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Abstract

OBJECTIVE: To assess the effect of armodafinil, 150 mg, on the physiologic propensity for sleep and cognitive performance during usual night shift hours in patients with excessive sleepiness associated with chronic (=3 months) shift work disorder (SWD) of moderate or greater
severity.

PATIENTS AND METHODS: This 12-week, randomized controlled study was conducted at 42 sleep research facilities in North America from April 2 through December 23, 2004, and enrolled 254 permanent or rotating night shift workers with SWD. Entry criteria included excessive
sleepiness during usual night shifts for 3 months or longer (corroborated by mean sleep latency of <6 minutes on a Multiple Sleep Latency Test), insomnia (sleep efficiency <87.5% during daytime sleep), and SWD that was judged clinically to be of moderate or greater severity.
Patients received armodafinil, 150 mg, or placebo 30 to 60 minutes before each night shift. Physiologic sleep propensity during night shift hours, clinical impression of severity, patient-reported sleepiness, and cognitive function were assessed during laboratory night shifts at weeks
4,8, and 12.

RESULTS: Armodeafinil significantly improved mean (SD) sleep latency from 2.3 (1.6) minutes at baseline to 5.3 (5.0) minutes at final visit, compared with a change from 2.4 (1.6) minutes to 2.8 (2.9) minutes in the placebo group (P<.001). Clinical condition ratings improved in more
patients receiving armodafinil (79%) vs placebo (59%) (P=.001). As reported by patients' diaries, armodafinil significantly reduced sleepiness during laboratory nights (P<.001), night shifts at work (P<.001), and the commute home (P=.003). Armodafinil improved performance on
standardized memory (P<.001) and attention (power, P=.001; continuity, P<.001) tests compared with placebo. Armodafinil was well tolerated and did not affect daytime sleep, as measured by polysomnography.

CONCLUSION: In patients with excessive sleepiness associated with chronic SWD of moderate or greater severity, armodafinil significantly improved wakefulness during scheduled night work, raising mean nighttime sleep latency above the level considered to indicate severe
sleepiness during the daytime. Armodafinil also significantly improved measures of overall clinical condition, long-term memory, and attention

Trial Registration: clinicaltrials.gov Identifier: NCT00080288

CDR = Cognitive Drug Research; CGI-C = Clinical Global Impressions of Change; CGI-S = Clinical Global Impressions of Severity of Iliness; KSS = Karolinska Sleepiness Scale; MSLT =
Multiple Sleep Latency Test; nCPAP = nasal continuous positive airway pressure; OSA = obstructive sleep apnea; SWD = shift work disorder

Approximately 15% of employed adults in the United States work during nighttime hours. Night work induces a misalignment between the sleep-wake schedule and sleep and wake propensity that is controlled by the hypothalamic circadian pacemaker.z‘g In most people who work
and/or commute during the night and early moming, circadian misalignment results in impaired wakefulness while working or commuting and, despite prior sleep deprivation, insomnia during daytime sleep.zﬁ'§ These are the symptoms of shift work disorder (SWD).Z‘E Inthe

recently revised International Classification of Sleep Disorders: Diagnostic and Coding Manual,Z the American Academy of Sleep Medicine changed the name of the condition formerly known as shift work sleep disorder to “circadian rhythm sleep
disorder, shift work type (shift work disorder).” The patients in the current study meet the criteria of what is now called shift work disorder.

For editorial comment, see page 955

The most severely affected individuals may report falling asleep while working or commuting. In fact, one-third of night workers admit to regularly nodding off or falling asleep at least once per week while working, and half admit to falling asleep while commuting  itler et al™®
reported that 56% of professional truck drivers experienced episodes of drowsy driving, 80% of which occurred during night driving. Moreover, 54% of the drowsy driving episodes involved just 10% of the drivers 22 A recent study of 2570 working adults found that 44.8% of night

shift workers and 35.8% of rotating shift workers reported excessive sleepiness (ie, an Epworth Sleepiness Scale score of 210), and 18.5% of night shift workers and 15.7% of rotating shift workers reported moderate to severe insomnia during daytime sleep.4

Shift work can impair individuals' health status, occupational performance, and social well-being.lvg'E These impairments appear to be greatest among those meeting diagnostic criteria for SWD. Patients with SWD are also at greater risk of cardiovascular disease, ulcers,

depression, sleepiness-related accidents, and absenteeism compared with shift workers without SWD. Excessive sleepiness associated with SWD has been shown to have other effects, including impairments in cognition and psychomotor performance, which in turn may
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dafinil for Treatment of E Sleepi Associated With shift Work Disorder: A Randomized Controlled Study

contribute to increased accidents during work and motor vehicle crashes during the morning commute 24428

