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Study Objectives: Patients presenting with excessive sleepiness are frequently using antidepressant medication(s). While practice parameters recommend
discontinuation of antidepressants prior to multiple sleep latency testing (MSLT), data examining the impact of tapering these medications on MSLT results
are limited.
Methods: Adult patients who underwent MSLT at Mayo Clinic Rochester, Minnesota, between 2014 and 2018 were included. Clinical and demographic
characteristics, medications, including use of rapid eye movement–suppressing antidepressants (REMS-ADs) at assessment and during testing, actigraphy,
and polysomnography data were manually abstracted. The difference in number of sleep-onset rapid eye movement periods (SOREMs), proportion with
≥2 SOREMs, and mean sleep latency in patients who were using REMS-ADs and discontinued prior to testing versus those who remained on REMS-ADs were
examined. At our center, all antidepressants are discontinued 2 weeks prior to MSLT, wherever feasible; fluoxetine is stopped 6 weeks prior. Regression analyses
accounting for demographic, clinical, and other medication-related confounders were performed.
Results: A total of 502 patients (age = 38.18 ± 15.90 years; 67% female) underwent MSLT; 178 (35%) were taking REMS-ADs at the time of assessment.
REMS-AD was discontinued prior to MSLT in 121/178 (70%) patients. Patients whose REMS-AD was discontinued prior to MSLT were more likely to have
≥2 SOREMs (odds ratio: 12.20; 95% confidence interval: 1.60–92.94) compared with patients on REMS-ADs at MSLT. They also had shorter mean sleep latency
(8.77 ± 0.46 vs 10.21 ± 0.28 minutes; P > .009) and higher odds of having ≥2 SOREMs (odds ratio: 2.22; 95% confidence interval: 1.23–3.98) compared with
patients not taking REMS-ADs at initial assessment. These differences persisted after regression analyses accounting for confounders.
Conclusions: Patients who taper off REMS-ADs prior to MSLT are more likely to demonstrate ≥2 SOREMs and have a shorter mean sleep latency. Pending
further prospective investigations, clinicians should preferably withdraw REMS-ADs before MSLT. If this is not done, the test interpretation should include a
statement regarding the potential effect of the drugs on the results.
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BRIEF SUMMARY
Current Knowledge/Study Rationale: Current practice parameters recommend that REM-suppressant antidepressant medications should ideally be
tapered 2 weeks prior to multiple sleep latency testing. However, empirical evidence supporting these recommendations is limited.
Study Impact: Patients who taper off REM-suppressant antidepressant medications prior to multiple sleep latency testing are more likely to demonstrate
≥2 sleep-onset REM episodes and have a shorter multiple sleep latency. Pending further prospective investigations, clinicians should preferably withdraw
these medications prior to multiple sleep latency testing.

INTRODUCTION

Multiple sleep latency testing (MSLT) involves providing
patients with 4–5 nap opportunities at 2-hour intervals and
measures their propensity to fall asleep.1 It is designed to ob-
jectively quantify sleepiness under standardized conditions and
detect the presence of abnormal sleep-onset rapid eye move-
ment (REM) episodes (SOREMs) occurring within 15 minutes
of sleep onset.2 The presence of ≥2 SOREMs is considered
abnormal and, in conjunction with a mean sleep latency (MSL)

of ≤8 minutes on MSLT, is indicative of a diagnosis of
narcolepsy.3 In clinical practice, MSLT is the mainstay in
evaluating pathological sleepiness and diagnosing central
disorders of hypersomnolence such as narcolepsy. In order to
obtain valid results, the MSLT must be performed under
standardized conditions. The American Academy of Sleep
Medicine practice parameters have clearly laid out recom-
mendations for the conduct of MSLT.2 These parameters in-
dicate that, ideally,REMsleep–suppressingmedications should
be discontinued 2 weeks prior to testing in order to minimize
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false-negative test results due to these medications potentially
suppressing SOREMs.

