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Sodium oxybate (SO), the sodium salt of g-hydroxybutyric acid, is one of the primary pharmacologic
agents used to treat excessive sleepiness, disturbed nighttime sleep, and cataplexy in narcolepsy. The
sodium content of SO ranges from 550 to 1640 mg at 3e9 g, given in two equal nightly doses. Clinicians
are advised to consider daily sodium intake in patients with narcolepsy who are treated with SO and
have comorbid disorders associated with increased cardiovascular (CV) risk, in whom sodium intake may
be a concern. It remains unclear whether all patients with narcolepsy treated with SO should modify or
restrict their sodium intake. No data are currently available specific to the sodium content or threshold of
SO at which patients might experience increased CV risk. To appraise attributable risk, critical evaluation
of the literature was conducted to examine the relationship between CV risk and sodium intake, nar-
colepsy, and SO exposure. The findings suggest that increased CV risk is associated with extremes of daily
sodium intake, and that narcolepsy is associated with comorbidities that may increase CV risk in some
patients. However, data from studies regarding SO use in patients with narcolepsy have shown a very low
frequency of CV side effects (eg, hypertension) and no overall association with CV risk. In the absence of
data that specifically address CV risk with SO based on its sodium content, the clinical evidence to date
suggests that SO treatment does not confer additional CV risk in patients with narcolepsy.

© 2020 Elsevier B.V. All rights reserved.
1. Introduction

There are substantial data confirming the clinical efficacy and
favorable safety profile of sodium oxybate (SO) in patients with
narcolepsy [1e14]. “Practice Parameters for the Treatment of Nar-
colepsy and other Hypersomnias of Central Origin,” an American
Academy of Sleep Medicine report, designate SO as a standard of
care for the treatment of cataplexy and disturbed nighttime sleep
based on level 1 evidence [15].

The sodium content of SO at approved nightly doses of 3, 4.5, 6,
7.5, and 9 g is 550, 820, 1100, 1400, and 1640 mg, respectively [16].
The US Food and Drug Administrationerecommended SO dose is
6e9 g/d, and approximately one third of patients are treated at the
highest dose of 9 g nightly [4,6,16].

Current data do not support a causal relationship between di-
etary sodium intake and cardiovascular (CV) risk in those with
normal blood pressure [17,18]. Many authoritative agencies
recommend nearly universal reduction in daily sodium intake to
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levels <2300 mg/d [19]. However, substantive evidence to support
the health benefit rationale behind this universal reduction is
lacking [17,20e22]. Moreover, less than 5% of the population con-
sumes sodium at or below this thresholddthe average daily so-
dium intake in the US population is 3600 mg/ddand CV risk has
been associated with much higher sodium levels than these rec-
ommended guidelines (>6000 mg/d) [23,24].

The clinical implications of sodium intake among patients with
narcolepsy treated with SO have not been established. Prescribers
of SO are advised to consider daily sodium intake in patients with
narcolepsy who have disorders associated with increased CV risk,
including heart failure, hypertension, or impaired renal function
[16,25]. Questions remain about the need for calibration of sodium
intake in narcolepsy management with SO and whether patients
receiving SO and their physicians should be mindful of its sodium
content [26]. This review examines relevant literature for evidence
on CV risk in relation to daily sodium intake and narcolepsy, as well
as CV risk in the setting of SO treatment in patients with narcolepsy.
lex Package Trial from ClinicalKey.com by Elsevier on December 11, 2020.
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Abbreviations

AE adverse event
BP blood pressure
CPAP continuous positive airway pressure
CV cardiovascular
DC discontinuation
EKG electrocardiogram
MSNA muscle sympathetic nerve activity
NR not reported
NT1 narcolepsy type 1
NT2 narcolepsy type 2
OR odds ratio
OSA obstructive sleep apnea
RCT randomized, placebo-controlled trial
SO sodium oxybate
US XMSG US Xyrem Multicenter Study Group
XISG Xyrem International Study Group
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2. Methods

A literature search was performed in the National Institutes of
Health/National Library of Medicine PubMed database (https://
www.ncbi.nlm.nih.gov/pubmed) using the following search
strings: relationship between dietary sodium intake and CV
morbidity and mortality ([sodium OR salt] AND [cardiovascular
disease OR cardiovascular mortality OR cardiovascular risk]); CV
risk factors in patients with narcolepsy ([narcolepsy] AND
[comorbidities]) and ([narcolepsy] AND [cardiovascular risk]); CV
risks associated with sodium oxybate ([sodium oxybate] AND
[cardiovascular]) and ([sodium oxybate] AND [safety] AND [adverse
events]). The search was limited to studies published in English and
in human subjects. Bibliographies of review articles and meta-
analyses identified through these searches were also examined
for further pertinent sources. Data were included regardless of
publication date up until June 2020. A total of 557 articles were
identified, 102 of which were deemed relevant for consideration of
inclusion. After careful review of the information included in each
of these articles, data from 64 were identified to be of specific
relevance for the topic and are included.

