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Abstract: Background: Clinical studies on medical cannabis (MC) treatment have shown sex-related
differences, including higher susceptibility to adverse events among women and greater analgesia
among men. Here, we used the Syqe metered-dose inhaler (MDI) and a single chemovar to analyze
sex differences. Methods: A total of 1249 Israeli chronic pain patients were assessed for pain intensity,
sleep and adverse events (AEs) over 240 days. Results: Following the first two weeks, no significant
sex differences were found in the effectiveness or safety of MC treatment (p > 0.05). Inhaled ∆9-THC
doses did not vary significantly between sexes (p > 0.05) except in the first month of treatment. Pain
reduction and sleep improvement were similar for both sexes (p > 0.05). The overall rate of AEs
was equal and relatively low at 10% (n = 65, 10% of women and n = 60, 10% of men; χ2 (1) = 0.05,
p = 0.820). A secondary analysis of pharmacokinetic data showed no significant differences between
sexes in ∆9-THC and its metabolite pharmacokinetics, cardiovascular measures, or AE severity
(p > 0.05). Conclusions: Uniform MC treatment via the Syqe MDI showed no sex differences in
short-term effectiveness, safety and pharmacokinetics, nor in long-term effects, under “real-life”
conditions. These findings provide insights into MC treatment which may inform clinical practice
and policy-making in the field.

Keywords: sex; medical cannabis; medicinal cannabis; chronic pain; phytocannabinoids; adverse
effects; Syqe inhaler; pharmacokinetics

1. Introduction

Chronic pain diagnoses are more common in women than in men [1]. For example,
migraine and fibromyalgia are three and nine times more common in women than men,
respectively [2]. Medical cannabis (MC) use is becoming more prevalent in many coun-
tries [3], most prominently for chronic non-cancer pain (CNCP) treatment [4]. Although
clear evidence regarding its efficacy and safety for chronic pain are inconsistent, preclinical
and clinical studies have raised the possibility for differences in the effectiveness, safety
and pharmacokinetics (PK) between sexes [5,6].

The cannabis plant contains phytocannabinoids such as ∆9-tetrahydrocannabinol (∆9-
THC) and cannabidiol (CBD) that exert pharmacological effects via the endocannabinoid
system, a neuromodulatory signaling system that has widespread functions [7]. Animal
studies have shown that gonadal sex hormones affect the concentrations of endocannabi-
noid ligands in several brain areas [8–10]. An in vivo study in rats showed higher levels of
11-hydroxy-∆9-THC in female rats, who also demonstrated antinociception to a painful
stimulus that was not observed in male rats in a tail withdrawal assay [5].
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A study of pain in humans [11] reported contradictory findings of superior MC
analgesia in men compared to women. Our group has previously shown that women
exhibited higher susceptibility to MC-related adverse events (AEs) relative to men [6].
This difference was attributed to two possible factors: a. inherited/biological sex-related
differences in the response to MC and b. different MC cultivar combinations consumed by
women, which consisted of different compositions of phytocannabinoids and terpenoids
than those consumed by men. One additional study on the recreational use of cannabis
found that women were more susceptible to ∆9-THC’s psychoactive effects at a lower dose
than men [12]. In terms of general adverse drug reactions, it was previously described
that female patients have a 1.5- to 1.7-fold increased risk of reporting AEs following drug
consumption relative to male patients due to sex-related differences [13], including, but not
limited to, factors such as body weight and social factors.

MC can be consumed via different routes, most commonly by inhalation (i.e., smok-
ing/vaporization) [14], which allows a rapid onset of systemic effects. However, to the best
of our knowledge, all hitherto published routes are characterized by inconsistent PK [15],
analgesic and safety profiles [14]. The Syqe metered-dose inhaler (MDI) version 1.1 (Trade
name SyqeAir, Syqe Medical, Tel Aviv-Yafo, Israel) is a selective-dose MC inhaler that
provides a consistent and precise ∆9-THC concentration in the blood following inhalation
of low doses of MC [16]. Previously published PK studies of MC administered using an
earlier, bioequivalent version of the MDI showed a narrow variability in Cmax between
patients and a dose–response analgesic effect [16,17]. We recently published a cohort study
on preliminary data from the data set described in the current study in which we ana-
lyzed prospective “real-life” data of 143 patients using the MDI with an average monthly
dose of 1.21 g. The patients achieved a similar effectiveness to that of high-dose MC (i.e.,
20–50 g/month) [18], but with a superior safety profile [19].

Here, in order to assess sex differences in effectiveness, safety and PK, while eliminat-
ing potential variability between women and men in MC cultivar combinations, we per-
formed a secondary analysis of data from two published studies with the Syqe MDI [16,17]
with a focus on the differences between men and women. First, we analyzed updated
data collected from the “Real-life” cohort described above [19]. Then, our data from two
previously published PK studies [16,17] were combined and reanalyzed.

2. Results
2.1. Real-World Evidence Data
2.1.1. Sample

A total of 1249 patients from Israel who were treated with MC via the MDI were
analyzed in this study. Of them, 109 patients did not sign the patient support program
(PSP) consent form and 20 additional patients chose not to initiate treatment following
enrollment. Although safety analyses were performed for all patients (Figure 1), efficacy
analyses were only conducted on the 1120 patients that signed the consent form and
initiated the treatment.

All 1120 patients who signed the consent form were included in the current analysis.
Of them, 524 (47%) patients stopped treatment at different times for various reasons during
the 1260 days of treatment, and 409 (37%) stopped at six months (Table S1). Notably,
of patients receiving full reimbursement for the treatment (n = 185), the attrition rate at
six months was 22%. The total attrition rate during the 1260 days was not significantly
different between men and women. Analysis of the specific reasons revealed that men’s
attrition due to switching to another administration route was more prevalent (n = 34,
12%) than women’s attrition (n = 51, 8%) (χ2

(1) = 44.16, p = 0.04) when all time points were
combined (Table S1). However, there were no differences in the overall attrition reasons at
each follow-up time point (Table S2) or in the specific reasons at each follow-up time point
(Table S3) (p > 0.05).
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Only patients who reported their NPS score or daily dose were included in each visit’s analysis.