Major depression and other depressive disorders are common in
individuals fromboth community and clinic sampleswho complain
of excessive sleepiness.4–8 Conversely, depressive symptoms are
frequently reported by patients with narcolepsy.9,10 Therefore, it is
common for individuals to be using REM-suppressant antide-
pressants (REMS-ADs) at the time of initial assessment for ex-
cessive sleepiness.EvaluationwithMSLTideally requiresaperiod
of at least 2 weeks without the use of these medications prior to
the test. This decision is fraught, as discontinuing antidepressant
medications can result in relapse of depression and requires close
collaboration between sleep and mental health providers. The ev-
idence examining the utility of tapering and discontinuing REMS-
ADs prior to MSLT on the results of the test is extremely limited.

A study assessing the correlates to SOREMs did not find an
association between the use of REMS-ADs and having ≥1 or ≥2
SOREMs.11 This study examined a community sample who
underwent MSLT under nonstandardized conditions. A more
recent study examining a clinical sample found that patients
usingREMsleep suppressants at the time of theMSLTwere less
likely to have ≥2 SOREMs.12 This investigation was limited by
patients self-reporting their use of REM sleep suppressants at
the time of polysomnography (PSG), lack of information about
a standard taper prior to testing, and no objective verification of
absence of these drugs at the time of the test. In addition, this
study did not compare outcomes in patients who were on
REMS-ADs at the time of the initial assessment and dis-
continued them prior to testing versus those who continued
taking REMS-ADs at the time of the MSLT.

In the current study, we evaluated a sample of adults pre-
senting to a tertiary-level sleep center for an evaluation of
excessive sleepiness. Themain aim of this studywas to examine
the impact of tapering REMS-ADswell in advance ofMSLT on
the number of SOREMs detected and the MSL on this test. We
were able to objectively verify absence of these drugs in a
significant proportion of patients due to standard use of urine
drug testing at the time of the MSLT. We categorized patients
into those who were not on REMS-ADs at the time of the initial
assessment and subsequent MSLT, those who tapered and
discontinued REMS-ADs in advance of MSLT, and those who
remained on these medications. We accounted for potential
confounders, including other clinical and demographic char-
acteristics, other medications, data from wrist actigraphy, and
PSG performed prior to MSLT.

METHODS

Sample and data
This was a retrospective study. Data from all adult patients
who underwent MSLT at the Center for Sleep Medicine, Mayo
Clinic, Rochester, Minnesota, between 2014 and 2018 and
provided research authorization were included in the analyses.
This study had the requisite Institutional Review Board ap-
proval (IRB no.: 18-006798).

Demographic details, information regarding clinical charac-
teristics including Epworth sleepiness scale scores, self-reported

sleep duration including naps, documentation of shift work, history
of depression, presence of cataplexy, sleep paralysis, hypnagogic
or hypnopompic hallucinations, and medication use at the baseline
visit were manually abstracted from the clinical record. Medica-
tions were further categorized into antidepressants that were not
REM suppressing (ie, non-REMS-ADs; trazodone, nefazodone,
mirtazapine and bupropion),11,13 REMS-ADs (all remaining
antidepressants), benzodiazepines and non–benzodiazepine
benzodiazepine receptor agonists (nBBRAs), and “other” se-
dating medications, stimulants, or wakefulness-promoting
medications. Average total sleep time, time in bed, and sleep
efficiency were extracted from actigraphy reports. Total sleep
time, sleep-onset latency, sleep efficiency, arousal index,
apnea-hypopnea index, and initial REM latency were obtained
from the PSG report. The PSGwas performed on the night prior
toMSLT. Sleep latencies for each nap,MSL, and the number of
SOREMs (defined as REM onset within 15 minutes of sleep
onset)were abstracted from theMSLT. If patients had>1MSLT
performed during the time frame of the study, only data from the
first test were analyzed.

