub-
group, before running the complete regression model including
all product characteristics separately by subgroup. We conduct
postestimation F-tests of the equivalence of coefficients within
regressions and run regressions interacting the subgroup variables
with the product characteristic variables to test for equivalence in
the effects across subgroups. The full sample regressions are robust
enough to include a random slope parameter for starting symptom
level with or without allowing for an unstructured covariance
matrix, but we do not have enough power to do so in the model
broken out by subgroup. As an additional exploratory exercise,
we run chi-squared tests and t-tests of the prevalence of each pro-
duct characteristic across subgroups to identify differences in pro-
duct usage patterns. We used STATA 15.1 (Stata corporation, U.S.)
to conduct our analyses.
C. sativa 16% 271 169
Combustion method: 663 users, 1830 sessions
Joint 14% 261 146
Pipe 46% 840 349
Vape 40% 729 238

THC level: 287 users, 741 sessions
0%–9% 21% 154 69
10%–19% 36% 268 139
20%–35% 43% 319 144

CBD level: 206 users, 542 sessions
0% 29% 155 62
1%–9% 34% 184 93
10%–35% 37% 203 94

Symptom relief: 699 users, 1910 sessions
Symptom improved 94% 1789 670
Symptom unchanged 4% 41 52
Symptom worsened 2% 80 30

All sessions used Cannabis flower. Symptoms treated include migraines and head-
aches. Patients selected from 19 positive, 17 negative and 11 context-specific side
effects. For categorical variables, the percent of sessions, the number of sessions,
and the number of users responding affirmatively to that sub-category are reported.
Because some users used more than one type of product during our sample period,
the number of users summing across sub-categories will be greater than the
number of users who report for that category overall. For example, 634 users ever
report a plant sub-species, but some of those users report using more than one
plant sub-species during our sample period. THC: tetrahydrocannabinol; CBD:
cannabidiol; C.: Cannabis.
3. Results

3.1. Participants

In total, 1910 Cannabis use-sessions, recorded by 699 users
treating headaches (n = 493) or migraines (n = 280), were included
in the analyses; some users applied Cannabis to treat both head-
aches and migraines. Because reporting of demographic informa-
tion and product characteristics was not required by the Relief
App, some analyses have fewer observations and user counts. For
example, 22% (n = 419) of the sessions using Cannabis flower to
treat headache- or migraine-related pain included both THC and
CBD potency analyses, which we capped at 35% due to the biolog-
ical limitations of the plant. Potency may be omitted from use-
sessions either because a user did not elect to report it, or because
the information was not included in the product packaging;
potency information is typically only available for Cannabis pur-
chased from dispensaries. Home cultivated, caregiver provided,
or illegally acquired Cannabis is unlikely to include potency infor-
mation. The average user entered 21 sessions (median = 5 sessions)
over 125 days (median = 65 days), with new users continuing to
subscribe through the last day of the sample period on
02/02/2019. Demographic information was available for users
who chose to report it: 353 users (1216 sessions) reported gender
(32% male, 68% female) and 343 users (1,194 sessions) reported
age (mean ± standard deviation [SD] = [34.0 ± 9.1] years). Table 1
provides descriptive statistics for product characteristics. ‘‘Sativa”
strains were the least commonly used (16%) with ‘‘hybrid” strains
the most commonly used (54%). As for combustion method, 14% of
sessions involved joints, while pipes and vapes were used in 46%
and 40% of sessions, respectively. Average THC levels were
17.61% (SD = 8.45%) and CBD levels averaged 7.73% (SD = 8.57%).
In our subgroups by symptom, gender and age, 30% of sessions
were recorded by migraine suffers, 67% of sessions were recorded
by females, and 57% of sessions were recorded by people under age
35.
3.2. Symptom relief in response to Cannabis use

Average symptom relief in the sample is –3.28 (SD = 2.28) with
the mean starting symptom level of 5.79 (SD = 2.06) and a mean
ending level of 2.51 (SD = 2.10). In 94% of sessions, users reported
symptom relief (ending – starting symptom level < 0). On a per-
session basis, users reported no symptom relief or worsening
symptoms in 4% and 2% of sessions, respectively. On a per-user
basis, 8% of users reported unchanged symptom levels and 4% of
users reported worse symptoms in at least one session in the
sample.

Table 2 presents results from regressions of symptom relief
against the product characteristics for each product category sepa-
rately and then jointly. The separate regressions in model one
through four do not indicate any statistically significant differences
in symptom relief by product characteristic, except for a decrease
in symptom relief associated with higher CBD products. A regres-
sion of all product characteristics together in model five suggests



Table 2
Symptom relief by product characteristic.

Model Intercept Coefficient 95% confidence interval P value

Model 1: subtype (hybrid as reference) 0.202 –0.088, 0.492 0.171
C. indica 0.058 –0.121, 0.238 0.524
C. sativa 0.524 –0.071, 0.356 0.191
Starting symptom level –0.662 –0.717, –0.608 < 0.001

Model 2: combustion method (joint as reference) 0.002 –0.365, 0.368 0.993
Pipe 0.176 –0.097, 0.449 0.206
Vape 0.206 –0.151, 0.461 0.322
Starting symptom level –0.632 –0.687, –0.577 < 0.001

Model 3: THC levels (THC 0%–9% as reference) 0.188 –0.359, 0.734 0.500
THC 10%–19% –0.108 –0.531, 0.314 0.615
THC 20%–35% 0.615 –0.638, 0.152 0.228
Starting symptom level –0.622 –0.705, –0.539 < 0.001

Model 4: CBD level (CBD 0% as reference) –0.544 –1.097, 0.009 0.054
CBD 1%–9% 0.279 –0.211, 0.768 0.264
CBD 10%–35% 0.537 0.085, 0.989 0.020
Starting symptom level –0.543 –0.641, –0.446 < 0.001