Patient Characteristics

At baseline (D0) (Table 1), of the 1120 patients that were enrolled and analyzed,
607 (54%) were women. Age and BMI were not statistically different between the sexes
(p > 0.05). None of the women were pregnant or breastfeeding at enrollment nor through-
out the study. About half of the patients had previous experience with MC treatment
prior to using the inhaler (n = 604, 54%). Previous use of MC inflorescence by men was
higher (n = 144, 28%) than by women (n = 116, 19%) (χ2

(1) = 12.52, p < 0.001) and men
had consumed significantly larger doses of MC (23.0 ± 13.1 gr/M) compared to women
(19.6 ± 10.8 gr/M) (χ2

(1) = 9.9, p < 0.005).
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Table 1. Baseline demographics by sex.

Women
N = 607

Men
N = 513

Overall
N = 1120

Statistic
(p-Value)

Mean ± SD

BMI 27.0 ± 10.5 27.0 ± 4.72 27.0 ± 8.3 0 (0.98) †

Age 59.5 ± 19.2 60.7 ± 16.2 60.1 ± 17.9 1.14 (0.28) †

Previous cannabis use

N (%)

Completely cannabis naïve 111 (18) 97 (19) 208 (19)

1.39 (0.3) ††Previous recreational use 8 (1) 3 (<1) 11 (<1)

Previous MC use 317 (52) 287 (56) 604 (54)

Previous use of inflorescence 116 (19) 144 (28) 260 (23) 12.52 (<0.001) ††

Previous use of oil 271 (44) 219 (43) 490 (44) 0.43 (0.51) ††

Previous edibles 2 (<1) 1 (<1) 3 (<1) NA

Previous RSO 1 (<1) 0 (<1) 1 (<1) NA

Previous Sativex 2 (<1) 4 (<1) 6 (<1) NA

Previous other 3 (<1) 3 (<1) 6 (<1) NA

Intention of using MC concomitantly with
the MDI (Yes) 92 (16) 94 (20) 186 (18) 3.26 (0.2) ††

MDI and MC concomitant use whilst
having previous MC experience (n = 604) 83 (28) 86 (32) 169 (30) 1.68 (0.43) ††

Mean ± SD

MC dose gr/month 19.6 ± 10.8 23.0 ± 13.1 21.2 ± 12.1 9.9 (<0.005) †

Previous MC use duration (months) 17.13 ± 22.03 27.76 ± 34.44 22.3 ± 29.19 15.87 (<0.001) †

†, linear model ANOVA; ††, Pearson’s chi test; NA, not applicable; MDI, metered-dose inhaler; BMI, body mass
index; MC, medical cannabis; RSO, Rick Simpson Oil.

Most patients (n = 919, 82%) were prescribed MC treatment due to chronic pain. An
additional 98 patients (9%) had chronic pain as the non-primary MC indication diagnosis,
bringing the total to 91% (n = 1017) of the patients with a chronic pain diagnosis. Chronic
pain indication, and specifically, chronic neuropathic pain, were more frequent among men
(n = 353, 69%) than among women (n = 345, 57%) (χ2

(1) = 4.41, p = 0.04 and χ2
(1) = 16.47,

p ≤ 0.001, respectively). Other, more comprehensive MC indication/comorbidity compar-
isons between the sexes are presented in Table S4. Notably, although the etiologies and
diagnoses were very heterogenous, some differences between the sexes were apparent,
probably due to exclusive or predominant sex-related diagnoses, such as endometriosis, os-
teoarthritis, rheumatoid arthritis, migraine and fibromyalgia in women, and post-traumatic
stress disorder (PTSD) nerve injury and phantom pain in men.

Comorbidities were reported by 793 patients (71%), with similar rates (p > 0.05) for
women (n = 435, 72%) and men (n = 358, 70%) (Table S5). Men had significantly higher
rates of diabetes, hyperlipidemia, cardiac disease and ischemic heart disease than women,
while women had significantly higher rates of hypothyroidism, osteoporosis, asthma and
depression (p < 0.05).

2.1.2. Inhaler Treatment Characteristics

The average daily aerosolized ∆9-THC dose started at D1 with a mean ± SD of
579 ± 374 mcg, increasing linearly to 1500 ± 947 mcg at D30, then plateaued by D90 to a
daily dose of 1600 ± 1300 mcg, which remained stable and similar in all follow-up time
points. When examining the raw daily ∆9-THC doses in mcg, at a few initial follow-up time
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points (D7, D21 and D30), men consumed significantly higher daily doses relative to women
(χ2

(1) = 0.15, p < 0.01, χ2
(1) = 0.13, p < 0.05 and χ2

(1) = 0.12, p < 0.05, respectively) (Figure 2A).
However, weight-adjusted daily doses of ∆9-THC did not differ between men and women
at any of the follow-up time points (p > 0.05) (Figure 2B). Following the achievement of
a stable dose, only a minority of the patients (7–11% at all time points) required rescue
inhalations for breakthrough pain.
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2.1.3. Treatment Effectiveness

At D0 and in the first follow-up time point (D7), the average weekly pain intensity
was statistically higher among women than men (χ2

(1) = 0.11, p < 0.01 and χ2
(1) = 0.14,

p < 0.01, respectively). At the following time points, pain intensity was similar between
the sexes (p > 0.05). The mean change in pain intensity from D0 was similar at most
follow-up time points (p > 0.05), except for D14, when women exhibited superior reduc-
tion in pain intensity (−1.20 ± 1.60 NPS points) compared to men (−0.96 ± 1.90 NPS
points) (χ2

(1) = 0.13, p < 0.05) (Figure 3). The pain reduction response comparison data are
presented in Results S1.

Evaluation of Sleep Latency, Duration and Quality

No sex-related differences were found in sleep parameters at all time points (p > 0.05).
Overall, sleep latency improved (i.e., shortened), sleep duration improved (i.e., lengthened
and sleep quality improved (Figure 4).

2.1.4. Treatment Safety

There were no differences in the distribution of AE reports in general between men
and women (~10% for both sexes) (p > 0.05). For both sexes, AEs were reported significantly
more frequently at the initiation of the treatment and gradually decreased. There were
no differences in the distribution of AE reports between males and females at the specific
follow-up time points.
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Among the 1249 patients that were enrolled in MDI treatment from September 2019 to
January 2023, 415 adverse events reports were filed (some occurring in the same patients).
Of these, 29 were reports of the passing away of the patient unrelated to MDI treatment and
an additional 159 reports were deemed unrelated to the device or to the MC administered
via the inhaler by Syqe’s nursing director. Thus, 227 treatment-related AE reports were
analyzed. These were reported by 125 (10%) of the 1249 enrolled patients, with at least one
AE in at least one individual follow-up time point (n = 65, 10% of women and n = 60, 10%
of men; χ2

(1) = 0.05, p = 0.820) (Table 2). Of note, none of these AEs was designated as a
severe AE.