3. Results

3.1. Sodium, blood pressure, and cardiovascular risk

Sodium intake is associated with risk of hypertension and car-
diovascular outcomes, particularly stroke and myocardial infarc-
tion, independent of blood pressure (BP) [27,28]. A number of
organizations have recommended that all adults limit sodium
intake to <2300 mg/d [19,26,29,30]. The rationale is that this could
hopefully reduce these CV risks, and not only for older individuals
or those with comorbidities, but for apparently healthy persons as
well [19,26,29,30]. However, there is no empiric evidence that
reducing sodium intake will reduce CV disease or otherwise
improve health outcomes. The Institute of Medicine and the US
Agency for Healthcare Research and Quality acknowledge that
there is a lack of evidence to support the theory that reducing daily
sodium intake to guideline levels reduces CV-related negative
health outcomes [31,32]. Sodium, like most dietary nutrients, does
not follow a linear but rather a J-shaped relationship to worsening
health outcomes [33,34]. Risk of CV disease is increased when so-
dium intake is <3000 or >6000 mg/d [18,35]. In sum, available
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evidence suggests that optimal health outcomes are achievedwhen
sodium intake is maintained between 3000 and 6000 mg/d, which
is the range consumed by roughly 80% of Americans [24,36].

3.2. Narcolepsy and cardiovascular risk

Heterogeneous data reported across various geographic regions
have identified an increased prevalence of CV and cardiometabolic
comorbidities in patients with narcolepsy [37e40]. Compared with
matched controls, patients with narcolepsy have been found to
have an increased risk for “heart diseases” (odds ratio [OR], 2.1, 95%
CI, 1.2e3.5; mean age, 46 years) and “diseases of the circulatory
system” (OR, 2.6, 95% CI, 2.5e2.8; mean age, 40 years) [37,39].
Specific CV diagnoses that have been reported to be more prevalent
in patients with narcolepsy include stroke, myocardial infarction,
cardiac arrest, heart failure, hypertension, and hyperlipidemia
[37,39]. Obesity and diabetes have been found to be twice as
prevalent in patients with narcolepsy (OR, 2.3, 95% CI, 2.1e2.5; OR,
1.8, 95% CI, 1.7e1.8, respectively; mean age, 46 years) [37]. In
addition, obstructive sleep apnea (OSA) has been observed to be
muchmore common in patients with narcolepsy, with an OR of 18.7
(95% CI, 17.5e20.0; mean age, 46 years) compared with matched
controls [37]. Only one study has looked at the evolution of
comorbidities over time in patients with narcolepsy [38]. It was
found that over a 14-month observation period, endocrine/meta-
bolic comorbidities remained more prevalent, whereas prevalence
of CV comorbid conditions, such as hypertension and hyperlipid-
emia, decreased to that of matched controls [38]. No study has
directly looked at how treatment with SO affects comorbidity
prevalence.

Interactions between the orexin/hypocretin system, appetite,
energy expenditure, CV autonomic function, and sleep are complex
[41]. Increased prevalence of CV and cardiometabolic comorbidities
in narcolepsymay be linked to the neuropathophysiology of orexin/
hypocretin deficiency [42e48]. Metabolic dysfunction in patients
with narcolepsy appears to be independent of body mass index,
and CV autonomic dysfunction has been documented in patients
with narcolepsy type 1 (NT1), including blunted nocturnal dipping
in BP, reduced cardiac vagal modulation, reduced cardiac baroreflex
sensitivity, blunted negative heart period trough, decreased sym-
pathetic activation during sleep, and decreased muscle sympa-
thetic nerve activity (MSNA) [39,42,45,46,49]. Although much
emphasis has been placed on the nocturnal “non-dipping”
phenotype (defined by a BP decrease of <10% during nighttime
sleep) in patients with narcolepsy as a predictor of mortality in the
general population, the clinical significance of these findings and/or
their contribution to CV risk in this population of patients is unclear
and conflicting [42,50]. Additionally, ambulatory BP has been
observed to be lower in patients with narcolepsy during wakeful-
ness than in control subjects [51].

3.3. Sodium oxybate and cardiovascular risk in patients with
narcolepsy

In more than two decades of SO use, neither the sodium content
nor any CV risk associated with the sodium content of SO has been
established or identified as a therapeutic concern. In clinical trials
to date, there were no noted differences in BP between SO treat-
ment and placebo [1,10,12,13,16]. There is only one published record
of small increases in BP and MSNA 6 months after initiation of SO
(6 g) in a case series of two subjects [52]. In the absence of any
noted BP changes from SO studies, adverse event (AE) data from
clinical trials can be used to assess CV risk. Randomized, controlled,
open-label, and long-term observational studies in the real world
and clinical settings, as well as in postmarketing surveillance
lex Package Trial from ClinicalKey.com by Elsevier on December 11, 2020.
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Table 1
Cardiovascular system adverse events reported in patients treated with sodium oxybate for narcolepsy: Published safety data.