Model 5: all product characteristic –0.606 –1.677, 0.464 0.267
C. indica –0.048 –0.495, 0.399 0.833
C. sativa 0.228 –0.260, 0.715 0.360
Pipe 0.719 0.132, 1.306 0.016
Vape 0.366 –0.319, 1.052 0.295
THC 10%–19% –0.727 –1.288, –0.166 0.011
THC 20%–35% –0.709 –1.300, –0.117 0.019
CBD 1%–9% 0.479 –0.209, 1.167 0.173
CBD 10%–35% 0.383 –0.343, 1.110 0.301
Starting symptom level –0.543 –0.659, –0.426 < 0.001

Each model represents a separate regression. Regressions are based on a linear mixed effects model including patient-level random intercepts with an unstructured
covariance matrix. The coefficients for the product characteristics, which are all categorical variables, measure the effect relative to the reference category. Starting symptom
level is a non-categorical variable, and therefore, does not have a reference category. Standard errors are clustered at the patient level to adjust for heteroskedasticity and
arbitrary correlation within patients. Reference categories are hybrid, joint, THC 0%–9% and CBD 0%. The outcome is symptom relief, with negative coefficients indicating
greater symptom relief. Model 1 includes 1678 sessions and 634 patients; model 2 includes 1830 sessions and 663 patients; model 3 includes 741 sessions and 287 patients;
model 4 includes 542 sessions and 206 patients; model 5 includes 353 sessions and 151 patients. THC: tetrahydrocannabinol; CBD: cannabidiol; C.: Cannabis.

Table 3
Mean comparisons of symptom relief by subgroup.

Subgroup panel Symptom relief
(within 2 hours)

Starting
symptom level

Ending
symptom level

Symptom type
Migraine
(n = 582)

–3.30 ± 0.10 6.44 ± 0.09 3.14 ± 0.09

Headache
(n = 1328)

–3.27 ± 0.06 5.51 ± 0.05 2.24 ± 0.05

P value 0.831 < 0.001 < 0.001
Gender
Female
(n = 820)

–2.85 ± 0.07 5.58 ± 0.07 2.73 ± 0.08

Male
(n = 396)

–3.69 ± 0.11 5.78 ± 0.10 2.10 ± 0.09

P value < 0.001 0.116 < 0.001
Age (years)
Age < 35
(n = 687)

–3.22 ± 0.09 5.60 ± 0.08 2.38 ± 0.08

Age � 35
(n = 507)

–3.00 ± 0.09 5.70 ± 0.09 2.70 ± 0.09

P value 0.081 0.386 0.008

Categorical variables are compared using chi-squared tests, while continuous
variables are compared using two-sided t-tests. ‘‘n” refers to the number of ses-
sions. Symptom relief is calculated as the ending symptom level minus the starting
symptom level. Data are shown as mean ± standard deviation.
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that THC levels are driving symptom relief, while individuals
using pipes may experience less symptom relief. The coefficient
on the highest CBD level still is negative (indicating less symptom
relief) but it is no longer statistically significant. The treatment
outcome is the change in symptom intensity level on a VAS,
over the 2 hours following treatment (ending – starting symptom
level); an outcome with a negative sign indicates improved
symptoms, while a positive-signed outcome indicates worsening
symptoms.

3.3. Other analyses

Table 3 shows mean comparisons of the outcomes across the
three subgroups by symptom type (migraine versus headache),
gender (female versus male) and age (< 35 versus � 35). Compar-
isons by ‘‘symptom type” shows that, although starting and ending
symptom levels are statistically significantly different between
migraine and headache users (P < 0.001), with migraine sufferers
reporting higher starting and ending symptom levels, the symptom
relief experienced is the same across the two groups (–3.3 on a 0–
10 VAS). Between the two sexes, greater symptom relief was
reported among males driven by lower ending symptom levels
(P < 0.001). Younger users experienced lower ending symptom
levels (P = 0.008), but this did not translate into statistically signif-
icantly greater symptom relief.

Fig. 1 shows regression coefficient estimates with 95% confi-
dence intervals. Zero indicates no symptom relief; values below
zero indicate improved symptoms, while values above zero indi-
cate worsening symptoms. The THC categories are relative to
THC < 10%; the CBD categories are relative to CBD = 0%; the species
names are relative to ‘‘hybrid;” the combustion methods are rela-
tive to ‘‘joint” and the starting symptom ranges in value from 1
to 10. The results for migraines were based on a sample of 284
users and 606 sessions, while the results for headaches were based
on a sample of 509 users and 1409 sessions. The underlying regres-
sions that generated the results in Fig. 1 used linear mixed effects
regression models with random intercepts at the user level and
clustered standard errors.

The regressions underlying Fig. 1 are shown in Table 4. Perhaps
partly due to a lack of power in the migraine subsample, none of
the coefficients for the product characteristics nor the intercepts
are statistically significantly different from zero. Headache suffer-
ers appear to be driving the main effect, and indicated greater
symptom relief with levels of THC 10% or higher; they also may



Symptom relief for migraine Symptom relief for headache

THC 10%–19%

THC 20%–34%

CBD 1%–9%

CBD 10%–34%

C. indica

C. sativa

Pipe

Vape

THC 10%–19%

THC 20%–34%

CBD 1%–9%

CBD 10%–34%

C. indica

C. sativa

Pipe

Vape

–2 –1 0 1 2 –2 –1 0 1 2

Fig. 1. Regression coefficients by symptom. THC: tetrahydrocannabinol; CBD: cannabidiol; C.: Cannabis.

Table 4
Regressions by symptom type.