MSLT protocol
In our center, all patients are evaluated by a sleep medicine
provider prior to any sleep-related testing. Patients undergoing
MSLT are advised to discontinue all antidepressants, stimu-
lants, and other wakefulness-promoting agents, benzodiaze-
pines, nBBRAs, and other sedative/hypnotic medications at
least 2 weeks prior to testing. In the case of fluoxetine, given its
long half-life, patients are asked to taper and discontinue the
medication at least 6weeks prior to testing. Exceptions aremade
on a case-by-case basis contingent on the patient and his or her
mental health provider’s comfort with the taper, psychiatric
stability, and expediency of testing. In addition, patients un-
dergo 1- to 2-week wrist actigraphy with sleep logs to monitor
sleep times and daily routines leading up toMSLT. Patientswho
are determined to have insufficient sleep based on history and/or
actigraphy do not undergo further testing. Positive airway
pressure therapy at prescribed settings is utilized duringMSLT,
if applicable.Urine drug testing examining for both prescription
and illicit drugs is performed on the day of the MSLT.

Statistical analyses
Patients were categorized into 3 groups: (1) not using REMS-
ADs at the time of the initial assessment, (2) using REMS-ADs
at the time of the initial assessment but the REMS-AD was
discontinued prior to MSLT, and (3) using REMS-ADs at the
time of the initial assessment and continued on REMS-ADs at
MSLT. Group differences in demographic and clinical char-
acteristics, PSG, andMSLT outcomeswere assessedwith either
analysis of variance or chi-square analysis,withBonferroni post
hoc tests accounting for multiple testing, depending on the
nature of data. Logistic regression analyses were used to ex-
amine the associations between MSL (treated as a continuous
variable) and ≥2 SOREMs (treated as a dichotomous variable),
which were treated as the dependent variables, and potential
confounders. Regression models were run progressively to
adjust for (1) demographic characteristics including age, sex,
and body mass index; (2) clinical factors including a history of
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depression, shift work, benzodiazepine, nBBRA, and non–
REMS-AD use at assessment; and (3) total sleep time on
actigraphy and total sleep time and arousal index on PSG. These
variableswere chosen a priori for inclusion in analyses as factors
that could potentially affect the outcomes being assessed.14 All
comparisons were 2-tailed. Analyses were performed utilizing
JMP software (SAS Institute Inc., Cary, NC).

RESULTS

Baseline characteristics
The total sample consisted of 498 patients (mean age: 38.19 ±
15.10 years), a majority of whom were female (67%). One
hundred seventy-four (174/498; 34.6%) patients were using

REM-ADs at the time of assessment and 69.5% (121/174) of
these tapered and discontinued these medications prior to
testing. Actigraphywas performed in 419 (83.4%) and PSG in
482 (96%) patients prior to MSLT. The mean duration be-
tween initial assessment and MSLT for the entire sample was
12.28 ± 3.49 days. For patients using REMS-ADs at the initial
assessment, the mean duration was 27.34 ± 4.44 days.

Baseline demographics, clinical characteristics, medica-
tions, actigraphy, and PSG data for the 3 categories are de-
tailed in Table 1. Patients who were using REMS-ADs,
either tapered prior to MSLT or not, were more likely to be
female, report a history of depression, and on a non–REMS-
AD at the time of assessment compared with patients who were
not taking a REMS-AD at initial assessment. Those who were
taking a REMS-AD at the time of MSLT were more likely

Table 1—Baseline characteristics.

Variable (Total Sample, n = 498) Not Using a REMS-AD at
Assessment (n = 324, 65%)

REMS-AD Continued
at MSLT (n = 53, 11%)