Study Type of Study (N) CV System Event Patients with
Event, n (%)

Related to Study
Drug, Y/N

Serious, Y/N Led to DC, Y/N

US XMSG, 2002 [1] RCT (n ¼ 136 adults) None reported e e e e

US XMSG, 2004 [10] RCT withdrawal (n ¼ 55 adults) None reported e e e e

XISG, 2005 [12] RCT (n ¼ 228 adults) None reported e e e e

XISG, 2005 [13] RCT (n ¼ 228 adults) None reported e e e e

US XMSG, 2003 [3] Open-label, 12-week extension (n ¼ 118
adults)

Recurrent chest pain
with normal EKG

1 (0.9) N Y Y

Mamelak et al., 2015 [6] Open-label, 12-week (n ¼ 202) None reported e e e e

Drakatos et al., 2017 [4] Observational, 6-year retrospective single-
center (n ¼ 90)

Hypertension
“Palpitations”

1 (1.1)
1 (1.1)

NR
NR

NR
NR

Y
Y

Mayer et al., 2018 [7] Post-authorization, 10-year surveillance
(n ¼ 730)a

Hypertension
Angina pectoris
Cerebrovascular disorder
Circulatory collapse

3 (0.4)
2 (0.3)
1 (0.1)b

1 (0.1)

NR
NR
NR
NR

N
Y
N
N

Y
N
N
N

Wang et al., 2011 [11,14] Worldwide surveillance, 2002e2011c Cardiac events
Cerebrovascular accident

17
6

NR
NR

NR
NR

NR
NR

Plazzi et al., 2018 [8] RCT withdrawal and open-label titration
(n ¼ 106 children; 104 took study drug)

None reported e e e e

CV, cardiovascular; DC, discontinuation; EKG, electrocardiogram; NR, not reported; RCT, randomized placebo-controlled trial; SO, sodium oxybate; US XMSG, US Xyrem
Multicenter Study Group; XISG, Xyrem International Study Group.

a 670 patients had narcolepsy type 1, 60 had other diagnoses.
b Occurred in a patient with a diagnosis other than narcolepsy type 1.
c Includes all patients who received SO via prescription; total n not reported.
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studies (Table 1), have been conducted and demonstrated no
increased association between SO and CV risk [1,3e7,9e14].

In the pivotal short-term randomized controlled studies con-
ducted in 611 patients with narcolepsy (398 treated with SO and
213 with placebo; age range, 36e48 years), SO was well tolerated
with no CV concerns [1,10,12,16,53]. Serious AEs were infrequent,
and treatment discontinuations due to AEs related to SO treatment
over all studies of varying duration occurred in 10.3% of patients
[16,54]. The most frequent AEs associated with SO treatment in
studies of adult and pediatric patients were nausea, dizziness,
vomiting, somnolence, enuresis, tremor, headache, decreased
weight, and decreased appetite [8,54,55]. Most AEs occurred at the
start of treatment and decreased with continued treatment [1].
Overall, there were no clinically meaningful changes in vital signs,
including BP, which were similar in control and treatment groups
[1,10,12,53]. Hypertension was noted on vital sign monitoring in
one patient randomized to SO plus modafinil combination therapy;
modafinil is known to cause AEs of hypertension [53,56]. Similarly,
in a longer 12-week study of open-label SO in 202 patients with
narcolepsy, only one patient (0.5%) experienced hypertension, but
this was not recorded as an AE [6].

The reporting of CV AEs in observational studies using SO in
clinical practice was similar to controlled interventional trials. In a
retrospective study constituting 3116 patient treatment-months
(most common dose of SO was 9 g in 33% of patients; mean age,
43 years), there was only one patient with an AE of hypertension
[4]. In a prospective observational study constituting 800 patient-
years of exposure to SO (median dose, 6 g; mean age, 39 years),
no specific CV AEs related to SO treatment were reported [7].
Similarly, in SO postmarketing observational surveillance in the
United States and European Union from 2002 to 2008 in 26,000
patients (including patients with narcolepsy, insomnia, and fibro-
mylagia), hypertension was reported in 0.4% of patients [11]. There
was one fatality attributed to heart attack in a patient with narco-
lepsy who had concomitant OSA and was noncompliant with
continuous positive airway pressure (CPAP) use [11]. Only one
study has looked at older patient subpopulations and patients with
OSA, and it found the safety profile for patients treated with SO to
be similar to that of the patient population as a whole, suggesting
no conferred increased risk with age or comorbidity [7].
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4. Discussion