Pharmaceuticals 2023, 16, x FOR PEER REVIEW 6 of 16 
 

 

 
Figure 3. Sex comparison of pain reduction during MDI treatment. D, day; NPS, numerical pain 
scale; BL, baseline; *, p < 0.05, **, p < 0.01 in a two-sample Kolmogorov-Smirnov test between the 
sexes at the specific time point; †, p < 0.05 in a two-sample Kolmogorov-Smirnov test between the 
sexes for the difference from BL at the specific time point. Error bars represent standard deviation. 

Evaluation of Sleep Latency, Duration and Quality 
No sex-related differences were found in sleep parameters at all time points (p > 0.05). 

Overall, sleep latency improved (i.e., shortened), sleep duration improved (i.e., length-
ened and sleep quality improved (Figure 4). 

Figure 3. Sex comparison of pain reduction during MDI treatment. D, day; NPS, numerical pain
scale; BL, baseline; *, p < 0.05, **, p < 0.01 in a two-sample Kolmogorov-Smirnov test between the
sexes at the specific time point; †, p < 0.05 in a two-sample Kolmogorov-Smirnov test between the
sexes for the difference from BL at the specific time point. Error bars represent standard deviation.

Table 2. Reported treatment-related AEs by SOC by sex.

Adverse Events by SOC
Proportion of Women

(CI 95%)
N = 666

Proportion of Men
(CI 95%)
N = 582

Overall Proportion
(CI 95%)
N = 1248

Wilson’s χ2 Test
(p-Value)

Any (at least 1 AE) 9.76 (7.73–12.25) 10.31 (8.09–13.05) 10.02 (8.47–11.81) 0.05 (0.82)

Nervous System Disorders 5.26 (3.8–7.22) 6.01 (4.36–8.25) 5.61 (4.46–7.03) 0.21 (0.65)

Gastrointestinal Disorders 3.15 (2.07–4.77) 2.23 (1.31–3.78) 2.72 (1.96–3.78) 0.67 (0.41)

Psychiatric Disorders 1.2 (0.61–2.35) 2.06 (1.18–3.57) 1.6 (1.04–2.46) 0.96 (0.33)

Respiratory, Thoracic and
Mediastinal Disorders 1.95 (1.14–3.31) 1.55 (0.82–2.91) 1.76 (1.17–2.65) 2.43 (0.12)

General Disorders and Administration
Site Conditions 2.1 (1.26–3.5) 0.86 (0.37–2) 1.52 (0.98–2.37) 0.11 (0.74)

Cardiac Disorders 0.45 (0.15–1.32) 0.86 (0.37–2) 0.64 (0.33–1.26) 0.3 (0.58)

Musculoskeletal and Connective
Tissue Disorders 0 (0–0.57) 0.17 (0.03–0.97) 0.08 (0.01–0.45) 0 (0.95)

Skin and Subcutaneous Tissue Disorders 0 (0–0.57) 0.17 (0.03–0.97) 0.08 (0.01–0.45) 0 (0.95)

Vascular Disorders 0 (0–0.57) 0.17 (0.03–0.97) 0.08 (0.01–0.45) 0 (0.95)

SOC, system organ class.
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There were no differences in the rates of AEs between the sexes in any of the body
systems/SOCs (p > 0.05). The most frequent AE PTs were dizziness (excluding vertigo)
(n = 45, 4%), cough (n = 32, 3%), headache (n = 31, 2%), sleepiness (n = 27, 2%) and sore
throat (n = 25, 2%). The frequency of all other AEs was <1%. Specific AEs were not
significantly different between the sexes (see Table S6 by MedDRA PT).

Most AEs were short-term, and all resolved spontaneously without intervention. None
of the reported AEs were caused by malfunction of the MDI.

2.2. PK Studies
2.2.1. Description

To support the presented real-world data that were gathered in an open-label design,
we performed a secondary analysis for differences between the sexes of our two previ-
ously published clinical studies. These were performed under double-blinded conditions
and included assessments of blood PK and objective measurements such as pulse and
blood pressure.

2.2.2. Sample

We re-analyzed patients that were administered a single uniform dose of 1000 mcg
∆9-THC: 8 patients from the study by Eisenberg et al. (2014) [17] and 25 patients from the
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study by Almog et al. (2020) [16]. Notably, patients in this secondary analysis were overall
younger than the patients in the real-world data sample presented above, but with similar
BMIs. In the combined pharmacokinetic data, 18 (72%) had comorbidities, with a higher
rate for women (n = 5, 83%) than for men (n = 13, 68%) (Table S7). All patients had MC
experience via smoking and vaporization as it was part of the inclusion criteria.

2.2.3. PK Characteristics

In the combined pharmacokinetic data, no sex-related differences were found in the
blood levels of ∆9-THC and its metabolites, 11-hydroxy-∆9-THC and ∆9-Carboxy-THC,
at any of the time points (p > 0.05) (Figure 5). Nonetheless, we found that a higher dose
of 1000 mcg ∆9-THC produced almost double the plasma levels of ∆9-THC following
a 500 mcg ∆9-THC dose at Cmax. This was not the same for ∆9-THC metabolites (∆9-
Carboxy-THC and 11-OH-∆9-THC) which were found to be relatively stable, regardless
of the administered dose of ∆9-THC (Figure S1). Notably, ∆9-THC metabolites were also
detected and displayed for the placebo arm as all patients were assessed following at least
12 h after their regular MC treatment. The individual patients’ pharmacokinetic responses,
differentiated by sex, are displayed in Figure S2.
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tetrahydrocannabinol; M, men; W, women. Error bars represent standard deviation.

2.2.4. Cardiovascular Measurements

There were no significant differences between males and females in blood pressure
and heart rate (Figures S3 and S4).

2.2.5. Treatment Safety

Our secondary analysis of the two PK studies found no significant differences between
women and men in most of the common MC AEs or positively perceived effects (e.g.,
dizziness, tiredness, awareness or relaxation) at any time point (p > 0.05) (Figure 6).
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Figure 6. Sex comparison of adverse events and positively perceived effects following a single
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∆9-THC administration. Error bars represent standard deviation.