REMS-AD Tapered Prior
to MSLT (n = 121, 24%) P

Demographic characteristics

Age (mean ± SE), years 38.29 ± 0.88 38.94 ± 2.19 37.15 ± 1.45 .73

Sex, % female 60.8 81.13 77.69 .0002*

BMI, kg/m2 27.34 ± 0.34 28.31 ± 0.85 29.05 ± 0.57 .03

Clinical characteristics

ESS (mean ± SE) 13.88 ± 0.32 14.70 ± 0.77 15.33 ± 0.52 .06

Self-reported sleep duration
(mean ± SE), hours

8.69 ± 0.12 8.35 ± 0.31 9.13 ± 0.20 .07

Shift work, % 6.48 5.77 6.84 .77

Cataplexy, % 7.10 9.43 5.79 .69

Hypnogogic hallucinations, % 8.64 9.43 14.05 .26

Hypnopompic hallucinations, % 6.48 5.66 9.09 .59

Sleep paralysis, % 14.20 13.21 16.53 .86

Insomnia, % 20.06 28.30 12.40 .03

Depression, % 21.30 71.70 60.50 <.0001*

Non–REMS-AD, % 21.98 45.28 38.33 <.0001*

Benzodiazepines, % 5.86 16.98 9.92 .03

nBBRAs, % 4.63 5.66 4.13 .91

Actigraphy data (n = 419) (mean ± SE)

Total sleep time, hours 7.35 ± 0.07 7.63 ± 0.17 7.56 ± 0.11 .14

Time in bed, hours 8.60 ± 0.08 8.99 ± 0.19 8.89 ± 0.13 .05

Sleep efficiency, % 84.64 ± 0.45 84.53 ± 1.08 84.32 ± 0.73 .93

PSG Data (n = 482) (mean ± SE)

Total sleep time, minutes 426.95 ± 5.22 425.76 ± 12.79 429.10 ± 8.45 .97

Sleep efficiency, % 82.35 ± 0.68 81.18 ± 1.66 83.76 ± 1.10 .37

Sleep-onset latency, minutes 19.68 ± 1.30 34.90 ± 3.18 18.54 ± 2.10 <.001#

Arousal index, events/h 16.35 ± 0.61 18.84 ± 1.49 18.45 ± 0.99 .09

AHI, events/h 1.66 ± 0.23 1.75 ± 0.55 2.37 ± 0.36 .25

Initial REM latency, minutes 100.61 ± 4.70 183.64 ± 11.52 91.48 ± 7.61 <.001#

AHI = apnea-hypopnea index; BMI = body mass index; ESS = Epworth sleepiness scale; MSLT = multiple sleep latency testing; nBBRA, non–
benzodiazepine benzodiazepine receptor agonist; PSG = polysomnography; REM = rapid eye movement; REMS-AD = rapid eye movement–suppressing
antidepressant. *Indicates a significant difference between the three groups, after accounting for multiple testing. #Indicates a significant difference
between those on REMS-ADs at MSLT and the other 2 groups, after accounting for multiple testing.
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to have prolonged sleep-onset latency and initial REM latency
on PSG compared with the other 2 groups. There were no
differences in rates of actigraphy, PSG, and urine drug test-
ing among the 3 groups. Additional data are shown in the
Supplemental Material.

Urine drug testing results
Urine drug testing was performed in 396 (79%) of the pa-
tients. Two patients who were instructed to discontinue
REMS-ADs tested positive for these substances (one for
citalopram and another for fluoxetine) on urine drug test-
ing. For the purposes of the current analyses, they were
categorized as not having tapered off the REMS-AD. All
patients who were using benzodiazepines, nBBRAs, other
sedating medications, stimulants, and non–REMS-ADs were
advised to discontinue these medications prior to testing.
However, 4 patients tested positive for benzodiazepines and 4
patients tested positive for bupropion; additional sensitivity
analyses were performed after excluding these patients from the
dataset. These sensitivity analyses did not reveal any changes to
the results.

Impact of remaining on REMS-ADs on MSLT findings
Patients who tapered off REMS-ADs prior to MSLT had a
shorter MSL than patients who were not using REMS-ADs at
initial assessment (8.77 ± 0.46 vs 10.21 ± 0.28; P < 0.009). The
difference in the MSL between patients who tapered off REM-
ADs at MSLT and those who remained on these medications
was not significant, norwas the difference between patientswho

remained on REM-ADs at MSLT and those not using REMS-
ADs at initial assessment (Table 2).