A randomized controlled study showed that the wakefulness-promoting agent modafinil (200 mg) improves wakefulness and the ability to sustain attention in patients with swp.1 Despite the drug's 15-hour half-life, these effects were not sustained vs placebo throughout the entire
mght.m Modafinil is a racemic compound that contains equal amounts of 2 enantiomers with different terminal half-lives: R-modafinil (armodafinil) is eliminated more slowly than S-modafinil and has a half-life of approximately 15 hours compared with a half-life of approximately 3 to
4 hours for S-modeafinil. Preliminary data in healthy volunteers revealed that armodafinil, 200 mg, enabled individuals to sustain wakefulness and neurobehavioral performance more effectively in the final third of a simulated night shift compared with modafinil, 200 mg.g We

anticipated that elevated plasma concentrations of armodafinil later in the overnight shift and on the commute home would benefit patients with SWD because they are substantially impaired at those times. 28 The current study assessed the efficacy and safety of armodafinil in
patients with excessive sleepiness associated with chronic SWD of moderate or greater severity.

PATIENTS AND METHODS

This 12-week, randomized, double-blind, placebo-controlled, parallel-group, multicenter study was conducted with a common protocol at 42 centers in the United States (37) and Canada (5) from April 2 through December 23, 2004 (a center in Australia planned to but did not enroll
any patients), in compliance with the International Conference on Harmonization's Good Clinical Practice Consolidated Guidance. An independent ethics committee or institutional review board at each center approved the protocol.

Patients participated in a screening visit, during which the Clinical Global Impressions of Severity of lliness (CGI-S) scale’® was completed and electronic diaries were dispensed. After a sequence of 3 or more consecutive night shifts, patients returned for an overnight sleep
laboratory night shift to undergo baseline assessments and daytime polysomnography. Patients who met inclusion and exclusion criteria received study medication or placebo at a subsequent randomization visit. After this, patients were evaluated at weeks 4, 8, and 12 during an
overnight laboratory night shift scheduled immediately after a sequence of 3 or more consecutive work night shifts.

Men and women between the ages of 18 and 65 years who worked 5 or more night shifts per month (each shift <12 hours, with =6 hours worked between 10 pm and 8 am and with >3 shifts occurring on consecutive nights) and planned to maintain this schedule for the duration of
the treatment were screened for inclusion. Only individuals who exhibited signs and symptoms of SWD of moderate or greater severity, as documented by a CGI-S rating of 4 or higherL8 for sleepiness on work nights, including the commute to and from work, were enrolled in the
study. During screening, patients were assessed for SWD according to the International Classification of Sleep Disorders criteria. Inclusion criteria included a diagnosis of SWD according to the International Classification of Sleep Disorders; a complaint of
chronic (=3 months) excessive sleepiness during night shifts, which was corroborated by a mean sleep latency of 6 minutes or less on a nighttime Multiple Sleep Latency Test (MSLT); and insomnia, as indicated by daytime sleep efficiency of 87.5% or less (determined by 8-hour
polysomnography). Patients with a history of substance abuse or medical or psychiatric disorders? that could account for excessive sleepiness during the night shift were excluded, as were patients with any disorder that might interfere with drug pharmacokinetics or a known
sensitivity to stimulants or modafinil. Female patients of childbearing potential were required to have a negative serum pregnancy test result at screening and to use a medically accepted method of birth control. Steroidal contraceptives had to be used in combination with a barrier

method. Patients who consumed on average more than 600 mg/d of caffeine during the 7 days preceding the baseline visit were excluded from the study. In addition, patients were excluded if they took prescription drugs disallowed by the protocol or consumed clinically important
amounts of nonprescription drugs within 7 days of the screening visit. Before study enrollment, all patients gave written informed consent.

Study participants were randomly assigned (1:1) to receive armodafinil, 150 mg (Cephalon Inc, Frazer, PA), formulated as 50-mg tablets or matching placebo 30 to 60 minutes before each night shift and no later than 11 pm. The study sponsor generated and maintained the
randomization code, and all clinical personnel from the sponsor, investigators, and patients remained blinded to the identity of the study drug for the duration of the study. A central interactive voice response system for the randomization process ensured an overall balance among
treatment groups within each country.

