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Treatment of Restless Legs Syndrome 
__________________________________________________________
By Erik Bergstrom, PharmD candidate and Chris Owens, PharmD, BCPS

Benzodiazepine Safety and Controlled Substance Reports 
__________________________________________________________
By Christine Lee, PharmD 

Benzodiazepines (BZDs) are commonly prescribed 
drugs for anxiety disorders and insomnia. Although 
clinically significant toxicity with these agents in the 
absence of concomitant drug therapy is rare, patient 
safety is still a concern as BZDs can induce or worsen 
central nervous system depression, especially if 
combined with narcotics, skeletal muscle relaxants, or 
alcohol. 

The abuse potential of BZDs is another concern as 
these agents are schedule IV controlled substances, 
and tolerance, dependence, and drug-seeking behaviors 
have been documented.  In clinical practice an important 
issue when dealing with patients who abuse BZDs is that 
they also may be abusing other substances and receive 
prescriptions for these drugs from multiple providers. 
The situation may be further complicated if patients fill 
their prescriptions at different pharmacies.

A search of the Idaho Medicaid database revealed that 
in the last six months there were over 580 patients 
who were prescribed BZDs by at least two different 
providers (from different practice sites), and about 215 
of these patients had prescriptions from three or more 
providers. Approximately 150 patients with multiple 
prescribers of BZDs filled their prescriptions at two or 

more different pharmacies.

If you are concerned about one of your patients’ use 
of BZDs or other schedule II, III, or IV controlled 
substances, a free report may be requested from the 
Idaho Board of Pharmacy. The report will include 
schedules II, III, and IV controlled substance  rescription 
fill history in Idaho including provider(s) name, filling 
pharmacy(ies), drug(s) name, and date and quantity 
filled. This information is monitored by the Board and 
is updated regularly. 

To acquire a report, you must be either a practitioner 
or pharmacist with a license to prescribe or dispense 
controlled substances in the state of Idaho. The 
patient must be one that you are currently prescribing/
dispensing controlled substances for or are considering 
prescribing/dispensing controlled substances. To 
request a report, contact the Idaho Board of Pharmacy 
at (208) 334-2356 to obtain a form that you must fill 
out and fax back. Faxed requests are filled Monday thru 
Friday, 8 a.m. – 5:30 p.m. A 24/7 on-line program is 
now available for authorized users to check prescription 
information themselves. Please contact the Board of 
Pharmacy to register for a user ID. 		

Restless legs syndrome (RLS) is a neurological disor-
der characterized by dopamine deficiency that results in 
discomfort in the legs and an irresistible urge to move 
them for temporary, symptomatic relief.1 It is estimated 
that up to 10% of the US adult population have symp-
toms of RLS, but it may be under-diagnosed. In addi-
tion, RLS may be misdiagnosed as peripheral neuropa-
thy, arterial or venous insufficiency, or leg cramps.2

Diagnostic criteria for RLS were last updated in 2003 
and require the presence of all four of the following: 
1) urge to move the legs, usually accompanied by par-
asthesia, 2) symptoms begin or worsen during rest or 
inactivity, 3) symptoms partially or completely relieved 
by movement, 4) circadian symptoms that worsen or 
only occur at night.3 Once diagnosed, RLS symptom 
frequency should be assessed to determine appropri-
ate pharmacologic therapy. Intermittent symptoms are 
severe enough to require treatment, but not frequent 
enough to warrant daily therapy. Daily symptoms are 
frequent and troublesome enough to require daily ther-
apy.  Refractory cases are those inadequately controlled 
despite using appropriate drugs and adequate doses.4  

Several nonpharmacologic therapies have been em-
ployed with success in controlling the symptoms of 
RLS, including abstaining from alcohol, nicotine, and 
caffeine. Other therapies include mentally alerting ac-
tivities (crossword puzzles or video games), good sleep 
hygiene, hot baths, exercise, massage, and stretching.4,5 
In addition, iron deficiency is a common secondary 
cause of and contributor to RLS and should be assessed 
initially and monitored regularly in all patients with 
symptoms.5

Dopaminergic agents are the cornerstone of RLS phar-
macologic treatment(refer to table 2). Patients with 
intermittent symptoms should be given a trial of 
carbidopa/levodopa (Sinemet®) to be used only 
when symptoms occur and not more than 3x/week. 
Recommended doses for RLS (<50/200 mg) are lower 
than those used for Parkinson’s disease. For patients 
with daily symptoms, dopamine agonists (Requip® 
or Mirapex®) are recommended first-line.4,5 Dop-
amine agonists are generally well-tolerated but are as-

sociated with rare but serious adverse effects such as 
sudden onset of sleep and compulsive behaviors (e.g. 
gambling). For patients whose RLS symptoms are not 
controlled with a dopaminergic agent, anticonvulsants 
(e.g. gabapentin), benzodiazepines, or opioids may be 
added or substituted. For refractory cases, a combina-
tion of these therapies and/or referral to a specialist 
may be necessary.4,5

Many medications are implicated in initiating or wors-
ening symptoms of RLS. Although these drugs may be 
indicated, health care providers should be aware of this 
potential and use them cautiously in patients with RLS. 
Examples include dopamine-blocking agents such as 
antipsychotics, antiemetics, and metoclopramide. First-
generation antihistamines may also aggravate the con-
dition and are often used over the counter without the 
knowledge of the clinician. Antidepressants, especially 
the SSRIs, may likewise worsen RLS symptoms.  Bu-
propion is the preferred antidepressant in RLS due to its 
stimulation of dopamine release.6  
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First-Line Therapy for RLS 
Drug Class Place in Therapy Comments 

Dopaminergic Agents 
 

Carbidopa/levodopa 
(Sinemet®)                

                          
Ropinirole (generic, Requip®) 

 
Pramipexole (Mirapex®)* 

Intermittent 
 

Should only be used as needed and no more than 
3x/week. If used more frequently, up to 70% 
experience “augmentation”- a worsening of symptoms 
or their development earlier in the day.     

Daily 
 

FDA-approved for RLS.  Should be taken daily at 
least 2 hours prior to symptom onset for maximum 
efficacy. Up to 25% of patients treated with a 
dopamine agonist experience “augmentation.” 

Second-Line/Adjunct Therapy for RLS 
Anticonvulsants 

 
Daily  Gabapentin and carbamazepine have shown efficacy 

in treating RLS symptoms. 
Benzodiazepines (BZD) 

 
Intermittent or 

Daily 
Clonazepam is the most studied BZD in RLS, but 
other BZDs are likewise beneficial. BZD agonists 
(zolpidem, zaleplon) can also be used to increase sleep 
quality.  

Opioids 
 

Intermittent or 
Daily 

Low-moderate potency opioids (propoxyphene, 
codeine, hydrocodone) are often preferred over high-
potency agents (oxycodone, methadone). The opioid-
like drug, tramadol, can also be used. 

Table 2:  Treatment of Restless Legs Syndrome1,2,3,4,5,6 

* Idaho Medicaid non-preferred; prior authorization required