Patients who tapered off REMS-ADs prior to MSLT had a
greater number of SOREMs and were more likely to have ≥2
SOREMsonMSLTcomparedwith both thosewho remained on
REMS-ADs at MSLT and those not on REMS-ADs at initial
assessment (Table 2).

After regression analyses controlling for age, sex, body
mass index, depression, shift work, benzodiazepine, nBBRA,
and non–REMS-AD use at the time of assessment, total
sleep time on actigraphy, and total sleep time and arousal in-
dex on PSG, patients who tapered off REMS-ADs prior to
MSLT were still more likely to have ≥2 SOREMs on MSLT
compared with the other 2 groups (Table 3). Similarly, after
accounting for these confounders, patients who tapered off
REM-ADs prior to MSLT were more likely to have a shorter
MSL than those who were not on REM-ADs at the time of the
initial assessment.

DISCUSSION

Our study compared MSLT outcomes in patients who pre-
sented for an evaluation of excessive sleepiness, a majority
of whom underwent a standard taper of REMS-ADs at least
2 weeks in advance of the MSLT. The results revealed that
those who tapered REMS-ADs prior to MSLT were more
likely to demonstrate SOREMs compared with those who
continued or were not using these medications. In addition,

Table 2—Differences in MSLT outcomes.

Variable Not Using a REMS-AD
at Assessment (n = 324)

REMS-AD Continued
at MSLT (n = 53)

REMS-AD Tapered
Prior to MSLT (n = 121)

Mean sleep latency, minutes 10.21 ± 0.28 9.20 ± 0.70 8.78 ± 0.46*

Mean number of SOREMs 0.36 ± 0.06 0.13 ± 0.15 0.65 ± 0.10#

Patients with ≥2 SOREMs, n (%) 31 (9.57) 1 (1.89) 23 (19.1)#

Patients meeting criteria for narcolepsy, n (%) 19 (5.86) 1 (1.89) 16 (13.22)#

MSLT = multiple sleep latency testing; REMS-AD = rapid eye movement suppressing antidepressant; SOREM = sleep-onset rapid eye movement episode.
*P value < .009 compared with mean sleep latency for patients not on a REMS-AD at assessment. #P value < .05 compared with mean number of SOREMS, %
with ≥2 SOREMs, and % meeting criteria for narcolepsy (mean sleep latency ≤8 minutes and ≥2 SOREMs) on MSLT for patients not on a REMS-AD at
assessment and those who continued on REMS-AD at the time of MSLT.

Table 3—Odds of ≥2 SOREMS on MSLT in patients who discontinued REMS-AD prior to MSLT.

Unadjusted Model Model 1 Model 2 Model 3

Not Using a
REMS-AD

Using a
REMS-AD

During MSLT

Not Using a
REMS-AD

Using a
REMS-AD

During MSLT

Not Using a
REMS-AD

Using a REMS-
ADDuringMSLT

Not Using a
REMS-AD

Using a
REMS-AD

During MSLT

REMS-AD
discontinued
prior to MSLT

2.21
(1.23–3.98)

12.20
(1.60–92.94)

2.45
(1.32–4.52)

12.08
(1.57–92.46)

3.33
(1.69–6.56)

10.75
(1.39–83.14)

3.16
(1.49–6.68)

8.11
(1.01–65.27)

Values are ORs (95% CIs). Model 1 adjusted for age, sex and BMI; model 2 additionally adjusted for depression, shift work, and benzodiazepine, nBBRA,
and non–REM-suppressant antidepressant use; model 3 additionally adjusted for total sleep time on actigraphy and total sleep time and arousal index on PSG.
BMI = body mass index; CI = confidence interval; MSLT = multiple sleep latency testing; nBBRA = nBBRA, non–benzodiazepine benzodiazepine receptor
agonist; OR = odds ratio; PSG, polysomnography; SOREM = sleep-onset rapid eye movement episode; REM rapid eye movement; REMS-AD = rapid eye
movement–suppressing antidepressant.
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they had a shorter MSL compared with patients who were not
using REMS-ADs at the time of the initial assessment. These
results indicate the value in planning and executing a taper of
these medications prior to MSLT in order to obtain valid and
accurate results. The findings provide empirical evidence
supporting the American Academy of Sleep Medicine
practice parameters, which recommend such a taper when
feasible prior to conducting a resource- and time-intensive
diagnostic test.