Model Intercept Coefficient 95% confidence interval P value

Model 1: migraine 0.055 –1.527, 1.637 0.946
C. indica 0.057 –0.616, 0.731 0.867
C. sativa 0.272 –0.470, 1.014 0.473
Pipe 0.661 –0.131, 1.454 0.102
Vape 1.038 –0.052, 2.128 0.062
THC 10%–19% –0.535 –1.344, 0.274 0.195
THC 20%–35% –0.386 –1.174, 0.403 0.338
CBD 1%–9% –0.602 –1.754, 0.550 0.306
CBD 10%–35% –0.761 –1.870, 0.348 0.179
Starting symptom level –0.525 –0.680, –0.370 < 0.001

Model 2: headache –0.683 –1.916, 0.550 0.277
C. indica –0.215 –0.796, 0.366 0.468
C. sativa 0.393 –0.279, 1.065 0.252
Pipe 0.589 –0.312, 1.489 0.200
Vape 0.037 –0.871, 0.946 0.936
THC 10%–19% –1.05 –1.806, –0.293 0.007
THC 20%–35% –0.94 –1.663, –0.216 0.011
CBD 1%–9% 0.525 –0.216, 1.267 0.165
CBD 10%–35% 0.693 –0.130, 1.516 0.099
Starting symptom level –0.505 –0.644, –0.367 < 0.001

Each model represents a separate regression by symptom type. Regressions are based on a linear mixed effects model including patient-level random intercepts with an
unstructured covariance matrix. The coefficients for the product characteristics, which are all categorical variables, measure the effect relative to the reference category.
Starting symptom level is a non-categorical variable, and therefore, does not have a reference category. Standard errors are clustered at the patient level to adjust for
heteroskedasticity and arbitrary correlation within patients. Reference categories are hybrid, joint, THC 0%–9% and CBD 0%. The outcome is symptom relief, with negative
coefficients indicating greater symptom relief. Model 1 includes 152 sessions and 67 patients, and model 2 includes 201 sessions and 95 patients. THC: tetrahydrocannabinol;
CBD: cannabidiol; C.: Cannabis.
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be experiencing less symptom relief with CBD levels 10% and
above. F-tests of the differences in the reported coefficients by cat-
egory indicate no statistically significant differences between the
reported coefficients by category except for pipe and vape. In par-
ticular, pipe and vape had a distinct effect among those suffering
from headaches, with pipes offering less relief than vapes, although
neither pipes nor vapes offered statistically significantly different
levels of relief relative to joints. F-tests supported the overall find-
ing that the benefits of higher THC were nonlinear and plateaued
above 10% among both subgroups.

The coefficients are similar across the two conditions except for
the coefficients for the higher THC categories, which are larger and
statistically significantly more negative (greater symptom relief)
for headache suffers. However, testing for differences in coeffi-
cients across the subgroups using interaction terms indicated that
(data not shown) only CBD levels differed statistically in their
effect across subgroups, with headache sufferers experiencing less
symptom relief from high CBD products than migraine sufferers. F-
tests did not indicate differences in the coefficients for THC and
CBD among those suffering from migraines, but did suggest statis-
tically significant and opposing effects (THC increases symptom
relief; CBD decreases symptom relief) among those with headaches
(P < 0.05). A comparison of the prevalence of certain product char-
acteristics in Table 5 suggested that users may be aware of these
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differences, with headache users more likely to buy products with
0% CBD (P = 0.009). Mean comparisons of the prevalence of product
characteristics in each group are shown in Table 5.

Subgroup analyses of mean comparisons extended to gender
are reported in Table 3, and regressions by subgroup are reported
in Table 6. The mean comparisons in Table 3 show that the greater
symptom relief reported by males and by those under 35 is driven
by lower ending symptom levels in these two subgroups. In Table 6,
the results of separate regressions for females and males suggest
opposing effects not identified in the aggregate regression. The
sample sizes are small and regressions using interaction terms to
directly test for differences by gender indicate no statistical differ-
ences across groups (data not shown). F-tests of the differences in
Table 6
Symptom relief by gender.

Model Intercept Coeffic

Model 1: female 0.529
C. indica –0.816
C. sativa 0.219
Pipe 0.399
Vape 0.137
THC 10%–19% –0.955
THC 20%–35% –1.151
CBD 1%–9% 0.322
CBD 10%–35% 0.352
Starting symptom level –0.620

Model 2: male –1.466
C. indica 0.108
C. sativa –0.576
Pipe 1.141
Vape –0.017
THC 10%–19% –0.832
THC 20%–35% –0.785
CBD 1%–9% 0.437
CBD 10%–35% 0.121
Starting symptom level –0.359

Each model represents a separate regression by gender. Regressions are based on a linear
covariance matrix. The coefficients for the product characteristics, which are all categoric
level is a non-categorical variable, and therefore, does not have a reference category. St
arbitrary correlation within patients. Reference categories are hybrid, joint, THC 0%–9%,
greater symptom relief. Model 1 includes 155 sessions and 59 patients, and model 2 incl
Cannabis.

Table 5
Mean and ratio comparisons of product characteristics between migraines and
headaches.

Product characteristic Migraine Headache P
value

Plant phenotype (constituent ratio)
Hybrid 0.55 0.53 0.450
C. indica 0.27 0.31 0.085
C. sativa 0.18 0.15 0.261

Combustion method (constituent ratio)
Joint 0.15 0.14 0.711
Pipe 0.47 0.45 0.534
Vape 0.38 0.41 0.370

THC level (mean ± SD; constituent
ratio in subgroups)

17.29 ± 0.54 17.75 ± 0.38 0.497

0%–9% 0.20 0.21 0.755
10%–19% 0.35 0.39 0.307
20%–35% 0.44 0.41 0.462

CBD level (mean ± SD; constituent
ratio in subgroups)

8.42 ± 0.60 7.27 ± 0.46 0.127

0% 0.22 0.33 0.009
1%–9% 0.37 0.32 0.194
10%–35% 0.40 0.35 0.240

Categorical variables (plant sub-species, combustion method, and THC and CBD
levels) are compared using chi-squared tests, while the continuous variables (THC
and CBD) are compared using two-sided t-tests. THC: tetrahydrocannabinol; CBD:
cannabidiol; SD: standard deviation; C.: Cannabis.
the reported coefficients within categories suggested that females
benefited most from C. indica. Although males benefitted more
from pipes than from joints, no statistically significant differences
existed between pipes and vapes, based on F-tests of the equiva-
lence of the coefficients on pipe and vape within males. While
the regressions indicate higher THC levels may be more beneficial,
F-tests again suggest a plateauing effect; although THC greater
than 10% offered more symptom relief than lower levels of THC,
no statistically significant difference existed between medium
and high levels of THC in either group.

