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Characteristics of shiftwork schedules have implications for off-shift well-being. We examined the
extent to which several shift characteristics (e.g., shift length, working sundays) are associated with
three aspects of off-shift well-being: work-to-family conflict, physical well-being, and mental well-
being. We also investigated whether these relationships differed in four nations. The Survey of Work

Keywords: and Time was completed by 906 healthcare professionals located in Australia, Brazil, Croatia, and the

ShiftWO{k USA. Hierarchical multiple regression analyses supported the hypothesis that shiftwork characteristics

‘l_/l"d:‘lt]’emg account for significant unique variance in all three measures of well-being beyond that accounted for by
ealthcare

work and family demands and personal characteristics. The patterns of regression weights indicated
that particular shiftwork characteristics have differential relevance to indices of work-to-family conflict,
physical well-being, and mental well-being. Our findings suggest that healthcare organizations should
carefully consider the implications of shiftwork characteristics for off-shift well-being. Furthermore,
although our findings did not indicate national differences in the nature of relationships between shift
characteristics and well-being, shiftwork characteristics and demographics for healthcare professionals

differ in systematic ways among nations; as such, effective solutions may be context-specific.

© 2008 Elsevier Ltd. All rights reserved.

1. Introduction

Frequently, service industry workers, such as healthcare
workers, must work nontraditional shifts. The negative impacts
of continued work in these nontraditional shifts on work
outcomes have been well-documented and include higher
frequency of accidents and absenteeism, among others (cf. Costa,
1996). Relative to on-shift outcomes such as those mentioned,
however, relatively less attention has been paid to the study of off-
shift consequences of shiftwork such as work-family conflict
(WEC), physical well-being and psychological distress. In addition,
studies that have examined off-work (as well as traditional
on-work) outcomes have typically conceptualized shiftwork in a
way that lacks consideration for its multi-faceted nature. Finally,
the few studies that have considered multiple shiftwork characte-
ristics and their relationship with on- and off-shift outcomes
have done so without consideration for potential cross-national
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differences for such relationships. The general purpose of this
study was to begin to address these apparent gaps in the
literature.

Shiftwork is broadly defined as scheduled work that is
completed outside the parameters of the traditional day shift;
i.,e from 9 am. to 5 p.m (Costa, 2003). Roughly 17% of all
employees working full-time for wages are engaged in shiftwork,
with employees in the service industry (e.g., restaurants, health-
care) working nontraditional shifts more frequently (Beers, 2000).
Approximately one-fourth of all those employed in hospitals work
nontraditional hours (Beers, 2000), making this an important
concern for those employed in healthcare (Wilson, 2002). Due to
the high frequency with which shiftwork is utilized in hospital
settings, studying the potential impact of shiftwork on employees
within the healthcare industry continues to be of utmost
importance.

Costa (1996) conducted a review of the shiftwork literature in
an attempt to summarize the potentially dire consequences of
nontraditional scheduling. Consequences of direct interest to
employers include a higher frequency of work-related accidents as
well as higher rates of absenteeism among workers. Employees
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engaging in shiftwork are also prone to experience myriad
physical disturbances such as sleep deprivation, chronic fatigue
and gastrointestinal disorders (e.g., ulcers). Although it is clear
that shiftwork can lead to harmful personal consequences,
researchers have traditionally focused most of their attention
toward the study of on-shift outcomes. On-shift outcomes of
shiftwork are operationalized as those that pertain specifically to
the work context and include work-related attitudes and beha-
viors (e.g., work accidents, absenteeism). On the other hand,
off-shift outcomes are conceptualized as more general in nature
(i.e., less context-specific) including psychological and psychoso-
cial well-being. Empirical work also supports the link between
nontraditional work scheduling and off-shift outcomes. For
instance, Demerouti et al. (2004) investigated the impact of
shiftwork characteristics on WEFC, job attitudes, and health
perceptions in a sample of military police. Not surprisingly,
respondents working non-day or weekend shifts reported sig-
nificantly greater WFC compared to respondents working day
shifts. Likewise, Grosswald (2003) examined the relationship
between shiftwork and WFC found and a detrimental effect of
shiftwork characteristics pertaining to time at work (e.g., work
hours) on WFC. Takahashi et al. (2005) assessed differences in
outcomes based on respondents’ self-reported adaptation to
shiftwork, with the poorly adapted group reporting significantly
greater social and family disruption and worse psychological well-
being than the well-adapted group. All told, the empirical
evidence to date suggests that shiftwork is consistently related
to a variety of negative on- and off-shift outcomes.

As noted earlier, shiftwork is a loosely defined term, and this
has led to the use of a variety of operationalizations of the
construct. Researchers commonly utilize one or two shiftwork
characteristics in their research, but rarely more than two. For
instance, in a study examining the relationship between shiftwork
features and employee burnout, stress and health, Jamal (2004)
utilized two aspects of shiftwork: working nontraditional days
(i.e. weekend work) and working nontraditional hours (i.e.,
afternoon shift, night shift, rotating shift, split shift, or variable
hours). Likewise, Costa et al (2006) examined the impact of
shiftwork features on employee health and well-being, again
utilizing two shiftwork characteristics: flexibility in working
hours (i.e., scheduling at the discretion of the employee) and
variability in working hours (i.e., scheduling at the discretion of
the company). Although these recent works make significant
contributions to the shiftwork literature, in each study the
operationalization of shiftwork is limited, providing for an
inability to investigate how multiple shiftwork features relate to
outcomes uniquely and collectively.

As indicated, extensive research has demonstrated the harmful
link between shiftwork and on- and off-shift consequences.
However, the potential differential impact of shiftwork features
on outcomes has been difficult to assess due to the lack of a multi-
faceted conceptualization of shiftwork. In the current study, our
focus was an assessment of the overall and differential impact of
multiple shiftwork features (i.e., hours worked weekly, days
worked weekly, shift length, sunday work, and shift schedule)
on multiple off-shift outcomes (work-to-family conflict, physical
well-being, and mental well-being). Previous research suggests
that off-shift outcomes may be impacted differentially by various
shiftwork features. For example, one source of WFC is time-based
conflict; time in the work role logically reduces available time in
the family role (Greenhaus and Beutell, 1985; Zedeck and Mosier,
1990). Consequently, shiftwork features relating to time spent at
work (e.g., total weekly work hours) should relate most strongly
with WFC. Grosswald (2003) provided some support for this
assertion: Number of hours worked weekly and working the night
shift each provided significant, unique variance in the explanation

of negative work-to-family spillover with number of hours
worked weekly accounting for the largest unique contribution.
A recent study by Portela et al. (2005) similarly offers evidence
that long working hours (over 44 h per week) are associated with
increased complaints about insufficient time for rest, leisure, and
housework. Second, pertaining to perceptions of physical well-
being, evidence suggests that characteristics of the shift schedule
(e.g., working a rotating or night shift) are associated with a
higher likelihood of health problems including trouble getting to
sleep and headaches (Jamal, 2004) as well as physical exhaustion
(Tepas et al., 2004). Accordingly, we expect that shift schedule
should emerge as a salient predictor of physical well-being.
Finally, it appears that both the time spent at work and
characteristics of the shift schedule may potentially impact one’s
psychological well-being. This hypothesis is consistent with
findings from work by Geiger-Brown et al. (2004), who studied
the impact of shiftwork features on psychological well-being and
reported that working more than 5 days each week, 50 or more
hours each week, working two or more double shifts each month
and rotating shifts significantly increased the odds of reporting
psychological distress including depression and anxiety.

Based on the empirical evidence, the following predictions
about the relationship between shiftwork features and off-shift
outcomes were made: (H1) shift characteristics will account for
unique variance in measures of off-shift well-being beyond that
accounted for by other features of work demands and family
demands; (H2) shiftwork features will differentially relate to WFC,
physical well-being, and mental well-being.

Furthermore, shiftwork is prevalent throughout the industria-
lized world; however, limited research has examined the relative
impact of multiple shiftwork features on outcomes in different
national settings. Recent evidence suggests that one aspect of
shiftwork (i.e., night work) may have a differential impact on well-
being for employees working in different nations (Tepas et al.,
2004). However, Tepas et al. (2004) limited their consideration to
one feature of shiftwork and its relationship to end-of-day
physical and mental well-being. It remains to be seen whether
cross-national differences are evident in the relationship between
other features of shiftwork and other outcomes, particularly
off-shift outcomes. Consequently, this study proposes to examine
whether the relationships of multiple shiftwork features with
off-shift outcomes differ cross-nationally. With this in mind,
we propose the following research question: (R1). Does national
setting moderate the relationship between shiftwork character-
istics and off-shift well-being?

2. Method
2.1. Participants and procedure

Researchers from Australia, Brazil, Croatia and the United
States collaborated to develop and administer the Survey of Work
and Time for Healthcare Workers (SWAT-Healthcare). SWAT-
Healthcare is a modification and extension of a previous
international collaborative survey, the Survey of Healthcare
Professionals (Barnes-Farrell et al., 2002, 2004; Tepas et al.,
2004). The survey was designed to measure healthcare worker
reactions to a variety of issues on and off the job, including aspects
of shift work, work-family relationships, and physical and
psychological health. It also included items that assessed an
assortment of demographic characteristics of survey participants.

Healthcare worker volunteers from the four participating
countries completed the SWAT-Healthcare. Researchers from each
of the four participating nations were responsible for recruiting
convenience samples of volunteers from their respective countries
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Table 1
Demographic variable descriptive statistics overall and by nation

Variable Overall (N = 906) Australia (N = 196) Brazil (N = 133) Croatia (N = 167) United States (N = 410)
M SD M SD M SD M SD M SD

Hours per week 39.5 8.9 36.1 6.7 38.0 6.2 42.8 6.7 40.4 10.5
Organizational tenure 8.9 8.3 8.5 7.6 4.5 3.9 16.0 10.6 7.7 7.0
Occupational tenure 15.6 11.0 17.8 113 6.1 5.2 19.8 10.6 16.0 10.6
Age 40.0 1.2 424 1.2 30.5 7.8 40.2 10.5 41.8 10.9
% Working second job 20.0 12.8 323 7.8 26.5
Gender (% female) 87.6 81.1 86.5 84.2 924

% Married/partnered 57.7 68.9 39.1 77.8 50.2

% w/Children age 0-5 19.2 14.4 14.7 311 20.5

% w/Children age 6-17 329 337 241 36.5 33.9

% w/Adult dependents 26.9 184 27.9 44.4 24.6

to complete an anonymous survey. A total of 1014 healthcare
workers from the four countries completed the survey. Of these,
438 were from the USA, 217 from Australia, 189 from Croatia and
170 from Brazil. To ensure that responses reflected the reactions of
individuals who devote a significant portion of their time to paid
work, participants who reported working less than 20 h per week
at their primary job were excluded from our analyses. A total of
906 healthcare workers from the four nations were included in
the final sample for analysis: 410 from the USA, 196 from
Australia, 167 from Croatia and 133 from Brazil.

Respondent demographics for the final analysis sample and for
each nation are summarized in Table 1. Most respondents (83.1%)
reported working in a hospital or acute care setting, 9.9% reported
working in long-term care or a nursing home and 3.9% reported
working in a physician’s office. Typical of healthcare occupations,
respondents were predominantly female. The majority were
married or partnered and the majority had children or adult
dependents inside or outside the home. Respondents reported
that the average number of hours they work per week is 39.5, and
one in five reported working another job for additional income.

2.2. Measures

2.2.1. Dependent variables

Work- family conflict was measured using the work-to-family
conflict subscale from Frone et al. (1992a,b, 1994, 1996), which
indicates the frequency with which one’s work is seen as
interfering with his/her family life. A six-point Likert-type
response scale was used, ranging from (1) never to (6) 5+days
per week. Composite scores used for analysis were created using
the mean of the two items that comprise the scale. Higher scores
on this subscale indicated greater amounts of WFC, thus
indicating lower well-being with respect to work-family func-
tioning. Coefficient alpha reported for this scale in an independent
sample indicated high internal consistency reliability (.90). A
sample item is: “How often does your job or career keep you
from spending the amount of time you would like to spend with
your family?”

Physical well-being was measured using the Healthy Day-
s—Physical scale from the quality of life measures developed by
the US Centers for Disease Control (Centers for Disease Control,
2000). This index assessed how many days out of the past 30 days
the respondent felt that he or she experienced poor physical
health. (“Thinking about your physical health, which includes
physical illness and injury, for how many days during the past 30
days was your physical health not good?”) Responses could range

from O to 30 days; higher scores indicated poorer health. The item
was then reversed so that higher scores indicate a greater number
of physically healthy days.

Mental well-being was measured using the US Centers for
Disease Control Healthy Days—Mental scale (Centers for Disease
Control, 2000). This index assessed how many days out of the past
30 days the respondent felt that he or she experienced poor
mental health. (“Thinking about your mental health, which
includes stress, depression, and problems with emotions, for
how many days during the past 30 days was your mental health
not good?”) Responses could range from 0 to 30 days; higher
scores indicated poorer health. The item was then reversed so that
higher scores indicate a greater number of mentally healthy days.

2.2.2. Predictors

Aspects of shiftwork were assessed in several ways. Weekly work
hours was the average reported hours worked per week, shift
length (in hours) was derived from reported shift start and end
times, days per week was the reported typical number of days
worked per week, and Sunday work was a self-report of whether
the individual typically works on sundays (yes/no). Shift schedule
was a categorical measure based on reported start and end times
of current shift and responses to an item asking respondents how
often the time of day of their shift changes, using an eight-point
scale ranging from (1) The time of day I am scheduled to work is
unpredictable to (8) In general, I work the same time every day. This
information was used to categorize respondents as falling into one
of the following schedules: (a) fixed (non-rotating) day shift;
(b) fixed (non-rotating) afternoon/evening shift; (c) fixed (non-
rotating) night shift; (d) slow rotation (one week or longer
between schedule changes); (e) fast rotation (less than one week
between schedule changes); (f) unpredictable work schedule.
These six categories were then dummy coded for use in analyses.

2.2.3. Statistical controls

Additionally, characteristics of work demands, family demands
and personal characteristics were included as controls in the
analyses. Work demands were measured using the physical and
psychological demands subscales of the Job Content Question-
naire (Karasek, et al., 1998, as cited in Quinn et al., 1973). In
addition, alternate work demands were measured as hours per
week worked at a second job for pay. Family demands were
assessed as the total number of dependents (children and adults)
the respondent reported, both inside and outside the home.
Personal characteristics included age (in years) and marital status
(married/partnered vs. not).
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3. Results

The distributions of shift characteristics for the overall sample
and for each nation are summarized in Table 2. In the total
analysis sample, there is considerable variation in each of the shift
characteristics that were included in the study. However, it can
also be seen in Table 2 that the patterns of shift features that
characterize samples from different nations are somewhat
distinctive.

Descriptive statistics for all study variables and bivariate
correlations for the total sample are summarized in Table 3. The
mean overall score for work-family conflict was 3.51 (SD = 1.35,
coefficient alpha = .84). Mean overall scores for physical well-
being and mental well-being were 26.60 (SD = 5.66) physically
healthy days and 24.47 (SD = 7.51) mentally healthy days,
respectively. No evidence of multicollinearity among the study
variables can be seen from the correlation matrix.

The general strategy for identifying the unique association
between shiftwork characteristics and off-shift well-being was
as follows. Setwise hierarchical multiple regression analyses
(Cohen and Cohen, 1983) were conducted for each index of off-
shift well-being. The first step in each regression analysis was a
model that regressed well-being on the set of statistical controls
(work demands, family demands, and personal characteristics).
On the second step, the set of all shift characteristics (weekly work
hours, days per week, shift hours, Sunday work, and a set of five

Table 2
Shift variables descriptive statistics overall and by nation

dummy variables representing the six shift schedules) was added
to the model. The AR?> at step two provides an omnibus
assessment of the contribution of the set of shift characteristics
to explaining well-being, after controlling for individual differ-
ences in work demands, family demands, and personal character-
istics. t-tests for the regression weights of individual shift
characteristics in the final model were used to identify salient
shift characteristics relevant to each dependent variable. To assess
the impact of shift schedule, the significance of AR?> was examined
for the set of shift schedule dummy variables when they were
added to the model as a block. When shift schedule accounted for
significant unique variance in well-being, an analysis of cova-
riance (ANCOVA) was used to probe differences among specific
shift schedules. Off-shift well-being served as the dependent
variable; the set of all statistical controls and other shift
characteristics were included as covariates; shift schedule served
as the categorical predictor variable. Pairwise comparison of
means (using a Bonferroni adjustment) was used to assess
differences in well-being among the six shift schedules.

3.1. Work- family conflict

Table 4 summarizes the results of the regression analyses
for all three indices of off-shift well-being. As seen in Table 4,
Work demands, Family demands, and personal characteristics

Variable Overall (N = 906) Australia (N = 196) Brazil (N = 133) Croatia (N = 167) United States (N = 410)
M SD M SD M SD M SD M SD
Days per week 44 11 4.6 9 44 1.0 4.8 1.0 4.2 1.2
Hours per week 39.5 8.9 36.1 6.7 38.0 6.2 42.8 6.7 40.4 10.5
Shift length (hours) 9.9 3.0 8.7 1.3 9.8 3.5 9.0 21 109 3.4
% Work Sundays 55.6 58.0 91.7 57.8 44.0
% Fixed day 23.9 30.8 254 2.5 28.8
% Fixed afternoon/evening 4.8 1.0 23.8 0.0 2.5
% Fixed night 9.8 2.1 46.9 0.0 5.5
% Slow rotation 12.8 4.6 23 209 16.9
% Fast rotation 245 42.1 0.0 411 171
% Irregular 242 19.5 15 35.6 29.3
Table 3
Study variable descriptive statistics and correlations
Mean SD 1 2 3 4 5 6 7 8 9 10 11 12
Control variables
1. Psychological and physical job demands 2.81 53 o=.67
2. Alternate work hours 94 330 —.02 —
3. Dependents (inside/outside home) 99 125 .01 .00 —
4. Age 39.98 11.22 —.09** A3** —
5. Marital status n/a n/a .01 .02 a1 19**
Predictor variables
6. Shift length (hours) 991 3 .06 .04 J -.03 —.06 —
7. Days per week 439 112 —.04 .01 —.13** .07* —.07% 26 —
8. Hours per week 39.54 8.88 .09%** .02 —.08* .07* .02 16** .38%*
9. Working Sundays n/a n/a 19** .00 —.02 -17**  -.01 16 —.02 06 —
Outcome variables
10. Work-family conflict 351 135 35%* .05 —.08* 14** .03 .05 16™* 24™ 4 =.84
11. Mental well-being 2447 7.51 —18** .00 16** .07* .09**  —.09** .04 —12%* —.28%* —
12. Physical well-being 26.60 5.66 —.10** —.03 .02 .00 .06 —10** —-.04 —13** —21%* 43
N = 906.

* Significant at the .05 level (two-tailed).
** Significant at the .01 level (two-tailed).
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Table 4
Regression of off-shift well-being outcomes on statistical controls and shift
characteristics

Variable Standardized regression weights ()
Work-family Physical well- Mental well-
conflict? being® being®

Step 1: Control variables

Psychological and physical job 317 —.10** —18%**

demands

Alternate work hours .05 -.03 —.02

Dependents (inside/outside 2% .01 .05

home)

Age —.06* -.03 a1

Marital status 147 -.03 .02

GRS 33.99*** 1.99 9.71***

Overall R? 173 .012 .057

Adjusted R2 168 .006 051

AR? A73%** .012 .057***

Step 2: Predictor variables

Shift length (hours) —.02 .07 3

Days per week .03 —13** —.08

Hours per week 137 .03 —.02

Working Sundays 147 —.04 —.03

Shift schedule dummy 1 .08* .09* .07

Shift schedule dummy 2 .04 —.08* —.01

Shift schedule dummy 3 .06 — 5% —12%*

Shift schedule dummy 4 —.04 .05 .03

Shift schedule dummy 5 —-.01 .01 —.02

Fbe 17.62*** 4.53%** 6.17***

Overall R? 235 .073 .098

Adjusted R? 221 .057 .082

AR? .062%** .061*** 0417%**

2 Step 1 df = 5,814; Step 2 df = 14,805.
b Step 1 df = 5,815; Step 2 df = 14,806.
¢ Step 1 df = 5,807; Step 2 df = 14,798.
* p<.05.

** p<.0l.

5% p < 001,

accounted for 17.3% of the variance in WFC. After statistically
controlling for work demands, family demands, and personal
characteristics, the set of all shift characteristics accounted for an
additional 6.2% of the variance in WFC (p<.001), providing
support for Hypothesis 1.

Examination of standardized regression coefficients for in-
dividual shift characteristics in the final regression model
indicates that three characteristics—weekly work hours (3 = .13,
p<.001), working on Sundays (B =.14, p<.001), and shift
schedule (AR? = .01, p<.05) were each uniquely associated with
WEC. In particular, higher weekly work hours and shift arrange-
ments that include frequent sunday work were each associated
with increased levels of work-to-family conflict. An ANCOVA with
WEC as the dependent variable, shift schedule as the between
subjects variable, and all other predictors (statistical controls and
other shift characteristics) as covariates was used to probe WFC
for different shift schedules. Although the collection of shift
schedules accounted for significant variance in WFC (F = 2.44,
df = 5,805, p<.05, partial eta? =.02), none of the differences
between the various individual shift schedules were statistically
significant.

3.2. Physical well-being

Work demands, family demands, and personal characteristics
accounted for 1.2% of the variance in physical well-being.
Consistent with hypothesis 1, the set of all shift characteristics
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Fig. 1. Estimated marginal means on physical well-being for different shift
schedules.

accounted for an additional 6.1% of the variance in physical well-
being (p<.001). Among the shift characteristics, the number of
days typically worked per week had a statistically significant
regression weight in the final model (f = —.13, p<.01), and shift
schedule accounted for 3.7% of the variance in well-being
(p<.001). After accounting for contextual demands that may
differ among workers and other shift characteristics, working
more days per week was associated with reports of fewer
physically healthy days during the previous month. When
ANCOVA was used to examine the nature of the shift schedule
effect, statistically significant differences in physical well-being
were observed among several of the shift schedules. As illustrated
in Fig. 1, those who were on fixed day shifts reported significantly
better physical well-being than those on fixed afternoon shifts
(p<.05) or those on fixed night shifts (p<.001). In addition,
workers on fast rotating shifts (p<.01), slowly rotating shifts
(p<.001), and unpredictable shifts (p<.01) all reported signifi-
cantly better physical well-being than those who worked fixed
night shifts.

3.3. Mental well-being

Work demands, family demands, and personal characte-
ristics accounted for 5.7% of the variance in mental well-being,
and the set of all shift characteristics accounted for an addi-
tional 4.1% of the variance in this measure of well-being
(p<.01).

Of the set of shift characteristics, shift length (8 = .13, p<.001)
and shift schedule (AR? =.02, p<.01) were the two characte-
ristics that were uniquely associated with mental well-being.
In the context of other shift characteristics, longer shift length
was associated with better mental well-being. When ANCOVA
was used to probe mental well-being for different shift
schedules, those who were on fixed night shifts reported
significantly lower mental well-being than workers on
slowly rotating shifts and fixed day shifts, with those on
other shift schedules generally reporting levels of mental well-
being similar to day shift and slowly rotating shift workers
(see Fig. 2).
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Fig. 2. Estimated marginal means on mental well-being for different shift
schedules.

3.4. Interaction with nation

An examination of simple cross-national differences on our
measures of off-shift well-being revealed national differences on
all three measures of well-being. The variance accounted for by
nation ranged from 3% for WFC (F = 25.26, df = 2,743) to 8% for
mental well-being (F = 23.48, df =3,743) and 9% for physical
well-being (F = 25.26, df = 3,743).

To address R1, which asks whether national setting moderates
relationships between shiftwork characteristics and off-shift
well-being, we used the following analytic strategy. For shift
characteristics that had statistically significant regression weights
in the final step of each regression model, ANCOVAs of residual
scores were used to examine evidence for shift characteristic X
nation interactions on off-shift well-being. Each measure of
off-shift well-being, in turn, was used as the dependent variable,
and residualized scores (adjusted for all statistical controls and
all non-focal shift characteristics) for the shift characteristic of
interest and nation served as independent variables in the
analysis. None of the shift characteristic X nation interactions
were significant for any of the three measures of off-shift well-
being (p>.05, ns for all analyses).

4. Discussion

Personal assessments of physical and mental well-being, as
well as assessments of interference of work with family and
personal life are relevant aspects of well-being for healthcare
workers in their lives “off the job.” Physical and psychological
aspects of task demands, as well as demands that emanate from
family responsibilities and second jobs that are a part of many
workers’ lives, undoubtedly contribute to these aspects of worker
well-being. Furthermore, personal characteristics such as age and
marital status are often associated with assessments of well-
being. In our data, the joint contributions of these variables to
explaining variance in well-being ranged from 1.2% (physical
well-being) to 17.3% (WFC). Nonetheless, in support of Hypothesis
1, our data demonstrated that multiple characteristics of shift
arrangements are uniquely associated with all three aspects of

off-shift well-being, beyond what can be accounted for by work
task demands, family demands, and personal characteristics. Shift
characteristics accounted for anywhere from 4.1% (mental well-
being) to 6.2% (WFC) of the variance in well-being, beyond that
accounted for by other aspects of the work and non-work
demands that healthcare workers face in their daily lives.
Inferences about these relationships must be tempered by
recognition that they are based on cross-sectional survey data
provided by convenience samples of healthcare workers drawn
from diverse organizational and national settings. Nonetheless,
support for Hypothesis 1 was consistent across three distinct
indices of well-being. These results provide additional support for
findings reported in recent work by Grosswald (2003), Geiger-
Brown et al. (2004) and Costa et al. (2006) regarding the impact of
shiftwork on various aspects of off-shift well-being.

An advantage of including assessments of multiple aspects of
off-shift well-being and a broad array of shift characteristics in
this study was the ability to examine preliminary evidence for
Hypothesis 2, the proposed differential effects of various shift
characteristics for different aspects of well-being. Consistent
with Hypothesis 2, although the set of shiftwork characteristics
accounted for variance in all three aspects of well-being, the
particular characteristics that emerged as most relevant differed
somewhat among WFC, physical well-being, and mental well-
being.

The primary drivers of work-to-family conflict had to do with
the number of days worked (number of days per week) and the
inclusion of Sundays as a part of the normal work schedule. This is
quite consistent with the idea that an important aspect of work
interference with home responsibilities has to do with its
structural interference—workers must frequently be “somewhere
else” when family obligations occur. The number of days typically
worked each week was likewise associated (negatively) with
physical well-being. In contrast, the length of individual shifts
influenced assessments of mental well-being (positively). In
addition, for both physical well-being and mental well-being,
the negative consequences of permanent night shifts (and, for
physical well-being, permanent afternoon/evening shifts)
emerged as relevant shift features. These patterns of findings
reinforce the importance of recognizing the complexity of shift
arrangements and the differential importance that various
characteristics of shifts may have for aspects of a workers’ quality
of life, both on the job and off the job. From a practical standpoint,
these findings also have implications for targeting shift design
interventions to particular worker outcomes.

Although most of the relationships between shift character-
istics and our outcome measures were logically consistent with
prior work concerned with shift features and worker health in
general, some of our findings suggest the need for additional
exploration of the dynamics by which shift features have
influence. For example, in the context of other shift characteristics,
longer shift length was associated with better mental well-being.
One explanation for this finding is that we may be seeing a
“healthy worker effect” in the sense that those healthcare workers
who work long individual shifts are individuals who have the
mental resilience to cope with extended work days. However, it is
also important to keep in mind that the positive relationship
between shift length and mental well-being does not imply that
mental well-being is enhanced by long work hours per se. The
relationship that we reported here statistically controls for weekly
work hours, so shift length refers to the characteristic way that
work hours are arranged during the week rather than total work
load. Thus, although this finding was initially puzzling, we suspect
it is an artifact of the fact that many nurses who work long
individual shifts (especially those who work a compressed work
week) do so by personal preference, and we may be seeing the
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by-product of working preferred shift arrangements. Prior work
by Barton (1994) suggests that working preferred shifts can
mitigate some of the negative health consequences otherwise
associated with those shift schedules. In her work, she highlighted
the moderating influence that working preferred shift arrange-
ments can have on tolerance for night work. In the healthcare
samples we examined, anecdotal evidence suggests that long
individual shifts are seen as attractive work schedules by many
nurses, because they provide opportunities for them to manage
other aspects other their lives. Furthermore, extended individual
shifts are sometimes accompanied by extended off-time between
shifts and by opportunities to sleep during scheduled work
periods. Other work that focuses specifically on the impact of
compressed work weeks reports that extended work days are
often popular among workers for these very reasons (Rosa et al.,
1989; Smith et al.,1998) . Furthermore, in their review of empirical
evidence comparing eight hour and 12 h shift systems, Smith et al
(1998) reported some negative shift well-being outcomes
(e.g., attention and fatigue) for the 12h shift systems, but they
also reported evidence of better physical and psychological well-
being, consistent with our findings regarding mental well-being.
Unfortunately, we did not include measures in the survey that
would allow us to specifically test explanations regarding shift
arrangement preferences. Future research that includes this
additional psychological characteristic of shift arrangements
could provide valuable insight into this issue. We encourage
other researchers to systematically incorporate worker shift
arrangement preferences into their thinking about the multi-
faceted nature of shiftwork arrangements.

Although there has been some evidence presented suggesting
that the impact of shift characteristics on some aspects of worker
well-being may differ by nation (Tepas et al., 2004), examination
of our data did not provide evidence of cross-national differences
in the magnitude or direction of relationships between shift
characteristics and indicators of off-shift quality of life (R1).
It is likely that differences in the design of the two studies may
account for this. In their interpretation of their findings, Tepas
et al. pointed out that further research is needed to determine if
the differences they observed reflect basic cultural differences or
differences in occupational duties and work load. By design, in the
current study we assessed and statistically controlled for several
of these factors. Similar to the Tepas et al. findings for shift and
personal well-being, we observed cross-national differences on all
of the outcome variables assessed in this study. However, when
work demands, family demands, and personal characteristics
were included as controls in our analyses, nation did not moderate
the impact of shiftwork characteristics on any of our off-shift
measures of well-being.

It should also be noted that the patterns of shiftwork
arrangements among healthcare professionals recruited from the
four participating countries differed substantially. This can be
seen very clearly in Table 2. Thus an advantage of the multi-
national sample that we recruited is that it provided the
opportunity to explore the impact of shiftwork features that have
restricted range within any single national sample. Relationships
that would be masked when studies are carried out in the context
of individual nations are illuminated when samples from nations
with distinctly different patterns of typical arrangements are
combined. Our samples were convenience samples and are not
necessarily representative of the full distribution of shiftwork
arrangements in each country. Nonetheless, to the extent that
shiftwork characteristics differentially influence well-being, cross-
national differences among the shiftwork arrangements typically
encountered in healthcare work will produce cross-national
differences in well-being. This suggests that examination of the
shiftwork characteristics that typify healthcare work in different

organizational or national settings, combined with our findings
regarding the relative impact of each shift characteristic,
can be used to identify opportunities for rethinking shiftwork
arrangements.
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Rotating night shift work disrupts circadian rhythms and is associated with coronary heart disease. The relation
between rotating night shift work and ischemic stroke is unclear. The Nurses’ Health Study, an ongoing cohort
study of registered female nurses, assessed in 1988 the total number of years the nurses had worked rotating night
shifts. The majority (69%) of stroke outcomes from 1988 to 2004 were confirmed by physician chart review. The
authors used Cox proportional hazards models to assess the relation between years of rotating night shift work and
ischemic stroke, adjusting for multiple vascular risk factors. Of 80,108 subjects available for analysis, 60% reported
at least 1 year of rotating night shift work. There were 1,660 ischemic strokes. Rotating night shift work was
associated with a 4% increased risk of ischemic stroke for every 5 years (hazard ratio = 1.04, 95% confidence
interval: 1.01, 1.07; Pyeng = 0.01). This increase in risk was similar when limited to the 1,152 confirmed ischemic
strokes (hazard ratio = 1.03, 95% confidence interval: 0.99, 1.07; Pyeng = 0.10) and may be confined to women
with a history of 15 or more years of rotating shift work. Women appear to have a modestly increased risk of stroke

after extended periods of rotating night shift work.

risk factors; sleep disorders, circadian rhythm; stroke

Abbreviations: Cl, confidence interval; HR, hazard ratio.

Stroke is the third leading cause of death in the United
States and the leading cause of adult disability (1). Because
traditional risk factors do not account for stroke risk entirely,
the study of novel stroke risk factors is important (2). There is
growing evidence that perturbations in sleep influence stroke
risk (3, 4). Shift work, a term that encompasses long-term
night shift work, evening shifts, and rotating shift work, is
known to disrupt circadian rhythms (5) and is associated with
vascular disease risk factors (6—8) and increased catechol-
amine secretion (9). Several prospective studies have identi-
fied rotating night shift work as a risk factor for cardiovascular
disease (10-12), with mixed findings regarding cardiovascu-
lar mortality (13—15). The association between shift work and
cerebrovascular disease has not been well studied. One small
case-control study from Europe has been reported, with no
association identified (16).

In a previous analysis within the Nurses’ Health Study,
rotating night shift work was found to be associated with

a higher risk of developing coronary heart disease (10). Our
objective was to assess the relation between rotating night
shift work and incident ischemic stroke in this same cohort,
furthering the understanding of the association between
sleep and vascular disease and potentially identifying
a novel, modifiable risk factor for stroke. We hypothesized
that shift work would be positively associated with ischemic
stroke risk and, further, that there would be a dose-response
relation.

MATERIALS AND METHODS
Subjects/study population

The Nurses’ Health Study is a prospective, longitudinal
cohort study in which married registered nurses aged 30-55
years were enrolled in 1976. A total of 121,701 nurses of the
approximately 172,400 nurses who were mailed the baseline
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questionnaire responded. Every 2 years, cohort members
receive a follow-up questionnaire with questions about dis-
eases and other health-related topics. Deaths are identified
through the National Death Index and supplemented by re-
ports of next of kin or the postal system and are estimated as
98% complete (17). Detailed methods of the Nurses’ Health
Study have been described (18). This project was approved
by the Brigham and Women’s Hospital Institutional Review
Board in Boston, Massachusetts.

The current analysis included Nurses’ Health Study par-
ticipants who responded to the shift work question in 1988
(n = 85,161). From this sample, women were excluded if
they reported a history of stroke prior to ascertainment of
shift work status (n = 648) or stroke at an unknown time
point (n = 75). Because stroke risk differs significantly by
race and ethnicity (19), with the overwhelming majority of
Nurses’ Health Study participants Caucasian women (97%),
minorities (non-Caucasian (n = 2,008) and Hispanic (n =
682) ethnicity) were excluded to eliminate confounding by
race/ethnicity as the small numbers of these subgroups
would preclude statistical adjustment. Another 1,640
women did not contribute to the analysis because they were
missing data on at least 1 covariate in every questionnaire
cycle. The remaining 80,108 women comprise the study
population.

Ascertainment of rotating night shift work and
covariates

“What is the total number of years during which you
worked rotating night shifts (at least 3 nights/month in ad-
dition to days and evenings in that month)?”” was queried at
a single time point in 1988, with responses in 8 prespecified
categories: never, 1-2, 3-5, 6-9, 10-14, 15-19, 20-29, and
30 or more years. For this analysis, baseline covariates were
also measured by using data from the 1988 questionnaire.
Covariates were updated through mailed questionnaires sent
every other year and included the following: smoking status
(never (referent), past, current); body mass index (<21, 21—
<23, 23-<25 (referent), 25-<27, 27-<30, >30 kg/mz);
alcohol consumption (0 (referent), >0-<5, 5-9.9, >10 g/
day, updated every 4 years on food frequency question-
naires); fruit and vegetable intake (<3 (referent), 3—4.4,
4.5-5.9, 6-7.4, >7.5 servings/day); physical activity (<3
(referent), 3-8.9, 9-14.9, 15-23.9, >24 metabolic equivalent-
hours/week); menopausal status (premenopausal, postmen-
opausal without hormone therapy, postmenopausal with past
hormone therapy, postmenopausal with current hormone
therapy (referent), or dubious status due to surgical meno-
pause with at least 1 ovary remaining); regular use of at least
1 aspirin per week (never (referent), past, current); and
dichotomously treated coronary heart disease (angina or
reported myocardial infarction), high blood pressure, ele-
vated lipids, and diabetes.

Several covariates of interest were not available on the
1988 questionnaire. Atrial fibrillation was first queried in
2000 and updated every other year thereafter. Years of the
nurses’ husbands’ education (in 5 categories: no high
school, some high school, high school graduate (referent),
college graduate, graduate school) were assessed in 1992

Am J Epidemiol 2009;169:1370-1377

only, as an indicator of socioeconomic status. The number
of hours of sleep per night (<6, 7, 8 (referent), 9, >10
hours/night) and snoring (never (referent), occasional, reg-
ularly) were assessed in 1986. These 4 variables were
included only in subanalyses. Their ability to confound
the relation between shift work and stroke, defined by
a >10% change in the point estimate for shift work, was
assessed by building models with and without these vari-
ables limited to the subjects and time period after which
the questions were asked.

Ascertainment of endpoints

The primary study endpoint was fatal or nonfatal ische-
mic stroke occurring between the return of the 1988 ques-
tionnaire and June 1, 2004. Hemorrhagic stroke was
excluded, as there was no a priori hypothesis of an associ-
ation for this stroke type with shift work given the different
risk factors for hemorrhagic and ischemic vascular disease.

Between 1988 and 2004, 2,226 women in the study pop-
ulation self-reported a stroke. In addition, 284 fatal strokes
were ascertained through the National Death Index or next
of kin for a total of 2,510 identified strokes. A medical rec-
ord or death certificate was sought for all reported strokes,
and 1,897 (76%) were received and reviewed by a study
physician. Strokes were classified according to established
criteria (20), which required evidence of a neurologic deficit
with sudden or rapid onset that persisted for more than
24 hours or until death. Computed tomography or magnetic
resonance imaging reports were available for 91% of those
with medical records. Cerebrovascular pathology due to in-
fection, trauma, or malignancy was excluded, as were
“silent” strokes discovered only by radiologic imaging.
Of these 1,897 stroke reports, 1,503 (79%) were confirmed
to be a stroke: 1,152 ischemic, 281 hemorrhagic, and 70 of
unknown type. Of the 613 reported strokes for which a med-
ical record or death certificate was unavailable, 438 were
reconfirmed verbally or in writing by the participant after
her original report. Because of the high confirmation rate for
reported strokes (79%) and the overwhelming percentage of
ischemic strokes among confirmed cases (77%), our pri-
mary outcome included confirmed ischemic stroke cases
(n = 1,152), confirmed strokes of unknown type (n = 70),
and unconfirmed strokes that were reconfirmed verbally or
in writing by the participant (n = 438), for a total of 1,660
confirmed plus probable ischemic strokes (1,512 nonfatal
and 148 fatal). The mean age at the time of stroke was 69
(standard deviation, 6.9) years.

Statistical analysis

Cox proportional hazards regression models were used to
assess the relation between shift work and stroke risk. All
models were stratified by age in months and questionnaire
follow-up cycle. The time periods for which an individual’s
covariate status was unknown because of missing data did
not contribute to the analysis (8% of person-time). As both
age and questionnaire cycle are proxies for time, proportion-
ality assumptions were tested by adding an interaction term
for shift work x age and shift work x questionnaire cycle
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to models with shift work treated continuously and
categorically.

To assess the overall association of shift work and stroke
risk (adjusted for age and questionnaire cycle), we com-
pared a model with shift work modeled categorically as
a series of 7 dummy variables (referent was no shift work)
with a model without the shift work variables using a likeli-
hood ratio test (X27)~ The association of shift work with
stroke risk adjusted for potential confounders was then
assessed after adding the covariates to the model (fully
adjusted model) and again conducting a likelihood ratio
test. To determine the most appropriate functional form
for the shift work variable, we compared the fully adjusted
model with the same model with shift work modeled as
a grouped continuous variable (using midpoints from cat-
egories of years of shift work) using a likelihood ratio test
(x%). The results of this comparison failed to reject a de-
parture from linearity and, therefore, the shift work vari-
able was henceforth treated linearly. The hypothesis of
a trend in stroke risk with increasing years of shift work
was tested using a Wald y? test for trend in the fully ad-
justed model. The relation between shift work and stroke
was summarized as the increase in risk of stroke for
a 5-year increase in shift work. The above analyses were
run by using confirmed plus probable cases and then re-
peated with only the confirmed ischemic strokes to deter-
mine the influence the probable cases had on the
association between shift work and stroke risk.

Because hypertension, diabetes, and coronary heart dis-
ease may be in the causal pathway between shift work and
stroke, models with and without these variables were run to
assess their influence on the shift work—stroke association.
Subanalyses with limited follow-up time were also con-
ducted to explore potential confounding by socioeconomic
status (husband’s education), atrial fibrillation, snoring, and
duration of sleep. These additional analyses were run using
the primary endpoint of confirmed plus probable ischemic
strokes.

In post hoc analyses, for the purpose of comparison with
prior cardiac analyses in this study population, those who
had worked 1 or more years of rotating night shift work were
combined and compared with those who had never worked
rotating night shift work in a fully adjusted model. After
assessment of the hazard ratio in the 8-category analyses,
the rotating night shift work variable was collapsed into
never (referent), 1-14 years, and >15 years of shift work
and assessed in fully adjusted models. All statistical analy-
ses were performed on SAS, version 9, software (SAS
Institute, Inc., Cary, North Carolina). All statistical tests
were 2 sided.

RESULTS

There were 80,108 subjects, contributing a total of
1,128,895 person-years, available for analysis. Baseline
characteristics of the cohort are reported in Table 1. Women
with more years spent in rotating night shift work were
older; were less likely to use hormone therapy if postmen-
opausal or to have a husband who graduated from college;
and were more likely to sleep 6 or less hours per night, to

snore regularly, or to be diagnosed with coronary heart dis-
ease, diabetes, or hypertension. Of all women in the study
population, 59.5% reported ever having engaged in 1 or
more years of shift work (Figure 1), with only 7.4% report-
ing having worked rotating night shifts for 15 or more years.
Interaction terms within the continuous shift work model
(for age x shift work, P = 0.90; for questionnaire cycle x
shift work, P = 0.97) and the categorical shift work model
(for age x shift work, P = 0.49; for questionnaire X shift
work, P = 0.53) were not significant, suggesting that pro-
portionality assumptions were not violated.

Using the confirmed plus probable ischemic stroke
cases, we found that there was an overall association
between years of rotating night shift work (modeled cate-
gorically) and stroke (37 = 21.2; P = 0.004) adjusted for
age and questionnaire follow-up cycle (‘“‘time-adjusted”
model); women who worked longer durations of shift work
(>15 years) had an elevated risk of ischemic stroke com-
pared with women who never worked any rotating shifts
(Table 2). After adjustment for confounders (fully adjusted
model), the overall association between years of shift work
(modeled categorically) and stroke was no longer signifi-
cant (x27 = 8.0; P = 0.33), and only >30 years of shift
work remained marginally significant (hazard ratio (HR) =
1.32, 95% confidence interval (CI): 1.00, 1.73) (Table 2).
When restricting to confirmed ischemic stroke cases only,
we found that the association between shift work and ische-
mic stroke was significant only in the 15- to 19-year cate-
gory in both the time-adjusted (HR = 1.65, 95% CI: 1.24,
2.20) and fully adjusted (HR = 1.42, 95% CI: 1.07, 1.89)
models (Table 2).

No significant deviation from linearity was found (% =
1.9; P = 0.93) when comparing the fully adjusted models
with shift work modeled categorically and as a grouped
continuous variable, suggesting that the grouped continuous
variable was the appropriate functional form of the shift
work variable. In the fully adjusted model with confirmed
plus probable cases and shift work modeled as a grouped
continuous variable, each 5-year increment of rotating shift
work increased the risk of ischemic stroke by 4% (HR =
1.04, 95% CI: 1.01, 1.07) (Table 2). The Wald y? test for
trend was significant (Pyeng = 0.01). Restricting to con-
firmed ischemic stroke cases resulted in little change in
the association between shift work and stroke (HR =
1.03, 95% CI: 0.99, 1.07), but the test for trend was no
longer significant (Pyeng = 0.10).

The association between shift work and confirmed plus
probable ischemic stroke remained virtually unchanged in
adjusted models without hypertension (HR = 1.04, 95% CI:
1.01, 1.07), diabetes (HR = 1.05, 95% CI: 1.01, 1.08), or
coronary heart disease (HR = 1.04, 95% CI: 1.01, 1.07)
compared with the fully adjusted results.

Subanalyses

The relation between shift work and stroke did not differ
in analyses with (per 5 years of shift work, HR = 1.04,
95% CI: 1.01, 1.08) or without (HR = 1.04, 95% CI:
1.01, 1.08) adjustment for husbands’ education (n =
61,653; strokes = 1,181). Similarly, there was no
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Table 1. Age-standardized Baseline Characteristics of the Study Population® by Category of Years Spent in
Rotating Night Shift Work, Nurses’ Health Study, 1988-2004

Duration of Rotating Night Shift Work

Never 1-14 Years 15-29 Years 230 Years
(n = 28,015) (n = 36,400) (n = 3,821) (n= 1,187)
Mean (SD)
Age, years 54.5 (7.2) 55.0 (7.1) 56.3 (6.9) 60.4 (4.5)
Physical activity, MET-hours/week? 13.7 (15.0) 14.9 (15.9) 14.7 (16.2) 15.8 (15.1)
Body mass index, kg/m? 25.4 (4.8) 25.6 (4.9) 27.0 (5.4) 26.8 (4.6)
Alcohol, g/day 7 (10.6) 6.7 (10.6) 5(9.9) 1(8.9)
Fruit, servings/day 2(1.3) 2.3(1.3) 3(1.3) 5(1.2)
Vegetables, servings/day 0(1.4) 3.2(1.5) 1(1.6) 3(1.4)
Percent
Premenopausal 29.0 28.6 26.0 6.4
Postmenopausal 64.5 64.6 66.1 85.1
Dubious menopausal status® 6.6 6.8 7.9 8.5
Current hormone therapy user® 31.7 31.6 25.1 245
Current smoker 17.2 18.6 24.8 22.8
Regular aspirin user® 65.2 66.6 66.7 66.3
Coronary heart disease 5.1 5.8 8.3 11.0
Diabetes 3.9 4.2 6.8 6.5
High blood pressure 27.2 28.1 34.0 37.0
High cholesterol 245 25.0 26.6 29.6
Atrial fibrillation 6.7 7.0 7.4 6.5
Husband’s education
Less than high school 6.0 5.9 9.1 11.8
High school graduate 40.0 39.2 49.2 46.9
College or more 54.0 54.9 41.6 41.3
Sleep, hours/night
<6 26.5 29.8 425 401
7 431 421 35.4 31.6
8 25.3 235 17.9 23.9
>9 5.0 4.6 4.2 4.4
Snore regularly 8.8 9.6 12.8 13.6

Abbreviations: MET, metabolic equivalent; SD, standard deviation.

@ Baseline was 1988 for all variables except husband’s education, hours of sleep, snoring, and atrial fibrillation,
where the baseline was 1992, 1986, 1986, and 2000, respectively. Values are standardized to the age distribution of
the study population at baseline. The baseline study population is smaller than the total number as some nurses did
not contribute data in 1988.

® MET-hours/week of recreational or leisure-time activity; 3 MET-hours/week is equivalent to walking at an average
pace for 1 hour each week.

¢ Women whose periods had ceased because of surgery but still have at least 1 ovary remaining.

9 Use of hormone therapy was calculated among 44,850 postmenopausal women.

® Regular use of 1 or more aspirin tablets per week.

difference in the association between shift work and stroke,
with (HR = 1.05, 95% CI: 1.00, 1.11) or without (HR =
1.06, 95% CI: 1.00, 1.11) (n = 69,241; strokes = 317)
adjustment for atrial fibrillation. Furthermore, there was
no difference in the association between shift work and
stroke (n = 70,312; strokes = 1,494) with (HR = 1.03,
95% CI: 0.99, 1.06) or without (HR = 1.03,95% CI: 0.99,
1.06) adjustment for sleep duration or with (HR = 1.03,

Am J Epidemiol 2009;169:1370-1377

95% CI: 0.99, 1.06) or without (HR = 1.03,95% CI: 0.99,
1.06) adjustment for snoring.

Post hoc analyses

Those who worked >1 years of shift work did not have
a higher risk of confirmed plus probable (HR = 1.04,
95% CI: 0.94, 1.15) or confirmed ischemic stroke only
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Figure 1. Distribution of rotating night shift work reported among 80,108 baseline participants, Nurses’ Health Study, 1988—-2004.

(HR = 1.02, 95% CI: 0.90, 1.14) compared with those
who had never worked rotating night shifts. The lack of
a significant association when using this crude measure of
shift work probably resulted from the loss of information in
the shift work variable due to dichotomization. Although
those who worked 1-14 years of rotating night shift work
did not have a higher risk for either confirmed plus prob-
able (HR = 1.01,95% CI: 0.91, 1.12) or confirmed ische-
mic stroke only (HR = 0.98, 95% CI: 0.86, 1.11), those
with >15 years of rotating night shift work did have
a higher risk of both confirmed plus probable (HR =

1.41, 95% CI: 1.19, 1.66) and confirmed ischemic stroke
only (HR = 1.23, 95% CI: 1.01, 1.50) compared with
those who had never worked rotating night shifts.

DISCUSSION

The current analyses demonstrate an independent associ-
ation between rotating night shift work and ischemic stroke
risk in a cohort of non-Hispanic white female nurses. A
linear trend between the number of years of rotating night
shift work and ischemic stroke risk was observed, with a 4%
increase in ischemic stroke risk for each 5 years of shift
work. Despite the linear trend identified, a threshold effect
may exist, as risk was only significantly increased in cate-
gorical models for women who worked 15 or more years of
rotating night shift work. The only other prospective study
to date addressing a similar question reported no association
between shift work and risk of incident ischemic stroke (16).
However, this study was limited by methodological issues
including small size, limited follow-up, and exposure mis-
classification. Two other unadjusted studies from Europe
failed to demonstrate a clear relation between rotating night
shift work and stroke mortality (14, 15).

Our analysis adds to the expanding body of work eval-
uating the influence of sleep disorders on stroke risk. Both
sleep apnea and longer sleep durations have been described
as risk factors for stroke (3, 4, 21, 22), although whether
sleep apnea is more prevalent in shift workers remains
unknown. The mechanism by which rotating shift work
may affect stroke risk is unclear. One possibility is that
sleep deprivation in shift workers may worsen existing
sleep apnea, although this is not well substantiated (23).
Another possibility is that the effect may be mediated
through melatonin. It is generally well accepted that expo-
sure to light during the night decreases melatonin synthesis
(24). Nighttime workers are therefore at risk for lower
melatonin exposure (25), a finding that has been substan-
tiated by lower urinary 6-sulfatoxymelatonin excretion in
rotating and fixed night workers (26). There are several
ways by which lowered melatonin production may in-
crease stroke risk (27). First, it may promote atherosclero-
sis, as melatonin is known to be a direct radical scavenger
and to have other antioxidant effects (28). Second, it may
result in a relatively hypercoagulable state, as melatonin
administration may reduce coagulability (29). Third, ex-
ogenous melatonin has been shown to lower blood pressure
in small studies (30, 31). Given the suggested threshold
effect in the current study, the effect on coagulability is
a less likely explanation given that this should not require
over a decade to take effect.

Alternatively, rotating shift work may affect the risk of
ischemic stroke indirectly through its effects on other
stroke risk factors. In addition to hypertension, shift work
has also been associated with diabetes, heart disease,
smoking, and obesity, but results have been variable (6—
8, 32-34). Evening work and night shift work have also
been found to be associated with nondipping blood

Am J Epidemiol 2009;169:1370-1377
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Table 2. Hazard Ratio of Ischemic Stroke by Years of Working Rotating Night Shifts, Nurses’ Health Study, 1988-2004

Duration of Rotating Night Shift Work®® Hazard
Type of Ratio/5 P,
Ischemic Stroke Never 1-2 3-5 6-9 10-14 15-19 20-29 230 Years of trend
Years Years Years Years Years Years Years Shift Work
Confirmed + probable

No. of cases 622 343 287 130 88 68 63 59

Time-adjusted® 1.00 0.96 1.01 1.16 1.1 1.43 1.34 1.47 1.07 <0.001
hazard ratio

95% confidence 0.84,1.09 0.88,1.16 0.96,1.40 0.89,140 1.11,1.84 1.03,1.74 1.12,192 1.04,1.10
interval

Fully adjustedd 1.00 0.99 1.00 1.10 0.99 1.24 1.17 1.32 1.04 0.01
hazard ratio

95% confidence 0.87,1.13 0.87,1.15 091,133 0.79,124 0.96,1.59 0.90,1.52 1.00,1.73 1.01,1.07
interval

Confirmed only

No. of cases 437 237 197 92 57 54 43 35

Time-adjusted® 1.00 0.94 0.98 1.16 1.05 1.65 1.29 1.22 1.06 0.002
hazard ratio

95% confidence 0.80,1.10 0.83,1.16 0.92,1.45 0.79,1.38 124,220 0.94,1.77 0.86,1.73 1.02,1.10
interval

Fully adjustedd 1.00 0.96 0.96 1.09 0.94 1.42 1.13 1.11 1.03 0.10

hazard ratio

95% confidence
interval

0.82,1.13 0.81,1.14 0.87,1.36

0.71,1.24 1.07,1.89 0.82,155 0.78,1.57 0.99, 1.07

@ At least 3 nights per month of night shift work in addition to days or evenings in that month.
b Never (458,880 person-years of follow-up); 1-2 years (274,665 person-years); 3-5 years (188,648 person-years); 6-9 years (76,393 person-
years); 10—14 years (51,029 person-years); 15-19 years (30,882 person-years); 20-29 years (29,846 person-years), and >30 years (18,702

person-years).
¢ Adjusted for age and questionnaire cycle.

9 Adjusted for age, questionnaire cycle, hypertension, coronary heart disease, diabetes, elevated cholesterol, aspirin use, body mass index,
smoking, alcohol consumption, fruit and vegetable consumption, physical activity, menopausal status, and use of hormone replacement therapy.

pressure status (lack of blood pressure decrease during
sleep), which is an emerging stroke risk factor (35). The
current analysis accounted for traditional stroke risk fac-
tors and showed an independent association between rotat-
ing night shift work and ischemic stroke risk. We were
unable to adjust for atrial fibrillation and socioeconomic
status in the main models, but in a more limited follow-up
period, neither appeared to be a significant confounder.
Given the importance of hypertension, diabetes, and coro-
nary heart disease as risk factors for ischemic stroke, we
considered their mediating effects by comparing models
with and without these covariates. The association of ro-
tating night shift work was similar in these models, sug-
gesting that these factors are not the main biologic
mediators of the observed increased risk. The mediating
effects of vascular risk factors on the association be-
tween rotating night shift work and stroke risk require
further study.

Shift work appears to have deleterious effects on multi-
ple vascular systems. Prior studies have shown an in-
creased risk of cardiac disease, deaths from ischemic
heart disease, and hospitalization for other vascular dis-
eases (10-12, 14, 36). A prior analysis within the Nurses’
Health Study cohort showed a positive association, as
well as a dose-response relation, between rotating night
shift work and coronary heart disease (10). This study

Am J Epidemiol 2009;169:1370-1377

adds rotating night shift work to the list of shared risk
factors for ischemic heart and cerebrovascular disease,
although the apparent threshold appears lower (ap-
proximately 6 years) for cardiovascular outcomes than
the longer >15 years identified in the current study for
stroke.

This study has several limitations. This analysis was
limited to Caucasian women, thereby limiting the general-
izability to males or to other race/ethnic groups. Most, but
not all, stroke cases were confirmed by study physicians
through review of medical and death records. However, the
effect size for shift work and stroke was similar using
the confirmed or confirmed plus probable stroke cases in
the continuous models for this group of health professio-
nals. Shift work was also quantified at 1 time point only;
therefore, subsequent shift work could not be taken into
account. This measurement error would be likely to lead to
an underestimation of the association. We also assessed
only rotating night shift work and thus cannot determine
whether there is an association with stable night shift work
and stroke. Misinterpretation of the shift work question
could have resulted in inclusion of stable night shift work,
which would likely have resulted in a bias toward the null.
As with all longitudinal studies, there were some missing
data. Because some data may not have been missing com-
pletely at random, excluding time periods with missing
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data could have contributed to bias, although the magni-
tude of missing data was not large. As with other studies
assessing shift work as a risk factor for cardiovascular
disease (10, 33, 37), unmeasured confounding remains
a potential limitation. However, covariate information
was extensively measured in the Nurses’ Health Study
making this unlikely. Further, the use of a nursing cohort
helps to reduce confounding by socioeconomic status, an
important stroke risk factor (38, 39). Moreover, subanaly-
ses including atrial fibrillation and husband’s education as
a surrogate for socioeconomic status suggest that these
factors were not confounders and, therefore, unlikely that
they explain the observed association between rotating
night shift work and ischemic stroke. Nonetheless, there
may be other confounders that we were not able to take into
account. For instance, 1 could postulate an unhealthy shift
worker effect in which less healthy individuals with more
comorbidities select rotating night shift work rather than
daytime work. Of course, the opposite or no effect could be
true (40). The categorical analysis showed significant as-
sociations with stroke only for the higher shift work cate-
gories. It is therefore possible that these higher shift work
year categories with fewer subjects may have been overly
influential on the test for trend.

The current study identified rotating night shift work as an
independent risk factor for ischemic stroke. Although the
potential biologic explanations support either a threshold or
a linear effect, the data suggest that this association may be
present only in the highest years of shift work. More re-
search is needed to confirm this finding in other cohorts
and to evaluate underlying mechanisms. Given that up to
14.8% of the US workforce work alternate shift schedules
(41), ultimately, ways to reduce stroke risk in occupations
requiring nighttime workers may be needed.
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META-ANALYSIS

Quantity and Quality of Sleep

Incidence of Type 2 Diabetes

A systematic review and meta-analysis

PASQUALE STRAZZULLO, MD>

Francesco P. Cappucclio, FRCP!
MICHELLE A. MILLER, pHD!

LANFRANCO D’ELIA, MD

OBJECTIVE — To assess the relationship between habitual sleep disturbances and the inci-
dence of type 2 diabetes and to obtain an estimate of the risk.

RESEARCH DESIGN AND METHODS — We conducted a systematic search of pub-
lications using MEDLINE (1955-April 2009), EMBASE, and the Cochrane Library and manual
searches without language restrictions. We included studies if they were prospective with
follow-up >3 years and had an assessment of sleep disturbances at baseline and incidence of type
2 diabetes. We recorded several characteristics for each study. We extracted quantity and quality
of sleep, how they were assessed, and incident cases defined with different validated methods.
We extracted relative risks (RRs) and 95% CI and pooled them using random-effects models. We
performed sensitivity analysis and assessed heterogeneity and publication bias.

RESULTS — We included 10 studies (13 independent cohort samples; 107,756 male and
female participants, follow-up range 4.2-32 years, and 3,586 incident cases of type 2 diabetes).
In pooled analyses, quantity and quality of sleep predicted the risk of development of type 2
diabetes. For short duration of sleep (=5-6 h/night), the RR was 1.28 (95% CI 1.03-1.60, P =
0.024, heterogeneity P = 0.015); for long duration of sleep (>8-9 h/night), the RR was 1.48
(1.13-1.96, P = 0.005); for difficulty in initiating sleep, the RR was 1.57 (1.25-1.97, P <
0.0001); and for difficulty in maintaining sleep, the RR was 1.84 (1.39-2.43, P < 0.0001).