Patients received a dose of 50 mg on the first night, 100 mg on the second and third nights, and 150 mg on all subsequent nights. Patients took study medication only on nights when they worked the night shift or attended the sleep laboratory. During laboratory night shifts, study
medication was administered at 10 pm (+30 minutes). The investigator reviewed patient diaries, work schedules, and drug accountability records for compliance at all postbaseline visits.

Efficacy Measures

Sleep propensity during laboratory night shifts was evaluated electrophysiologically using 20-minute MSLT2 sessions at midnight and at 2, 4, 6, and 8 am. Sleep latency was measured as the time from lights out to the first 30-second epoch scored as sleep according to standard
criteria 2 If a patient fell asleep during the session, he or she was awakened and kept awake while remaining in bed for the remainder of the 20 minutes. If a patient did not fall asleep during the session, the test was terminated and sleep latency recorded as 20 minutes. The MSLT

scoring was conducted blind to study condition at a central scoring site by 1 of 4 trained registered polysomnographic technologists (supervised by J.K.W.) according to standard criteria for research studies. 2 Al recordings for which mean sleep latency was distinct (61%) were
scored by 1 technologist; the remainder were evaluated by 2 scorers. If mean latency differed by 1 minute or more between those 2 scorers, the assessment of a third technologist resolved the difference.

Investigators used the Clinical Global Impressions of Change (CGI-C) scale’® to assess changes from baseline in symptom severity during the night shift and the commute (established using the investigator-rated CGI-S) according to 7 categories ranging from “very much

improved" to “very much worse.” Patient-estimated sleepiness was evaluated using the Karolinska Sleepiness Scale (KSS).Q Patients completed the KSS before every MSLT session. Patients completed daily electronic diaries that contained questions related to sleepiness and
sleep, mistakes or accidents, and caffeine use during the night shift and the commute home, as well as questions concerning sleep on the days after night shifts. The diaries were reviewed monthly.

The computerized Cognitive Drug Research (CDR) systemﬁ'é was administered at 12:30, 2:30, 4:30, 6:30, and 8:30 am of each laboratory night shift. The CDR battery included tests of memory (eg, numeric working memory test, word recognition test, immediate word recall test,

delayed word recall test, and picture recognition test) and attention (eg, simple reaction time test, choice reaction time test, and digit vigilance task). Composite factors derived from the CDR included quality of episodic secondary memory (ability to encode, store, and retrieve verbal
and pictorial information of an episodic nature), speed of memory (time required to retrieve information from episodic and working memory), power of attention (ability to focus attention), and continuity of attention (ability to sustain attention). Cognitive Drug Research Ltd was
contracted to provide the CDR computerized assessment system to conduct the psychomotor and cognitive tests for this study. The CDR computerized system was delivered to each site, and the site staff were trained by qualified personnel. All data were captured electronically,
except word recall, for which the patients wrote the words on recall sheets. The electronic data and recall sheets were returned to CDR Ltd, where the data were processed using validated procedures by qualified personnel (supervised by K.A.W.). After processing the data, CDR
Ltd completed a quality assurance procedure on the dataset and transferred it to the study sponsor.

Safety and Adverse Effect Assessments

Adverse events were monitored throughout the study. Clinical laboratory tests, vital sign measurements, and 12-lead electrocardiography were conducted at screening, baseline, and the 4-, 8-, and 12-week visits. Vital signs were measured at approximately 3 and 11 hours after
dosing at each laboratory visit, as well as at 6:15 pm after the daytime polysomnography at baseline and the final visit (approximately 20 hours after the dose). Electrocardiography was conducted at approximately 3 hours after dosing. Physical examinations were conducted at
screening, baseline, and the final visit.

http:/Awww.nebi.nlm.nih.gov/pmc/articles PMC2770907/ (2 of 22)2/7/2010 3:40:42 PM


http://www.ncbi.nlm.nih.gov/pubmed/15683134
http://www.ncbi.nlm.nih.gov/pubmed/7934499
http://www.ncbi.nlm.nih.gov/pubmed/16079371
http://www.ncbi.nlm.nih.gov/pubmed/16079371
http://www.ncbi.nlm.nih.gov/pubmed/16393442
http://www.ncbi.nlm.nih.gov/pubmed/16079371
http://www.ncbi.nlm.nih.gov/pubmed/3809866
http://www.ncbi.nlm.nih.gov/pubmed/7939123
http://www.ncbi.nlm.nih.gov/pubmed/9876863
http://www.ncbi.nlm.nih.gov/pubmed/11140327

Armodafinil for Treatment of Excessive Sleepiness Associated With Shift Work Disorder: A Randomized Controlled Study