Comparisons of the means by gender are shown in Table 7 and
suggested that users may be aware of some of the differences iden-
tified in our regression analysis, with females choosing pipes more
often than males. Table 7 suggests different purchase patterns by
gender, with males seemingly more likely to consume joints and
higher THC products, although the regression analysis suggests
that the effects of these product characteristics do not differ across
genders. In particular, females may benefit from THC purchasing
patterns more similar to those of males.

In the regressions by age group (< or � 35 years; Table 8), both
subgroups benefitted from using products with THC greater than
10%, but with a plateau in the effect at higher THC levels. More
specifically, F-tests of the equivalence of the coefficients for the
THC categories within subgroups do not indicate a statistically sig-
nificant difference between the higher THC levels in either sub-
group. Among younger users, C. indica-labeled products are
associated with greater symptom relief than either hybrid or C.
sativa-labeled products, based on the regression results and F-tests
of the difference between C. indica and C. sativa products. Regres-
sions using interaction terms (data not shown) indicate that
younger patients benefit more than older patients from 0% CBD,
relative to products containing CBD; however, other differences
in the coefficients between the two subgroups are not statistically
significant.

In Table 9, mean comparisons suggest that younger users may
be more likely to choose THC levels below 10% and CBD levels
above 19% although both are associated with reduced symptom
relief among younger patients.
ient 95% confidence interval P value

–1.659, 2.716 0.636
–1.554, –0.078 0.030
–0.522, 0.959 0.562
–0.987, 1.786 0.572
–1.279, 1.554 0.850
–1.808, –0.102 0.028
–2.109, –0.193 0.018
–0.681, 1.324 0.530
–0.813, 1.516 0.554
–0.823, –0.417 < 0.001
–3.126, 0.194 0.084
–1.095, 1.312 0.860
–1.630, 0.477 0.284
0.116, 2.166 0.029
–1.340, 1.306 0.980
–2.017, 0.352 0.168
–1.556, –0.014 0.046
–0.686, 1.560 0.446
–0.958, 1.200 0.826
–0.552, –0.167 < 0.001

mixed effects model including patient-level random intercepts with an unstructured
al variables, measure the effect relative to the reference category. Starting symptom
andard errors are clustered at the patient level to adjust for heteroskedasticity and
and CBD 0%. The outcome is symptom relief, with negative coefficients indicating
udes 64 sessions and 28 patients. THC: tetrahydrocannabinol; CBD: cannabidiol; C.:



Table 7
Mean and ratio comparisons of product characteristics by gender.

Product characteristic Female Male P value

Plant phenotype (constituent ratio)
Hybrid 0.54 0.60 0.058
C. indica 0.29 0.25 0.170
C. sativa 0.17 0.15 0.377

Combustion method (constituent ratio)
Joint 0.13 0.23 < 0.001
Pipe 0.47 0.34 < 0.001
Vape 0.40 0.43 0.452

THC level (mean ± SD; constituent
ratio in subgroups)

16.26 ± 0.50 18.41 ± 0.35 0.013

0%–9% 0.28 0.15 0.002
10%–19% 0.31 0.46 0.001
20%–35% 0.41 0.38 0.524

CBD level (mean ± SD; constituent
ratio in subgroups)

7.62 ± 0.55 8.51 ± 0.82 0.397

0% 0.34 0.24 0.084
1%–9% 0.30 0.27 0.581
10%–35% 0.36 0.49 0.031

Categorical variables (plant sub-species, combustion method, and THC and CBD
levels) are compared using chi-squared tests, while the continuous variables (THC
and CBD) are compared using two-sided t-tests. THC: tetrahydrocannabinol; CBD:
cannabidiol; SD: standard deviation; C.: Cannabis.
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4. Discussion

To date, the exact causes of migraine and headache are incom-
pletely understood, but likely involve complex neuronal and hor-
monal mechanisms, genetic and epigenetic associations [31,32],
common mental and physical comorbidities, and other heteroge-
neous characteristics by patient subgroup. For example, women
have a one in four chance of experiencing a migraine at some point
in their life and represent roughly 85% of all chronic migraine suf-
ferers [23]. In this study, all groups experienced symptom relief
primarily associated with THC levels 10% and over, with joints
potentially offering more relief than pipes. The analgesic effects
of Cannabis varied primarily with age, with younger patients expe-
Table 8
Symptom relief by age subgroup.

Model Intercept Coeffi

Model 1: age < 35 years –2.289
C. indica –1.102
C. sativa 0.280
Pipe 1.181
Vape 1.470
THC 10%–19% –1.639
THC 20%–35% –1.166
CBD 1%–9% 1.658
CBD 10%–35% 1.691
Starting symptom level –0.339

Model 2: age � 35 years 0.872
C. indica –0.083
C. sativa –0.013
Pipe –0.314
Vape –0.592
THC 10%–19% –0.818
THC 20%–35% –1.487
CBD 1%–9% –0.004
CBD 10%–35% –0.717
Starting symptom level –0.534

Each model represents a separate regression by age group. Regressions are based on
unstructured covariance matrix. The coefficients for the product characteristics, which
Starting symptom level is a non-categorical variable, and therefore, does not have a r
heteroskedasticity and arbitrary correlation within patients. Reference categories are hy
coefficients indicating greater symptom relief. Model 1 includes 115 sessions and 42 pati
CBD: cannabidiol; C.: Cannabis.
riencing greater benefits in general. The only statistically signifi-
cant difference across groups by product characteristics was that
higher CBD levels were associated with less symptom relief among
those suffering from headaches and younger users.