CONCLUSIONS — Quantity and quality of sleep consistently and significantly predict the
risk of the development of type 2 diabetes. The mechanisms underlying this relation may differ

between short and long sleepers.

Diabetes Care 33:414-420, 2010

leep patterns of quantity and quality

are affected by a variety of cultural,

social, psychological, behavioral,
pathophysiological, and environmental
influences. Changes in modern society
include longer working hours, more
shift-work, and 24-7 availability of com-
modities. These changes are paralleled by
secular trends of curtailed duration of
sleep to fewer hours per day across west-
ernized populations (1). These trends
have led to increased reporting of fatigue
and tiredness and excessive daytime
sleepiness (2). Lack of sleep exerts delete-
rious effects on a variety of systems with

detectable changes in metabolic (3,4), en-
docrine (5,6), and immune pathways (7).

Short-term, acute, laboratory, and
cross-sectional observational studies indi-
cate that disturbed or reduced sleep is as-
sociated with glucose intolerance, insulin
resistance, reduced acute insulin re-
sponse to glucose, and a reduction in the
disposition index (4), thus predisposing
individuals to type 2 diabetes. The causal-
ity of the association and the generaliz-
ability of the results to longer-term effects
of sustained sleep disturbances have been
studied in prospective population studies
to establish a temporal sequence between
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exposure and outcome. Because of the
large differences in the types and sizes of
populations examined, the duration of
follow-up, and the size of the effects, it is
difficult to draw immediate conclusions
on the consistency of the associations and
the size of the effect. Our aim was to re-
view published prospective population-
based studies to assess whether the global
evidence supports the presence of a rela-
tionship between sleep disturbances (in
quantity and quality) and the develop-
ment of type 2 diabetes and to obtain a
quantitative estimate of the risk.

RESEARCH DESIGN AND
METHODS

Literature search

We developed a search strategy to identify
studies that reported the association be-
tween sleep disturbances and incidence of
type 2 diabetes. We searched the elec-
tronic databases MEDLINE (from 1955 to
April 2009) and EMBASE (from 1980) as
well as the Cochrane Library using the
terms “sleep” and “diabetes” and “pro-
spective” or “cohort” or “longitudinal.”
Furthermore, we reviewed reference lists
of original and review articles to search for
more studies. No language restriction was
applied. After electronic identification of
1,553 potentially relevant studies, 175
were identified for additional scrutiny. Fi-
nal exclusions were made through pe-
rusal of abstracts (supplementary Fig. 1,
available in an online appendix at http://
care.diabetesjournals.org/cgi/content/full/
dc09-1124/DC1).

Inclusion and exclusion criteria

Studies had to fulfill the following criteria
for inclusion: original article, prospective
design, assessment of sleep disturbances
(short or long duration as well as diffi-
culty in initiating or maintaining sleep) as
baseline exposure, incident cases of type 2
diabetes as outcome, follow-up of at least
3 years, adult population, and indication
of the number of subjects exposed and of
the rate or number of incident cases in
different sleep disturbance categories. No
sample size restriction was applied. Stud-
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ies were excluded if a case-control design
was used. If multiple published reports
from the same study were available, we
included only the one with the most de-
tailed information for both exposure and
outcome.

Data extraction

Data were extracted independently by
two investigators (F.P.C. and L.D.), and
differences were resolved by discussion
and consensus with either P.S. or M.A. M.
Relevant data included the first author’s
surname, year of publication, country of
origin of the population studied, recruit-
ment year, number of participants, num-
ber of incident cases of type 2 diabetes
in each group, participants’ age, sex,
duration of follow-up, method used to
measure sleep disturbance, reference cat-
egory, category for “short” and “long”
sleep, outcome assessment, reported rel-
ative risks (RRs) (8—14) or hazard ratios
(HRs) (15-17) of type 2 diabetes by sleep
category, corresponding 95% Cls, and
covariates adjusted in the original statisti-
cal analysis.

Definition of sleep disturbance
Duration of sleep was assessed by self-
reported habitual sleep duration using
questionnaires (in one study by direct in-
terview [10]). Short sleep was defined as
=5(8,11-13), <6(10,15), or <7 h/night
(14). Long sleep was defined as >8
(12,15) or =9 h/night (8,11,13,14). Dif-
ficulty in initiating or maintaining sleep
was assessed by questionnaire (Table 1).
The latter measures are components of
sleep quality. Sleep maintenance reflects
sleep consolidation.

Statistical analysis

The quality of the studies included in the
meta-analysis was evaluated by the
Downs and Black Quality Index score sys-
tem (18), a validated checklist for assess-
ing the quality of both randomized
clinical trials and nonrandomized studies.
It consists of several items distributed
among five subscales: reporting, external
validity, bias, confounding, and power.
For the assessment of nonrandomized,
prospective studies, the maximum score
is 19. RRs or HRs were extracted from the
selected publications and were used to
measure the relationship between sleep
disturbances and the incidence of type 2
diabetes. Their SEMs were calculated
from the respective Cls. The value from
each study and the corresponding SEM
were transformed into their natural loga-
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rithms to stabilize the variances and to
normalize their distribution. We esti-
mated the pooled RR (and 95% CI) using
a random-effects model. By comparison
with the reference category of sleep dis-
turbance, we estimated the pooled risk
and 95% CI of developing type 2 diabetes
for the short and the long sleep category
and for difficulty in initiating or maintain-
ing sleep separately. Heterogeneity
among studies was tested by Q statistics
and quantified by I* and H statistics (19).
We also performed meta-regression using
a random-effects model (20). Funnel plot
asymmetry was used to detect publication
bias, with the application of Egger’s re-
gression test (21). When indicated, we re-
calculated the combined estimate after
imputation from the asymmetry of the
funnel plot of the number of “missing”
studies and their effect sizes and SEMs, a
method known as “trim and fill” (21). The
influence of individual studies was exam-
ined by omitting one or more study at a
time to see the extent to which inferences
depended on a particular study or group
of studies (sensitivity analysis). Subgroup
analysis was performed to assess possible
sources of statistical heterogeneity and to
check for the potential impact of sex and
duration of follow-up on the relationship
between sleep disturbances and incidence
of type 2 diabetes. All statistical analyses
were performed using MIX software (ver-
sion 1.7) (22).

RESULTS

Characteristics

Ten studies (reporting on 13 cohorts)
were included in the meta-analysis (8-
17) (supplementary Fig. 1). When results
were reported for men and women sepa-
rately, they were entered into the analyses
as separate cohorts. Table 1 summarizes
the characteristics of the studies. Overall,
the systematic review included 107,756
participants. Five studies recruited both
men and women (11,13-15,17), two
studies recruited only women (8,10), and
three studies recruited only men
(9,12,16). Four studies were from Eu-
rope, four were from the U.S., and two
were from Japan. One study reported re-
sults by ethnicity (14). The majority of
studies were population-based cohorts
(9-12,17), two had multicenter recruit-
ment (8,14), one was a national survey
(13), and two were from occupational co-
horts (15,16). The median Quality Score
Index was 16 (range 8-17). Median
follow-up was 9.5 years (4.2-32). All

studies assessed sleep disturbances by
questionnaire. The methods to ascertain
new cases of type 2 diabetes varied among
studies: in five studies, questionnaires
were used (8,9,11,15,17), with additional
validation (8,9); in the other five studies,
more direct diagnostic criteria were used
(10,12-14,16). The total number of inci-
dent cases of type 2 diabetes was 3,586.
Of the five studies that included both men
and women, two reported outcomes sep-
arately for men and women (11,17).
Opverall, nine cohorts reported data on the
relationship between type 2 diabetes and
short sleep, seven on long sleep, six on
difficulty in initiating sleep, and six on
difficulty in maintaining sleep (Table 1).

Short duration of sleep

Short duration of sleep was associated
with a greater risk of developing type 2
diabetes (Fig. 1A) with no evidence of
publication bias (supplementary Fig. 2a).
There was statistical heterogeneity among
studies. The effect in men (RR 2.07 [95%
CI 1.16-3.72]) tended to be larger than
that in women (1.07 [0.90—-1.28], heter-
ogeneity test P = 0.04). The effect was not
affected by the restriction of the analysis
to studies defining short sleep as =5 h, in
which incident cases were assessed by
questionnaire (n = 5; 1.36 [1.10-1.68,
P = 0.004).

Long duration of sleep

Long duration of sleep was associated
with a greater risk of type 2 diabetes (Fig.
1B) with no evidence of publication bias
(supplementary Fig. 2b) and no statisti-
cally significant heterogeneity. The effect
was not altered by the restriction of the
analysis to studies defining long sleep as
>9h (n = 5; RR 1.38 [95% CI 1.15-
1.65], P = 0.0006) or to those in which
incident cases were assessed by question-
naire (n = 4; 1.59 [1.15-2.21], P =
0.0053).

Difficulty in initiating sleep

Difficulty in initiating sleep was associ-
ated with a greater risk of type 2 diabetes
(Fig. 2A) with no evidence of publication
bias (supplementary Fig. 2¢) and no sta-
tistical heterogeneity. The effect was not
altered by the restriction of the analysis to
studies in which incident cases were as-
sessed by direct clinical assessments (n =
4; RR 1.58 [95% CI 1.13-2.21], P =
0.0082). The trim and fill method im-
puted two studies with a revised estimate
of 1.45 [1.13-1.86].

Difficulty in maintaining sleep
Difficulty in maintaining sleep was asso-
ciated with a greater risk of type 2 diabe-
tes (Fig. 2B) with no evidence of pub-
lication bias (supplementary Fig. 2d) and
no statistical heterogeneity. The effect was
not altered by the restriction of the anal-
ysis to studies in which incident cases
were assessed by direct clinical assess-
ments (n = 4; RR 1.67 [95% CI 1.30-
2.14], P < 0.0001). The effect estimates
were comparable in men (n = 3,207 in-
cident cases, 2.29 [1.28—4.10], P =
0.005) and in women (n = 2,107 incident
cases; 1.95 [1.22-3.12], P = 0.005, het-
erogeneity test P = 0.68). The trim and fill
method imputed two studies with a re-
vised estimate of 1.62 (1.18-2.24).

Duration of follow-up

The risk of developing type 2 diabetes
showed an overall trend to increase with
the duration of follow-up (Fig. 3). The RR
increments per year of follow-up were es-
timated at 2% for short sleep (1.02 [95%
CI 0.93-1.12]) after the exclusion of an
outlier (10) (coefficient before exclusion
0.98 [0.96-1.011), 7% for long sleep
(1.07 [0.99-1.16]), no increments for
difficulty in initiating sleep (1.00 [0.95—
1.05]), and 12% (1.12 [1.00-1.24], P =
0.04) for difficulty in maintaining sleep.

CONCLUSIONS — This study pro-
vides for the first time quantitative pooled
estimates of the associations between
measures of quantity and quality of habit-
ual sleep and the incidence of type 2 dia-
betes in studies around the world. It
shows an unambiguous and consistent
pattern of increased risk of developing
type 2 diabetes at either end of the distri-
bution of sleep duration and with quali-
tative disturbances of sleep. The risk
varies between 28% in people who report
habitual sleep of <5-6 h/night and 84%
in those with difficulties in maintaining
their sleep. The presence of little or no
statistical heterogeneity among studies,
the absence of publication bias, and the
high statistical power confer further
strength to our results. The effects were,
by and large, comparable in men and
women (with the exception of short sleep)
and did not depend on the type of assess-
ment of exposure and outcome or on the
definitions of short or long sleep. A large
number of potential confounders, partic-
ularly age and BMI, were considered in
the primary analyses. The effect tended to
increase with the duration of follow-up.
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Author (ref) Year Country ple size P Short Sleep v Ref  Reference Short sleep Relative Risk
Cases  of short sleep (95% CI)
Ayas? 2003 uUsA 70,026 1,969 4.3% =5hv 8h ' 1.19(0.97 to 1.44)
Bjiirkelund'® 2005 Sweden 1,462 126 6.8% <6h v >6h 0.97 (0.83 to 1.14)
Mallon (men)™ 2005 Sweden 550 50 6.9% =5h v 6-8h b 2.80(1.09 to 7.18)
Mallon (women)'t 2005 Sweden 620 38 71% =5h v B-8h 1.80 (0.49 to 6.71)
Yaggi® 2006 UsA 1,564 90 9.4% <5hv 7h L 1.72 (0.81 to 3.61)
Gangwisch'? 2007 USA 8,992 430 B.9% <5hv 7h : 1.48 (1.04 to 2.11)
Hayashino'® 2007 Japan 6.509 230 nla =6h v 8-Th 1.15(0.76 to 1.74)
Beihl {white)* 2009 UsA 662 107 66% <7Thv 8h ] 2.16(1.22 to 3.81)
Beihl (black)™ 2009 USA 238 39 B4% <7hv 8h L] 0.47 (0.16 to 1.37)
Combined effect (random model): p=0.024 90,623 3,079 < 1.28 (1.03 to 1.60)
Heterogeneity: 12=58% (11 to 80); Q=18.9, p=0.015 0.1 1 10
Publication bias: Egger’s test p=0.14 Relative Risk (log scale)
B Long duration of sleep and incidence of type 2 diabetes
Author (ref) Year Country Sample size Incident  Prevalence Long sleep v Ref  Reference Long sleep Relative Risk
cases of long sleep (95% CI)
Ayas? 2003 usA 70,026 1,969 4.5% =9h v 8h - 1.28 (1.04 to 1.59)
Mallon (women)'t 2005 Sweden 620 38 2.7% =8h v 6-8h i 2.89(0.58 to 14.4)
Yaggi? 2006 UsA 1,564 90 6.5% >Bh v 7h - 3.03(1.44 to 6.39)
Gangwisch'? 2007 USA 8,092 430 8.7% >0hv 7h - 1.52 (1.07 to 2.17)
Hayashino® 2007 Japan 6,509 230 nla =Bh v 6-Th L] 1.03 (0.62 to 1.72)
Beihl (white ) 2009 UsA 662 107 4.1% =8h v Bh - 2,77 (0.89 to B.64)
Beihl (black) 2009 usa 238 39 3.4% =9h v 8h - 0.36 (0.03 to 4.70)
Combined effect (random model): p=0.005 88,611 2,903 = 1.48 (113 to 1.96)
Heterogeneity: 12=37% (0 to 74); Q=9.6, p=0.14 0.1 1 10

Publication bias: Egger's test p=0.42

Relative Risk (log scale)

Figure 1—Quantity of sleep and the risk of developing type 2 diabetes. Results are expressed as RR (95% CI). The size of squares is proportional to
the weight of the study. A: Forest plot of the risk of type 2 diabetes associated with short duration of sleep compared with the reference group in nine
population cohorts from seven published prospective studies. B: Forest plot of the risk of type 2 diabetes associated with long duration of sleep
compared with the reference group in seven population cohorts from six published prospective studies. n/a, not available.

These results are of interest for several
reasons. First, the association is consistent
in different populations. Although the
meta-analysis detected some statistical
heterogeneity among studies (in particu-
lar, in the short sleep category), further
sensitivity analysis and the absence of
publication bias are in favor of similar ef-
fects across populations. Second, they in-
dicate an effect size of potential public
health relevance, consistent across the
sexes and depending on the duration of
follow-up.

Study limitations

First, with the exception of one study
(16), all had a Downs and Black score be-
tween 15 and 18 of 19, indicating high
quality. Second, a meta-analysis of obser-
vational data cannot directly control for
confounding. We made an attempt to al-
low for multiple confounding by includ-
ing adjusted estimates from multivariate
models from each contributing study.
However, residual confounding and bias
remain a possibility. For instance, low
levels of physical activity or poor diet that

are causally related to type 2 diabetes may
have also influenced sleep patterns.
Third, there was no evidence of publica-
tion bias. However, the results can only be
representative of the studies included and
may not be easily extrapolated to other
settings. For instance, most studies were
carried out in Europe, the U.S., and Ja-
pan. They cannot therefore represent the
wider populations across the globe, par-
ticularly those from the Indian subconti-
nent (where type 2 diabetes is highly
prevalent) or from Africa. All studies used
self-reported sleep disturbances (either as
quantity or as quality of sleep). These
methods have limitations in that they of-
ten may not allow (unless explicitly built
as additional questions) differentiation of
time asleep from time in bed or estimation
of the number and duration of naps when
assessing duration of sleep. On the other
hand, sleep studies using objective mea-
sures of sleep are not practical and often
not feasible in large prospective popula-
tion studies. Sleep diaries, actigraphy,
and polysomnography from some large
population and small-scale investigations

have shown good correlations between
subjective estimates of sleep duration and
more direct assessments (23-25). Fur-
thermore, assessments of sleep dura-
tions in the primary health care setting,
when collected, rely exclusively on self-
reported data from patients.

Quantity and quality of sleep were as-
sessed at one point in all studies. A single
measure of exposure may not fully cap-
ture the sustained effects of sleep disrup-
tion over time on long-term morbidity.
The studies analyzed did not always ex-
clude subjects with obstructive sleep ap-
nea-hypopnea syndrome (OSAS). These
represent ~4% of middle-aged men and
~2% of middle-aged women (26,27).
OSAS is associated with obesity, short and
disrupted sleep, excessive daytime sleep-
iness, and high rates of morbidity and
mortality, predominantly due to cardio-
vascular disease (28). Although it is pos-
sible that the presence of patients with
OSAS may have contributed to the risk of
type 2 diabetes, the adjustment for obe-
sity or BMI in almost every study would
have, at least in part, corrected for this.
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A Difficulty in initiating sleep and incidence of type 2 diabetes

Author (ref) Year Country size Incident Preval D.LS. v Ref None Dl1s. Relative Risk
cases of D.LS. (95% CI)
Nilsson® 2004 Sweden 6,599 281 9.3% Yes v No 1.52 (1.05 to 2.21)
Kawakami® 2004 Japan 2,265 38 nfa Yes v No L) 2.97 (1.36 to 6.51)
Mallon (men)* 2005 Sweden 550 50 4.4% Yes v No g 2.41 (0.69 to 8.45)
Meisinger (men)!” 2005 Germany 4,140 119 7.2% Yes v No ] 1.11(0.59 to 2.07)
Meisinger (women)'? 2005 Germany 4,129 69 13.7% Yes v No 1.42 (0.80 to 2.51)
Hayashino'® 2007 Japan 6,509 230 8.0% Yes v No 1.62 (1.01 to 2.59)
Combined effect (rand del): p<0.0001 24,192 787 1.57 (1.25 to 1.97)
Heterogeneity: 12=0% (0 to 75); @=4.37, p=0.50 04 1 10
Publication bias: Egger's test p=0.37 -
Relative Risk (log scale)
B Difficulty in maintaining sleep and incidence of type 2 diabetes
Author (ref) Year Country 5 le size Incident P D.M.S. v Ref Mone D.M.S. Relative Risk
cases of D.M.S. (95% CI)
Kawakami'® 2004 Japan 2,265 38 nia Yes v No = 2.23(1.08 to 4.60)
Malion (men)" 2005 Sweden 550 50 B8.4% Yes v No = 4.81(1.88 to 12.3)
Mallon (woman)' 2005 Sweden 620 38 11.9% Yes v No 1.80 (0.52 to 6.20)
Meisinger (men)"” 2005 Germany 4,140 119 14.4% Yes v No 1.60(1.04 to 2.46)
Meisinger (women)'? 2005 Germany 4129 &9 19.0% Yes v No 1.97 (1.19 to 3.29)
Hayashino's 2007 Japan 6,509 230 nia Yes v No B 1.36 (0.87 to 2.14)
Combined effect (random model): p<0.0001 18,213 544 1.84 (1.39 to 2.43)
Heterogeneity: 1?=22% (0 to 66); Q=6.38, p=0.27 01 1 10

Publication bias: Egger's test p=0.15

Relative Risk (log scale)

Figure 2—Quality of sleep and the risk of developing type 2 diabetes. Results are expressed as RR (95% CI). The size of squares is proportional to
the weight of the study. A: Forest plot of the risk of type 2 diabetes associated with difficulty in initiating sleep (D.L.S.) compared with none in six
population cohorts from five published prospective studies. B: Forest plot of the risk of type 2 diabetes associated with difficulty in maintaining sleep
(D.M.S.) compared with none in six population cohorts from four published prospective studies. n/a, not available.

Sex differences in the risk associated
with duration of sleep have been reported
(29-33). Our analysis was repeated after
stratification by sex, wherever possible.
No differences were detected between
short duration of sleep or difficulty in

5_

Relative Risk

maintaining sleep and the development of
type 2 diabetes. Ideally long duration of
follow-up would be needed to assess the
influence of sleep on health over the life
course (34). We excluded a priori studies
with short follow-up (<3 years) to avoid

10

15 20

Length of follow-up (yrs)

Figure 3—Meta-regression of the risk of developing type 2 diabetes by duration of follow-up
according to type of sleep disturbance. The size of circles is proportional to the weight of the study.
DIS, difficulty in initiating sleep; DMS, difficulty in maintaining sleep.

the possibility that measurements of sleep
quantity and quality would be too close to
the diagnosis of type 2 diabetes. We in-
cluded studies with follow-up ranging
from 4.2 to 32 years. The effect size was
directly related to the duration of fol-
low-up for some measures of sleep distur-
bance, suggesting the possibility of a
time-dependent cumulative effect. We
were unable to stratify studies by age-
groups because of the inconsistent report-
ing of age in the original studies.

Potential mechanisms

Causative mechanisms relating sleep
problems to adverse health outcomes in-
clude reciprocal changes in circulating
levels of leptin and ghrelin (6,35). These
in turn would increase appetite and ca-
loric intake, reduce energy expenditure
(3,4), and facilitate the development of
obesity (4,6) and impaired glycemic
control (36), increasing cardiovascular
risk. Increased cortisol secretion and al-
tered growth hormone metabolism have
also been implicated (37). Low-grade
inflammation is activated during short
sleep, with possible implications not
only for cardiovascular disease (7) but
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also for other chronic conditions in-
cluding cancer. The association of diffi-
culty of initiating or maintaining sleep
could be related to the same mecha-
nisms, as an expression of reduced total
sleep duration. Finally, elevated levels
of dopamine and symptoms of gastro-
esophageal reflux have recently been
described as important contributors to
difficulties in maintaining sleep and in-
somnia (38,39). Conversely, there is a
less clear indication of possible mecha-
nisms mediating the effect of long
duration of sleep as a cause of type 2
diabetes. Depressive symptoms, low so-
cioeconomic status, unemployment, a
low level of physical activity, undiag-
nosed health conditions, and poor gen-
eral health have all been shown to be
associated with long duration of sleep
and to confound the association with
morbidity as well as mortality (40).

Disrupted sleep, both in quantity and
quality, should be regarded as a behav-
ioral risk factor for the development of
type 2 diabetes, heavily determined by the
environment and possibly amenable to
modification through both education and
counseling as well as through favorable
modifications of physical and working
environments to allow sufficient sleep
and avoid habitual and sustained sleep
deprivation and disruption.
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The social and economic burden
of shift-work disorder

Larry Culpepper, MD, MPH
Department of Family Medicine
Boston University Medical Center
Boston, Massachusetts

Practice recommendations

y Shift-work disorder (SWD) and its defining
symptoms can negatively affect health,
quality of life, and work performance. The

gravity of these consequences necessitates

vigilance for the symptoms of SWD by
primary care physicians (SOR: B).

yThe threshold for treatment intervention
for emergency service workers, such as
firefighters, who make crucial decisions
under shift-work conditions and who are
experiencing SWD should be lower than
for shift workers in general (SOR: B).

y The economic costs of untreated
SWD are likely to be high. Early
diagnosis and treatment of SWD may
reduce these costs in addition to reducing
the human burden of this circadian
rhythm sleep disorder (SOR: C).

Dr Culpepper reports that he serves as a consul-
tant to AstraZeneca, Eli Lilly and Company, Pfizer
Inc, Wyeth, sanofi-aventis, and Takeda Pharma-
ceuticals North America, Inc, and on the speakers
bureau of Wyeth.

hift work is a fundamental component of working patterns

across the US workforce and is therefore an integral part of

thelifestyle ofalarge proportion of the population. However,
shift workers are at risk of developing the circadian rhythm sleep
disorder shift-work disorder (SWD), a clinically recognized condi-
tionthatdevelopsin someindividuals whoworkatnight, startwork
early in the morning (4 to 7 AmM), or work according to a rotating-
shift schedule. SWD is more severe than—and distinct from—the
sleep disturbances commonly associated with shiftwork. Provided
other sleep/wake disorders can be discounted, SWD is diagnosed
by the presence of excessive sleepiness (ES) and/or insomnia for
>1 month during which the individual is performing shift work.!

Shift work poses a serious public health risk, as it can im-
pair an individual’s ability to perform effectively and may lead
to occupational or traffic accidents. Furthermore, shift work has
numerous negative health effects and infringes on an individu-
al’s ability to sleep, eat normally, exercise, and develop relation-
ships. However, SWD is underrecognized in the clinical setting,?
and data regarding its epidemiology and etiology are scarce in
the scientific literature. Published information regarding shift
work in general has therefore been used as the foundation for
informing the clinical community on the potential burden of
SWD. It is incumbent on primary care physicians to be vigilant
for SWD in shift workers, make an accurate diagnosis, and initi-
ate appropriate treatment in order to relieve—and prevent—the
acute consequences and long-term health sequelae of this dis-
order, as well as to ensure public safety.

This supplement describes the burden of SWD, discusses
the current understanding of the processes that cause this and
other circadian rhythm sleep disorders, and describes the rec-
ognition and available management strategies for SWD. This ar-
ticle reviews the prevalence of SWD and examines the scale of its
social and economic burden, including associated comorbidi-
ties. In the second article, Dr Chris Drake explains the causes of
SWD and other circadian rhythm sleep disorders by describing
the circadian and homeostatic systems and detailing how life-
style factors, individual susceptibility, morbidity, and genetic
components can result in circadian rhythm pathology.
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The diagnosis of SWD is particularly challenging
because its defining symptoms of ES and/or insomnia
are demonstrated by numerous morbidities, includ-
ing other sleep disorders. Furthermore, normal and
abnormal responses to the challenge of shift work are
not easily differentiated, and current diagnostic crite-
ria require additional validation.? Identification of SWD
relies on detailed discussion of a patient’s medical his-
tory, knowledge of relevant risk factors, and differential
diagnosis to rule out other potentially causative medical
conditions. Dr Jonathan Schwartz provides a compre-
hensive guide to recognizing and diagnosing patients
with SWD in the third article of this supplement. In the
final article, Dr Michael Thorpy discusses the behavioral
and pharmacologic options available for patients with
SWD in order to address ES and insomnia as well as co-
morbidities. He also supplies a useful algorithm to assist
with the treatment of SWD in the primary care setting.

Epidemiology of SWD, insomnia,

and ES in shift workers

For approximately 22 million US adults, shift work is an
integral part of their professional life.* Of these individu-
als, about 3.8 million regularly work night shifts, and an
additional 3.3 million perform night-shift work on a ro-
tating basis.®

Drake and colleagues®used a telephone question-
naire to conduct a study of the prevalence of SWD in the
general population of Detroit, MI; 2036 day-shift, 360
rotating-shift, and 174 night-shift workers participated.
This study used minimum International Classification
of Sleep Disorders 2 (ICSD-2) criteria to define SWD*;
namely, subjects with ES and/orinsomniawhohad been
working either a night-shift or a rotating-shift schedule
for the past 2 weeks were diagnosed with SWD. In this
study, ES was defined by an Epworth Sleepiness Scale
(ESS)7 score of the total sample mean + 1 standard de-
viation (effectively, an ESS score of 13, compared with
the more commonly applied ES diagnostic score of >10).
Insomnia was diagnosed using Diagnostic and Statisti-
cal Manual of Mental Disorders, Fourth Edition, Text Re-
vision criteria,® ie, the subject had experienced periodic
recurrences of difficulty in falling asleep, staying asleep,
or nonrestorative sleep for at least 1 month, with a self-
reported severity of at least 6 points out of a possible
score of 10 on a visual analog scale.

Drake and colleagues® reported that 32.1% and
26.1% of night-shift and rotating-shift workers, respec-
tively, met their prespecified ES and/or insomnia crite-
ria, compared with 18.0% of day workers. The differential

“true” prevalence of ES and insomnia—and therefore
SWD—in night-shift and rotating-shift workers was re-
ported to be approximately 14.1% and 8.1%, respective-
ly. When it is considered that approximately 6% of all
workers in the United States perform night- or rotating-
shift work, the overall prevalence of SWD in the general
population was estimated to be approximately 1%.° This
resultis lower than the 2% to 5% estimated in the ICSD-2
coding manual,' and some sleep specialists have argued
that the figure put forward by Drake and colleagues® is
conservative.® However, Drake and colleagues® also ap-
plied the more usual ES diagnostic measure of an ESS
score of 210 and, using this criterion, found a much
higher prevalence of ES in their study population: 44.8%
of night-shift workers and 35.8% of rotating-shift work-
ers were found to have ES and therefore would also be
considered to have SWD, provided their symptoms per-
sisted for 21 month.

A recent study of 4471 US police officers reported
that 2.0% of this population had SWD, which was de-
fined by the occurrence of both insomnia and ES in as-
sociation with a recurrent schedule of work that over-
lapped the normal rest period.’

Epidemiologic data for SWD are sparse and addi-
tional studies are warranted. Few overt data exist for the
prevalence of SWD. Although the occurrence of insom-
nia and/or ES has been studied in various shift-working
populations, frequently only one symptom is analyzed.
Shift-working individuals who have either symptom for
>1 month should be regarded as meeting the diagnostic
criteria for SWD even if this is not stated explicitly by the
respective study investigators.

For example, the Helsinki Heart Study examined
the occurrence of insomnia and/or ES over a 3-month
period in a population of approximately 3000 middle-
aged men participating in a coronary heart disease
prevention trial.'° Persistent insomnia was reported by
approximately 50% of rotating- and night-shift workers,
whereas persistent ES was reported by approximately
25% of shift workers overall; those with ES and/or in-
somnia therefore met the diagnostic criteria for SWD.°

By contrast, a study using the Multiple Sleep Laten-
cy Test in a population of shift-working, long-haul bus
drivers reported that the criteria for ES were met by 38%
to 42% of subjects.! However, as the time frame over
which patients experienced ES was not measured in this
study, these patients should be viewed as being at risk of
developing SWD, as opposed to having SWD per se.!

Similarly, in a study of police officers, insomnia or
hypersomnia were reported by a significantly higher
proportion of shift-working personnel compared with
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their day-working colleagues (insomnia, 25.9% vs 15.8%
[P < .001]; hypersomnia, 4.9% vs 2.2% [P < .02]).}? The
absence of data regarding persistence of these symp-
toms precludes diagnosis of SWD in these patients.

Other studies have reported the prevalence of un-
planned napping at work, which may be indicative of
ES or sleep deprivation. For example, in a study of al-
most 700 registered female nurses, approximately 35%
and 32% of participants working rotating or night shifts,
respectively, reported episodes of unplanned sleep at
work and may therefore have been at risk for develop-
ing SWD."?

Comorbidities associated with
shift work and SWD

There are few reported studies regarding comorbidities
in patients with SWD, although a large epidemiologic
study has reported that patients with SWD are signifi-
cantly more likely to experience comorbidities than are
day workers or shift workers without SWD (P < .05).°
Shift work has adverse effects on health even in the ab-
sence of SWD, although to date there is no evidence that
shift work directly affects longevity.'*'*

Metabolic disturbance and gastrointestinal issues
The relationship between sleep disturbance and obesity
is well documented but poorly understood due to its
complexity.'® Sleep deprivation in particular has been
implicated in the pathogenesis of weight gain and dia-
betes, and it may be that recognition and treatment of
sleep disorders in general may assist with curtailing the
current obesity epidemic."”

In a study of 500 male municipal workers in Italy, 3
of the 5 diagnostic symptoms of metabolic syndrome—
obesity, elevated cholesterol, and raised triglyceride lev-
els—were found significantly more frequently in night-
shift workers than in day workers (P < .001, P < .01, and
P < .001, respectively), indicating that shift work is as-
sociated with significant metabolic disturbance.'® This
report extended the findings of an earlier study that
demonstrated that shift workers at a chemical plant in
Italy had a significantly higher mean body mass index
(BMI) than their day-working colleagues (27.7 kg/m? vs
26.5 kg/m?, respectively; P <.01)." In addition, the prev-
alence of diabetes increased with duration of exposure
to shift work, and markers of insulin resistance were
more common in shift workers than in day workers.?**!

Compared with day workers, shift workers also
have higher rates of peptic ulcers and gastrointestinal
problems, such as constipation and diarrhea.?>* These

findings were confirmed by a large trial of US work-
ers, which reported that night-shift workers (odds ratio
[OR], 3.13; 95% confidence interval [CI], 1.62-6.05), ro-
tating-shift workers (OR, 2.32; 95% CI, 1.32-4.06), and
subjects diagnosed with symptoms of SWD (OR, 4.55;
95% CI, 2.47-8.37) experienced increased rates of peptic
ulcers compared with day workers (P < .001 for all com-
parisons).’ Furthermore, both the effects of shift work
and the symptoms of SWD contributed cumulatively to
the increased likelihood of developing an ulcer among
patients with SWD.°

Metabolic disturbance and gastrointestinal symp-
toms in shift workers and patients with SWD may arise
in response to eating at unusual times of day, as food
intake acts as a cue for the synchronization of the circa-
dian clock. Moreover, gastric secretions in the middle of
the night oppose the intrinsic circadian rhythm of enzy-
matic activity set by the light/dark cycle. The increased
consumption of caffeine and alcohol used as coping
strategies by many shift workers may also lead to gastro-
intestinal sequelae.*

Cardiovascular issues
Heart rate and blood pressure vary throughout the day
due to circadian control; however, persistent nocturnal
activity due to night work reportedly limits or abolishes
the normal nocturnal reductions in blood pressure and
decreases heart rate variability.*>?® Individuals who do
not experience circadian-driven fluctuations in blood
pressure are likely to develop hypertension, which may
lead to further cardiovascular sequelae.”” In addition,
there is some evidence that ES may be a risk factor for
hypertension.? Shift workers have a 40% increased risk
of developing cardiovascular disease compared with
day workers.? Interestingly, a large study of the general
population in Detroit, MI, reported that while night-
shift (OR, 2.57; 95% CI, 1.24-5.30) and rotating-shift
work (OR, 2.01; 95% CI, 1.06-3.83) were associated with
an increased risk of heart disease (P = .01), the symp-
toms of SWD per se did not additionally exacerbate
heart disease.® However, a cohort study of nearly 6000
participants (the Cardiovascular Health Study) report-
ed that ES is linked with increased rates of myocardial
infarction, total and cardiovascular mortality, and con-
gestive heart failure,* although differences between the
study populations in this and the study by Drake and
colleagues® preclude direct comparison of their results.
Changes in hormone secretion, autonomic and
sympathetic cardiac control, metabolism, and heart
rate while working at night are implicated in shift-work-
related cardiovascular problems.'®* Other factors, such
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as heightened levels of stress relating to work dissatis-
faction and an absence of social support, may also play
a part.®* Furthermore, increased rates of smoking and
more frequent rates of overweight contribute to the in-
creased risk of developing cardiovascular problems in
this patient population.'®*

Cancer
Increased rates of breast, prostate, and colorectal can-
cer have been reported in occupations typically associ-
ated with night-shift work, such as firefighting, health
care, and law enforcement.*** For example, a study of
long-term shift-working nurses reported that this popu-
lation was at a moderately increased risk of breast and
colorectal cancer. Nurses who had worked for >20 years
on a rotating night-shift schedule had a relative risk
of breast cancer of 1.79 (95% CI, 1.06-3.01) compared
with non-shift-working nurses.* The risk of developing
breast cancer increased with longer working hours and
increased duration of night-shift working.* The relative
risk of colon cancer in nurses who had worked a rotat-
ing night-shift for 215 years compared with nurses who
never worked night shifts was 1.35 (95% CI, 1.03-1.77).%
Women who are awake during what would nor-
mally be the period of peak melatonin production (ie,
at night) due to work commitments or poor sleep habits
have been shown to have an increased risk of develop-
ing breast cancer (OR, 1.14 for each night per week; 95%
CI, 1.01-1.28).3* It may be that increased rates of can-
cer in shift-working populations are due to a reduction
in night-time melatonin production, which has been
shown to increase the incidence of tumors in animal
models.***! Dysregulation of circadian genes in cancer-
related pathways or altered hormone production have
also been implicated in raising the risk of cancer in shift-
working individuals.***

Reproductive health

In addition to an increased risk of developing breast
cancer, shift-working women are also more likely than
day workers to experience irregular menstruation, re-
duced fertility, and problems during pregnancy.**6
Moreover, women working rotating shifts have more
difficulty becoming pregnant than night-shift working
women.*"#

Sleep disorders

The chronic sleep deprivation experienced by indi-
viduals with insomnia, including shift workers and
those with SWD, is linked to reduced serum iron levels,
which in turn leads to additional sleep problems such as

restless legs syndrome or periodic limb movement dis-
order.'**® Periodic limb movement disorder occurs in
8.5% of shift workers, compared with 4.2% of non-shift
workers (P < .005).!2 Fatigue (weariness without feeling
sleepy) is frequently reported by shift workers and is of-
ten a manifestation of an underlying sleep disorder that
is disrupting sleep quality.* The reported prevalence of
sleep disorders other than SWD in shift workers is ap-
proximately 30%.°!

Mood and anxiety disorders

High rates of depression have been reported in shift
workers, particularly in women.* Furthermore, de-
pression and SWD can both manifest as impairment in
memory and concentration and may also result in apa-
thy and lethargy. It is therefore vital that shift-working
patients who present with symptoms of depression are
asked about their sleep habits in order to avoid misdiag-
nosis of a mood disorder.

Shift work is thought to exacerbate existing mood
disorders; this may be due to a lack of bright light ex-
posure, as is the case with patients who experience
seasonal affective disorder.® A large epidemiologic
study has reported that symptoms of SWD were asso-
ciated with elevated rates of depression (OR, 2.57; 95%
CI, 2.01-3.27).° Interestingly, rates of depression did
not differ between day, night-shift, and rotating-shift
workers who did not have SWD. The findings indicate
that, although SWD may be associated with depression,
shift work alone does not elevate the risk of developing
this mood disorder.® Assessment of shift-working radar
controllers in the US Air Force using the Zung Anxiety
and Depression Scales showed that shift workers with
SWD had a greater likelihood of experiencing anxiety
than did their shift-working colleagues without SWD
(P <.01), and they were also significantly more prone to
depression (P <.01).%

Cognitive effects associated
with shift work and SWD

Memory consolidation, learning, alertness, and perfor-
mance are severely affected by sleep deprivation, even
in the absence of circadian misalignment.*** Moreover,
ES has detrimental effects on memory, impedes con-
centration, and impairs learning and work performance,
regardless of its etiology.>>° A recent study has assessed
learning in healthy patients who lived under shift-work
conditions in a laboratory devoid of time cues by mea-
suring improvements in the Mathematical Addition Test
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and the Digit Symbol Substitution Task.® Circadian mis-
alignment was found to be detrimental to learning in
subjects who failed to adapt to their imposed schedule
of sleep and wake.*® Thus individuals who experience
ES, sleep deprivation, and sleep/wake synchronization
issues as a result of SWD are likely to be particularly af-
fected in this respect.

ES can be severe in night-shift workers (defined by
an ESS score 218)” and becomes most pronounced in
terms of impaired performance between 3 and 6 AM.*
Reductions in sleep duration of between 1 and 4 hours
per day have been reported in night-shift populations,
and this sleep deprivation may account for a large pro-
portion of the ES associated with SWD.*****Moreover, the
quality of night-shift workers” sleep is often poor due
to premature awakening and reductions in rapid eye
movement and stage 2 slow wave sleep, which is asso-
ciated with memory consolidation and learning.®>% Re-
striction of sleep time by as little as 2 hours per night for
1 week has been shown to significantly affect scores on
vigilance tasks.®” Furthermore, the persistent sleep debt
incurred by shift workers may lead to reduced atten-
tion and performance equivalent to that demonstrated
by intoxicated persons or study subjects required to re-
main awake continuously for 24 hours.*"% Of concern,
significantly lower levels of alertness and performance
have been recorded in nuclear power plant night-shift
workers vs day- and evening-shift workers.*"°

Alertness and cognitive processes may be espe-
cially impaired during the transition from day work to
a series of night shifts, as many individuals will attempt
to stay awake throughout the whole first day and night.™
Response times in tests of visual selective attention were
significantly (P < .05) affected on the first night shift in
a shift-work simulation study.” These results indicate
that the potential for accidents is increased in affected
night-shift workers from as early as their first shift; pro-
ductivity is also likely to be affected almost immediately
in such workers.”

Social and quality of life burden of SWD
Shift work negatively affects quality of life. In a study
of Air Force radar controllers, shift workers in general
experienced higher levels of anxiety (P < .001) and ir-
ritability (P < .05) and demonstrated a greater tendency
to ignore stress (P < .001) than did day workers.** Im-
portantly, this study also demonstrated that SWD im-
parts a significantly greater detriment to quality of life
than does shift work alone. Quality of life for shift work-
ers with SWD was significantly poorer than that of shift

workers without this disorder for the Sickness Impact
Profile domains of sleep and rest (P < .001), emotional
behavior (P < .001), home management (P < .05), mo-
bility (P < .05), social interaction (P < .01), ambulation
(P < .05), alertness behavior (P < .001), work (P < .05),
and recreational pastimes (P < .01).** Subjects with
SWD also experienced greater impairments, compared
with other shift workers, for the Illness Behavior Ques-
tionnaire domains of general hypochondriasis (P <
.001), disease conviction (P < .001), affective inhibition
(P < .001), affective disturbance (P < .001), and the
Whiteley Index of Hypochondriasis (P < .001).%

Moreover, a large epidemiologic study of the gen-
eral US population found that individuals with SWD are
more likely to be unable to attend social and family inter-
actions due to sleep problems than those without SWD.5
Permanent night workers with SWD missed 8.6 days of
family or social activity per month compared with 1.5
days in those without SWD; rotating-shift workers with
SWD missed 10.1 days of family or social activity each
month vs 1.0 day in their colleagues without SWD.*

A set of self-report questionnaires—the Standard
Shiftwork Index (SSI)—was developed specifically to
monitor problems relating to shift work, including
changes in alertness, coping, job satisfaction, sleep,
psychological well-being, and physical health.” A num-
ber of studies have used the SSI in shift-work popula-
tions and have demonstrated that this measure can dif-
ferentiate between shift schedules of differing types and
length.”?"However, a number of analyses have intimat-
ed that several of the scales incorporated in the SSI are
psychometrically weak, and further evidential support
for this set of questionnaires may be required.®*?!

Accidents
Shift workers are more likely to have work-related ac-
cidents than are day workers.*” Considering that the
shift-work population includes nurses, physicians, fire-
fighters, police officers, military personnel, pilots, and
drivers, the potential ramifications of SWD are discon-
certing. Early treatment intervention should be consid-
ered in emergency workers presenting with SWD symp-
toms so that they can continue to perform their roles
safely. Transportation accidents due to ES, suboptimal
treatment of patients under the care of shift-working
clinicians, and injuries to the clinicians themselves are
commonplace, yet SWD remains a poorly documented
condition.?

The likelihood of a medical resident experiencing
a percutaneous injury (with a scalpel or needle) was
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found to be twice as high during a night shift than dur-
ing a day shift (OR, 2.04; 95% CI, 1.98-2.11).%® The odds
of reporting an accident or error due to ES were twice
as high among nurses on a rotating-shift schedule com-
pared with nurses on a fixed day or evening shift."*

Other workers with vital roles are also affected by
the demands of shift work. Police officers required to
work shifts were reported to be significantly more like-
ly to experience a sleep-related accident at work or at
home than were their non-shift-working colleagues
(OR, 2.24; P < .0005); data concerning the types of ac-
cidents experienced by these police officers were not
collected in this study.'

More accidents are reported by workers commut-
ing home after the night shift than by day workers.?*8
For example, 40% of motor vehicle accidents experi-
enced by medical residents in their first postgraduate
year occurred during the commute home after shift
work.®® Moreover, 74% of motor vehicle crashes involv-
ing emergency medicine residents occurred after they
had worked a night shift, compared with 12% after a day
shift.* Among night-shift working nurses, 79% reported
experiencing at least one episode of drowsiness on the
commute home in a 4-week study.*

Driving as part of a shift-based occupation also
presents risks for accidents, with approximately 25%
of police officers reporting that they have fallen asleep

at the wheel while driving at work.® It is not surprising
that the vast majority of single-vehicle accidents oc-
cur early in the morning, when drivers are sleepiest®**
(FIGURE 1).

Early-morning sleepiness is also thought to be
responsible for the increased rate of military flight ac-
cidents at this time of day.” Twelve percent of US Air
Force non-aircrew shift workers admit that they have ex-
perienced a fatigue-related operational error, although
only 31% of those affected officially reported such an
event. Of concern, work/rest guidelines used by shift-
working US Air Force aircrew do not appear to greatly
improve matters, as fatigue was found to be a factor in
13% of serious aviation mishaps recorded between 1972
and 2000.%

Although these data are illuminating, it is apparent
that very few studies have been published on the rate
of accidents specifically caused by SWD. Considering
that patients with SWD are particularly vulnerable to
the circadian issues created by shift work, it seems likely
that they must make up a significant proportion of the
shift-working population that experiences work-related
and traffic accidents. However, until further studies are
performed that specifically analyze accidents involv-
ing patients with SWD, we can only anticipate that the
incidents that these individuals experience are more
harmful and occur more frequently compared with the
general shift-working population.

Economic impact of SWD

As described in “Cognitive effects associated with shift
work and SWD” on page S6 of this article, shift work is
associated with significant neurocognitive deficits and
reduced efficiency at work. The costs due to lost pro-
ductivity and accidents associated with shift workers
performing at suboptimal level are, therefore, likely to
be substantial. To date, studies of the direct and indirect
costs of shift work and SWD have not been published;
however, an indication of the scale of the economic
burden can be gained by looking at the costs associated
with the 2 key symptoms of SWD: ES and insomnia.

A study of the economic consequences of ES (per-
formed using 1988 data) reported that ES of any etiol-
ogy was responsible for motor vehicle accidents costing
between $29 billion and $38 billion annually ($53 bil-
lion and $69 billion, when adjusted to 2009 values) and
work-related accidents (including deaths and disabling
injuries) costing between $10 billion and $13 billion
annually ($18 billion and $24 billion when adjusted to
2009 values).”®
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Studies of patients with insomnia of unspecified
etiology reveal the extent of the cost burden of this
symptom. An observational US study found that average
6-month total costs (ie, direct and indirect costs) were
approximately $1253 higher for an adult (age 18-64
years) with insomnia than for a matched control with-
out insomnia.**

A recently reported Canadian study highlighted the
large contribution of indirect costs to the total costs as-
sociated with insomnia.”® Direct costs included those
for doctors’ visits, transportation to the visits, and pre-
scription and over-the-counter drugs. Indirect costs as-
sociated with insomnia included those for lost produc-
tivity and job absenteeism; these accounted for 91% of
all costs. On average, the total annual costs incurred by a
patient with insomnia syndrome (defined as those who
used a sleep-promoting agent >3 nights per week and/
or were dissatisfied with sleep, had insomnia symptoms
>3 nights per week for >1 month, and experienced
psychological distress or daytime impairment)® were
C$5010 (C$293 direct and C$4717 indirect). For a pa-
tient with insomnia symptoms, average annual total
costs were calculated to be C$1431 (C$160 direct and
C$1271 indirect). By comparison, a good sleeper (ie, a
study subject who reported being happy with his or her
sleep, did not report symptoms of insomnia, and did not
use sleep-promoting medication) was found to incur
average annual costs of C$421.%

More detailed assessment is required of the costs
incurred specifically in patients with SWD, but there is

clearly an economic rationale for early diagnosis and
treatment of the symptoms of SWD.

Summary

What is clear from this review is that, while information
on shift work is relatively abundant, data concerning
SWD are meager. For example, epidemiologic data on
SWD are sparse, in part because many investigators in
studies of shift workers do not take the seemingly logical
step of assessing SWD in their subjects. However, differ-
entiating between shift workers who experience tran-
sient symptoms associated with adapting to a new shift
schedule and individuals with SWD is complex and may
lead to underrecognition of this condition. Similarly,
there are few data on the comorbidities experienced by
individuals diagnosed with SWD and further studies are
warranted. The increased risk of illness demonstrated
by shift-working individuals may be even greater in pa-
tients with SWD due to their intrinsic—and poorly un-
derstood—vulnerability to the effects of shift work.

The studies described here show that the burden of
SWD is multifactorial, and it includes impairment of pa-
tients’ relationships and health and reduces their efficien-
cy at work.® Again, there are very few data on the economic
burden of SWD, although reduced productivity and the
cost of accidents in the workplace and while driving are
likely to be high. Additional research is needed in this area.

Shift workers, including public service workers, must
make difficult decisions during times of day when they
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are not functioning optimally. Emergency clinicians in
particular have great responsibility and must work under
these trying conditions. In addition to the increased rates
of traffic and workplace accidents encountered by such
clinicians, many will also have difficulty adapting to shift
and on-call work, lose recreation time with their fami-
lies, and experience insomnia, ES, sleep deprivation, and

References

—

no

o

Bl

i

[=2]

-

=]

©

10.

1

—

1

(S8

13.

1

-~

15.

. American Academy of Sleep Medicine. Interna-

tional Classification of Sleep Disorders: Diag-
nostic and Coding Manual. 2nd ed. Westches-
ter, IL: American Academy of Sleep Medicine;
2005.

. Schwartz JRL, Roth T. Shift work sleep disorder:

Burden of illness and approaches to manage-
ment. Drugs. 2006;66:2357-2370.

Sack RL, Auckley D, Auger R, et al. Circadian
rhythm sleep disorders: part I, basic principles,
shift work and jet lag disorders. Sleep. 2007;30:
1460-1483.

McMenamin TM. A time to work: recent trends
in shift work and flexible schedules. Monthly La-
bor Review, Dec 2007:3-15. www.bls.gov/opub/
mlr/2007/12/art1full.pdf. Accessed April 2, 2009.

. US Bureau of Labor Statistics. Workers on flexible

and shift schedules in May 2004. Washington,
DC: US Department of Labor, Bureau of Labor
Statistics; 2005.

. Drake CL, Roehrs T, Richardson G, et al. Shift

work sleep disorder: prevalence and conse-
quences beyond that of symptomatic day work-
ers. Sleep. 2004;27:1453-1462.

. Johns MW. A new method for measuring day-

time sleepiness: the Epworth Sleepiness Scale.
Sleep. 1991;14:540-545.

. American Psychiatric Association. Diagnostic

and Statistical Manual of Mental Health Disor-
ders, 4th ed, text rev. Washington, DC: American
Psychiatric Association; 2000.

. Rajaratham SMW, Barger LK, Lockley SW, et al.

Screening for sleep disorders in North American
police officers [abstract]. Sleep. 2007;30(suppl):
A209.

Harma M, Tenkanen L, Sjoblom T, et al. Com-
bined effects of shift work and life-style on
the prevalence of insomnia, sleep deprivation
and daytime sleepiness. Scand ] Work Environ
Health. 1998;24:300-307.

. Santos EH, de Mello MT, Pradella-Hallinan

M, et al. Sleep and sleepiness among Brazil-
ian shift-working bus drivers. Chronobiol Int.
2004;21:881-888.

. Garbarino S, De Carli E Nobili L, et al. Sleepi-

ness and sleep disorders in shift workers: a
study on a group of Italian police officers. Sleep.
2002;25:648-653.

Gold DR, Rogacz S, Bock N, et al. Rotating shift
work, sleep, and accidents related to sleepiness
in hospital nurses. Am J Public Health. 1992;82:
1011-1014.

. Taylor PJ, Pocock SJ. Mortality of shift and day

workers 1956-1968. Br ] Ind Med. 1972;29:201-
207.

Boggild H, Saudicani P, Hein HO, et al. Shift
work, social class, and ischaemic heart disease in
middle aged and elderly men; a 22 year follow up

16.

17.

18.

19.

20.

2

—

22.

23.

24

25.

26.

27.

28.

29.

30.

3

—

in the Copenhagen male study. Occup Environ
Med. 1999;56:640-645.

Wolk R, Somers VK. Sleep and the metabolic
syndrome. Exp Physiol. 2007;92:67-78.

Knutson KL, Spiegel K, Penev P, et al. The meta-
bolic consequences of sleep deprivation. Sleep
Med Rev. 2007;11:163-178.

Biggi N, Consonni D, Galluzzo V, et al. Metabolic
syndrome in permanent night workers. Chrono-
biol Int. 2008;25:443-454.

Di Lorenzo L, De Pergola G, Zocchetti C, et al. Ef-
fect of shift work on body mass index: results of
a study performed in 319 glucose-tolerant men
working in a Southern Italian industry. Int ] Obes
Relat Metab Disord. 2003;27:1353-1358.
Kawachi, Colditz GA, Stamfer M]J, et al. Prospec-
tive study of shift work and risk of coronary heart
disease in women. Circulation. 1996;92:3178-
3182.

. Nagaya T, Yoshida H, Takahashi H, et al. Mark-

ers of insulin resistance in day and shift workers
aged 30-59 years. Int Arch Occup Environ Health.
2002;75:562-568.

Knutsson A. Health disorders of shift workers.
Occup Med (Lond). 2003;53:103-108.

Segawa K, Nakazawa S, Tsukamoto Y, et al. Peptic
ulcer is prevalent among shift workers. Dig Dis
Sci. 1987;32:449-453.

. Garbarino S, Beelke M, Costa G, et al. Brain func-

tion and effects of shift work: implications for
clinical neuropharmacology. Neuropsychobiol-
ogy. 2002;45:50-56.

SuTC, Lin LY, Baker D, et al. Elevated blood pres-
sure, decreased heart rate variability and incom-
plete blood pressure recovery after a 12-hour
night shift work. J Occup Health. 2008;50:380-
386.

Yamasaki F, SchwartzJE, Gerber LM, etal. Impact
of shift work and race/ethnicity on the diurnal
rhythm of blood pressure and catecholamines.
Hypertension. 1998;32:417-423.

Birkenhager AM, van den Meiracker AH. Causes
and consequences of a non-dipping blood pres-
sure profile. Neth ] Med. 2007;65:127-131.
Thurnheer R. Obstructive sleep apnea and car-
diovascular disease—time to act! Swiss Med
WKkly. 2007;137:217-222.

Boggild H, Knutsson A. Shift work, risk factors
and cardiovascular disease. Scand ] Work Envi-
ron Health. 1999;25:85-99.

Newman AB, Spiekerman CE Enright P, et al.
Daytime sleepiness predicts mortality and car-
diovascular disease in older adults. The Cardio-
vascular Health Study Research Group. ] Am
Geriatr Soc. 2000;48:115-123.

. Furlan R, Barbic E Piazza S, et al. Modifica-

tions of cardiac autonomic profile associated
with a shift work schedule of work. Circulation.

32.

33.

34.

35.

36.

37.

38

39.

40.

4

—

42.

4.

w

44.

45.

46.

47.

S10 January 2010/ Vol 59, No 1 B Supplement to The Journal of Family Practice

comorbidities (FIGURE 2). Not surprisingly, these factors
lead to high rates of dissatisfaction and attrition in spe-
cialized roles,” including health care workers, air traffic
controllers, and power-plant workers. A lack of support
for shift workers dealing with such issues has economic
and safety consequences for society in general; recogni-
tion and treatment of SWD are therefore vital. n

2000;102:1912-1916.

Harma M. Shift work and cardiovascular dis-
ease—from etiologic studies to prevention
through scheduling. Scand ] Work Environ
Health. 2001;27:1057-1079.

Hansen J. Increased breast cancer risk among
women who work predominantly at night. Epi-
demiology. 2001;12:74-77.

Davis S, Mirick DK, Stevens RG. Night shift work,
light at night, and risk of breast cancer. J Natl
Cancer Inst. 2001;93:1557-1562.

Demers PA, Checkoway H, Vaughan TL, et al.
Cancer incidence among firefighters in Seattle
and Tacoma, Washington (United States). Can-
cer Causes Control. 1994;5:129-135.

Megdal SP, Kroenke CH, Laden E et al. Night
work and breast cancer risk: a systematic review
and meta-analysis. Eur ] Cancer. 2005;41:2023-
2032.

Schernhammer ES, Laden E Speizer FE, et al.
Rotating night shifts and risk of breast cancer
in women participating in the Nurses’ Health
Study. J Natl Cancer Inst. 2001;93:1563-1568.

. Schernhammer ES, Laden E Speizer FE, et al.

Night-shift work and risk of colorectal cancer
in the Nurses’ Health Study. J Natl Cancer Inst.
2003;95:825-828.

Schernhammer ES, Kroenke CH, Laden F, et al.
Night work and breast cancer risk. Epidemiol-
ogy. 2006;17:108-111.

Anisimov VN. The light-dark cycle regimen and
cancer development. Neuro Endocrinol Lett.
2002;23:28-36.

. Anisimov VN, Baturin DA, Popovich IG, et al.

Effect of exposure to light-at-night on life span
and spontaneous carcinogenesis in female CBA
mice. Int ] Cancer. 2004;111:475-479.

Davis S, Mirick DK. Circadian disruption, shift
work and the risk of cancer: a summary of the
evidence and studies in Seattle. Cancer Causes
Control. 2006;17:539-545.

. Stevens RG, Black DE, Brainard GC, et al. Meet-

ing report: the role of environmental lighting and
circadian disruption in cancer and other diseas-
es. Environ Health Perspect. 2007;115:1357-1362.
Nurminen T. Shift work and reproductive health.
Scand ] Work Environ Health. 1998;24:28-34.
Uehata T, Sasakawa N. The fatigue and maternity
disturbance of night workwomen. ] Hum Ergol
(Tokyo). 1982;11:465-474.

Miyauchi E Nanjo K, Otsuka K. Effects of night
shift on plasma concentrations of melatonin, LH,
FSH and prolactin, and menstrual irregularity [in
Japanese]. Sangyo Igaku. 1992;34:545-550.
Ahlborg G Ji, Axelsson G, Bodin L. Shift work,
nitrous oxide exposure and subfertility among
Swedish midwives. Int J Epidemiol. 1996;25:
783-790.






4

==]

4

©

50.

5

—

52.

53.

54.

55.

51

[=2]

57.

58.

59.

60.

6

—

6!

no

63.

6

o~

6!

(&2

66.

. Bisanti L, Olsen J, Basso O, et al. Shift work and

subfecundity: a European multicenter study. J
Occup Environ Med. 1996;38:352-358.

. Barton JC, Wooten VD, Acton RT. Hemochroma-

tosis and iron therapy of restless legs syndrome.
Sleep Med. 2001;2:249-251.

Shen J, Botly LCP, Chung SA, et al. Fatigue and
shift work. J Sleep Res. 2006;15:1-5.

. Paim SL, Pires MLN, Bittencourt LRA, et al. Sleep

complaints and polysomnographic findings: a
study of nuclear power plant shift workers. Chro-
nobiol Int. 2008;25:321-331.

Scott AJ, Monk TH, Brink LL. Shiftwork as a risk
factor for depression: a pilot study. Int J] Occup
Environ Health. 1997;2(suppl 2):S2-S9.

Cole RJ, Loving RT, Kripke DE. Psychiatric aspects
of shiftwork. Occup Med. 1990;5:301-314.

Puca FM, Perrucci S, Prudenzano MP, et al. Qual-
ity of life in shift work syndrome. Funct Neurol.
1996;11:261-268.

Dijk DJ, Duffy JE Czeisler CA. Circadian and
sleep/wake dependent aspects of subjective
alertness and cognitive performance. J Sleep
Res. 1992;1:112-117.

. Walker MP, Stickgold R. It’s practice, with sleep,

that makes perfect: implications of sleep-depen-
dentlearning and plasticity for skill performance.
Clin Sports Med. 2005;24:301-317.