Daytime polysomnography was conducted for 8 hours starting at 10:15 am during the baseline screening and final laboratory night shifts to assess the effect of armodafinil on daytime sleep. Patients were scheduled to sleep in a dark, sound-attenuated, temperature-controlled room
and were instructed to remain in bed even if they awakened before the end of the scheduled sleep episode. Sleep was scored according to standard criteria?2 at the Henry Ford Hospital Sleep Disorders and Research Center. The scorers were all trained on the Rechtschaffen and
Kales scoring system (supervised by T.R.). All potential scorers were required to score a series of standardized polysomnograms. The standardized polysomnograms that were used for determining scorer qualification had been staged by a consensus scoring of 3 sleep specialists
accredited by the American Board of Sleep Medicine. Scorers were not qualified to score polysomnograms for this study until they obtained a 90% epoch-by-epoch agreement between their scoring and the consensus scoring on 3 consecutive standardized polysomnograms.
During the study, all recordings were scored blind as to the study, site, treatment condition, and study night. Ten percent of these polysomnograms were selected to be scored a second time as a reliability check. Scorers performing the reliability checks were not aware that this
was a reliability check (ie, it was presented as another study polysomnogram). These records were selected on a quasi-random basis. That is, records were selected randomly with the constraints that the number of records from each site be proportional to their enroliment of
individuals into the study and that an equal number of records be selected from each treatment condition. Sixty-seven records were scored as a quality check. On the basis of epoch-by-epoch scoring of wake; sleep stages 1, 2, 3, and 4; and rapid eye movement; a percent
agreement of epoch-by-epoch scoring was obtained. The mean percent agreement was 89.6%, with a range of 81.6% to 95.6%. Diary data related to the effect of study medication on daytime sleep were reviewed monthly.

Statistical Analyses

Sample size estimates were based on the results of data from previous clinical studies with armodafinil and modafinil. This analysis showed that a sample size of 108 patients per treatment arm would provide 85% power to detect a 1.5-minute difference in mean sleep latency on
the MSLT between the armodeafinil, 150 mg, group and the placebo group, assuming a common SD of 3.65 minutes. This sample size would have at least 90% power to detect a difference of 25% in the proportion of patients reporting at least minimal improvement in the CGI-C
ratings between the armodafinil group and the placebo group, assuming a 37% rate in the placebo group. The planned enrollment was approximately 250 patients to ensure that 216 had at least 1 postbaseline MSLT assessment.

Demographic and baseline characteristics were summarized using descriptive statistics. Between-group comparisons of continuous demographic variables were conducted using analysis of variance with treatment group as a factor. Categorical variables were compared using the
Pearson X2 test or Fisher exact test.

The prespecified primary hypothesis was that armodafinil would increase mean sleep latency and improve the overall clinical condition in patients with excessive sleepiness associated with SWD. Two primary efficacy analyses were prespecified to test this hypothesis. The first was
the change from baseline to final visit (12-week or last postbaseline measurement) in overall mean sleep latency (averaged across the last 4 nighttime sessions at 2, 4, 6, and 8 am) compared with placebo as assessed by the MSLT. The second was the proportion of patients who
showed at least minimal improvement in the CGI-C rating for overall clinical condition during the night shift and commute to and from work at the final visit (12-week or last postbaseline measurement) compared with placebo.

Safety analyses were conducted using data from randomized patients who received at least 1 dose of study medication or placebo. Efficacy analyses were performed on data from randomized patients who had received at least 1 dose of study medication or placebo and had a
baseline and at least 1 postbaseline assessment on the MSLT and CGI-C. Analyses of all efficacy variables at weeks 4, 8, and 12 used observed cases, and the final visit analyses were performed using the last postbaseline observation carried forward.

To analyze the KSS scores, data from the 4 tests associated with the MSLT naps at 2, 4, 6, and 8 am were averaged; and to analyze factor scores on memory and attention from CDR data, tests at 2:30, 4:30, 6:30, and 8:30 am were averaged. Mean sleep latency, mean KSS
score, and CDR factor and component scores were assessed using analysis of variance with treatment group and country as factors. The CGI-C data were analyzed using a Cochran-Mantel-Haenszel x2 statistic, adjusted for country. Al tests of significance were 2-tailed, and

the .05 level of significance was used.

Diary data were summarized using descriptive statistics. The comparison of treatment groups for the data from electronic diaries and polysomnographic recordings was performed using the Wilcoxon rank sum test. Safety data, as well as diary data related to the effect of study
medication on daytime sleep, were summarized using descriptive statistics.