Although the majority (94%) of Cannabis consumers in the cur-
rent study experienced reductions in headache- or migraine-
related pain intensity, other studies have shown that headaches
can be caused by substance use, including Cannabis [33]. Unfortu-
nately, federal regulatory barriers have restricted clinical research
on the effects of commonly consumed medical Cannabis products,
and particularly, Cannabis flower with high THC content [19,20].
The result has been a general lack of a comprehensive understand-
ing of the mechanisms through which Cannabis may affect
migraine and other headache-related pain experience. One possi-
bility, based on the ‘‘dopamine pathway hypothesis,” suggests that
various migraine symptoms, such as hypotension, hyperactivity,
nausea, vomiting, yawning and irritability, may be associated with
dopaminergic stimulation [34,35]. Dopamine antagonists have
been reported to be very effective at relieving migraine attacks
[2,8], and most antipsychotic medications and antiemetics are
used for headache relief, due to their antidopaminergic properties.
Evidence suggests that THC may exacerbate psychotic symptoms
in schizophrenic patients, and in animal models, and that THC
increases dopamine synthesis and release, as well as dopaminergic
cell firing [36]. However, the effects of THC on the dopaminergic
pathways in humans seem to be complex and dose-dependent;
lower doses of THC appear to raise dopamine levels by increasing
the conversion of tyrosine to dopamine, while higher doses of
THC lead to decreased dopamine synthesis [36].

Another mechanism of action that headache and migraine
medications have in common with Cannabis is that they reduce
glutamate plasma levels [37]. Amitriptyline, memantine, dex-
tromethorphan and ketamine are examples of N-methyl-D-
aspartate (NMDA) receptor antagonists that reduce glutamate
plasma levels and are used to treat headaches [38]. Because mag-
nesium levels tend to be low during headaches and migraines,
one potential explanation for these relationships could be the role
of glutamate in magnesium absorption in the brain. Extracellular
cient 95% confidence interval P value

–3.688, –0.891 0.001
–2.216, 0.012 0.053
–0.375, 0.935 0.402
0.374, 1.988 0.004
0.468, 2.471 0.004
–2.367, –0.911 < 0.001
–1.987, –0.345 0.005
0.839, 2.478 < 0.001
0.912, 2.469 < 0.001
–0.462, –0.215 < 0.001
–1.673, 3.417 0.502
–0.962, 0.796 0.852
–1.013, 0.987 0.980
–2.301, 1.673 0.757
–2.665, 1.482 0.576
–1.721, 0.085 0.076
–3.089, 0.114 0.069
–1.262, 1.254 0.995
–1.684, 0.250 0.146
–0.721, –0.347 < 0.001

a linear mixed effects model including patient-level random intercepts with an
are all categorical variables, measure the effect relative to the reference category.
eference category. Standard errors are clustered at the patient level to adjust for
brid, joint, THC 0%–9%, and CBD 0%. The outcome is symptom relief, with negative
ents, and model 2 includes 89 sessions and 39 patients. THC: tetrahydrocannabinol;



Table 9
Mean and ratio comparisons of product characteristics by age group.

Product characteristic Age < 35 years Age � 35 years P value

Plant phenotype (constituent
ratio)
Hybrid 0.57 0.57 0.859
C. indica 0.26 0.28 0.478
C. sativa 0.17 0.15 0.539

Combustion method (constituent ratio)
Joint 0.17 0.15 0.335
Pipe 0.44 0.41 0.248
Vape 0.39 0.44 0.059

THC level (mean ± SD;
constituent ratio in
subgroups)

16.35 ± 0.60 17.38 ± 0.53 0.213

0%–9% 0.29 0.18 0.005
10%–19% 0.29 0.45 < 0.001
20%–35% 0.41 0.36 0.283

CBD level (mean ± SD;
constituent ratio in
subgroups)

8.40 ± 0.59 6.45 ± 0.73 0.049

0% 0.29 0.36 0.207
1%–9% 0.27 0.31 0.399
10%–35% 0.44 0.33 0.048

Categorical variables (plant sub-species, combustion method, and THC and CBD
levels) are compared using chi-squared tests, while the continuous variables (THC
and CBD) are compared using two-sided t-tests. THC: tetrahydrocannabinol; CBD:
cannabidiol; SD: standard deviation; C.: Cannabis.
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magnesium ions are able to bind to specific sites on the NMDA
receptor, blocking the passage of other cations, ultimately sup-
pressing glutamatergic activity [39]. This may explain how NMDA
antagonism and the supplementation of magnesium can be effec-
tive as a prophylactic and treatment for headache- and migraine-
related pain [40].

Excitotoxicity—when neurons are literally excited to death—
and inflammatory mechanisms associated with glutamatergic
activity may also be involved in headache and migraine pathogen-
esis [41]. Lamotrigine is used to treat epilepsy and is also known to
have antiglutamatergic effects, as well as to be effective for treat-
ing migraines with aura via protection against excitotoxicity
[41,42]. Excitotoxicity and enhanced glutamatergic signaling may
also explain why monosodium glutamate and aspartame produce
headaches in sensitive individuals [43]. Hence, consistent with
our results, THC may be effective at treating migraine and head-
ache pain (and offer additional neuroprotective benefits) by induc-
ing presynaptic inhibition of glutamate release [44–46] and
reducing excitatory neurotransmission [47,48]. Finally, and in
addition to its effects on dopamine synthesis and glutamate sup-
pression, THC may affect headache- and migraine-related pain by
modulating cognizant perceptions and attentional demands
[23,49–51]. CB1 and CB2 receptors, to which THC is a partial ago-
nist, are the most abundant G-protein-coupled 7-transmembrane
receptors in the human brain; they reciprocally interact and are
co-localized with m opioid receptors in brain structures (e.g.,
nucleus accumbens, hippocampus, neocortex and amygdala) that
play a role in the psychological concomitants (e.g., emotional,
learning, social experience) of pain perception [52–57].