Rajaratnam SM, Arendt J. Health in a 24-h soci-
ety. Lancet. 2001;358:999-1005.

Reimer MA, Flemons WW. Quality of life in sleep
disorders. Sleep Med Rev. 2003;7:335-349.
Alapin I, Fichten CS, Libman E, et al. How is good
and poor sleep in older adults and college stu-
dents related to daytime sleepiness, fatigue, and
ability to concentrate? J Psychosom Res. 2000;
49:381-390.

Wright KP Jr, Hull JT, Hughes RJ, et al. Sleep and
wakefulness out of phase with internal biological
time impairs learning in humans. J Cogn Neuro-
sci. 2006;18:508-521.

. Akerstedt T. Work schedules and sleep. Experi-

entia. 1984;40:417-422.

. Tilley AJ, Wilkinson RT, Warren PSG, et al. The

sleep and performance of shift workers. Hum
Factors. 1982;24:629-641.

Walsh JK, Tepas DI, Moses PD. The EEG sleep
of night and rotating shift workers. In: Johnson
LC, Tepas DI, Colquhoun WP, eds. Biological
rhythms, sleep and shift work. New York, NY:
Spectrum Publications; 1981:371-381.

. Akerstedt T. Shift work and disturbed sleep/

wakefulness. Occup Med (Lond). 2003;53:89-94.

. Akerstedt T, Torsvall L, Gillberg M. Sleepiness

and shift work: field studies. Sleep. 1982;5(suppl
2):595-5106.

Knauth P, Landau K, Droge C, et al. Duration of
sleep depending on the type of shift work. Int
Arch Occup Environ Health. 1980;46:167-177.

67.

68.

69.

70.

7

—

72.

73.

74.

75.

76.

77.

78.

79.

80.

8

—

Czeisler CA. The Gordon Wilson Lecture: work
hours, sleep and patient safety in residency train-
ing. Trans Am Clin Climatol Assoc. 2006;117:
159-188.

Van Dongen HP, Maislin G, Mullington JM, et al.
The cumulative cost of additional wakefulness:
dose-response effects on neurobehavioral func-
tions and sleep physiology from chronic sleep
restriction and total sleep deprivation. Sleep.
2003;26:117-126.

Smith L, Folkard S. The impact of shiftwork on
nuclear power personnel: an exploratory study.
Work Stress. 1993;7:341-350.

Smith L, Peter T, Folkard S. Shiftwork effects in
nuclear power workers: a field study using por-
table computers. Work Stress. 1995;9:235-244.

. Santhi N, Horowitz T, Duffy JE et al. Acute sleep

deprivation and circadian misalignment associ-
ated with transition onto the first night of work
impairs visual selective attention. PLoS ONE.
2007;2:e1233.

Barton J, Spelten E, Totterdell P, et al. The Stan-
dard Shiftwork Index: a battery of questionnaires
assessing shiftwork-related problems. Work
Stress. 1995;9:4-30.

Barton J, Folkard S. Advancing versus delaying
shift systems. Ergonomics. 1993;36:59-64.
Barton J, Smith L, Totterdell P, et al. Does individ-
ual choice determine shift system acceptability?
Ergonomics. 1993;36:93-99.

Poissonnet CM, Iwatsubo Y, Cosquer M, et al. A
cross-sectional study of the health effects of work
schedules on 3212 hospital workers in France:
implications for the new French work schedules
policy. ] Hum Ergol (Tokyo). 2001;30:387-391.
Takahashi M, Tanigawa T, Tachibana N, et al.
Modifying effects of perceived adaptation to shift
workers on health, wellbeing, and alertness on
the job among nuclear power plant operators.
Ind Health. 2005;43:171-178.

Tucker P, Barton J, Folkard S. Comparison of eight
and 12 hour shifts: impacts on health, wellbeing,
and alertness during the shift. Occup Environ
Med. 1996;53:767-772.

Tucker P, Smith L, Macdonald I, et al. Shift length
as a determinant of retrospective on-shift alert-
ness. Scand ] Work Environ Health. 1998;24
(suppl 3):49-54.

Tucker P, Smith L, Macdonald I, et al. Effects of
direction of rotation in continuous and discon-
tinuous 8 hour shift systems. Occup Environ
Med. 2000;57:678-684.

Smith C, Gibby R, Zickar M, et al. Measure-
ment properties of the Shiftwork Survey and
Standard Shiftwork Index. ] Hum Ergol (Tokyo).
2001;30:191-196.

. Tucker P, Knowles SR. Review of studies that have

used the Standard Shiftwork Index: evidence for
the underlying model of shiftwork and health.

82.

83.

8

N

8

o

8

(=2

87.

88.

89.

90.

9

—

92.

93.

94.

95.

9

(=2}

Appl Ergon. 2008;39:550-564.

Ohayon MM, Lemoine P, Arnaud-Briant V, et al.
Prevalence and consequences of sleep disorders
in a shift worker population. J Psychosom Res.
2002;53:577-583.

AyasNT, Barger LK, Cade BE, et al. Extended work
duration and the risk of self-reported percutane-
ous injuries in interns. JAMA. 2006;296:1055-
1062.

. Akerstedt T, Peters B, Anund A, et al. Impaired

alertness and performance driving home from
the night shift: a driving simulator study. J Sleep
Res. 2005;14:14-20.

. Steele MT, Ma OJ, Watson WA, et al. The occupa-

tional risk of motor vehicle collisions for emer-
gency medicine residents. Acad Emerg Med.
1999;6:1050-1053.

. Barger LK, Cade BE, Ayas NT, et al. Extended

work shifts and the risk of motor vehicle crashes
among interns. N Engl ] Med. 2005;352:125-134.
Scott LD, Hwang WT, Rogers AE, et al. The rela-
tionship between nurse work schedules, sleep
duration, and drowsy driving. Sleep. 2007;30:
1801-1807.

Vila B, Kenney DJ. Tired cops: the prevalence
and potential consequences of police fatigue.
National Institute of Justice Journal. 2002;248:
16-21.

Hamelin P. Lorry driver’s time habits in work and
their involvement in traffic accidents. Ergonom-
ics. 1987;30:1323-1333.

Lavie P, Gopher D, Wollman M. Thirty-six hour
correspondence between performance and
sleepiness cycles. Psychophysiology. 1987;24:
430-438.

. Price W, Holley DC. The last minutes of flight

2860: an analysis of crew shift work scheduling.
In: Reinberg A, Vieux N, Andlauer P, eds. Night
and shift work: biological and social aspects.
Oxford, UK: Pergamon Press; 1981:287-298.
Tvaryanas AP, Thompson WT. Fatigue in military
aviation shift workers: survey results for selected
occupational groups. Aviat Space Environ Med.
2006;77:1166-1170.

Leger D. The cost of sleep-related accidents: a
report for the National Commission on Sleep
Disorders Research. Sleep. 1994;17:84-93.
Ozminkowski RJ, Wang S. Walsh JK. The direct
and indirect costs of untreated insomnia in
adults in the United States. Sleep. 2007;30:263-
273.

Daley M, Morin CM, LeBlanc M, et al. The eco-
nomic burden of insomnia: direct and indirect
costs for individuals with insomnia syndrome,
insomnia symptoms, and good sleepers. Sleep.
2009;32:55-64.

. Waeckerle JE Circadian rhythm, shift work,

and emergency physicians. Ann Emerg Med.
1994;24:959-961.

Supplement to The Journal of Family Practice ® Vol 59, No 1/ January 2010 S11






The characterization and
pathology of circadian rhythm

sleep disorders

Christopher L. Drake, PhD

Henry Ford Hospital

Sleep Disorders and Research Center
Detroit, Michigan

Practice recommendations

yBeing alert to excessive sleepiness
and/or insomnia in shift workers may
prevent comorbidities and accidents
that can occur as a consequence of
shift-worker disorder (SWD) (SOR: B).

y Not all shift workers develop SWD.
Thus, identification of sensitivity
to shift work may be facilitated by
asking patients whether they find it
difficult to function in the absence
of consolidated sleep, prefer to
be active early in the day, or have
previously experienced insomnia
due to sleep challenges (SOR: B).
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rganisms demonstrate predictable daily patterns in
O neuroendocrine function and behavior. The arche-

typal example is the sleep/wake cycle, although daily
fluctuations are evident in nearly all physiological processes,
including heart rate, blood pressure, and the release of diges-
tive enzymes."” Such characteristics are controlled by circa-
dian rhythms under the command of the organism’s circadian
pacemaker, also referred to as the “biological clock.” The word
circadian is taken from the Latin circa dies, meaning “around
a day” and, in this instance, refers to the endogenous free-
running clock within the hypothalamus. This clock functions
on a cycle of approximately 24.2 hours,® although daylight and
social cues serve to entrain (synchronize) the circadian pace-
maker to the 24-hour day ascribed by the rotation of the Earth.
This article aims to characterize the current understanding of
the mammalian circadian system and describes the features
of the 6 recognized circadian rhythm sleep disorders (CRSDs),
including shift-work disorder (SWD).

The circadian system

The circadian system consists of 3 parts: (1) input pathways,
(2) a central oscillator, and (3) output pathways.* The mam-
malian sleep/wake cycle is governed by the circadian clock as
follows: (1) light is transferred from the retina via melanopsin
in ganglion cells of the retinohypothalamic tract to (2) the 2
suprachiasmatic nuclei (SCN) in the hypothalamus, which
interpret these data regarding day length and signal them to
(3) the pineal gland, which secretes melatonin nocturnally for
a duration corresponding to the habitual period of darkness
(scotoperiod) experienced by the organism®® (FIGURE 1). The
SCN also activate further output pathways, including the ad-
renal gland, which releases the stress hormone cortisol in the
morning prior to waking; production of cortisol assists with
arousal from sleep.’
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The SCN are capable of maintaining oscillatory pat-
terns of rhythmic gene expression and electrical and
metabolic activity even when cultured in vitro.'** Ab-
lation of the SCN results in disruption of activity/rest
cycles in some mammals.' These findings demonstrate
the robustness of the central oscillator and its vital role
in preserving important mammalian behaviors such as
the sleep/wake cycle. Each of the 2 SCN comprises ap-
proximately 10,000 neurons, a proportion of which fire
rhythmically to synchronize cellular activity throughout
the body via the neuroendocrine and autonomic ner-
vous systems.

Target cells and the SCN rhythmically transcribe
clock genes. Expression of such genes is controlled by
autoregulatory feedback, ensuring that the circadian
rhythm of each cell can work autonomously while re-
maining capable of responding to entrainment from
extrinsic cues—predominantly the light/dark cycle.
Examples of clock genes that have been characterized
in humans are hPer (period homolog)I, hPer2, hPer3,
hCLOCK (circadian locomotor output cycles kaput), hCK
(casein kinase) 19, and hCKle. Mutations in these genes
are thought to be responsible for a variety of intrinsic
CRSDs and also confer individual preferences for activ-
ity early or late in the day (morningness or eveningness,
respectively). For example, a single nucleotide polymor-
phism in the hCLOCK gene is associated with a more de-
layed, evening-type, individual-phase preference, where-
as a polymorphism in the hPer2 gene is associated with
more of an advanced-phase preference characterized by
going to sleep and awakening earlier.'>¢

The homeostatic system

The sleep/wake cycle is not governed solely by the circa-
dian system; successive hours of wakefulness produce
an increasing sleep pressure referred to as the homeo-
static sleep drive. These 2 systems typically interact in
a synergistic way, with the homeostatic system increas-
ing the drive to sleep as the day progresses, while the
circadian signal counteracts this process by promoting
wakefulness (FIGURE 2A). The circadian alertness signal
dissipates in the evening, making way for homeostatic
sleep pressure to give rise to sleep onset.'”'* However,
when the internal circadian phase is shifted or behav-
iors change relative to circadian timing—as occurs in
individuals with a CRSD—the homeostatic and circadi-
an systems no longer interact synergistically to maintain
appropriate sleep/wake behavior. For example, shift
workers may struggle to stay awake at night in the face
of increased homeostatic pressure for sleep, without

[EI<OL=E] Entrainment of the sleep/wake cycle
by light

Melatonin
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CNS, central nervous system; MCRGC, melanopsin-containing retinal ganglion
cells; RHT, retinohypothalamic tract; SCN, suprachiasmatic nuclei.

the benefit of a wake-promoting signal from the SCN
(FIGURE 2B) (see “Shift-work disorder” on page S15 of
this article for a more detailed explanation of the sleep
challenges that give rise to this CRSD)." This situation
is diametrically opposed to normal sleep/wake behav-
iors in terms of the circadian timing of physiological
processes and has potentially dire consequences. In-
deed, circadian desynchronization in animals has been
shown to decrease survival rate,? and numerous stud-
ies in humans have demonstrated increased morbidity
associated with circadian misalignment (see “The social
and economic burden of shift-work disorder” on page
S3 of this supplement).

Types of circadian rhythm

sleep disorder
The 6 main CRSDs can be broadly classified into 2 types:
intrinsic and extrinsic (TABLE 1).?' Intrinsic CRSDs are
characterized by asynchrony between the patient’s
sleep/wake cycle and the external day/night cycle, due
to dysregulation within the internal circadian system.
Some intrinsic CRSDs have a heritable component,
while other intrinsic CRSDs are caused by the absence
of the transmission of light/dark signals to the brain or
by maturational changes.?>*

Extrinsic CRSDs result from an imposed change
in the behavioral timing of sleep and wakefulness rela-
tive to internal circadian timing. Not everyone who is
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I3 Sleep/wake patterns of day
and night-shift workers
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(A) A schematic of the typical sleep/wake patterns in a diurnally entrained day
worker. The circadian drive for wakefulness increases throughout the day to
maintain alertness and then declines with the start of melatonin secretion in the
early evening, facilitating sleep onset. Here circadian and homeostatic factors
work synergistically to promote the normal cycle of sleep and wakefulness.

(B) A schematic of a diurnally entrained night-shift worker. Sleep that is initiated
during the day is in conflict with the internally generated circadian signal for
wakefulness, thereby producing fragmented daytime sleep. During night-time
work hours, the circadian signal for wakefulness dissipates in conjunction

with an increasing homeostatic drive for sleep. Thus, in the shift worker, both
circadian and homeostatic factors that promote sleep occur at times when the
worker is attempting to remain awake and alert. Maladjustment to these chal-
lenges contributes to the occurrence of shift-work disorder.

exposed to changes in their sleep/wake pattern will de-
velop an extrinsic CRSD; rather, these conditions act as
a trigger for individuals who are susceptible to the circa-
dian challenges of shift work or jet lag. (Factors that may
cause a vulnerability to extrinsic CRSDs are discussed
in detail in “Shift-work disorder” on page S15 of this
article.)

In addition to the CRSDs listed above, the second
edition of the International Classification of Sleep Disor-
ders also recognizes CRSDs that occur due to a medical
condition, or drug or substance abuse, or are not other-
wise specified.?! Potential causes/triggers of CRSDs in-
clude stroke, depression, intracranial infection, or head
injury. Central nervous system stimulants and depres-
sants may also contribute to drug-induced circadian
phase disturbances.?

Intrinsic circadian rhythm
sleep disorders

Delayed sleep-phase disorder

Delayed sleep-phase disorder leads to a postponement of
the rest period and a late awakening compared with soci-
etal norms, and is the most common intrinsic CRSD.?® An
overwhelming majority (90%) of these patients report that
the onset of their symptoms occurred before or during ado-
lescence.? Functional alterations in some clock genes may
lead to maladaptation of the sleep/wake cycle to entrain-
ment by light,*® and several different mutations in the 1Per3
gene have been found to result in the delayed sleep-phase
disorder phenotype.*? Individuals with this heritable form
of delayed sleep-phase disorder may have a lengthened in-
trinsic circadian period even in the presence of normal en-
trainment cues. Other patients with delayed sleep-phase-
disorder demonstrate hypersensitivity to light.

Advanced sleep-phase disorder

Individuals with advanced sleep-phase disorder experi-
ence a circadian pressure for early initiation of sleep and
earlyawakening.* This disorder isuncommon, being diag-
nosed in <2% of patients with an intrinsic CRSD.* Patients
with advanced sleep-phase disorder tend to be elderly.??*
As sleeping and awakening early are less likely to interfere
with work and social interactions than consistently sleep-
ing and rising later in the day, it may be that advanced
sleep-phase disorder is underreported. Advanced sleep-
phase disorder has a heritable pathology in some indi-
viduals (familial advanced sleep-phase disorder). Two
different gene mutations (in #Per2 and hCK19) in sepa-
rate families have been reported to result in a shortened
circadian pacemaker oscillation period in the presence
of normal entrainment, resulting in advanced melatonin,
temperature, and sleep/wake rhythms.3'%*

Free-running disorder

Patients with free-running disorder—also referred to
as non-24-hour sleep/wake syndrome—demonstrate
a progressive pattern of 1- to 2-hour delays in the on-
set of sleep and the subsequent waking time. Free-run-
ning disorder is diagnosed in <2% of individuals with an
intrinsic CRSD* and most often occurs in totally blind
individuals with no light perception due to the absence
of photoentrainment of the sleep/wake cycle.?® Without
entrainment, the behavioral sleep/wake cycle persists
with a period similar to that of the internal circadian pe-
riod of slightly more than 24 hours, resulting in a small
but continual off-setting of sleep/wake times compared
with the 24-hour day/night cycle.®
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Irregular sleep/wake rhythm

Individuals with irregular sleep/wake rhythm experi-
ence disorganized and variable rest and wake times,
sleeping multiple times throughout the day and night.
This disorder is diagnosed in 12% of patients with an
intrinsic CRSD and occurs most frequently in the neu-
rologically impaired who have damage to the SCN.?*
In addition, older age is associated with irregular sleep/
wake rhythm due to the increasing prevalence of neuro-
logic conditions such as dementia.*

Extrinsic circadian rhythm
sleep disorders

Jet lag disorder

The circadian clock cannot adjust quickly enough to ac-
commodate long-distance travel across multiple time
zones, often leading to jet lag disorder. Symptoms of jet
lag disorder include difficulty in initiating or maintain-
ing sleep, excessive sleepiness, and gastrointestinal dis-
turbances, as the body struggles to accommodate sud-
den shifts in the timing of activities relative to internal
circadian rhythms.?' Because environmental cues at the
flight destination support phase adaptation of the circa-
dian clock to local time, symptoms of jet lag disorder are
usually transitory; however, objective measurements of
hormone levels, sleep architecture, and body tempera-
ture have indicated that a complete phase shift after a
long-haul flight can take up to 2 weeks.*

The characteristics and severity of jet lag disorder
are largely dependent on the direction of travel and the
number of time zones crossed.*” Westward travel is more
easily accommodated by the circadian system, as it al-
lows the passenger to delay the onset of sleep instead of
advancing sleep times, as required when traveling east.
This occurs because the human circadian system runs at
an internal period (tau) of slightly longer than 24 hours,
a period that is conducive to phase delays in circadian
timing.? Older age and individual vulnerability to phase
shifts also affect sensitivity to jet lag disorder.>"*

Shift-work disorder

SWD is an extrinsic circadian rhythm sleep disorder with
far-reaching implications in terms of associated mor-
bidity, occupational and traffic accidents, and reduced
work productivity (see “The social and economic burden
of shift-work disorder” on page S3 of this supplement).*
SWD occurs when an individual’s occupation requires
that he or she function at times that are in opposition to
the body’s normal circadian-controlled periods of sleep

=K1 Circadian rhythm sleep disorders
(CRSDs) recognized in the ICSD-22'

Intrinsic Extrinsic

e  Delayed sleep-phase e  Shift-work disorder
disorder e Jetlag disorder

e  Advanced sleep-phase
disorder

. Free-running disorder
(non-24-hour sleep/wake
syndrome)

o Irregular sleep/wake
rhythm

ICSD-2, International Classification of Sleep Disorders, 2nd edition.

The ICSD-2 also recognizes CRSDs that are secondary to medical
conditions and drug or substance abuse as well as CRSDs that are not
otherwise specified.

Innate factors that may trigger shift-
work disorder
Factor

Supporting evidence

Predisposition to
developing insomnia

An increased chance of developing
insomnia has been shown to have a
heritable component; this vulnera-
bility to insomnia is then unmasked
by sleep challenges such as shift
work. 4244

Reductions in waking performance
as a result of sleep loss vary in
healthy individuals with different
polymorphisms of the hPer3 gene.*

Genetic vulnerability
to sleep-loss induced
performance
decrement

Circadian variation Genetic polymorphisms result

in individual morningness or
eveningness preferences; morning-
type individuals are more likely to
develop SWD.'"®'¢ Wide intersubject
variation has been reported in the
expression of genes related to the
circadian system after a simulated
night shift.*

SWD, shift-work disorder.

and wake. Most individuals will experience some de-
gree of difficulty in attempting to work at unusual times
within the 24-hour day, and current diagnostic criteria
do not clearly differentiate this group from individuals
who have a pathologic response to shift work and de-
velop SWD.*” Broadly, workers with SWD can be de-
fined as those experiencing persistent insomnia when
trying to sleep and/or excessive sleepiness when trying
to remain awake. Sleep in patients with SWD is typically
fragmented, with frequent awakenings during the day-
time rest period. Although appropriate scheduling of
light exposure can improve circadian adaptation, even
permanent night workers find it difficult to adapt their
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Reprinted with the permission of the American Physiological Society from
the American Journal of Physiology: Regulatory, Integrative and Comparative
Physiology by Roden M, et al, 265, 1993. Permission conveyed through the
Copyright Clearance Center, Inc.*”

internal circadian rhythms to the timing of their new
sleep/wake schedule.”

Accumulated sleep loss over successive nights as
a result of shift work creates a growing sleep debt that
increases the homeostatic sleep drive.** Over a series
of night shifts, the natural circadian drive for sleep dur-
ing the night interacts with this increasing sleep debt
(FIGURE 2B), resulting in further exacerbation of exces-
sive sleepiness, impaired work performance, and in-
creased risk of accidents in individuals with SWD."
Thus, both sleep loss as well as circadian pressure for
sleep independently contribute to excessive sleepiness
in patients with SWD.

Although a change in sleep/wake relative to circa-
dian timing can trigger SWD, not all shift workers de-
velop this CRSD. The high degree of variation between
individuals in terms of the severity of symptoms associ-
ated with shift work is a complex issue that has not yet
been fully elucidated. However, it seems likely that there
are a number of innate factors that may increase an in-
dividual’s susceptibility to SWD, including vulnerability
to insomnia, sensitivity to sleep loss, or variation within
the circadian system (TABLE 2).151642-16

Studies of melatonin rhythms in night-shift workers
have shown that many workers do not completely adapt
their circadian rhythms to their new pattern of sleep and
wake*”*® (FIGURE 3). This may be due to an inherent inabil -
ity to adapt their circadian rhythms or due to behaviors

that preclude adaptation. A recent study has shown that
a significantly greater (P < .0001) number of shift-intoler-
ant vs shift-tolerant workers have a circadian period that
is longer or shorter than 24 hours, indicative of circadian
desynchronization and an inability to adapt to their new
work schedule.® In addition, adaptation cannot occur in
night-shift workers who persistently revert to a night-time
sleep schedule on their days off and who, therefore, do
not experience consistent circadian sleep/wake align-
ment with the light/dark cycle. Night-shift workers who
do not adapt to their new shift schedule have been re-
ported to experience reduced sleep during the daytime,
putting them at increased risk of developing SWD com-
pared with colleagues who demonstrated a rapid phase
shift to accommodate their new work schedule.*

The presence of noise in the home, poor sleep hy-
giene, and social obligations may make it difficult for
some shift workers to obtain a sufficient amount of sleep.
In these instances, it may be that shift work is incompati-
ble with the patient’s lifestyle, resulting in behaviorally in-
duced insufficient sleep syndrome. In patients with SWD,
however, insomnia and/or excessive sleepiness persist
despite attempts to fully accommodate the altered work
schedule.

Summary

The mammalian circadian clock is complex and is re-
sponsible for ensuring the rhythmic nature of numer-
ous behaviors and processes. In recent years, there have
been frequent and impressive advances in our under-
standing of the structure and properties of the mam-
malian central circadian oscillator—the SCN—and the
molecular machinery that it controls.

Of the 6 main CRSDs recognized by the Interna-
tional Classification of Sleep Disorders (TABLE 1),%' 4 are
due to intrinsic problems with the circadian pacemaker,
caused by damage to the SCN, maturational changes,
lack of appropriate entrainment, or genetically inher-
ited traits. The 2 remaining CRSDs—jet lag disorder and
SWD—are triggered by behavioral changes, as they oc-
cur as a direct result of human activity, ie, long-distance
air travel in a short time and working outside usual
hours, respectively. However, not everyone develops jet
lag disorder or SWD under these conditions, and the in-
terindividual variation in susceptibility to intrinsic and
extrinsic CRSDs is an area of ongoing research.

In a round-the-clock, global society, shift-working
individuals perform vital tasks, so it is imperative to find
simple ways to diagnose and treat SWD. The following
articles discuss how this may be achieved. n
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Recognition of shift-work
disorder in primary care
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Practice recommendations

y To recognize shift-work disorder (SWD),
primary care physicians can screen for
persistent excessive sleepiness (ES)
and insomnia in patients who work
night or rotating shifts (SOR: B).

yIf SWD is suspected, a differential diagnosis
should be generated, as ES and insomnia
are commonly associated with other
morbidities. Ask patients about symptoms of
other common sleep/wake disorders, such
as obstructive sleep apnea and periodic
limb movement disorder (SOR: B).

y The Epworth Sleepiness Scale is a useful
tool for subjectively evaluating ES (SOR: A).
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hift-work disorder (SWD) is experienced by indi-
viduals whose work schedule overlaps with the nor-
mal sleep period, causing misalignment between the
body’s endogenous circadian clock and the time at which
the worker is able to rest. The International Classification
of Sleep Disorders, 2nd edition (ICSD-2) defines SWD as the
presence of excessive sleepiness (ES) and/or insomnia for
at least 1 month, in association with a shift-work schedule.!

This classification results in the shift-work population be-
ing separated into 3 distinct groups: those who have no im-
pairment; those who have impairment but do not meet the
ICSD-2 criteria for the diagnosis of SWD; and those who have
SWD. Individuals in the last 2 groups are less likely to be able
to meet the demands of shift work and, therefore, often return
to non-shift-work schedules or retire from the workforce. This
creates a “healthy worker effect,” whereby workers remaining
on night- or rotating-shift patterns are the best suited for this
type of work.>® However, retirement or changes to shift-work
schedules are not an option for many workers, and patients
with SWD must be recognized and treated in order to pre-
serve their health and livelihood.

This article aims to characterize the symptoms and risk
factors associated with SWD, with a view to assisting primary
care physicians in the diagnosis and recognition of this con-
sistently underrecognized sleep/wake disorder.*

Symptoms of SWD

Insomnia and ES (drowsiness and a propensity to sleep) are
the defining symptoms of SWD and can result in fatigue (wea-
riness and depleted energy), difficulty concentrating, reduced
work performance, headache, irritability or depressed mood,
and feeling unrefreshed after sleeping.*® The consequences of
insomnia and ES may, therefore, also be useful warning signs
for SWD, and patients presenting with one or more of these
sequelae should be evaluated for risk factors for SWD and
asked about their symptoms using the differential diagnosis
described below and in the FIGURE.
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A Questions to ask patients who present with insomnia and/or ES

(as assessed by an ESS score >10)

Does your occupation require
you to work shifts?

YES

NO

.

'

When sleeping, do you feel
discomfort in your legs
or jerk them involuntarily?

When sleeping, do you feel
discomfort in your legs
or jerk them involuntarily?

NO i YES

Do you snore or
experience episodes of

YES NO

v

Do you snore or
experience episodes of

choking during sleep?

NO/DON'T KNOW i YES

Patients may have restless
legs syndrome —

Check serum ferritin and consider

a trial of a dopamine agonist

choking during sleep?

YES i NO/DON'T KNOW

Do you have a dry, sore
throat on waking?

Noi

Do you have a dry, sore
throat on waking?

NO

Have your ES and/or insomnia
persisted for >1 month?

Patient may have obstructive sleep
apnea—Refer to a sleep specialist
for polysomnography

NO YES

\

Patient does not have SWD but

\
Patient’s symptoms may be due

experiences impairment when
working shifts—Suggest improve-
ments in sleep hygiene

Patient may have SWD —Review sleep
hygiene and consider trial of therapy

to other causes eg, a mood disor-
der, stimulant or sedative medica-
tions, or substance abuse—
Further assessment is required

ES, excessive sleepiness; ESS, Epworth Sleepiness Scale; SWD, shift-work disorder.

These questions aim to aid in differentiating between common sleep/wake disorders in shift-working patients who present with sleepiness or have trouble sleeping
and should not be viewed as an exhaustive or definitive list of potential questions or potential diagnoses.

Risk factors for SWD

Vulnerability to SWD is dependent on certain predis-
posing and precipitating factors, including shift char-
acteristics, circadian preference, job satisfaction, and
susceptibility to sleep disturbance (see “The charac-
terization and pathology of circadian rhythm sleep dis-
orders” on page S12 of this supplement). The effects of
some physiological and lifestyle factors, such as age and
gender, on an individual’s propensity to develop SWD
have not been well quantified to date.

Shift type and pattern
Night-shift workers are reportedly most susceptible to

SWD, with an estimated 32.1% of this group experiencing
symptoms that meet the minimum diagnostic criteria for
SWD compared with 26.1% of rotating-shift workers.® A
recent study by Waage and others” found that 23.3% of oil
rig swing-shift workers (2 weeks working 12-hour day/
night shifts followed by 4 weeks off) met ICSD-2 criteria
for SWD. The relatively high prevalence of SWD in night-
shift workers is thought to be due to exposure to light
during rest periods and dark during the hours when the
workers are attempting to be most productive.* Morning-
shift workers are more susceptible to SWD than evening-
shift workers, as delaying sleep appears to be more easily
achieved than attempting to advance the rest period.?
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The timing of shifts and changes to the shift sched-
ule have been shown to significantly affect sleep, with
individuals on rotating shifts experiencing the greatest
detriments to their sleep quality.® In one study, workers
on rotating shifts experienced significantly more dif-
ficulty sleeping than those on a stable shift schedule:
20.4% of rotating-shift workers reported a sleep latency
>30 minutes vs 11.5% of fixed- or night-shift workers
(P < .001).® Furthermore, while rotating-shift workers
experienced a similar frequency of disrupted nights’
sleep to that of other shift workers, they also reported
a significantly higher number of night-time awakenings
during each disrupted night’s sleep (P < .05). In addi-
tion, approximately one-third of rotating-shift workers
reported experiencing ES compared with 19% of night-
or other shift workers and 12% of daytime workers
(P < .001). Therefore, it is probably not surprising that
rotating-shift workers were absent from work signifi-
cantly more often than individuals on fixed day-shift
schedules (62.8% vs 38.5%, respectively; P < .001) and
had a significantly higher annual frequency of work-
related accidents (19.5%) than those on fixed daytime
(8.8%) or night-time shifts (9.6%) (P < .001).®

Advancing the rest period is reportedly more diffi-
cult than delaying sleep and is thought to be responsible
for making counterclockwise shift rotation a risk factor
for maladaptation to shift-work conditions.® Forward-
rotating shift patterns have long been considered more
beneficial to workers than backward-rotating patterns.’
A rapidly forward-rotating shift system has been shown
to have positive effects on sleep, to reduce ES, and to
improve overall perceptions of general well-being com-
pared with a slower backward-rotating shift pattern.
However, this study did not elucidate whether the new
shift pattern reduced the negative effects of shift work to
the level of those experienced by day workers.'* The for-
ward-rotating system was found to be particularly help-
ful to older workers, who experienced larger improve-
ments in ES compared with younger workers.*

Shift timing in relation to “zeitgebers”

Bright light is the strongest “zeitgeber”—a cue respon-
sible for the entrainment (synchronization) of the cir-
cadian clock. The body’s natural circadian rhythms,
and therefore the likelihood of developing ES and/or
insomnia, will persist as long as shift workers con-
tinue to expose themselves to light at times that are
inappropriate for re-entrainment (for example, expo-
sure to light in the morning in night-shift workers).!"'?
One study found that workers who ensured that they
slept in a darkened bedroom, wore dark glasses when

commuting home, and avoided bright light on their
days off were least affected by a night-shift schedule.*
There is some evidence that shift workers respond to
relative changes in light intensity over a 24-hour period
rather than absolute light intensity, and bright light on
the commute home in the morning from a night shift is
enough to prevent re-entrainment of the circadian clock
toward night working."® Interestingly, any degree of re-
entrainment to the new rhythm is sufficient to confer
significant benefits. Patients who either completely or
partially re-entrained their circadian phase with respect
to their night shift through the use of a fixed dark day-
time sleep episode, sunglasses, melatonin, and bright
light at night experienced substantial benefits in ES, per-
formance, and mood (see “Managing the patient with
shift-work disorder” on page S24 of this supplement).

Job satisfaction

Poor job satisfaction is associated with higher levels of
ES in shift workers'*'s and may therefore predispose an
individual to SWD. Workers on rapidly rotating shifts
who had poor job satisfaction did not have shorter sleep
times but were sleepier at work compared with their
satisfied colleagues (P < .001) and had poorer quality of
sleep.” In a 3-year study, workers on a backward-rotat-
ing shift schedule who had poor job satisfaction had a
higher likelihood of experiencing ES than individuals
who were satisfied with their work (P = .026)." In addi-
tion, ES significantly increased in dissatisfied workers
(P < .05) over the duration of the study compared with
workers who were content with their jobs.'

Individual physiological and lifestyle factors

AGE. There is some disagreement in the literature as to
the degree to which age affects adjustment to shift-work
conditions, but the weight of current evidence suggests
that advancing age is a risk factor for developing an in-
tolerance to shift work.2*1%19 Older individuals (ages
53-59 years) appear to adapt better initially to acute
sleep deprivation than younger individuals (ages 19-29
years); however, older individuals show a reduced ca-
pacity for circadian adaptation when exposed to a series
of night shifts.” Thus, although younger individuals are
initially sleepier in response to a new shift pattern, they
are capable of rapidly adapting to these changes. After
3 consecutive night shifts, younger workers were less
sleepy than older workers'’; therefore, older workers are
more likely to experience impairment while working
night shifts even if they do not meet all of the ICSD-2
criteria for a diagnosis of SWD.
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GENDER. Shift work may affect men and women differ-
ently. In a study of crane operators, women working
night shifts or afternoon shifts slept approximately 30
minutes less than their male counterparts, although
this is unlikely to translate into an increased propen-
sity to develop SWD in women. However, less sleep in
female shift workers may reflect differences in the fa-
milial and/or social obligations of the male and female
members of this worker population. The tendency for
female shift workers to sleep less also emphasizes that
extrinsic factors, such as childcare requirements, may
have an impact on sleep during a shift-work schedule
even in the absence of any innate circadian issues.** A
more recent study found few gender-related differences
in sleepiness and performance in workers on rapidly
rotating shifts.!* More detailed epidemiologic data are
needed before any firm conclusions can be drawn on
the influence of gender in SWD; currently it does not
appear that gender is a risk factor for SWD.

CIRCADIAN PREFERENCE. It has been suggested that adults
can be divided into “morning” or “evening” types?* and
the Morningness-Eveningness Questionnaire (MEQ)
can be used to assess into which category an individual
falls.?? Morning-type individuals, or “larks,” are most alert
early in the day and are thought to be more susceptible
to SWD, as they obtain less sleep (on average 86.8 min-
utes fewer) after a night shift than evening-type workers,
or “night owls.”? However, use of the MEQ is unproven
in the evaluation of SWD.? Currently, there are no stud-
ies regarding whether there is a genetic component to
SWD susceptibility'’; however, a number of reports have
indicated that a preference for “morningness” or “eve-
ningness” is genetically determined (see “The charac-
terization and pathology of circadian rhythm sleep dis-
orders” on page S12 of this supplement). In addition, an
inherent vulnerability to insomnia or sensitivity to sleep
loss may also lead to an innate susceptibility to SWD.

LIFESTYLE FACTORS. A number of lifestyle factors and
choices can cause ES and insomnia in shift workers.
These include the presence of other people in the home
who may disrupt the attempted rest period; social obli-
gations during the normal waking day that require the
patient to be awake when he or she should be resting;
patients attempting to sleep at “normal” times during
days off and the weekend, thus lowering the chances of
adapting to the shift-work pattern during the week; and
deliberately staying awake or being unable to sleep dur-
ing transitions between shift patterns, leading to sleep
deprivation. These factors should be discussed with the

patient at presentation, with a view to improving sleep
hygiene. Such factors may trigger SWD in patients who
are predisposed to developing this sleep/wake disor-
der; addressing poor sleep habits in patients who do not
have SWD may help resolve their sleep problems.

Shift work can prevent individuals from enjoying a
healthy lifestyle, with lower levels of physical exercise
and higher levels of smoking seen in shift workers com-
pared with non-shift workers.!*** Poor diet and lack of
exercise as a result of social constraints or coping mech-
anisms associated with shift work may lead to metabolic
imbalance, which can exacerbate symptoms of ES and
insomnia.**

Habits adopted to cope with shift work may actually
exacerbate the problems associated with night- or rotat-
ing-work schedules. For example, consumption of caf-
feinated drinks to enhance wakefulness or napping at
inappropriate times may worsen insomnia when trying
to rest.” Consumption of alcohol to induce sleep may
increase ES during the next shift.”> Alcohol also interacts
with certain shift characteristics to increase the risk of
developing SWD and was found to be particularly detri-
mental to workers on a 3-shift rotation, with 51% vs 42%
of regular alcohol consumers and nondrinkers experi-
encing insomnia, respectively. Although alcohol did
exacerbate insomnia in the other shift workers studied,
the effect was not as pronounced, with 48% of workers
on a 2-shift rotation who consumed alcohol experienc-
ing insomnia compared with 46% of their nondrinking
counterparts.?

Differential diagnosis of SWD

in the primary care setting

The American Academy of Sleep Medicine notes that the
boundary between a “normal” response and a patholog-
ic response to shift work is not clearly defined and that
the validity and reproducibility of diagnostic criteria
need testing."” To add to the challenges inherent in de-
fining SWD, ES, insomnia, and a number of their sequel-
ae (see “Symptoms of SWD” on page S18 of this article)
are also indicative of a variety of disorders other than
SWD. For example, ES and/or insomnia are also symp-
toms of other sleep/wake disorders, sleep deprivation,
pre-existing medical conditions (including mood disor-
ders and central nervous system issues such as narco-
lepsy and brain injury), the use of sedative or stimulant
medications, and substance abuse. The discussion of a
patient’s full medical history should assist in ruling out
other potential causes for his or her symptoms, but it is
also vital to generate a differential diagnosis to exclude
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the other potentially causative conditions. (Examples
of how mood disorders and other sleep/wake disorders
can be differentiated from SWD appear below.)

Mood disorders and sleep/wake disorders often
present in the primary care setting and can at first seem
indistinguishable. For example, patients with ES as a re-
sult of a sleep/wake disorder may superficially appear
to have depression, as a lack of energy, poor memory,
reduced concentration, and a loss of interest in life
are common features of both ES and mood disorders.
In such instances, asking the patient about his or her
sleep habits and the use of simple depression ques-
tionnaires such as the Patient Health Questionnaire-9
(www.patient.co.uk/showdoc/40025272/) are vital to
avoid misdiagnosis and prescription of inappropriate
medication.

ES is also a symptom of the sleep/wake disorders
obstructive sleep apnea (OSA) and restless legs syn-
drome (RLS), which are commonly reported in shift
workers.?*?” Patients with OSA have poor quality sleep,
as they experience repeated full or partial blockages of
their airway, resulting in snoring and episodes of chok-
ing or gasping during sleep.?® Recurrent partial or com-
plete obstruction of the upper airway leads to repeated
arousals and disturbed sleep, which can cause ES.2*%°
Night-shift work has been shown to aggravate OSA,*
possibly due to the increased potential for weight gain
and metabolic disturbance in this population®; over-
weight and metabolic syndrome are risk factors for and
comorbidities associated with OSA.?® It is imperative
that patients with suspected OSA are referred to a sleep
specialist as well as counseled about appropriate thera-
pies and lifestyle changes.*

RLS may develop in shift workers due to low serum
iron levels induced by chronic sleep deprivation.* Pa-
tients with symptoms of RLS should have their serum
ferritin levels checked and, if found to be <50 mcg/mL,
a trial of oral iron therapy may be of benefit.** If serum
ferritin is normal or symptoms of RLS persist, patients
can be treated with a dopamine agonist such as prami-
pexole or ropinirole.** If therapy with a dopamine ago-
nist is not successful, the patient should be referred
to a sleep specialist for further treatment and given
guidance regarding sleep hygiene. The FIGURE provides
a suggested set of questions that could form the basis
of a differential diagnosis of sleep/wake disorders in
shift-working individuals presenting with symptoms of
ES and/or insomnia.

Further assessment of patients
with suspected SWD

Further assessment for SWD is advised if the patient
works shifts, has been experiencing symptoms of ES
and insomnia for >1 month, and does not have the signs
and symptoms of other sleep/wake disorders. Recent
practice parameters from the American Academy of
Sleep Medicine recommend the use of a sleep diary for
>7 days to aid in the diagnosis of SWD and to rule out
other sleep/wake disorders.!** At present, there are no
standard sleep diaries, and many clinicians create their
own so that patients can capture data on the quantity
and quality of their sleep.

The Epworth Sleepiness Scale (ESS) is helpful in mea-
suring ES in the primary care setting.* This brief ques-
tionnaire, which can take as little as 2 minutes to com-
plete, asks the patient about his or her chances of dozing
in 8 sedentary situations, such as when reading a book
or sitting in a meeting. A score of >10 out of a possible 24
is indicative of clinically significant ES.* However, as the
situations described in the ESS are more oriented toward
activities of day to day living, they may not be completely
appropriate for the measurement of ES in a shift-work
situation. Furthermore, the ESS is not validated in night-
or rotating-shift workers. Nonetheless, the ESS is useful
both as a screen for ES and for follow-up of therapy.

Because the diagnosis of SWD is based on patient his-
tory, it does not require confirmation with a sleep study.
Howevey, if the patient has symptoms suggestive of OSA
or another sleep/wake disorder, then further evaluation,
including a sleep study or polysomnogram, is warranted.

Summary

The difference between a “normal” and a pathologic re-
sponse to shift work is not clearly defined. As a result
of this uncertainty, SWD is underrecognized, underdi-
agnosed, and underrepresented in published clinical
studies. The main symptoms of SWD—ES and insom-
nia—are also characteristic of a number of other con-
ditions, including a variety of sleep/wake disorders. For
this reason, exclusion of other potential causes of ES
and insomnia is necessary before a firm diagnosis of
SWD can be given. Further research is required to estab-
lish the physiologic basis of individuals’ vulnerability to
SWD. Such studies would be helpful in identifying risk
factors for SWD and delineating normal and pathologic
responses to shift-work conditions. n
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Managing the patient with
shift-work disorder
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Practice recommendations

y Behavioral measures, eg, exercise and
improved sleep hygiene, can enhance
sleep quality and combat insomnia
and excessive sleepiness (ES) in shift
workers and individuals with shift-
work disorder (SWD) (SOR: B).

y Napping before a shift followed by
consumption of a caffeinated drink and, if
appropriate, scheduled naps at work, may
improve ES in patients with SWD (SOR: C).

y Use of bright light therapy to partially
re-entrain the circadian clock should be
explored for all night-shift workers—
particularly those with SWD (SOR: B).

y The wakefulness-promoting agents
armodafinil and modafinil are FDA approved

for the treatment of ES in patients with SWD.

Alongside nonpharmacologic interventions,
they can be included in a comprehensive
management plan for SWD (SOR: A).

y Melatonin or other sleep-promoting
agents may help shift workers achieve
sleep during required rest periods and
when adjusting to night-shift work;
studies are needed in patients with SWD
to better evaluate the utility of these
agents in this population (SOR: C).

Dr Thorpy reports that he serves as a consultant
to and on the speakers bureaus of Cephalon, Inc.,
and Jazz Pharmaceuticals, Inc.

disorder (SWD) are to ensure sustained wakefulness

when wakefulness is required and to facilitate restor-
ative sleep when sleep is required. Several nonpharmacologic
interventions are available for the treatment of SWD, such as
the improvement of sleep hygiene, exercise, and timed expo-
sure to light. Although these treatments are recommended as
part of the Practice Parameter Guidelines for the Evaluation
and Treatment of Circadian Rhythm Sleep Disorders from
the American Academy of Sleep Medicine,? most have been
evaluated in shift workers generally, rather than specifically in
those with SWD. However, the current definition of SWD re-
quires further validation, and while the delineation between
workers who do not thrive under shift-work conditions and
individuals who develop SWD remains indistinct, it is likely
that literature specific to SWD will remain sparse.?

Regardless, such nonpharmacologic interventions should
be introduced for all individuals presenting with SWD. Pharma-
cotherapy may also be required. Two pharmacologic agents—
modafinil and its R-enantiomer armodafinil—have been
evaluated specifically in patients with excessive sleepiness (ES)
associated with SWD and are approved as wakefulness-promot-
ing agents for this indication by the US Food and Drug Adminis-
tration (FDA).

This article reviews appropriate management strategies
and specific interventions—both nonpharmacologic and
pharmacologic—that primary care physicians can offer to
individuals diagnosed with SWD.

The goals of treatment for individuals with shift-work

Addressing comorbid conditions

For the individual presenting with SWD, it is essential to iden-
tify and address any comorbid conditions that might contrib-
ute to poor sleep hygiene and/or cause ES or fatigue during
required periods of wakefulness. Perhaps the most relevant
comorbidities are other sleep disorders, such as obstructive
sleep apnea (OSA), and mood disorders, such as depression.
Referral to a sleep specialist may be necessary for individuals
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<Ol Primary care management algorithm for the
individual with shift-work disorder

with a suspected or confirmed comorbid
sleep disorder (see “Recognition of shift-
work disorder in primary care” on page S18
of this supplement). An algorithm for the
management of SWD in the primary care
setting, including steps to evaluate comor-
bid disorders, appears in FIGURE 1.

Step 1: Evaluate

Evaluate for
comorbid sleep
disorders

Refer for specialist care
—® as appropriate

* Review current
sleep/wake patterns

* Identify troublesome
symptoms

* Review flexibility of
working conditions

Evaluate for
comorbid medical —»
disorders

Refer for specialist care
as appropriate

Nonpharmacologic
interventions
A range of nonpharmacologic options have

Evaluate for
comorbid mood
disorders

Initiate appropriate
medication and/or

been evaluated to relieve the ES often re-
ported by shift workers. These interven-
tions include steps to improve sleep hy-
giene, scheduled nap times, exercise, and
timed exposure to light. Although not all of
these interventions have been specifically
evaluated among individuals with SWD,
such approaches may prove useful as part
of a wider management program alongside
pharmacotherapy.

Evaluating the work pattern

Certain shift patterns have been shown to
be more detrimental than others in terms of
their effects on performance.® For example,
Folkard and Tucker® analyzed data from 7

counseling support

Step 2: Develop management strategy

Priority A

e Advise on sleep hygiene

e Explore potential for changes to
shift-work pattern

* Explore potential for scheduled
napping

¢ Explore potential for simple bright
light therapy

Priority B

e |nitiate a wakefulness-promoting
agent

¢ Consider use of sleep-promoting
agents before the required sleep
period

Step 3: Review effectiveness

Evaluate for changes in perceived
sleepiness (eg, Epworth Sleepiness
Scale), accidents/near misses at
work or on the commute home

Refer for specialist care and further
sleep/wake phase adjustment

studies that evaluated the risk for incidents

(including accidents and injuries) during successive
night shifts. They found that the risk approximately dou-
bled with each shift worked, from ~6% during the second
night shift to 17% during the third night shift and 36%
during the fourth night shift (FIGURE 2). Additional studies
evaluating the effects of >4 consecutive night shifts, which
were not included in the analysis by Folkard and Tucker,?
confirm therisk for decreased cognitive performance and
increased severe ES.*® The observed marked increase in
the risk for incidents during working hours suggests that
working more than 4 consecutive 12-hour night shifts
should be avoided. Individuals should also be counseled
to avoid work shifts that are longer than 12 hours due to
the risk accumulated on an hourly basis.® Individuals on
a rotating shift schedule should be encouraged to rotate
their shifts in a clockwise rather than a counterclockwise
manner (morning to evening to night shift as opposed to
night to evening to morning shift) (FIGURE 3). It is easier to
change the sleep/wake cycle to a clockwise shift rotation,
as this follows the natural adaptive pattern of delaying
the sleep period.®” However, a change of rotation direc-
tion does not eliminate the risks associated with SWD.

EISOLEEA Risk for incidents during successive
night shifts

1.4

1.3 1

1.2 1

1.1

Relative risk

1.0 1

0.9
1 2 3 4

Successive nights

Reprinted from Occupational Medicine (London), Volume 583, Issue 2, Folkard
S and Tucker P. Shift work, safety and productivity; pp 95-101, Copyright ©
2003, with permission from Oxford University Press.?

Supplement to The Journal of Family Practice ® Vol 59, No 1/ January 2010 S25





SHIFT-WORK DISORDER

[EIETEE Optimal and least beneficial shift

rotation patterns

CLOCKWISE

COUNTERCLOCKWISE

&

L1581 Steps to achieve an appropriate
environment for restorative sleep

Step

Practical advice

Ensure the room is
dark if sleep is required
during daylight

e Ensure the room has
sufficiently well-lined cur-
tains, or install black-out
blinds on all windows

Ensure a constant
temperature in the
bedroom

e Aim for a temperature of
around 20°C (68°F)
¢ Avoid too many bedclothes

Reduce noise exposure
before and during the
required sleep period

¢ Avoid watching television
or listening to loud music
immediately before the
required sleep period

e Use aroom at the rear of the
house if near a busy road

e Consider ear plugs if the
ambient noise is intrusive

e Put telephones on an
answering machine

e Ask family members to be
quiet

Avoid large meals,
caffeine-containing
drinks, smoking, and
alcohol before the
required sleep period

e Schedule meal times so that
the main meal of the day is
eaten during or before the
work period

e Consider having a warm,
milky drink before the
required sleep period

Improving sleep hygiene

Insomnia during periods when sleep is required is a
key feature of SWD. When persistent, the chronic sleep
debt such individuals incur may contribute to long-term

health detriments, eg, cardiovascular disease and ongo-
ing ES, during periods when wakefulness is required. (See
“The social and economic burden of shift-work disorder”
on page S3 of this supplement.)

Advice on steps to improve sleep hygiene is relevant
to all shift workers—including those with and those
without SWD—and should be among the first steps in
managing any individual presenting with sleep distur-
bances. Individuals should be advised on how to create
an appropriate environment for sleep in terms of noise,
temperature, and mental preparation for sleep (TABLE 1).
They should also be encouraged to ensure a single 7- to 8-
hour sleep episode during a 24-hour period, as opposed
to, for example, two 4-hour sleep periods.?® There is now
good evidence to suggest that sleep fragmentation of this
type can adversely affect sleep architecture (ie, the natu-
ral stages of sleep), which leads to an accumulated sleep
debt.'’ Incurring a sleep debt can exacerbate the negative
effects of shift work on cognitive performance and may
also aggravate any underlying sleep disorder by adding to
the ES experienced during periods of wakefulness.

Exercise
Exercise has been shown to be helpful in promoting sleep
onset and improving the perceived quality of sleep."* Ex-
actly how exercise promotes sleep remains unclear, but
the beneficial effects of exercise on mood and anxiety
may contribute.'>'? In addition, exercise has been shown
to facilitate phase shifting of the circadian system' and
thus may help in the adaptation process to shift work.'
The most appropriate timing and type of exercise to sup-
portindividuals with SWD remain to be defined, although
there is no evidence to suggest that short bouts of exercise
during a work period would be beneficial. In one study of
12 volunteers undergoing a period of sleep deprivation,
short bouts of exercise increased alertness for a short
time, but this benefit was lost in less than an hour.'®
Further research is needed to fully define the ben-
efits of exercise among individuals with SWD and to de-
fine the optimal timing and regimen to facilitate phase
adaptation and reduce the symptom burden among this
population.

Scheduled naps

Several studies have indicated that scheduled napping
for shift workers may be useful in relieving ES during
work periods.'®** The optimal duration and timing of
such naps have yet to be defined, although one study
suggested a longer nap during a night shift (120 min-
utes vs 60 minutes) was better in terms of sustaining
cognitive performance in the early hours of the morning
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Reducing the risk for motor vehicle accidents during the commute home

Steps to recommend

To be avoided

e Consider using a taxi service and/or car pooling, preferably with a

driver who has not just completed a night shift
e Consider taking a nap before driving home

¢ Try to minimize the commute time, eg, move closer to the
workplace

e Consider using public transportation

e |f sleepy while driving, pull over at a rest stop and take a nap

¢ Avoid traveling at high speeds on highways

* Do not rely on rolling down the window and turn-
ing up the radio—these actions will only relieve
sleepiness very briefly

¢ Do not continue to drive when feeling sleepy;
pull over at a rest stop and take a nap

and that sleep efficiency was greater when the nap was
taken later in the work shift.’® Even short naps of <1 hour
appeared to improve alertness among experienced night-
shift workers.* Finally, napping before a night shift may
also be beneficial in improving performance, particularly
when combined with subsequent caffeine intake.*

No studies to date have evaluated napping in sub-
jects with SWD. Furthermore, introducing such an inter-
vention may not be practical for all individuals with SWD.
Appropriate facilities may not be generally available in
the workplace, and napping while “on duty” may be con-
sidered unprofessional or ethically unacceptable in some
work settings. For example, concerns regarding continu-
ity of care for patients may impede the implementation of
scheduled napping among health care workers.'®

Additional studies evaluating the health, safety, and
performance benefits of scheduled nap times for shift
workers and among those with a diagnosis of SWD will
be required if any cultural change to allow napping is to
be achieved.

Light exposure
The human endogenous circadian rhythm is closely
linked to the external light/dark cycle; this interaction
involves the receipt of daylight-stimulated nerve activ-
ity via the retinal ganglion and the retinohypothalamic
tract and is controlled by the suprachiasmatic nuclei of
the hypothalamus (see “The characterization and pa-
thology of circadian rhythm sleep disorders” on page
S12 of this supplement).* Consequently, bright light can
incrementally reset (re-entrain) the innate sleep/wake
cycle*** and can promote wakefulness by suppressing
the production of the sleep-mediating hormone mela-
tonin.?**” The interaction between light exposure and
the endogenous circadian rhythm forms the basis for
bright light therapy as a countermeasure for sleep dis-
turbance among night-shift workers.?

Evidence suggests that light therapy can entrain the
circadian pacemaker to suit night-shift work and so can
be used to support night-shift workers in adapting to their

shift pattern.2® Bright light (~2500 lux vs normal lighting
of ~150 lux) during the work period, combined with regu-
lar sleep periods in a darkened room between shifts, sig-
nificantly (P < .05) delayed the dim-light melatonin-onset
response in 54 subjects undergoing a simulated night-shift
work pattern, indicating a physiologic phase shift.*! Such
partial re-entrainment improved performance, alertness,
and mood during the work period among healthy adults.*

A separate study, again using a simulated night-shift
work pattern, suggested that brief (1-hour) bright light
(~3000 lux) exposure combined with caffeine intake
during a night shift maintained cognitive performance
throughout the work period in 11 subjects, but that brief
bright light exposure alone could, in fact, degrade per-
formance.* Reducing light exposure on the commute
home from work using sunglasses (or goggles) has been
shown to assist with achieving sleep when the worker
arrives home?®**** and to support the partial circadian re-
entrainment attained with bright light therapy.>*3

The optimal bright light exposure to facilitate partial
re-entrainment of the circadian rhythm among night-
shift workers has yet to be established. The above stud-
ies used a variety of regimens, from constant bright light
throughout the work period* to intermittent delivery of
bright light.** A recent study has suggested that a com-
bination of afternoon/evening sleep (between 2 pm and
10 pM) and phase-advancing light therapy (between 3
AM and 7 AM) may be optimal for maintaining alertness
in individuals undergoing a simulated night-shift (11 pm
to 7 AM) work pattern comprising 4 day and 3 night shifts
over 10 days.*” However, none of these studies have been
conducted specifically in patients with SWD.

Reducing the effects of ES when commuting

ES is a well-established risk factor for motor vehicle ac-
cidents.’* The potential for motor vehicle accidents
on the commute home from work is of considerable
concern among shift workers, as they are at greater risk
for such an event following a night shift.*** Individuals
with SWD should be counseled to minimize their risk
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for a motor vehicle accident during the commute home.
Practical steps are summarized in TABLE 2.

Attention to diet

One study has suggested that attention to dietary com-
position may have an impact on alertness and perfor-
mance among individuals working night shifts in a
hospital setting.** The study suggested that a diet with
a carbohydrate-to-protein ratio of around 3:1 is optimal
in terms of benefits for both mood and psychometric
performance.

Pharmacologic interventions

Wakefulness-promoting agents

The wakefulness-promoting agents modafinil and ar-
modafinil (the R-enantiomer of modafinil) are currently
the only agents specifically approved by the FDA for
the treatment of ES associated with SWD. Approval of
modafinil for this indication was based on the results
of 2 controlled clinical trials (TABLE 3).%5¢ Modafinil sig-
nificantly improved wakefulness, as measured using pa-
tient-reported diary data and changes on the Multiple
Sleep Latency Test (P <.001 and P =.002, respectively) in
those who had ES as a consequence of SWD.* Attention
was also significantly improved in the modafinil group
compared with placebo (P < .001), and significantly
fewer participants treated with modafinil reported ac-
cidents or near misses during the commute home than
did those who received placebo (P < .001).* Additional-
ly, modafinil significantly improved self-reports of func-
tioning (in terms of productivity and vigilance; P < .05)
and quality of life (P < .05) in individuals with SWD.*

In these 2 studies, headache was the most com-
monly reported adverse event, and nausea was the
next most prominent adverse effect with modafinil. In
the study by Czeisler and colleagues* more modafinil-
treated patients experienced insomnia compared with
the placebo group (6% vs 0%, respectively; P < .01).

Armodafinil has been shown to improve wakeful-
ness in individuals with ES associated with SWD in a
controlled clinical trial (TABLE 3).4"* This study showed
armodafinil to be significantly better than placebo at
improving wakefulness, reflected by a significantly pro-
longed sleep latency throughout the night among night-
shift workers with SWD (P < .0001). Compared with
placebo, treatment with a single dose of armodafinil
150 mg, 30 to 60 minutes before the start of the shift, sig-
nificantly reduced ES at work (P < .0001) and during the
commute home (P =.0027) and did not adversely affect

daytime sleep.**® As observed for modafinil, headache
and nausea were the most common treatment-emer-
gent adverse events in patients with SWD who took part
in these 2 studies.

To date, no studies have been performed that direct-
ly compare the efficacy of armodafinil and modafinil;
however, the 2 wakefulness-promoting agents do have
different pharmacokinetic profiles.*** Compared with
modafinil, armodafinil takes longer to reach its peak
plasma concentration and is present at higher concen-
trations foralonger period after administration, resulting
in its wakefulness-promoting effects lasting throughout
the day.”* The longer duration of armodafinil’s effects
and its potential for once-daily dosing make it an appro-
priate and convenient choice for patients with SWD.

Stimulants

Stimulants, such as methamphetamine, have been
shown to enhance wakefulness in individuals undergo-
ing simulated night-shift work.***> However, amphet-
amines can induce rebound insomnia and this, com-
bined with their adverse cardiovascular effects and their
abuse potential, makes them less than ideal options for
an often chronic condition such as SWD.*® Metham-
phetamine has not been evaluated as an intervention
for individuals with a diagnosis of SWD and, although
it is effective at improving performance and mood dur-
ing one or more night shifts after single doses, its useful-
ness in managing SWD on numerous sequential nights
is questionable.