RESULTS

Of the 747 adults screened, 254 met entry criteria. Of these, 245 (96%) received at least 1 dose of study medication and were included in the safety analysis (Figure 1 At baseline, the
armodafinil and placebo groups were similar in demographic variables and illness severity ratings (Table 1). Overall, 138 (56%) of 245 patients were rated by the investigator as moderately ill, and 107 (44%) of 245 patients were rated as markedly, severely, or extremely ill. Most
patients (212/245; 87%) were permanent night shift workers. The largest area of industry represented was health care and social assistance, which accounted for 98 (40%) of 245 patients in the safety population.
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FIGURE 1.
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TABLE 1.

Baseline Characteristics of Patients Diagnosed as Having Shift Work Disorder Who Received 150 mg of Armodafinil or Placebo

The mean (SD) number of nights that patients received study medication was 42.4 (19.3) for the armodafinil group and 39.2 (18.2) for the placebo group. Sixty-eight (28%) of 245 patients withdrew from the study (30 in the armodafinil group and 38 in the placebo group). Reasons
for discontinuing were adverse events (7 in the armodafinil group and 4 in the placebo group), consent withdrawn (3 in the armodafinil group and 16 in the placebo group), loss to follow-up (3 in the armodafinil group and 5 in the placebo group), nonadherence with study procedures
(6 in the armodafinil group and 2 in the placebo group), and other (11 in the armodafinil group and 11 in the placebo group). No patients discontinued participation because of lack of efficacy.

The efficacy analysis included 216 (85%) of 254 patients. Patients were severely sleepy at baseline, with mean (SD) sleep latencies on the MSLT of 2.3 (1.6) minutes for the armodafinil group and 2.4 (1.6) minutes for the placebo group. For patients' own estimates of their
sleepiness at baseline, the mean (SD) KSS score was 7.4 (1.4) in the armodafinil group and 7.3 (1.3) in the placebo group, and 97 (87%) of 112 patients in the armodafinil group and 87 (84%) of 104 in the placebo group had a KSS score of 6 or higher.

Primary Efficacy Measures

Armodafinil improved mean (SD) nighttime sleep latency (2-8 am) by 3.1 (4.5) minutes to 5.3 (5.0) minutes at the final visit, compared with an increase of 0.4 (2.9) minutes to 2.8 (2.9) minutes at the final visit in patients receiving placebo (difference between groups in change from
T

baseline, P<.001; Figure 2

patients who received placebo (P=.001).

left). Of 112 patients who received armodafinil, 89 (79%) were rated as improved in the CGI-C ratings at the final visit compared with 61 (59%) of the 104
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FIGURE 2.

change from (more ...)

Secondary Efficacy Measures

Mean sleep latency on the Multiple Sleep Latency Test (MSLT). Sleep latency by visit for the last 4 tests (2-8 am) (left) and during the final visit night shift (midnight to 8 am) (right). Error bars indicate SEM. P values are based on the

Wakefulness Assessments. The significant increase from baseline in mean nighttime sleep latency in the armodafinil group relative to the placebo group was evident at the 4-, 8-, and 12-week assessments (Figure

rd

I

left). The sleep latency for individual MSLT sessions at all 5 time points (midnight to 8 am) at the final visit was greater for patients who received armodafinil than for patients who

received placebo (P<.001 at midnight, 2 am, 4 am; P=.007 at 6 am; P=.02 at 8 am (Figure 2

"

right). For the armodeafinil group, 64 (57%) of 112 patients were “very much improved” or “much

improved" at the final visit compared with 37 (36%) of 104 patients in the placebo group (P=.002). The proportion of patients with at least minimal improvement on the CGI-C rating of sleepiness was significantly greater for armodafinil than for placebo at the 4-week (armodafinil,
89/110 patients [81%]; placebo, 59/100 [59%]; P<.001), 8-week (armodafinil, 77/99 [78%]; placebo, 45/93 [48%)]; P<.001), and 12-week (armodafinil, 75/96 [78%]; placebo, 50/89 [56%]; P=.001) assessments.
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Patient-reported levels of sleepiness during the night shift on the KSS were significantly reduced for the armodafinil group compared with the placebo group at all visits (Figure 3
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Patient-reported sleepiness at the first 4 time points at the final visit was significantly improved for patients who received armodafinil vs that for patients who received placebo (Figure 3

ssociated With Shift Work Disorder: A Randomized Controlled Study
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FIGURE 3.