We conducted this literature review to determine whether the
sodium content of SO, particularly at higher doses, increases CV risk
in patients with narcolepsy. Narcolepsy is associated with CV risk
factors [37e39]. Obesity, diabetes, OSA, hypertension, and hyper-
lipidemia have all been shown to be more common in patients with
narcolepsy than in the general population, based on uncontrolled
data [37e39]. Because dietary sodium has been associated with
increased CV risk at extremes of intake (ie, <3000 or >6000 mg/d),
it is possible that sodium intake could be of greatest concern in
patients with narcolepsy who have comorbidities that predispose
individuals for increased CV risk [23,34]. No studies have specif-
ically reported safety profiles for SO-treated patient subgroups
with baseline comorbidities that may predispose them to increased
CV risk. However, clinical trials examining the use of SO in narco-
lepsy have not reported specific exclusion criteria for baseline hy-
pertension or other stable medical comorbidities, apart from sleep
apnea, which suggests that patients with these underlying condi-
tions may have been included in randomized controlled trials with
SO. Examination of clinical trial data from controlled, observational,
and post-marketing surveillance studies showed that the incidence
of CV AEs, particularly hypertension, is extremely low in patients
treated with SO, regardless of age [1,3,4,6e8,10e12,14,53]. SO has
been approved in the United States for the treatment of excessive
sleepiness and cataplexy in patients with narcolepsy for almost 20
years, and at no time has increased CV risk been identified as a
therapeutic issue in the vast majority of patients [16].

Evidence suggests that extremes of sodium intake are associated
with increased CVmorbidity andmortality in individuals who have
clinically significant preexisting risk factors for CV disease as well as
for individuals without those risk factors [23,57]. Any sodium-
containing drug is an additional contribution to total daily so-
dium intake [57]. Therefore, sodium intake and SO treatment in
patients with narcolepsy who have comorbidities associated with
CV risk could theoretically be a cause for concern.

The relationship between sodium intake, BP, and CV risk is
complex. Accurate measurement of an individual's sodium intake is
difficult because intake varies day to day, and although urinary
sodium excretion reflects dietary sodium intake, it does not reflect
lex Package Trial from ClinicalKey.com by Elsevier on December 11, 2020.
 Copyright ©2020. Elsevier Inc. All rights reserved.
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plasma sodium levels [35,58]. However, it is possible to determine
average intakes for large groups of individuals and therefore it has
been possible to compare CV outcomes in groups with different
average intakes [36]. When renal function is normal, sodium
economy is under neural control [36]. This neural system modu-
lates sodium retention and/or excretion to maintain total body
sodium and water balance, upon which human life depends
[35,36,58]. Normal total body and plasma sodium levels are
maintained over a wide range of daily sodium intake levels [59].
Thus, urinary excretion increases when intake is too high, and de-
creases when total body stores are deficient [18,35]. Under normal
physiologic conditions with intact homeostatic mechanisms, BP is
also maintained over a wide range of dietary sodium intake levels
[58,60,61]. It is only at extremes of sodium intake that these ho-
meostatic mechanisms become challenged.

The upper limit of sodium intake beyond which increased CV
risk is conferred (6000 mg/d) is far higher than guideline levels
(<2300 mg/d) [23,26]. The majority of the US population consumes
3600 mg/d, the midpoint of the range associated with optimal
health outcomes [24,36]. Currently, there is no supportive evidence
that the sodium content of SO, even at the 9-g dose, is a cause for
concern for most patients with narcolepsy; no associated CV risk
has been found [1,3,4,6e8,10e12,14,53]. Thus, there is no current
evidence that treatment with SO increases CV risk or that reducing
SO-related sodium intake would alleviate CV risk in patients with
narcolepsy. However, there have been no studies that directly
examined the effect of dietary sodium intake or urinary sodium
levels on CV safety in patients with narcolepsy treated with SO.

Narcolepsy is associated with predisposing CV risk factors of
obesity; diabetes; OSA; hypertension; hyperlipidemia; and, to some
degree, cardiovascular autonomic dysregulation [37e39]. Although
evidence exists to support the notion that narcolepsy is associated
with CV and cardiometabolic comorbidities, these studies were
largely based on claims data, which inherently lack control for
disease severity. Furthermore, the observed high prevalence of
OSA, in particular, may be due in part to misdiagnosis of sleep
disorders as sleep apnea [37e40]. Increased CV risk associated with
any of these comorbidities is attenuated with adequate treatment,
including maintaining BP within normal limits, stabilizing blood
glucose levels, instituting effective CPAP ventilation, and weight
loss [62]. No studies specifically following the evolution of these
comorbidities after initiation of SO treatment were identified. In
addition, no conclusion can be drawn about the clinical relevance of
CV autonomic dysregulation in patients with narcolepsy until
further studies are conducted to evaluate effects of narcolepsy
medications, obesity, sleep-disordered breathing, periodic limb
movements, smoking, and potential differences between NT1 and
NT2 on CV autonomic control [51].

It is worth noting that SO treatment has been observed to
decrease body weight in both adults and children with narcolepsy
[63,64]. It is unclear whether this observed weight loss is because
patients may become more active with SO treatment or because of
the direct metabolic effect of SO on lipolysis [63,64]. Further
research is warranted in this area to determine whether the weight
loss observed with SO treatment could potentially contribute to a
reduction in overall CV risk [62].

Upon critical evaluation of the existing literature on the topics of
sodium intake levels and SO treatment and the hypothetical asso-
ciation with CV risk, we identified several limitations of these data
that should be noted. Most notably, no studies have prospectively
examined SO treatment on CV outcomes or in subgroups of patients
with baseline comorbidities that predispose them to elevated CV
risk to evaluate the possible effects of increased sodium load on CV
outcomes. Furthermore, the short study period of some pivotal
studies (12 weeks) may be insufficient to conclude absence of CV
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events. Although the multiyear retrospective and surveillance data
aremore robust and corroborate the lack of evidence of CV AEswith
SO treatment, such analyses may introduce recall bias.