A number of studies among individuals undergoing
simulated night-shift work suggest that caffeine may be
useful to promote wakefulness during the work period,
although there may be some residual effects on daytime
sleep depending on the caffeine drink selected.***®* One
study suggested that low-dose repeated caffeine ad-
ministration may improve performance at the expense
of increasing subjective ES during periods of extended
wakefulness.”” As discussed above, caffeine in combi-
nation with other wakefulness-promoting strategies,
including scheduled napping and bright light therapy,
has proved to be a promising intervention under sim-
ulated shift-work conditions.?»*® However, the appro-
priate dose and timing of caffeine intake to optimize
performance and mood during a night shift have not yet
been determined. Higher caffeine doses may induce a
state of hyperstimulation and can even be toxic.’® More-
over, habitual caffeine intake can lead to the develop-
ment of tolerance to its effects,* abrogating the efficacy
of caffeine intake in the long-term management of an
often chronic condition such as SWD. To date, regular
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Improved wakefulness and reduced ES associated with FDA-approved wakefulness-
promoting agents*-+

N (evaluable

efficacy

Citation Population Regimens population) Key findings

Modafinil

Czeisler et al** | Adults (18-60 Modafinil 200 mg 89 * Mean sleep latency change from
years) with Placebo 104 baseline + SD:
SWD working — Modafinil: 1.7 + 0.4 minutes
>5 night et S-S e — Placebo: 0.3 = 0.3 minutes (P = .002)

. the start of the work shift for

shifts/month 12 weeks Change from baseline in the median
with 23 worked frequency of reported attention lapses:
consecutively — Modafinil: Reduced by 2.6

— Placebo: Increased by 3.8 (P < .001)

Reported accidents/near accidents while

commuting home:

— Modafinil: 29%

— Placebo: 54% (P < .001)

Erman et al* Adults (18-60 Modafinil 200 mg 87 Modafinil 300 mg significantly improved

years) with Modafinil 300 mg 90 overall patient functioning vs placebo as

SWD working measured using the FOSQ:

>5 night Pzl £ — Increase from baseline in FOSQ score:

shifts/month Taken 30-60 minutes before 2.3 vs 1.6 points, respectively (P < .05)

with >3 worked | the start of the work shift for Modafinil 200 mg and 300 mg both

consecutively 12 weeks significantly improved quality of life vs
placebo as measured using the SF-36
mental health component score:

— Mean change from baseline of 3.2, 3.7,
and 0.7 points, respectively (P < .05 for
both doses vs placebo)

Armodafinil
Drake et al,*” Adult Armodafinil 150 mg 112 Mean sleep latency change from
Roth et al*® permanent or Placebo 104 baseline:

rotating night-
shift workers
with SWD
working >5
night shifts/
month

Taken 30-60 minutes before
the start of the work shift for
12 weeks

— Armodafinil: 3.1 £ 4.5 minutes
- Placebo: 0.4 + 2.9 minutes (P < .0001)

Reported ES levels on the KSS were
significantly reduced with armodafinil vs
placebo (P < .005).

Change in the maximum level of

sleepiness (electronic diary data)

— During the work shift: 2.0 vs 1.1 points,
respectively (P < .0001)

— During the commute home: 1.2 vs 0.6
points, respectively (P = .0027)

ES, excessive sleepiness; FOSQ, Functional Outcomes of Sleep Questionnaire; KSS, Karolinska Sleepiness Scale; SD, standard deviation; SF-36, Medical
Outcomes Study Short-Form (36-item) Health Survey; SWD, shift-work disorder.
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moderate caffeine intake has not been specifically as-
sessed among individuals with SWD.

Other pharmacologic options for SWD
Administration of the sleep-mediating hormone mela-
tonin can promote daytime sleep.®® However, while
some studies have reported that melatonin is helpful
for inducing daytime sleep in simulated and real-world
shift-work conditions,®** others have failed to demon-
strate any objective or subjective benefit.*° Single doses
of melatonin taken before the required sleep period in
simulated shift-work studies of healthy subjects have
been shown to decrease sleep latency and increase sleep
duration.®* Melatonin may be most beneficial as part of
a phase-advancing program to support individuals in
adjusting to night-shift work rather than as a chronic
therapy for SWD. 61636466

Hypnosedatives, or sleep-promoting agents, taken
before required sleep periods have also been evaluated
in simulated shift-work conditions. Zolpidem, zopi-
clone, triazolam, and temazepam have all been shown
toincrease sleep duration during the day and to improve
wakefulness during the night shift.*>*”"° Only zopiclone
has been evaluated among shift workers.” In a study of
12 healthy male volunteers working 12-hour shifts, a sin-
gle dose of zopiclone 7.5 mg taken before the required
sleep period significantly improved sleep at night, but
this improvement did not reach statistical significance
when the required sleep period was during the day. No
studies of hypnosedatives have been conducted among
individuals with SWD. The greater effect of hypnotics on
night-time sleep suggests that they are less efficacious at
improving disturbed sleep when given out of phase with
the usual sleep period.

Summary
Although few interventions have been studied specifi-
cally among individuals with SWD, there are a range of
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promoting agent before the required sleep period. n

1. Morgenthaler TI, Lee-Chiong T, Alessi C, et al.
Practice parameters for the clinical evaluation
and treatment of circadian rhythm sleep disor-
ders. Sleep. 2007;30:1445-1459.

Sack RL, Auckley D, Auger RR, et al. Circa-
dian rhythm sleep disorders: part I, basic prin-
ciples, shift work and jet lag disorders. Sleep.
2007;30:1460-1483.

. Folkard S, Tucker P. Shift work, safety and pro-
ductivity. Occup Med (Lond). 2003;53:95-101.
Dula DJ, Dula NL, Hamrick C, et al. The effect of
working serial night shifts on the cognitive func-

3

w

el

o

N

tioning of emergency physicians. Ann Emerg
Med. 2001;38:152-155.

SonM, KongJO, Koh SB, etal. Effects oflongwork-
ing hours and the night shift on severe sleepiness
among workers with 12-hour shift systems for 5
to 7 consecutive days in the automobile factories
of Korea. J Sleep Res. 2008;17:385-394.

D’Alonzo GE, Krachman SL. Circadian rhythm
sleep disorders. ] Am Osteopath Assoc. 2000;100
(suppl 8):S15-S21.

Lavie P, Tzischinsky O, Epstein R, et al. Sleep-
wake cycle in shift workers on a “clockwise” and

co

©

10.

S30 January 2010/ Vol 59, No 1 ®m Supplement to The Journal of Family Practice

“counter-clockwise” rotation system. Isr ] Med
Sci. 1992;28:636-644.

. Banks S, Dinges DF. Behavioral and physiologic

consequences of sleep restriction. J Clin Sleep
Med. 2007;3:519-528.

. Dinges DE Pack E Williams K, et al. Cumulative

sleepiness, mood disturbance, and psychomo-
tor vigilance performance decrements during a
week of sleep restricted to 4-5 hours per night.
Sleep. 1997;20:267-277.

Van Dongen HP, Maislin G, Mullington JM, et al.
The cumulative cost of additional wakefulness:





1

—

12.

1

w

1

15.

16.

17.

18.

1

©

20.

2

—

22.

23.

24.

25.

2|

[=2]

27.

2

f==]

2!

©

30.

3

—

3

N

Ll

Dose-response effects on neurobehavioral func-
tions and sleep physiology from chronic sleep
restriction and total sleep deprivation. Sleep.
2003;26:117-126.

. Youngstedt SD. Effect of exercise on sleep. Clin

Sports Med. 2005;24:355-365.

Leppamiki S, Partonen T, Lonngvist J. Bright-
light exposure combined with physical exercise
elevates mood. ] Affect Disord. 2002;72:139-144.

. Youngstedt SD, Kripke DE, Elliott JA, et al. Exer-

cise phase-response curves in young and older
adults. Soc Res Biol Rhythms. 2002;8:110.

Barger LK, Wright KP, Hughes R], et al. Daily exer-
cise facilitates phase delays of circadian melato-
nin rhythm in very dim light. Am J Physiol Regul
Integr Compl Physiol. 2004;286:R1077-R1084.
LeDuc PA, Caldwell JA, Ruyak PS. The effect of
exercise as a countermeasure for fatigue in sleep-
deprived aviators. Mil Psychol. 2000;12:249-266.
Arora V, Dunphy C, Chang VY, et al. The effect
of on-duty napping on intern sleep time and fa-
tigue. Ann Intern Med. 2006;144:792-798.
Bonnefond A, Muzet A, Winter-Dill AS, et al.
Innovative working schedule: introducing one
short nap during the night shift. Ergonomics.
2001;44:937-945.

Kubo T, Takeyama H, Matsumoto S, et al. Im-
pact of nap length, nap timing and sleep quality
on sustaining early morning performance. Ind
Health. 2007;45:552-563.

. Purnell MT, Feyer AM, Herbison GP. The impact

of a nap opportunity during the night shift on the
performance and alertness of 12-h shift workers.
] Sleep Res. 2002;11:219-227.

Ribeiro-Silva E Rotenberg L, Soares RE, et al.
Sleep on the job partially compensates for sleep
loss in night-shift nurses. Chronobiol Int. 2006;
23:1389-1399.

. Sallinen M, Harma M, Akerstedt T, et al. Promot-

ing alertness with a short nap during a night shift.
] Sleep Res. 1998;7:240-247.

Schweitzer PK, Randazzo AC, Stone K, et al. Lab-
oratory and field studies of naps and caffeine as
practical countermeasures for sleep-wake prob-
lems associated with night work. Sleep. 2006;
29:39-50.

Berson DM, Dunn FA, Takao M. Phototransduc-
tion by retinal ganglion cells that set the circa-
dian clock. Science. 2002;295:1070-1073.
Czeisler CA, Kronauer RE, Allan JS, et al. Bright
light induction of strong (type 0) resetting of the
human circadian pacemaker. Science. 1989;244:
1328-1333.

Oren DA, Terman M. Tweaking the human circa-
dian clock with light. Science. 1998;279:333-334.

. Arendt J. Melatonin and human rhythms. Chro-

nobiol Int. 2006;23:21-37.

Sack R, Lewy A, Hughes R], et al. Melatonin as a
chronobiotic drug. Drug News Perspect. 1996;9:
325-332.

. Gooley JJ. Treatment of circadian rhythm sleep

disorders with light. Ann Acad Med Singapore.
2008;37:669-676.

. Czeisler CA, Dijk DJ. Use of bright light to treat

maladaptation to night shift work and circadian
rhythm sleep disorders. J Sleep Res. 1995;4(suppl
2):70-73.

Gronfier C, Wright KP Jr, Kronauer RE, et al. En-
trainment of the human circadian pacemaker to
longer-than-24-h days. Proc Natl Acad Sci U S A.
2007;104:9081-9086.

. Horowitz TS, Cade BE, Wolfe JM, et al. Efficacy

of bright light and sleep/darkness scheduling in
alleviating circadian maladaption to night work.
Am J Physiol Endocrinol Metab. 2001;281:E384-
E391.

. Crowley §J, Lee C, Tseng CY, et al. Complete or

partial circadian re-entrainment improves per-
formance, alertness, and mood during night-
shift work. Sleep. 2004;27:1077-1087.

33.

34.

35.

36.

37.

38.

3

4

4

—_

42,

43.

44,

4

o

46.

47.

48.

49.

50.

©

©

Babkoff H, French J, Whitmore J, et al. Single-
dose bright light and/or caffeine effect on noc-
turnal performance. Aviat Space Environ Med.
2002;73:341-350.

Eastman CI, Stewart KT, Mahoney MP, et al.
Dark goggles and bright light improve circadian
rhythm adaptation to night-shift work. Sleep.
1994;17:535-543.

Smith MR, Fogg LE Eastman CI. Practical inter-
vention to promote circadian adaptation to per-
manent night shift work: study 4. ] Biol Rhythms.
2009;24:161-172.

Crowley SJ, Lee C, Tseng CY, et al. Combinations
of bright light, scheduled dark, sunglasses, and
melatonin to facilitate circadian entrainment to
night shift work. J Biol Rhythms. 2003;18:513-
523.

Santhi N, Aeschbach D, Horowitz TS, et al. The
impact of sleep timing and bright light exposure
on attentional impairment during night work. J
Biol Rhythms. 2008;23:341-352.

Lyznicki JM, Doege TC, Davis RM, et al. Sleepi-
ness, driving, and motor vehicle crashes. Council
on Scientific Affairs, American Medical Associa-
tion. JAMA. 1998;279:1908-1913.

Kingshott RN, Cowan JO, Jones DR, et al. The role
of sleep-disordered breathing, daytime sleepi-
ness, and impaired performance in motor vehi-
cle crashes—a case control study. Sleep Breath.
2004;8:61-72.

Akerstedt T, Peters B, Anund A, et al. Impaired
alertness and performance driving home from
the night shift: a driving simulator study. J Sleep
Res. 2005;14:17-20.

. Richardson GS, Miner JD, Czeisler CA. Impaired

driving performance in shiftworkers: the role of
the circadian system in a multifactorial model.
Alcohol Drugs Driving. 1989-1990;5-6:265-273.
Rogers A, Holmes S, Spencer M. The effect of
shiftwork on driving to and from work. ] Hum
Ergol (Tokyo). 2001;30:131-136.

Scott LD, Hwang WT, Rogers AE, et al. The rela-
tionship between nurse work schedules, sleep
duration, and drowsy driving. Sleep. 2007;30:
1801-1807.

Paz A, Berry EM. Effect of meal composition on
alertness and performance of hospital night-shift
workers. Do mood and performance have dif-
ferent determinants? Ann Nutr Metab. 1997;41:
291-298.

. Czeisler CA, Walsh JK, Roth T, et al. Modafinil for

excessive sleepiness associated with shift-work
sleep disorder. N Engl ] Med. 2005;353:476-486.
Erman MK, Rosenberg R, for the US Modafinil
Shift Work Sleep Disorder Study Group. Modafinil
for excessive sleepiness associated with chronic
shift work disorder: effects on patient function-
ing and health-related quality of life. Prim Care
Companion J Clin Psychiatry. 2007;9:188-194.
Drake C, Walsh J, Roth T. Armodafinil improves
sleep latency in patients with shift work disorder.
Sleep. 2006;29(suppl):A64.

Roth T, Czeisler CA, Walsh JK, et al. Random-
ized, double-blind, placebo-controlled study of
armodafinil for the treatment of excessive sleepi-
ness associated with chronic shift work disor-
der [abstract 161]. Neuropsychopharmacology.
2005;30:5140.

Darwish M, Kirby M, Hellriegel ET, et al. Ar-
modafinil and modafinil have substantially dif-
ferent pharmacokinetic profiles despite having
the same terminal half-lives: analysis of data from
three randomized, single-dose, pharmacokinetic
studies. Clin Drug Investig. 2009;29:613-623.
Darwish M, Kirby M, Hellriegel ET. Comparison
of steady-state plasma concentrations of ar-
modafinil and modafinil late in the day following
morning administration: post hoc analysis of two
randomized, double-blind, placebo-controlled,
multiple-dose studies in healthy male subjects.
Clin Drug Investig. 2009;29:601-612.

5

—

52.

53.

54.

55.

56.

57.

58.

59.

60.

6

—

6!

N

63.

64.

65.

66.

67.

68.

69.

70.

. Hart CL, Ward AS, Haney M, et al. Methamphet-

amine attenuates disruptions in performance
and mood during simulated night-shift work.
Psychopharmacology. 2003;169:42-51.

Hart CL, Haney M, Nasser J, et al. Combined
effects of methamphetamine and zolpidem
on performance and mood during simulated
night shift work. Pharmacol Biochem Behav.
2005;81:559-568.

Darke S, Kaye S, McKetin R, et al. Major physical
and psychological harms of methamphetamine
use. Drug Alcohol Rev. 2008;27:253-262.

Jay SM, Petrilli RM, Ferguson SA, et al. The suit-
ability of a caffeinated energy drink for night-
shift workers. Physiol Behav. 2006;87:925-931.
Muehlbach MJ, Walsh JK. The effects of caffeine
on simulated night-shift work and subsequent
daytime sleep. Sleep. 1995;18:22-29.

Walsh JK, Muehlbach MJ, Humm TM, et al. Ef-
fect of caffeine on physiological sleep tendency
and ability to sustain wakefulness at night. Psy-
chopharmacology. 1990;101:271-273.

Wyatt JK, Cajochen C, Ritz-De Cesso A, et al.
Low-dose repeated caffeine administration for
circadian-dependent performance degradation
during extended wakefulness. Sleep. 2004;27:
374-381.

Haller C, Kearney T, Bent S, et al. Dietary supple-
ment adverse events: report of a one-year poi-
son center surveillance project. ] Med Toxicol.
2008;4:84-92.

Judelson DA, Armstrong LE, S6kmen B, et al. Ef-
fect of chronic caffeine intake on choice reaction
time, mood, and visual vigilance. Physiol Behav.
2005;85:629-634.

Hughes RJ, Badia P. Sleep-promoting and hypo-
thermic effects of daytime melatonin adminis-
tration in humans. Sleep. 1997;20:124-131.

. Sharkey KM, Eastman CI. Melatonin phase shifts

human circadian rhythms in a placebo-con-
trolled simulated night-work study. Am J Physiol
Regul Integr Comp Physiol. 2002;282:R454-R463.

. Sharkey KM, Fogg LE Eastman CI. Effects of

melatonin administration on daytime sleep after
simulated night shift work. J Sleep Res. 2001;10:
181-192.

Wyatt JK, Dijk DJ, Ritz-De Cecco A, et al. Sleep-
facilitating effect of exogenous melatonin in
healthy young men and women is circadian-
phase dependent. Sleep. 2006;29:609-618.

Yoon IY, Song BG. Role of morning melatonin
administration and attenuation of sunlight ex-
posure in improving adaptation of night-shift
workers. Chronobiol Int. 2002;19:903-913.
Wright SW, Lawrence LM, Wrenn KD, et al.
Randomized clinical trial of melatonin after
night-shift work: efficacy and neuropsychologic
effects. Ann Emerg Med. 1998;32:334-340.

Revell VL, Burgess HJ, Gazda C]J, et al. Advanc-
ing human circadian rhythms with afternoon
melatonin and morning intermittent bright light.
J Clin Endocrinol Metab. 2006;91:54-59.

Bonnet MH, Dexter JR, Gillin JC, et al. The use of
triazolam in phase-advanced sleep. Neuropsy-
chopharmacology. 1988;1:225-234.

Casagrande M, Ferrara M, Curcio G, et al. Assess-
ing nighttime vigilance through a three-letter
cancellation task (3-LCT): effects of daytime
sleep with temazepam or placebo. Physiol Be-
hav. 1999;68:251-256.

Hart CL, Ward AS, Haney M, et al. Zolpidem-
related effects on performance and mood dur-
ing simulated night-shift work. Exp Clin Psycho-
pharmacol. 2003;11:259-268.

Moon CA, Hindmarch I, Holland RL. The effect
of zopiclone 7.5 mg on the sleep, mood and per-
formance of shift workers. Int Clin Psychophar-
macol. 1990;5(suppl 2):79-83.

Supplement to The Journal of Family Practice ® Vol 59, No 1/ January 2010 S31






THE JOURNAL OF

FAMILY

Available at jfponline.com R VOL 59, NO 1 / JANUARY 2010

l SHIFT-WORK DISORDER







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

Gy MArOCLINK

Mayo Clinic
Proceedings

=~ PubMed

”4” Central
(Search J

Journal List > Mayo Clin Proc > v.84(11); Nov 2009

Mayo Clin Proc. 2009 November; 84(11): 958-972

Copyright © 2009 Mayo Foundation for Medical Education and Research
Armodafinil for Treatment of Excessive Sleepiness Associated With Shift Work Disorder: A Randomized Controlled Study

Charles A. Czeisler, PhD, MD, James K. Walsh, PhD, Keith A. Wesnes, PhD, Sanjay Arora, PhD,t and Thomas Roth, PhD

From the Division of Sleep Medicine, Harvard Medical School, and Division of Sleep Medicine, Department of Medicine, Brigham and Women's Hospital, Harvard Medical School, Boston, MA (C.A.C.); Sleep Medicine and Research Center, St Luke's Hospital, Chesterfield, MO (J.K.W.); Cognitive Drug Research Ltd, Goring-on-Thames, UK (K.A.W.); Sleep Disorders and
Research Center, Henry Ford Hospital, Detroit, MI (T.R.). The participating investigators are listed on page 969

*Died March 1, 2007; was an employee of Cephalon Inc.

Individual reprints of this article are not available. Address correspondence to Charles A. Czeisler, PhD, MD, Division of Sleep Medicine, Brigham and Women's Hospital, Harvard Medical School, 221 Longwood Ave, Ste 438A, Boston, MA 02115 (; Email: charles_czeisler/at/hms.harvard.edu).

This article is freely available on publication, because the authors have chosen the immediate access option, which is funded by Cephalon.

» See "Fatigue, Countermeasures, and Performance E in Resident Physicians" on page 955.

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.
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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.
L] Patient disposition. Screened patients include patients referred from central advertising, investigators' advertising effort, and investigators' patients. Reasons patients were not randomized include the following: sleep efficiency of more
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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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r4

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

ssociated With Shift Work Disorder: A Randomized Controlled Study
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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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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 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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KELLY D. DAVIS, W. BENJAMIN GOODMAN, AMY E. PIRRETTI, AND
DAVID M. ALMEIDA
The Pennsylvania State University

Nonstandard Work Schedules, Perceived Family

Well-Being, and Daily Stressors

Data from two studies assessed the effects of
nonstandard work schedules on perceived fam-
ily well-being and daily stressors. Study 1,
using a sample of employed, married adults
aged 25 — 74 (n = 1,166) from the National
Survey of Midlife in the United States, showed
that night work was associated with perceptions
of greater marital instability, negative family-
work, and work-family spillover than weekend
or daytime work. In Study 2, with a subsample
of adults (n = 458) who participated in the
National Study of Daily Experiences, weekend
workers reported more daily work stressors
than weekday workers. Several sociodemo-
graphic variables were tested as moderators.
Both studies demonstrated that nonstandard
work schedules place a strain on working, mar-
ried adults at the global and daily level.

The United States’ transformation into a 24-
hours-a-day-and-7-days-a-week global economy
in which business occurs around the clock is
increasing the need for a larger workforce willing
to work nonstandard schedules (Presser, 2003).
Nonstandard schedules (e.g., night, afternoon,
weekend, rotating shifts) have increased in recent
years; according to a 2001 United States Bureau
of Labor estimate, over 15 million full-time wage

Pennsylvania State University, 210 Beecher-Dock House,
University Park, PA 16802 (kdavis@psu.edu).

This article edited by Cheryl Buehler.

Key Words: marital stability, stress, work-family spillover,
work schedules.

and salary employees work an alternate shift
(U.S. Department of Labor, 2001). Given the
continual growth of shift workers in the labor
force, it is critical that researchers improve their
understanding of what nonstandard schedules
mean for the quality of family life in order to
inform workplace policies. Most noticeably,
Presser has begun to fill this gap in the literature
vis-a-vis the challenges individuals and families
face when one or more family members has a non-
standard schedule. Nevertheless, more research is
still needed to understand how nonstandard sched-
ules relate to individuals’ perceptions of the com-
patibility between work and family demands.
Guided by ecological systems theory (Bron-
fenbrenner, 1979), which recognizes the interre-
latedness of the multiple environments in which
human development takes place, we examined
how work schedules were linked to home life
using data from two studies: Study 1 refers to
our analyses using data from the Midlife in the
United States (MIDUS) study, and Study 2 refers
to our analyses using data from the National
Study of Daily Experiences (NSDE), an in-depth
study of MIDUS participants. We restricted the
samples to employed, married adults, because
our main focus was testing the associations
between work and indicators of marriage and
family life. For Study 1, we tested the association
between work schedules (i.e., night, weekend,
day) and perceptions of marital instability and
work-family spillover. Marital instability, as
operationalized here, was indicated by reports
of greater conflict and likelihood of separation
or divorce. We also tested the link between
work schedules and four aspects of work-family
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spillover — the degree to which negative or
positive mood, skills, and experiences at work
reverberate to experiences at home (or vice ver-
sa; Staines, 1980). For Study 2, we moved from
a global to micro analysis by assessing differen-
ces in daily work and family stressors experi-
enced by weekday and weekend workers over 8
consecutive days. For both studies, we consid-
ered the importance of sociodemographic and
life course variables.

WORK SCHEDULES AND PERCEPTIONS OF
MARITAL INSTABILITY

Over one fourth of dual-earner couples have at
least one spouse who works a nonstandard shift
(Presser, 2003). For many couples trying to bal-
ance work and family, the number of hours
spouses are working per week and which hours
spouses are working may have consequences
for individuals’ ability to spend time with their
spouses. For example, evening and night work-
ers may have difficulty being a companion to
their spouses because they are absent from home
at times when interaction and shared activities
commonly occur (Mott, Mann, McLoughlin, &
Warwick, 1965). Dual-earner couples with one
spouse working a nonstandard shift have re-
ported lower marital quality (White & Keith,
1990) and have higher rates of separation or
divorce (Presser). Night work may be particu-
larly straining on the marriage if the spouse has
to bear the brunt of child care and housework.
Interestingly, however, weekend employment
has not been linked to marital instability for cou-
ples with or without children (Presser). On the
basis of the extant literature, it appears that night
work may be more detrimental than weekend
work in terms of marital outcomes.

Although several studies have investigated the
implications of atypical work schedules for mar-
ital stability, few studies have used nationally
representative samples (for an exception, see
Presser, 2003). Accordingly, a goal of Study 1
was to replicate using a nationally representative
sample the finding that compared to daytime and
weekend work, night work is associated with
perceptions of greater marital instability.

WORK SCHEDULES AND PERCEPTIONS OF
WORK-FAMILY SPILLOVER

To date, few studies have examined the associa-
tion between having a nonstandard work sched-
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ule and perceptions of the degree to which
physical (e.g., fatigue) or psychological effects
(e.g., mood, stress) from one sphere “spill over”
into another sphere. Although work-family spill-
over is a multidimensional construct, the litera-
ture in the work and family field has focused on
some dimensions more than others. First, work-
family spillover has been shown to be bidirec-
tional: Work can influence family life (i.e.,
work-family spillover), and family can influence
work (i.e., family-work spillover; Crouter, 1984).
For example, fatigue after a night shift may spill
over to the home sphere by making the shift
worker irritable around his or her spouse (nega-
tive work-family spillover). In the reverse direc-
tion, negative mood from arguing with one’s
spouse may spill over to the workplace by making
the worker more irritable and less cooperative
with colleagues (negative family-work spill-
over). Controlling for demographic characteris-
tics, Grosswald (2003) found that among
workers with families, having a nonstandard
work schedule was positively associated with
negative work-family spillover. On the basis of
the ecological framework, we recognized the
reciprocal nature of the two spheres and accord-
ingly assessed both directions of work-family
spillover using another national data set.

Second, spillover can be both positive and neg-
ative, but there is a history of viewing the relation
between work and family as “conflict ridden”
and, as such, positive spillover has been “the
ignored side of spillover” (Kirchmeyer, 1992,
p. 231). Recently, Greenhaus and Powell
(2006) proposed a theory of work-family enrich-
ment, a concept synonymous with positive work-
family spillover, which states that participation in
one role can enrich the quality of life in another
role. Examples of enrichment include using skills
(e.g., time management) learned at work in the
home, bringing a positive mood and energy from
one place to another, and using networks (social
capital) from work to assist family members.

To date, studies of shift work have measured
conflict between work and family and neglected
positive spillover. Although acknowledging that
most of the evidence on shift work heretofore
supports the link with poor outcomes, there is
some research pointing to the adaptive strategies
shift work can create for some families, such as
parents having more time for their children when
they work at night (Presser, 2003). Another hint
that there may be some positive influences of shift
work on home life is Melbin’s (1978) observation
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that nighttimers form a sense of camaraderie due
to their relatively small number compared to day-
timers and similar lifestyle. Thus, shift work, par-
ticularly night shifts, may allow individuals to
feel a sense of belonging to a group and enjoy
the company of coworkers during nonpeak hours
or times of less supervision. These positive feel-
ings may then transfer to interactions with
spouses, children, or friends. Although shift work
may be related to positive spillover, this may be
true only under certain conditions, such as the
type of job held. For example, helping patients
as a nurse versus doing manual labor all night
may be related to more positive spillover (better
mood, more energy at home) given the altruistic
nature of this job and perhaps because it is less
physically demanding than is a manual labor
job. Considering the opposite direction — from
family to work — it is possible that family expe-
riences, such as having a spouse who is support-
ive and understanding of the nature of shift work,
may improve one’s morale at work (see Repetti,
1989). Also possible, however, is that family
may not positively or negatively affect work if in-
dividuals’ schedules preclude them from being
around family in the first place. Given the lack
of research examining positive spillover as well
as spillover in both directions, we considered
these analyses more exploratory than hypothesis
testing.

WORK SCHEDULES AND DAILY WORK AND
FAMILY STRESSORS

The primary goal of Study 2 was to move from
a global perspective to a microlevel perspective.
The traditional approach of work and family
research has been aimed at understanding how
people globally feel about work and family de-
mands. Although global reports are useful, this
approach measures experiences as relatively static
phenomena. Understanding how work and family
demands fluctuate at a microlevel may allow re-
searchers and policymakers to understand more
clearly the temporal rhythms of work and family
in order to create better supports for working fam-
ilies (Almeida, 2004; Bolger, DeLongis, Kessler,
& Wethington, 1989; Repetti, 1989). Further-
more, a microlevel assessment, such as a daily
diary approach, permits between- and within-
individual analyses of how nonstandard work
schedules unfold day to day.

To our knowledge, no study has examined
nonstandard work schedules in relation to daily

work and family stressors, with the exception of
work by Almeida (2004), who compared week-
end (weekend only or weekday plus weekend
hours) and weekday workers on the amount of
time they spent with their children. Using data
from the National Study of Daily Experiences
(also used in the present study), Almeida (2004)
found that male weekend workers were almost
twice as likely to report family-related disrup-
tions at work as weekday workers. Accordingly,
we expected that weekend workers would report
more work and family stressors than weekday
workers.

SOCIODEMOGRAPHIC AND LIFE COURSE
CHARACTERISTICS

For both Study 1 and Study 2, we considered the
confounding effects of sociodemographic and
life course characteristics in the association
between work schedules and the various out-
comes. Presser (2003) and others have demon-
strated that nonstandard work schedules are
more common in some groups than others: Shift
workers tend to be younger, men, women with
preschool children, less educated, non-Hispanic
Blacks, and blue-collar workers with smaller in-
comes. Shift workers are not randomly distrib-
uted within the population and therefore may
face different experiences than other workers.
Controlling for these differences, we will be able
to ascertain that it is the nature of the work sched-
ule and not other potential strains that are linked
to individual and family well-being indicators.

We also tested the moderating effects of mari-
tal duration and spouses’ work schedules. Presser
(2003) showed that marital duration moderated
the relation between work schedules and marital
instability such that neither spouses’ work sched-
ules predicted marital instability for couples mar-
ried less than 5 years but wives’ schedules
predicted separation or divorce for couples mar-
ried more than 5 years. Given the ecological sys-
tems framework, it also was important to capture
the work characteristics of the spouse, because
they too can influence individual and family out-
comes. Presser found that if either spouse had
a night or rotating shift, then there was evidence
of lower marital quality.

Another reason to consider sociodemographic
and life course variables is that, depending on the
absence or presence of children, age of children,
years married, and place in one’s career timeline,
interpretations of experiences and strategies for
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juggling multiple responsibilities may differ
(White, 1999). Life stage also is important when
examining daily data because sociodemographic
factors, such as income and social networks, play
a part in creating the types of daily environments
with which people interact (Almeida, 2005). As
such, we controlled for and tested the moderating
role of age, gender, education, income, race, age
of children, marital duration, work hours, job
type (blue- versus white-collar), and spouse’s
work schedule.

STUDY 1

Study Goals

Study 1 had three goals pertaining to how shift
work may influence home life and vice versa:
(a) to replicate Presser’s (2003) finding that night
work is related to greater marital instability; (b) to
investigate how work schedules (day, night, or
weekend) are associated with perceptions of
work spilling over into home life, or vice versa,
and whether this spillover is positive, negative,
or both; and (c) to investigate whether the associ-
ations above depend on life-course and demo-
graphic characteristics.

Method

Participants. Participants for the first set of anal-
yses came from the MIDUS National Survey,
a sample of individuals aged 25 — 74. From the
total 3,034 participants who comprised the main
data set, we selected individuals who were mar-
ried (64% of the total) reducing our sample size
to 1,943. Our second selection criterion was
being employed, reducing the sample size to
1,457. The primary variable of interest was work
schedules, so individuals who were missing re-
sponses for items used to create an individual’s
work shift were excluded (n = 251). To note,
the group of unemployed participants with em-
ployed spouses were excluded because they had
not answered the work and family questions,
a key outcome measure in our analyses. Our
final sample size of 1,166 included participants
without missing data on any of the variables
included in the models, with the exception of
the spouse’s work schedule, because not all
spouses of participants were employed. Using
t tests, we compared respondents with and with-
out any missing data on the predictors or out-
comes based on the key demographic variables
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and found that respondents with complete data
were significantly younger, married for a shorter
length of time, less likely to have children in
any of the three age groups, and were less likely
to be weekend workers but were more likely to
be night workers. All of these variables were
included as controls in each model. More spe-
cific information on these tests can be obtained
from the corresponding author.

As shown in Table 1, in Study 1 there were
slightly more men than women, and the majority
of participants were Caucasian and had obtained
some college education. Respondents on average
were 44.10 years of age (SD = 10.73) with
a median household income of $58,000. On
average, participants were married for 21.55
years (SD = 11.95; range 1 — 52 years). Re-
spondents worked an average of 43.97 hours
per week (SD = 15.72; range 2 — 142). The
majority of participants worked day shifts, fol-
lowed by the weekend shift and then the night
shift.

Procedure. Participants were selected using aran-
dom-digit dialing procedure. Those that agreed to
participate completed a telephone interview that
lasted an average of 30 min and two mailed ques-
tionnaires containing questions about health and
well-being.

Table 1. Comparison of Percentages of Categorical
Demographic Characteristics of Study 1 (n = 1,166)
and Study 2 (n = 458)

Variable Study 1 (%) Study 2 (%)
Male 58.49 54.02
Some high school 5.57 5.11
Graduated high school/ or GED 29.59 30.29
Some college or more 64.84 64.60
Caucasian 90.82 91.92
African American 4.12 4.55
Other race or ethnicity 5.06 3.53
Children aged 0 — 6 22.56 21.94
Children aged 7 — 13 30.27 30.11
Children aged 14 — 17 22.13 21.81
Blue-collar job 35.25 32.98
White-collar job 64.75 67.02
Spouse day shift 51.11 50.25
Spouse night shift 35.25 34.28
Spouse weekend shift 13.64 15.47
Day shift 63.55 61.70
Weekend shift 21.53 38.30
Night shift 14.92 -
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Measures. Participants’ work schedules were
determined by three questions that asked re-
spondents in an average week how often they
worked during the day, at night, or on the week-
end. Respondents indicated the frequency with
which they worked each of these shifts on a 5-
point scale which ranged from four or more
times per week to less than once a month or
never. Night and weekend work schedules were
dummy coded, defining respondents as nonstan-
dard workers if they worked at least once per
week at night or on the weekend. In cases where
respondents reported working multiple shifts
(e.g., both day and night shifts) more than once
per week, priority was given to the shifts in the
following order: night shift, weekend shift, day
shift.

Perception of marital instability was assessed
in the mailed questionnaire with a three-item
inventory of the nature and long-term stability
of the respondent’s current relationship. Partici-
pants responded to the first question—*“During
the past year, how often have you thought your
relationship might be in trouble?”—with a 5-
point response format (1 = never, 5 = all the
time) and the second question—‘“What do you
think the chances are that you and your partner
will eventually separate?”—with a 4-point
response format (1 = very likely, 4 = not likely
at all). The final question asked respondents to
rate (1 = a lot, 4 = not at all) “How much do
you and your spouse or partner disagree on the
following issues?” The issues were money,
household tasks, and leisure. These items were
recoded so that higher values indicated greater
marital instability. For this sample, the average
score was 2.36 (SD = 0.49, range 1 — 3.8) and
reliability was .77.

Perception of work-family spillover was mea-
sured with four 4-item subscales. Respondents
used a S5-point response format (1 = all the
time, 5 = never) to respond; however, all items
were reverse-coded and then summed so that
higher numbers indicated more spillover. Nega-
tive family-work spillover items assessed the
degree that participants perceived that their fam-
ily lives negatively impacted their work during
the past year (M = 8.40, SD = 2.53, o = .78).
Negative work-family spillover questions as-
sessed the perception of how much their
employment negatively impacted their home
life during the past year (M = 10.66, SD =
2.83, o = .81). Positive family-work spillover
assessed perceptions of how much of a positive

influence family has on work experiences (M =
13.72, SD = 297, o = .68). Positive work-
family spillover questions assessed how much
work positively influenced home life (M = 11.56,
SD = 2.84, o = .70).

Life-course and background characteristics
from the MIDUS study were examined. One
item variables included were gender, age, and
marital duration (computed by subtracting the
year of marriage from the year of the study).
Educational attainment was a one-item variable
with 12 options (1 = no school or some grade
school, 12 = Ph.D., M.D., or other professional
degree). We divided the variable into two
dummy-coded variables: one representing some
high school, the other indicating high school
graduation or GED, and the reference group for
both was some college or more. Race was a
1-item variable with six options. Given the lim-
ited variability in race, we made the variable into
two categories — Caucasian and other. Three
separate items were used to indicate whether
they had at least one child in the specified age
ranges: 0 —6, 7 — 13, and 14 — 17. A two-category
job type variable was created from 21 items
representing different industries in which indi-
viduals can be employed. Industries coded as
blue-collar jobs were construction, manufactur-
ing, and transportation. Industries classified as
white-collar were finance, insurance, and admi-
nistration, to name a few. Spouse’s work
schedule was created the same way as the indi-
vidual’s work schedule variable using three
items about the frequency with which the
spouse works during the day, night, and week-
end during a typical week. Work hours was
constructed by summing two items reflecting
number of hours worked on main job and num-
ber of hours on other jobs (if any).

Results

Correlations among the outcome variables for
Study 1 ranged from .01 (ns) to .52 (p < .01;
negative family-work and work-family spill-
over), most of which were significant. Because
the outcomes were only moderately correlated
and represented different phenomena, we
included them separately in a series of multiple
regressions. The results from the multiple
regression analyses are in Table 2. Several cova-
riates predicted the dependent variables. Marital
instability was greater among women, individu-
als with children aged 14 — 17, and when the
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Table 2. Regression Coefficients From Models of Work Schedules with Perceptions of Marital Instability and Negative and
Positive Work-Family Spillover (n = 1,166)

Model 1 Model 2 Model 3 Model 4 Model 5

Negative Negative Positive Positive
Marital Family-Work Work-Family Family-Work Work-Family

Instability Spillover Spillover Spillover Spillover
Variable B SE B SE B SE B SE B SE
Age —.004 005 —.04' .02 —.07%* .02 —.06* .02 —.02 .02
Gender" 2%k .04 ATFE 16 .19 A8 —.55% .20 .39% .19
< HS education” —.02 09 —.12 .33 —.20 .37 .08 41 —72f 40
Graduated HS or GED® —.04 .04 —54% 17 —56% 19 —.19 21 —.48%* .20
Household income —.03 .03 —.17 12 —.05 13 —.19 .15 .02 14
Race" .06 06 —.73%F 25 —1.01¥* 27 60 .30 .06 .29
Children aged 0 — 6° .02 .05 J7EE 20 —.20 22 —.09 25 —.16 24
Children aged 7 — 13 3%k .04 37% 17 .16 18 —40' .20 -.28 .20
Children aged 14 — 17° 18** .05 .64%* 18 .23 19 —56* 22 —.12 21
Marital duration —.004 .004 .01 .02 .03 .02 .04 .02 .03 .02
Work hours .0004 .001 .02%% 005 05%*% .01 .02% .01 ot .01
Job typeh —-.004 .04 37% .16 24 18 .16 .20 .29 .19
Spouse night shift ' A1 .04 .26 .16 31 17 -5 .20 17 .19
Spouse weekend shift’ .07 .06 .09 22 .001 24 .07 .27 .23 .26
Night shift* 20%* .05 A48* 21 97**% 23 .02 .26 -.17 25
Weekend shift —-.02 05 —.12 .18 .26 .20 .13 22 —.02 21
Night shift X age —01* .01 —.03 02 01 02 o0 .02 02
Night shift X gender —.02 11 .14 43 —.03 A48 .09 .53 1.07* 51
Weekend shift X gender 170 09 .36 .36 18 40 =27 44 —.46 43
Night shift X children 0 -6 25% 12 1.43%% 46 21 S =53 .57 -.30 .55
Weekend shift X children 0 — 6 .02 11 .06 41 —.08 45 18 .50 .02 A48
Night shift X children 7 — 13 .16 11 1.82%* 41 45 45 .04 S1 .05 49
Weekend shift X children 7 — 13 19" 10 -1.03% 38 —.48 42 .05 47 .14 45
Night shift X children 14 — 17 .10 12 .55 A7 32 .51 .08 .58 .58 .55
Weekend shift X children 14—-17 —.18 1 —.55 42 —.13 46 11 51 .01 49
Night shift X work hours —.0004 .003 -.03* .01 —.01 01 —-.02 .01 —.02! .01
Night shift X job type —.11 .10 .23 40 .89%* 44 13 49 99%* A7
Weekend shift X spouse night shift 12 .09 .29 .36 49 39 —.93% 44 —72f 42

Note: Each interaction term was tested in a separate model, but all models included the same covariates. Sample sizes varied

slightly from model to model due to missing data in the dependent variables.

‘Gender: 0 = male, 1 = female. °< HS education: 0 = some college or more, 1 = less than high school education. Grad-
uated HS or GED: 0 = some college or more, 1 = graduated from high school or obtained GED. ‘Race: 0 = Caucasian, 1 =
other. “Any children 0 — 6: 0 = no children 0 — 6, 1 = has child or children 0 — 6. fAny children 7 — 13: 0 = no children 7 —
13, 1 = has child or children 7 — 13. gAny children 14 — 17: 0 = no children 14 —17, 1 = has child or children 14 — 17. hJob
type: 0 = blue-collar, 1 = white-collar. iSpouse night shift: 0 = day shift, | = night shift. jSpouse weekend shift: 0 = day shift,
1 = weekend shift. kNight shift: 0 = day shift, 1 = night shift. 'Weekend shift: 0 = day shift, | = weekend shift.

Th < 10, #p < .05. ##p < 01.

spouse worked at night. Negative family-work
spillover was more common among women,
parents, and white-collar workers. Negative
work-family spillover was less common among
older workers. Both types of negative spillover

were less common among high-school graduates
compared to workers with some college educa-
tion and non-White workers but more common
among participants who worked long hours.
Younger workers, women, and individuals with
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children aged 14 — 17 reported less positive
family-work spillover. Longer work hours and
marriages were associated with more positive
family-work spillover. Women reported more,
but high school graduates reported less, positive
work-family spillover. Many of these demo-
graphic and life-stage differences related to
spillover are consistent with findings reported
by Grzywacz, Almeida, and McDonald (2002)
and indicate that perceptions of spillover and
marital instability are not randomly distributed
among workers.

Turning to the central focus of Study 1, night
shift work was associated with more negative
outcomes than were either weekend or day shifts.
Compared to working a standard day shift, work-
ing at night was associated with heightened per-
ceptions of marital instability as well as greater
negative family-work and work-family spillover.
Weekend work was not associated significantly
with any of the five outcomes. By switching the
reference group from day to weekend shifts, we
found that the night shift was a greater risk factor
for marital instability than was workmg the week-
end shift (B = 0.12, p < .05, R .09), nega-
tlve famlly work spillover (B = 0 59 p < .05,
R = .12), and negatlve work-family spillover
(B=0.76,p < .01, R" = .15). Neither working
at night nor working on the weekends was sig-
nificantly related to positive spillover. Only
a small amount of variance in positive spillover
(3%) was explained.

As a next step, we tested interaction effects
between work schedules and the following eight
sociodemographic variables in separate models:
age, gender, any children aged 0 — 6, any children
aged 7 — 13, any children aged 14 — 17, marital
duration, work hours, and job type (Table2).
Two of 12 interactions were significant for mari-
tal stability. The association between night work
and marital instability was moderated by age:
Night work was significantly related to marital
risk among young workers (B = 0.25, p < .01)
but not older workers (B = 0.04, ns). The inter-
action between night work and having a child
aged 0 — 6 was qualified by gender. Follow-up
tests indicated that working a night shift was
associated with higher levels of marital instability
for men with children 0 — 6 (B = 0.60, p < .01)
but not for childless men (B = 0.09, ns). There
was no significant difference between women
with and without children aged 0 — 6.

Four of 12 interactions were significant for
negative family-work spillover. Having a night

shift was associated with more negative family-
work spillover only when adults worked fewer
work hours (less than 1 SD; B = 1.02, p < .01)
but not when they worked longer hours (B =
0.22, ns). For men only, having a night shift
and a child aged 0 — 6 predicted higher negative
family-work spillover (B = 1.84, p < .01) but
there was no association for childless men (B =
—0.09, ns). Night workers with a child aged 7 — 13
predicted more negative family-work spillover
(B = 1.39, p < .01), but this was not true for
night workers without children in this age group
(B = —0.21, ns). Follow-up tests for the week-
end shift X children 7 — 13 were trend level or
nonsignificant.

Only one interaction was significant for nega-
tive work-family spillover between night shift
and job type. Specifically, night work was associ-
ated with negative work-family spillover among
white-collar workers (B = 1.32, p < .01) but
not among blue-collar workers (B = .53, ns).

None of the sociodemographic variables mod-
erated the association between work schedules
and positive family-work spillover; however,
gender and type of job moderated the association
with positive work-family spillover (2 interac-
tions of 12). Among male workers, night work
was associated with less positive work-family
spillover (B = —0.59, p = .05), but this was not
true for female workers (B = 0.71, ns). Night
work was associated with less positive work-
family spillover among blue-collar workers (B =
—0.80, p < .05), but not among white-collar
workers (B = 0.24, ns).

For a final set of analyses, we tested whether
findings varied depending on spouses’ employ-
ment or whether spouses worked the same non-
standard schedule as their spouse, but only the
latter was a significant predictor. The only signif-
icant interaction was a weekend shift X spouses
working the night shift interaction predicting pos-
itive family-work spillover (Table2). Planned
contrast tests revealed that couples with a week-
end worker and a spouse who does not work
nights had significantly higher positive family-
work spillover (M = 14.14, SE = 0.25) than did
couples with a weekend worker and a spouse
who does work at night (M = 13.27, SE =
0.31), p < .05.

Discussion of Study 1 Findings

The purpose of Study 1 was to paint a more
detailed picture of the consequences of
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nonstandard work schedules for individuals and
relationships. The findings demonstrate that the
more nonstandard a work schedule is, the more
strain it may place on individuals, particularly
men. Namely, night work was significantly
related to perceptions of more marital instability,
negative work-family spillover, and negative
family-work spillover than was weekend or stan-
dard, daytime work. Furthermore, compared to
daytime work, night work was associated with
less positive work-family spillover among male
workers.

The marital findings were mostly consistent
with past research (Presser, 2003; White & Keith,
1990); working the night shift was associated
with perceptions of greater marital instability,
especially for younger workers. Compared to
older workers, younger workers may have been
married for shorter periods of time and therefore
have had less time to adjust to the night shift. The
night shift also may cause more strain on the mar-
riage for younger workers than older workers
with similar durations of shift work and marriage
if the younger workers are more socially active. A
selection effect is likely at work here too, with
older night workers having greater tolerance for
the nonstandard schedule and those that could
not adjust having changed jobs or schedules.
Similar to Presser’s findings, we did not find that
weekend workers reported greater marital insta-
bility than daytime workers, lending further sup-
port that weekend work is not as disruptive for
marriages as night work can be. As Mott and col-
leagues (1965) suggested, night work may place
a strain on marriages because night workers are
absent when couples, particularly couples with
children, often spend intimate time together.
Weekend work during daytime hours may not
create the same amount of interference in foster-
ing intimacy.

Turning to the links between work schedules
and spillover, we found that night work was
linked to perceptions of greater spillover of stress
and fatigue to the home, replicating the finding by
Grosswald (2003). Given the evidence of how
night work can tax individuals mentally and
physically, the finding that these feelings can
transfer to the home is consistent with our
hypothesis. The type of job qualified this associ-
ation: Night work was associated with negative
work-family spillover only among white-collar
workers, not among blue-collar workers. The
finding seems counterintuitive at first glance,
given that blue-collar work is generally character-
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ized by little control; however, given the high
time demands of white-collar work, these pres-
sures may be more likely to spill over to the
spouse. Also, recall that the night work variable
was created such that anyone who worked at
night at least once a week was classified as a night
worker. White-collar workers, such as those in
real estate and insurance, may not be expected
to work at night on a regular basis. Night work
is more common among blue-collar workers,
and thus being used to this schedule may mean
spillover from work to home is less frequent.

We did not have specific expectations about
the association between nonstandard work hours
and negative family-work spillover, given the
lack of research in this area. Night shift, however,
was associated with more negative family-work
spillover than was daytime work, but only when
adults worked fewer hours. If working fewer
hours is not due to a preference to work less, this
may be an additional strain to the already present
difficulties of working when family members are
asleep. Working at night and having a child either
aged 0— 6 or 7 — 13 also predicted more negative
family-work spillover; there was no association
when children were in their teens. Younger chil-
dren are more dependent on parents, requiring
more supervision, and may be involved in more
activities (school, sports, play dates) that necessi-
tate parents driving them to and from different lo-
cations. Working at night means that individuals
have to sleep during the day when these activities
take place, which may be difficult with younger
children in the household who may not under-
stand the different timetable of the shift worker.
Male night shift workers with young children
seem especially vulnerable, evidenced by their
reports of higher marital instability and negative
family-work spillover. Perhaps with a young
child, wives call upon them more often for help
with child care when they are home, and if this de-
tracts from sleep, the husbands may have more
difficulty at work.

Although there were no direct associations
between work schedules and positive spillover,
significant interaction effects with gender and
job type emerged. Among male workers, night
work was associated with less positive work-fam-
ily spillover. Perhaps given the expectation that
husbands should be the breadwinners, in combi-
nation with the fact that night shift jobs are often
less desirable than daytime jobs, makes it less
likely that the skills and experiences at work will
benefit interactions at home for males. Night
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work was associated with less positive work-
family spillover among blue-collar workers but
not among white-collar workers. Holding less
prestigious, intellectually stimulating, or reward-
ing jobs may diminish the positive experiences
carried into the family.

The findings discussed above point to the
importance of considering the various life course
and demographic situations of workers. Gender,
having children aged 0 — 13, type of job, and
spouses’ schedules moderated the links between
night work and perceptions of marital instability
and spillover, likely due to the added strains
associated with having younger children or hav-
ing jobs with particular work conditions. Using
an ecological framework also was useful. We
considered how the work schedule of the
spouse, who is also apart of the family sphere,
may be related to the outcomes. Indeed, when
the spouse had a night shift and the individual
had a weekend shift, the individual reported less
positive family-work spillover compared to
when the spouse did not have a night shift and
the individual had a weekend shift. Why this
particular combination, and not others, was
related to less positive spillover rather than
greater marital instability and more negative
spillover is unclear. Rather than placing too
much weight on this finding, we recommend
more research assessing various combinations
of couples’ schedules in relation to individual
and family outcomes. Understanding the sched-
ules of both partners that comprise the family
system seems important.

Weekend work was not significantly associ-
ated with any of the five outcomes in the Midlife
study, and follow-ups to interactions were non-
significant. Why the sparse findings with week-
end work? It should be noted here that weekend
work could have involved as little as one shift
per week. The shifts could have lasted only
a couple of hours and could have occurred dur-
ing the day. Weekend work also included some
workers who worked standard shifts Monday
through Friday as well as those who worked on-
ly on the weekends. The measurement of week-
end work may explain the lack of associations
with marital instability and spillover, but it also
is possible that work and family may not be
interfering with one another on the weekends.
Weekend workers may be able to fulfill family
responsibilities during the week or they may
have spouses with similar schedules who are ac-
cepting of weekend work.

STUDY 2

Study Goals

The purpose of Study 2 was to assess whether and
how nonstandard schedules created temporal
friction between work and family, moving
beyond examination of work and family life as
a static phenomenon to examine intraindivi-
dual variability in experience (Almeida, 2004;
Bolger, Davis, & Rafaeli, 2003). The specific
goals were (a) to take a diary approach to assess
whether weekend or weekday workers report
more daily stressors, and (b) to test life course
and demographic characteristics of the workers
as moderators.

Method

Participants. Data came from adults who partic-
ipated in the NSDE, one of the in-depth modules
from the MIDUS study. The daily sample was
comprised of a random subsample of the MIDUS
study participants. Of the 1,242 MIDUS partici-
pants who were contacted to participate in the
Daily Experiences module, 1,031 agreed (83%).
Restricting the sample to married and employed
adults reduced the sample size to 495. After omit-
ting another 37 participants who had missing val-
ues for at least one covariate included in the
model, the final sample size for Study 2 was 458.

The demographic characteristics of the daily
sample were comparable to the Study 1 sample.
The majority of adults were Caucasian with at
least some college education. Average age was
44.75 years (SD = 10.82). Median income was
$57,000 and individuals had been married for
22.33 years on average (SD = 12.08). The aver-
age hours worked per week was 35.86 (SD =
17.26). Weekend workers (n = 173) worked an
average of 3.27 (SD = 5.18) hours per week on
the weekend.

Procedure. Approximately 8 months after par-
ticipating in the MIDUS study, respondents were
recruited to participate in the daily diary module.
Data collection took over 1 year and consisted of
40 separate flights of phone interviews; each
flight consisted of consecutive 8-day phone inter-
views of approximately 38 participants. Partici-
pants completed an average of seven of the
eight interviews, resulting in a total of 7,221 inter-
views. To control for the possible confounding
between day of study and day of week, the com-
mencement of interview flights was staggered
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across the day of the week. The telephone inter-
views included questions about daily experiences
(i.e., past 24 hours), mood, physical symptoms,
productivity, stressors, and time use.

Measures. To assess work schedules, on each
study day participants were asked how many
hours they worked during the previous 24 hours
but not when they worked that day. Therefore
we were only able to determine if individuals
worked on the weekends and not if they worked
at night. Thus, for the daily-level analyses, day-
time workers could only be compared with
adults who worked some weekend hours.

Daily stressors were assessed with the Daily
Inventory of Stressful Experiences (DISE; Al-
meida, Wethington, & Kessler, 2002), which
consists of a series of stem questions asking
whether certain types of stressors happened dur-
ing the previous 24 hours. Respondents were
asked questions, such as, “Since (this time/we
spoke) yesterday, did anything happen at work
or school that most people would consider stress-
ful?” If “yes,” the interviewer asked a series of
open-ended probe questions to obtain a descrip-
tion of the stressful event. That is, interviewers
acquired a short narrative of each stressor, in-
cluding the content, who was involved, and the
duration of the stressor. The narratives were then
content-coded, with « reliability for investigator
ratings that ranged from .66 to .95 across all co-
des. Daily stressors were dummy coded to indi-
cate whether individuals reported a particular type
of stressor — work, home, or spouse-related —
on a given day (0 = no, 1 = yes). Work stressors
included being late, being understaffed, and mak-
ing mistakes at work (M = 0.12, SD = 0.33).
Home stressors included, but were not limited to,
housework concerns, perceptions of not accom-
plishing enough at home, and burning dinner or
breaking something (M = 0.08, SD = 0.26).
Spouse-related stressors included having an argu-
ment with a spouse, avoiding an argument with
a spouse, or something happening to the spouse
that was stressful for the individual (M = 0.09,
SD = 0.29).

The same life course and background charac-
teristics that were examined in Study 1 were
examined in Study 2, except that in Study 2 work
hours were based on individuals’ reports of how
much time they spent working in the previous
24 hours (eight reports per individual). Hours
worked on Saturday and Sunday were summed
to create a weekend work hours variable.
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Results

For the daily-level analyses, we investigated
whether there was a difference in the frequency
of three types of stressors — work, home, and
spouse-related — across 8 days between week-
day workers and weekend workers. Using SAS
PROC MIXED, we tested these associations by
including the same covariates in a series of linear
mixed models with day at Level 1 and person at
Level 2.

Of the three daily stressor variables, only
work- and spouse-related stressors differed by
weekend work status; therefore, Table3 only
presents the results of these two models. Number
of work hours was a significant predictor of both
stressor variables: Longer work hours predicted
more work stressors but fewer spouse-related
stressors. Having a child aged 7 — 13 or having
a white-collar job (versus a blue-collar job) was
related to fewer work stressors. Between-person
analyses revealed that, even after controlling for
life course and background characteristics, week-
end workers reported more work stressors than
did weekday workers. Weekend work did not
directly predict daily spouse-related stressors
after including the controls.

As we did for Study 1, we examined which of
the eight (if any) covariates moderated the associ-
ation between work schedule and daily stressors,
and job type was the only significant moderator.
There were no differences in work stressors
between blue-collar weekend and weekday
workers (y = .03, ns); however, white-collar
weekday workers reported fewer work stressors
than did white-collar weekend workers (y =
—.04, p < .05). Predicting spousal stressors,
there was no difference between weekday and
weekend white-collar workers (y = —.001, ns),
but there was a difference between blue-collar
workers on different shifts (y = —.06, p < .05):
Weekend blue-collar workers reported more
daily spousal stressors than did weekday blue-
collar workers.

Discussion

In Study 2, we further explored work and family
demands experienced by utilizing a novel
approach to studying work and family — diary
data collected over 8 consecutive days. Analyz-
ing stressors that occurred over a given week,
we found that weekend workers reported more
work stressors than did weekday workers, a find-
ing in line with Almeida’s (2004) work. These
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Table 3. Coefficients From Multilevel Models Comparing Weekend and Weekday Workers on Daily Work and Spouse Stres-

sors Moderated by Type of Job and Marital Duration (n = 458)

Work Stressors

Spouse Stressors

Variables Coeff. SE t-ratio Coeff. SE t-ratio
Intercept 10" .06 1.74 .08 .05 1.58
Age .001 .002 .39 —.001 .002 -.33
Gender" —.01 .02 —.62 —.02 .01 —1.33
< HS education” .07T .03 1.96 .03 .03 73
Graduated HS or GED* 02 .02 1.46 .01 01 77
Household income (log) .01 .01 .68 —.01 .01 —0.81
Race* .005 .03 18 —.01 .02 —0.28
Children aged 0 — 6° —.01 .02 —41 —.01 .02 —0.33
Children aged 7 — 13 —.04%* .02 —243 —.003 .01 —0.21
Children aged 14 — 17° —.02 .02 —1.07 .001 .02 .08
Marital duration —.001 .002 —.88 —.0004 .002 -.30
Work hours .002%#* .0005 3.23 —.001%%* .0004 —2.93
Job typeh —.08%#%* .02 —3.24 .02 .02 .87
Spouse night shift . .02 .02 1.13 —.01 .01 =77
Spouse weekend shift’ .01 .02 .60 .02 .02 93
Weekend shift" —.04* 02 —2.29 —.001 02 —.06
Weekend shift X job type .07* .03 2.38 —.06% .03 —2.07

Note: “Gender: 0 = male, 1 = female. °< HS education: 0 = some college or more, 1 = less than high school education.
“Graduated HS or GED: 0 = some college or more, 1 = graduated from high school or obtained GED. ‘Race: 0 = Caucasian,
1 = other. eAny children 0 — 6: 0 = no children 0 — 6, 1 = has child or children 0 — 6. fAny children 7 — 13: 0 = no children 7
— 13,1 = has child or children 7 — 13. gAny children 14 — 17: 0 = no children 14 —17, 1 = has child or children 14 — 17. hJob
type: 0 = blue-collar, 1 = white-collar. iSpouse night shift: 0 = day shift, 1 = night shift. jSpouse weekend shift: 0 = day shift,

1 = weekend shift. kNight shift: 0 = day shift, 1 = night shift. 'Weekend shift: 0 = day shift, 1 = weekend shift.