MSLT was developed to detect quantitative differences in
sleep tendencies between individuals with narcolepsy and
controls. It is currently the gold-standard test to measure
objective sleepiness and to diagnose narcolepsy. The test is
expensive, requires extensive resources, and entails significant
commitment from the patient in terms of his or her time.
Therefore, where possible, the testing should be performed
under ideal circumstances to avoid erroneous results. Ap-
propriate preparation of patients for testing requires obtaining
adequate total sleep time, eliminating causes of nighttime
sleep disruption and other factors that might impede the oc-
currence of SOREMs. While the initial guidelines on the
conduct of the test and current practice parameters recommend
discontinuation of REMS-ADs prior to testing, evidence on
the utility of discontinuing these medications prior to testing
is scant.15

A previous study examining the factors influencing SOR-
EMs on MSLT in a community-based sample reported that
SOREMs were common, especially among men, when the
testing was conducted under nonstandardized conditions.11

In this study, SOREMs were associated with other clinical
features commonly seen in narcolepsy, shorter sleep dura-
tion the day prior to testing, and use of non–REMS-ADs;
the use of REMS-ADs did not influence the number of SOR-
EMs. A subsequent study of a larger cohort that included the
previous sample did not find an association between SOREMs
and REMS-ADs.16 A more recent study examined a clinical
sample and utilized data obtained from a patient self-reported
questionnaire administered on the night of the PSG prior to
MSLT.12 Information with regard to medication use and dis-
continuation and sleep duration was obtained from this ques-
tionnaire. Objective verification of absence of medication
during the MSLT through urine drug testing was not avail-
able. This study found that, in patients over the age of 60 years,
those reporting the use of REM-suppressant medications and
women were less likely to demonstrate ≥2 SOREMs. The
impact of tapering these medications for the purposes of test-
ing was not clear. In contrast, our study included a sample of
patients seeking care for a complaint of excessive sleepiness
and detailed information regarding current medication use
and documentation of a planned taper well in advance of
scheduled MSLT was available. Medication discontinuation
was verified by reviewing urine drug-testing results conducted
on the day of the MSLT. Additionally, objective estimates of
sleep duration precedingMSLTwere available from actigraphy
and PSG.

As expected, our study demonstrated that patients who
tapered off REMS-ADs prior to MSLT were more likely to
exhibit SOREMs on MSLT. A majority of antidepressants

have been shown to suppress REM sleep on nocturnal PSG
and remaining on these medications during MSLT could
conceivably result in a reduction in the number of
SOREMs.13,17 A potential rebound in the amount of REM
sleep obtained can occur following the discontinuation of
REMS-ADs.18–20 This appears to settle in about 2 weeks
following discontinuation of tricyclic antidepressants.18,21

Data regarding the time frame following which the REM re-
bound secondary to selective serotonin reuptake inhibitor
and other newer antidepressant discontinuation resolves are
sparse.22 Therefore, the possibility that the increase in the
number of SOREMs was secondary to REM rebound per-
sisting for weeks following REMS-AD discontinuation exists
but is likely remote. Patientswho tapered off REMS-ADs prior
to MSLT also had a shorter MSL than patients who were not
using REMS-ADs at initial assessment. Discontinuing these
medications prior to MSLT can improve the chances of
detecting SOREMs and short MSLs, thus aiding in making an
accurate diagnosis.