3. Discussion

It is now widely accepted that women may process pain and respond to analgesics
differently than men [20]. These differences are based on anatomical, psychological, neural,
hormonal and cultural factors [21]. These differences were also demonstrated in male
and female rodents that expressed different signaling pathways following injury [22,23].
Not much is known about the mechanism of cannabinoid analgesia and sex differences,
but according to animal studies, males showed greater relief of symptoms in response
to cannabinoids. Sex differences in cannabinoid metabolism might be associated with
different reactions and receptor expressions and with hormonal differences [24]. Therefore,
one would expect that chronic pain treatment in men and women should require different
doses, result in different treatment responses and elicit different quantitative or qualitative
AEs. Yet, this was not the case in the current study.

Here, no statistically significant sex differences were found in patients treated with MC
via the Syqe MDI in short- or long-term effectiveness and safety, or in short-term ∆9-THC
PK. As all patients were treated using the MDI, it allowed them to inhale precise, low doses
of ∆9-THC, resulting in low inter-individual variability of blood concentration of ∆9-THC
and its metabolites. While the mechanism of the clinical effects of ∆9-THC metabolites
11-hydroxy-∆9-THC and ∆9-carboxy-THC are not yet fully understood, literature reviews
on this issue humans are lacking and some in vivo studies suggested no to weak biological
effects [25]. Nonetheless, another human study suggested they are highly active [26]. The
high ∆9-THC doses of the other routes produce high ∆9-THC plasma levels (Cmax range of
~50–250 ng/mL [27] and even up to 350 ng/mL [15]), much higher than those required for
achieving pain relief here, and possibly resulting in a higher rate of AEs [28] as Wallace
et al. (2020) showed in their study that the therapeutic window for optimal pain reduction
is 16–31 ng/mL for plasma ∆9-THC [29].
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Our analysis shows that at the endpoint of efficacy analysis (240 days of treatment),
patients reported significant pain reduction with a mean of 1.58 points, or 2.60 points fol-
lowing imputation of missing data, without any difference between men and women other
than at the D14 time point. The percentage of reduction in pain intensity (27%) was com-
parable or even somewhat better (23%) following 240 days of sublingual/smoked/vaped
MC [18].

Although 26% of the patients in the current study reported no decrease in pain intensity
at the end of the titration phase and 5% reported worsening of pain, these patients elected
to continue using the inhaler, possibly as almost half of these patients experienced an
improvement in sleep characteristics. Sleep measurements were found to be improved to a
similar degree for both sexes. A previous study on MC and sleep found similar results [18]
and it has even been argued that the effect of MC on patients’ wellness is related more to
satisfactory sleep quality and quantity than to the improvement in pain intensity [30].

Notably, there were no differences between the sexes in AE rates. The rate of AEs
during the study was low (10%), and most were reported during the titration phase,
essentially disappearing following the attainment of a stable treatment regimen. In our
previous studies [6,31], as well as in the United Kingdom Medical Cannabis Registry
data [32], women reported higher AE rates than men, but they were also consuming
different MC chemovars that contained different concentrations of phytocannabinoids and
terpenoids. Therefore, it is not possible to distinguish between the effect of sex and the
effect of MC variability. Since in the current study all patients were treated with the MDI
and consumed only one MC cultivar, MC variability was controlled, possibly explaining
why men and women reported the same low rate of AEs. Hence, we suggest that there are
no sex-related differences in MC treatment and that the observed differences in previous
studies are mainly due to the heterogeneity of MC treatment.

Of note, in the current study and in our previous one [6], although men consumed
an absolute higher dose/amount of ∆9-THC /cannabis compared to females, the weight-
adjusted dose was the same for both sexes. This is interesting with regard to physicians
who do not think of dosing based on weight and the current study results suggest that
physicians should pay more attention to this aspect in medical cannabis treatment.

In addition, contrary to previous studies on MC for chronic pain treatment in which
MC quantities increased over time [18], we found that once stabilized, no increase in dose
was required over a prolonged period in both men and women.

Sex differences in MC treatment may be prevalent in aspects that were not assessed in
the current study. Cuttler et al. (2016) reported that men used cannabis more frequently
than women and more for recreational purposes, while women used cannabis more for
medical indications [33]. Cannabis use in men led to higher rates of feeling hungry than
in women, while the latter reported significantly more appetite loss. Men reported higher
rates of altered sense of time, and were more enthusiastic than women.

Limitations

This study has several limitations. First, like in most clinical studies on pain, the
analyses relied on an NPS, which is a subjective tool for assessing pain intensity. Moreover,
since women often experience and communicate pain differently than men, this and other
systemic biases have to be acknowledged. Second, due to the ongoing nature of the study
design and the 47% total attrition rate throughout the years of data collection, the sample
size became smaller at each time point. This might have impacted the statistical results
due to an increase in variability. Third, due to the heterogeneity of the sample, some of the
treatment etiologies and the previous experience with MC measures varied significantly
between the sexes. Fourth, this was an open-label study, with no randomization and
with no placebo arm. Thus, it could be argued that some of the results were due to a
placebo effect. Fifth, the sample size of the female groups for the PK studies is relatively
small (n = 3–6); this calls into question the validity of sex comparisons for this measure.
Nonetheless, this is the most comprehensive data currently available in the literature. Fifth,
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the MDI controls solely for ∆9-THC dose in the aerosol and not for the rest of the cannabis
components that are emitted in the aerosol. Nonetheless, using one unique cannabis
cultivar and the metered doses that are possible via the MDI should at least indicate some
consistency of the other components. Sixth, due to the heterogeneity of the data relating
to concomitant medications use, no sub-analyses were performed to assess the possible
confounding effects.

4. Materials and Methods
4.1. General Considerations

Three forms of MC consumption are approved in Israel: inflorescences (for smoking
or vaporizing administration), oil extracts (for sublingual use) and the Syqe MDI. The
latter can be used only by patients for whom the use of ∆9-THC-rich MC was approved by
the Israeli Ministry of Health (IMOH). Most licenses are issued for CNCP, preferably of
neuropathic origin [34]. There are no additional exclusion criteria for the MDI treatment.

