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Study Objectives: The development of restless legs syndrome (RLS) has been rarely reported during and following opioid withdrawal. We aimed to determine
the presence and severity of RLS symptoms during and after supervised opioid tapering.

Methods: Ninety-seven adults enrolled in the Mayo Clinic Pain Rehabilitation Center who underwent supervised prescription opioid tapering were prospectively
recruited. RLS presence and severity was assessed with the Cambridge-Hopkins Questionnaire 13 and International Restless Legs Syndrome Study Group
Rating Severity Scale at admission, midpoint, and dismissal from the program as well as 2 weeks, 4 weeks, and 3 months after completion. Frequency and
severity of RLS symptoms were compared between admission and each time point.

Results: Average age of the cohort was 52.6 + 13.3 years with a morphine milligram equivalent dose for the cohort of 45.6 + 48.3 mg. Frequency of RLS
symptoms increased from 28% at admission to peak frequency of 41% at 2 weeks following discharge from the Mayo Pain Rehabilitation Clinic (P = .01),
returning to near baseline frequency 3 months after opioid discontinuation. International Restless Legs Syndrome Study Group Rating Severity Scale increased
from baseline and then remained relatively stable at each time point following admission. Thirty-five (36.1%) participants developed de novo symptoms of RLS
during their opioid taper, with those being exposed to higher morphine milligram equivalent doses having higher risk of developing RLS.

Conclusions: Moderately severe symptoms of RLS, as assessed by survey, occur commonly in individuals undergoing opioid tapering, particularly if exposed
to higher doses. In many cases, symptoms appear to be self-limited, although a minority develop persistent symptoms. Our results may have implications for
successful opioid tapering, but future confirmatory studies with structured clinician interview are needed to establish that these symptoms truly represent restless
legs syndrome given the potential for RLS-mimicking symptoms in individuals with chronic pain syndromes.
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BRIEF SUMMARY

Current Knowledge/Study Rationale: Evaluation of the emergence of restless legs syndrome (RLS) in individuals undergoing opioid withdrawal has
been limited to case reports and a few small studies. We aimed to determine the frequency of the development of RLS in patients undergoing supervised
opioid tapering.

Study Impact: RLS symptoms emerge commonly in individuals undergoing supervised opioid taper, with the majority being transient and maximal in the
first month of opioid discontinuation, although rarely symptoms may persist for months after opioid discontinuation. These data suggest practitioners
supervising individuals undergoing opioid withdrawal should be aware of the potential development of RLS in these patients, although the impact of RLS
on successful opioid withdrawal and quality of life requires further study.

INTRODUCTION

The risk of opioid use disorder, overdose, and withdrawal are
among factors influencing reduction and discontinuation in a

Restless legs syndrome (RLS) is a sensorimotor disorder char-
acterized by an irresistible urge to move the legs, triggered by
rest and relieved with movement. The disease has a nocturnal
predilection which can lead to significant sleep disruption and
distress.' Dopaminergic dysfunction is thought to play a role in
the pathogenesis of RLS. Opioid medications are effective
treatment options in the management of chronic refractory
RLS, potentially through modulation of dopaminergic neuro-
transmission.” In 2018, worldwide estimates of patients taking
prescribed opiates (for all indications) numbered 28 million.’
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medication class with utility in appropriate patients. Classic
symptoms of opioid withdrawal include nonspecific restless-
ness that may be confused with symptoms for RLS. However,
evolution of de novo RLS in the setting of opioid withdrawal
may occur and persist potentially complicating successful absti-
nence.*” Reports of the emergence of RLS symptoms during
or following opioid withdrawal are primarily limited to case
reports and a few studies, with prevalence of RLS symptoms
ranging from 13% to 52% depending on the study.*’ However,
prior reports of RLS development were limited to patients
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withdrawing from illicit opioids or transitioning from opioids to
buprenorphine.>’

Utilizing a standardized and validated survey for RLS,® we
aimed to determine the prevalence of the development of de novo
RLS symptoms as well as the frequency and severity of RLS symp-
toms in a sample of patients undergoing supervised opioid taper.