Mean Karolinska Sleepiness Scale (KSS) scores. Scores are by visit (A) and during the final visit night shift (midnight to 8 am) (B); for quality of episodic secondary memory by visit (C) and during the final visit night shift (midnight to 8 am)

(D): (more ...)
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At the final visit, armodafinil was associated with significant improvement in most items assessed in the electronic diaries, including maximum level of sleepiness during the night shift and commute home and the mean number of mistakes, accidents, or near misses compared with
placebo (Table 2).

e e TABLE 2.

Baseline and Change From Baseline in Ratings of Sleepiness on the Electronic Daily Diaries for Patients Diagnosed as Having Shift Work Disorder Who Received Armodafinil, 150 mg, or Placebo

Memory Assessments. Armodafinil significantly improved the mean score for the quality of episodic secondary memory factor compared with placebo at each visit (P<.001 at weeks 4 and 8; P=.002 at week 12; P<.001 at final visit; Figure 3,
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Within this factor score, armodafinil significantly improved the accuracy of delayed word recall compared with placebo at each visit (P=.02 at week 4; P=.006 at week 8; P=.02 at
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week 12 and at final visit; Figure 3, El = i and during the first 2 tests on the final night shift (P<.001 at 12:30 am; P=.02 at 2:30 am; Figure 3
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The mean (SD) times for speed of memory were similar at baseline for armodafinil (2877.9 [666.5] milliseconds) and placebo (2914.0 [896.8] milliseconds). Armodafinil significantly improved speed of memory from baseline compared with placebo at week 8 (armodafinil, —240.9
milliseconds; placebo, —46.5 milliseconds; P=.02) and week 12 (armodafinil, =307.7 milliseconds; placebo, —115.2 milliseconds; P=.01), with a change at the final visit (armodafinil, —257.2 milliseconds; placebo, —140.4 milliseconds) that was not statistically significant (P=.09).
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Attention Assessments. Armodafinil significantly improved mean power of attention from baseline at each study visit (P=.005 at week 4; P=.006 at week 8; P=.005 at week 12; P=.001 at final visit; Figure 3
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and during the first 4 tests on the final night shift compared with placebo (P=.002 at 12:30 am; P=.006 at 2:30 am; P=.004 at 4:30 am; P=.03 at 6:30 am; Figure 3
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and during the second and third tests on the final night shift (P=.02 at 2:30 am; P=.03 at 4:30 am) (Figure 3
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Continuity of attention improved at the final visit in patients who received armodafinil (increase in mean [SD] score, 2.9 [5.5] units) compared with those who received placebo (increase in mean [SD] score, 0.2 [5.7] units) (difference between groups in change from baseline,
P<.001). The difference in change between the groups was significant at weeks 8 (P=.03) and 12 (P=.002).
Tolerability

The adverse events reported by 5% or more of patients who received armodafinil and reported more frequently than by patients who received placebo were headache (15/123 [12%] in the armodafinil group and 12/122 [10%] in the placebo group), nausea (9/123 [7%] in the
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armodafinil group and 4/122 [3%)] in the placebo group), nasopharyngitis (7/123 [6%] in the armodafinil group and 4/122 [3%] in the placebo group), and anxiety (6/123 [5%)] in the armodafinil group and 2/122 [2%] in the placebo group). Most adverse events were considered mild or
moderate by the investigator. Severe adverse events, as determined by the site investigator, occurred more frequently in patients who took armodafinil (n=12) than in those who took placebo (n=3), with diarrhea (n=2) and low back pain (n=2) being the most common events in this
category in the armodafinil group. Two serious adverse events were reported, 1 for the armodafinil group (suicidal ideation in a patient with a history of depression), which was considered by the investigator to be possibly related to the study medication, and 1 for the placebo group
(viral meningitis), which was considered by the site investigator not to be related to study medication. No single adverse event led to withdrawal of more than 1 patient.

Changes from baseline to the final visit in mean laboratory parameters, mean vital signs, physical examination findings, and concomitant medication use were comparable for both groups, except for small increases in mean y-glutamyltransferase values (mean [SD] change:
armodafinil, 5.6 [30.8] UIL; placebo, 0.9 [7.5] U/L; P=.10) and a decrease in mean uric acid values (mean [SD] change: armodafinil, —4.38 [9.02] mg/L; placebo, —2.28 [10.33] mg/L; P=.10). The mean changes in laboratory parameters were not considered clinically meaningful, and
the mean values remained within the reference ranges. Shifts in serum chemistry laboratory values from the reference range at baseline to values outside the reference range for at least 1 time point during the study occurred at comparable frequency in the armodafinil and placebo
groups; none were considered clinically meaningful by the site investigators. For serum hematology laboratory values, slightly more shifts in lymphocyte and platelet values above the reference range were reported among patients who took armodafinil than among patients who
received placebo, and there were slightly more shifts in neutrophil values below the reference range among patients who took armodafinil than among patients who received placebo. None of these changes were considered clinically meaningful by the site investigators.