While practical and statistically powerful, the current
observational/quasi-field experimental research design has
unavoidable limitations, including the lack of a control group, the
potential for a placebo effect, and the voluntary adoption of Releaf
App use. These factors could have resulted in either: a) overestima-
tion of the effectiveness of Cannabis if users with negative
experience decided to not use the App; or b) underestimation of
Cannabis’s effectiveness if users decided not to use the App due
to current satisfaction with product choices and their effects.
Another limitation was the inability to incorporate measurements
of more cannabinoids (e.g., cannabinol, cannabigerol and cannabi-
chromene), the large number of known terpenes, and users’ neuro-
hormonal profiles, which likely interact synergistically with CBD
and THC to produce Cannabis’ unique effects across individuals,
plant strains and usage contexts. Future research will benefit from
the incorporation of these factors, as well as evaluation of the
effectiveness and potential health risks associated with Cannabis-
based products other than whole dried Cannabis flower, such as
tinctures, edibles and topicals, which are typically produced using
extraction methods that rely on solvents that can be toxic for
human consumption [58]. Additionally, such products may be
metabolized differently, involve different mechanisms of action,
and would typically contain noncannabinoid chemicals that have
their own clinical effects. More generally, longer term studies are
required to evaluate whether the apparent significant short-term
effectiveness of Cannabis flower for treating migraines and head-
aches persists in the long-run and outweighs potential risks from
both short- and long-term use.

In conclusion, the medical effectiveness of Cannabis for treating
a wide range of conditions, including migraines and headaches, as
documented herein, must be weighed against not just its risks but
also the effectiveness-risk profile of conventional treatments. It
seems possible that the use of Cannabis flower, combined with
other behavioral modifications, might offer some patients a natu-
ral, safer and more effective treatment regimen, compared to the
use of some conventional prescription pharmaceuticals. Symptom
relief appears likely to arise from how cannabinoids modulate and
interact with many pathways inherent in migraine and headache
production, including the same triptan mechanisms of action and
opiate pathways targeted by many conventional pharmaceutical
medications. Modulation of the endocannabinoid system through
agonism or antagonism of its receptors, targeting its metabolic
pathways, or combining cannabinoids with other analgesics for
synergistic effects, may provide the foundation for new classes of
medications [22,23]. Alternatively, Cannabis flower may be a natu-
ral substitute for pharmaceutical treatments. According to the cur-
rent results, Cannabis flower appears to be effective at reducing
headache- and migraine-related pain intensity for most people
that choose to use it.

Funding

This research was supported by the University of New Mexico
Medical Cannabis Research Fund, mcrf.unm.edu.

Acknowledgements

We thank all the donors to the University of New Mexico Med-
ical Cannabis Research Fund for supporting this research.

Authors’ contributions

JV and SS conceived the study. FB, KK, and BH independently
designed and developed the Releaf App and server infrastructure
as part of their effort to help create an education tool for medical
Cannabis patients. SS conducted the analyses. JV, SS, JD, and SL
drafted the manuscript. All authors contributed substantially to
its intellectual content and revision. All authors had access to the
data in the study and take responsibility for the integrity of the
data and the accuracy of the data analyses.

Conflicts of interest

The authors FB, KK and BH were employed by company
MoreBetter Ltd. The remaining authors declare that the research

http://mcrf.unm.edu


424 S.S. Stith et al. / Journal of Integrative Medicine 18 (2020) 416–424
was conducted in the absence of any commercial or financial rela-
tionships that could be construed as a potential conflict of interest.

References

[1] Burch RC, Loder S, Loder E, Smitherman TA. The prevalence and burden of
migraine and severe headache in the United States: updated statistics from
government health surveillance studies. Headache 2015;55(1):21–34.

[2] Migraine Research Foundation. Migraine facts. (2020-06) [2020-06-08].
https://migraineresearchfoundation.org/about-migraine/migraine-facts/.

[3] Finocchi C, Strada L. Sex-related differences in migraine. Neurol Sci
2014;35:207–13.

[4] Wöber-Bingöl Ç. Epidemiology of migraine and headache in children and
adolescents. Curr Pain Headache Rep 2013;17(6):341.

[5] Kristoffersen ES, Lundqvist C, Russell MB. Illness perception in people with
primary and secondary chronic headache in the general population. J
Psychosom Res 2019;116:83–92.

[6] Minen MT, Begasse De Dhaem O, Kroon Van Diest A, Powers S, Schwedt TJ,
Lipton R, et al. Migraine and its psychiatric comorbidities. J Neurol Neurosurg
Psychiatry 2016;87(7):741–9.

[7] Lipton RB, Silberstein SD. Episodic and chronic migraine headache: breaking
down barriers to optimal treatment and prevention. Headache 2015;55
(2):103–22.

[8] Ong JJY, de Felice M. Migraine treatment: current acute medications and their
potential mechanisms of action. Neurotherapeutics 2018;15(2):274–90.

[9] Harpole LH, Samsa GP, Matchar DB, Silberstein SD, Blumenfeld A, Jurgelski AE.
Burden of illness and satisfaction with care among patients with headache
seen in a primary care setting. Headache 2005;45(8):1048–55.

[10] Seng EK, Robbins MS, Nicholson RA. Acute migraine medication adherence,
migraine disability and patient satisfaction: a naturalistic daily diary study.
Cephalalgia 2017;37(10):955–64.