METHODS

One-hundred fifteen consecutive patients taking chronic daily
opioids enrolled in the Mayo Clinic Pain Rehabilitation Center
(PRC) from October 2017 through September 2021 were enrolled
in this questionnaire-based study. Of the patients admitted into the
program, 14 (11.2%) did not complete the program and were
excluded from the final analyses. In addition, 2 patients did not
complete their opioid taper by the time of the PRC program comple-
tion and 2 participants were started on buprenorphine/naloxone
maintenance while in PRC treatment thus excluded from analysis.
Our final sample consisted of 97 patients who successfully com-
pleted opioid taper while in the PRC. Details of the PRC inclusion/
exclusion criteria, structure, and medication tapering process have
been described elsewhere.”!! In brief, the Mayo Clinic PRC is a
15-day (8 hours a day of intervention) intensive, outpatient, interdis-
ciplinary pain rehabilitation program focusing on functional restora-
tion. Patients receive an empirically supported protocol of cognitive
behavioral therapy for chronic pain as well as daily physical and
occupational therapy over the course of the program. Physician-
and pharmacist-supervised opioid tapering is performed for
patients entering treatment taking prescribed opioids for pain and
is individualized for each patient. Oral morphine milligram
equivalents (MME), based on Center for Disease Control conver-
sions, are calculated on admission through a medication history
reconciliation with the patient as well as a thorough assessment
of the electronic health record, review of the original prescription
bottles, and the state prescription drug monitoring program
where access is available.'? Opioid tapering begins shortly after
patients are admitted to the PRC and completed prior to dis-
charge. Time for tapering includes the 15-day program plus
weekends so may be as long as 21 days; however, most patients
are tapered over approximately 10 days.'' Severity of opioid
withdrawal symptoms are monitored utilizing the Clinical Opioid
Withdrawal Scale which also assesses nonspecific restlessness
related to opioid withdrawal although does not evaluate whether
symptoms are isolated to the legs nor improve with movement.'*

Assessment of RLS symptoms

The presence of RLS symptoms was assessed through the Cam-
bridge Hopkins questionnaire for RLS symptoms while severity
of RLS was assessed by the International Restless Legs Study
Group RLS severity scale (IRLSS).>!'* Participants were con-
sidered to have RLS if they met “definitive criteria” for RLS,
which has been previously shown to be 87.2% sensitive and
94.4% specific for RLS in the general population.® Definitive
criteria for RLS were defined by Allen et al® and indicate posi-
tive responses to questions regarding an uncomfortable urge to
move, present at rest and relieved with movement, worst at night,
and not associated with leg cramps. Participants were considered

Journal of Clinical Sleep Medicine, Vol. 19, No. 4

RLS in opioid discontinuation

to develop “de novo” RLS symptoms during their taper if they
did not meet definitive criteria for RLS on admission but met
definitive criteria for RLS at any point during or after their taper.
IRLSS scores of 1-10 indicate mild symptoms, 11-20 moderate
symptoms, 21-30 severe symptoms, and 3140 very severe RLS
symptoms. To assess for potential for RLS symptoms contribut-
ing to sleep disruption, participants completed the insomnia
severity index (ISI) with scores of 8-14 indicating subthreshold
insomnia, 15-21 moderate insomnia, and 22-28 severe insomnia.'>
Participants filled out all 3 questionnaires at admission, midpoint of
the program, day of discharge, as well as 2 weeks, 4 weeks, and
3 months after discharge from the PRC. Of note, time to discharge
from opioid discontinuation varied by patient based on individual-
ized tapering regimens.

Statistical analysis

Statistical analysis was performed using BlueSky Statistics
software v. 7.10 (BlueSky Statistics LLC, Chicago, IL). Contin-
uous variables are presented as means and standard deviations
while categorical variables are presented as frequencies and
percentages. Categorical variables between admission and sub-
sequent time points were compared using McNemar’s tests,
while continuous variables were compared with paired # tests.

Table 1—Cohort demographics (n = 97).

Age at PRC admission (years) 52.56 (13.30)
Sex

Female 60 (61.9%)

Male 37 (38.1%)
Clinical diagnosis of RLS

No 92 (94.8%)

Yes 5 (5.2%)
Duration opioid use (months) 87.31 (96.27)
Opioid type

Synthetic 93 (96%)

Nonsynthetic 4 (4%)
MME 45,59 (48.26)
MME > 20

No 36 (37.1%)

Yes 61 (62.9%)
Alpha-2-delta ligand use

No 47 (48.5%)

Yes 50 (51.5%)
Dopamine agonist use

No 92 (94.8%)

Yes 5 (5.2%)
Timepoint taper completed

Admission 5 (5.2%)

Midpoint 61 (62.9%)

Dismissal 31 (32.0%)