T <10 %p < .05. **p < 01.

findings differed by type of job: White-collar
weekday workers reported fewer work stressors
than did white-collar weekend workers, and
blue-collar weekend workers reported more daily
spousal stressors than weekday blue-collar work-
ers. White-collar workers who only work during
the week may only work Monday through Friday
because they have fewer demands. Those with
more work demands and deadlines may need to
work at home or in the office on the weekend to
keep up. Or, if they are solely working on the
weekend, they may have more work stress given
the limited time to complete work tasks. This
finding may not be true for blue-collar workers
given that blue-collar work is often fixed term
and wage payroll rather than salary. Blue-collar
workers who have to work weekends may have
more spouse-related stressors due to when they
are working on the weekends or where they
have to work. White-collar work can often be
done at home, whereas blue-collar work may
not necessarily be done in close proximity to

the spouse. Being absent from the home may
precipitate more spouse-related stressors among
blue-collar workers when they have to work
weekends. More research looking at fluctua-
tions in work and home stressors at the daily
level, preferably with more differentiation
among the variety of work schedules (Presser,
2003), will be informative and supplement the
global assessments that have dominated the
field thus far.

GENERAL DISCUSSION

By replicating and extending work schedule
research, we found that night work can be partic-
ularly straining on a marriage, can create greater
permeability of negative moods and fatigue
between work and family, and can hinder positive
experiences from transferring to the home. Com-
pared to weekday work, working on the week-
ends was more stressful at work and at home
with their spouse, depending on job type.
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Although both studies provided more informa-
tion about the role of shift work in the work-
family connection, we outline strengths and
limitations of this study as well as provide ave-
nues for future investigation.

Strengths and Limitations

There were a number of strengths, including the
use of a national sample to represent workers of
various occupations and backgrounds and the
number of controls included in the analyses.
We were able to test moderation with demo-
graphic and life-stage characteristics to better
understand for whom perceptions of marital
instability or work-family spillover were greater
and for whom the frequency of daily stressors
was greater among adults with different work
schedules. Another strength was the consider-
ation of the bidirectionality of spillover by
including measures of work-family spillover
and family-work spillover. Without looking at
both spillover subscales, we might not have dis-
covered that for night workers, spillover occurs
in both directions. A final strength to mention is
the use of a daily diary method to capture the ebb
and flow of work and family stressors, a fairly
novel approach in the work schedule literature.

Unfortunately, only weekend and night shifts
were considered in comparison with the standard,
daytime shift, a limitation of the present analysis.
As Presser (2003) and others have shown, all
shifts, including afternoon, rotating, and varying,
need to be evaluated, as they tend to have differ-
ential associations with family life. Because these
data sets were not designed to examine work
schedules, we were only able to compare night,
weekend, and daytime work. Despite the fact that
shift schedule had to be crudely categorized in
both studies, a clear pattern emerged: Compared
with working daytime schedules, working non-
standard schedules had negative implications
for marriage, perceptions of work and family
influencing one another, and daily work and
spouse-related stressors.

A second limitation is the issue of self-report
bias, as only the participants’ perspective on
work-family spillover and marriage was ob-
tained. Including the spouses’ perceptions could
provide further insight into the processes associ-
ated with negative marital outcomes and experi-
ences of work-family spillover for shift workers.

Finally, Study 1 data were only cross-sectional.
Although Study 2 data were short-term longitudi-
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nal data, a prospective, longitudinal study would
be beneficial in highlighting the antecedents and
consequences of shift work for marriage, work-
family spillover, and daily stressors.

CONCLUSION

With these limitations considered, research find-
ings such as these should be used to inform work-
place policies in businesses that rely on
nonstandard work hours, so that they may consider
the potential repercussions for the family that may
reverberate back to the workplace in the form of
reduced productivity or increased negativity. For
example, workplaces may consider allowing em-
ployees more flexibility on the weekends to
choose when they come in or to able to contact
their families while they are working. Doing so
may reduce work-related stressors for weekend
workers and may have positive benefits at work.
To better inform policy and meet the needs of em-
ployees, considering for whom and when in the
life course having a nonstandard schedule may
particularly straining is essential.
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Study Objectives: Although there are considerable data demonstrating
the impact of shift work on sleep and alertness, little research has exam-
ined the prevalence and consequences of shift work sleep disorder in
comparison to the difficulties with insomnia and excessive sleepiness
experienced by day workers. The present study was designed to deter-
mine the relative prevalence and negative consequences associated with
shift work sleep disorder in a representative sample drawn from the work-
ing population of metropolitan Detroit.

Design: Random-digit dialing techniques were used to assess individuals
regarding their current work schedules and a variety of sleep- and
non-sleep-related outcomes.

Setting: Detroit tricounty population.

Participants: A total of 2,570 individuals aged 18 to 65 years from a rep-
resentative community-based sample including 360 people working rotat-
ing shifts, 174 people working nights, and 2036 working days.
Measurements and Results: Using standardized techniques, individuals
were assessed for the presence of insomnia and excessive sleepiness,
based on DSM-IV and ICSD criteria. Those individuals with either insom-
nia or excessive sleepiness and who were currently working rotating or
night schedules were classified as having shift work sleep disorder.

Occupational, behavioral, and health-related outcomes were also mea-
sured. Individuals who.met criteria for shift work sleep disorder had sig-
nificantly higher rates of ulcers (odds ratio = 4.18, 95% confidence inter-
val = 2.00-8.72), sleepiness-refated accidents, absenteeism, depression,
and missed family and social activities more frequently compared to those
shift workers who did not meet criteria (P < .05). Importantly, in most
cases, the morbidity associated with shift work sleep disorder was signifi-
cantly greater than that experienced by day workers with identical symp-
toms.

Conclusion: These findings suggest that individuals with shift work sieep
disorder are at risk for significant behavioral and health-related morbidity
associated with their sleep-wake symptomatology. Further, it suggests
that the prevalence of shift work sleep disorder is approximately 10% of
the night and rotating shift work population.
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INTRODUCTION

ALTHOUGH MORE THAN 16% OF WAGE AND SALARY
WORKERS ARE SHIFT WORKERS,! FEW DATA ARE
AVAILABLE ADDRESSING THE PREVALENCE OF SHIFT
WORK SLEEP DISORDER (SWSD) AND THE FUNCTION-
AL IMPAIRMENT THAT IS UNIQUELY ASSOCIATED WITH
ITS 2 PRIMARY SYMPTOMS, INSOMNIA AND EXCESSIVE
SLEEPINESS.2 In contrast, there have been a number of labora-
tory and field studies that have focused on the effects of shift-
work schedules on sleep and alertness. Overall, these studies
have shown that individuals engaged in shift work experience
disturbed sleep and excessive sleepiness relative to day work-
ers.39 These symptoms are likely due to the fact that shift work-
ers’ behavioral sleep-wake schedules are out of phase and often
in direct opposition to their endogenous circadian rhythms.%-12
The human circadian timing system is tightly entrained by
exposure to environmental light.!34 Normally, environmental
light maintains circadian entrainment to the 24-hour day. Late
evening light will phase delay rhythms while morning light will
advance them.!5-16 However, shifts in endogenous rhythms are
difficult to maintain except under laboratory conditions where
light exposure is restricted to atypical periods of the day and
night.!”20 Even in tightly controlled experiments using bright
light to shift circadian rhythms, more than 30% of shift workers
are unable to attain large phase shifts.2!-22 Difficulty limiting light
exposure to appropriate times of day is a major reason why most
shift workers, even those on permanent night shifts, do not fully

Shift Work Sleep Disorder—Drake et al
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adapt to the shifted sleep-wake schedule required of their work
shift.>3-27

Despite presumed universal difticulty in adapting the endoge-
nous circadian pacemaker to the irregular sleep-wake rhythm
common in shift work, there are wide individual differences in
sleep disturbance and excessive sleepiness among shift work-
ers.28-32 For instance, studies have found that some, but not all,
rotating shift workers experience more sleep disturbance or
sleepiness than do -day workers.?? Some of the variability in
symptomatology is likely related to differences in the amount
and/or quality of sleep obtained by individuals engaged in vari-
ous types of shift work. For example, night workers report
reduced total sleep time as compared to both evening workers
and day workers.3* Given recent data demonstrating consistent
individual differences in the response to sleep deprivation,?3¢ it
is also likely that there are difterences in the way that an individ-
ual’s sleep-wake system responds to the sleep disruption associ-
ated with shift work. There are individuals whose sleep is not
substantively impaired by a rotating or night work schedule,
while others may find it extraordinarily difficult to obtain ade-
quate sleep while on schedules that require a partial or complete
shift of the circadian sleep-wake cycle. Similarly, there may be
individual differences in sleepiness-related impairment given a
comparable level of sleep loss.

Extreme difficulty maintaining adequate sleep-wake function
while on a shift-work schedule is reflected in the current noso-
logic system as SWSD.2 Currently, the minimal criteria for
SWSD includes a primary symptom of either insomnia or exces-
sive sleepiness that is temporally associated with a work period
that occurs during the habitual sleep phase. Excessive sleepiness
and insomnia are not unique to shift workers and are among the
most commonly reported symptoms of patients with a variety of
sleep disorders. In order to begin to distinguish the characteristics
of SWSD and its associated consequences, research on SWSD
would benefit from comparisons with day-work samples experi-
encing similar symptoms. Accurately making the distinction
between shift workers with a sleep disorder independent of their
shift-work status and those in whom shift work is the essential
component of their sleep disturbance is important.’” Clinicians
are faced with making this distinction for all patients with poten-
tial SWSD, but such distinctions are difficult to make.
Nonetheless, morbidity associated with the differential or unique
presence of insomnia or excessive sleepiness in a shift-work sam-
ple relative to a day-work sample would help to elucidate the
characteristics of this disorder.

While the diagnostic category of SWSD has been in place for
more than a decade, there has been little systematic research into
the characteristics of this disorder. An important step in charac-
terizing SWSD is to determine its prevalence and consequences
among people who work various types of shifts. The present
study aims to determine the prevalence of SWSD in a sample of
rotating and permanent night workers drawn from the general
population. Furthermore, this study compares the frequency of
specific morbidities in shift workers with SWSD and day work-
ers reporting similar sleep-wake complaints. A critical question
addressed in the present study is whether SWSD is associated
with any unique morbidity beyond that associated with insomnia
and excessive sleepiness in a day-work sample. If so, this would
provide evidence that SWSD may convey a unique risk for spe-
cific negative consequences.
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PROCEDURES
Participants

Subjects were drawn from the general population of tricounty
metropolitan Detroit using random-digit dialing techniques.
Participants completed a 20-minute telephone interview, which
included questions related to work status, sleep habits, excessive
sleepiness, insomnia, disability, and psychiatric history.
Individuals participating in this study were drawn from the pop-
ulation as part of a larger ongoing epidemiologic study investi-
gating the prevalence of excessive sleepiness. For eligibility, the
calling address had to be a residence and the participant had to be
an adult between the ages of 18 to 65 years. A random probabil-
ity selection procedure was used to determine the sex of the tar-
get adult. If 2 or 3 adults within a target sex were present in a
household, a random probability selection procedure (oldest/sec-
ond, oldest/youngest) was used to determine the target respon-
dent. If 4 or more adults of the target sex were present in the
household, the last-birthday method was used to determine the
target respondent. In order to maintain an unbiased sample, only
individuals who could not answer the questions due to sensory or
mental impairment were excluded from the sample. From 4,682
eligible participants, 3,283 interviews were obtained (response
rate 70.1%). Subjects were asked to select the category that best
described their current work schedule (past 2 weeks). Response
choices included: “regular day shifts,” "regular night shifts,”
“regular evening shifts,” “rotating shifts,” or “not
working/retired.” Individuals working regular night shifts and
individuals working rotating shifts were selected and compared
to the day workers from the sample. Individuals identifying
themselves as being on regular evening shifts and those who did
not work, were retired, or were unemployed were excluded.
Evening workers were excluded because recent studies have
shown that individuals on evening schedules get significantly
more sleep than day workers.3* The age and sex distribution of
each study group and the total sample is shown in Table 1.
Subjects were paid $25.00 for their participation. The protocol
was approved by the institutional review board of Henry Ford
Hospital.

Assessment

Total sleep time was determined by 2 interview questions.
Individuals reported their average nightly weekday total sleep
time and weekend total sleep time over the past 2 weeks.
Similarly, time in bed was determined by asking individuals their
bed time and wake time for both weekdays and weekends. Sleep
efficiency was calculated as the total sleep time divided by the
time in bed multiplied by 100. For weekly means of each vari-
able, a weighted average of weekend and weekday reports was
calculated ([5 x weekday total sleep time + 2 x weekend total
sleep time 1/ 7). Weekend work days and weekday non-work
days were not differentiated. Sleep-parameter data were not
available for the first 121 individuals (< 5%) due to delayed
inclusion of specific questions. Data from these individuals were
excluded from analyses beyond demographic data (Table 1). The
number of caffeinated beverages consumed per day as well as the
percentage of obese snorers (body mass index > 30 and reported
loud snoring; proxy for possible sleep apnea) were also assessed
in each group (Table 1).
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Insomnia was assessed using criteria based on the Diagnostic
and Statistical Manual of Mental Disorders, Fourth Edition cri-
teria for insomnia.? Specifically, in order to meet insomnia crite-
ria, individuals must have reported difficulty falling asleep, stay-
ing asleep, or nonrestorative sleep for at least 1 month. In addi-
tion, this sleep disturbance had to occur at least “sometimes” or
“often” over their lifetime and had to meet a self-reported sever-
ity criteria of at least 6 out of a possible 10 (10 = most severe)
over the past 3 months.

Sleepiness was measured using the Epworth Sleepiness Scale
(ESS).38 This scale has been validated in previous studies®®* and
has been shown to discriminate between clinical samples of indi-
viduals with and without sleep disorders.*! The ESS has also
been shown to predict objectively measured excessive sleepiness
in the general population.*? In order to estimate prevalence rates
of excessive sleepiness, a sample-based cutoff score was utilized.
Previous studies have used a score of 10 or higher on the ESS to
denote excessive sleepiness.®’ However, these studies have gen-
erally been performed using clinic samples. Thus, as the present
study was done using a population-based sample, a score equal to
the total sample mean plus 1 SD was used as the cutoff criteria
for excessive sleepiness. To facilitate comparisons with clinical
samples, we have also included the prevalence rates of excessive
sleepiness using a cutoft of 10 or higher on the ESS.

SWSD Criteria

It is recognized that, in the clinical setting, individuals with
SWSD receive a full diagnostic workup, often including an
overnight polysomnogram. However, due to the large population-
based sample identified, a similar diagnostic assessment was not
feasible. Therefore, SWSD was defined based on minimum cri-
teria for SWSD as outlined in the International Classification of
Sleep Disorders- Revised.> Specifically, individuals were
required to meet criteria for either excessive sleepiness or insom-
nia as defined above and had to be working the night shift or a
rotating shift over the past 2 weeks. In addition to classifying
each of the shift-work groups, we divided day workers into those
who met sleepiness and insomnia criteria and those who did not.

Reports of specific medical problems were assessed with 2
questions. The first question asked participants to report if they
currently had any form of heart disease. The second question
asked participants to report if they currently had a stomach ulcer.
These questions were selected due to the known association

between shift work and heart disease and gastrointestinal prob-
lems.#4

Morbidity related to daily functioning or quality of life was
assessed using several questions. Participants were asked to
report the total number of days of missed work over the past 3
months due to sleep problems; the total number of days of fami-
ly or social activities missed over the past 3 months due to sleep
problems; the total number of automotive accidents that they had
been involved in as the driver over their lifetime; and the number
of these accidents that were related to sleepiness. (Non-sleepi-
ness-related accidents were also computed as the total number of
accidents minus the number of sleepiness-related accidents.)

Depression was assessed during the phone interview using the
Diagnostic Interview Schedule.*6 This measure has been validat-
ed in previous studies and corresponds closely to clinical assess-
ments of major depression.#” Scoring of the Diagnostic Interview
Schedule was based on lifetime Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition criteria for major
depression. A measure of mood/personality was assessed using
the short form of the Eysenck Neuroticism Scale.*®

Analyses

First, sleep-related variables (total sleep time, sleep efficiency,
excessive sleepiness, etc.) were compared across each of the 3
work groups (day, night, and rotating) and follow-up posthoc
comparisons were performed if a significant main effect of group
was present. For continuous variables, l-factor analysis of
covariance (ANCOVA) was used to compare data between
groups with age as the covariate. Posthoc comparisons were per-
formed using the least significant difference procedure when sig-
nificant main effects or interactions were present. 2 analyses
were performed on categorical variables. The second set of anal-
yses was performed to examine the impact of group and the pres-
ence of symptoms on the specific outcome variables. A 2-factor
ANCOVA was performed with Work Group (day, night, and
rotating) and Insomnia (presence or absence) as factors, and
Sleepiness as the dependent measure. We hypothesized that shift
workers who reported insomnia would report a greater degree of
sleepiness compared to those who did not report insomnia. The
presence of either symptom (sleepiness or insomnia) was then
assessed and both shift-work groups were divided into those who
met minimum criteria for SWSD (Symptoms) and those who did
not (as outlined above). The x2and ANCOVA were performed on

Demographic Day Permanent
Characteristics Workers Night Workers
(n=2036) (n=174)
Men, % 52.7 54.6
Women, % 47.3 454
Age, years* 412+ 11.6 38.8+12.1
Caffeine, cups/day 2.7+3.0 3.1+£32
Obese snorers, %o 3.0 5.0

tAge value was taken from total population mean age in 2000 census.

Table 1—Demographic Characteristics of Each Day/Night Worker Sample

*Significant difference between groups (P < .03 for all} Data are presented as mean £ SD.

Obese snorers refers to the percentage of individuals with a body mass index > 30 and “loud snoring”
Caffeine includes total cups per day of coffee and other caffeinated beverages.

Rotating Total Tricounty
Workers Sample Census Data
(n =360) (N =2,570) (N =4,043,467)

46.1 51.9 48.5

53.9 48.1 51.5

36.0+12.3 40.3 £ 11.9 36.6t

27+£27 2.7+3.0 -

3.1 32 -
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morbidity measures to determine if shift workers who met SWSD
criteria had significantly greater morbidity as compared to shift
workers without SWSD. Following these analyses, the third
group——day workers—were also divided with regard to symp-
toms of either insomnia or daytime sleepiness. Logistic regres-
sion and 2-factor ANCOVA were performed. These analyses
included Work Group (day, night, or rotating) and Symptoms
(present or absent) as separate factors. An interaction on these
analyses would indicate that insomnia or excessive sleepiness
produces differential morbidity in 1 or more of the groups.
Finally, for variables where interactions were significant (difter-
ential morbidity), a follow-up ANCOVA was performed to deter-
mine which particular symptom or combination of symptoms
was driving the morbidity identified.

RESULTS

Table | shows demographic data for the 3 work groups and
corresponding 2000 census values where available. There were
small, but statistically significant, age differences between
groups. Night workers were significantly younger than the day
workers and older than the rotating workers Fa 2550 = 32.2, P < .03
for all). Age was used as a covariate in analyses in order to
account for these differences. There were no significant differ-
ences in sex (x2 = 5.8, P > .05), caffeine intake (Fp2554 = 1.3, P
> .05), or the percentage of obese snorers between groups (¥ =
1.4, P> .05).

Habitual sleep and related data for each group are shown in
Table 2. Group differences were found for several sleep-related
parameters, as detailed in the last column of Table 2. The most
consistent differences were found between the night-worker and
the day-worker samples with decreased total sleep time,
decreased sleep efficiency, and an increased prevalence of insom-
nia and daytime sleepiness in night workers.

A work-group analysis of sleepiness in those experiencing

insomnia and those who did not experience insomnia was under-
taken. A significant main effect of Work Group was present
(Fa249 = 3.2, P = .04). Both night and rotating workers experi-
enced significantly more sleepiness than day workers (P < .01).
A main effect of Insomnia was also found (Fj559 = 37.8, P <
.001), as individuals with insomnia reported significantly more
daytime sleepiness (10.4 4+ 5.5) than those not reporting insomnia
(7.8 £ 4.3). Thus, both the etfects of insomnia as well as shift
work were independent and additive in terms of excessive sleepi-
ness. There was no Group x Insomnia interaction (P = .46).

Prevalence of SWSD

Using the minimum criteria for SWSD, 32.1% of night work-
ers and 26.1% of rotating workers met the criteria (Table 2).
However, 18% of day workers reported at least 1 symptom
(insomnia or excessive sleepiness). When determining preva-
lence rates for SWSD, it is important to identify the difterential
prevalence of these symptoms in each shift-worker sample in
comparison to the day-worker sample. This value will be more
representative of the prevalence of such symptoms uniguely
related to shift work. Thus, the “true prevalence” (ie, ditferential
prevalence) of insomnia or excessive sleepiness in the night- and
rotating-worker sample was 14.1% and 8.1%, respectively. The
corresponding overall “true prevalence” of SWSD was 10.0% of
shift workers between the ages of 18 and 65 (Table 2).

Qutcome Variables

Within the 2 shift-work groups, those who met SWSD criteria
and those who did not were compared on each measure of mor-
bidity (Table 3). No interactions were present for any of the vari-
ables (P > .05 for all), indicating that experiencing significant
morbidity related to SWSD did not depend on the type of shift
work in which one engaged. Importantly, for nearly all variables
assessed, SWSD was associated with significantly greater mor-

Rotating Total Sample Post-hoc comparisons
Workers all Workers
(n=337) (n = 2449)
6.7+ 1.5 6.7+1.3 N<D
7.6+ 1.6 75+13 -
90.5£19.0 91.2+16.3 N<D
39.3 +£102.0 55.0+89.5 R<D
8646 8.1+45 N>D, R>D
35.8 34.0 N>D, N>R
20.3 16.8 N>D, R>D
15.7 10.2 N>D, R>D
26.1 20.1 N>D, R>D
8.1 10.0 N>D, R>D

Data are presented as mean + SD. Omnibus and posthoc comparisons were evaluated at a = .05; total sleep time and time in bed are weighted week-

Table 2—Sleep-related Parameters Across Each Shift/Day Worker Sample
Sleep Parameter Day Night
Workers Workers
(n=1950) (n=162)
Total sleep time, h 6.8+1.2 6.1+1.5
Time in bed, h 7.4+ 1.1 73+2.1
Sleep efficiency, % 915+ 144 88.2+£28.0
WE-WD difference,
min 57.2 +85.6 60.9 £ 102.6
ESS score 8.0+4.5 92+52
ESS > 10, % 32.7 44.8
ESS > 13, % 15.5 24.7
Insomnia, % 8.6 18.5
Prevalence of insomnia
or ES, % 18.0 32.1
“True Prevalence” of
SWSD (%) 0 14.1
ly means.

N refers to night shift; D, day shift; R, rotating shift; WE-WD; weekend total sleep time minus weekday total sleep time; see text for insomnia cri-
teria; sleep efficiency is defined as total sleep time / time in bed x 100; “True prevalence” of shift work sleep disorder (SWSD) is defined as the
differential prevalence of insomnia or excessive sleepiness (ES, an ESS [Epworth Sleepiness Scale] score = 13) between each respective shift-work
and day-work sample. Data for “true prevalence” in the total sample are 18.0%-~(mean of rotating and night samples, 28.1%) = 10.0.

SLEEP, Vol. 27, No. 8, 2004

1456 Shift Work Sleep Disorder—Drake et af





P

"ME] IUB!J/SdOQ 'S'N Aq pajosioud aq Aew pue Aued piys e Ag suioipayy Jo Aleiqi [EUOHEN 8L JO uoyoa||od s} wolj peidoo sem abied siy) uo [BUSIBL 8y

bidity in comparison to individuals without SWSD (P <.05). The
only exceptions to this pattern were for non—sleepiness-related
accidents and heart discase where there were no differences
between individuals with or without SWSD (P > .15 for both). In
terms of risk, the odds ratio tor ulcers in night workers with
SWSD was 3.82 (95% confidence interval [C1] = 1.18-12.32),
and the odds ratio for ulcers in rotating workers with SWSD was
4.30 (95% Cl = 1.67-11.09). For the combined group of shift
workers with SWSD, the odds ratio for ulcers was 4.18 (95% CI
= 2.00-8.72). A main effect of Shift Type (night vs rotating) was
present for days of missed work, indicating that rotating workers
missed work more frequently than night workers (P =.04). There
were no other significant main effects of Shift Type.

The next set of analyses was aimed at determining the effects
that were unique to shift workers with SWSD. That is, to assess
what morbidities related to insomnia or excessive sleepiness are
greater in shift workers as compared to day workers. These were
important analyses in that, if unique effects were observed, either
as independent contributions (2 main effects) or interactive (sig-
nificant interaction), one could conclude that insomnia or exces-
sive sleepiness does produce morbidity in shift workers beyond
that seen in day workers experiencing those same symptoms.
Data for the prevalence of ulcers are displayed in Figure 1. The
analysis revealed a main effect for Group (P < .001), with both
night workers (odds ratio = 3.13, 95% CI = 1.62-6.05) and rotat-
ing workers (odds ratio = 2.32, 95% Cl = 1.32-4.06) having an
elevated prevalence rate of ulcers when compared to day work-
ers. There was also a main effect of Symptoms (P < .001), indi-
cating that individuals with insomnia or excessive sleepiness had
elevated rates of ulcers (odds ratio = 4.55, 95% CI = 2.47-8.37).
Thus, both work shift and sleep-wake symptoms independently
contribute to the increased prevalence of ulcers seen in shift
workers. There was no Group * Symptoms interaction (P = .97).
For depression, there was only a main effect of Symptoms, indi-
cating that individuals with insomnia or excessive daytime

sleepiness had greater rates of depression {odds ratio =2.57, 95%
CI=2.01-3.27) but no main effect ot Group (P = .12). Thus, shift
work per se is not associated with depression. There was only a
main effect of Group for heart disease (P = .01), indicating that
individuals on night (odds ratio = 2.57, 95% CI = 1.24-5.30) and
rotating (odds ratio = 2.01, 95% CI = 1.06-3.83) shifts had
greater rates of heart disease compared to day workers, but no
main effect of Symptoms was present. Thus, work shift, rather
than sleep-wake symptoms, is associated with the increased
prevalence of heart disease in shift workers.

In evaluating the continuous outcome measures, the following
had a significant main effect of Symptoms: missed work (F, 2421
=137.09, P < .001), missed family and social activities (F; 2419 =
130.10, P < .001), sleepiness-related accidents (F 2435 = 15.55, P
<.001), and neuroticism (F; 2420 = 140.07, P < .001). In each case,
Symptoms were associated with greater impairment. Main effects
of Group were present for missed work (Faa = 1447, P <
.001), as well as missed family and social activities (Fyp49 =
25.27, P < .001). Thus, both main effects were present for missed
work and missed family and social activities. For the analysis of
days of missed work, there was also a significant Group x
Symptoms interaction (Fy 4, = 7.19, P = .001). Posthoc compar-
isons revealed that rotating workers with SWSD missed signift-
cantly more days of work in comparison to day workers with
symptoms of insomnia or excessive sleepiness (P = .009). For
missed family or social activities, there was also a Group x
Symptom interaction (Fan40 = 18.84, P < .001). Posthoc com-
parisons revealed that night workers as well as rotating workers
with SWSD missed significantly more family or social activities
over the past 3 months in comparison to day workers with insom-
nia or excessive sleepiness (P < .05 for both) (Figure 2). For the
additional outcome variables (accidents and neuroticism), no sig-
nificant interactions were found, nor were there additive effects
of both Symptoms and Shift. Only main effects of Symptoms

18 -
M Insomnia and/or ES
16 { ENo Insomnia or ES
Main Effects:
Symptoms (P < .001)
14 - Shift Group (P < .001)
—_ *Night, Rotating: P < .05 vs. Day
X
<
il 12 4
Q
o
3
S 10
g
® 8
>
o
a
6 E
4
2 o
0 4
Day Shift

Night Shift

Rotating Shift

Figure 1—Prevalence of ulcers among day, night, and rotating-shift workers with or without insomnia and/or excessive sleepiness (ES).
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were found for sleepiness-related accidents and neuroticism.
The symptom complex (ie, distribution of symptom combina-
tions) was also determined. These final analyses examined the
distribution of morbidity among each symptom profile for the
analyses, which revealed unique morbidity related to SWSD
(ulcers, missed days of work, and missed family/social activi-
ties). The distribution of each of the 4 possible symptom profiles
within each group is shown in Table 4. In the first analysis, days
of missed work was examined. There was a significant Group x
Symptom Profile interaction (Fg2415 = 9.48, P < .001) (Figure 3).

Posthoc analyses revealed that rotating workers with both insom-
nia and excessive sleepiness missed work more frequently than
day workers with those same symptoms (P = .03). Other groups
were comparable with regard to the number of days of missed
work given their symptom complex. Thus, it appears that for
missed work, only the combination of both insomnia and exces-
sive sleepiness conveys any unique morbidity. For missed family
and social activities, there was also a significant Group x
Symptom Profile interaction (Fgo415 = 12.96, P < .001). Posthoc
tests revealed that the presence of insomnia was the only symp-

Symptoms of Insomnia or Excessive Sleepiness

Permanent Night Workers

No SWSD SWSD
(n=110) (n=52)
Uleers, % 4.5 15.4*
Heart disease, % 6.4 7.7
Missed work, no. days 03+09 1.0+£2.3*
Missed family/social activities,
no. days 1.5+9.0 8.6 £21.7*
Depression, % 14.5 32.7%
Neuroticism score 2.6+2.8 5.1 +£2.8%
Sleepiness-related accidents, no. 0.04 0.2 0.1 £0.4*
Non-sleepiness-related
accidents, no. 1.6+ 1.8 12+13
Total sleep time, h 64+ 1.4 5.5+ 1.6*%
Time in bed, h 7.5£2.0 7.1£22
Sleep efticiency, % 88.7 £ 22.0 86.3 £39.7

Data are presented as mean + SD.

Table 3—Morbidity and Sleep Measures in Shift Workers Who Met or Did Not Meet Criteria for SWSD and Day Workers with and Without

Rotating Workers Day Workers

No SWSD SWSD No symptoms Symptems
(n=249) (n == 88) (n=1598) (n=352)
32 12.5% 1.4 6.0
44 5.7 3.1 4.0
0.6+28 3.3+ 12.8% 20+ 1.1 1.2+4.6
1.0£42 10.1 £ 22.7* 60+ 3.1 3.0+ 11.6
13.7 31.8* 11.8 25.0
3.0£28 5.2+£34% 25+£25 49+3.5
0.1+0.2 0.2 + 0.5% 06 x .27 17+ .63
1.6+ 1.7 14+£1.6 1.8+£1.9 1.7+ 1.7
6.7+13 6.5+2.0 6.9+ 1.1 62+ 1.4
75+1.5 76120 75+1.0 73+14
91.7x 175 87.5+23.0 924+ 127 86.8 + 18.8

*Significant difference between individuals meeting criteria for shift work sleep disorder (SWSD) and those who did not meet criteria (main effect
of SWSD was only tested if the omnibus — F value or %2 was significant); Depression was determined using the Diagnostic Interview Schedule
based on Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition criteria; For missed work as well as missed family and social
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activities, the number of days refers to days missed during the past 3 months.

12
M Insomnia and/or ES

fBINo Insomnia or ES

10 - Group x Symptom interaction (P < .001)
*p < .05 vs Day

Missed Family and Social Activities (# days)
(-]

Day Shift

workers with or without insomnia and/or excessive sleepiness (ES).

Night Shift

Figure 2—Mean number of days of days of missed family and social activities (= SEM) during the past 3 months in day, night, and rotating-shift

*

Rotating Shift
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tom that introduced any unique effects beyond that observed in
the day-worker sample. Specifically, rotating workers who
reported insomnia missed more family and social activities in
comparison to day workers with insomnia (P = .003). The differ-
ence between night workers who reported insomnia and day
workers with insomnia approached significance (P = .07).

DISCUSSION

Results from the present study suggest that the prevalence of
insomnia or excessive sleepiness is 32% and 26% in night and
rotating shift workers, respectively. Given that the summed
prevalence of these symptoms in the general population is
approximately 18%, this amounts to a “true prevalence” of
SWSD of approximately 10% of night and rotating workers.
Because 6.4% of all workers are night or rotating workers,! it is
estimated that approximately 1% of the working population
would meet the criteria for SWSD. Although no estimates of the
population prevalence of SWSD have been published to our
knowledge, our results are considerably less than clinical esti-
mates of 2% to 5% of the population.? Our data are consistent
with 2 recent studies showing that circadian rhythm and other
sleep disorders are more prevalent in night-shift workers com-
pared with day workers and that insomnia, excessive sleepiness,
and circadian rhythm disorders are associated with significant
morbidity (accidents and absenteeism) in shift-work samples.*3

Previous studies have demonstrated copious behavioral,
health, and social morbidity associated with shift work +6.45.49-53
However, we are unaware of studies that have examined these
outcomes in shift workers meeting criteria for SWSD relative to
those who do not. As one might expect, the present study findings
support the notion that a large part of the negative sequelae asso-
ciated with shift work is related to insomnia and daytime sleepi-
ness, at least in terms of risk. Three patterns of morbidity
emerged. First, certain morbidity is directly attributable to shift
work. This is evident in the shift-work main-effect only findings
(see discussion of heart disease below). Second, the presence of
both main effects (shift work and symptoms) indicates an addi-
tive independent relationship where individuals with SWSD have
increased morbidity as they carry both risk factors (see discus-
sion of ulcers below). Finally, interactions indicate a multiplica-
tive effect, where individuals with SWSD had increased morbid-
ity that is not explained by the additive effects of shitt work and
symptoms of insomnia or excessive sleepiness (see discussion of
missed work below). This pattern of results shows that individu-
als with SWSD have much higher rates of morbidity crossing
several domains in comparison to shift workers without SWSD.
In most cases, the clevated morbidity was greater than that seen
for day workers with similar symptoms.

It has long been recognized that individuals exposed to shift
work are at greater risk for experiencing gastrointestinal symp-

symptom combination of insomnia and/or excessive sleepiness (ES).

10 1 p<.05
9 | [0 Day Shift /)
— &l W Night Shift
)
£ i .
S 7 3 Rotating Shift
£
) 6 4 Group X Symptom interacton (P < .005)
k7
]
£ 5.
x
5
= 41
?
7] 3 A
2
=
7] 2 -
>
©
[m]
®
No insomnia No insémnia Yes insomnia Yes insomnia
No excessive Yes excessive No excessive Yes excessive
sleepiness sleepiness sleepiness sleepiness

Figure 3—Mean number of days of missed work during the past three months (= SEM) in day, night, and rotating-shift workers grouped by each

Table 4—Distribution of Symptom Profiles in People Working Days, Nights, and Rotating Shifts

Symptom profile Day Workers Night Workers Rotating Workers Total Sample
(n = 1950) (n=162) (n=1337) (N =2,449)
No insomnia or sleepiness, % 78.6 64.2 68.5 763
Insomnia without sleepiness, % 6.1 10.5 10.1 6.9
Sleepiness without insomnia, % 12.8 17.3 15.7 13.5
Insomnia and sleepiness, % 2.5 8.0 5.6 33
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toms and ulcers.*353 The present study links a large part of this
morbidity to the insomnia and excessive sleepiness found in this
population. However, morbidity independently related to shift
work was also demonstrated, suggesting that both factors play a
role. It has been shown that shift work is associated with
increased secretion of gasirin and pepsinogen,™ and it has been
speculated that such increases may mediate the elevated risk for
both gastric and duodenal ulcers in shift workers. It is possible
that elevations of gastrin and pepsinogen levels also accompany
the sleep disturbance and ensuing sleepiness in SWSD. For heart
disease, the present findings indicate a risk related to shift work
but not specific to insomnia or excessive sleepiness symptoms.
This effect remained significant after controlling for additional
risk factors (body mass index, smoking status, hypertension,
alcohol intake and diabetes, P < .05). This finding is consistent
with previous research that has shown an increased risk for car-
diovascular disease in shift workers compared with day work-
ers.3559 Further research is needed to identify what aspects of
shift work may convey such increased risk. Although findings in
animals suggest that chronic shifts of the circadian system can
exacerbate the mortality associated with cardiomyopathic heart
disease,"0 it is unclear what, it any, aspects of the circadian sys-
tem may account for the elevation of heart disease in shift work-
ers. In addition to circadian disruption, night workers in the pre-
sent study are likely experiencing a chronic sleep debt, as evi-
denced by reduced sleep efficiency and reduced total sleep time
in comparison to day workers. This chronic sleep debt may
account for their high levels of excessive sleepiness, as has been
demonstrated in recent studies,’-%3 and could potentially con-
tribute to the cardiovascular effects. Specifically, a recent study
has demonstrated an elevation in C-reactive protein, an inflam-
matory marker of cardiovascular morbidity, following 10 days of
partial sleep deprivation.t However, in a secondary analysis of
the present data, total sleep time was not a significant predictor
of heart disease (P = .83). Other data support the possibility that
cardiac morbidity in shift workers may be mediated through the
effects of shift work on sleep-related cardiac autonomic activi-
ty.52

Aspects of morbidity related to quality of life did show multi-
plicative effects. That is, individuals with SWSD experienced
impairments in quality of life beyond that which would be
expected given their shift-work status and sleep-related symp-
toms. The elevated work absenteeism and impaired social aspects
of quality of life related to symptoms of insomnia or excessive
sleepiness were exacerbated by shift work. Furthermore, it
appears that this differential increase in morbidity in shift work-
ers is related to insomnia in the case of social consequences and
the combined effects of insomnia and excessive sleepiness in the
case of missed work. This pattern of results suggests that both
symptoms convey important information and should be consid-
ered in clinical management.

There are several limitations of the present study. First, while
we chose to leave the epidemiologic nature of the study intact, it
will be important for future studies to determine if these relation-
ships are maintained using more clinically based case-control
samples of individuals with SWSD. Also, the representative com-
munity-based methodology of the present study did not allow us
to objectively verify the presence or location of ulcers using
radiographic examinations. However, the prevalence rate found
for ulcers was consistent with that of other population-based
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studies and studies involving shift workers.* Thus, we believe
the present results are likely to provide an accurate reflection of
ulcers and their relative prevalence in our subpopulations.
Accident rates were also not verified independent of subjective
reports. However, it is unclear if other methodologies would pro-
duce more reliable results as many minor accidents are not
reported and would be missed when using conventional police or
department of state databases. Although a 70.1% response rate
puts some limits on generalizability, this response is in line with
other representative population-based studies*>¢%¢ and is unlike-
ly to significantly impact the results.®? Practical limitations also
prevented us from assessing physiologic measures of sleepiness
using standard techniques such as the Multiple Sleep Latency
Test.68 Although Multiple Sleep Latency Test measurement may
have produced more reliable and sensitive assessments of sleepi-
ness, ‘such enhancements of methodology would likely lead to
even more robust findings and significance for several of the out-
comes that approached significance. Another limitation involves
the fact that we did not determine where in the work rotation each
of the rotating workers was at the time of interview, though we
did know that the worker was on a “rotating” schedule during the
past 2 weeks. Previous data suggest that the average duration of
a work rotation is a week or less, depending on occupation. Thus,
it is likely that most of the rotating workers assessed were cur-
rently working a schedule out of sync with their endogenous bio-
logic rhythm.

Another potential limitation was that individuals on an
“evening” shift were not included as part of the present paper.
This decision was made on the basis of data that suggest that
workers on an evening shift obtain significantly more sleep than
individuals on day shifts. A recent meta-analysis showed that
evening workers average approximately 7.6 hours of sleep per
night,3* considerably greater than the day workers in the present
study at 6.8 hours per night. Nonetheless, a separate analysis was
performed to compare the evening workers (n = 152) to the day-
worker sample on measures of sleep habits and the prevalence of
insomnia and excessive sleepiness as potential SWSD symptoms.
In terms of sleep habits, evening workers spent significantly
more time in bed (7.7 hours vs 7.4 hours, P =.002), had an equiv-
alent sleep efficiency (92.1% vs 91.5%, P = .81) and, thus,
reported a significantly greater amount of total sleep time (7.0
hours vs 6.8 hours, P = .03) in comparison to day workers. The
prevalence of insomnia (12.5% vs 8.6%, P = .11) as well as
excessive sleepiness (17.1% vs 15.5%, P = .59) was not signifi-
cantly different between the evening-and day-worker samples,
respectively. Finally, the prevalence of SWSD symptoms as a
whole (insomnia or excessive sleepiness) was not significantly
different between the evening and day workers (21.5% vs 18.0%,
P = 30). Thus, evening-shift workers are less likely to have a
sleep debt than any of the groups included in our analyses.
Moreover, the timing of most evening shifts and the levels of
sleep disturbance suggest that significant circadian disruption is
unlikely for this group.

The distinction between shift workers meeting criteria for
SWSD and those who do not is an important one because previ-
ous studies have shown that not all shift workers experience
sleep-wake symptoms.33 Indeed, there appears to be a subgroup
of individuals (ie, SWSD) with an elevated vulnerability to cer-
tain detrimental effects of shift work. Specifically, the present
results suggest that a number of morbidities in shift workers are
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related to sleep-wake symptoms (eg, depression), whereas others
are related to shift work independent of sleep-wake symptoms
(eg, heart disease). The present results also support the view that
there are certain negative outcomes for which sleep-wake symp-
toms and shift work make independent additive or multiplicative
contributions (eg, ulcers, missed work). This latter pattern of
morbidity would appear to be especially disconcerting from a
clinical perspective because individuals with SWSD would
appear to be at a substantially high risk for experiencing these
negative consequences. Future studies should help to identify the
mechanisms that lead to these patterns of morbidity and deter-
mine appropriate treatment strategies that may limit such-nega-
tive outcomes. Indeed, differences in basal circadian ampli-
tude®70 and phase’! have been implicated as components related
to shift-work tolerance, including sleep disturbance, sleepiness,
and digestive problems. Other investigators have found evidence
for hormonal involvement in dissatisfaction with shitt work.”
Clearly, additional studies are needed to determine the mecha-
nisms responsible for individual vulnerability to the negative
consequences of shift work. Future work may benefit from the
measurement of noncircadian variables as well, such as an ele-
vated vulnerability to sleep disturbance in response to stress.”
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Background ___

® An estimated 21 million people in the United States, or nearly
1 in 5 members of the labor force, work shifts outside the
normal work day (6 AM to 6 PM).!

— Shift workers are at approximately 3 times greater risk for
occupational accidents compared with individuals who
work traditional daytime shifts.?

— Shift workers often experience chronic sleep problems and
are almost twice as likely to fall asleep at work compared
with individuals who work traditional daytime shifts.

® Shift work disorder (SWD) is a circadian rhythm sleep
disorder that can occur in people who work shifts during the
normal sleep period.?

— Key symptoms of SWD, excessive sleepiness and/or
insomnia, are reported by up to 45% of shift workers.*

— It is estimated that 10% to 23% of shift workers have SWD.*>

® Excessive sleepiness associated with SWD has been shown
to impair patient functioning, such as overall global function,
alertness, cognition, and performance.

® Armodafinil, the R- and longer-lasting isomer of modafinil,
significantly improves wakefulness in patients with excessive
sleepiness related to SWD as assessed by the Clinical Global
Impression of Change (CGI-C)” and the Karolinska Sleepiness
Scale (KSS) 8

® The current study examined the effect of armodafinil on
wakefulness and global functioning in patients with SWD.
This was, to our knowledge, the largest interventional study
ever conducted in patients with SWD.

Methods

Study Design

® This was a 6-week, randomized, multicenter, double-blind,
placebo-controlled, parallel-group study evaluating armodafinil
150 mg in patients with SWD.

— Armodafinil or placebo was given 30 to 60 minutes before
the start of the night shift on nights worked.

— Armodafinil was titrated from 50 mg on the first
night shift worked, to 100 mg on nights 2 and 3, and
to 150 mg thereafter.

— Patient evaluations were conducted at baseline, 3 weeks,
and 6 weeks or final postbaseline visit.

® The tolerability analysis included all patients who received
>1 dose of study drug.

® The efficacy analysis included those in the tolerability analysis
with >1 postbaseline CGI-C assessment.”

® The study was conducted in compliance with the Good Clinical
Practice: Consolidated Guidance. Patients provided written
informed consent and an independent ethics committee or in-
stitutional review board at each center approved the protocol.

Population
Key Inclusion Criteria
m Aged 18 to 65 years

® Diagnosis of SWD (=1 month) by International Classification
of Sleep Disorders, 2nd edition® and Diagnostic and Statistical
Manual of Mental Disorders, 4th edition, Text Revision
(DSM IV-TR)?

® Worked >5 night shifts per month between 10 PM and 8 AM
(=6 hours in duration)

® Rating of at least “moderately ill” for excessive sleepiness (score
of >4 on the Clinical Global Impression of Severity of Illness)

® [mpaired patient function as shown by a score <70 on the
Global Assessment of Functioning (GAF) from the DSM IV-TR®

® A score of 6 (“some signs of sleepiness”) on the KSS®
Key Exclusion Criteria

® Obstructive sleep apnea (apnea/hypopnea index >5) or any
sleep disorder other than SWD

B Prior use of modafinil or armodafinil

® QOther medications or conditions causing functional impairment
or contributing to excessive sleepiness

Assessments

Primary Efficacy Assessment

® The proportion of patients with at least minimal improvement of
clinical condition, as related to late-in-shift sleepiness (defined
as 4 AM to 8 AM), measured immediately after the shift by the
CGI-C at the final visit.

— CGI-C measures clinician-rated change in disease severity
from “very much improved” to “very much worse.”

Secondary Efficacy Assessments

® The key secondary assessment was mean change in patient
functioning, as measured by change from baseline in GAF
score at the final visit.

— GAF is a clinician-rated 0 to 100 scale measuring overall
psychological, social, and occupational functioning, with
higher scores indicating better functioning.’

® Other secondary assessments include mean change from
baseline in late-in-shift KSS scores on the last night worked
(average of scores at 4, 6, and 8 AM) at Week 3 and Week 6 or
final visit.

— KSS is a patient-rated scale of sleepiness from 1 (very alert)
to 9 (very sleepy, great effort to stay awake, fighting sleep).?

® Tolerability was also assessed.
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Statistical Analysis

® Continuous baseline characteristics and demographic
variables were compared using analysis of variance (ANOVA)
with treatment as a factor.

m Categorical variables were compared using a Pearson’s
Chi-square test.

® The primary efficacy variable was analyzed using a
Cochran-Mantel-Haenszel test controlling for baseline
shift-work duration. All tests were 2-tailed, at a significance
level of 0.05.

® Continuous secondary efficacy variables were analyzed by
analysis of covariance (ANCOVA) with treatment and baseline
shift-work duration as factors and baseline as a covariate.

® Final-visit analysis used the last observation carried forward
methodology.

Results

Patients

® Of 383 randomized patients, 325 (85%) completed the study
(Figure 1).

Figure 1. Patient Disposition

Patients enrolled

(N=383)

Randomized, not treated
(n=12)

v v

Armodafinil, n (%) Placebo, n (%)
Assessed for tolerability, 184 (95) Assessed for tolerability, 187 (98)
Assessed for efficacy, 177 (92) Assessed for efficacy, 182 (96)

! -

Discontinued, n (%): 35 (18) | | Discontinued, n (%): 23 (12)
Adverse event: 9 (5) Adverse event: 1 (<1)
Lack of efficacy: 0 Lack of efficacy: 1 (<1)
Withdrew consent: 7 (4) Withdrew consent: 2 (1)
Protocol violation: 7 (4) Protocol violation: 6 (3)
Lost to follow-up: 6 (3) Lost to follow-up: 4 (2)
Procedural noncompliance: 1 (<1) | | Procedural noncompliance: 1 (<1)
Medication noncompliance: 1 (<1) | | Medication noncompliance: 1 (<1)
Other: 4 (2) Other: 7 (4)

! .

Patients completed, n (%) Patients completed, n (%)
158 (82) 167 (88)

® The most commonly represented occupations were in the fields
of healthcare, protective services, and transportation (Table 1).

® Baseline characteristics were similar between the 2 groups
(Table1).

Efficacy

® The proportion of patients with improved late-in-shift CGI-C
was significantly greater in the armodafinil group compared
with the placebo group at final visit, as well as at weeks 3 and
6 (P<0.0001 at all time points; Figure 2).

— More patients in the armodafinil group were rated as
“much improved” and “very much improved” compared
with placebo (Figure 3).

'Pacific Sleep Medicine Services, San Diego, CA; “Broward Research Group, Pembroke Pines, FL; *Cephalon, Inc., Frazer, PA

Table 1. Baseline Patient Demographics and
Clinical Characteristics

Armodafinil Placebo

Figure 3. Late-in-Shift CGI-C Ratings at Final Visit

Characteristic (n=193) (n=190)
Age, years; mean (SD) 36.7 (10.71) 36.1(10.75)
Female, n (%) 85 (44) 90 (47)
Race, n (%) White 128 (66) 141 (74)
Black 50 (26) 42 (22)
Asian 15(8) 4(2)
Other 0 3(2)
BMI, kg/m?; mean (SD) 28.6 (5.73) 28.3(5.23)
Duration of shift;n (%) <9 h 132 (68) 147 (77)
>9 h 60 (31) 43 (23)
Job status, n (%) Full time 182 (94) 181 (95)
Part time 11 (6) 9(5)
Type of shift work, n (%)
Permanent shift worker 182 (94) 175 (92)

Rotating shift worker 11 (6) 15 (8)

Patients’ occupations, n (%)
Healthcare practitioner and technical 25(13) 31(16)

40 38

33

30 1

25

24 24

21
20 19

10 + 8

Patients With CGI-C Rating (%)

5

3
ll 005 0 0

VeryMuch Much Minimally ~ No  Minimally Much Very Much
Improved Improved Improved Change  Worse ~ Worse ~ Worse

Placebo (n=182)

I | Armodafinil (n=177)

Protective services 24(12) 32(17)
Healthcare support 22(11) 15 (8)
Transportation and material moving 19(10) 21(11)
Office and administrative support 15 (8) 15 (8)
Sales and related 13(7) 13(7)
Management 12 (6) 13 (7)
Manufacturing 10 (5) 5(3)
Other 53 (28) 45 (23)
CGI-S rating, n (%)

Moderately ill 111 (58) 96 (51)
Markedly ill 63 (33) 55 (29)
Severely ill 18 (9) 39(21)
Among the most extremely ill 1(<1) 0

GAF score, mean (SD) 63.1(4.28) 62.7 (4.39)

KSS score, mean (SD) 74(092) 7.5(0.82)

2Data not available for 1 patient receiving armodafinil.

BMI, body mass index; CGI-S, Clinical Global Impression of Severity of lliness; GAF, Global
Assessment of Function; KSS, Karolinska Sleepiness Scale; SD, standard deviation.

Figure 2. Proportion of Patients With Improvement
in Late-in-Shift CGI-C
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® Functional improvement assessed by the GAF was also
significantly greater in the armodafinil group compared with
the placebo group (P<0.0001 at all time points; Figure 4).

— At the final visit, mean (SEM) change in GAF score for the
armodafinil group was 9.5 (0.67) compared with 5.2 (0.51)
for the placebo group.

Figure 4. Change From Baseline in GAF
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*P<0.0001 versus placebo.
GAF, Global Assessment of Function Scale; SEM, standard error of the mean.

Conclusions

The Effects of Armodafinil on Clinical Condition Late (0400 to 0800) in Shift, Including the Commute Home,
and on Functioning in Patients With Excessive Sleepiness Associated With Shift Work Disorder

® The decrease in late-in-shift subjective sleepiness, as assessed
using the KSS, was significantly greater in the armodafinil
group compared with the placebo group (P<0.0001 at all time
points; Figure 5).
— At the final visit, mean (SEM) change in late-in-shift KSS
score for the armodafinil group was -2.9 (0.15) compared
with the placebo group -1.9 (0.15).

Figure 5. Change From Baseline in Late-in-Shift
KSS Scores
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*P<0.0001 versus placebo.
KSS, Karolinska Sleepiness Scale; SEM, standard error of the mean.

Safety and Tolerability
® The most common adverse events are shown in Table 2.
Table 2. Adverse Events Reported in =5% of Patients

Receiving Armodafinil and More Frequently
Than in Patients Receiving Placebo

Armodafinil  Placebo
Adverse Event, n (%) (n=184) (n=187)
Headache 28 (15) 13 (7)
Nausea 20(11) 7 (4)
Insomnia 12(7) 3(2)

® One serious adverse event occurred during the study
(nephrolithiasis in a patient in the placebo group).

® The most common adverse events leading to discontinuation
were headache (n=5 [3%] in the armodafinil group and
n=1 [<1%] in the placebo group) and nausea (n=3 [2%] in
the armodafinil group).

® In this large study of patients working actual night shifts, armodafinil significantly improved shift-workers’ wakefulness
late in shift during the critical circadian nadir period from 4 AM to 8 AM, as measured by the CGI-C and KSS.

® Armodafinil significantly improved functional status, as measured by the GAF.

B Armodafinil was generally well tolerated. No new safety signals were identified during this study.
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The expanding science of circadian rhythm biology and a growing literature
in human clinical research on circadian rhythm sleep disorders (CRSDs)
prompted the American Academy of Sleep Medicine (AASM) to convene
a task force of experts to write a review of this important topic. Due to the
extensive nature of the disorders covered, the review was written in two
sections. The first review paper, in addition to providing a general introduc-
tion to circadian biology, addresses “exogenous” circadian rhythm sleep
disorders, including shift work disorder (SWD) and jet lag disorder (JLD).
The second review paper addresses the “endogenous” circadian rhythm
sleep disorders, including advanced sleep phase disorder (ASPD), de-
layed sleep phase disorder (DSPD), irregular sleep-wake rhythm (ISWR),
and the non-24-hour sleep-wake syndrome (nonentrained type) or free-
running disorder (FRD). These practice parameters were developed by
the Standards of Practice Committee and reviewed and approved by the
Board of Directors of the AASM to present recommendations for the as-
sessment and treatment of CRSDs based on the two accompanying com-
prehensive reviews. The main diagnostic tools considered include sleep
logs, actigraphy, the Morningness-Eveningness Questionnaire (MEQ),
circadian phase markers, and polysomnography. Use of a sleep log or
diary is indicated in the assessment of patients with a suspected circa-
dian rhythm sleep disorder (Guideline). Actigraphy is indicated to assist in
evaluation of patients suspected of circadian rhythm disorders (strength
of recommendation varies from “Option” to “Guideline,” depending on the
suspected CRSD). Polysomnography is not routinely indicated for the
diagnosis of CRSDs, but may be indicated to rule out another primary
sleep disorder (Standard). There is insufficient evidence to justify the use
of MEQ for the routine clinical evaluation of CRSDs (Option). Circadian

phase markers are useful to determine circadian phase and confirm the
diagnosis of FRD in sighted and unsighted patients but there is insuf-
ficient evidence to recommend their routine use in the diagnosis of SWD,
JLD, ASPD, DSPD, or ISWR (Option). Additionally, actigraphy is use-
ful as an outcome measure in evaluating the response to treatment for
CRSDs (Guideline). A range of therapeutic interventions were considered
including planned sleep schedules, timed light exposure, timed melatonin
doses, hypnotics, stimulants, and alerting agents. Planned or prescribed
sleep schedules are indicated in SWD (Standard) and in JLD, DSPD,
ASPD, ISWR (excluding elderly-demented/nursing home residents), and
FRD (Option). Specifically dosed and timed light exposure is indicated
for each of the circadian disorders with variable success (Option). Timed
melatonin administration is indicated for JLD (Standard); SWD, DSPD,
and FRD in unsighted persons (Guideline); and for ASPD, FRD in sighted
individuals, and for ISWR in children with moderate to severe psychomo-
tor retardation (Option). Hypnotic medications may be indicated to pro-
mote or improve daytime sleep among night shift workers (Guideline) and
to treat jet lag-induced insomnia (Option). Stimulants may be indicated to
improve alertness in JLD and SWD (Option) but may have risks that must
be weighed prior to use. Modafinil may be indicated to improve alertness
during the night shift for patients with SWD (Guideline).

Keywords: Circadian, light therapy, melatonin, naps, jet lag, shift work
Citation: Morgenthaler TI; Lee-Chiong T; Alessi C; Friedman L; Aurora N;
Boehlecke B; Brown T; Chesson AL; Kapur V; Maganti R; Owens J; Pan-
cer J; Swick TJ; Zak R; Standards of Practice Committee of the AASM.
Practice Parameters for the Clinical Evaluation and Treatment of Circa-
dian Rhythm Sleep Disorders. SLEEP 2007;30(11):1445-1459.

Disclosure Statement
This is not an industry supported study. The authors have indicated no finan-
cial conflicts of interest.

Submitted for publication August, 2007

Accepted for publication August, 2007

Address correspondence to: Standards of Practice Committee, American
Academy of Sleep Medicine, One Westbrook Corporate Center, Suite 920,
Westchester IL 60154, Tel: (708) 492-0930, Fax: (780) 492-0943, E-mail:
aasm@aasmnet.org

SLEEP, Vol. 30, No. 11, 2007

1.0 INTRODUCTION

THIS PRACTICE PARAMETER PAPER IS WRITTEN AS A
COMPANION ARTICLE TO THE TWO ACCOMPANYING
REVIEW ARTICLES ON CIRCADIAN RHYTHM SLEEP dis-
orders (CRSDs) authored by a task force of experts convened
by the American Academy of Sleep Medicine (AASM)."? The
companion review papers summarize the peer-reviewed scientific
literature published through October 2006. The authors of the re-
view papers evaluated the evidence presented by the reviewed
studies according to the Oxford System for Evidence-Based Med-
icine® http://www.cebm.net/index.aspx?0=1025. Using this infor-
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Table 1—Levels of Evidence:

Level Risk/ Assessment

1 Validating' cohort with well-validated reference standards?

2 Smaller or “exploratory” cohort study or one that has
incompletely validated reference standards?

3 Case control study or cross-sectional survey

4 Case series (and poor quality cohort and case control studies)

Oxford levels adapted from Sackett?

1. Validating studies test the quality of a specific diagnostic test, based on prior evidence.
2. Reference standards: PSG, sleep logs, actigraphy, phase markers, validated self-reports.

Treatment

High quality randomized controlled trial (RCT) on well-character-
ized subjects or patients

Cohort study or flawed clinical trial (e.g., small N, blinding not
specified, possible non-random assignment to treatment, incom-
pletely validated reference standards?)

Case control study

Case series (and poor quality cohort and case control studies)

mation and a system described by Eddy* (i.e., Standard, Guide-
line, or Option), the Standards of Practice Committee (SPC) and
Board of Directors of the AASM determined levels of treatment
recommendation presented in the practice parameters below. The
purpose of the present document is to provide evidence-based rec-
ommendations for the assessment and treatment of CRSDs.