4.2. Device

The Syqe MDI 1.1 is configured to use a vapor chip (VC) that delivers an aerosol
containing either 250, 500, 750 or 1000 mcg ∆9-THC. ∆9-THC serves as an indicator for
other phytocannabinoids, terpenoids and additional molecules in the whole inflorescence
that are aerosolized concomitantly with it. Comprehensive information on the MDI and its
use can be found in our previous publications [16,17,35,36]. The major phytocannabinoid
concentrations of the unique medical cannabis cultivar used in the device (i.e., “Bedrocan”
(Bedrocan International, Veendam, Netherlands)) have been previously published [36]
(Figure S5). Specifically, these major phytocannabinoids in the plant are (−)-∆9-trans-
tetrahydrocannabinol acid (THCA), THC, cannabigerolic acid (CBGA), cannabidiol acid
(CBDA) and cannabinol (CBN).

Syqe Medical provides all patients who use its MDI with a free patient support
program (PSP). Upon joining this program, the patients provide informed consent, which
allows data collection by the company’s PSP nursing team. In this study we retrospectively
analyzed the data of all patients who were enrolled in the program between September 2019
and January 2023. Analysis of the collected data was approved by the Technion—Israel
Institute of Technology’s Ethics Committee (#125-2021). The PSP also includes a call center
that archives every AE report.

This study was purely observational, using anonymized data, and not interventional
(physicians prescribed medical cannabis via the MDI to patients due to their own clinical
discretion so no official clinical trial registration was required).

4.3. Cohort Study

Treatment regimen: Once approved to use the Syqe MDI, a predefined amount of MDI
cartridges per month was prescribed by the treating physician to each patient along with
an individualized treatment regimen (i.e., number of inhalations and a titration plan).

Dose titration for most patients began with a dose of 250 mcg ∆9-THC twice per day.
Thereafter, patients could add small incremental doses in accordance with their titration
plan, which was subjected to either the absence of AEs for three consecutive days, or
the presence of tolerable AEs, defined as AEs perceived by the patient as not preventing
him/her from continuing the treatment (e.g., dry mouth, mild cough). Dose titration was
supported and monitored by a designated PSP nurse, who assisted the patient in reaching
a stable treatment regimen with as few AEs as possible.

4.3.1. Outcome Measures

Average weekly pain intensity was measured by a numerical pain scale (NPS) ranging
from 0 (“no pain”) to 10 (“worst imaginable pain intensity”). Sleep timing (latency and
duration) and quality were assessed by the Pittsburgh Sleep Quality Index (PSQI) [37].
Daily ∆9-THC dose was calculated at each follow-up time point based on the patient’s
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treatment regimen (∆9-THC dose X number of inhalations per day). AEs were actively
assessed by an open question: “Have you experienced any AE since the last follow-up?” at
each follow-up visit. AEs were also recorded by the call center if a patient called to report
such events spontaneously. AEs were categorized according to the MedDRA system organ
class (SOC) for systems classification and by preferred term (PT) for the specific AEs.

Patient attrition from the program was recorded at predefined times: 1, 7, 14, 21, 30,
60, 90, 120, 180, 240, 360, 540, 720, 900, 1080 and 1260 days following treatment initiation.
The reasons for attrition were also documented during the same call and assessed by an
open question.

4.3.2. Data Collection

Data were collected by the company’s PSP nurses based on outcomes reported by
the patients. A baseline meeting during which the nurse instructed the patient on using
the inhaler was held either in person at the patient’s home, by zoom video meeting or
by a phone call. In this meeting, the nurse interviewed the patient about previous MC
treatments, co-morbidities and concomitant medication use. Women were asked if they
were pregnant or breastfeeding. Patient demographics like age, sex and body mass index
(BMI) were also recorded.

Inasmuch as possible, the same PSP nurse collected data on pain intensity and AEs by
phone at predefined times as described above. At each call, women were also asked again
if they were pregnant or breastfeeding. Patients were asked if they were continuing to use
the MDI and if not, what the reason for stopping was. Patients were instructed to call the
PSP support service if technical issues arise.

In this study, we reanalyzed the previously published, prospectively collected data
of all patients who were enrolled in the program between September 2019 and October
2020 [19] with additional data collected up to January 2023.

4.4. PK Studies Design and Setting

The first study assessed the PK, safety and analgesic effect of a single 1000 mcg
inhalation dose via Syqe’s MDI [17], conducted during November to December 2012. In
this study, only the PK of ∆9-THC was evaluated, and no efficacy data were collected. The
second MDI PK study was a randomized, 3-arm, double-blind, placebo-controlled, cross-
over trial [16], conducted between March 2016 and July 2017. It assessed the differences in
PK, safety and analgesic responses between 500 mcg ∆9-THC single inhalation per visit,
1000 mcg ∆9-THC single inhalation per visit and placebo (VC that does not contain ∆9-THC).
In that study, we assessed the pharmacokinetics of ∆9-THC and its metabolites ∆9-carboxy-
THC and 11-OH-∆9-THC, in addition to the presence of symptoms that were scaled on a
continuous rating (0–10 scale) of both frequently reported cannabis-related AEs (such as
dizziness, dry mouth, headache, intoxication (“stoned”) feeling, nausea, throat soreness
and tiredness) and frequently encountered positively perceived effects (such as awareness
level, general feeling and relaxation). No sex differences were evaluated in these previous
publications. The studies were conducted in the Pain Research Unit of Rambam Health Care
Campus (Haifa, Israel), following approval by the Rambam Health Care Campus ethics
committee (RMB 0131-13). All participants provided written informed consent. Patients
were enrolled in the study after meeting the following criteria: (1) aged 18 years or older;
(2) suffering from neuropathic pain of any type for at least 3 months; (3) stable analgesic
regimen for at least 60 days that included MC; (4) normal liver function (defined as aspartate
aminotransferase less than 3 times the normal level), normal renal function (defined as
a serum creatinine level <1.50 mg/dL) and normal hematocrit (37–52%); (5) negative
pregnancy test (β human chorionic gonadotropin pregnancy test), when applicable; and
(6) possessed a valid license from the Israeli Ministry of Health to receive MC. Exclusion
criteria were the presence of significant cardiac or pulmonary disease, history of a psychotic
disorder, pregnancy or breastfeeding, or presence of non-neuropathic pain.
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Notably, patients in those two PK studies were not cannabis naïve but were requested
to refrain from consuming MC for at least 12 h prior to using the MDI. The washout
period duration was based on findings reporting ∆9-THC elimination 30–60 min following
cannabis smoking [27].