MME = morphine milligram equivalents, RLS = restless legs syndrome,
PRC = Mayo Clinic Pain Rehabilitation Center.
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Individuals with missing survey data from a specific time-point
were excluded from analysis for that specific time-point but
included for time points with completed survey data either
before or after the missing data. Frequency of RLS symptoms at
each time point were reported as percentages of participants
with completed surveys for that time point. Multivariable
regression models were fit to evaluate predictors of developing
de novo RLS symptoms. Exploratory subgroup analyses com-
paring individuals taking low dose (< 20 MME) vs doses
= 20 MME opioids and individuals who developed de novo
RLS symptoms during their opioid taper were performed using
Chi square or Fisher exact tests for categorical data and analysis
of variance or Kruskal-Wallis tests for continuous data depend-
ing on the distribution of data by visual inspection. A cutoff of
20 MME was chosen, as an MME of 23 mg was the best combined
cutoff for predicting de novo RLS (80% sensitive and 51% speci-
fic, area under the curve 0.65) and 20 MME is an easy to use and
remember cutoff value for practical clinical purposes. P-values
< 0.05 were considered statistically significant. This study was
approved by the Mayo Clinic Institutional Review Board.

RESULTS

Of the 97 participants on daily opioids, 60 (62%) were female
with an average age of 52.6 & 13.3 years (Table 1). Fibromyalgia

RLS in opioid discontinuation

(37%) was the most common diagnosis followed by back pain
(33%) and extremity pain (12.4%). Only 5 (5.2%) patients had a
clinical diagnosis of RLS at admission and all were taking dopa-
mine agonists. Mean MME for the cohort was 45.6 + 48.3 mg
(range 5-270 mg) while median MME was 30 mg with 96%
of patients utilizing synthetic opioids and 4% using nonsyn-
thetic opioids. Average duration of daily opioid use was 87.3 +
96.3 months. Fifty (51.5%) participants were taking alpha-2-
delta ligand medications during their PRC stay, 13 of whom
were taking pregabalin (mean dose 326.9 mg, median dose
400 mg) and 37 taking gabapentin (mean dose 1,735 mg, median
dose 1,600 mg). Most participants (63%) completed their opi-
oid taper shortly after the midpoint of the PRC program while
32% completed their taper just prior to dismissal from the PRC.
Opioid withdrawal symptoms were overall mild in the cohort
with an average peak Clinical Opiate Withdrawal Scale score of
4.1+3.1.

RLS symptoms

Twenty-seven (27.8%) participants met survey criteria for
definitive RLS at admission to the PRC. Some participants con-
tinued to meet survey criteria for RLS at multiple time points
during the study, while RLS symptom presence seemed to fluc-
tuate in other patients during the course of the study (Figure 1).
However, the overall frequency of participants meeting defini-
tive RLS criteria increased significantly during and following

Figure 1—Frequency of definitive RLS by Cambridge Hopkins Questionnaire during and after opioid withdrawal.
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their opioid taper, peaking at 40.8% 2 weeks after completion
of the PRC. The frequency of RLS symptoms returned to near
baseline levels of 30.3% endorsing RLS symptoms 3 months
after completion of the PRC. Despite the increased frequency
of RLS symptoms during the study, only the difference between
baseline and 2 weeks following completion of the PRC program
was significant (P =.01). In those meeting definitive RLS crite-
ria at each time point, mean IRLSS increased from baseline
14.7 £ 10.3 to 18.4 + 8.6 at midpoint of the PRC program and
remained stably elevated between 17.9 £ 7.9 and 19.3 £ 5.9 at
each timepoint, although there were no statistically significant
differences in IRLSS between baseline and any timepoints
(Figure 2). ISI score progressively decreased from 16.3 +£7.9 at
admission to 10.9 £ 7.9 three months after discharge from PRC,
with each time point significantly lower compared with admis-
sion (all P <.001, Figure 3).

We subsequently compared those who had RLS symptoms at
baseline (n = 27, 28%), participants who developed de novo
RLS symptoms during opioid taper (n = 35, 36%), and those
who remained without RLS symptoms throughout the duration
of the study (n = 35, 36%) (Table 2). Participants with RLS
symptoms at baseline were younger than those with de novo
RLS (48 vs 57 years, P = .04) and those who never developed
RLS symptoms (48 vs 56 years, P = .02), and those with base-
line RLS were more likely to be female (82% vs 54% and
54%, respectively, P = .025 and P = .025, respectively) than
those with de novo RLS and those who never developed RLS.