Due to the large volume of relevant literature, the review was
divided into two papers. One discussed shift work disorder (SWD)
and jet lag disorder (JLD), both of which are thought to be related
to exogenously determined alterations in the timing of sleep and
wakefulness rather than disturbances of the endogenous circadian
system itself. A second paper discussed circadian rhythm sleep
disorders that are considered to result from a primary endogenous
cause, including advanced sleep phase disorder (ASPD), delayed
sleep phase disorder (DSPD), free-running disorder (FRD), and
irregular sleep-wake rhythm disorder (ISWR). The categorization
of CRSDs in the two review papers and this practice parameter pa-
per follows the classification provided by the International Clas-
sification of Sleep Disorders, 2™ edition (ICSD-2),° with some
simplification of terminology. We acknowledge that while the dis-
orders are classified as endogenous or exogenous, the physiologic
underpinnings of each disorder are not so surgically separated. In
reality, combinations of endogenous and exogenous factors lead
to the manifestations of each disorder.

Based upon the accompanying review papers and systematic
grading of this evidence, members of the SPC developed these
practice parameters as a guide to the appropriate assessment and
treatment of CRSDs. The task force did not intensively review
the role of actigraphy in the diagnosis of CRSDs since a recently
published updated practice parameter paper addresses the use of
actigraphy.® To provide a succinct yet comprehensive parameter
paper, key recommendations from the recently published actig-
raphy parameter paper regarding the use of actigraphy in CRSDs
are repeated here. In addition, where appropriate, recommenda-
tions regarding the use of light therapy in the treatment of CRSDs
are presented here as an update of the prior practice parameter
paper on the use of light therapy.’

2.0 METHODS

The SPC of the AASM commissioned content experts in circadi-
an rhythm sleep disorders in 2005 to review and grade evidence in
the peer-reviewed scientific literature regarding the assessment and
treatment of circadian rhythm disorders. An extensive review de-
signed to find relevant published evidence retrieved 2084 articles,
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and is described in detail in the review paper.' Abstracts of these
articles were reviewed by task force members to determine if they
met inclusion criteria. Initial data extraction, preliminary evidence
grading in accordance with the standards in Table 1, and initial data
entry into evidence tables were performed by professionals con-
tracted by the SPC to expedite the review process. All evidence
table entries were reviewed by at least one other task force member.
Thus, all evidence grading was performed by independent review
of the article by a minimum of two experts—one, a professional ex-
perienced in the evidence review process, and the other a content
expert. Areas of disagreement were addressed, and if needed, the
chair of the task force arbitrated the final decision on evidence lev-
el. Final summaries of information from included articles are listed
in an evidence table available at http://www.aasmnet.org/.

On the basis of these reviews and noted references, the Stan-
dards of Practice Committee of the American Academy of Sleep
Medicine (AASM), in conjunction with specialists and other in-
terested parties, developed the recommendations included in this
practice parameters paper related to the evaluation and therapy
of CRSDs.

In most cases, the strength of the recommendation is based on
evidence from studies published in peer-reviewed journals that
were evaluated as noted in the evidence table of the companion
review papers. However, when scientific data were absent, insuf-
ficient, or inconclusive, the recommendations are based upon
consensus after review and discussion by the SPC. Those recom-
mendations for which consensus formed the main basis for the
recommendation are specifically indicated.

The Board of Directors of the AASM approved these recom-
mendations. All authors of the accompanying review paper, mem-
bers of Standards of Practice Committee, and the AASM Board of
Directors completed detailed conflict-of-interest statements.

These practice parameters define principles of practice that
should meet the needs of most patients in most situations. These
guidelines should not, however, be considered inclusive of all prop-
er methods of care or exclusive of other methods of care reasonably
expected to obtain the same results. The ultimate judgment regard-
ing appropriateness of any specific therapy must be made by the
clinician and patient, in light of the individual circumstances pre-
sented by the patient, available diagnostic tools, accessible treat-
ment options, resources available, and other relevant factors.

The AASM expects these guidelines to have a positive impact on
professional behavior, patient outcomes, and possibly, health care
costs. These practice parameters reflect the state of knowledge at
the time of development and will be reviewed, updated, and revised
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Table 2— AASM Levels of Recommendations

Strength of Recommendation Definition

Standard

Guideline

Option

This is a generally accepted patient-care strategy that reflects a high degree of clinical certainty.
The term standard generally implies the use of Level 1 Evidence, which directly addresses the
clinical issue, or overwhelming Level 2 Evidence.

This is a patient-care strategy that reflects a moderate degree of clinical certainty. The term guide-
line implies the use of Level 2 Evidence or a consensus of Level 3 Evidence.

This is a patient-care strategy that which reflects uncertain clinical use. The term option implies
either inconclusive or conflicting evidence or conflicting expert opinion.

as new information becomes available. Each article entered in the
evidence tables of the companion review paper was evaluated us-
ing the Standards of Practice Committee’s levels of evidence (Table
1). This evidence is used to support the strength of the recommen-
dations (Table 2) in this paper. Square-bracketed numbers in this
paper refer to sections, tables, or references in the accompanying
review papers. Other citations, noted by superscripted numbers, re-
fer to the reference list at the end of this paper.

3.0 RESULTS AND RECOMMENDATIONS

The following recommendations reflect the evidence regarding
the diagnosis and treatment of CRSDs in clinical practice obtained
from the two accompanying reviews. For brevity, the findings and
recommendations are summarized in Table 3. Specific details are
reviewed in the practice parameters below.

3.1 General Recommendations for Evaluation of Circadian Rhythm
Sleep Disorders

3.1.1 Use of a sleep log or diary is indicated in the assessment of

dence that changes in actigraphy measures are in agreement with
other outcome measures in the assessment of response to inter-
vention in patients with CRSDs.

3.1.4 There is insufficient evidence to recommend the routine use
of the Morningness-Eveningness Questionnaire (MEQ) for the
clinical evaluation of CRSDs. (Option)

Information regarding evidence for utility of MEQ in specific
CRSDs is discussed under the disorder headings in the section
below.

3.1.5 Circadian phase markers are useful to determine circadian
phase and confirm the diagnosis of FRD in sighted and unsighted
patients but there is insufficient evidence to recommend their routine
use in the diagnosis of SWD, JLD, ASPD, DSPD. or ISWR. (Option)

Information regarding evidence for specific CRSDs is dis-
cussed under the disorder headings in the section below.

3.1.6 Polysomnography is indicated to rule out another primary

patients with a suspected CRSD. (Guideline)

This recommendation was determined by inclusion of the use
of sleep logs in the International Classification of Sleep Disor-
ders, 2" Edition (ICSD-2)° diagnostic criteria for all CRSDs ex-
cept jet lag. This recommendation was additionally supported by
consensus opinion of the AASM SPC committee.

3.1.2 Actigraphy is indicated to assist in evaluation of patients
suspected of CRSDs, including irreqular sleep-wake disorder
(ISWR), free-running disorder (FRD) (with or without blindness)
(Option), and in advanced sleep phase disorder (ASPD), delayed
sleep phase disorder (DSPD), and shift work disorder (SWD).

(Guideline)

This recommendation reiterates the recently updated practice pa-
rameter paper on the use of actigraphy.® Here, we indicate specific
disorders. There is generally good agreement among studies show-
ing that actigraphy data correlate with polysomnography (when
used), sleep logs, and markers of circadian phase in patients with
circadian rhythm sleep disorders, with the conditions indicated.

3.1.3 Actigraphy is useful as an outcome measure in evaluating
the response to treatment for CRSDs. (Guideline)

This recommendation is unchanged from the recently updated
practice parameter paper on the use of actigraphy.® This prior
practice parameter paper and accompanying review provided evi-
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sleep disorder in patients with symptoms suggestive of both a
CRSD and another primary sleep disorder, but is not routinely
indicated for the diagnosis of CRSDs. (Standard)

This recommendation reiterates the recently updated practice
parameter paper on the indications for polysomnography and
related procedures.'” Polysomnography may be indicated when
considering a diagnosis of a CRSD to exclude other potential
causes for sleep related complaints. For example, shift workers
with hypersomnia may have both suspected obstructive sleep
apnea and clinical characteristics consistent with shift work dis-
order. In this event, PSG is indicated to evaluate and establish
appropriate therapy for OSA.

3.2 Recommendations for Evaluation and Treatments of Circadian
Rhythm Sleep Disorders

3.2.1 Shift Work Disorder

Shift work refers to non-standard work schedules, including
permanent or intermittent night work, early morning work, and
rotating schedules. An estimated 20% of U.S. workers are in-
volved in some form of shift work. The percentage of workers
who meet criteria for the diagnosis of shift work disorder (SWD)
(i.e., development of sleep disturbances and impairment of wak-
ing alertness and performance) is unclear, and there appear to
be individual differences in susceptibility to SWD (phase toler-
ance).
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Table 3— Summary of Recommendations

Evaluation Tools

Polysomnography

Morningness-
Eveningness
Questionnaire

(MEQ)

Circadian phase
markers

Actigraphy for
diagnosis

Actigraphy for
response to
therapy

Sleep log or
diary

Therapy

Planned Sleep
Schedules
Timed Light

Exposure

Timed Melatonin
Administration

Hypnotics

Stimulants

Alerting Agents’

Shift Work
Disorder

Not Routinely
Indicated
(Standard)

Insufficient

evidence to

recommend
(Option)

Insufficient

evidence to

recommend
(Option)

Indicated
(Option)

Indicated
(Guideline)

Indicated
(Guideline)

Indicated
(Standard)

Indicated
(Guideline)

Indicated
(Guideline)

Indicated
(Guideline)

Indicated
(Option)

Indicated
(Guideline)

Jet Lag
Disorder

Not Routinely
Indicated
(Standard)

Insufficient

evidence to

recommend
(Option)

Insufficient

evidence to

recommend
(Option)

Not routinely
indicated
(Option)

Indicated
(Guideline)

Indicated
(Guideline)

Indicated
(Option)

Indicated
(Option)

Indicated
(Standard)

Indicated
(Option)

Indicated
(Option)

Advanced Sleep
Phase Disorder

Not Routinely
Indicated
(Standard)

Insufficient

evidence to

recommend
(Option)

Insufficient

evidence to

recommend
(Option)

Indicated
(Guideline)

Indicated
(Guideline)

Indicated
(Guideline)

Indicated
(Option)

Indicated
(Option)

Indicated
(Option)

Delayed Sleep Free Running Irregular Sleep-

Phase Disorder Disorder Wake Rhythm
Not Routinely Not Routinely Not Routinely
Indicated Indicated Indicated
(Standard) (Standard) (Standard)
Insufficient Insufficient Insufficient
evidence to evidence to evidence to
recommend recommend recommend
(Option) (Option) (Option)
Insufficient Indicated Insufficient
evidence to (Option) evidence to
recommend recommend
(Option) (Option)
Indicated Indicated Indicated
(Guideline) (Option) (Option)
Indicated Indicated Indicated
(Guideline) (Guideline) (Guideline)
Indicated Indicated Indicated
(Guideline) (Guideline) (Guideline)
Indicated Indicated Mixed modality
(Option) (Option) indicated (Option/
Guideline)*
Indicated Indicated Indicated
(Guideline) (Option) (Option)
Indicated Indicated Sighted Indicated
(Guideline) (Option) for certain
Indicated Unsighted population®
(Guideline) (Option)

Not Recommended - -
(Option)

* Mixed modality therapy may be effective in elderly-demented/Nursing Home ISWR patients (Guideline) or those with moderate to severe mental

retardation (Option)

#Timed melatonin may be effective in those with moderate to severe mental retardation, but is not recommended at present for elderly-demented/
Nursing Home patients (Option)
Caff = caffeine; Sighted=sighted persons; Unsighted=unsighted persons; - = no recommendation formulated due to lack of evidence.
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3.2.1.1 Both the Morningness-Eveningness Questionnaire (VEQ)
and measurement of circadian phase markers (e.qg., core body
temperature nadir or timing of melatonin secretion) are at present
of unproved usefulness in evaluation of patients with suspected
SWD. [6.3.2; 6.3.5] (Option)

One level 3 study'! showed that the Morningness-Eveningness
Questionnaire (MEQ) score did not reliably predict an individ-
ual’s adaptability to perform shift work. Another level 3'? study
demonstrated that morning-type individuals may be significantly
sleepier than evening-type persons during simulated night shift
work. One level 2% and two level 3'*! studies have utilized tim-
ing of melatonin rhythm (urinary aMT6s, DLMO) to evaluate
phase shift among night shift workers; results from these studies
have varied ranging from an absence of phase shifts to complete
adaptation. Using mathematical de-masking algorithms, core
body temperature minimum (CBTmin) has been used in several
simulated shift work studies to evaluate phase shifting;'¢?" its ap-
plication in the field appears limited. While these measures have,
for the most part, been used in simulated shift work studies, there
are no trials evaluating the diagnostic accuracy of these tests in
clinical practice.

3.2.1.2 Planned napping before or during the night shift is
indicated to improve alertness and performance among night shift
workers. [6.4.1] (Standard)

One level 1,2 two level 2,27 one level 3,* and one level 4%
studies utilizing both shift work laboratory simulation and field
investigations have shown that napping, including early pre-shift
sleep periods, increased alertness and vigilance, improved reac-
tion times, and decreased accidents during night shift work, with-
out affecting post-shift daytime sleep.

3.2.1.3 Timed light exposure in the work environment and light
restriction in the morning, when feasible, is indicated to decrease
sleepiness and improve alertness during night shift work. [6.4.2.1]
(Guideline)

One level 2%, five level 327 and one level 4°! studies, utiliz-
ing different light intensities (2,350 to 12,000 lux) administered
in various schedules (20 minutes during breaks; four 20-minute
periods throughout the night shift; 30 minute exposures; at least
50% of the shift; during the first half of the shift; or as long as pos-
sible during the shift; and with or without restriction of daytime
light exposure using goggles) have demonstrated subjective im-
provements in work time performance tasks, alertness, and mood
compared to ordinary light exposure. Some studies, but not oth-
ers, have also shown shifts in certain phase markers of circadian
rhythms (e.g., salivary melatonin, CBTmin), and improvements
in daytime sleep.

3.2.1.4 Administration of melatonin prior to daytime sleep is
indicated to promote daytime sleep among night shift workers.
[6.4.2.2] (Guideline)

Results from two level 132** shift work simulation studies, as
well as one level 1,* three level 2337 and one level 3°® field stud-
ies among night workers were analyzed. Compared to placebo,
melatonin administration prior to daytime sleep after night work
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shift improved daytime sleep quality and duration, caused a shift
in circadian phase in some but not all subjects, but failed to en-
hance alertness at night. Melatonin doses in these studies ranged
from 0.5 to 10 mg. From these data, effectiveness did not appear
to correlate with dosage strength or form. However, both level 1
simulation studies showed a positive effect on sleep quality and
used dosages ranging from 1.8 to 3 mg.

3.2.1.5 Hypnotic medications may be used to promote daytime
sleep among night shift workers. Carryover of sedation to

the nighttime shift with potential adverse consequences for
nighttime performance and safety must be considered. [6.4.2.3]
(Guideline)

This recommendation is based on both night shift simulation
experiments (two level 1 studies using triazolam**° and one
level 2 study of temazepam*') and night shift field investiga-
tions (one level 1% and one level 2% study of zopiclone, and
one level 3* study of triazolam). These studies have generally
demonstrated improvements in the duration and quality of day-
time sleep compared to controls but without consistent effects
on objective measures of nighttime alertness. Although the evi-
dence for a positive effect on daytime sleep is strong (favoring
a “Standard” strength recommendation), the balance of risk and
benefit for shift workers is less clear. The clinician should con-
sider that such medications might worsen other coexisting sleep
conditions such as sleep related breathing disorders, and take
care to individualize therapy and monitor for adverse effects by
close follow-up.

3.2.1.6 Modafinil is indicated to enhance alertness during the night
shift for SWD. [6.4.2.4] (Guideline)

Caffeine is indicated to enhance alertness during the night shift
for SWD. [6.4.2.4] (Option)

Studies (field or simulated shift work) using psychostimulants,
such as modafinil (two level 1)** caffeine (one level 1),”' and
methamphetamine (one level 2)* for SWD have demonstrated ef-
ficacy in countering sleepiness and improving psychomotor per-
formance during the night shift compared to placebo. Modafinil
and caffeine in medical doses have established safety records, so
in most cases when enhanced alertness is necessary, the benefits
outweigh the risks for this application. However, the practitioner
needs to take care when using alerting or stimulant agents that
they do not impair daytime sleep periods. Furthermore, although
methamphetamine has also been shown to have efficacy in im-
proving sleepiness, the evidence is less strong, and chronic use of
methamphetamine can be associated with significant abuse liabil-
ity. Finally, stimulants have not been shown to be a safe substitute
for adequate sleep.

3.2.2 Jet Lag Disorder

Jet lag disorder (JLD) is a temporary circadian rhythm disorder
related to travel across time zones in which there is a misalign-
ment between the timing of the sleep and wake cycles generated
by the endogenous circadian clock and that required in the new
time zone. Associated symptoms occur within one to two days
after travel, and include a complaint of insomnia or excessive
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daytime sleepiness and may also include general malaise, somatic
symptoms, or other impairments of daytime function.

3.2.2.1 There is insufficient evidence to recommend the routine

use of actigraphy, polysomnography, or measurement of circadian
phase markers in the evaluation of jet lag disorder. [7.3] (Option)

The diagnosis of JLD is made based on subjective complaints
in the context of travel across multiple time zones.’ As described
in the accompanying review paper, only one questionnaire (Co-
lumbian Jet Lag Scale) designed to assess the presence and sever-
ity of JLD has been validated (level 1).*” This questionnaire is not
yet used routinely in clinical settings. Actigraphy has been used in
several studies of JLD, but only one study attempted to validate
actigraphy as a measure of JLD-related changes in the rest-activ-
ity cycle (level 1).* Polysomnography has been primarily used in
the laboratory setting in studies of simulated JLD, and is generally
not felt to be practical in the clinical evaluation of JLD. Circadian
phase markers (including skin and core body temperature; sali-
vary and urinary melatonin; salivary, urinary and plasma cortisol;
and plasma growth hormone and thyroid stimulating hormone
levels) have been used in studies of JLD, generally as measures
of phase response to treatments. However, the role of circadian
markers in clinical practice is unclear.

3.2.2.2 When time at destination is expected to be brief (i.e.,
two days or less), keeping home-based sleep hours, rather than

adopting destination sleep hours, may reduce sleepiness and jet
lag symptoms. [7.4.1] (Option

One level 2 study compared keeping home-base sleep hours
versus adopting destination sleep hours during a two-day layover
after a 9-hour westward flight, and found that the group that kept
home-base sleep hours experienced less sleepiness and jet lag
symptoms.* However, in that study, keeping home-base sleep
hours was associated with a longer awake period from last lay-
over sleep to first recovery sleep following the return flight, and
one third of subjects expressed a preference for adopting destina-
tion sleep hours.

3.2.2.3 The combination of morning exposure to bright light and
shifting the sleep schedule one hour earlier each day for three
days prior to eastward travel may lessen symptoms of jet lag.
[7.4.2.1] (Option)

In one level 2 simulation study, subjects were phase shifted in
the laboratory in anticipation of eastward travel by the combi-
nation of adjusting their sleep schedule one hour earlier per day
for three days, plus 3.5 hours of bright light (>3000 lux) expo-
sure (continuously or intermittently), resulting in DLMO phase
advance with both bright light conditions and fewer JLD symp-
toms in the continuous bright light group® Another level 2 field
study of light treatment (3000 lux) for 3 hours (compared to dim
red light) at 19:00 destination time for two evenings following a
westward flight (Zurich to New York) found a greater phase delay
in DLMO with bright light, but no significant differences in sleep
or other performance measures, including a scale of JLD symp-
toms.>! Although these measures appear to have a positive effect
on JLD symptoms, studies on patient populations using intention
to treat analysis are lacking. Such analyses are particularly salient
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because the regimen requires significant diligence on the part of
the patient.

3.2.2.4 Melatonin administered at the appropriate time is indicated

to reduce symptoms of jet lag and improve sleep following travel
across multiple time zones. [7.4.2.2] (Standard|

The accompanying review identified 12 double-blind, pla-
cebo-controlled field trials of melatonin. The dose of melatonin
ranged from 0.5 to 10 mg, administered at bedtime, for up to
3 days prior to departure and up to 5 days upon arrival at the
destination. Two level 1°***and four level 257 studies demon-
strated improvement in JLD symptoms with melatonin admin-
istration. Conversely, one level 1*7 study did not demonstrate
improvement in JLD symptoms with melatonin, and another
level 28 study found melatonin was more effective than placebo
during the first 3 days post-travel, but after 3 additional days
melatonin lost its advantage. Four level 1°%°35%% and one level
26! studies found that melatonin administered following travel
improves the duration and quality of sleep, based on both sub-
jective and objective measures of sleep. In addition, one level 2
study®? found that melatonin accelerated entrainment of cortisol
rhythms to the new time zone, and another level 2 study®' found
that melatonin accelerated circadian entrainment based on oral
temperature rhythms.

Although the majority of studies involved use of melatonin for
eastward travel, two level 2 studies®*’ found improvements in
JLD scores and sleep in participants after westward travel cross-
ing 12 or more time zones.

The most effective dose of melatonin for JLD is unclear. One
level 1 study™ found 5 mg immediate-release melatonin to be
more effective at relieving symptoms of JLD compared to a 2 mg
slow-release formulation, but it was only marginally more effec-
tive than a 0.5 mg immediate-release formulation. These results
suggest that immediate-release formulations in doses of 0.5 to
5 mg may be effective at relieving JLD symptoms. Melatonin
preparations are not regulated by the Food and Drug Administra-
tion. However, the medical literature has not produced evidence
of significant risk derived from its use. Thus, the benefits are well
supported, and the risks seem low.

3.2.2.5 Short-term use of a benzodiazepine receptor agonist
hypnotic is indicated for the treatment of jet lag-induced insomnia,
but potential adverse effects must be considered, and effects on
daytime symptoms of jet lag disorder have not been adequately
addressed. [7.4.2.3] (Option)

Three level 13266 and six level 2% studies tested the use of
hypnotic agents for JLD-induced insomnia. Four studies involved
use of traditional benzodiazepine hypnotics. One level 2 study®
found that temazepam 10 mg had little effect on JLD symptoms,
sleep quality, or circadian entrainment following westward travel.
However in another level 2 study,® temazepam 20 mg improved
subjective sleep quality following eastward travel, but sleep and
circadian measures did not improve. One level 2 study® involv-
ing use of midazolam found improvements in subjective sleep
following eastward travel. Finally, one level 2 simulation study®
designed to mimic westward travel found that triazolam was
not different from placebo in sleep efficiency or total sleep time
(measured by PSG).
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Five studies used one of the newer non-benzodiazepine hypnot-
ics. One large level 1 study® found that zolpidem 10 mg adminis-
tered at bedtime for 3—4 nights following eastward travel across 5-9
time zones improved self-reported total sleep time and sleep qual-
ity, and reduced awakenings from sleep; however daytime symp-
toms of JLD were not addressed. Another level 2 study® found that
zopiclone 7.5 mg given at bedtime improved sleep duration (mea-
sured by actigraphy) for the four post-flight days following a 5-hour
westward flight. Daytime activity was also greater, but subjective
JLD scores were not improved (compared to placebo).

Two studies compared a non-benzodiazepine hypnotic with
melatonin or placebo following eastward travel. One large level
1 study* found that zolpidem 10 mg administered during a night
flight and for 4 days after arrival following eastward travel across
6-9 time zones was significantly better than melatonin 5 mg (or
placebo) in counteracting JLD symptoms, and better at achieving
self-reported sleep duration and self-reported sleep quality (but
not verified by actigraphy). In this study, a group receiving zolpi-
dem plus melatonin did not report better sleep or better JLD scores
than the zolpidem alone group. Another level 1 study® found that
zopiclone 15 mg (compared to melatonin 2 mg or placebo) ad-
ministered for one night only after arrival found that zopiclone
and melatonin were equally effective at improving both subjec-
tive and objective (actigraphy) sleep duration and quality. Other
symptoms of JLD were not assessed.

One small level 2 study of simulated eastward 8 hour time
shift”” compared zolpidem 10 mg (versus placebo) given at the
new bedtime on the first two nights following the shift with the ef-
fects of continuous bright light exposure (versus dim light) upon
awakening on the day of the advance and the following day. Total
sleep times (by polysomnography) did not differ between treat-
ments, though sleep efficiency improved with zolpidem (on the
night of the shift only) or with bright light (on the night after shift
only). No other symptoms of JLD were reported.

Thus, these agents are in general effective for treatment of the
insomnia of JLD, but of unproved benefit for the daytime symp-
toms. In addition, some caution is warranted in the use of hypnot-
ics for JLD, since adverse effects have been reported, including
global amnesia,” and at least one study reporting a much higher
rate of adverse events with a hypnotic (zolpidem) compared to
other treatment groups.*>

3.2.2.6 Caffeine is indicated as a way to counteract jet lag-induced
sleepiness, but may also disrupt nighttime sleep. [7.4.2.4] (Option)

Two level 2 studies tested the use of slow-release caffeine af-
ter travel across times zones. One level 2 study found that either
slow-release caffeine 300 mg daily for 5 days after flight or mela-
tonin 5 mg daily starting on the day of travel to 3 days post flight
following eastward travel across 7 time zones (compared to pla-
cebo) was associated with faster entrainment of circadian rhythms
as measured by salivary cortisol levels.®? In another level 2 study
utilizing the same protocol,®' slow-release caffeine resulted in less
daytime sleepiness (compared to melatonin or placebo) by objec-
tive but not subjective measures, but also reported longer sleep
onset and more awakenings at night. The benefit of improved
daytime sleepiness must be weighed against disrupted nocturnal
sleep. Additionally, information was lacking on the effect of caf-
feine on other daytime symptoms of jet lag. Individualized thera-
py and clinical follow-up is recommended.
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3.2.3 Advanced Sleep Phase Disorder

Advanced sleep phase disorder (ASPD) is defined as a sleep
pattern scheduled several hours earlier than is usual or desired.
There is no standard for how much earlier a sleep schedule needs
to be in order to qualify as pathological. Diagnosis depends on
the amount of distress the patient expresses about being unable
to conform to a more conventional sleep schedule after ruling out
other causes of sleep maintenance insomnia.

3.2.3.1 There is insufficient evidence to recommend the use of the

Morningness-Eveningness Questionnaire (MEQ) for the routine
diagnosis of ASPD. [11.3.2] (Option)

This parameter is based upon committee consensus. There were
two level 2 studies’” that found ASPD patients scored high on
the MEQ indicating morning-lark traits. A third study (level 3)"
also found high MEQ scores in subjects presumed to have ASPD.
However, there were no studies that evaluated the sensitivity or
specificity of this questionnaire as a diagnostic tool in sleep clinic
or general populations. The MEQ can serve a confirmatory role
for ASPD diagnosis but may not by itself serve as a basis for this
diagnosis.

3.2.3.2 Polysomnography is not routinely indicated for the
diagnosis of ASPD. [11.3.3] (Standard)

This is a reiteration of the prior practice parameter paper pro-
vided regarding indications for PSG."° Regarding ASPD, no studies
retrieved for review utilized PSG to make this diagnosis. One level
2 study” found the expected advance in the time of sleep onset in
ASPD subjects; on the other hand, another level 2 study’ found
fairly standard bedtimes in ICSD-ASPD diagnosed subjects.

3.2.3.3 There is insufficient evidence to recommend the use of

circadian markers for the routine diagnosis of ASPD. [11.3.4]
(Option)

There were two level 2 studies’"’? using DLMO as a circadian
marker and one level 3 study” using urinary 6-sulfatoxy melato-
nin (MT6) acrophase which found advanced melatonin secretion
in presumed ASPD subjects. Three level 2 studies™ " and one lev-
el 4 study”” found early core body temperature minima in patients
with ASPD, sleep maintenance or terminal insomnia. The review
indicated that the available data are limited by heterogeneity of
subjects. Additionally, none of the studies evaluated the use of
circadian markers as diagnostic aids (no measures of the sensitiv-
ity or specificity of the tests). Thus, although the results of such
measures are generally consistent with advanced circadian tim-
ing, measuring circadian markers can not yet be recommended as
diagnostic aids.

3.2.3.4 Prescribed sleep/wake scheduling, timed light exposure,
or timed melatonin administration are indicated as treatments for

patients with ASPD. [11.4] (Option)

This recommendation is based on available evidence and
committee consensus. One level 4 study”™ achieved sleep ad-
vance with sleep scheduling. There have been six studies using
scheduled bright light as a treatment. One level 3 study” found
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evening light exposure no more effective than placebo in shifting
circadian phase. A level 2 study” succeeded in reducing time in
bed after awakening in the morning. Another level 2 study’ that
used ICSD criteria to determine ASPD presence succeeded in
improving sleep variables but another level 2 replication of this
study” did not. One level 4”7 and one level 2 study’ achieved
post-treatment DLMO phase delays and improved sleep quality
in patients with complaints of terminal insomnia. Although there
is a rationale for using melatonin for ASPD, there is no reported
evidence in support of this treatment. Overall, the evidence for
efficacy of these interventions is weak or conflicting, but the
risks and costs entailed are low. As there are few alternatives, an
individualized approach using one or more of these treatments
with follow up to ascertain efficacy or side effects may be ap-
propriate.

3.2.4 Delayed Sleep Phase Disorder

Delayed sleep phase disorder (DSPD) is characterized by a stable
delay of the habitual nocturnal sleep period. Individuals with DSPD
are often unable to fall asleep until the early morning hours and un-
able to awaken until late morning or early afternoon. During their
preferred sleep schedules, sleep duration and quality are generally
normal. However, sleep-onset insomnia and morning sleepiness oc-
cur if sleep and waking are attempted at an earlier time.

3.2.4.1 Polysomnography is not indicated in the routine
assessment of DSPD. [12.3.5] (Standard)

This is a reiteration of the indications for PSG practice pa-
rameters.'’ In the present review, one study using PSG in pa-
tients with DSPD that compared conventional and habitual sleep
schedules demonstrated differences in sleep duration and sleep
architecture. Nevertheless, PSG rarely provides additional in-
formation from that obtained from sleep history and sleep logs,
and no new studies addressed the use of PSG as a diagnostic aid
in DSPD.

3.2.4.2 Morning light exposure is indicated in the treatment of
DSPD. Optimal timing, duration, and dosing of morning light
treatment for DSPD remain to be determined. [12.4.2] (Guideline)

One level 1% and one level 2*' study demonstrated that proper-
ly timed morning light exposure causes a phase advance of sleep
onset time and circadian rhythms (CBTmin), and increases objec-
tively determined daytime alertness. In the reviewed studies, 2500
lux for 2-3 hours prior to or at rise time was used. The effects of
lower doses, blue light wavelengths, or other timings are not yet
known. The treatments were generally well tolerated and of some
beneficial effect, but more potent and less difficult to follow treat-
ments are needed.

3.2.4.3. Chronotherapy (i.e.. prescribed progressive delay in the

schedule of sleep time until the desired sleep schedule is reached)
may be useful for DSPD. [12.4.1] (Option)

This recommendation for chronotherapy is based only on two
level 4 case report studies®>®* and committee consensus; there are
no controlled trials supporting its efficacy or safety. Longer last-
ing and more practical alternatives are needed given that compli-
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ance with the treatment is difficult and lasting benefit has not been
demonstrated.

3.2.4.4 Properly timed melatonin administration is indicated as a
therapy for DSPD. [12.4.3] (Guideline,

This recommendation is supported by one level 1% two level
2858 and one level 47 studies. Afternoon or evening administra-
tion of melatonin shifts circadian rhythms (indicated by dim light
melatonin onset [DLMO] and core body temperature minimum,
[CBTmin]) to an earlier time. Compared to placebo, melatonin
treatment reduced sleep onset latency, but there was no change
in total sleep time or subjective daytime alertness. As with other
studies involving melatonin, the optimal timing and dosing of
melatonin administration are not established. In the reviewed
studies, three used 5 mg®*83%” while one * used two strengths (0.3
mg and 3 mg). Effective times of administration varied between
1.5 and 6 hours prior to the habitual bedtime.

3.2.4.5. Vitamin B12 is not indicated in the treatment for DSPD.
[12.4.4] (Guideline)

This recommendation is based on one level 1% multicenter
study in which no benefit compared to placebo was noted follow-
ing administration of vitamin B12 (1 mg) three times a day to 50
subjects for four weeks.

3.2.4.6 There is insufficient evidence supporting the use of
hypnotic medications to promote sleep or the use of stimulant
medications to promote alertness for DSPD. [12.4.5; 12.4.6]
(Option)

This parameter is based on committee consensus. There was
only one level 4 report® indicating some benefit, but sufficient

evidence to support this practice is lacking.

3.2.5 Free-Running Circadian Rhythm Sleep Disorder

Patients with free-running (FRD) rhythms are thought to re-
flect a failure of entrainment. This condition is most common in
blind individuals (about 50% of whom have FRD) and is highly
unusual in sighted individuals. Because of this, as noted in the ac-
companying review, most studies are level 4 single case reports.
Roughly one-fourth of sighted individuals with FRD have related
psychiatric diagnoses.

3.2.5.1 Sleep logs are useful for assessment in FRD patients.
[13.3.1] (Option)

This recommendation is based on committee consensus and
clinical practice rather than data. Sleep logs have been found use-
ful in determining sleep patterns in people with FRD.

3.2.5.2 Circadian phase markers are useful to determine circadian
phase and confirm the diagnosis of FRD in sighted and unsighted
atients. [13.3.4] (Option

This parameter is supported by evidence presented in the accom-
panying review and by committee consensus. There are one level 2%
and seven level 4 studies®* that have used the melatonin rhythm
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as an indicator of phase in sighted individuals. In addition, there are
four level 2 studies” '™ and four level 4 studies''-'** that have used
the timing of melatonin secretion to determine free running rhythms
in blind individuals. There is also one level 4 study'® that used core
body temperature measurements to detect free-running rhythms.
Multiple measurements of circadian phase over the course of several
weeks are suggested for all circadian markers. The ICSD-2 suggests
use of sleep logs or actigraphy for more than seven days in order to
establish the daily drift of the endogenous rhythm. Since sleep-wake
times are influenced by social schedules and requirements, these
data may be less compelling than phase markers, which provide a
more direct measure of the intrinsic circadian rhythm. This is par-
ticularly the case when the diagnosis is suggested by sleep log data
or actigraphy, but these data are conflicting or thought unreliable.

3.2.5.3 Prescribed sleep/wake scheduling as a method to improve
circadian rhythms may be useful for therapy of FRD in sighted
individuals. [13.4.1] (Option)

Improving the structure of the sleep wake cycle in sighted pa-
tients with FRD (sometimes with the help of family and friends)
is areasonable treatment approach, but there have been no clinical
trials to test the efficacy of specific interventions.

3.2.5.4 Circadian phase shifting by timed light exposure may be
used to treat FRD in sighted individuals. [13.4.2] (Option)

There are five level 4 reports®**!%-1% that morning light ex-
posure was successful in entraining circadian rhythms in sighted
individuals.

3.2.5.5 Circadian phase shifting by timed melatonin administration
may be used to treat FRD in sighted individuals. [13.4.3] (Option)

There are four level 4 reports® #1919 in which sighted FRD
patients treated with melatonin at bedtime achieved successful
phase advance. The most common dose used was 3 mg.

3.2.5.6 Timed melatonin administration is indicated for the therapy
of FRD in blind individuals. [13.5.2] (Guideline)

There are four level 4 case reports''*!"* and five small level 2

studies®® %2 which successfully entrained FRD rhythms in blind
individuals using a variety of doses, timing and duration of mela-
tonin treatment. A recent level 4 case report'® suggests that physi-
ological doses (approximately 0.3 mg) may be more effective than
pharmacologic doses (typically >2 mg) for this indication.

3.2.5.7 There is insufficient evidence to support using vitamin B12
in treating FRD in sighted individuals. [13.4.6] (Option)

The evidence for use of vitamin B12 is conflicting, and there
is little physiologic rationale for its effectiveness. There were two
case reports (level 4)"'*!"> using vitamin B12 that were success-
fully entrained.

3.2.6 Irreqular Sleep-Wake Rhythm

An irregular sleep-wake rhythm (ISWR) is characterized by a
relative absence of a circadian pattern to the sleep-wake cycle.
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Total sleep time is essentially normal, but there are multiple ir-
regular sleep bouts during a 24-hour period. ISWR is commonly
associated with neurological impairment, and much of the clini-
cal research in this condition has involved older people with
dementia.

3.2.6.1 The use of sleep logs and/or actigraphy are indicated to
identify and monitor treatment outcomes in ISWR, including in
older people with dementia and those living in nursing homes.
[14.3.1; 14.3.3] (Guideline)

This recommendation expands the recently updated AASM
practice parameters on the use of actigraphy in the assessment of
sleep and sleep disorders.® The review paper accompanying this
current practice parameter paper did not systematically review
the use of actigraphy in general or the use of sleep logs in ISWR.
This recommendation addresses the use of actigraphy specifically
in ISWR. The accompanying review paper to this CRSD practice
parameters paper also addresses the use of sleep logs. In addi-
tion, this recommendation is further supported by inclusion of the
use of sleep logs or actigraphy in the ICSD-2 diagnostic criteria
for CRSD.’ However, the review cited studies using actigraphy
which included patients with evidence of ISWR (the diagnosis
of which had to be inferred based on description of participants)
using actigraphy among older people with dementia and/or living
in a nursing home were cited in the review. This included two
Level 181" and 6 Level 2 studies."®!?* Although these studies
are well designed, they generally did not compare actigraphy to
some other gold standard in diagnosing ISWR. Sleep logs were
generally not used in these studies (likely due to patients’ cogni-
tive impairment).

3.2.6.2 Daytime bright light exposure may improve circadian rest-
activity rhythms and consolidation of sleep and wake in nursing
home residents with dementia and ISWR. [14.4.2.1] (Option)

There were 9 studies that tested the effects of bright light
exposure alone among nursing home residents (the major-
ity with dementia) in whom sleep disturbance was presumably
consistent with an ISWR, with positive results reported in all
but one study.!?! Three level 2 studies!*2*123 two level 3 stud-
ies'?*12% and two level 4 studies'**!'?” found positive effects on
circadian rest-activity thythms and/or sleep with bright light
exposure (provided for two hours in most studies, with a range
of 1500-8000 lux across studies). Three of these studies tested
morning bright light, one tested evening bright light, two tested
both morning and evening bright light, and one tested increased
light exposure throughout the day. The negative level 2 study'!
tested morning bright light (2 hours >2500 lux) which did not
result in significant changes in sleep or circadian rest-activity
rhythms.

3.2.6.3 Melatonin is not indicated for the treatment of ISWR in

older people with dementia, but may be indicated for children with
ISWR and severe psychomotor retardation. [14.4.2.2] (Option)

Two studies tested melatonin administration for ISWR in pa-
tients with dementia. The first was a large level 1 study'” which
tested administration of 8 weeks of melatonin (10 mg or 2.5 mg,
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sustained release formulations) among patients with Alzheimer
disease with disturbed sleep patterns that were presumably con-
sistent with an ISWR. The study found no evidence of improve-
ment in sleep (by actigraphy). A second smaller level 1 trial '
found that slow-release melatonin (6 mg) also had no effect on
actigraphically estimated sleep.

Three level 4 studies found some benefit in treating sleep dis-
turbances in severely impaired children with presumed ISWR, in-
cluding children with severe psychomotor retardation,'? and neu-
rologically multiply disabled children."**!*! However, one level
2 study'* which involved use of melatonin to improve sleep in
girls with Rett syndrome and associated mental retardation was
negative.

3.2.6.4 Mixed modality approaches combining bright light
exposure, physical activity, and other behavioral elements are
indicated in treatment of ISWR among older people with dementia
(Guideline), including nursing home residents (Guideline), and

children with ISWR and moderate to severe mental retardation.

[14.4.3] (Option)

Two studies tested mixed modality approaches for sleep dis-
turbance (presumably consistent with ISWR) in older people
with dementia. One level 2 study'® in nursing home residents
(the majority with dementia) tested a short (5-day) mixed mo-
dality intervention (increased daytime sunlight exposure, in-
creased physical activity, structured bedtime routine, and de-
creased nighttime noise and light) decreased daytime sleeping.
Another level 1 study'® in community-dwelling dementia pa-
tients tested an 8-week mixed modality intervention (combining
light exposure, exercise, sleep scheduling, and sleep hygiene)
which decreased nighttime awakenings, decreased total wake
time, decreased daytime sleepiness and decreased symptoms of
depression. A Level 4 study'? in children with moderate to se-
vere mental retardation who had failed prior medication/behav-
ior treatment for sleep disturbance, combined bright light expo-
sure (for 8 months) with a behavioral program, and found that 5
out of 14 patients responded to treatment with improvement in
nocturnal and 24-hour sleep.

4.0 SUMMARY AND FUTURE RESEARCH

Basic science developments have outpaced research in the de-
velopment of clinical interventions for the treatment of CRSDs.
A foundation for understanding of the pathophysiology of CRSD
has been built by the discipline of circadian rhythm science that
now extends from molecular biology to behavior. However, sound
clinical practice must be based on both a scientific understanding
of pathophysiology as well as empirical evidence derived from
clinical application, ideally from well-designed clinical trials. It is
in the area of clinical application that future advances are sorely
needed. In what follows we outline areas for future development
for each aspect of the CRSDs.

4.1 Molecular Genetics of CRSD
Further research in this basic science area is likely to bring im-

portant insights into the mechanisms of CRSDs but the research is
in its early stage and does not yet have clinical application.
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4.2 Jet Lag

Additional studies are needed to support the finding that stay-
ing on one’s home-based sleep schedule is helpful when time
spent at destination is brief and to support the impact on jet lag
symptoms of alteration of the timing of sleep prior to eastward
travel. More research with larger samples is needed to determine
the clinical feasibility of a program of appropriately timed light
exposure scheduled prior to travel or on arrival at the traveler’s
destination. Because the effects of hypnotics on daytime symp-
toms of jet lag have not been well studied and are unknown,
more research is needed. Further, research is needed to weigh the
benefit of using hypnotics against the risk of side effects. Lastly,
more research is needed to study the efficacy of caffeine to coun-
teract jet lag induced sleepiness. These studies should weigh the
stimulant benefits of caffeine on daytime sleepiness against their
tendency to disrupt nighttime sleep.

4.3 Shift Work Disorder

Formal diagnoses have seldom been performed on subjects
in SWD research. It is important that subjects be diagnosed ac-
cording to formal SWD criteria to test the reliability and validity
of ICSD-2 Diagnostic Criteria as well to test the reproducibility
of treatment results. Diagnostic evaluation is also necessary to
determine the parameters of normal or pathological responses to
the stress of the unnatural sleep schedules associated with shift
work. More studies are required to support the use of planned
napping before or on the job to counteract sleepiness during shift
work; current research evidence is limited but consistent in dem-
onstrating an increase in alertness on the job. Although phase
shifting and circadian realignment has been achieved with timed
light exposure in simulated shift work situations, to determine the
clinical utility of the treatment there is need for studies with larger
sample of subjects meeting SWD criteria that also use a credible
placebo control. Further there is need for comparative testing of
specific timing, intensity of light exposure, and duration of treat-
ment. There is mixed evidence supporting melatonin administra-
tion prior to daytime sleep. It is difficult to draw firm conclusions
from current research due to variability in shift schedules, as well
as in melatonin dosage and timing among these studies. There are
good theoretical reasons why melatonin (or melatonin agonists)
might benefit daytime sleep in night workers, but more research
is needed in which comparisons are made between similar dos-
age and timing. Attempts should be made to tease out whether
observed improvement in daytime sleep is related to a hypnotic
effect rather than a phase shifting effect. Although night shift
simulation studies have demonstrated that hypnotics increase
daytime sleep, there are doubts that the treatment improves night-
time alertness. To assess the efficacy and safety of hypnotics for
improving nighttime performance, studies are needed that em-
ploy objective as well as subjective outcome measures of sleep
and alertness. Given the varying pharmacokinetics of individual
drugs, studies of specific medications should be compared. Fi-
nally, although modafinil has received FDA approval for use in
improving nighttime alertness in shift workers, caffeine, a stimu-
lant not considered a drug, is an inexpensive easily available al-
ternative stimulant. Further research is required to demonstrate its
effectiveness and potential side-effects.
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4.4 Advanced Sleep Phase Disorder

Because there is no strict definition of how advanced the sleep
schedule needs to be in order to qualify as pathologic, current di-
agnosis depends on the degree of difficulty a patient experiences
with conforming to a desired sleep schedule. It would be help-
ful if future research characterized the complaints associated with
this diagnosis in terms of actual sleep times, sleep schedules and
other subject characteristics (such as employment status). Fur-
ther research is required regarding the efficacy and practicality of
phase-advance chronotherapy for patients with ASPD. Treatment
of ASPD (or presumed ASPD) at this time consists exclusively of
evening light therapy achieving overall conflicting results except
for subjective improvement. In future research, subjects should
be screened to meet standard ICSD-2 criteria and consistent use
of established circadian phase markers. Comparisons should be
made between standard intensity and durations of treatments.
Systematic measures of treatment compliance should be assessed.
The safety and treatment benefits of blue light, such as reduction
in the amount of exposure time required to achieve treatment ef-
fects, should be explored. The utility of melatonin administration
in the treatment of putative ASPD should be studied in large ran-
domized, controlled, clinical trials.

4.5 Delayed Sleep Phase Disorder

The etiology of DSPD is unknown, and it is unclear whether
this is a manifestation of intrinsic pathology or a socially rein-
forced sleep-wake schedule that can be readily modified if cir-
cumstances require it. Future research should attempt to sort out
the contributions of these factors to research participants’ de-
layed sleep schedules. Even though a prescribed sleep schedule
(chronotherapy) is a reasonable treatment for DSPD, there are
no controlled clinical trials documenting its efficacy and safety.
Thus future research should be conducted to determine these is-
sues. Although the evidence is limited, light exposure treatment,
timed to advance rhythms (based on the light PRC) appears to be
a reasonable and effective intervention for DSPD. In the clinical
context, compliance may be a significant problem. Although there
is strong evidence that melatonin, timed to promote a corrective
phase advance, is an effective treatment for DSPD, further study
is required to determine the optimal parameters for scheduling
and dosing. Finally, future research on promoting sleep with hyp-
notic medication and promoting alertness with stimulant medica-
tion should be considered.

4.6 Free-Running Disorder

Although appropriately timed bright light exposure and melato-
nin administration have been shown to be effective, there are few
treatment studies of free-running disorder CRSD among sighted
individuals because of the rarity of the condition. Appropriately
timed melatonin in doses from 0.5 mg to 10 mg have been shown
to entrain totally blind people who have FRD. The effective dose
may be even less than 0.5 mg (the dose that approximates a physi-
ological plasma concentration). Treatment must be sustained
or relapse will occur. Entrainment may not occur for weeks or
months after initiating treatment, depending on the phase of the
patient’s thythm when treatment is started and the period of the
patient’s free-running rhythm. There are limited data on the use of
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hypnotic medications to promote sleep and on stimulant medica-
tions to enhance alertness.

4.7 Irregular Sleep-Wake Rhythm Disorder

It is important that future studies of ISWR patients (such as
elderly dementia patients) characterize them according to formal
sleep diagnostic criteria. This will enable the development of a
body of knowledge describing the effectiveness of clinical treat-
ments for patients with specific clinical characteristics. While
there have been no studies examining prescribed sleep/wake
scheduling per se, some of the mixed modality treatments'!'®
included structuring the sleep/wake schedule as part of their treat-
ment protocols. Although abnormalities in both circadian phase
and amplitude may underlie the other CRSDs, diminished circa-
dian amplitude is often hypothesized to be especially important
in ISWR. Consequently, numerous studies have attempted to treat
inferred ISWR by structuring and reinforcing relevant circadian
time cues (zeitgebers) in order to increase the amplitude of the
circadian cycle. These interventions have included daytime light
exposure, melatonin supplementation, and mixed modality treat-
ments, typically combining daytime light exposure with behav-
ioral interventions, such as sleep/wake scheduling and increasing
daytime activity. Bright light exposure during the day has had
modest effects on the consolidation of sleep and wake in nurs-
ing home patients with Alzheimer disease (AD) and associated
ISWR. More data are needed to support the effectiveness of this
treatment, as well as information regarding the most efficacious
timing of light exposure. Current data do not support the use of
melatonin for treating ISWR, at least in association with AD.
However, the efficacy of smaller doses of melatonin and emerg-
ing melatonin receptor agonists has yet to be determined. More
research is needed in the area of mixed modality approaches to
determine if such treatment approaches might be more efficacious
than the use of light alone. There is great need for rigorous, well-
controlled clinical trials of hypnotic treatments for sleep distur-
bance in demented patients to fill a serious and continuing gap
in our knowledge. There is also a great need to conduct carefully
controlled clinical trials of the efficacy of stimulant medications,
such as modafinil in AD patients.

A foundation for understanding the pathophysiology of DSPD,
ASPD, FRD, ISWR, JLD, and SWD has been built on the prin-
ciples of circadian rhythm science, and these principles have
pointed the way to rational clinical interventions. Future empha-
sis should be placed on clinical trials utilizing formal (criteria
based) diagnostic categories that can translate circadian scientific
principles into practice with “real” patients.
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The Impact of Rotating Shift Work on the Prevalence of
Irritable Bowel Syndrome in Nurses
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OBJECTIVES:  Shift work has been associated with gastrointestinal symptoms such as abdominal pain, consti-
pation, and diarrhea. These symptoms overlap with those reported by patients with functional
bowel disorders. Because shift work will lead to misalignment between the endogenous circadian
timing system and the external 24 h environment, we hypothesized that nurses participating in
shift work will have a higher prevalence of functional bowel disorders when compared with nurses

participating in day shifts.

METHODS: Nurses engaged in patient care were invited to complete Rome lll, irritable bowel syndrome—quality of
life measure (IBS-QOL) and modified Sleep-50 questionnaires. Respondents were classified as working
day, night, or rotating shifts. The prevalence of IBS, functional constipation, functional diarrhea, and

individual gastrointestinal symptoms was determined.

RESULTS: Data were available for 399 nurses (214 day shift, 110 night shift, and 75 rotating shift workers).
Rotating shift nurses had a significantly higher prevalence of IBS compared to day shift nurses (48% vs.
31%, P<0.01). Multivariable logistic regression correcting for age, gender, and sleep quality proved
this association robust. IBS-QOL scores among groups were similar. Prevalence of functional consti-

pation and functional diarrhea was similar between groups. Rotating shift nurses had a significantly

higher prevalence of abdominal pain compared to day shift (81% vs. 54%, P<0.0001) and night

shift workers (61%, P=0.003).

CONCLUSIONS:

Participation in shift work, especially rotating shift work, is associated with the development of IBS

and abdominal pain that is independent of sleep quality. Circadian rhythm disturbances may have a
function in the pathogenesis of IBS and abdominal pain.

Am ] Gastroenterol advance online publication, 16 February 2010; doi:10.1038/ajg.2010.48

INTRODUCTION

Functional bowel disorders are symptom-based gastrointestinal
disorders that are commonly encountered in the general popu-
lation (1). The most common functional bowel disorder is irri-
table bowel syndrome (IBS), which is defined by the presence
of abdominal pain or discomfort in association with altered
bowel habits (1). The etiology of IBS is unknown but altera-
tions in motility, visceral sensitivity, intestinal barrier function,
genetics, and psychological makeup have been implicated in its
pathogenesis (2-6). In addition, although controversial, IBS has
been associated with sleep disorders (7-9).

The aim of this study was to determine whether disruption of
biological rhythms through the participation in shift work was
associated with functional bowel disorders. The basis for this study
was formed by several observations. First, disruption of biological

rhythms secondary to shift work, travel across different time zones,
or space flights has been associated with gastrointestinal symp-
toms such as abdominal discomfort, constipation, or diarrhea
(10-15). These symptoms overlap with those reported by patients
with functional bowel disorders. Second, chronic disruption of
biological rhythms due to shift work has been associated with the
development of serious gastrointestinal disease. For example, data
from the Nurses Health Study showed that women who worked
at least three rotating nights per month for 15 or more years had
a significantly greater risk of developing colorectal cancer when
compared to women who never worked rotating night shifts (16).
Third, a recent clinical study showed that melatonin, a known
regulator of circadian rhythms, can improve IBS symptoms (17).
To better understand the association between disruptions in
circadian rhythms and functional bowel disorders, we conducted
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a cross-sectional observational study to determine the prevalence
of IBS, functional constipation, functional diarrhea, and individ-
ual gastrointestinal symptoms among nurses participating in shift
work. To assess whether functional bowel disorders result from
disruption in biological rhythms (chronodisruption (18)), we also
assessed sleep quality to control for the possible confounding func-
tion of sleep. We hypothesized that the prevalence of functional
bowel disorders would be greatest in nurses participating in rotat-
ing shifts (as opposed to permanent day or permanent night shift
workers) as those individuals are most likely to develop a chronic
misalignment of the endogenous circadian timing system with the
external 24 h environment. We also hypothesized that the effect of
shift work on the prevalence of functional bowel disorders would
be independent of the quality of sleep.

METHODS

Study subjects

All nurses employed within the University of Michigan Health
System Nursing Department were contacted by e-mail (approxi-
mately 2,500 nurses). Subjects were incentivized to participate by
automatic enrollment into a drawing for one of four gift certifi-
cates. Nurses interested in participating in the study were directed
to the web-based study surveys. All survey materials were col-
lected without identifying information. The study protocol was
reviewed and approved by the institutional review board of Uni-
versity of Michigan. The study recruitment period was between
November 2007 and February 2008.

Enrolled subjects were classified into three groups: (i) nurses
working permanent day shifts, (ii) nurses working permanent
night shifts, and (iii) nurses rotating between day and night
shifts. This classification was based on each subject’s response
to the following question: “What best describes your work
schedule?”

Subjects with a self-reported organic gastrointestinal disorder
(peptic ulcer disease, inflammatory bowel disease, malignancy,
gallbladder disorder, pancreatitis, or liver disease), previous sur-
gery of the gastrointestinal tract, current pregnancy, or breast-
feeding were excluded from the analyses. Subjects who were
not involved in direct patient care or who did not complete all
required study questionnaires were also excluded from the final
analysis.

Questionnaires
All subjects completed the following surveys:

1. General demographic form, including questions on age, sex,
race, height, weight, chronic medical conditions, medical history,
and medications used. In addition, data were gathered on specific
work schedules, length of particular shift-work schedule, and
specific job description.

2. IBSmodules from the Rome Il questionnaire (available at http://
www.romecriteria.org/criteria/). This validated survey was used to
identify subjects with IBS and classify them into the following sub-
groups: constipation-predominant IBS, diarrhea-predominant IBS,
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mixed IBS, or unsubtyped IBS subgroups. Questionnaires were
also used to establish the prevalence of functional constipation and
functional diarrhea.

3. Irritable bowel syndrome-quality of life measure (IBS-QOL).
This is a validated 34-item survey developed to assess the impact
of IBS symptoms on disease-specific quality of life (19). A higher
score on this scale correlates with a better quality of life.

4. Modified Sleep-50 questionnaire. This questionnaire is designed
to detect sleep disorders as listed in the Diagnostic and Statistical
Manual of Mental Disorders. Three items from the Sleep-50 were
used to assess overall sleep quality (“Generally, I sleep badly,” “I
feel sleepy during the day and struggle to remain alert,” and “T have
difficulty falling asleep”).

Statistical analysis

On the basis of an assumed IBS prevalence of 15% in nurses work-
ing permanent day shifts, we calculated a required sample size of
at least 213 day shift participants and 71 participants in each of
the other shift work groups to detect an odds ratio of 2.5 with a
power of 80%. Comparisons of continuous variables were made
with analysis of variance. Comparisons of categorical variables
between groups were made with y?-test or Fisher’s exact test. For
the comparison of items of the Sleep-50 questionnaire with bowel
symptoms, the Bonferroni correction was used to assess statisti-
cal significance due to the multiple comparisons (P<0.00017 was
considered significant). Multivariate logistic regression was also
performed for IBS and individual symptoms.

RESULTS

General information

Of 2500 nurses, 552 (22.0%) completed the surveys online. Fol-
lowing application of exclusion criteria as defined in the method
section, 399 nurses were included in the final analyses. Of the 399
nurses, 214 reported working day shift, 110 reported working
night shifts, and 75 reported working rotating shifts. Table 1 sum-
marizes demographic characteristics of the nurses in the three
groups. More than 85% of respondents were women. Night shift
and rotating shift nurses were younger than day shift nurses. Day
shift nurses had significantly longer work experience compared
to night shift and rotating shift nurses. There were no significant
differences in body mass index between groups.

There were no differences in the use of medications for gastroin-
testinal symptoms, antidepressants, sedatives/hypnotics, thyroid
replacement, medications for diabetes mellitus, hormone replace-
ment therapy, or vitamins/minerals.

Prevalence of functional bowel disorders and individual bowel
symptoms

The prevalence of IBS, functional constipation, and functional
diarrhea in the three groups of nurses are summarized in Table 2.
The prevalence of IBS was significantly higher in rotating shift
nurses when compared with day shift nurses. When IBS subtypes
were assessed, the prevalence of mixed IBS in rotating shift nurses
was significantly higher when compared with nurses working day
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Table 1. Study population demographics

Permanent day shift workers

Permanent night shift workers

Impact of Rotating Shift Work on IBS

Rotating shift workers

(n=214) (n=110) (n=75) P value
Age (years) 45.6 £9.3 415+11.0 37.3+10.8 <0.0001
Male/female (% males) 20/194 (9.4%) 11/98 (10.1%) 10 /65 (13.3%) NS
BMI 27.6 £6.7 289+7.2 27.5+6.6 NS
Nursing experience (years) 19.6 +10.3 129+11.2 11.0+10.3 <0.0001

BMI, body mass index.

Table 2. Prevalence of functional gastrointestinal disorders stratified by work schedule

Permanent day shift workers
(n=214)

IBS 66 (31.3%)

IBS-M 46 (21.5%)
IBS-D 10 (4.7%)
IBS-C 9 (4.2%)
Functional constipation 29 (13.6%)
Functional diarrhea 4(1.9%)

Permanent night shift workers
(n=110)

44 (40.0%)

25 (21.8%)

13 (11.8%)

5 (4.6%)
15 (13.6%)
6 (5.5%)

Rotating shift workers
(n=75) P value

36 (48.0%) NS for day vs. night
<0.01 for day vs. rotate

NS for night vs. rotate

26 (34.7%) NS for day vs. night
0.02 for day vs. rotate

0.05 for night vs. rotate

3 (4.0%) 0.02 for day vs. night
NS for day vs. rotate
0.06 for night vs. rotate
6 (8.0%) NS between each of the groups
10 (13.3%) NS between each of the groups
3(4.0%) NS between each of the groups

IBS, irritable bowel syndrome; IBS-C, constipation-predominant IBS; IBS-D, diarrhea-predominant IBS; IBS-M, mixed IBS.

or night shifts. Diarrhea-predominant IBS was more common in
nurses working night shifts when compared with nurses working
day shifts. There was a trend toward a statistically significant dif-
ference in the prevalence of diarrhea-predominant IBS between
night shift nurses and rotating shift nurses (P=0.06). Three nurses
fit into the category of unsubtyped IBS (two day shift workers and
one night shift worker). Due to the small number of individuals
with unsubtyped IBS, this group was excluded from the subgroup
analysis. The prevalence of functional constipation and functional
diarrhea defined by the Rome III criteria was similar between the
three groups of nurses.

In patients fulfilling criteria for IBS, the specific impact of IBS on
quality of life was assessed using the IBS-QOL instrument. There
were no significant differences in mean total scores on IBS-QOL
between nurses with IBS working day, night, or rotating schedules
(IBS-QOL mean scores were 84.3, 87.2, and 85.6 for each of the
three groups, respectively, P=NS).