5. Conclusions

The use of SO for the treatment of narcolepsy is supported by
robust clinical evidence demonstrating its efficacy and safety.
Existing evidence does not support a model whereby exposure to
SO leads to increased CV risk. Patients with narcolepsy and
comorbidities that place them at elevated risk for CV disease
should receive appropriate treatment for such comorbidities, as
appropriate for any patient without narcolepsy. There is no evi-
dence that, in general, patients receiving SO treatment for nar-
colepsy should alter or discontinue their therapy because of the
sodium content of SO.

Funding source

This work was supported by Avadel Pharmaceuticals.

Acknowledgments

The authors thank Dr. Michael H. Alderman, Professor Emeritus,
Albert Einstein College of Medicine, Bronx, NY, for his contributions
and critical review of this manuscript. The authors thank Kirsty
Nahm, MD, of The Curry Rockefeller Group (Tarrytown, NY) for
medical writing assistance, which was funded by Avadel
Pharmaceuticals.

Conflict of interest

AA: Consultant: Avadel Pharmaceuticals; Balance Therapeutics
[Idiopathic hypersomnia]; Harmony Biosciences [Narcolepsy]; Eisai
Pharma [Insomnia]; Merck Pharmaceuticals [Insomnia].

CK: Consultant: Avadel Pharmaceuticals, Merck & Co., Inc.,
XWPharma.

The ICMJE Uniform Disclosure Form for Potential Conflicts of
Interest associatedwith this article can be viewed by clicking on the
following link: https://doi.org/10.1016/j.sleep.2020.09.017.

References

[1] A randomized, double blind, placebo-controlled multicenter trial comparing
the effects of three doses of orally administered sodium oxybate with placebo
for the treatment of narcolepsy. Sleep 2002;25(1):42e9.

[2] Barateau L, Dauvilliers Y. Recent advances in treatment for narcolepsy. Ther
Adv Neurol Disord 2019;12. 1756286419875622.

[3] A 12-month, open-label, multicenter extension trial of orally adminis-
tered sodium oxybate for the treatment of narcolepsy. Sleep 2003;26(1):
31e5.

[4] Drakatos P, Lykouras D, D'Ancona G, et al. Safety and efficacy of long-term use
of sodium oxybate for narcolepsy with cataplexy in routine clinical practice.
Sleep Med 2017;35:80e4.

[5] Lammers GJ, Arends J, Declerck AC, et al. Gammahydroxybutyrate and
narcolepsy: a double-blind placebo-controlled study. Sleep 1993;16(3):
216e20.

[6] Mamelak M, Swick T, Emsellem H, et al. A 12-week open-label, multicenter
study evaluating the safety and patient-reported efficacy of sodium oxybate in
patients with narcolepsy and cataplexy. Sleep Med 2015;16(1):52e8.

[7] Mayer G, Plazzi G, Iranzo A, et al. Long-term compliance, safety, and tolera-
bility of sodium oxybate treatment in patients with narcolepsy type 1: a
postauthorization, noninterventional surveillance study. Sleep 2018;41(9)
[Epub].

[8] Plazzi G, Ruoff C, Lecendreux M, et al. Treatment of paediatric narcolepsy with
sodium oxybate: a double-blind, placebo-controlled, randomised-withdrawal
multicentre study and open-label investigation. Lancet Child Adolesc Health
2018;2(7):483e94.

[9] Scrima L, Hartman PG, Johnson Jr FH, et al. The effects of gamma-
hydroxybutyrate on the sleep of narcolepsy patients: a double-blind study.
Sleep 1990;13(6):479e90.
lex Package Trial from ClinicalKey.com by Elsevier on December 11, 2020.
 Copyright ©2020. Elsevier Inc. All rights reserved.

https://doi.org/10.1016/j.sleep.2020.09.017
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref1
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref1
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref1
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref1
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref2
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref2
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref3
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref3
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref3
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref3
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref4
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref4
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref4
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref4
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref5
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref5
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref5
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref5
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref6
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref6
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref6
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref6
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref7
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref7
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref7
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref7
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref8
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref8
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref8
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref8
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref8
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref9
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref9
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref9
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref9


A.Y. Avidan and C.A. Kushida Sleep Medicine 75 (2020) 497e501
[10] U. S. Xyrem Multicenter Study Group. Sodium oxybate demonstrates long-
term efficacy for the treatment of cataplexy in patients with narcolepsy.
Sleep Med 2004;5(2):119e23.

[11] Wang YG, Swick TJ, Carter LP, et al. Safety overview of postmarketing and
clinical experience of sodium oxybate (Xyrem): abuse, misuse, dependence,
and diversion. J Clin Sleep Med 2009;5(4):365e71.