[11] Andersson M, Persson M, Kjellgren A. Psychoactive substances as a last resort—
a qualitative study of self-treatment of migraine and cluster headaches. Harm
Reduct J 2017;14(1):60.

[12] Bigal M, Rapoport A, Aurora S, Sheftell F, Tepper S, Dahlof C. Satisfaction with
current migraine therapy: experience from 3 centers in US and Sweden.
Headache 2007;47(4):475–9.

[13] Lee J, Bhowmick A, Wachholtz A. Does complementary and alternative
medicine (CAM) use reduce negative life impact of headaches for chronic
migraineurs? A national survey. Springerplus 2016;5(1):1006.

[14] Rhee TG, Harris IM. Reasons for and perceived benefits of utilizing
complementary and alternative medicine in U.S. adults with
migraines/severe headaches. Complement Ther Clin Pract 2018;30:44–9.

[15] Piper BJ, DeKeuster RM, Beals ML, Cobb CM, Burchman CA, Perkinson L, et al.
Substitution of medical cannabis for pharmaceutical agents for pain, anxiety,
and sleep. J Psychopharmacol 2017;31(5):569–75.

[16] Vigil JM, Stith SS, Adams IM, Reeve AP. Associations between medical cannabis
and prescription opioid use in chronic pain patients: a preliminary cohort
study. PLoS ONE 2017;12(11):1–13.

[17] Stith SS, Vigil JM, Adams IM, Reeve AP. Effects of legal access to cannabis on
scheduled II–V drug prescriptions. J Am Med Dir Assoc 2018;19(1):59–64.

[18] Baron EP, Lucas P, Eades J, Hogue O. Patterns of medicinal cannabis use, strain
analysis, and substitution effect among patients with migraine, headache,
arthritis, and chronic pain in a medicinal cannabis cohort. J Headache Pain
2018;19(1):37.

[19] Stith SS, Vigil JM. Federal barriers to cannabis research. Science 2016;352
(6290):1182.

[20] National Academies of Sciences Engineering and Medicine. The health effects
of cannabis and cannabinoids: the current state of evidence and
recommendations for research. Washington (DC): National Academies Press
(US); 2017.

[21] Sexton M, Cuttler C, Finnell JS, Mischley LK. A cross-sectional survey of medical
cannabis users: patterns of use and perceived efficacy. Cannabis Cannabinoid
Res 2016;1(1):131–8.

[22] Baron EP. Comprehensive review of medicinal marijuana, cannabinoids, and
therapeutic implications in medicine and headache. Headache 2015;55
(6):885–916.

[23] Russo EB. Clinical endocannabinoid deficiency reconsidered: current research
supports the theory in migraine, fibromyalgia, irritable bowel, and other
treatment-resistant syndromes. Cannabis Cannabinoid Res 2016;1(1):154–65.

[24] Kandasamy R, Dawson CT, Craft RM, Morgan MM. Anti-migraine effect of D9-
tetrahydrocannabinol in the female rat. Eur J Pharmacol 2018;818:271–7.

[25] Rhyne DN, Anderson SL, Gedde M, Borgelt LM. Effects of medical marijuana on
migraine headache frequency in an adult population. Pharmacotherapy
2016;36(5):505–10.

[26] Americans for Safe Access. Releaf. (2020-06) [2020-06-08]. https://
releafapp.com/.
[27] Pollio A. The name of Cannabis: a short guide for nonbotanists. Cannabis
Cannabinoid Res 2016;1(1):234–8.

[28] Lamark J. Encyclopédie Métodique. Botanique. Paris-Liege: Panckouke; 1783–
803 [French].

[29] Vigil J, Stith S, Diviant J, Brockelman F, Keeling K, Hall B. Effectiveness of raw,
natural medical Cannabis flower for treating insomnia under naturalistic
conditions. Medicines (Basel) 2018;5(3):75.

[30] Stith SS, Vigil JM, Brockelman F, Keeling K, Hall B. The association between
cannabis product characteristics and symptom relief. Sci Rep 2019;9(1):2712.

[31] Montagna P. The primary headaches: genetics, epigenetics and a behavioural
genetic model. J Headache Pain 2008;9(2):57–69.

[32] Schytz HW, Hargreaves R, Ashina M. Challenges in developing drugs for
primary headaches. Prog Neurobiol 2017;152:70–88.

[33] Beckmann YY, Seçkin M, Manavgat AI, Zorlu N. Headaches related to
psychoactive substance use. Clin Neurol Neurosurg 2012;114(7):990–9.

[34] DaSilva AF, Nascimento TD, Jassar H, Heffernan J, Toback RL, Lucas S, et al.
Dopamine D2/D3 imbalance during migraine attack and allodynia in vivo.
Neurology 2017;88(17):1634–41.

[35] Peroutka SJ. Dopamine and migraine. Neurology 1997;49(3):650–6.
[36] Bloomfield MAP, Ashok AH, Volkow ND, Howes OD. The effects of D9-

tetrahydrocannabinol on the dopamine system. Nature 2016;539(7629):
369–77.

[37] Colizzi M, McGuire P, Pertwee RG, Bhattacharyya S. Effect of cannabis on
glutamate signalling in the brain: a systematic review of human and animal
evidence. Neurosci Biobehav Rev 2016;64:359–81.

[38] Jamero D, Borghol A, Vo N, Hawawini F. The emerging role of NMDA
antagonists in pain management. US Pharm 2011;36(5).

[39] Nikolaev MV, Magazanik LG, Tikhonov DB. Influence of external magnesium
ions on the NMDA receptor channel block by different types of organic cations.
Neuropharmacology 2012;62(5–6):2078–85.

[40] Moisset X, Clavelou P, Lauxerois M, Dallel R, Picard P. Ketamine infusion
combined with magnesium as a therapy for intractable chronic cluster
headache: report of two cases. Headache 2017;57(8):1261–4.