RLS in opioid discontinuation

The median morphine equivalent dose was higher in those who
developed de novo RLS symptoms compared with those who
did not develop RLS symptoms (38 mg vs 22.8 mg, P = .03),
while median morphine dose in the group with RLS symptoms
at baseline was no different compared with other groups. There
was no difference in timepoint the opioid taper was completed,
duration of opioid exposure, alpha-2 delta-ligand exposure, or
peak COWS between groups.

After adjusting for age, sex, duration of opioid use, and expo-
sure to alpha-2 delta ligand medications, only exposure to a
baseline opioid dose > 20 MME was associated with risk of
developing de novo RLS symptoms with an odds ratio of 27.2
95% confidence interval 4.4-536. Of those who developed de
novo RLS symptoms, 6 (17%) had persistent symptoms at
4 weeks and 3 months after completion of the PRC and 2 (6%)
did not develop RLS symptoms until 3 months after completion
of the PRC. The remainder had transient symptoms during or
within 4 weeks of PRC dismissal that did not persist at 3 months.
The only significant differences between individuals taking
> 20 MME was a higher frequency of developing de novo RLS
symptoms (48% vs 17%, P =.002).

DISCUSSION

Symptoms of restless legs syndrome are relatively common in
patients on chronic opioid therapy and increase in frequency

Figure 2—Severity of RLS symptoms as measured by the International Restless Legs Study Group Severity Scale in
participants meeting criteria for definite RLS by Cambridge Hopkins Questionnaire during and after opioid withdrawal.
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Figure 3—Insomnia Severity Index score during and after opioid withdrawal.

I1S1SCORE

DC = discharge, ISI = insomnia severity index, PRC = Mayo Clinic Pain Rehabilitation Center.

during and after completion of opioid withdrawal. In our study,
survey data determined that prevalence of definitive RLS
increased from 27% at baseline, peaked at 41% approximately
2-4 weeks after completion of opioid taper, before returning to
near baseline levels 3 months later. Importantly, 36% of
patients in our cohort developed de novo symptoms of RLS dur-
ing or following their opioid taper, with exposure to doses of
opioids higher than 20 mg MME per day significantly increas-
ing the risk of developing RLS and higher doses of MME being
seen in those who developed de novo RLS symptoms compared
with those who did not ever develop RLS symptoms—this sug-
gests that the dose of opioids is a risk factor for the development
of RLS symptoms. Further, 17% of these individuals had persis-
tent symptoms at 4 weeks and 3 months after opioid withdrawal
while the remainder had transient symptoms, suggesting some
individuals are predisposed to developing de novo chronic RLS
symptoms after being exposed to opioids. Our results highlight
the importance of providers who supervise individuals undergoing
opioid withdrawal being aware of these risks, as the development
of RLS symptoms could theoretically complicate successful opi-
oid withdrawal and abstinence in some individuals. For instance, 1
survey of individuals with chronic opioid dependence reported
that the main factor influencing continuing opioid use was for the
treatment of and fear of recurrence of chronic pain after with-
drawal.'® Similarly, the experience of the dysesthesias from RLS
could have a similar psychologic effect and induce fear of with-
drawal of opioids in those who experience RLS symptoms or have
in the past.

Journal of Clinical Sleep Medicine, Vol. 19, No. 4

The 41% peak prevalence of RLS symptoms in our cohort
was slightly lower than the approximately 50% prevalence of
RLS symptoms in prior studies of opioid withdrawal.”>” How-
ever, all participants in our study were only taking prescription
opioids compared with prior studies, which evaluated RLS
symptoms in individuals withdrawing from illicit opioids such
as heroin and/or the misuse of prescription opioids. Addition-
ally, these studies did not evaluate participants at multiple time
points after completion of opioid withdrawal, so whether RLS
symptoms persisted in these individuals is unknown. Our find-
ings are consistent with 1 study that reported a lower risk of
RLS symptoms in those taking lower doses of opioids, although
MME was not reported in this study.’

Two studies have shown that the use of alpha-2 delta ligand
medications such as pregabalin and gabapentin can effectively
reduce RLS symptoms in patients undergoing opioid with-
drawal.”'” In our study, the use of alpha-2 delta ligands was not
protective against developing de novo RLS symptoms. How-
ever, as part of the PRC treatment approach, many patients
underwent concomitant dose reductions in alpha-2 delta ligands
or had been on these prior to opioid tapering (rather than the
medication added to address withdrawal) which limit our ability
to interpret these results and also may have contributed to the
development of RLS symptoms. As our study was not designed
to evaluate whether addition of alpha-2 delta ligands impact
RLS symptoms during opioid withdrawal, future prospective
studies are needed to answer this question. Case reports have
demonstrated improvement in opioid withdrawal-associated
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Table 2—Group comparisons between those who had RLS at baseline, developed de novo RLS, and never developed RLS.