4.5. Statistical Analyses

Only intention-to-treat (ITT) population analyses were performed for all patients who
were treated with the inhaler and had data for D0 (baseline) and at least one report for
any of the follow-up time points. Categorical variables are presented as numbers and
percentages. Distribution was assessed by the Shapiro–Wilk test of normality. Data with
non-normal distribution are presented as the median and interquartile range (IQR) and
normally distributed data are presented as mean ± standard deviation (SD). R software
(V.1.1.463) with arsenal [38], atable [39] and tidyverse [40] packages were used to analyze
the differences between men and women in all measures by Wilson’s chi-square test and
Pearson’s chi-square for categorical measures and linear model ANOVA and Kruskal–
Wallis rank sum test for numeric measures. The R package arsenal used only linear model
ANOVA for comparison between two groups or more for all numerical normally distributed
data. The lme4 package [41] was used to assess the overall effect on the outcome measures
between D0 and the endpoint. Observations with <5 patient reports were considered
non-applicable for statistical analysis, but were presented descriptively. Differences were
considered significant if the p-value was lower than 0.05. Due to the prospective nature
of the data, sample sizes are different between time points. Thus, demographic data in
the results refer to the baseline (D0) time point only. Last observation carried forward
(LOCF) was performed for patients with missing data and was carried forward for all
subsequent observation points for the average weekly pain intensity outcome measures as
a sensitivity analysis.

5. Conclusions

In conclusion, uniform MC treatment via the Syqe MDI showed no sex differences in
short-term effectiveness, safety and PK, nor in long-term effects under “real-life” conditions
and with no differences in attrition rates. These findings provide valuable insights into the
effectiveness and safety of MC treatment for both sexes and may inform clinical practice
and policy-making in the field. As such, regulators of the MC markets need to consider
that sex-based MC product selection is not supported by the published literature. Hence,
clinicians should be guided to a more evidence-based approach for MC treatment.

Supplementary Materials: The following supporting information can be downloaded at: https:
//www.mdpi.com/article/10.3390/ph16101426/s1. Table S1: Attrition rate during the study by
sex; Table S2: Overall attrition rate during the study by sex and by time points; Table S3: Specific
reasons for attrition during the study by sex and by time points; Table S4: Specific sample etiolo-
gies/diagnoses for the treatment; Table S5: Specific comorbidities diagnoses; Table S6: Reported
treatment-related specific AEs by sex; Table S7: Descriptive sample etiologies; Figure S1: ∆9-THC
and its metabolites’ pharmacokinetics; Figure S2: Individualized sex differences in ∆9-THC and
its metabolites’ pharmacokinetics; Figure S3: Sex comparison of blood pressure following a single
inhalation dose; Figure S4: Sex comparison of heart rate following a single inhalation dose; Figure S5:
U-HPLC analysis of the Bedrocan MC inflorescence product; Results S1: Pain reduction response
comparison by sex.

Author Contributions: Conceptualization, J.A., M.G., E.H., R.B., S.P., D.M. and E.E.; methodology, J.A.
and R.B.; formal analysis, J.A.; investigation, J.A.; resources, J.A.; data curation, J.A.; writing—original
draft preparation, J.A.; writing—review and editing, J.A., M.G., E.H., R.B., S.P., D.M. and E.E.;
visualization, J.A.; supervision, E.E.; project administration, J.A.; funding acquisition, J.A. All authors
have read and agreed to the published version of the manuscript.

Funding: The study was fully funded by Syqe Medical Ltd. J.A., R.B. and E.H. are employed by Syqe
Medical Ltd. E.E. is an external consultant to Syqe Medical Ltd.

https://www.mdpi.com/article/10.3390/ph16101426/s1
https://www.mdpi.com/article/10.3390/ph16101426/s1


Pharmaceuticals 2023, 16, 1426 14 of 15

Institutional Review Board Statement: The study and the anonymized publication of the collected
data were approved by the Technion-Israel Institute of Technology’s Ethics Committee (#125-2021).

Informed Consent Statement: Syqe Medical provides all patients who use its MDI with a free patient
support program (PSP). Upon joining this program, the patients provide informed consent, which
allows data collection by the company’s PSP nursing team. The PSP also includes a call center that
archives every AE report.

Data Availability Statement: Data is contained within the article and supplementary material.

Acknowledgments: We would like to thank Ilia Maidanyk who contributed to the statistical analyses
in this paper.

Conflicts of Interest: Authors Joshua Aviram, Rostislav Belobrov and Eytan Hayam were employed
by the company Syqe Medical Ltd. The remaining authors declare that the research was conducted
in the absence of any commercial or financial relationships that could be construed as a potential
conflict of interest.

References
1. Mauvais-Jarvis, F.; Berthold, H.K.; Campesi, I.; Carrero, J.J.; Dakal, S.; Franconi, F.; Gouni-Berthold, I.; Heiman, M.L.; Kautzky-

Willer, A.; Klein, S.L.; et al. Sex-and gender-based pharmacological response to drugss. Pharmacol. Rev. 2021, 73, 730–762.
[CrossRef] [PubMed]

2. Gayà, T.F.; Ferrer, C.B.; Mas, A.J.; Seoane-Mato, D.; Reyes, F.Á.; Sánchez, M.D.; Dubois, C.M.; Sánchez-Fernández, S.A.; Vargas,
L.M.R.; García Morales, P.V.; et al. Prevalence of fibromyalgia and associated factors in Spain. Clin. Exp. Rheumatol. 2020, 38,
S47–S52.

3. Sznitman, S.R. Trends in medical cannabis licensure, Israel, 2013–2018. Drug Alcohol Rev. 2020, 39, 763–767. [CrossRef] [PubMed]
4. Landshaft, Y.; Albo, B.; Mechoulam, R.; Afek, A. The Updated Green Book (May 2019): The Official Guide to Clinical Care in

Medical Cannabis (IMCP-GCP). Available online: https://www.health.gov.il/hozer/mmk154_2016.pdf (accessed on 8 June 2020).
5. Tseng, A.H.; Harding, J.W.; Craft, R.M. Pharmacokinetic factors in sex differences in -tetrahydrocannabinol-induced behavioral

effects in rats. Behav. Brain Res. 2004, 154, 77–83. [CrossRef]
6. Aviram, J.; Lewitus, G.; Vysotski, Y.; Berman, P.; Shapira, A.; Procaccia, S.; Meiri, D. Sex Differences in Medical Cannabis Related

Adverse effects. Pain 2021, 163, 975–983. [CrossRef]
7. Di Marzo, V.; Piscitelli, F. The Endocannabinoid System and its Modulation by Phytocannabinoids. Neurotherapeutics 2015, 12,