We also assessed the prevalence of individual IBS and bowel-
associated symptoms among the three shifts. The presence of
abdominal pain or discomfort was reported significantly more
frequently in rotating shift nurses compared with day (81% vs.
54%, P<0.0001) and night shift nurses (61%, P<0.003 vs. rotating
nurses). There was no significant difference in the prevalence of
any other individual gastrointestinal symptoms examined, includ-
ing the presence of loose, mushy or watery stools, hard or lumpy

© 2010 by the American College of Gastroenterology

stools, less then three bowel movements per week, difficulty to
evacuating stools, sensation of incomplete stool emptying, or feeling
that the stool could not be passed.

Sleep disturbances and bowel symptoms

The occurrence of IBS and individual bowel symptoms was
examined for association with the presence of disturbed sleep.
Positive answers to three items from the modified Sleep-50
instrument assessing sleep quality (“Generally, I sleep badly;
“I feel sleepy during the day and struggle to remain alert,” and
“I have difficulty falling asleep”) were compared with the pres-
ence of IBS. There were significant associations between each
of the three sleep quality indicators and the presence of IBS
regardless of responder’s work shift schedule (Table 3). Similar
findings were shown for the presence of abdominal pain (data
not shown).

Multivariate logistic regression analysis

Table 4 shows the association between type of shift work and sleep
quality with IBS, adjusted for each other, age, and gender. Partici-
pation in rotating shift work is significantly associated with hav-
ing IBS, even after adjustment for sleep quality. Night shift work
was not associated with IBS compared with day shift. Poor sleep
quality is associated with IBS. Similar associations for abdominal
pain were also shown (Table 5). Adjusting for years of nursing
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Table 3. Associations between sleep quality and IBS stratified by shift status

Day shift
No IBS IBS
(n=147) (n=67) P value
“| feel sleepy during the day and 22.2% (32) 52.4% (33) <0.0001
struggle to remain alert”
“Generally | sleep badly” 30.0% (40) 51.6% (33) 0.001
“| have difficulty falling asleep” 34.5% (50) 50.8% (32) 0.03

IBS, irritable bowel syndrome.

Table 4. Multivariate logistic regression for presence of IBS

95% Confidence

Effect Odds ratio interval
Shift (rotating vs. day) 2.14 1.14-3.03
Shift (night vs. day) 1.18 0.67-2.07
“Generally | sleep badly” (yes vs. no) 1.53 0.87-2.67

“| feel sleepy during the day and struggle 3.64 2.19-6.05

to remain alert” (yes vs. no)

“| have difficulty falling asleep” (yes vs. no) 2.05 1.22-3.45
Age (per 1 year increment) 0.99 0.97-1.02
Gender (male vs. female) 0.88 0.41-1.92

experience rather than age resulted in similar estimates of the
effects of shift work.

There was no association between the number of years, adjusted
for age, for which nurses participated in night or in rotating shifts
and IBS. Similarly, there was no association between the number
of years, adjusted for age, for which nurses participated in night or
in rotating shifts and abdominal pain.

DISCUSSION

Our findings suggest that nurses participating in shift work,
particularly those that participate in rotating shift work, have a
higher prevalence of IBS and abdominal pain. This association is
independent of quality of sleep.

Previous work has reported a higher prevalence of gastrointes-
tinal symptoms among persons working non-daytime shifts when
compared to those working days (10,12,13,15). Only one previous
study specifically looked at the prevalence of functional bowel dis-
orders among persons working rotating shifts (14). Our results are
similar to this smaller study from Singapore (118 participants—
60 day vs. 58 rotating shifts), which found the prevalence of func-
tional bowel disorders to be 38% in nurses working rotating shifts
vs. 20% in day shift nurses (P=0.04).

To our knowledge, this is the first study to use the Rome III
criteria to identify the prevalence of IBS, functional diarrhea,
and functional constipation among shift workers. The use of the
Rome III criteria, which require 3 days of symptoms in the past
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Night shift Rotating shift
No IBS IBS No IBS IBS
(n=66) (n=44) P value (n=39) (n=36) P value
37.5% (24) 79.1% (34) <0.0001 22.2% (8) 55.6% (20)  0.003
20.3% (13) 51.2% (22)  <0.001 16.7% (6) 47.2% (17)  0.005
26.6% (17)  58.4% (25) 0.001 30.4% (17) 68.8% (11)  0.005

Table 5. Multivariate logistic regression for abdominal pain

95% Confidence

Effect Odds ratio interval
Shift (rotating vs. day) 2.80 1.35-5.80
Shift (night vs. day) 0.97 0.56-1.69
“Generally | sleep badly” (yes vs. no) 2.00 1.09-3.64

“| feel sleepy during the day and struggle 1.85 1.08-3.17

to remain alert” (yes vs. no)

“| have difficulty falling asleep” (yes vs. no) 2.18 1.28-3.70
Age (per 1 year increment) 0.94 0.92-0.96
Gender (male vs. female) 0.59 0.28-1.23

month, likely explains the relatively high prevalence of IBS iden-
tified in our study. In a post hoc analysis of our data using a more
stringent symptom threshold of greater than 2 days per week of
abdominal pain or discomfort, the prevalence of IBS decreased
substantially (day shift 13%, night shift 19%, rotating shifts 21%).
Though trends remained apparent using this more stringent
symptoms threshold, differences between groups were no longer
statistically significant (day vs. rotating shifts P=0.09), perhaps
due to limited statistical power for discerning differences at those
lower prevalence.

There was no significant difference in IBS-related quality of life
between rotating, night, and day shift nurses with IBS. It should
be noted that responders from the three groups had relatively
high overall scores on the IBS-QOL survey, suggesting that they
all reported low impact of their IBS symptoms on disease-specific
quality of life. This may, again, be related to the use of the less-
restrictive Rome III criteria that are more likely to capture indi-
viduals with milder IBS symptoms.

Older studies that attempted to assess the association between
sleep disturbances and IBS yielded conflicting results (7-9).
Results from our study suggest that sleep disturbances do not
provide a complete explanation for the association between
IBS or abdominal pain and shift work. In a logistic regression
analysis, we found an association between IBS or abdominal
pain and shift work even after controlling for sleep quality.
This finding supports our hypothesis that the increased preva-
lence of IBS in rotating shift workers may be representative of
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circadian disruption rather than the consequence of sleep dis-
turbance.

Our results suggest that the presence of pain was forcing the
increased prevalence of IBS in rotating shift workers. Interest-
ingly, a recent study showed significant circadian variations in
the perception of rectal distension in healthy volunteers (20).
Furthermore, a recent clinical study showed that the adminis-
tration of melatonin, a known regulator of circadian rhythms,
can improve IBS symptoms by decreasing pain without altering
colonic motility (17). Thus, it is conceivable that disruption of cir-
cadian rhythms, to which rotating shift workers are particularly
prone, will lead to alterations in circadian physiology that modu-
late visceral sensitivity. Improvement in pain symptoms after the
administration of melatonin may result from the restoration of
circadian rhythmicity.

At a molecular level, circadian rhythms are controlled by
clock genes. Recent studies have shown that clock genes are
expressed within mouse epithelial cells and myenteric plexus,
suggesting a potential function for clock genes in coordination
and modulation of cell proliferation, differentiation, motility,
and nociception (21-23). We therefore speculate that disrup-
tions of this molecular clock may lead to alterations in colonic
physiology and, ultimately, to gastrointestinal symptoms. The
mechanism responsible for the higher prevalence of pain (and
not diarrhea or constipation) in those individuals participat-
ing in rotating shift work remains to be determined. However,
melatonin (a regulator of circadian rhythms) has been shown
to improve abdominal pain in patients with IBS without alter-
ing stool transit time (17). This effect of melatonin is inde-
pendent of its effect on sleep patterns. In addition, visceral
sensitivity in response to rectal balloon distention differs over
the time of day (20). Taken together, these findings suggest
that visceral pain sensation follows a circadian rhythm that
is mediated through melatonin. Some studies have suggested
that colonic motility follows a circadian rhythm as well (24).
Thus, one would expect constipation and diarrhea to be more
prevalent in rotating shift workers as well. This “dichotomy” in
terms of the selective effect of shift work on pain but not bowel
frequency and/or consistency may be reflective of the ability of
the colon to respond to abrupt changes in environmental con-
ditions without compromise of colonic motility whereas noci-
ceptive mechanisms are more easily compromised for reasons
that are yet to be determined.

When interpreting our results, a number of limitations
should be taken into consideration. First, our study popula-
tion consisted of a convenience sample of nurses that might
influence the generalizability of our results to the population at
large. Second, the overall response rate was relatively low, which
raises concerns about how representative the respondents were
of the total population of nurses invited to participate. Third,
it is conceivable that individuals with higher degree of anxi-
ety or psychological distress, or those with other co-morbidities
(including IBS) require more time off work, and are therefore
more likely to participate in night or rotating shift work. This
could relate to our results as such individuals might have had
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IBS symptoms before their participation in night or rotating
shift work. We were reassured to find that the gender distribu-
tion, mean age, and years of experience of study respondents
were similar to the overall population of nurses employed at
our medical center. In terms of a potential participation bias of
rotating shift workers with IBS, the nature of the surveys, with
its focus on gastrointestinal symptoms, is such that it is conceiv-
able that the percentage of those responding to the surveys were
more likely to suffer from gastrointestinal symptoms, regardless
of the shift they worked.

As in any observational study, there may have been unmeas-
ured confounders. For instance, the presence of psychological
distress and/or anxiety was not formally assessed in our study
population. However, indirect measures of stress and/or anxiety
were assessed by reviewing self-reported use of antidepressants
and sedatives in each of the three study groups. No major dif-
ferences were identified in the reported usage of antidepressants
(19% day, 21% night, and 18.7% rotating shift nurses) or seda-
tives (4.5% day, 2% night, and 5% rotating shift workers) between
the groups. Still, different shifts may produce different levels of
work-related stress, or may be associated with variations in die-
tary habits or physical activity, all of which could impact on IBS
symptoms.

In summary, our findings suggest that nurses participat-
ing in shift work and in particular, those working rotating
shifts, are at significantly increased risk of developing IBS and
abdominal pain compared to persons working a standard day-
time schedule. Practicing gastroenterologists should be aware
of this association and educate patients with IBS on the pos-
sible impact of their work schedule on their symptoms. As the
United States has become increasingly dependent upon shift
workers to meet the demands of globalization and our 24h
society, the impact of shift work on gastrointestinal health and
disease will require further studies at both a clinical and basic
science level.
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Study Highlights

WHAT IS CURRENT KNOWLEDGE

Irritable bowel syndrome (IBS) is the most common of
functional bowel disorders, and its etiology, although not
completely understood, is likely multifactorial.

IBS has been associated with sleep disorders, although this
relationship remains controversial.

Disruption of biologic rhythms secondary to night shift work
has been associated with gastrointestinal symptoms.

WHAT IS NEW HERE

IBS and abdominal pain (but not functional diarrhea and
functional constipation) are more common in nurses partici-
pating in rotating shift work as opposed to permanent night
or day shift work.

The association between IBS and night/rotating shift work is
independent of sleep quality.

This is the first study to use the Rome Il criteria to
examine the relationship between shift work and functional
bowel disorders in a large US cohort.
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IRCADIAN KHYTHM SLEEP

sz

1. Circadian Rhythm Sleep Disorder, Delayed Sleep Phase Type (Delayed Skecp Phase Disoraer) c.vooesiiniisinennn 118
2. Circadian Rhythm Sleep Disorder, Advanced Steep Phase Type (Adwanced Skeep Phase Disorder) ...ooovneeivinn. 121
3. Circadian Rlhyythm Sleep Disorder, liregular Sleep-Wake Type (regular Sleep- Wik Rbpuhon) oo 124
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8. Orther Circadian Rhythm Sleep Disorder (Crreadian Rbyibn Disorder, NOS) oo 136
9. Other Circadian Rhythm Sleep Disorder Due to Drug or Substance...oom e 136

For oprimal sleep, the desired sleep time should match the dming of the circadian rhythm of sleep and
wake propensity. ‘Therefore, a recurtent or chronic patrern of sleep disturbance may result fror alterations of
the circadian timing system or 2 misalignment berween the timing of the individual’s circadian rhythm of sleep
propensity and the 24-hour social and physical environments. These disorders may arise when the physical
environment is attered relative to internal circadian fiming ot the circadian timing system is altered relative
o the external environment. In addition to physiological and environmental facrors, maladaptive behaviors
influence the presentation and severity of the clrcadian rhythm sleep disorders.

As used herein, a circadian thythm sleep disorder is defined by the following criteria:

General Criteria for Circadian Rhythm Sleep Disorder

A. There is 2 persistent or recurrent pattesn of sleep disturbance due primarily to one of the following;
i. Alterations of the circadian tmekeeping system
ii. Misalignment between the endogenous circadian thythm and exogenous factors that affect the
timing or dugation of sleep
B. The circadian related steep disruption leads o insomnia, excessive daytime sleepiness, or both,
C. "The sleep disturbance js associated with impairment of social, vccupationa

Al disorders described in the ensuing sections imply a skeep difficuley chat meets each of the above crireria.
The specific features chat characterize each type of circadian rhythm sleep disorder are included within the

individual diagnostic criteria.

Nete: The formal names of these disorders are dictated by previows versions of the International
Classification of Diseases system and, for the sake of consisicricy with this system, must be
onaintained. Given the unwicldiness and length of these rerms, the preferved common nanes ave

listed in parentheses and are frequently wsed in the text.
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CircapIAN RHYTHM SLEEP DISORDER,
DELAYED SLEEP PHASE TYPE
(DELAYED SLEEP PHASE IDISORDER)

Alrernate Names
Delayed sieep phase syndrome, delayed sleep phase pattern.

Essential Features

Circadian thythm sleep disorder, delayed sleep phase type (DSP) is characterized by habitual sleep-wake
times that are delayed, usually more than twe houss, relative to conventional or socially acceprable times.
Affected individuals complain of difficulty falling asleep at a socially acceptable time, but once sleep ensues,
sleep is reported to be normal. A typical patient has difficulty initaring sleep and prefers Jate wake-up times.
When allowed to foliow his or her preferred schedule, the patieat’s circadian phase of sleep is delayed but is
relatively stable. Attempts o fall asleep earlier are usually unsuccessful.

Associated Features

[ndividuals with delayed sleep phase disorder may demonstrate “sleep drunkenness™ (extreme difficulty
awakening and corfusion) in the morming. The disorder has been associated wich mental disturbances,
particularly in adolescents, Schizoid and avoidant personality features, as well as depressive symproms and
depressive disorders, are associated with this disorder. In some individuals with DSP there may be an overlap
with circadian rhythn sleep disorder, nonentiained type. Attemprs to fall asleep earlier may result in prolonged

sleep latency and promote the development of secondary conditioned insomnia. Individuals may use alcobol, or

sedative, hypnotic, and stimulant substances to alleviate symprams of insomnia and excessive sleepiness, thereby
exacerbating their underlying sleep disorder.

Demographics

The exact prevalence of circadian rhythm sleep disorder, delayed steep phase type, in the general population
is unknown, It is more common among adolescents and young adulces, with a reported prevalence of 7% to
J6%. Tt is estimated that DSP is seen in approximately 10% of patients with chronic insomnia in sleep clinics.

Predisposing and Precipitating Factors

Almost all individuals wich circadian rhythm sleep disorder, delayed sleep phase type, are evening types.
Genetie factors such as polymorphism in the circadian clock gene /723 are associated with delayed steep phase
syndrome. Environmental factons, including decreased exposure to light in the morning or exposure to bright
tight lare in the evening, may exacerbate the delayed circadian phase. Maladjustmenr to changes in work and
social schedules, travel across time zones, and shift work can precipitare this disorder. Individuals may use excessive
calleine and other stimulants, which may further delay sleep onset and thus exacerbate the delayed sleep time.

Familial Patterns

A positive family history may be present in approximately 40% of individuals with circadian rhythm sleep
disorder, defayed sleep phase type. In one pedigree, delayed sleep phase disorder was suggested 1o segregate as
an autosomal-dominant wrait. Polymorphisms in APer3, arylalkylamine Neaceryltransferase, human leukocyte
antigen {(HLA), and Clock have been suggested o be associated with delayed sleep phase.

Onset, Course, and Complications

Mean age of onser is 20 years, although the defayed sleep pattern often begins during adolescence. Onser
in early childbood s also described; the onset may follow psychological, medical, or environmenral stressors.
Without teatment. circadian rhychm sleep disorder, delayed sleep phase type, is a chronic condition thar lasts
into late life. However, with increasing age, the timing of the sleep-wake cycle may advance, therehy dttrcasing
the phase delay. Treatment using behavioral approaches can advance the timing of sleep hours, but there is
usually & continual tendency and preference for delayed sleep hours and associated symproms. Use of alcohol,
sedative-hypneties, or stimulants to trear symptoms of insomnia and sleepiness during normal waking hours
may lead to subsrance abuse.
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Pathology and Pathophysiology

'The exact mechanisms respotsible for delayed sleep phase disorder are unknown. An abnormal interaction
berween the endogenous circadian rhythm and the sleep homeostatic process that regulates sleep and
wakefulness plays an essential role in the pachophysiology of circadian thythm sleep disorder, delayed sleep
phase type. Several studies demonstrate altered phase relationships refative to the light-dack cycle in patients
with defayed sleep phase disorder. In these patients, sleep onset, sleep offser, and phase of circadian markers
such as temperature and melatonin are delayed when compared to controls. Although this condition may be
predominantly due to a misalignment between circadian timing and the external environment, alteradons in the
length of the circadizn period or sleep tecovery after slecp loss may also be contributing factors.

In children and adules, voluntary behaviors such as staying awake late at night and waking up late in the
morning ot afternoon may result in an abnormal relationship between the endogenous circadian rhythm and
the sleep Lomeostatic process that regulates sleep and wakefulness. Delayed bed times and walke times may
increase exposure to bright light in the late evening (a delay si snal for che circadian clock) and decrease exposure
to light in the carly morning (an advance signal for the circadian clock), which promotes and perpetuates the

delay in the circadian sleep phase.

Polysomnographic and Other Objective Findings

Recordings of sleep logs and actigraphy over a period of at least seven days demonstrate delayed sleep onset
and sleep oflser. Sleep onset is typically delayed untl 1 am. 10 6 am., and wake time oceurs in the late morning
or alternoon. Daily demands and schedules may result in an cardier than desired wake-up time during weekdays,
but a delay in bedtime and wake-up time is almost always scen during weekends and vacation,

Polysomnography, when performed ar preferred (delayed) sleep times, is essentially normal for age. If
a conventional bedtime and wake-up tme is enforced, however, polysomnographic recording will show
prolonged sleep latency and decreased total sleep time.

Laboratory measures of circadian timing generally show the expected phase delay in the timing of the nadir
of the temperature rhyrhim and dim-light melatonin onset (DLMO). However, wake-up time may be even
more delayed relative to these circadian markers.

The Horne-Ostherg questionnaire is a useful tool to assess the chronotype of “eveningness™ and
“morningoess.” Individuals with circadian rhythm sleep disorder, delayed sleep phase type, score as definite

evening types.
Diagnostic Critevia

Circadian Rhythm Sleep Disorder, Delayed Sleep Phase Type

(Delayed Steep Phase Disorder)

A. There is a delay in the phase of the major sleep period in relation to the desired sleep time and wake-up
time, as evidenced by a chrosic o recurrent complaint of inability w fail asleep at a desired conventional
clock time rogether with the inability tw awaken ata desired and socially acceptable time.

B. When allowed to choose their preferred schedule, patients will exhibir normal sleep quality and duration
for age and mainain a delayed, bur stable, phase of entrainment to the 24-hour sleep-walke pastern.

C. Sleep log or actigraphy monitoring (including steep diary) for at least seven days demonstrates a stable

delay in the timing of the habitual sleep period.

Note: In addition, a delay in the timing of other cireadian rhythums, such as the nadir of the
core body temperature thythm or DLMO, is useful for confirmation of the deluyed phase.

). The sleep disturbance is not betrer explained by anather curzent sleep disorder, medical or neurological
disorder, menral disorder, medication use, ar substance use disorder.
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Medicine by a third party and may be protected by U.S. Copyright law.

ional Library of

4
i

e Na

th

the collection of

¥
4]

ied fiom

s cop

208 W

materal on this p

The





Clinical and Pathophysiological Subtypes

Not applicable or known.

Unresolved Issues and Further Divections

‘There is limited knowledge of the underlying pathophysiology of delayed sleep phase disorder. Recent
evidence suggests that alteration in the homeostatic regularion of sleep may also play an imporrant role. Recent
advances in the understanding of the molecular basis for the generation and entrainment of circadian rthythms,
together with the identification of a familial form of circadian rhythm sleep disorder, delayed sleep phase type,
williead to improved understanding of the mechanisms responsible for this condition, as well as ta rgeted
rational therapies.

Differential Diagnosis

Circadian rhythm: sleep disorder, delayed sleep phase type, must be distinguished from “normal” sleep
patterns, particularly in adolescents and young adults who maintin delayed schedules withour distress or
impaired functioning. Social and behavioral factors play an important role in the development and maintenance
of the delayed sleep patterns. Personal, social, and occupational activities thar continue into the late evening,
may perperuate and exacerbate the sleep phase delay: In adolescents, the role of schoo! avoidance, social
maladjustment, and family dysfunction should be considered as contributing factors.

Defayed sieep phase disorder must be distinguished from other causes of difficulty maintaining slecp,
including primary aud secondary insomnias. In DSP, sleep initiation and maintenance are normal when the
patient is allowed o sleep on the preferred schedule.

When individuals with delayed sleep phase disorder must arise before the desired wake time, morning
steepiness may be evident. Other forms of excessive sleepiness, from which this must be distinguished, do not
generally exhibic the pronounced circadian pattern and do not abate with alecrations in the sleep-wake schedule.

The development of delayed sleep phase disorder is influenced by alterations in circadian physiology as well
as behavioral factors. Although social, psychological, and environmental factors may play a significant role in
the development of delayed sleep phase, JCSD-2 has chosen ta list only a single delayed steep phase diagnosis,
with the recognirion thar most cases refiecr varjable chronobiolagic and behavioral contributions.
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CircapiaN RuyTam SLEEP IISORDER,
ApDVANCED SrLeep PHASE Typrr
(ADVANCED SLEEP PHASE DISORDER)

Alrernate Names
Advanced sleep phase syndrome, phase advance, advanced sleep phase pattern.

Essential Features

Circadian thythm sleep disorder, advanced sleep phase type (ASD), is a stable advance of the majoc
sleep period characterized by habitual sleep onset and wake-up times that are several hours earlier relative
10 conventional and desired times. Affected individuals complain of slecpiness in the Jate afternoon or early
evening, early sleep onset, and spontancous early morning awakening, Individuals typically complain of early
moming insomnia and excessive evening sleepiness. When patients are allowed to maintain an advanced
schedule, their sleep is usually normal for age.

Associated Features

Individuals with circadian rhythm sleep disorder, advanced sleep phase type, experience chronic partial sleep
loss and excessive sleepiness duc to the invariable moring awakening. Atempts to stay asleep during the early
morning hours may result in the development of secondary conditioned insomnia. Individuals may use alcohol,
or sedative, hypnotic, and stimulant substances to aileviate symproms of insomnia and excessive sleepiness,
thereby exacerbating their underlying sleep disorder,

Demographics
The prevalence of ASP o the general population is unknown; it has about 1% prevalence in middle-aged
and older adults and increases with age. Both sexes are affected equally.

Predisposing and Precipitating Iactors

Almost all individuals wigh ASP are morning types. In addition, genetic factors may also influence the
development of the condition. Farly-onset cases displaying autosomal dominant transmission have been reported (sec
faritial patterns). Favironmental factors may precipitate, maintain, or exacesbare the advanced circadian phase.

Familial Patterns

Several familial cases of circadian rhythm sleep disorder, advanced sieep phase type, have been identified.
Genetic fastors should be suspected in younger patients. In all of the families, the trair segregated with an
atosomal dominant mode of inheritance. A mutation in the circadian dock gene hfer2 was localized in alarge
family with ASP. Qsher pedigrees do nor carry chis mutation, suggesting genetic heterogencity.

Onset, Course, and Complications

Circadian rhythm sleep disorder, advanced sleep phase type, has been reported in childhood, but it typically
begins during middle age and may remain a life-long condition, Withour treatment, the disorder is a chronic
condition. Although treatment such as behaviora} approaches and bright light can delay the timing of sleep,
there is usually a continual tendency and preference for earlier sleep houss. Use of alcohol, sedative-hypaotics,
or stimulants to treat symproms of insomnia and sleepiness during normal waking hours may lead to regular

substance abuse,

Pathology and Pathophysiology

The precise mechanisms underlying the pathophysiology of cireadian rhyrhim sleep disorder, advanced
sleep phase type, are unknown. The endogenons circadian rhythm and the sleep homeostatic processes thax
regutate sleep and wakefulness are believed o inveract abnormally. Alterations in the ability of the circadian
clock to phase delay, a dominant phase advance region of the phase response curve 1o light or other enuraining,
agents, or an endogenous circadian rhythm that s shoreer than normal could result in an advanced sleep phase.
A shoreened endogenous period of circadian rhythms has been reported in a few individuals witl: familial

cireadian vhydsm sleep disorder, advanced sleep phase type.
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Polysomnographic and Other Objective Findings

Recording of sleep diary and actigraphy over a period of at least seven days demonstrates sleep onset and
sleep offser that are advanced relative to conventional times. Sleep onset is typically advanced 1o between 6
p-m.and 9 pom., and wake dines to berween 2 a.m. and 5 aam. Daily demands may resule in {ater than desired
bedtimes. Polysomnography, when performed at the preferred sleep times (advanced), is essentially normal for
age. However, if conventonal bedtime and wake times are enforced, the pelysomnographic recording way show
decreased sleep latency, decreased cotal sleep time, and moderately short rapid eye movement sleep latency.

Laboratory measures to determine the phase of circadian rhythms generally show the expected phase
advance in the timing of the nadir of the temperature thythm and DLMO. However, wake-up time may be
more advanced relative ro these circadian markers. The Homme-Ostberg questionnaire is a useful tool o assess
the chronotype of “eveningness” and “morningness.” Individuals with circadian thythm sleep disorder, advanced
sleep phase type, score as definite morning types.

Diagnostic Criteria

Circadian Rhythm Sleep Disorder, Advanced Sleep Phase Type
(Advanced Sleep Phase Disorder)

A. There is an advance in the phase of the major sleep period in relation to the desired sleep time and
wake-up time, as evidenced by a chronic or recurrent complaine of inability to stay awake until the
desired conventional clock time, together with an inability to remain asleep until the desired and socially
acceptable time for awakening,

B. When patients are allowed to choose their preferred schedule, sleep quality and duration are normal for
age with an advanced, but stable, phase of entrainment to the 24-hour steep-wake pattern.

C. Sleep logs or actigraphy monitoring (including sleep diaties) for at least seven days demonstrate a stable
advance in the timing of the habitual sleep period.

Note: I addition, an advance in the timing of other circadian rhythms such as the nadir of the
care body termperature riythm or DLMO, is uscful for confrrmaiion of the advanced circadian
j)/m_fc*.

D. The sleep disturbance is not better explained by another current sleep disorder, medical or neurological
disorder, mental disorder, medicarion use or substance use disorder.

Clinical and ]}at/oop/)ysiologim[ Subrypes

Not applicable or known,

Unresolved Issues and Further Directions

There is limited knowledge of the pathophysiology. An altered phase relarionship berween habicual sleep
time and wake tmes and thar of the phase of endugenous circadian thythms may play an imporant role in the
pathogenesis of the disorder, Recent advances in the underscanding of the molecular basis for the generation
and entrainment of circadian rhythms, gene mutation research, and identification of a familial form of
advanced sleep phase disorder will lead to improved understanding of the mechanisms responsible for this
condirion, as well as the development of improved treatment approaches.

Differential Diagnosis

Circadian thythm sleep disorder, advanced sleep phase type, must be distinguished from “normal” slecp
patterns, particubarly in the elderly who maintin advanced schedules without distress or impaired funciioning,
(morning types or larks).

Advanced sleep phase disorder must be distinguished from other canses of carly awakening, including
primary and secondary insomnia problems. Major depressive disorder is a common cause of early awakening that
must be considered. These patients do not typically manifest the ea rly evening sleepiness thae is characeeristic of
advanced sleep phase,
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CircapiaN RHYTHM SLEEP DISORDER,
IRREGULAR SLEEP-WaAKE Tyrr
(IRREGULAR SLEEP-WAKE RHvTHM)

Alternate Names
No circadian rhythm, grossly disturbed sleep-wake rhythm, low-amplitude cireadian thythim, chaotic sleep-
walke rhythm.

Essential Features

Circadian thythm sleep disorder, irregular sleep-wake type, is characterized by lack of a clearly defined
circadian rhythm of sleep and wake. The sleep-wake pattern is temporally disorganized so that sleep and wake
periods are variable throughout the 24-hour period. Individuals have symproms of insomnia and excessive
sleepiness, depending on the time of day.

Associated Features
Napping is usually prevalene throughout the 24-hour period in individuals with circadian rhythm sleep
disorder, irregutar sleep-wake type. Total sleep time may be normal for age.

Demographics

Not known.

Predisposing and Precipitating Factors

Poor sleep hygiene and lack of exposure to external synchronizing agents such as ligh, activity, and social
schedules, particulurly in che institutionalized elderly, may be predisposing as well as precipitating factors
involved in the development of circadian rhythm sleep disorder, irregular sleep-wake type.

Familial Patterns
Not applicable or known.

Onset, Course, and Complications
Onser of the condition may cccur avany age. Licde is known regarding the course and complications of
circadian rhythm sleep disorder, irregular sleep-walke type.

Pathology and Pathophysiology

Anatomic or functional abnormalities of the circadian clock can resulr in an archydhmic pattern of sest
and activity, Weakened environmental-entraining agents may also contribute 1o the development of an
irregular sleep-wake cycle. A low-amplitude or irregular circadian rhythm of sleep-wake pactern may be seen in
association with neurological disorders such as dementia and in children with mental rerardation.

Polysomnographic and Other Objective Findings

Sleep logs and actigraphy monitoring show the expected lack of a clear circadian rhythm of che sieep-wake
P oG grapiny & 1 ¥

cycle which, tnstead, is characrerized by multiple irregular sleep and wake bouts throughour the 24-hour period.

Polysomnography for at least 24 hours shows a loss of the normal steep-wake pattern. Monitoring of other
circadian rhythms, such as core body temperature, may also show a loss of dear circadian rhythmicivy.
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Diagnostic Criteria
Clrcadmnmlythm Sleep Disorder, Irregular Sleep-Wake Type

A. There is a chronic complaint of insomnia, excessive sleepiness, or both.

B. Sleep logs or actigraphy monitoring (including sleep diaries) for at least seven days demonstrate multiple
irregular sleep bouts (at least thiee) during a 24-hour pcfib‘d.

C. Total sleep time per 24-hour period is essentially normal for age.

D. The sleep disturbance is not better explained by another curgent sleep disorder, medical or neurologicat
disorder, mental disordes, medication use, or substance use disorder.

Clinical and Pathophysiological Subtypes

Not applicable or known.

Unresolved Issues and Further Divections

There is limited knowledge of the pathophysiology. Further research into the refative contribution of
alterations in environmental synchronizing agents such as light and activity versus a dysfuncrion of the
endogenous circadian clock in the development of irregular sleep and walce patterns will lead to improved

understanding of this condition.

Differential Diagnosis

Poor sleep hygiene and voluntary maintenance of irregular sleep schedules should be distinguished from
irregular sleep-wake pactern. Trregular sleep and wake patcerns associated with known neurological and medical
conditions should be coded under circadian rhythmn sleep disovders duc 1o medical condition.

Individuals with irregular sleep-wake rhythms may present wich complaines of insomnia, which suggest
primary sleep initiation or maintenance problems, or insomnia due o mental disorder or medical or newrolagical
disorder. Careful analysis of sleep logs or actipraphy will demonstrate multiple irregular periods of sleep

chreughout the 24-hour cycle.
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CircApiaN Rayram SLeep DisORDER, FREE-RUNNING Typr
(NONENTRAINED TYPE)

Alternate Names
Non-24-hour sleep-wake syndrome, hypernychthemeral syndrorne.

Essential Features

Ciscadian rhythm sleep disorder, free-running type, (nonentrained type) is characterized by sleep symproms
that occur because the intrinsic circadian pacemaker is not entrained to a 24-hour period or is free running
with 2 non-24-howr period {usually slightly longer). The sleep parttern can be quite variable. Some individuals
adopr a slecp pattern chat is congruent wich their free-running pacemaker and shift their sleep times each day in
concert with thelr circadian rhythms.

Associated Features

Most individuals with nenentained circadian thythms are rotally blind, and the failure to envrain circadian
chythms is related to the fack of photic input to the circadian pacemaker. On the other hand, some rotally blind
people have a functional recinohyporhalamic pachway or may be able to enirain to nonphotic cues, producing
partial entrainment in some cases.

In sighted people, social and behavieral factors may also play an important role in the development
and maintenance of the disorder, as there is an increased incidence of psychiatric and personality disorders,
Occasionally, the disorder is associated with mental retardation or dementia. Ir has also been suggested that
there may be an overlap berween circadian thythm sleep disorder, delayed sleep phase type, and circadian
rhythm sleep disorder, free-running type (nonentrained type).

Demographics

Rare cases of this disorder have been described in siphted people, but the actual incidence of this disorder
is unknown. It is thoughe thac over half of votally blind individuals have circadian rhythm sleep disorder, free-
running type (nonentrained type); about 70% of blind individuals complain of sleep disturbances, and 40%
have chronic eyclic sleep disturbances. There are no known sex differences.

Predisposing and Precipitating Factors

Total bindness is the most common predisposing condition. In sighted people, the disorder can be induced
by cermin environmental conditions. Ir has developed after chronotherapy for circadian rhythm sleep disorder,
delayed sleep phase type. Circadian shydhm sleep disorder, free-running type (nonentrained type) can be
induced by isofation from normal time cues.

Familial Patterns
Not applicable or known,

Onset, Course, and Complications

Onset may occur atany age in blind individuals, and, in congenitally blind children, onset can oceur at
birch. If unereated, the course is chronic. Artempts ro reguiace sleep and wake times may promote the use
of alcohol, sedative-hypnotics, and stimulants, which in turn may exacerbate the underlying sleep disorder.
Depressive symproms and mood diserders are often comorbid cenditions.

Pathology and Pathophysiology

The tnrinsic period of the human cireadian pacemaker is usually longer than 24 hours and requires regular
input from the environment to maintain synchrony to the 24-hour day. ‘The light-dark cycle is the most
important environnwental dme cue (Zeiigeber) in humans {as in other species), although nonphotic time cues
also play a role in normal entrainment. A lack of photic tnput 1o the circadian pacemaker is clearly the cause of
free-running rhythos in towlly blind people. Tt has been suggested that, in sighted individuals, an extremely
prolonged endogenous circadian period thac is outside of the range for entrainment to the 24-hour eycle could
result in fack of alignment of the circadian rhythm or an alteration in the response of the circadian clock o the
entraining offects ul‘light.
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Polysomnographic and Other Objective Findings
Slecp studies vield different results depending on the degree of synchrony between sleep dimes and the
circadian pacemaker at the tme when the steep study is performed. Recording of sleep logs and actigraphy
over prolonged periods demonstrate the lack of a stable relationship between the sieep-wake cycle and the 24-
hour day. When sleep schedules follow the endogenous circadian propensity for sleep and wake, actigraphy and
polysomnography are usually normal for age, but sleep-onset and wake times are typically delayed each day.
Sepal measurements of circadian rhythms, such as the DLMO or the core body temperature rhychm, usually
show a progressive daily defay of the phase of the rhythm consistent wich a period that is longer than 24 hours.
Diagnostic Criteria

Circadian Rhythm Sleep Disorder, Free-Rununing Type
(Nonentrained Type) =

A. There is a complaint of insomnia or excessive sleepiness related to abnormal synchronization berween the
24-hour light-dark cycle and the endogenous circadian rhythm of sleep and wake propensity.

B. Sleep log ot actigraphy monitoring (with sleep diaries) for at least seven days demonstrates a pattern of
sleep and walce times that typically delays each day with a period longer than 24 houss.

Note: Monitoring sleep logs or acrigraphy for mare than seven days is preferred in ovder to
clearly establish the duily drift

C. The slecp disturbance.is not better explained by another current sleep disorder, medical or neurological
disorder, mental disorder, medication use, or subsrance use disorder.

Clinical and Pat/mp/aysio[ogic Subtypes

Not applicable or known.

Unresolved Issues and Further Directions
‘There is only limited knowledge of the underlying pathophysiology of circadian rhythm sleep disorder,
 type) in sighted individuals. The relationship between circadian thythm sleep

free-running type {nonentrainec
hay sleep disorder, free-running type, (nonentrained type)

disorder, delayed sleep phase type, and circadian rhyt
requires furcher study.
Differential Diagnosis

Some individuals with circadian vhythm sleep disorder, delayed sleep phase type, yway ¢
al days, and their symptoms may be confused with those of circadian rhythm

lemonstrale progressive

delay of their sleep period for sever
sleep disorder, free-running type {nonentrained type).
Behavioral factors and psychiatric disorders, as well
lso dementia or mental retardation), may play a role in the development of circadian
FHowever, in many of these cases, multiple physiologic, behavioral and
he condition. In the majority of these cases, the disorder should be coded as
circadian rhythm sleep disorder, free-running type. This includes free-running rhythms that are associared with
blindness. However, if the sleep disorder is believed to be predominantly or exclusively socially or environmentally
induced, then it should be coded as other circadian rhythin slecp disorder (circadian riythin sleep disorder, NOS).
antly or exclusively 2 function of medical or neurclogical

as medical and nenrological disorders (including, in

particular, blindness, buta
rhythm disorder, free-running type.
environmental factors contribure to t

1§ there is evidence that the sleep disorder is predomin

disorders. then state and code as areaddian rivythin sleep disorder due to medical condition.
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CircADIAN RuyTam SLEEp DISORDER, JET LAG TYPE
(Jer LAG DISORDER)

Alternare Names
Tire zone change syndrome, jer lag syndrome.

Essential Features

Circadian rhythm sleep disordes, jet lag type, is a circadian rhythm sleep disorder in which there s a
temporary mismatch between the timing of the sleep and wake cycle generated by the endogenous circadian
clock and that of the sleep and wake pacrern required by a change in time zone. Individuals complain of
disturbed sleep, decreased subjective alertness, and impaired daytime funcdon. The severity of symptoms is
dependent on the number of time zones rraveled and the direcrion of the wravel. Fastward tavel (requiring
advancing circadian rhythms and sleep-wake hours) is usually more difficulr ro adjust to than westward travel.

Associated Featuves
In addition o sleep disturbance and decreased daytime alertness, associated features may include peneral

malaise and gastrointestinal symproms.

Demographics

Jet lag affeces all age groups. However, in the elderly, symptoms may be more pronounced, and the rate of

recovery may be more prolonged than in younger adults.

Predisposing and Precipitating Factors
Steep deprivation, profonged uncomfortable sitding positions, air quality and pressure, stress, and excessive
caffeine and alcohol use may increase the severity of insomnia and impaired alertness and function associared

wirh rransmeridian (ravel.

Familial Patterns
Not applicable or known.

Onset, Course, and Complications

Jet lag is a temporary condition. Symproms

begin approximately one to two days after air travel across ar
sones and are self-Jimited. The severity and duration of symptroms are usually in proportion o

bease two time
the sumber of rime zones traveled and the dircetion of travel. Tt is estimated th
for circadian rhythms to adjust to the Jocal time. However, if traveling more than six time zones, circadian
rhythms may shift in the oppesite direction of the direction of travel, resulting in prolonged duration and
severity of jet-lag symproms. Iixposure to light ar inappropriate times may prolong the time of adjustment
by shifting the cireadian rhythms in the opposite direction. Menstrual symptoms have been associated with
frequent travel in female airline pessonnel. Hypnotic use in association will

has been associated with amnesia.

Pathology and Pathophysiology
‘The symptoms of circadian rhythim sleep ¢
endogenous circadian thythms with tocal time and sleep loss.

lisordes, jet lag type, are due to both desynchronization of

Polysomnographic and Other Objective Findings
Obiective Jaboratory testing is usually nor indicated. When performed, polysomnograpt
he timing of steep and wakefulness with

1y or actigraphy

shows a Joss of a normal sleep-wake patcern or a mismarch between ¢

the desired sleep-wake partern of the local time.

Cireadian Rbythme Sleep Disovder, Jer Lag Type

at it takes one day per tinwe zone

1 alcohol to treat symproms of jet lag
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Diagnostic Criteria

Circadian Rhythm Sleep Disordes, Jet Lag Type

{Jet Lag Disorder) S :

A.There is a complaint of insomnia ot excessive daytime sleepiness associated with transmeridian jet travel
across at least two time zones.

B. There is associated impairment of daytime function, general malaise, or somatic symptoms such as
pastrointestital disturbance within oneto two. days after travel,

C. The sleep disturbance is not better explained by another current steep disorder, medical or neurological
disorder, mental disorder; medication use, or substance use disorder.

Clinical and Pathophysiological Subtypes
There are individual differences in the ability to adjust to rapid shifts in time zones; however, specific clinical
subtypes have not been identified.

Unresolved Issues and Fuviher Divections

Effective and practical strategies to combat jet-lag symptoms and improve performance and safety are needed.

Differential Diagnosis

A thorough history and physical examination should be performed to exclude other mental, physical,
or sleep disorders. Somatic complaints of gastrointestinal or urinary symproms (roeturia) may indicate an
underlying medical condition.

When jer-lag symproms persist, increasing frustration, negative expecrations, and poor sieep hygiene may
predispose the individual w the development of psychophysiological insomnia.
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CIRCADIAN REYTHM SLEEP DISORDER, Seirt Work TYpe
(SaIFT WoRrK DISORDER)

Alternate Names
Shift work sleep disoxder.

Essential Features

Circadian rhythm sleep disorder, shife wor
that occur in relation 1o work hours that are scheduled during the usual
« schedules, including night shifts, early moming shifts, and rorating shifts. ‘The sleep
he night and curly morning shifts. Total sleep
hift workers, and sleep quality is

k type, is characterized by complaints of insomnia or excessive

sleepiness sleep period. There are

several types of shift-worl
disturbance is most commonly reported in association with ¢
time is typically curtailed by one to four hours in night and early morning s
addition to impairment of performance at work, reduced alertness may also be

perceived as unsatisfacrory. In
despite artemprs o optimize environmental

associated with consequences for safety. The sleep disorder occurs
sersists for the duration of the work-shilt period. However, in some

conditions for sleep. The condition usually
f shift work.

ndividuals, the steep disturbance may persist beyond the duration o

Associated Features

Early morning work shifts starting between 4 am. and 7 am. may 4
difficulty in sleep initiation as well as difficulty awakening, Permanent evening, shifts may also be associated
with difficulties initiating the major sleep episode. Excessive sleepiness usually occurs during work shifts (mainly
ap and impaired mental ability because of the reduced alertness.
I shift, may be associated with reduced performance capacity, and
¢ may have o be used for recovery of sleep, which
d to the lack of slecp or to

lso be associated with complaints of

night), often accompanied by the need to n
Reduced alertness, not only during the wor
with consequences for safety. Also, major portions of free tim
has negative social consequences. “There is also increased irritability, presumably relate
e conflice berween demands for sleep and demands for social activities.

Demographics

The prevalence of shift woik disorder depends on the prevalence ofs
estimated that 20% of the workforce in indusuriatized countries is employed in a job that requires shift work.
Although the actual prevalence of clinically significant sleep disturbance and excessive daytime sleepiness due
to work schedules is unknown, the rotal sumber of night-shift workers suggests that an estimared prevalence
of 2% 10 5% is reasonable. These figures do not, however, include individuals with early morning work, which
group. There is no known sex difference in valnerability.

hift work in the population. It has been

may be another at-risk

Predisposing and Precipitating Factors

Depending on the ype of shift, diurnal or c
work. For example, individuals described as morning, types appe
shift. Persons with comorbid medical, psychiatric and other sleep disorders such as steep apnea and individuals

with a strong need for stable hours of sleep may be at particuiar risk.

ircadian preference may influence the ability to adjust to shift
ar to obrain shorter daytime sleep after a night

Familial Pattern
Not :1}:)plicnb!c. or known.

Ounset, Course, and Complications
The condition is dasely linked 10 work schedules and typically remits when the major sleep period s
re are so many different work schedules, ranging, from an

scheduled at a conventional time. Because the
ble. Since shift work is often combined

occasional overnight shift wo regular night work, the course is quite varia

with extended hours of duty, fatigue can be a complicating facror. Circadian adaptarion is often counteracted

by exposure to light at the wrong time of the day and the tendency of most warkers to reswne full daytime

activities and nightime sleep during weckends and vacations. 1t has been hypothesized that in some individuals,

the condition may lead ta chronic sleep disturbances,
Complications may inchide exacerbation of gastrointestinal anc

d alcohol dependency may result from attempts o improve the sleep
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and wakefulness disturbances produced by shift worl. Fatigue and excessive sleepiness due to the combination
of sleep loss and circadian misalignment pose importanc safety concerns, The level of alertness required of the
worker, in addition to the intensity of symproms, needs to be taken into account when evaluating the disorder.
For example, the threshold for intervention may be lower for workers whose performance is critical for personal
or public safety (for example, a nudlear power plant operator)

Lathology and Pathophysiology

The condition is directly related o the sleep-generated interface by a dircadian alerring process that corresponds
with the time that the worker needs to sleep, 'The excessive sleepiness during the night appears o be partly relared
to cumalative sleep loss and parly due o decreased circadian alerting signal that corresponds with the work time.
Tolerance o nighe work varies considerably and may involve differences in the degree of circadian adaptation
(“clock reserting”) to a night-work, day-sleep schedule, Alternatively, tolerance may be related o individual
differences in the relative balance of circadian and homeostatic influences on sleep and wake regulation.

Polysomnographic and Objective Findings

he condidon can usually be diagnosed by history. Polysomnographic recordings may be uscful if the
sléep disorder is severe or the eriology of the sleep disturbance is in question. Ideally, the sleep recording is
performed during the habitual “shified” sleep period. Monitoting of an episode of usual daytime wakefulness
and night sleep during a daytime shift is ideal for comparative purposes. Polysomnography may demonstrate
impaired quatity of the habitual sleep period, with cither a prolonged sleep latency or shortened rotal sleep time,
depending on the timing of the sleep period in relation ro the underlying phase of the circadian timing system,
"The sleep period may be fragmented, with frequent arousals and awakenings. The Multiple Sleep Latency Test
(MSLT) may demonstrate excessive sleepiness during the time of the work shift.

Sleep diaries and actigraphy are very useful in demonstrating a disrupted sleep-wake pattern consistent with
shift worls sleep disorder. If available, measures of the unmasked melatonin or 24-hour tem perature rhythm are
useful to indicate the degree of circadian desynchrony.

Diagnostic Criteria

Circadian Rhythm Sleep Disorder, Shift Work Type
(Shift Work Disorder)

A. There is a complaint of insomnia ot excessive steepiness that is temporally associared with a recurring
work schedule that overlaps the usual rime for sleep,

B. The symproms ate associated with the shife-work schednfe over the course of at least one month.

C. Sleep log or actigraphy monitoring (with sleep diarics) for at least seven days demonstrates disturbed
circadian and sleep-time misalignmens.

. "The sleep disturbance is not better explained by another current sleep disorder, medical or neurological
disorder, mencal disorder, medication use, or substance use disorder,

Clinical and Pathophysiological Subtypes
There are substancal individual differences in the abitity to adjust to shift work. However, definite clinical
and pathologic subtypes have not been identified.

Unresolved Issues .

Although there is sufficient information regarding the prevalence of shift workers i industrialized
populatdons, less information is avaitable regarding the acrual prevalence of shift work disorder and irs impact
on health, Further vesearch o improve the definition of what constitutes shift work disorder and a berrer
understanding of che basis for individual differences observed in the ability o cope with shift work is needed.
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Differential Diagnosis

“The excessive sieepiness should be differentiated from that due to other primary sieep disorders such as
ohstructive slep apnea ox narcolepsy Insufficient sleep related to confliciing daytime activities (for example, child
care) or from environmental interference with sleep (for cxamy
Sometimes patients with delayed sleep phase disorder may adopt a nig
with their sleep preferences.

Insomia and excessive sleepiness may suggest other persistent circadian rhythm sleep disorders. However,
Listorical information on the refation between the occurrence of disturbed sleep and work-hour distribution
should provide sufficient information to indicate the correct diagnesis.

Increasing frustration, negative expectations, and poor sleep hygiene may predispose the person o the
development of coexisting psychophysiological insommia. Drig und alcobol abuse o dependency may result from

efforts to treat the sleep disturbance.

he-work schedule that is more congrucnt
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CIRCADIAN RBEYTHM SLEEP DISORDER
Dur 1o MEDIcaL CONDITION

Alternate Names
Not applicable or known.

Essential Features

The etiology of the circadian rthythm sleep disorder is an underlying primary medical or neurological
condition. Depending on the underlying neurological or medical disorder, patients may present wich a variety
of symproms, including insomnia and excessive sleepiness. The sleep-wake pattern may range from alterations in
phase to irregular sleep-wake patterns.

Associated Features
The particular features of this disorder vary with the type of undesdying medical or neurological condition.

Demographics

Demographics are specific for the different underlying disorders.

Predisposing and Precipitating Factors
‘'The underlying neurological or medical condition is the precipirating factor. Decreased exposure to light and
structured physical and social activities may also influence the severity of the condition.

Familial Patterns
Not applicable or known.

Ounset, Course, and Complications

Disruption of the slecp-wake cycle leads to poor sleep quality and impaired neurocognitive as well as
physical performance. Circadian rhythm disturbances are often observed in neurological disorders and may
exacerbate the symptoms of the underlying condition.

Pathology and Patbophysiology
‘The presumed pathophysiology is an alteration of circadian timing due to the effects of the underlying
neurological or medical condition,

Polysomnographic and Other Objective Findings

Sleep studies yield diffesent results depending on when they are performed and the alterations in sleep
architecture that may accompany the underlying medical or neurological disorder. Recordings of sleep diaries
and actigraphy over a period of at least seven days demonstrate sleep onsets and sleep offsets that may be
delayed or advanced relative to conventional times, irregular or free running, Laboratory measures to determine
the phase and amplitude of circadian rhythms generally show the expected phase advance or delay of circadian
rhythms or a decrease in the amplitude.
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Diagnostic Criteria
Citcadian Rhythm Sleep Disorder Due to Meédical Condition

A. There is 2 complaint of insomnia or excessive sleepiness related to. alterations of the circadian timekeeping
system or a misalignment between the endogenous circadian thythm and esogenous factors that affect the
timing or duration of sleep.

B. An underlying medical or neurological disorder predominantly accounts for the circadian rthythm sleep disorder.

C. Sleep log or actigraphy monitoring (with sleep diaries) for at least seven days demonstrates disturbed or
low amplitude circadian rhythmicity. ' '

D. The sleep disturbance is tiot better cxplained by another current skeep disorder, mental disorder,
medication use, or substance use disorder.

Clinical and Pathopbysiological Subtypes

Several medical and neurclogical conditions have been agsociaced with circadian rhythm disturbances.

Dementia: Sleep-wake cycle abnormalities and evidence of circadian rhythm dysregulation are common in
patients with dementia and Alzheimer’s disease, and the type of circadian abnormalities range from alterations
in sleep phase to decreased amplitude or fack of discernible circadian rhythms. The disruption of the sleep-wake
cycle has been implicated in the etiology of “sundowning” and nocturnal wandering in this patient population.

Movement disorders: Patients with Parkinson’s discase may exhibit various types of circadian-rhythm alterations.
In addition, motor Aucruations can exhibiv marked diurnal fluctuarion in pasients with Parkinson’s disease.
Blindness: Approximately 70% of blind individuals complain of sleep disturbances, and 40% have chronic

recurrent cyclical steep disturbances. Blind people with a free-running rhythm should be coded as circadian
rhythm sleep disorder, free-running type; other thythm disorders may be coded here.

Heparic encephatopathy: Disturbances of the sleep-wake cycle are common among, paticnts with heparic disease.
Parients with liver cirrhosis complain of insomnia and excessive sleepiness. A pattern of cireadian rthythm sleep
disorder, delayed sleep phase rype, may be seen in these patients.

Unresolved Issues and Further Directions
Disruption of circadian rhythms is common in many
the specific mechanisis by which the underlying neurolo

citcadian rhythms are unknown.

neurological and medical conditdons. However,
gical or medical conditions result in alterations in

Differential Diagnosis
The main difficulty in establishing
newrologicat disorder or an aleerarion in exposure to ci readian sync
Depending upon the parricular type of circadian disturbance, ¢l
injtiating or maintaining sleep or excessive sleepiness. See Differcatial Di

the diagnosis is to determine whether the primary cause is a medical or
hronizing agents such as light and activity,
infcal presentations may suggest difficulty
aghosis sections for other specific

circadian rhythm sleep disorders for additional discussion.
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OT1HER CircaADIAN REYTHM SLEEP DISORDER
(Circapian Ruvram Disorper, NOS)

Disorders that: 1) satisfy the criteria of a circadian rhythm sleep disorder, as defined above; 2) are not due to

drug or substance; and 3) do not meet criteria for other circadian rhythm sleep disorders are classified here.

OT1HER CirRcaDiAN RAVvTEM SLEEP DISORDER
DUt to DRUG OR SUBSTANCE

Disorders that: 1) satisfy the general criteria of a circadian thythm sleep disorder, as defined above; 2) are due to
a drug or substance; and 3) do not meet criteria for other circadian rhythm sleep disorders are classified here.
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SUMMARY

INTRODUCTION

Chronic sleep deprivation is common among workers, and has been associated with
negative work outcomes, including absenteeism and occupational accidents. The
objective of the present study is to characterize reciprocal relationships between sleep
and work. Specifically, we examined how sleep impacts work performance and how
work affects sleep in individuals not at-risk for a sleep disorder; assessed work
performance outcomes for individuals at-risk for sleep disorders, including insomnia,
obstructive sleep apnea (OSA) and restless legs syndrome (RLS); and characterized
work performance impairments in shift workers (SW) at-risk for shift work sleep
disorders relative to SW and day workers. One-thousand Americans who work 30 h per
week or more were asked questions about employment, work performance and sleep in
the National Sleep Foundation’s 2008 Sleep in America telephone poll. Long work
hours were associated with shorter sleep times, and shorter sleep times were associated
with more work impairments. Thirty-seven percent of respondents were classified as
at-risk for any sleep disorder. These individuals had more negative work outcomes as
compared with those not at-risk for a sleep disorder. Presenteecism was a significant
problem for individuals with insomnia symptoms, OSA and RLS as compared with
respondents not at-risk. These results suggest that long work hours may contribute to
chronic sleep loss, which may in turn result in work impairment. Risk for sleep
disorders substantially increases the likelihood of negative work outcomes, including
occupational accidents, absenteeism and presenteeism.

KEYWORDs absenteeism, occupational accidents, presenteeism, sleep disorders,
sleepiness, work

Americans who report sleeping <6 h per night have longer
work hours, and the odds of being a short sleeper have

Employed Americans spend much of their time working or
sleeping (Basner et al., 2007), but the relationships between
sleep and work in the USA are understudied. Recent studies of
Americans have shown direct relationships between work
hours and total sleep time. The more time an individual spends
working, the less time they spend sleeping, even on non-
workdays (Basner ef al., 2007; Krueger and Friedman, 2009).

Correspondence: Leslie M. Swanson, PhD, 4250 Plymouth Rd, Ann
Arbor, MI 48109, USA. Tel.: 734-764-1234; fax: 734-764-1229; e-mail:
LMSwan@med.umich.edu

© 2010 European Sleep Research Society

increased for full-time workers over the past 31 years (Knut-
son et al., 2010). As workdays become longer and technology
allows us to work from home at any time in the 24-h day, there
is a real need to assess how work habits impact sleep and how
sleep impacts work performance in the USA. Furthermore,
considering that a large proportion of the American popula-
tion is at-risk for experiencing a sleep disorder (Ancoli-Israel
and Roth, 1999; Hiestand et al., 2006; Ohayon, 2002; Phillips
et al., 20006), it is particularly important to quantify work-
related outcomes for these individuals.
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Sleep disorders that may impact professional outcomes
include insomnia, obstructive sleep apnea (OSA) and shift
work sleep disorder (SWSD). Reduced productivity (often
termed presenteeism) and absenteeism are the most widely
reported work performance impairments in individuals with
insomnia (Daley et al., 2008; Erman et al., 2008; Godet-Cayre
et al., 2006; Kleinman et al., 2009; Leger et al., 2002, 2006;
Ozminkowski et al., 2007; Walsh et al., 2007). Occupational
accidents were more common among French employees
characterized as experiencing severe insomnia as compared
with matched good sleepers (Leger et al., 2002). Individuals
with OSA report more problems with concentration and
learning, and higher rates of occupational accidents and
injuries as compared with non-snoring controls (Lindberg
et al., 2001; Spengler et al., 2004; Ulfberg et al., 1996).
Recently, SWSD has emerged as an area of interest for
occupational medicine. Literature on this disorder remains
sparse, and the disorder itself has not been clearly defined.
There are no published studies that have considered the effects
of SWSD on work performance. However, there is emerging
evidence to suggest increased morbidity in shift workers (SW)
with sleep problems. When compared with SW without sleep
complaints, SW with symptoms of insomnia or excessive
sleepiness report a fourfold increase in ulcers, more than twice
the rate of depression and more frequent sleepiness-related
accidents (Drake et al., 2004).

We sought to address several gaps in the existing literature
on work and sleep in the present study. First, most previous
studies have relied on liberal definitions of sleep disorders,
which may overestimate the impact of sleep disturbances on
work performance. Studies using more strict criteria to define
those at-risk for sleep disorders are needed to describe the
specific contributions of likely sleep disorders to work prob-
lems for Americans. Moreover, most of the research on work
correlates of individuals with sleep disorders has quantified
outcomes using variables such as absenteeism and occupa-
tional accidents, which are low-incidence events and may not
fully capture the nature or scope of work-related impairment
for these individuals. Sleep disorders likely adversely affect
day-to-day on-the-job performance, such as cognitive impair-
ments, mood problems that impact relationships with
co-workers and presenteeism (i.e. being physically present at
a job but unable to perform to capacity because of physical or
mental illness), yet these variables have received less attention
in the literature. Finally, no research studies published to-date
have examined work performance outcomes for individuals at-
risk for restless legs syndrome (RLS) or SW at-risk for SWSD.

In the present study, data from the 2008 National Sleep
Foundation’s (NSF) Sleep in America poll, a national survey
of American workers, were used to quantify and characterize
the reciprocal relationships between work and sleep.
We hypothesized that those participants who reported working
long hours would report shorter total sleep times, more
daytime sleepiness and poorer work performance. With respect
to the relationship between sleep and work, we predicted that
individuals who reported poorer sleep quality or short sleep

times would also report more negative work outcomes.
We also hypothesized that participants classified as at-risk
for any sleep disorder (insomnia, OSA, RLS) would report
more negative work outcomes when compared with partici-
pants who were not classified as at-risk for any sleep disorder.
Finally, we predicted that SW at-risk for SWSD would report
more impairment in work performance relative to SW and day
workers (DW).

MATERIALS AND METHODS

Data were obtained from the 2008 Sleep in America poll, a
telephone-based annual survey conducted by the NSF. The 2008
survey focused on work and sleep. Telephone numbers were
obtained from a purchased random sample, with quotas
established by region based on USA population demographics.
Interviews, which averaged 21 min long, were conducted over
the telephone by WB&A Market Research between 25 Septem-
ber 2007 and 19 November 2007. Most interviews were
conducted on weekdays between Eastern Standard Time 17:00
and 21:00 hours, Saturdays between 10:00 and 14:00 hours, and
Sundays between 16:00 and 20:00 hours. Participants were 1000
residents of the continental USA aged 18 years or older, and
working 30 h or more per week for pay. The response rate was
17%, which was calculated by dividing the number of completed
interviews by the number of contacted households who refused
participation or did not qualify. The response rate was lower
than might be expected because only individuals who were
employed 30 h or more per week qualified for the study.