Baseline RLS De Novo RLS Never Developed RLS
(n =27) [A] (n = 35) [B] (n = 35) [C] Significance*
Age at PRC admission (years) 46.630 (12.555) 54.857 (12.486) 54.829 (13.587) B,C>A
MME (mean) 53.900 (61.407) 50.686 (48.034) 34.235 (35.080) B>C
MME (median) 22.500 38.000 22.750 B>C
Duration opioid use (months) 90.000 (101.032) 51.478 (53.819) 116.444 (113.498) NS
Sex A>B,C
Female 22 (81.5%) 19 (54.3%) 19 (54.3%)
Male 5 (18.5%) 16 (45.7%) 16 (45.7%)
MME > 20 B>A,C
No 14 (51.9%) 6 (17.1%) 16 (45.7%)
Yes 13 (48.1%) 29 (82.9%) 19 (54.3%)
Alpha-2-delta ligand use NS
No 11 (40.7%) 18 (51.4%) 18 (51.4%)
Yes 16 (59.3%) 17 (48.6%) 17 (48.6%)
MedWorsenRLS A>B,C
No 11 (40.7%) 27 (77.1%) 24 (68.6%)
Yes 16 (59.3%) 8 (22.9%) 11 (31.4%)
Timepoint taper completed NS
Admission 1(3.7%) 2 (5.7%) 2 (5.7%)
Midpoint 18 (66.7%) 19 (54.3%) 24 (68.6%)
Dismissal 8 (29.6%) 14 (40.0%) 9 (25.7%)
Opioid type NS
Nonsynthetic 1 (3.7%) 3 (8.6%) 0 (0.0%)
Synthetic 26 (96.3%) 32 (91.4%) 35 (100.0%)
Peak COWS Score 5.000 (2.951) 4.207 (2.664) 3.231 (3.637) NS

*Significance indicates P < .05 at subgroup level comparisons. COWS = Clinical Opiate Withdrawal Scale, DC = dismissal from PRC, IRLSS = International
Restless Leg Study Group Severity Scale, MedWorsenRLS = serotonergic or anticholinergic medication use, MME = milligram morphine equivalent, NS = Not

significant, PRC = Mayo Clinic Pain Rehabilitation Center.

RLS symptoms with dopamine agonists, but too few partici-
pants in our cohort were taking dopamine agonists for this
potential protective effect to be evaluated.'®

While opioids play a central role in the treatment of refractory
RLS, the mechanism by which they exert their symptomatic
effect and the mechanism behind opioid withdrawal-induced
RLS remains unknown. A relationship between the opioid and
dopamine system has been posited to be one etiologic factor for
RLS in the opioid-withdrawal setting. Chronic stimulation of the
[ receptor by opioids has been shown to increase dopamine
release, which eventually leads to decreased sensitivity and
down regulation of dopamine receptors.'>* Thus, the taper-
ing of opioids may lead to a relative dopamine deficiency and
evolution of RLS symptoms, and explain the resolution of RLS
symptoms with addition of dopamine agonists.'®' It appears
that in certain brain areas, opioid receptor agonism suppresses
v-aminobutyric acid (GABA) release.”> GABA modulates dopa-
mine release with lowering of GABA tone facilitating increased
dopaminergic outflow in the reward pathway. Thus, removal of
opioids may lead to disinhibited GABA release and resultant
decreased dopaminergic signaling leading to evolution of RLS.

Journal of Clinical Sleep Medicine, Vol. 19, No. 4

However, proposed benefits of alpha-2 delta ligand pharmaco-
therapy may point to a different GABA/dopamine relationship or
involvement of the glutamatergic system as has been proposed
for idiopathic RLS.* Iron status may theoretically contribute to
the risk of developing opioid withdrawal-induced RLS. Opioid
administration has been shown to be protective against iron
deficiency—induced substantia nigra cell death in rats.” There-
fore, patients on chronic opioid therapy with underlying iron
deficiency may be predisposed to develop RLS symptoms fol-
lowing the withdrawal of opioids, although this hypothesis
requires further confirmatory testing.