Differences in vital sign parameters were not statistically significant for measurements taken approximately 3 hours after dosing, approximately 11 hours after dosing (Table 3), or at 6:15 pm after the daytime polysomnogram at the final visit.

TABLE 3.

Vital Sign Measurements for Patients Diagnosed as Having Shift Work Disorder Who Received Armodafinil, 150 mg, or Placebo?®

Armodafinil did not adversely affect daytime sleep variables (eg, sleep latency, sleep duration, and sleep-stage distribution) compared with placebo (Table 4). These findings were consistent with results from patient diaries.

TABLE 4.

Daytime Polysomnographic Characteristics at Baseline and the Final Visit in Patients Diagnosed as Having Shift Work Disorder Who Received Armodafinil, 150 mg, or Placebo?

DISCUSSION

Treatment with armodafinil, 150 mg, significantly reduced sleep propensity and subjective ratings of sleepiness and improved aspects of attention and memory in patients with SWD during usual night shift hours. These differences were associated with significantly greater
improvement in the severity of patients' overall clinical condition compared with those who received placebo. Armodafinil increased nighttime mean sleep latency to greater than 5 minutes, although a proportion of individuals remained sleepy; patients who fall asleep in 5 minutes or

less are often considered severely sleepy.ﬁ This improvement was demonstrated at the first laboratory night shift and was sustained throughout the 12-week study. The findings confirm our hypothesis that armodafinil would significantly increase mean sleep latency and improve
the overall clinical condition in patients with excessive sleepiness associated with SWD.

In a previous study in a similar population, modafinil, 200 mg, significantly improved overall mean nighttime sleep latency as measured by the MSLT by a mean of 1.7 minutes, with statistically significant increases in sleep latency vs placebo at the 2 and 4 am MSLT naps.m In the
current study, armodafinil, 150 mg, significantly improved the overall mean nighttime sleep latency as measured by the MSLT by a mean of 3.1 minutes at the final visit, with statistically significant increases in sleep latency at all 5 MSLT sessions from midnight to 8 am. A direct
comparison study is necessary to compare the efficacy and safety of these agents.

The MSLT has also been used to assess sleepiness in other disorders for which excessive sleepiness is a cardinal symptom—narcolepsy and obstructive sleep apnea (OSA). The improvement in the mean sleep latency for patients with narcolepsy who received modafinil, 200 mg/
d, for 9 weeks in a placebo-controlled clinical study was approximately 1.8 minutes vs baseline.2Z A meta-analysis revealed that the summary estimate of improvement in mean sleep latency for patients with OSA who were successfully treated with nasal continuous positive airway

pressure (NCPAP) was 0.74 minutes.Z Both modafinil and nCPAP are recognized as standard treatments for individuals with excessive sleepiness associated with nelrco\epsyE or 0sA respectively, and the effects of these interventions on mean sleep latency have been shown

to be associated with significantly improved health-related quality of life. 232 Moreover, nCPAP treatment significantly reduces the elevated risk of motor vehicle crashes in patients with nontreated 0SAZ2 These findings suggest that an improvement in objective sleep latency

comparable with that shown in the current study is sufficient to ameliorate the burden of illness and may be considered clinically relevant; our conclusion is similar to that reached in the meta-analysis mentioned herein, which showed a less than 1-minute mean improvement in
objective sleep latency from nCPAP therapy in patients with osaZ Considering the nonlinear relationship between MSLT scores and sleepiness, a given numerical improvement in mean sleep latency at the low end of the scale is more clinically relevant than the same numerical
improvement at the high end of the scale.® The proportion of patients in the placebo group who were rated by the investigator as at least minimally improved on the CGI-C, the other coprimary outcome measure, was higher than what was anticipated and observed in a previous
study@ of modafinil in patients with excessive sleepiness associated with SWD, for reasons that are not understood.