[12] Xyrem International Study Group. Further evidence supporting the use of
sodium oxybate for the treatment of cataplexy: a double-blind, placebo-
controlled study in 228 patients. Sleep Med 2005;6(5):415e21.

[13] Xyrem International Study Group. A double-blind, placebo-controlled study
demonstrates sodium oxybate is effective for the treatment of excessive
daytime sleepiness in narcolepsy. J Clin Sleep Med 2005;1(4):391e7.

[14] Wang YG, Swick TJ, Carter LP, et al. Sodium oxybate: updates and correction to
previously published safety data. J Clin Sleep Med 2011;7(4):415e6.

[15] Morgenthaler TI, Kapur VK, Brown T, et al. Practice parameters for the
treatment of narcolepsy and other hypersomnias of central origin. Sleep
2007;30(12):1705e11.

[16] Jazz Pharmaceuticals. XYREM (sodium oxybate oral solution, CIII). Full Pre-
scribing Information. Palo Alto, CA: Jazz Pharmaceuticals; 2018.

[17] Graudal N, Hubeck-Graudal T, Jurgens G, et al. Dose-response relation be-
tween dietary sodium and blood pressure: a meta-regression analysis of 133
randomized controlled trials. Am J Clin Nutr 2019;109(5):1273e8.

[18] Graudal NA, Hubeck-Graudal T, Jurgens G. Effects of low sodium diet versus
high sodium diet on blood pressure, renin, aldosterone, catecholamines,
cholesterol, and triglyceride. Cochrane Database Syst Rev 2017;4(4):
CD004022.

[19] US Department of Agriculture, US Department of Health and Human Services.
Dietary guidelines for Americans 2010. Washington, DC: US Government
Printing Office; 2010.

[20] Aburto NJ, Ziolkovska A, Hooper L, et al. Effect of lower sodium intake on
health: systematic review and meta-analyses. BMJ 2013;346:f1326.

[21] He FJ, MacGregor GA. Effect of modest salt reduction on blood pressure: a
meta-analysis of randomized trials. Implications for public health. J Hum
Hypertens 2002;16(11):761e70.

[22] Strazzullo P, D'Elia L, Kandala NB, et al. Salt intake, stroke, and cardiovascular
disease: meta-analysis of prospective studies. BMJ 2009;339:b4567.

[23] Alderman MH. Dietary sodium: where science and policy diverge. Am J
Hypertens 2016;29(4):424e7.

[24] Jackson SL, King SM, Zhao L, et al. Prevalence of excess sodium intake in the
United States - NHANES, 2009-2012. MMWR Morb Mortal Wkly Rep
2016;64(52):1393e7.

[25] UCB Pharma. XYREM (sodium oxybate). Summary of Product Characteristics.
Brussels, Belgium: UCB Pharma; 2020.

[26] American Heart Association. Why should I limit sodium?. Available from:
https://www.heart.org/-/media/data-import/downloadables/8/2/0/pe-abh-
why-should-i-limit-sodium-ucm_300625.pdf?la¼en&hash¼FC0B16B18A81B
3CC8371FAA4CC48D526471DC2CD. [Accessed 7 July 2020].

[27] Gardener H, Rundek T, Wright CB, et al. Dietary sodium and risk of stroke in
the Northern Manhattan study. Stroke 2012;43(5):1200e5.

[28] George J, Majeed W, Mackenzie IS, et al. Association between cardiovascular
events and sodium-containing effervescent, dispersible, and soluble drugs:
nested case-control study. BMJ 2013;347:f6954.

[29] National Academies of Sciences, Engineering, and Medicine. Dietary reference
intakes for sodium and potassium. Washington, DC: The National Academies
Press; 2019.

[30] Whelton PK, Carey RM, Aronow WS, et al. ACC/AHA/AAPA/ABC/ACPM/AGS/
APhA/ASH/ASPC/NMA/PCNA guideline for the prevention, detection, evalua-
tion, and management of high blood pressure in adults: a report of the
American College of Cardiology/American Heart Association task force on
clinical practice guidelines. Hypertension 2018 2017;71(6):e13e115.

[31] McGuire S, Institute of Medicine. 2013. Sodium intake in populations:
assessment of evidence. Washington, DC: The National Academies Press, 2013
Adv Nutr 2014;5(1):19e20.

[32] Newberry SJ, Chung M, Anderson CAM, et al. Effects of dietary sodium and
potassium intake on chronic disease outcomes and related risk factors:
Agency for Healthcare Research and Quality (AHRQ). 2018 March 6.

[33] Chokshi DA, El-Sayed AM, Stine NW. J-shaped curves and public health. J Am
Med Assoc 2015;314(13):1339e40.

[34] O'Donnell MJ, Yusuf S, Mente A, et al. Urinary sodium and potassium excretion
and risk of cardiovascular events. J Am Med Assoc 2011;306(20):2229e38.