A previous case-control study showed that a substan-
tial proportion of patients with narcolepsy had comorbid
major depression, a majority of whom were diagnosed with
depression prior to receiving a diagnosis of narcolepsy.23,24

Therefore, it is likely that patients with comorbid depres-
sion and undiagnosed narcolepsy would already be using a
REMS-AD when they present for an evaluation of exces-
sive sleepiness. In our sample of treatment-seeking pa-
tients with excessive sleepiness, a substantial proportion
reported a history of depression and were taking antide-
pressants at the time of assessment. Prior epidemiologic
studies have also shown considerable overlap between self-
reported excessive sleepiness and depression.4–6 Across the 3
groups of patients in our study, self-reported sleepiness mea-
sured by the Epworth sleepiness scale and most other clinical
factors, including supportive features for a diagnosis of nar-
colepsy,were similar at baseline, suggesting that patients across
the 3 groups had similar clinical presentation at the time of the
initial assessment.

There were no differences in actigraphy-derived data
between the 3 groups, indicating that tapering REMS-
ADs did not result in significant sleep disruption or changes to
total sleep time leading up to the test. Although overall data
are mixed, there are reports that antidepressants may have
activating effects and some prior studies have shown that
these medications can result in prolonged sleep-onset
latencies.25,26 The use of REMS-ADs appeared to result in a
suppression of REM sleep and reduced propensity to fall asleep
quickly on PSG in our study, in keeping with the results from
prior studies.13,17,25,26

At our center, patients who present with excessive
sleepiness undergo thorough clinical evaluation. In accor-
dance with the American Academy of Sleep Medicine
practice parameters, patients considered to be at risk of
central disorders of hypersomnolence undergo further test-
ing including MSLT. In our sample, a total of 7.2% met
criteria for narcolepsy and 35.1% met criteria for idiopathic
hypersomnia based on the MSLT findings. The relatively
large proportion of patients who do not meet MSLT criteria
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for a diagnosis of narcolepsy/idiopathic hypersomnia likely
reflects the referral nature of our practice, which in-
cludes many misdiagnosed patients refractory to stimulant
therapy who actually have other diagnoses such as chronic
fatigue syndrome.

Our study should be considered in light of some limita-
tions. While it is standard practice at our center to taper and
discontinue REMS-ADs at least 2 weeks prior to testing
per American Academy of Sleep Medicine practice pa-
rameters, it is possible that, in some cases, the patients might
have discontinued the medication much closer to MSLT and
thus an increased number of SOREMs due to a withdrawal
phenomenon cannot be completely ruled out. Additionally,
while it is standard practice at our center to perform urine
drug screening that also tests for prescription drug use, not
all patients had this done and some may have remained on
their medications despite being advised to discontinue them.
It seems unlikely that this would affect the overall results as
the majority did have urine drug testing performed and there
were no differences in the rates of testing between the 3
groups. Although we accounted for a history of depression in
our analyses, the severity of current depressive symptoms
was not available and there is a possibility that the increase in
number of SOREMswas secondary to untreated depression at
the time of MSLT. However, in routine clinical practice it
would be unlikely that patients with moderate to severe de-
pression with active depressive symptoms would have their
medication(s) discontinued.

CONCLUSIONS

A history of depression and the use of antidepressants are
extremely common in clinical samples presenting for an
assessment of excessive sleepiness. Tapering and discon-
tinuation of REMS-ADs require advance planning and co-
ordination of care and are not uniformly performed prior to
MSLT testing. Our data suggest that those who tapered off
REMS-ADs prior to MSLT are significantly more likely to
have ≥2SOREMs and also demonstrate a shorterMSL. Pending
future prospective large-scale studies, wherever possible, cli-
nicians should attempt to discontinue these medications prior to
testing in order to avoid false-negative test results and reduce the
chances of missing a diagnosis of narcolepsy. When this is not
feasible, the interpretation of the test should clearly state that the
tests were performedwhile the patient remained onREMS-ADs
to allow other providers to contextualize the results and plan
appropriate management.

ABBREVIATIONS

MSL, mean sleep latency
MSLT, multiple sleep latency testing
nBBRA, non–benzodiazepine benzodiazepine receptor agonist
REM, rapid eye movement
REMS-AD, rapid eye movement–suppressant antidepressant
SOREM, sleep-onset rapid eye movement episode
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