692–698. [CrossRef]
8. Bisogno, T.; Wenger, T.; Manzanares, J.; Milone, A.; Berrendero, F.; Di Marzo, V.; Ramos, J.A.; Ferna, J.J. Sex Steroid Influence on

Cannabinoid CB 1 Receptor mRNA and Endocannabinoid Levels in the Anterior Pituitary Gland. Biochem. Biophys. Res. Commun.
2000, 270, 260–266. [CrossRef]

9. Craft, R.M.; Haas, A.E.; Wiley, J.L.; Yu, Z.; Clowers, B.H.; Biochem, P.; Author, B. Gonadal hormone modulation of ∆-9-
tetrahydrocannabinol-induced antinociception and metabolism in female versus male rats. Pharmacol. Biochem. Behav. 2017, 152,
36–43. [CrossRef]

10. Farquhar, C.E.; Breivogel, C.S.; Gamage, T.F.; Gay, E.A.; Thomas, B.F.; Craft, R.M.; Wiley, J.L. Sex, THC, and hormones: Effects on
density and sensitivity of CB1 cannabinoid receptors in rats. Drug Alcohol Depend. 2019, 194, 20–27. [CrossRef]

11. Cooper, Z.D.; Haney, M. Sex-dependent effects of cannabis-induced analgesia. Drug Alcohol Depend. 2016, 167, 112–120. [CrossRef]
12. Fogel, J.S.; Kelly, T.H.; Westgate, P.M.; Lile, J.A. Pharmacology, Biochemistry and Behavior Sex differences in the subjective effects

of oral ∆-9-THC in cannabis users. Pharmacol. Biochem. Behav. 2017, 152, 44–51. [CrossRef] [PubMed]
13. Rademaker, M. Do Women Have More Adverse Drug Reactions? Am. J. Clin. Dermatol. 2001, 2, 349–351. [CrossRef] [PubMed]
14. Bruni, N.; Della Pepa, C.; Oliaro-Bosso, S.; Pessione, E.; Gastaldi, D.; Dosio, F. Cannabinoid delivery systems for pain and

inflammation treatment. Molecules 2018, 23, 2478. [CrossRef] [PubMed]
15. Hodsoll, J.; Fusar-poli, P.; Strang, J.; Murray, R.M.; Freeman, T.P.; Mcguire, P. Does cannabidiol make cannabis safer? A

randomised, double-blind, cross-over trial of cannabis with four different CBD:THC ratios. Neuropsychopharmacology 2022, 48,
869–876. [CrossRef]

16. Almog, S.; Aharon-Peretz, J.; Vulfsons, S.; Ogintz, M.; Abalia, H.; Lupo, T.; Hayon, Y.; Eisenberg, E. The Pharmacokinetics,
Efficacy, and Safety of a Novel Selective-Dose Cannabis Inhaler in Patients with Chronic Pain: A Randomized, Double-Blinded,
Placebo-Controlled Trial. Eur. J. Pain. 2020, 24, 1505–1516. [CrossRef]

17. Aviram, J.; Pud, D.; Gershoni, T.; Schiff Keren, B.; Ogintz, M.; Vulfsons, S.; Yashar, T.; Haim Moshe, A.; Brill, S.; Amital, H.; et al.
Medical Cannabis Treatment for Chronic Pain: Outcomes and Prediction of Response. Eur. J. Pain. 2020, 25, 359–374. [CrossRef]

18. Aviram, J.; Atzmony, D.; Eisenberg, E. Long-term effectiveness and safety of medical cannabis administered through the
metered-dose Syqe Inhaler. Pain Rep. 2022, 7, e1011. [CrossRef]

19. Eisenberg, E.; Ogintz, M.; Almog, S. The Pharmacokinetics, Efficacy, Safety, and Ease of Use of a Novel Portable Metered-Dose
Cannabis Inhaler in Patients With Chronic Neuropathic Pain: A Phase 1a Study. J. Pain. Palliat. Care Pharmacother. 2014, 28,
216–225. [CrossRef]

https://doi.org/10.1124/pharmrev.120.000206
https://www.ncbi.nlm.nih.gov/pubmed/33653873
https://doi.org/10.1111/dar.13116
https://www.ncbi.nlm.nih.gov/pubmed/32557909
https://www.health.gov.il/hozer/mmk154_2016.pdf
https://doi.org/10.1016/j.bbr.2004.01.029
https://doi.org/10.1097/j.pain.0000000000002463
https://doi.org/10.1007/s13311-015-0374-6
https://doi.org/10.1006/bbrc.2000.2406
https://doi.org/10.1016/j.pbb.2016.09.006
https://doi.org/10.1016/j.drugalcdep.2018.09.018
https://doi.org/10.1016/j.drugalcdep.2016.08.001
https://doi.org/10.1016/j.pbb.2016.01.007
https://www.ncbi.nlm.nih.gov/pubmed/26780348
https://doi.org/10.2165/00128071-200102060-00001
https://www.ncbi.nlm.nih.gov/pubmed/11770389
https://doi.org/10.3390/molecules23102478
https://www.ncbi.nlm.nih.gov/pubmed/30262735
https://doi.org/10.1038/s41386-022-01478-z
https://doi.org/10.1002/ejp.1605
https://doi.org/10.1002/ejp.1675
https://doi.org/10.1097/PR9.0000000000001011
https://doi.org/10.3109/15360288.2014.941130


Pharmaceuticals 2023, 16, 1426 15 of 15

20. Mogil, J.S. Qualitative sex differences in pain processing: Emerging evidence of a biased literature. Nat. Rev. Neurosci. 2020, 21,
353–365. [CrossRef]

21. Casale, R.; Atzeni, F.; Bazzichi, L.; Beretta, G.; Costantini, E.; Sacerdote, P.; Tassorelli, C. Pain in Women: A Perspective Review on
a Relevant Clinical Issue that Deserves Prioritization. Pain Ther. 2021, 10, 287–314. [CrossRef]

22. Sorge, R.E.; Mapplebeck, J.C.; Rosen, S.; Beggs, S.; Taves, S.; Alexander, J.K.; Martin, L.J.; Austin, J.-S.; Sotocinal, S.G.; Chen,
D.; et al. Different immune cells mediate mechanical pain hypersensitivity in male and female mice. Nat. Neurosci. 2015, 18,
1081–1083. [CrossRef] [PubMed]

23. Sorge, R.E.; Totsch, S.K. Sex Differences in Pain. J. Neurosci. Res. 2017, 95, 1271–1281. [CrossRef]
24. Blanton, H.L.; Barnes, R.C.; McHann, M.C.; Bilbrey, J.A.; Wilkerson, J.L.; Guindon, J. Sex differences and the endocannabinoid

system in pain. Pharmacol. Biochem. Behav. 2021, 202, 173107. [CrossRef]
25. Ujváry, I.; Grotenhermen, F. 11-Nor-9-carboxy-∆9-tetrahydrocannabinol—A ubiquitous yet underresearched cannabinoid. A

review of the literature. Cannabinoids 2014, 9, 1–8.
26. Wall, M.E.; Pepez-Reyes, M. The Metabolism of ∆9-Tetrahydrocannabinol and Related Cannabinoids in Man. J. Clin. Pharmacol.