[35] Kong YW, Baqar S, Jerums G, et al. Sodium and its role in cardiovascular
disease - the debate continues. Front Endocrinol 2016;7:164.
501

Downloaded for Alon Avidan (avidan@mednet.ucla.edu) at ClinicalKey Global F
For personal use only. No other uses without permission.
[36] McCarron DA, Alderman MH. Reducing sodium intake in the population. J Am
Med Assoc 2016;316(23):2550.

[37] Black J, Reaven NL, Funk SE, et al. Medical comorbidity in narcolepsy: findings
from the Burden of Narcolepsy Disease (BOND) study. Sleep Med 2017;33:
13e8.

[38] Cohen A, Mandrekar J, St Louis EK, et al. Comorbidities in a community sample
of narcolepsy. Sleep Med 2018;43:14e8.

[39] Ohayon MM. Narcolepsy is complicated by high medical and psychiatric
comorbidities: a comparison with the general population. Sleep Med
2013;14(6):488e92.

[40] Panossian LA, Avidan AY. Narcolepsy and other comorbid medical illnesses.
In: Goswami M, Pandi-Perumal SR, Thorpy MJ, editors. Narcolepsy: a clinical
guide. Humana Press, a part of Springer Science þ Business Media, LLC; 2010.
p. 105e14.

[41] Sieminski M, Szypenbejl J, Partinen E. Orexins, sleep, and blood pressure. Curr
Hypertens Rep 2018;20(9):79.

[42] Dauvilliers Y, Jaussent I, Krams B, et al. Non-dipping blood pressure profile in
narcolepsy with cataplexy. PloS One 2012;7(6). e38977-e.

[43] McAlpine CS, Kiss MG, Rattik S, et al. Sleep modulates haematopoiesis and
protects against atherosclerosis. Nature 2019;566(7744):383e7.

[44] Medic G, Wille M, Hemels ME. Short- and long-term health consequences of
sleep disruption. Nat Sci Sleep 2017;9:151e61.

[45] Poli F, Plazzi G, Di Dalmazi G, et al. Body mass index-independent metabolic
alterations in narcolepsy with cataplexy. Sleep 2009;32(11):1491e7.

[46] Grimaldi D, Calandra-Buonaura G, Provini F, et al. Abnormal sleep-
cardiovascular system interaction in narcolepsy with cataplexy: effects of
hypocretin deficiency in humans. Sleep 2012;35(4):519e28.

[47] Dominguez F, Fuster V, Fernandez-Alvira JM, et al. Association of sleep
duration and quality with subclinical atherosclerosis. J Am Coll Cardiol
2019;73(2):134e44.

[48] Thurston RC, Chang Y, von Kanel R, et al. Sleep characteristics and carotid
atherosclerosis among midlife women. Sleep 2017;40(2):zsw052.

[49] Honda Y, Doi Y, Ninomiya R, et al. Increased frequency of non-insulin-
dependent diabetes mellitus among narcoleptic patients. Sleep 1986;9(1 Pt
2):254e9.

[50] Ben-Dov IZ, Kark JD, Ben-Ishay D, et al. Predictors of all-cause mortality in
clinical ambulatory monitoring: unique aspects of blood pressure during
sleep. Hypertension 2007;49(6):1235e41.

[51] Berteotti C, Silvani A. The link between narcolepsy and autonomic cardio-
vascular dysfunction: a translational perspective. Clin Auton Res 2018;28(6):
545e55.

[52] Giannoccaro MP, Donadio V, Plazzi G, et al. 132. Sympathetic and cardiovas-
cular changes induced by sodium oxybate treatment in patients with narco-
lepsy and cataplexy. Clin Neurophysiol 2013;124(11):e218.

[53] Black J, Houghton WC. Sodium oxybate improves excessive daytime sleepi-
ness in narcolepsy. Sleep 2006;29(7):939e46.

[54] Alshaikh MK, Tricco AC, Tashkandi M, et al. Sodium oxybate for narcolepsy
with cataplexy: systematic review and meta-analysis. J Clin Sleep Med
2012;8(4):451e8.

[55] Abad VC. An evaluation of sodium oxybate as a treatment option for narco-
lepsy. Expet Opin Pharmacother 2019;20(10):1189e99.

[56] Bosco A, Lopez R, Barateau L, et al. Effect of psychostimulants on blood
pressure profile and endothelial function in narcolepsy. Neurology
2018;90(6):e479e91.

[57] Perrin G, Korb-Savoldelli V, Karras A, et al. Cardiovascular risk associated with
high sodium-containing drugs: a systematic review. PLoS One 2017;12(7):
e0180634.

[58] O'Donnell M, Mente A, Yusuf S. Sodium intake and cardiovascular health. Circ
Res 2015;116(6):1046e57.

[59] Lowell BB. New neuroscience of homeostasis and drives for food, water, and
salt. N Engl J Med 2019;380(5):459e71.

[60] Franco V, Oparil S. Salt sensitivity, a determinant of blood pressure, cardio-
vascular disease and survival. J Am Coll Nutr 2006;25(3 Suppl). 247S-55S.