[41] Longoni M, Ferrarese C. Inflammation and excitotoxicity: role in migraine
pathogenesis. Neurol Sci 2006;27(2):S107–10.

[42] D’Andrea G, Allais G, Grazzi L, Fumagalli L. Migraine with aura from
pathophysiology to treatment: therapeutic strategies. Neurol Sci 2005;26(2):
S104–7.

[43] Borkum JM. Migraine triggers and oxidative stress: a narrative review and
synthesis. Headache 2016;56(1):12–35.

[44] Shen M, Thayer SA. D9-Tetrahydrocannabinol acts as a partial agonist to
modulate glutamatergic synaptic transmission between rat hippocampal
neurons in culture. Mol Pharmacol 2018;55(1):8–13.

[45] Gilbert GL, Kim HJ, Waataja JJ, Thayer SA. D9-Tetrahydrocannabinol protects
hippocampal neurons from excitotoxicity. Brain Res 2007;1128(1):61–9.

[46] Russo E. Hemp for headache. J Cannabis Ther 2001;1(2):21–92.
[47] Roloff AM, Thayer SA. Modulation of excitatory synaptic transmission by D9-

tetrahydrocannabinol switches from agonist to antagonist depending on firing
rate. Mol Pharmacol 2009;75(4):892–900.

[48] Morera-Herreras T, Ruiz-Ortega JA, Ugedo L. Two opposite effects of D9-
tetrahydrocannabinol on subthalamic nucleus neuron activity: involvement
of GABAergic and glutamatergic neurotransmission. Synapse 2010;64(1):
20–9.

[49] Karhson DS, Hardan AY, Parker KJ. Endocannabinoid signaling in social
functioning: an RDoC perspective. Transl Psychiatry 2016;6(9):e905.

[50] Di Marzo V, Stella N, Zimmer A. Endocannabinoid signaling and the
deteriorating brain. Nat Rev Neurosci 2015;16(1):30–42.

[51] Vigil JM, Strenth C. No pain, no social gains: a social-signaling perspective of
human pain behaviors. World J Anesthesiol 2014;3(1):18–30.

[52] Bushlin I, Gupta A, Stockton SD, Miller LK, Devi LA. Dimerization with
cannabinoid receptors allosterically modulates D opioid receptor activity
during neuropathic pain. PLoS ONE 2012;7(12):e49789.

[53] Dhopeshwarkar A, Mackie K. CB2 Cannabinoid receptors as a therapeutic
target—what does the future hold?. Mol Pharmacol 2014;86(4):430–7.

[54] Navarro M, Carrera MR, Fratta W, Valverde O, Cossu G, Fattore L, et al.
Functional interaction between opioid and cannabinoid receptors in drug self-
administration. J Neurosci 2018;21(14):5344–50.

[55] Rios C, Gomes I, Devi LA. l opioid and CB1 cannabinoid receptor interactions:
reciprocal inhibition of receptor signaling and neuritogenesis. Br J Pharmacol
2006;148(4):387–95.

[56] Robledo P, Berrendero F, Ozaita A, Maldonado R. Advances in the field of
cannabinoid—opioid cross-talk. Addict Biol 2008;13(2):213–24.

[57] Schoffelmeer ANM, Hogenboom F, Wardeh G, De Vries TJ. Interactions
between CB1 cannabinoid and l opioid receptors mediating inhibition of
neurotransmitter release in rat nucleus accumbens core. Neuropharmacology
2006;51(4):773–81.

[58] Meehan-Atrash J, Luo W, Strongin RM. Toxicant formation in dabbing: the
terpene story. ACS Omega 2017;2(9):6112–7.

http://refhub.elsevier.com/S2095-4964(20)30074-1/h0005
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0005
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0005
https://migraineresearchfoundation.org/about-migraine/migraine-facts/
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0015
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0015
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0020
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0020
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0025
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0025
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0025
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0030
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0030
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0030
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0035
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0035
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0035
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0040
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0040
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0045
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0045
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0045
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0050
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0050
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0050
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0055
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0055
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0055
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0060
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0060
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0060
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0065
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0065
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0065
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0070
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0070
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0070
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0075
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0075
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0075
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0080
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0080
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0080
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0085
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0085
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0090
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0090
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0090
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0090
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0095
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0095
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0105
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0105
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0105
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0110
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0110
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0110
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0115
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0115
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0115
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0120
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0120
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0120
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0125
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0125
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0125
https://releafapp.com/
https://releafapp.com/
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0135
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0135
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0145
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0145
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0145
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0150
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0150
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0155
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0155
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0160
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0160
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0165
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0165
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0170
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0170
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0170
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0175
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0180
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0180
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0180
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0180
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0185
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0185
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0185
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0190
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0190
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0195
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0195
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0195
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0200
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0200
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0200
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0205
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0205
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0210
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0210
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0210
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0215
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0215
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0220
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0220
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0220
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0220
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0225
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0225
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0225
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0230
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0235
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0235
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0235
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0235
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0240
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0240
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0240
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0240
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0240
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0245
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0245
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0250
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0250
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0255
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0255
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0260
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0260
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0260
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0265
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0265
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0265
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0270
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0270
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0270
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0275
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0275
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0275
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0280
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0280
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0285
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0285
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0285
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0285
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0290
http://refhub.elsevier.com/S2095-4964(20)30074-1/h0290

	Alleviative effects of Cannabis flower on migraine and headache
	1 Introduction
	2 Methods
	2.1 Study design
	2.2 Setting
	2.3 Participants
	2.4 Variables
	2.5 Data measurement
	2.6 Bias
	2.7 Statistical analysis

	3 Results
	3.1 Participants
	3.2 Symptom relief in response to Cannabis use
	3.3 Other analyses

	4 Discussion
	Funding
	Acknowledgements
	Authors' contributions
	Conflicts of interest
	References