1981, 21, 178S–189S. [CrossRef]
27. Huestis, M.A. Human Cannabinoid Pharmacokinetics. Chem. Biodivers. 2009, 4, 1770–1804. [CrossRef]
28. Abuhasira, R.; Schleider, L.B.-L.; Mechoulam, R.; Novack, V. Epidemiological characteristics, safety and efficacy of medical

cannabis in the elderly. Eur. J. Intern. Med. 2018, 49, 44–50. [CrossRef]
29. Wallace, M.S.; Marcotte, T.D.; Atkinson, J.H.; Padovano, H.T.; Bonn-Miller, M. A Secondary Analysis from a Randomized Trial on

the Effect of Plasma Tetrahydrocannabinol Levels on Pain Reduction in Painful Diabetic Peripheral Neuropathy. J. Pain 2020, 21,
1175–1186. [CrossRef]

30. Gershoni, T.; Pud, D.; Aviram, J.; Eisenberg, E. Wellness of patients with chronic pain is not only about pain intensity. Pain Pract.
2022, 23, 145–154. [CrossRef]

31. Aviram, J.; Procaccia, S.; Vysotski, Y.; Meiri, D. Reply to Montmeat et al. Pain 2022, 163, e1217–e1221. [CrossRef]
32. Olsson, F.; Erridge, S.; Tait, J.; Holvey, C.; Coomber, R.; Hoare, J.; Khan, S.; Weatherall, M.W.; Platt, M.; Rucker, J.J.; et al. An

observational study of safety and clinical outcome measures across patient groups in the United Kingdom Medical Cannabis
Registry. Expert Rev. Clin. Pharmacol. 2023, 16, 257–266. [CrossRef]

33. Cuttler, C.; Mischley, L.; Sexton, M. Sex Differences in Cannabis Use and Effects: A Cross-Sectional Survey of Cannabis Users.
Cannabis Cannabinoid Res. 2016, 1, 166–175. [CrossRef] [PubMed]

34. Landshaft, Y.; Albo, B.; Mechoulam, R.; Afek, A. The Green Book (2021 Edition), 3rd ed.; Israeli Medical Cannabis Agency: Jerusalem,
Israel, 2021.

35. Vulfsons, S.; Ognitz, M.; Bar Sela, G.; Raz Pasteur, A.; Eisenberg, E. Cannabis treatment in hospitalized patients using the SYQE
inhaler: Results of a pilot open-label study. Palliat. Support. Care 2020, 18, 12–17. [CrossRef] [PubMed]

36. Aviram, J.; Atzmony, D.; Frenklakh, A.; Kroll, A.; Zaks, I.; Hazekamp, A. THC degradation does not impair the accuracy of
THC doses aerosolized by the metered—Dose SyqeAir inhaler: A 24-month stability trial. J. Cannabis Res. 2022, 4, 55. [CrossRef]
[PubMed]

37. Shochat, T.; Tzischinsky, O.; Oksenberg, A.; Peled, R. Validation of the Pittsburgh Sleep Quality Index Hebrew translation
(PSQI-H) in a sleep clinic sample. Isr. Med. Assoc. J. 2007, 9, 853–856.

38. Heinzen, E.; Sinnwell, J.; Atkinson, E.; Gunderson, T.; Dougherty, G. Arsenal: An Arsenal of “R” Functions for Large-Scale Statistical
Summaries, Version 3.3.0; CRAN: Vienna, Austria, 2019.

39. Ströbel, A.; Haynes, A. R Package Atable: Create Tables for Reporting Clinical Trials, Version 0.1.5; Comprehensive R Archive Network
(CRAN): Vienna, Austria, 2019.

40. Wickham, H. Tidyverse: Easily Install and Load “Tidyverse” Packages, Version 1.3.0; Comprehensive R Archive Network (CRAN):
Vienna, Austria, 2019.

41. Bates, D.; Maechler, M.; Bolker, B.; Walker, S. lme4: Linear Mixed-Effects Models Using Eigen and S4, R Package Version 1.7; CRAN:
Vienna, Austria, 2014; pp. 1–23.

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1038/s41583-020-0310-6
https://doi.org/10.1007/s40122-021-00244-1
https://doi.org/10.1038/nn.4053
https://www.ncbi.nlm.nih.gov/pubmed/26120961
https://doi.org/10.1002/jnr.23841
https://doi.org/10.1016/j.pbb.2021.173107
https://doi.org/10.1002/j.1552-4604.1981.tb02594.x
https://doi.org/10.1002/cbdv.200790152
https://doi.org/10.1016/j.ejim.2018.01.019
https://doi.org/10.1016/j.jpain.2020.03.003
https://doi.org/10.1111/papr.13168
https://doi.org/10.1097/j.pain.0000000000002772
https://doi.org/10.1080/17512433.2023.2183841
https://doi.org/10.1089/can.2016.0010
https://www.ncbi.nlm.nih.gov/pubmed/28861492
https://doi.org/10.1017/S147895151900021X
https://www.ncbi.nlm.nih.gov/pubmed/31196236
https://doi.org/10.1186/s42238-022-00166-5
https://www.ncbi.nlm.nih.gov/pubmed/36274184

	Introduction 
	Results 
	Real-World Evidence Data 
	Sample 
	Inhaler Treatment Characteristics 
	Treatment Effectiveness 
	Treatment Safety 

	PK Studies 
	Description 
	Sample 
	PK Characteristics 
	Cardiovascular Measurements 
	Treatment Safety 


	Discussion 
	Materials and Methods 
	General Considerations 
	Device 
	Cohort Study 
	Outcome Measures 
	Data Collection 

	PK Studies Design and Setting 
	Statistical Analyses 

	Conclusions 
	References