[61] He FJ, MacGregor GA. Role of salt intake in prevention of cardiovascular dis-
ease: controversies and challenges. Nat Rev Cardiol 2018;15(6):371e7.

[62] Cohen JB. Hypertension in obesity and the impact of weight loss. Curr Cardiol
Rep 2017;19(10):98.

[63] Husain AM, Ristanovic RK, Bogan RK. Weight loss in narcolepsy patients
treated with sodium oxybate. Sleep Med 2009;10(6):661e3.

[64] Ponziani V, Gennari M, Pizza F, et al. Growing up with type 1 narcolepsy: its
anthropometric and endocrine features. J Clin Sleep Med 2016;12(12):
1649e57.
lex Package Trial from ClinicalKey.com by Elsevier on December 11, 2020.
 Copyright ©2020. Elsevier Inc. All rights reserved.

http://refhub.elsevier.com/S1389-9457(20)30420-2/sref10
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref10
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref10
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref10
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref11
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref11
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref11
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref11
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref12
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref12
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref12
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref12
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref13
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref13
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref13
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref13
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref14
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref14
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref14
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref15
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref15
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref15
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref15
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref16
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref16
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref17
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref17
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref17
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref17
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref18
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref18
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref18
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref18
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref19
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref19
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref19
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref20
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref20
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref21
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref21
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref21
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref21
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref22
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref22
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref23
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref23
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref23
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref24
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref24
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref24
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref24
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref25
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref25
https://www.heart.org/-/media/data-import/downloadables/8/2/0/pe-abh-why-should-i-limit-sodium-ucm_300625.pdf?la=en&amp;hash=FC0B16B18A81B3CC8371FAA4CC48D526471DC2CD
https://www.heart.org/-/media/data-import/downloadables/8/2/0/pe-abh-why-should-i-limit-sodium-ucm_300625.pdf?la=en&amp;hash=FC0B16B18A81B3CC8371FAA4CC48D526471DC2CD
https://www.heart.org/-/media/data-import/downloadables/8/2/0/pe-abh-why-should-i-limit-sodium-ucm_300625.pdf?la=en&amp;hash=FC0B16B18A81B3CC8371FAA4CC48D526471DC2CD
https://www.heart.org/-/media/data-import/downloadables/8/2/0/pe-abh-why-should-i-limit-sodium-ucm_300625.pdf?la=en&amp;hash=FC0B16B18A81B3CC8371FAA4CC48D526471DC2CD
https://www.heart.org/-/media/data-import/downloadables/8/2/0/pe-abh-why-should-i-limit-sodium-ucm_300625.pdf?la=en&amp;hash=FC0B16B18A81B3CC8371FAA4CC48D526471DC2CD
https://www.heart.org/-/media/data-import/downloadables/8/2/0/pe-abh-why-should-i-limit-sodium-ucm_300625.pdf?la=en&amp;hash=FC0B16B18A81B3CC8371FAA4CC48D526471DC2CD
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref27
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref27
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref27
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref28
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref28
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref28
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref29
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref29
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref29
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref30
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref30
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref30
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref30
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref30
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref30
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref31
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref31
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref31
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref31
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref32
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref32
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref32
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref33
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref33
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref33
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref34
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref34
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref34
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref35
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref35
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref36
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref36
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref37
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref37
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref37
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref37
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref38
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref38
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref38
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref39
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref39
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref39
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref39
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref40
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref40
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref40
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref40
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref40
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref40
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref41
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref41
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref42
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref42
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref43
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref43
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref43
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref44
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref44
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref44
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref45
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref45
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref45
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref46
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref46
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref46
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref46
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref47
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref47
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref47
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref47
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref48
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref48
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref49
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref49
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref49
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref49
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref50
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref50
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref50
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref50
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref51
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref51
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref51
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref51
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref52
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref52
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref52
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref53
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref53
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref53
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref54
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref54
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref54
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref54
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref55
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref55
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref55
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref56
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref56
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref56
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref56
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref57
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref57
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref57
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref58
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref58
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref58
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref59
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref59
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref59
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref60
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref60
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref61
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref61
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref61
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref62
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref62
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref63
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref63
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref63
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref64
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref64
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref64
http://refhub.elsevier.com/S1389-9457(20)30420-2/sref64

	The sodium in sodium oxybate: is there cause for concern?
	1. Introduction
	2. Methods
	3. Results
	3.1. Sodium, blood pressure, and cardiovascular risk
	3.2. Narcolepsy and cardiovascular risk
	3.3. Sodium oxybate and cardiovascular risk in patients with narcolepsy

	4. Discussion
	5. Conclusions
	Funding source
	Acknowledgments
	Conflict of interest
	References