Although symptoms of RLS increased in frequency during
and following opioid taper, somewhat unexpectedly, the sever-
ity of insomnia progressively declined from moderately severe
on PRC admission to subthreshold insomnia over the course of
the study. However, an integral component of the PRC protocol
is daily cognitive behavioral therapy focusing on cognitive
restructuring and relaxation/mindfulness strategies which likely
improve sleep latency, and maintenance as these are main
tenants of cognitive behavioral therapy for insomnia.”'® Addi-
tionally, as the ISI focuses on other aspects of sleep perception,
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rather than just sleep initiation and maintenance it is possible
the reduction in ISI scores may be due to overall improved qual-
ity of life and coping strategies learned in PRC rather than
improvement in sleep initiation or maintenance. Further, reduc-
tion in symptoms and behaviors related to pain because of par-
ticipation in the PRC may also improve sleep quality. Finally,
discontinuation of opioid medications, which increase sleep
fragmentation and contribute to sleep-disordered breathing may
also have contributed to improvements in insomnia, although
this seems less likely as significant decreases in ISI scores
began prior to completion of opioid withdrawal in most cases.**

Limitations of our study include, due to design of the study,
the utilization of a survey to determine the presence of RLS
symptoms rather than clinician interview. While the Cambridge
Hopkins questionnaire is well validated with high sensitivity
and specificity in the general population, it has not been studied
in chronic pain populations where a survey may lead to false
positives. Further, as withdrawal from opioid medications can
cause general restlessness without circadian rhythmicity, this
may further lower the specificity of survey-based assessment of
RLS symptoms in this patient population.'® Fibromyalgia and
back pain, which occurred with high frequency in patients in
the current study, also have symptoms that may mimic RLS.
This could potentially have led to false positives by question-
naire, further lowering its specificity for RLS in this population.
However, the Cambridge Hopkins questionnaire inquires speci-
fically about lower extremity symptoms that resolve with
movement, which helps to differentiate RLS symptoms from
nonspecific akathisia associated with opioid withdrawal.” Some
patient tapering off opioids may concurrently begin, change, or
otherwise alter their use of other substances such as cannabi-
noids and/or alcohol, which could influence these findings, and
we did not systematically assess this. Additionally, given the
survey-based nature of our study, our results may be at risk of
sampling bias since individuals without RLS symptoms may
have been less likely to return completed surveys, particularly
at the 4-week and 3-month timepoints and we did not confirm
that participants remained opioid free at 4-week and 3-month
follow ups. While prior studies have not shown differences in
renal function between individuals who developed RLS during
opioid withdrawal compared with those who did not, we did not
systematically evaluate this.” We were unable to routinely
assess iron stores in our participants, so whether iron deficiency
in individuals undergoing opioid tapering predisposes them to
developing RLS requires further study. The PRC tapers patients
off opioids over a shorter period than is recommended in best
practice guidelines due to the intense, supportive nature of the
behavioral programming.>> The RLS symptoms seen in this
patient population may not reflect the experience of a slower
monthly opioid taper. Finally, 12% of the initially enrolled parti-
cipants dropped out of the study for various reasons, although
RLS was not documented as a reason for PRC discontinuation.
While it is possible these dropouts could have influenced our
results, this rate is similar to what has been reported in prior stud-
ies of PRC participants, and there were no differences in RLS fre-
quency by CH-13 questionnaire at baseline in those who did not
complete the PRC (21% vs 28%) to those who did, thus making
it unlikely that these significantly influenced our results.
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CONCLUSIONS

Moderately severe RLS symptoms occur commonly in individuals
undergoing opioid withdrawal, typically peaking within the month
following drug discontinuation. In many cases symptoms are self-
limited, although a minority develop persistent symptoms. Patients
undergoing supervised opioid withdrawal should be periodically
evaluated for the development of RLS symptoms as these have the
potential to impair successful opioid withdrawal and abstinence.
The role of iron stores and whether medications for the treatment
of RLS such as alpha-2 delta ligands or dopamine agonists can
prevent or effectively abolish RLS symptoms associated with opi-
oid withdrawal requires further study.

ABBREVIATIONS

GABA, y-aminobutyric acid

IRLSS, International Restless Legs Study Group Severity Scale
ISI, Insomnia Severity Index

MME, morphine milligram equivalent

PRC, Mayo Clinic Pain Rehabilitation Center

RLS, restless legs syndrome
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