Excessive sleepiness impairs performance on various tasks, including those involving psychomotor performance or cognitive functions such as attention and memory.@'ﬂ In the current study, attention was comprehensively enhanced as assessed by the CDR system with

administration of armodafinil: the ability to both focus and sustain attention was improved compared with placebo, as shown by improvements in both speed and accuracy measures from an attention task (simple reaction time). Furthermore, armodafinil significantly improved long-
term memory (quality of episodic secondary memory) and speed of memory compared with placebo, with significant improvements in the accuracy of delayed word recall. This improvement in accuracy was accompanied by an improvement in speed.

In the armodafinil group, reductions in patients' subjective ratings of sleepiness throughout the laboratory night shift were consistent with their ratings during actual work shifts and during the commute home. Furthermore, treatment with armodafinil was associated with significant
reductions in reports of intended and unintended sleep episodes and mistakes, near misses, or accidents during the night shift. A similar magnitude of improvement was demonstrated for the commute home, although this effect was not statistically significant compared with
placebo. Long-term, prospective studies of the impact of armodafinil on work performance and safety in patients with SWD are necessary to confirm the effects observed in the current 3-month trial.

Before treatment, our patients with SWD were severely sleepy, as shown by mean nocturnal sleep latencies of approximately 2 minutes, which are comparable to the latencies observed in patients with narcolepsy during the daytime.ﬂ Patients with reports of excessive sleepiness

associated with SWD are at substantially greater risk of impaired physical and mental well-being and performance.4 These risks constitute a public health concern. Untreated OSA and narcolepsy and working more than 24 consecutive hours® can increase the risk of motor vehicle

crashes. 22 patients diagnosed as having OSA are at a 2- to 7-fold greater risk of motor vehicle crashes, 2 a risk that can be mitigated with appropriate treatment 22244228 pata from the health care field, which represented the largest segment of patients in the current study and
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is the largest and fastest growing industry in the United States, show that extended work shifts lasting more than 24 consecutive hours are also associated with increased risk of attentional failures, degraded performance, and increased risk of occupational accidents and serious

fatigue-related medical errors and adverse events, resulting in patient injury and even death 224750 Although the shift durations in these studies differ from those in the current study, SWD can increase the risk of attentional failures and degrade employee performance. To mitigate

these risks, health care employers should implement fatigue management programs that include screening programs for the diagnosis and treatment of employees with SWD and other disorders of sleep and wakefulness.

Armodafinil was well tolerated and did not adversely affect scheduled daytime sleep. No clinically important effects on laboratory values, vital signs, polysomnograms, or electrocardiograms were seen. The current study did not find a statistically significant difference for armodafinil

vs placebo in mean vital signs; increases in heart rate and blood pressure have been reported in other randomized, double-blind studies of the medication, although not consistent\y,ﬂvg

Our study has several considerations that may limit the interpretation of data. Most patients enrolled were permanent night shift workers. This may limit the generalizability of these results to individuals working alternative shift schedules. This study was performed in SWD patients
with both excessive sleepiness and insomnia, who may represent a more severely affected group; therefore, additional studies may be necessary to quantify the effects in a patient population with less severe SWD. The study did not include patients with SWD associated with
starting work in the early morning. Although the prevalence of SWD is unknown in this population, approximately 3 times as many individuals work shifts that start in the early morning than night shifts. Further studies are necessary to determine whether these results are
generalizable to those who start work in the early morning.

Although the effects of armodafinil were statistically significant and clinically relevant, a proportion of patients remained sleepy on objective assessment at the end of treatment. This finding suggests that armodafinil, 150 mg, is not equally effective in all patients and highlights the
importance of ensuring that use of pharmacotherapy to enhance wakefulness is part of a comprehensive program that includes diagnostic screening for sleep disorders, education, and behavioral treatment interventions designed to optimize sleep and wakefulness. Recommended
for industries such as the health care field, a comprehensive approach for SWD should address sleep and wake hygiene, strategic napping, appropriate time off between work periods, diet, exercise, appropriately timed light exposure to facilitate circadian adaptation, and work hour
limits. Diagnosis and treatment of comorbid sleep disorders, such as OSA, narcolepsy, and restless legs syndrome, are important components of any comprehensive program for SWD.

CONCLUSION

Armodafinil, 150 mg, significantly improved measures of sleep propensity, subjective sleepiness, memory, and attention during scheduled night work hours in patients with excessive sleepiness associated with SWD without disturbing daytime sleep. The effects on wakefulness
were apparent during the night shift and the commute home. Concurrent improvements in overall clinical condition were also found. Armodafinil was generally well tolerated. These findings support the inclusion of armodafinil as part of a comprehensive treatment program for
excessive sleepiness associated with SWD.
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