Participants were asked questions regarding demographics,
employment, sleep, daytime functioning and health. Institu-
tional review board approval is not required to conduct or
publish the results of a poll without any individual identifying
information that is conducted by a non-profit independent
organization.

Available sleep variables were used to classify participants as
‘at-risk’ for sleep disorders. The classification schemes were
developed to be as consistent with International Classification
of Sleep Disorders criteria (ICSD-2; American Academy of
Sleep Medicine, 2005) as possible. Participants were considered
to have insomnia symptoms if they reported difficulty with
sleep onset, maintenance or early morning awakenings at least
a few nights per week, and reported that daytime sleepiness
interfered with their functioning at least a few days per week.
The daytime sleepiness criterion served as a symptom of
daytime functioning impairment related to insomnia. Risk for
OSA was determined by positive scores on two or more of the
following, based on the STOP questionnaire (Chung et al.,
2008) : snoring at least a few nights per week, currently
receiving treatment for hypertension, Epworth Sleepiness Scale
(ESS) 210 or body mass index (BMI; calculated using self-
reported height and weight) of 30 or greater. Participants were
classified as experiencing symptoms of RLS if they reported
unpleasant sensations in their legs at least a few nights per
week that were worse in the evening. Participants were
considered at-risk for SWSD if they were classified as SW
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(defined as work start time between 18:00 and 06:00 hours)
and experienced insomnia symptoms as defined above or
reported excessive sleepiness (ESS >10).

Relationships between work and sleep variables were exam-
ined for the subset of healthy participants (those classified as not
at-risk for any sleep disorder). To examine associations between
work hours and sleep, chi-square tests of association and one-
way ANovaAs (with Bonferroni correction for multiple compari-
sons) were performed between hours worked per week and sleep
variables. We compared participants who reported working
approximately full-time (those who worked 3040 h per week),
overtime (those who worked 41-59 h per week) and those who
reported extended work hours (=60 h). Relationships between
total sleep time and work performance outcomes were assessed
using one-way aNovas (with Bonferroni correction for multiple
comparisons). To facilitate comparisons, participants were
grouped by total sleep time on workdays (<6 h; 6-8 h; >8 h).
Relationships between sleep quality (as measured by frequency
of good nights of sleep per week) and work performance
outcomes were assessed using 7-tests between participants who
reported a good night sleep at least a few nights per week (good
sleep quality) and those who reported a good night sleep only a
few times per month or less (poor sleep quality).

Logistic regressions (adjusted for the effects of age, gender
and BMI) were used to predict the odds ratios [OR; with 95%
confidence intervals (CI)] of various work outcomes for
individuals at-risk for any sleep disorder, as well as those
at-risk for insomnia, OSA and RLS. Logistic regression
models using OSA as a predictor variable were not adjusted
for BMI, as BMI was one of the criteria used to classify
participants as at-risk for OSA. To facilitate logistic regression
analyses, several variables were recoded from Likert-type
scales to dichotomous variables. Variables assessing lost work
time due to sleepiness (including absenteeism, arriving late to
work or leaving early, and falling asleep at work) were recoded
as positive for those participants who reported such occur-
rences more than 1 day in the past month. Negative work
performance outcomes were grouped into domains, including
cognitive (difficulty concentrating, difficulty with organization,
mistakes), mood (becoming impatient with others at work,
avoiding social interactions with co-workers, boredom) and
presenteeism (decreased productivity, failure to finish assigned
tasks). For the logistic regression analyses, these outcomes
were recoded as positive for participants who reported such
problems as occurring a few days per week or more.

RESULTS
Sample characteristics

Demographic and employment characteristics of the sample
are summarized in Table 1. Participants ranged in age from
18 to 91 years. The mean age was 47 years (SD = 11).
Comparison of sample demographic characteristics with the
Bureau of Labor Statistics 2007 Current Population Survey
data on employed persons aged 16 years and older shows that

© 2010 European Sleep Research Society, J. Sleep Res., 20, 487-494
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Table 1 Participant characteristics

NSF poll sample % CPS %

Male 55 58
Race

Caucasian 84 82

African—American 8 11

Hispanic 5 14
Marital status

Married /partnered 73 58

Single 13 25

Divorced/widowed 14 16
Occupational classification

White collar 55 45

Gray collar 23 32

Blue collar 22 23

Shift worker 7
Annual household income

Income <15-35 K 16

Income 35-50 K 15

Income 50-75 K 24

Income >75 K 36

CPS, 2007 Bureau of Labor Statistics Current Population Survey
for employed Americans aged 16 years and older; NSF, National
Sleep Foundation.

the poll sample closely matches the Current Population Survey
national sample, although there were fewer Hispanic workers,
more married individuals and more white collar workers in the
poll sample.

For the total sample, participants reported sleeping, on
average, 6.7 h on workdays and 7.4 h on non-workdays, and
described a total sleep need of between 7 and 8 h per night to
be at their best during the next day. Approximately half of the
participants (49%) reported that they experienced non-
refreshing sleep a few nights per week or more, with nearly
as many (42%) reporting frequent awakenings at night a few
nights per week or more, and 26% reporting difficulty falling
asleep a few nights per week or more. With respect to daytime
sleepiness, approximately 18% of the sample scored =210 on
the ESS, 29% reported extreme sleepiness or falling asleep at
work in the past month, and 20% reported that their intimate
relationships are affected by sleepiness. Nearly half the sample
(48%) reported snoring a few nights per week or more.

Associations between work hours, sleep and work performance
in participants not at-risk for any sleep disorder

Work hours and sleep

Basic sleep characteristics for participants not at-risk for any
sleep disorder are shown in Table 2, for the subsample and by
work hours category. Participants who reported working
extended hours (=60 h) reported significantly less sleep on
workdays and non-workdays as compared with those who
reported working full-time or overtime schedules. Significantly
more participants (30%) who worked extended hours reported
that their work schedule did not allow them to get enough
sleep [versus 4 and 14% of full-time and overtime workers,
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Table 2 Sleep characteristics by hours worked per week for participants not at-risk for any sleep disorder

30-40 h week ™
n = 364

41-59 h week ™

n = 189

>60 h week™"
n = 80

Total not at-risk
n = 633

Mean (SD) or n (%)

Mean (SD) or n (%)

Mean (SD) or n (%)

Mean (SD) or n (%)

TST
TST workdays, h 6.8 (1.1) 6.9 (0.9) 6.4 (0.9 6.8 (1.1)
TST non-workdays, h 7.5 (1.3) 7.6 (1.2) 7.1 (1.2)* 7.5 (1.3)
Sleep quality
Difficulty falling asleep* 71 (20) 38 (20) 15 (19) 124 (20)
Frequent awakenings” 124 (34) 70 (37) 25 (31) 219 (35)
Unrefreshing sleep” 136 (38) 89 (48) 32 (40) 257 (41)
Daytime sleepiness
Sleepiness interferes with 13 (4) 5(3) 1(1) 19 (3)
daily activities”
ESS 210 36 (10) 23 (12) 10 (13) 69 (11)
“Occurring a few days per week or more.
"Versus 30-40 h week™' and 41-59 h week™', F 600 = 8.52, P = 0.002.
*Versus 30-40 h week™' and 41-59 h week ™', Fi 601 = 4.15, P = 0.045.
ESS, Epworth Sleepiness Scale; TST, total sleep time.
respectively; »* (2) = 49.11, P < 0.001]. However, there were cognitive:  difficulty ~ with  concentration (OR = 3.32,

no other differences in sleep characteristics or daytime sleep-
iness between the groups.

Sleep and work performance

Participants who reported sleeping <6 h per night on work-
days were more likely to report that their work schedule did
not allow them to get enough sleep (F269 = 9.81, P = 0.001)
as compared with participants who reported sleeping between
6 and 8 h or >8 h. Participants who reported sleeping <6 h
per night on workdays reported more avoidance of social
interactions with co-workers (Fjso; = 7.95, P = 0.020).
No other negative work performance outcomes were observed
between participants who reported sleeping <6 h and those
who reported sleeping 6-8 h or >8 h. Participants who
reported poor sleep quality were more likely to report
problems at work, including poor concentration (¢,57 = 5.69,
P < 0.001), difficulty with organization (g = 4.04,
P < 0.001) and impatience (t,67 = 3.92, P < 0.001).

Associations between risk for sleep disorders and work
performance

Overall, 37% of the sample was characterized as at-risk for any
sleep disorder. Ninety-six participants (9.6%) were classified as
at-risk for more than one sleep disorder. Mean values for
negative work outcomes by sleep disorder category are shown
in Table 3. Logistic regression analyses were used to compare
dichotomous negative work outcomes for those participants
classified as at-risk for any sleep disorder (i.e. insomnia, OSA
or RLS) and for each individual sleep disorder, relative to
those classified as not at-risk for any sleep disorder.

Relative to participants classified as not at-risk for any sleep
disorder, participants at-risk for any sleep disorder were more
likely to report impairment in all domains examined, including

CI = 2.08-5.29, P < 0.001) and problems with organization
(OR = 2.76, CI = 1.564.9, P = 0.001); mood: impatience
with others (OR = 1.57, CI = 1.12-2.21, P = 0.009), avoid-
ing interactions with co-workers (OR = 2.24, CI = 1.3-3.85,
P = 0.004) and boredom (OR = 1.57, CI = 1.09-2.26,
P = 0.016); presenteeism: decreased productivity
(OR = 3.26, CI = 1.83-5.81, P < 0.001); and missed work
time due to sleepiness, including absenteeism (OR = 3.54,
CI = 1.359.28, P = 0.010) and falling asleep at work
(OR = 1.65, CI = 1.22-2.25, P = 0.001).

Relative to participants not at-risk for any sleep disorder,
participants with insomnia symptoms had increased odds for
reporting a variety of negative work outcomes. They reported
difficulty with cognitive tasks at work, including problems with
concentration (OR = 5.19, CI = 2.96-9.12, P < 0.001) and
organization (OR = 3.44, CI = 1.69-7.00, P = 0.001). They
were also more likely to report experiencing mood-related
problems at work, including impatience (OR = 2.25, CI =
1.42-3.58, P = 0.001), avoiding interactions with co-workers
(OR = 3.51, CI = 1.79-6.89, P < 0.001) and boredom
(OR = 2.16, CI = 1.27-3.52, P = 0.002). Presenteeism was
also observed in individuals at-risk for insomnia symptoms, with
increased odds for reporting decreased productivity
(OR = 549, CI = 2.75-10.95, P < 0.001). Furthermore,
participants with insomnia symptoms were at significantly
increased odds for reporting missed work time due to sleepiness,
including absenteeism (OR = 6.76, CI = 2.37-19.28, P <
0.001), leaving work early (OR = 2.69, CI = 1.22-5.95,
P = 0.014) and falling asleep at work (OR = 4.17, CI =
2.68-6.49, P < 0.001). Moreover, they also had a higher OR
for experiencing an occupational accident in the past year
(OR = 2.28,CI = 1.11-4.74, P = 0.026).

Those participants classified as at-risk for OSA, relative to
participants not at-risk for a sleep disorder, were at increased
odds for difficulty with cognitive tasks at work, including
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Table 3 Negative work outcomes by sleep disorder

.
at work*

Any sleep disorder Insomnia 0SA RLS Not at-risk
n = 367 n = 109 n = 247 n = 108 n = 633
Mean (SD)  t-test Mean (SD)  t-test Mean (SD)  t-test Mean (SD)  t-test Mean (SD)
Cognitive
Difficulty with 2.3 (1.2) —4.2%%* 26 (1.4) —5.2%%* 22 (1.1) —2.8%* 2.4 (1.3) =3.5%*¥* 1.9 (0.9)
concentration’
Problems with 1.8 (1) —2.9%% 2.0 (1.2) —3.0%* 1.8 (1.0) —2.4% 1.8 (1.1) —2:0% 1.6 (0.9)
organization’
Mistakes' 1.7 (0.9) —2.4* 1.8 (0.9) —2.4* 1.6 (0.8) -1.3 1.7 (0.9) -1.9 1.6 (0.7)
Mood
Impatience’ 2.6 (1.3) —2.4% 3.0 (1.4) —4.4¥** 2.5 (1.3) -0.8 2.7 (1.4) —2.2% 2.4 (1.2)
Avoids interactions” 1.8 (1.2) —3.3%%* 2.2 (1.5) —4.2%%% 1.7 (1.1) —2.2% 1.7 (1.1) -1.2 1.5 (0.9)
Boredom’ 2.3 (1.4) —2.1* 2.6 (1.5) —3iSHxE N3N ([153) =15 2.2 (1.3) —-0.6 2.1 (1.3)
Presenteeism
Decreased 2 (1.1) —4.2%** 23 (1.2) —4.7¥** 1.9 (1.1) —3.1** 2.0 (1.1) —2.5% 1.7 (0.8)
productivity"
Failure to finish 1.5 (0.8) —2:1% 1.6 (1.0) —2.7** 1.5 (0.8) =19 1.5 (1.0) =155 1.4 (0.7)
assigned tasks’
Missed work time
Late to work? 1.3 (0.8) -0.9 1.5 (1.0) -2.1* 1.2 (0.7) —-0.1 1.4 (1.1) -1.6 1.2 (0.8)
Absenteeism* 1.1 (0.3) —2.5%* 1.1 (0.5) —2.5% 1.1 (0.3) —2.2% 1.0 (0.3) -1.0 1.0 (0.1)
Leaving early* 1.1 (0.5) -1.5 1.2 (0.7) —2.2% 1.1 (0.5) -1.2 1.1 (0.5) -1.1 1.1 (0.3)
Falling asleep 2.0 (1.5) —Stl=xs DT (118) —6.9%** 19 (1.4) —4.2%** 2.0 (1.5) =3.5%** 1.5 (1.0)

For all ¢-tests, the comparison group is the ‘not at-risk” sample.
every day.

OSA, obstructive sleep apnea; RLS, restless legs syndrome.
*P < 0.05; **P < 0.01; ***P < 0.001.

Ttems are scored on a Likert-type scale: 1 = never, 2 = rarely, 3 = a few days per month, 4 = a few days per week, 5 = every day or almost

Items are scored on a Likert-type scale: 1 = never, 2 = 1 day, 3 = 2-3 days, 4 = 4-5 days, 5 = 6-10 days, 6 = > 10 days.

problems with concentration (OR = 2.22, CI = 1.23-4.01,
P = 0.008) and organization (OR = 2.78, CI = 1.30-5.91,
P = 0.008). They were also more likely to report decreased
productivity (OR = 3.12, CI = 1.57-6.18, P = 0.001). With
respect to missed work time, they were at increased odds for
absenteeism due to sleepiness (OR = 6.06, CI = 1.93-19.04,
P = 0.002) and falling asleep at work (OR = 1.62,
CI = 1.11-2.34, P = 0.012).

Relative to participants not at-risk for any sleep disorder,
participants with RLS symptoms also had increased OR for
difficulty with cognitive tasks at work, including problems with
concentration (OR = 4.69, CI = 2.54-8.68, P < 0.001) and
organization (OR = 4.32, CI = 1.90-9.83, P < 0.001); addi-
tionally, they were more likely to report experiencing impa-
tience with co-workers (OR = 1.96, CI = 1.19-3.22,
P = 0.008). Participants at-risk for RLS also evidenced
presentecism: they were more likely to report decreased
productivity (OR = 3.99, CI = 1.85-8.62, P < 0.001) and
failure to finish assigned tasks (OR = 4.06, CI = 1.57-10.50,
P = 0.004). Finally, they also had increased odds of falling
asleep at work (OR = 1.88, CI = 1.18-3.00, P = 0.007).

The effects of shift work

Of the participants classified as SW, 21% reported symptoms
consistent with SWSD (1.5% of all participants). Table 4
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shows mean values for negative work outcomes for SW, DW
and SWSD. Logistic regressions were calculated comparing
SW with DW, SWSD with DW, and SWSD with SW.
Relative to DW, SW were at increased odds for falling
asleep at work (OR = 1.75, CI = 1.02-2.99, P = 0.041) and
experiencing an occupational accident in the past year
(OR = 2.77, CI = 1.27-6.02, P = 0.01). Relative to DW,
SWSD were found to have increased odds for several negative
work outcomes, including mood-related impairment, such as
impatience (OR = 3.86, CI = 1.27-11.77, P = 0.018), avoid-
ing interactions with co-workers (OR = 6.01, CI = 1.79—
20.24, P = 0.004) and boredom (OR = 3.71, CI = 1.21-
11.65, P = 0.022), as well as falling asleep at work
(OR = 5.62, CI = 1.69-18.61, P = 0.005). They were also
at an increased risk to report experiencing an occupational
accident in the past year (OR = 4.36, CI = 1.15-16.48,
P = 0.03). Relative to SW, SWSD were found to have
increased odds for impatience at work (OR = 3.86,
CI = 1.27-11.77, P = 0.018) and avoiding interactions with
co-workers (OR = 6.01, CI = 1.79-20.24, P = 0.004).

DISCUSSION

The results from this NSF poll of American workers found
that employed Americans get less sleep than they need to
function well at work. When they do sleep, nearly half of the
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Table 4 Negative work outcomes for SW and DW
SW SWSD DW
Mean (SD) t-test Mean (SD) t-test Mean (SD)
Cognitive
Difficulty with concentration’ 1.9 (1) 1.2 2.4 (1.4) -1.1 2.1 (1)
Problems with organization’ 1.5 (0.8) 1.9 1.6 (0.9) 0.1 1.7 (0.9)
Mistakes’ 1.7 (0.9) —-0.06 2.1 (1.2) -2.3 1.6 (0.8)
Mood
Impatience’ 2.7 (1.4) -1.2 3.7 (1.3) —3.7** 2.48 (1.2)
Avoids interactions’ 1.7 (1.2) -0.9 2.5 (1.5) =22 1.6 (1)
Boredom 2.4 (1.4) -1.2 2.9 (1.4) -1.9 2.16 (1.3)
Presenteeism
Decreased productivity' 1.8 (1) 0.2 2.3 (1.2) -1.8 1.8 (0.9)
Failure to finish assigned tasks' 1.4 (0.8) 0.5 1.8 (1.1) =129 1.4 (0.8)
Missed work time
Late to work* 1.1 (0.4) 2 Gp 1.3 (0.6) —-0.2 1.3 (0.8)
Absenteeism* 1 (0.1) 0.5 1.1 (0.3) -0.8 1(0.2)
Leaving work early* 1.1 (0.4) 0.1 1.2 (0.8) -0.7 1.1 (0.4)
Falling asleep at work* 2.1 (1.6) —2.2% 3.1 (1.8) —3.0%* 1.6 (1.2)
For all #-test comparisons, the comparison group are DW.
Items are scored on a Likert-type scale: 1 = never, 2 = rarely, 3 = a few days per month, 4 = a few days per week, 5 = every day or almost
every day.
Items are scored on a Likert-type scale: 1 = never, 2 = 1 day, 3 = 2-3 days, 4 = 4-5 days, 5 = 6-10 days, 6 = >10 days.
DW, day workers (n = 916); SW, shift workers (n = 67); SWSD, shift work sleep disorder (n = 14).
*P < 0.05; **P < 0.01.

participants describe poor sleep quality. Not surprisingly, a
striking number of participants (29%) report extreme sleepi-
ness or falling asleep at work in the past month, and 20%
report that this sleepiness negatively affects their relationships.
Long work hours are a likely contributor to the sleep problems
observed in our sample. One-third of participants reported
working 50 h per week or more, and 13% reported working in
excess of 60 h per week.

Among those participants not classified as at-risk for a sleep
disorder, working extended hours had negative effects on sleep,
and short total sleep times and poor sleep quality were
associated with more work impairment. Participants who
reported working extended hours were much more likely to
report that their work schedule interfered with their ability to
sleep as much as they needed. Our hypothesis that long work
hours would be associated with shorter total sleep times was
supported; individuals who reported extended work hours
slept more than 30 min less on average on both workdays and
non-workdays, which is consistent with previous studies
(Basner et al., 2007, Knutson et al., 2010; Krueger and
Friedman, 2009). Participants who worked long hours did
not report more daytime sleepiness or more impairment at
work. This was an unexpected finding, particularly considering
that these individuals slept fewer hours on both workdays and
non-workdays, suggesting that they are not making up for lost
sleep on non-workdays. There are a few possible explanations
for this. Naturally short sleepers may self-select jobs that
involve long work hours. Alternatively, they may not be
cognizant of their impairments or level of sleepiness because of
the effects of chronic sleep restriction (Van Dongen et al.,
2003).

We predicted that individuals who had poor sleep quality
and short total sleep times would also report more negative
work outcomes. Independent of sleep duration, poor sleep
quality was associated with impairments at work, including
difficulty with concentration and organization, and impatience
with co-workers. Participants who reported shorter total sleep
times were more likely to report avoiding social interaction
with colleagues at work. These findings illustrate the impor-
tance of examining sleep quality in addition to sleep duration.

Risk for sleep disorders, which are another potential
contributor to chronic sleep loss, was present in more than
one-third (37%) of the sample. Consistent with previous
population-based studies of sleep disorders, including past
NSF polls, 11% of the current sample was classified as
experiencing insomnia symptoms (Ancoli-Israel et al., 2003;
Ohayon, 2002), 11% were classified as experiencing symptoms
of RLS (Phillips et al., 2006) and 25% were classified as at-risk
for OSA (Hiestand et al., 2006). As we hypothesized, partic-
ipants classified as at-risk for any sleep disorder reported more
work-related impairments, including significant problems
related to cognitive and mood-related performance at work,
presenteeism and absenteeism.

Of all of the sleep disorders in this study, experiencing
symptoms consistent with insomnia was associated with the
most negative outcomes at work, including impairment in both
cognitive and mood-related work domains, as well as presen-
teeism. These findings are a logical extension of previous work
that has shown far-reaching negative impacts of insomnia on
multiple quality of life domains (Kyle e al., 2010). The
increased risk for mood-related work problems is consistent
with research showing higher rates of depression and anxiety
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in individuals with insomnia (Breslau et al., 1996; Buysse
et al., 1994; Neckelmann et al., 2007; Taylor et al., 2005).
In addition, absenteeism and falling asleep at work were much
more likely for these participants compared with respondents
not at-risk for any sleep disorder. Of particular concern,
participants with insomnia symptoms had a twofold increase
in risk for occupational accidents. These results are largely
congruent with findings from other studies that have examined
relationships between insomnia and self-reported work pro-
ductivity and efficiency (Daley et al., 2008; Erman et al., 2008;
Leger et al., 2002, 2006; Linton and Bryngelsson, 2000; Walsh
et al., 2007). It is clear from these data that individuals with
insomnia experience a wide variety of work problems, includ-
ing both low-incidence outcomes such as absenteeism and
occupational accidents, as well as more subtle negative
outcomes consistent with presenteeism. Two recent studies
suggest that these work deficits can be substantially improved
for these individuals with treatment of the chronic insomnia
(Erman et al., 2008; Walsh et al., 2007).

Similar to findings from previous research on OSA and
work performance (Lindberg et al., 2001; Spengler et al., 2004;
Ulfberg et al., 1996, 2000), we found that individuals at-risk
for OSA were more likely to report presenteeism, absenteeism,
falling asleep at work and problems related to cognitive
functioning at work. However, in contrast to Lindberg ef al.
(2001) and Spengler et al. (2004), individuals at-risk for OSA
in the present study did not have increased odds of reporting
that they have experienced an occupational accident in the past
year. Methodological differences (e.g. how risk for OSA was
defined, self-report versus objective data on accidents) likely
contributed to this discrepancy.

This is the first study to examine work outcomes for
individuals at-risk for RLS. Participants who reported symp-
toms consistent with RLS reported significant problems in the
work domains of cognitive impairment, presenteeism and
falling asleep at work. However, in contrast to respondents
with insomnia symptoms, participants with RLS symptoms
were not more likely to be at-risk for occupational accidents
and absenteeism, and had less impairment at work related to
mood problems.

The effects of shift work are understudied. In this investi-
gation, a significant proportion of SW reported symptoms
consistent with SWSD (21%). Consistent with findings from
Drake et al. (2004), the most negative work outcomes were
observed for those SW who reported symptoms of insomnia or
excessive daytime sleepiness (i.e. at-risk for SWSD). Significant
sleepiness at work or falling asleep at work was more common
for these participants, and they were four—six times more likely
to experience mood-related work impairment, including impa-
tience with others, avoidance of social interactions and
boredom. Their risk of occupational accidents is further cause
for alarm, as SW at-risk for SWSD were four times more likely
to report experiencing such accidents. Comparisons in our
sample between SW and DW showed that SW were at a nearly
threefold risk for occupational accidents and more likely to fall
asleep at work.

© 2010 European Sleep Research Society, J. Sleep Res., 20, 487-494
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There are several limitations to this study. The cross-
sectional study design is a methodological concern, as it does
not permit conclusions about causality or the direction of
associations. Use of multiple statistical analyses may have
increased the risk for type I error, and the results should be
interpreted accordingly. Although we defined risk for sleep
disorders based on ICSD-2 criteria, it is likely that some
participants with sleep disorders may have been misclassified
both as having a sleep disorder and within the sleep disorders
category. Our ability to classify participants into diagnostic
categories was limited by the questions asked during the poll.
While a more precise method of diagnosis is desirable, it is also
impractical for a large-scale study. The assessment of work
performance consisted of single-item questions for each
domain. While face-valid, these questions have not been
formally validated. Replication of these findings with a
validated measure of work performance is important. The
racial composition and occupational classification (i.e. white,
blue, gray collar) of the sample were consistent with those
reported by the Bureau of Labor Statistics for workers in the
USA who are employed full-time. Nevertheless, our sample
was heavily Caucasian, older (average age was late 40s) and
more than one-third reported an annual household income
>$75 000. This may limit the generalizability of the findings to
other racial groups, younger individuals and those of lower
socioeconomic status. Finally, we relied entirely on self-report
for our measures, which may result in social desirability bias.

The field of research on sleep and work is ripe for further
exploration. Use of methodologies beyond cross-sectional
designs are important to more fully appreciate the nature of
the complex relationships between sleep, sleep disorders and
work performance. Employing objective measures of work
performance and sleep (e.g. wrist actigraphy, polysomnogra-
phy) and using prospective methods (e.g. daily sleep diaries)
are critical to our understanding of how sleep affects perfor-
mance at work and how work hours impact sleep. Research
using more definitive diagnostic methods for sleep disorders
and examination of changes in work performance after
treatment for sleep disorders is also crucial. Finally, to know
whether relationships between sleep and work are different
across diverse populations, future research should include
participants from traditionally understudied groups (e.g. non-
Caucasian races/ethnicity, individuals with lower socioeco-
nomic status, younger adults). In summary, this national poll
of American workers showed that longer work hours are
associated with shorter sleep times. We studied individuals
at-risk for four major sleep disorders, including insomnia,
OSA, RLS and SWSD. Using work outcomes that included
low-frequency, high-impact variables (e.g. absenteeism, occu-
pational accidents), as well as more subtle, daily outcome
variables (e.g. presenteeism, cognitive and mood-related
problems) allowed us to more completely describe work
impairments. The results of this study support the need for
increased public awareness of the impact of untreated sleep
disorders on work performance, as well as the associations
between long work hours and problems due to sleepiness.
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Employers may benefit from screening for sleep disorders in
their employee assistance programs, by offering work-based
educational programs that increase awareness of the detri-
ments associated with long work hours and sleep problems,
and dedicating more resources to treatments for sleep disor-
ders in their employees. Reduced absenteeism, increased
productivity and fewer occupational accidents are just a few
of the potential benefits employers may realize from such
programs. In turn, their employees may experience improved
quality of life at work. Increasing resources for education,
diagnosis and treatment of sleep disorders would profit
employers, their employees and our society at large.
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Opinion statement

With the growth of the 24-hour global marketplace, a substantial proportion of workers
are engaged in nontraditional work schedules and frequent jet travel across multiple
time zones. Thus, shift work disorder and jet lag are prevalent in our 24/7 society
and have been associated with significant health and safety repercussions. In both dis-
orders, treatment strategies are based on promoting good sleep hygiene, improving
circadian alignment, and targeting specific symptoms.

Treatment of shift work must be tailored to the type of shift. For a night worker, cir-
cadian alignment can be achieved with bright light exposure during the shift and
avoidance of bright light (with dark or amber sunglasses) toward the latter portion
of the work period and during the morning commute home. If insomnia and/or exces-
sive sleepiness are prominent complaints despite behavioral approaches and adequate
opportunity for sleep, melatonin may be administered prior to the day sleep period to
improve sleep, and alertness during work can be augmented by caffeine and wake-
promoting agents.

For jet lag, circadian adaptation is suggested only for travel greater than 48 h,
with travel east more challenging than travel west. Although advancing sleep and
wake times and circadian timing for eastward travel with evening melatonin and
morning bright light several days prior to departure can help avoid jet lag at the
new destination, this approach may be impractical for many people, Therefore,
strategies for treatment at the destination, such as avoidance of early morning light
and exposure to late-morning and afternoon light alone or in conjunction with bedtime
melatonin, can accelerate re-entrainment following eastward travel. For westward
travel, a circadian delay can be achieved after arrival with afternoon and early-evening
light with bedtime melatonin.

Good sleep hygiene practices, together with the application of circadian principles, can
improve sleep quality, alertness, performance, and safety in shift workers and jet travelers.
However, definitive multicenter randomized controlled clinical trials are still needed, using
traditional efficacy outcomes such as sleep and performance as well as novel biomarkers
of health.
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Introduction

Humans have an endogenous circadian rhythm
slightly longer than 24 h. The International Classifi-
cation of Sleep Disorders describes nine circadian
rhythm disorders defined by a persistent or recurrent
pattern of sleep disturbance resulting from either
alterations of the circadian timekeeping system or
misalignment between the endogenous circadian
rhythm and exogenous factors that affect the timing
and duration of sleep [1]. Shift work disorder and
jet lag are two circadian rhythm disorders that occur
due to the alteration of the external environment
relative to the internal circadian timing system

[2].

Shift work disorder

As of 1991, 20% of the United States workforce partic-
ipated in some type of shift work [3]. Of these, more
than 30% of night workers and 25% of rotating shift
workers meet criteria for shift work sleep disorder
[3]. In Europe, only 24% of the workforce keeps con-
ventional working hours, and 18.8% have a work
schedule that involves night shift work [4]. Shift work
disorder is characterized by both insomnia and exces-
sive sleepiness associated with the work period occur-
ring during the usual time for sleep [1]. The diagnosis
requires that symptoms are of at least 1 month’s dura-
tion and circadian misalignment must be demonstrat-
ed with a sleep diary or actigraphy [1]. Insomnia and
excessive sleepiness are thought to be primarily due
to a misalignment between the scheduled sleep/wake
cycle and the circadian propensity for sleep and alert-
ness. Typically, the patient is attempting to sleep when
the circadian signal for alertness is high and working at
a time when the circadian alertness levels are low [1].
In addition to circadian factors, sleep is often short-
ened in shift workers because of problems with the en-
vironment for sleep and because domestic and social
responsibilities encroach on the worker’'s nonconven-
tional sleep time [2]. Therefore, sleep loss, in addition
to circadian misalignment, contributes to decreased
alertness during night work [5]. Sleepiness in shift
workers can be profound: one third of night workers
admit to nodding off once a week during work, and
one half report falling asleep while commuting [6].
In addition to sleepiness, circadian misalignments in

performance have also contributed to serious acci-
dents, including the incidents at Three Mile Island
and Chernobyl and the Exxon Valdez disaster [5]. Shift
workers with shift work disorder are at higher risk for
cardiovascular disease, ulcers, depression, and absen-
teeism than shift workers without shift work disorder
[5]. Because of both public safety concerns and conse-
quences to the patient, treatment of shift work disor-
der is imperative.

Jet lag disorder

Jet lag disorder is defined as symptoms of insomnia
and/or excessive daytime sleepiness resulting from
travel across at least two time zones [1]. It is also asso-
ciated with compromised daytime function, general
malaise, or somatic complaints (eg, gastrointestinal
symptoms) occurring within 1 to 2 days of travel [1].
Unlike travel fatigue, jet lag symptoms do not resolve
with an adequate sleep period upon arrival and may
occur even when unfavorable air travel conditions
(cramped space, etc.) are minimized [7]. Because the
intrinsic clock cannot adjust to the change in time
zones as rapidly as we can traverse them with jet travel,
there is a resultant discord between the timing of sleep
as generated by the endogenous circadian rthythm and
the sleep/wake times necessary in the new time zone
[8ee]. Eastward travel often results in sleep-onset in-
somnia as the endogenous circadian rhythm (as set
by the location of origin) is not conducive to sleep
at the new, earlier time at the destination; the circadi-
an rhythm must advance. In westward travel, difficul-
ties in remaining asleep are a more prominent
problem, as the circadian alerting signal occurs during
the desired sleep period at the new destination; the cir-
cadian rhythm must delay [7]. In either case, sleepi-
ness results from both circadian misalignment and
truncated sleep duration. In jet travel, it has been
demonstrated that the endogenous circadian rhythm
resets approximately 92 min later each day after a
flight westward and approximately 57 min earlier
each day after a flight eastward. Therefore it is more
difficult to align the intrinsic rhythm with the external
clock in eastward travel [9]. Alignment may occur in
the opposite direction (referred to as antidromic re-
entrainment) when traveling across more than eight
time zones [10]. In addition to the direction of travel
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and sleep loss, other factors that may influence the
severity of jet lag include the number of time zones
crossed, exposure to and the magnitude of local
circadian time cues (eg, alteration of light during
various times of the year), and individual variance
[11]. Thirty million US citizens traveled overseas in
2009, but the exact incidence of jet lag is unknown
[12]. Although jet lag is usually benign and transient,
it may become recurrent and problematic in those who
travel frequently and may result in occupational hazard.

Therapeutic strategies

To understand the therapeutic strategies used in
treating shift work disorder and jet lag, one must ap-
preciate how circadian and homeostatic processes
interact to regulate sleep and wakefulness. The mas-
ter clock regulating the endogenous circadian
rhythm is located in the suprachiasmatic nucleus
(SCN) located in the anterior hypothalamus [5].
The cycle of sleep and wake is the most prominent
circadian rhythm, with the highest propensity for
sleep occurring near the nadir of core body temper-
ature (occurring approximately 2 to 3 h before the
usual wake time) [2].

This circadian process interacts closely with the ho-
meostatic drive for sleep. SCN neurons are active dur-
ing the subjective day and are stimulated by light. As
the homeostatic drive for sleep accumulates with
wakefulness, SCN activity increases to maintain alert-

Treatment

ness and then decreases in the evening, prior to sleep
time [5], facilitating sleep. Interestingly, pineal melato-
nin begins to rise about 2 h before sleep onset [5]. As
the homeostatic drive dissipates during sleep, SCN ac-
tivity remains low. It has been postulated that melato-
nin helps to maintain sleep by its ability to inhibit the
firing rate of the SCN neurons [5].

Light is the strongest cue synchronizing the circa-
dian clock to the external environment [5]. After light
is received by melanopsin-containing retinal gangli-
on cells, photic information is transmitted via the ret-
inohypothalamic tract to the suprachiasmatic nucleus
[2]. Light in the evening (before the core body tem-
perature minimum is reached) delays the circadian
rhythm, and light given in the morning (after the core
body temperature minimum is reached) advances the
circadian rhythm. The phase-response curve to light
demonstrates that the magnitude of phase shift is
greatest when light would usually be absent (during
the night).

Melatonin is a hormone regulated by the SCN and
secreted by the pineal gland. Melatonin levels begin to
rise 1 to 3 h before the habitual sleep time and peak
just prior to the core body temperature nadir [5]. In
contrast to light, melatonin given in the evening shifts
the circadian rhythm to an earlier time, and melatonin
given in the morning shifts it to a later time. The
phase-response curve to melatonin shows the largest
magnitude of change occurring at the time when endog-
enous secretion is the lowest (during the day).

» The treatment of shift work disorder and jet lag is multifaceted and
includes strategies to achieve and maintain some degree of circa-
dian alignment (Fig. 1), improve sleep (using hypnotics, melatonin,
and behavioral approaches), and facilitate alertness (using light,
wake-promoting agents and sleep scheduling) (Table 1). In addi-
tion, good general sleep hygiene is an integral part of managing
both disorders. Measures include: regular sleep and wake times,
routine exercise (but not within three hours of bedtime), abstaining
from caffeine, nicotine, heavy meals, alcohol, and stressful or
stimulating activities near bedtime, and creating an environment
conducive for sleep [5].
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Figure 1. In an individual with normal circadian phase, dim-light melatonin onset occurs 7 h prior to core body temperature
minimum, which is about 2 to 3 h before the usual wake time. The timing of the peak of melatonin secretion and core body
temperature minimum are associated with a high circadian propensity for sleep and occur within the sleep period during
normal conditions. A, In a night-work/day-sleep cycle, circadian sleep-promoting factors occur before the sleep period, so the
goal is a phase delay to align the endogenous clock with the external environment with appropriately timed light, avoidance of
light, and melatonin. B, With jet travel over six time zones east, the circadian propensity for sleep (as set by the origin of
travel) falls after the desired sleep period at the local time in the destination. A phase advance with appropriately timed light
and/or melatonin can accelerate circadian alignment. (Adapted from Kwon and Zee [5]).

Treating shift work disorder

Diet and lifestyle

Scheduled sleep times

By dissipating the homeostatic drive for sleep, napping is an effective
strategy to counteract sleepiness in shift workers. Napping prior to night
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Table 1. Treatment of shift work disorder

Treatment modality

Planned napping

Timed light exposure

Administration of melatonin prior to day sleep
Hypnotic medication to promote day sleep
Modafinil to enhance alertness

Caffeine to enhance alertness

Standard—Generally accepted patient care strategy reflecting a high degree of clinical certainty.
PGuideline—Patient care strategy reflecting a moderate degree of certainty.

“Option—Uncertain clinical use.
(Adapted from Morgenthaler et al. [11].)

Strength of recommendation
Standard?

Guideline®
Guideline®
Guideline®
Guideline?
Option®©

Melatonin

shift work has been associated with decreased accidents and improved
alertness and performance. Beneficial effects of napping before night
work were further augmented with caffeine administration [13, Class III;
14, Class IJ.

Naps of 20 to 50 min duration during shift work have produced
improvements in reaction time and have restored performance to that
seen at the beginning of the shift. In addition, napping early in the night
shift improves objective measures of alertness [15, 16; Class II]. If the
nap duration is greater than 30 min, some degree of sleep inertia may
occur [15, Class II].

No disruption of the main sleep period occurred secondary to the nap
[16, Class II; 17, Class IV]. Planned napping is considered a standard of
care in the treatment of shift work disorder by the American Academy of
Sleep Medicine (AASM) [11].

The AASM recommends melatonin prior to day sleep as a treatment
guideline for shift work disorder [11]. Exogenous melatonin has effects
of both resetting the circadian clock and acting as a direct hypnotic [10].
In a randomized, controlled trial of 32 individuals undergoing
simulated night work with attempted sleep occurring in the afternoon
and evening, melatonin at doses of 3 mg or 0.5 mg or a placebo was
given prior to the nonconventional sleep period. Both doses of melato-
nin resulted in a significant phase advancement (3 h for 0.5 mgand 3.9 h
for 3 mg), compared with placebo [18, Class I]. In addition to shift work
simulation, the clock resetting effects of melatonin have also been
demonstrated in some night workers during field studies [19, Class IJ.
The addition of melatonin did not augment circadian adaptation in
the setting of a treatment strategy using bright light therapy during the
night shift and light avoidance in the morning [20, Class II].
Melatonin (1.8-6 mg), given prior to day sleep, has been shown to
improve total sleep duration in both simulated night shifts and studies
of night workers [21, Class I; 22, Class III; 23, Class II].
No improvements in nighttime alertness have been seen with the use
of melatonin [21, Class I; 24, 25, Class II].
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No field studies or simulated studies of early morning shift work
using melatonin are currently available. However due to the known
efficacy of exogenous evening melatonin in advancing circadian rhythms,
melatonin may be a rational treatment option for shift work requiring an
early rise time. Further studies are needed.

Caffeine

The AASM suggests caffeine as a treatment option to enhance alertness
during night work [11].

It is well known that caffeine can be an effective countermeasure
for sleepiness during experimentally induced sleep deprivation,
making it a feasible option for treatment in shift work disorder and jet
lag [8ee].

In a double-blind, randomized, placebo-controlled trial of 15
individuals performing simulated night work, coffee (2 mg/kg dose of
caffeine) was given immediately prior to and during the first portion of
the night shift. There was significant improvement in sleepiness as
measured by the multiple sleep latency test, and participants rated
themselves as 25% more alert. There was no residual effect on daytime
sleep as measured by polysomnography [26, Class IJ.

A recent meta-analysis found that caffeine (compared with placebo)
improved shift workers’ performance in multiple domains of neuropsy-
chiatric testing, including memory and attention [27].

|
Pharmacologic treatment

Benzodiazepines and benzodiazepine receptor agonists

Hypnotic medications have been evaluated for shift work disorder, spe-
cifically for the treatment of insomnia occurring as a result of attempting
sleep during the period of high circadian alerting signal.

Triazolam (0.25-0.5 mg) and temazepam (20 mg) have been shown
to be effective in increasing daytime sleep duration with both subjective
and objective measures. No improvements in nighttime alertness (by self
report or by mean sleep latency testing) have been demonstrated with
either medication, however [28, 29, Class I; 30, Class III; 31, Class IIJ.

Two field studies of shift workers using zopiclone also showed sub-
jective improvements in sleep quality and duration, but there was no
evidence of improvement in work performance [32, Class I; 33, Class IIJ.

In a study of seven individuals undergoing simulated rotating shifts,
those receiving zolpidem had improved subjective sleep quality, but
their mood was worsened during the following work period, compared
with placebo [34].

In the AASM practice parameters, the use of hypnotic medication is a
treatment guideline to facilitate day sleep in night workers. These agents
should be administered with great caution when used for insomnia
during the nonconventional sleep period, however, because of the
potential for unfavorable effects on nighttime performance and
alertness [11]. Further studies are needed to determine the efficacy
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Contraindications

Main drug interactions

Main side effects

Cost/Cost-effectiveness

Wake-promoting medications

of benzodiazepines and benzodiazepine receptor agonists in shift work
disorder.

Benzodiazepine and benzodiazepine receptor agonist medications are not
approved by the US Food and Drug Administration (FDA) for the specific
purposes of treating shift work disorder or jet lag. However, for short-term
insomnia, temazepam (7.5-30 mg) or zolpidem (5-10 mg) may be used at
bedtime [35, 36]. Zopiclone is not available in the United States.

Temazepam and zolpidem should be used with care in elderly and de-
bilitated patients, and alcohol should not be used with either. With
temazepam, slow tapering of the medication should be performed prior
to discontinuation because of a risk of seizure with abrupt cessation.
Zolpidem is a pregnancy category C medication. Pregnancy is an absolute
contraindication to temazepam use because of its class X designation [35, 36].

Central nervous system depressants may have an additive effect with tema-
zepam and zolpidem. Oral contraceptive pills may increase the clearance of
temazepam, and probenecid may decrease its clearance [35, 36].

The most frequently reported adverse effects of zolpidem are daytime
drowsiness, headache, and dizziness. Amnesia may occur with benzodiaze-
pine and benzodiazepine receptor agonist medications, and non-rapid eye
movement (NREM) parasomnias such as sleep walking or sleep eating also
may occur. The most common adverse effects of temazepam are headache,
drowsiness, ataxia, dizziness, confusion, depression, syncope, fatigue, verti-
go, and tremor. Patients should be monitored for physiologic dependence
on temazepam [35, 36].

Both zolpidem and temazepam are less than $20 for a 30-day supply,
making them cost-effective treatment options.

Because night shift work occurs during a time of high propensity for
sleep, wake-promoting medications have been investigated to improve
alertness in shift workers.

In one study, methamphetamine improved mood and performance
during the night shift in simulated laboratory workers [37, Class II].
However, because of the minimal evidence supporting its use and its
potential for abuse, this medication is not indicated in the treatment of
shift work disorder [11].

In a randomized double-blind controlled trial, modafinil (200 mg)
was given 30 to 60 min before the start of night shift work, resulting
in objective improvement in sleepiness and improved performance on
psychomotor vigilance testing. In addition, there were 25% fewer
accidents and near-accidents in the modafinil group than in the pla-
cebo group (P<0.001). Despite these functional improvements and
the attenuation of sleepiness, a pathologic level of sleepiness similar
to that of narcolepsy (mean sleep latency, 3.8 min) persisted in night
shift workers [38, Class I].

Armodafinil is the R isomer of modafinil and has a longer half life
(15 h) than the S isomer of modafinil (3-4 h). In a 12-week randomized
controlled trial of 254 night shift and rotating shift workers with shift
work disorder, 150 mg of armodafinil was given 30 to 60 min prior to
beginning the night shift. Armodafinil resulted in a significant increase in
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mean sleep latency compared with placebo (3 min vs 0.4 min respectively).
By self-report, armodafinil reduced sleepiness during work and on the
morning commute. Significant improvement in performance on standard-
ized memory and attention testing was also demonstrated. No worsening in
daytime sleep parameters occurred with armodafinil [39e, Class IJ.

Modafinil and armodafinil are effective in promoting alertness during
night shift work and are FDA-approved for the treatment of shift work
disorder.

Modafinil (200 mg) or armodafinil (150 mg) taken approximately 1 h prior
to shift work.

Patients with cardiac signs or symptoms occurring in the setting of stimulant
medication should not take modafinil or armodafinil. Caution should be
exercised in prescribing these medications for patients with a known history
of psychosis, unstable angina, or recent myocardial infarction, and those
with seizures. Both drugs are FDA pregnancy category C [40, 41].

Modafinil and armodafinil may decrease the effectiveness of oral contra-
ceptive pills and other drugs metabolized by the CYP3A4 isoenzyme, and
drugs inducing the CYP3A4 enzyme may increase the metabolism of mod-
afinil and armodafinil [40, 41].

Rare but life-threatening rashes have occurred with modafinil therapy [40].
Headache, nausea/vomiting, anxiety, nervousness, and insomnia were the
most common adverse reactions occurring in clinical trials of modafinil [40].
Headache, nausea/vomiting, dizziness, and insomnia were the most com-
mon adverse reactions occurring in clinical trials of armodafinil [41]. Some
individuals taking armodafinil had a small elevation in blood pressure [41].

The retail price for a 30-day supply is $475.95 for modafinil (Provigil;
Cephalon, Frazer, PA) and $304.97 for armodafinil (Nuvigil; Cephalon,
Frazer, PA).

Other treatments

Timed bright light exposure

Timed light exposure can be employed for its circadian phase shifting
effects as well as its beneficial effects on alertness and cognitive perfor-
mance [42]. The AASM suggests the use of timed light during the work
period and restriction of morning light in night shift workers as a treat-
ment guideline [11].

In field studies of shift workers, light regimens of 2350 to 12,000 lux
for durations of 20 minutes (with multiple exposures) to 6 h have shown
improvements in psychomotor performance, subjective alertness, and
self-rated mood [43, 44, 45, Class III].

Bright light exposure and the avoidance of light have been used to
promote circadian shifts to move the core body temperature nadir from
the work period to the sleep period. Studies using this treatment strategy
have been performed in both night work simulation and in field testing
of actual night workers [5]. Bright light of 6000 to 12,000 lux during at
least half of a 12-hour night shift resulted in a significant phase shift in
50% of shift workers receiving the treatment, compared with controls





404 Sleep Disorders

Standard procedure

Contraindications

Complications

Cost/Cost-effectiveness

receiving ambient light [44, Class III]. The largest phase shifts and
improvements in subjective sleep quality have occurred in groups using
both interventions: bright light during the night shift combined with
light avoidance (using dark sunglasses or goggles) the following morning
[23, 46; Class II].

Despite the benefits in performance and alertness produced by aligning
the circadian rhythm to night work, many patients may be reluctant to do
so, as they want to realign their phase to a conventional diurnal waking
schedule on days off. One group has proposed the idea of partial alignment
using a goal “compromise position” with the core body temperature nadir
near 10:00, which puts the highest circadian propensity for sleep early but
within the sleep period on work days and late but within the sleep period
appropriate for days off. This compromise position was achieved with
bright light, light avoidance, and scheduled sleep times (08:30 to 15:30 on
work days and 03:00 to 12:00 on days off). Sleep after the last night shift was
truncated to 08:30 to 13:30 in anticipation of an earlier bedtime on the days
off. The subjects aligning to the “compromise position” had mood, fatigue,
and performance ratings that were markedly superior to controls and were
similar to those of subjects completely entrained to a night-wake, day-sleep
schedule. This partial entrainment strategy may be an effective strategy for
permanent night workers to improve function on both work days and days
off [47e, Class II].

Although no standard protocol for bright light therapy exists, studies have
been performed with both intermittent and sustained exposures of 2350 to
12,000 lux. Ultraviolet wavelength light should be filtered [48]. Light therapy
treatment is not regulated by the FDA.

Patients with retinopathies should not receive treatment with bright light
therapy. Great care should be taken in those using medications causing
photosensitization and patients with bipolar disorder [48].

Hypomania, irritability, nausea, headache, blurred vision, eye strain, pho-
tophobia, and sleep disturbances are the most frequently reported adverse
reactions. Side effects are uncommon, may depend on dose and timing, and
may resolve over time [48].

Light boxes range in price from about $200 to $500. As a one-time investment,
this may be a cost-effective option.

Treating jet lag

Diet and lifestyle

Scheduled sleep times

In jet lag, sleep scheduling is used as an adjunct to light in shifting the
circadian rhythm.

For travel of greater than 48 h, travelers could attempt to shift their
circadian rhythm prior to departure. In a study to determine how
much bedtimes could be shifted (while using bright light therapy) in
preparation for eastward travel, subjects advancing bedtimes by 2 h
per day experienced greater sleep-onset insomnia than those advancing by
1 h per day. Jet lag scores were similar between both groups on most days of
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treatment. Therefore, advancing bedtime by 1 h per day in combination
with light therapy may be a useful intervention in the anticipation of east-
ward travel [49, Class I]. This sleep schedule advance prior to travel east is
recommended as a treatment option by the AASM [11].

However, for travel less than 48 h, those maintaining the sleep/wake
times of the location of origin reported decreased sleepiness and better
global jet lag ratings than those adopting the sleep/wake times of the
destination location during a study of travel over nine time zones |50,
Class II]. The AASM suggests keeping home sleep and wake times during
travel of 2 days or less as a treatment option [11].

Exposure to and avoidance of natural light

Melatonin

Bright light therapy has demonstrated significant augmentation of phase
shifts in simulated studies of eastward travel. (See the discussion of
timed light exposure below.) However, although this phase shift may
attenuate circadian misalignment, bright light therapy may be inconve-
nient during travel, making the exposure to and avoidance of natural
light (using dark sunglasses) a more feasible treatment for jet lag.

During westward travel, the goal is to delay the circadian rhythm, so
light exposure should be sought during what would be evening in the
location of departure and avoided during what would be morning in the
location of departure. For eastward travel, to initiate a phase advance,
light should be avoided during what would be evening in the location of
departure, and light exposure should occur during what would be
morning [51].

This strategy is best illustrated by example. If a traveler lives in
Chicago and usually sleeps from 11 pm to 7 aM, his core body temperature
minimum (assuming normal circadian phase) would likely be close to 4 am
(11 pm Hawaii time). If he departs from Chicago at 0900 and lands in
Hawaii at 1600 (local time), he needs to get plenty of afternoon and evening
light and avoid bright light in the morning. Conversely, if he travels from
Chicago to Paris (where his core body temperature minimum would be at
11 am), departing at 1800 and arriving at 1100 (local time), he should seek
plenty of afternoon light and avoid morning light prior to 11 am. This
example also demonstrates that some degree of phase shifting prior to
eastward travel may be beneficial to move the core body temperature
minimum to the dark period, preventing light exposure during the wrong
portion of the phase-response curve [52].

In multiple studies for jet lag, melatonin has shown benefits likely due to
both its phase shifting and sedating effects.

Of nine double-blind, placebo-controlled field studies evaluating the
effects of melatonin on subjective measures of jet lag, seven studies
showed more favorable ratings of symptoms with melatonin than with
placebo. These studies used 0.5 mg to 8 mg (most commonly 5 mg) of
melatonin for travel of up to 12 time zones [8ee].

Objectively, melatonin has demonstrated increased total sleep time
and decreased waking after sleep onset (as measured by actigraphy),
compared with placebo [53, Class IJ.
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Caffeine

Melatonin has also shown acceleration of phase shift during travel, as
measured by cortisol and melatonin rhythms [54, 55, 56].

Appropriately timed melatonin use, to improve both sleep and
waking symptoms, is considered a standard treatment for jet lag by the
AASM [8ee].

Caffeine has been evaluated in jet lag in two studies, both with 27
subjects traveling eastward over seven time zones. Slow-release caffeine
(300 mg) given at 0800 the first 5 days after arrival improved objective
measures of daytime sleepiness and accelerated circadian entrainment, as
measured by cortisol thythms. Caffeine did result in greater subjective
and objective sleep disruption than placebo [54, 57; Class II].

The AASM suggests caffeine as a treatment option for daytime sleepiness
related to jet lag [11].

Pharmacologic treatment

Benzodiazepine and benzodiazepine receptor agonists

The benzodiazepines temazepam, midazolam, and triazolam have been
evaluated for the treatment of jet lag in four studies. In eastward travel,
temazepam and midazolam showed improvement in subjective sleep
quality and objective sleep measures by actigraphy, but no benefits were
noted in westward travel [8ee].

Zolpidem (10 mg) has demonstrated improved sleep quality and dura-
tion, as well as improvement in jet lag symptoms, after eastward travel, but
adverse effects (including nausea, vomiting, amnesia, and somnambulism)
were greater with zolpidem than with melatonin or placebo [58, 59; Class I].

Zopiclone has also shown increased sleep duration (as measured by
actigraphy) in one study of eastward flight and one study of westward flight,
compared with placebo, but no improvement in sleep measures was shown
in comparison with melatonin, and there is no evidence that this hypnotic
improves symptoms of jet lag [53, Class I; 60, Class II].

The AASM does suggest benzodiazepine receptor agonist hypnotic
therapy as a treatment option for short-term insomnia resulting from jet lag,
However, more research is needed regarding the effect of these agents on
waking jet lag symptoms, and patients must be educated about potential
side effects [11].

Other treatments

Timed light exposure

In jet lag, light therapy has been used with the goal of shifting circadian
rhythms prior to departure. For example, in a study using either intermittent
or continuous bright light therapy in the first 3.5 h after awakening (com-
bined with advancing sleep schedules), subjects in the bright light group
reset their clock 1.5 to 2 h earlier after 3 days of treatment, versus 0.6 h in the
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control group. In addition, those receiving continuous light did not have a
worsening in their jet lag score with advancing bedtimes, as did those
receiving intermittent or no bright light [61, Class I1].

In a field study of westward travel (Zurich to New York), light was
used to delay the circadian rhythm after arrival. Although a greater
phase delay occurred with bright light therapy, there was no difference
in jet lag scale, psychomotor performance, or mood [62, Class II].

Morning bright light therapy (in combination with advancement of
the sleep schedule) before travel east is recommended as a treatment
option by the AASM.

Emerging therapies for shift work disorder and jet lag

Transdermal melatonin

Melatonin receptor agonists

The homeostatic drive for sleep is dissipated by sleep occurring during the
initial portion of the sleep period. During the night, this is counteracted by
the circadian propensity for sleep, partly due to the inhibitory effects of
melatonin on the SCN [5]. Because night workers are sleeping during the
“wrong” circadian time, they lack this mechanism for sleep maintenance.

When 2.1 mg of melatonin (compared with placebo) was given
transdermally 1 h before an 8-hour daytime sleep opportunity, waking
after sleep onset and in the latter third of the sleep period decreased,
sleep efficiency increased, and total sleep time increased. Although
melatonin levels remained elevated after the sleep period, subjective
alertness and visual attention were not affected, as measured by the
Karolinska Sleepiness Scale and psychomotor vigilance testing [63].

A sustained-release method of delivering melatonin may be an
effective option for sleep-maintenance insomnia in those with a
nonconventional day sleep schedule, but more studies are needed.

Melatonin has produced marked improvement in jet lag symptoms and
mixed effects in the treatment of shift work disorder. Because melatonin
varies in potency and quality and is not regulated by the FDA, a mela-
tonin receptor agonist may be a promising treatment for shift work
disorder and jet lag.

Ramelteon is an MT; and MT, receptor agonist. In a study to de-
termine the ability of ramelteon to realign the circadian rhythm after
an imposed 5-hour advance of sleep-wake times in 75 healthy adults,
ramelteon was given 30 min prior to the new bedtime. A significant
circadian shift to an earlier time occurred in patients receiving 1 mg,
2 mg, or 4 mg of ramelteon, compared with placebo. Headache and
nausea were the most commonly experienced adverse reactions and
were mild in severity [64, Class I].

In a recent randomized, double-blind, placebo-controlled trial, 109
individuals with a history of jet lag were given 1 mg, 4 mg, or 8 mg of
ramelteon or placebo at their usual bedtime after arrival following
eastward travel of five time zones. On all nights following travel, with a
1-mg dose of ramelteon, there was a significant reduction of latency to
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Wake-promoting agents

Disclosure

persistent sleep (-10.6 min, P=0.03) as compared with placebo. When
further examining two subsets of the study (those exposed to natural
light and those kept in dim light conditions), the group exposed to
natural bright light and taking a placebo experienced sleep-promoting
effects similar to the effects on those in dim light who received 1 mg of
ramelteon. Therefore, ramelteon could be a treatment option during
travel when bright light is less accessible (eg, during the winter). There
were no significant differences between the ramelteon group the placebo
group in sleepiness scales during waking hours. At the 4-mg dose,
significant improvements in subjective daytime function, alertness,
concentration, sleep quality, and ease of awakening were seen. Adverse
effects were similar across all groups [65e, Class IJ.

Tasimelteon is another MT; and MT, receptor agonist. In a phase 3,
double-blind, randomized placebo-controlled trial, 411 individuals un-
derwent a 5-hour advance of sleep-wake times and received tasimelteon
at the new bedtime. Compared with placebo, all doses of tasimelteon
were followed by decreased latency to persistent sleep onset, decreased
waking after sleep onset, increased total sleep time, and increased sleep
efficiency. Results of neurocognitive testing the day after treatment were
no different with tasimelteon or placebo [66, Class IJ.

Agomelatine (also an MT; and MT, receptor agonist, as well as a
serotonin agonist) has been shown in a double-blind, placebo-controlled
trial to significantly phase-advance body temperature profiles [67].

The clock-advancing properties of melatonin agonists may be effective in
treating shift work disorder resulting from early morning shifts as well as jet
lag resulting from eastward travel.

Although approved for shift work disorder, armodafinil does not cur-
rently have an indication in jet lag.

In a recent double-blind, randomized, placebo-controlled study to
determine the efficacy of armodafinil in jet lag, 427 individuals traveled
eastward over six time zones and were given armodafinil (50 mgor 150 mg)
or placebo daily at 7 am local time after arrival. Those receiving 150 mg of
armodafinil had significant improvements in objective measures of sleepi-
ness (mean sleep latency on the Multiple Sleep Latency Test of 11.7 min vs
4.8 min with placebo, P<0.001) and less severe symptoms of jet lag [68e,
Class I].

Armodafinil may be an effective agent for combating daytime sleep-
iness associated with jet lag.
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ORIGINAL ARTICLE

The Association Between Shift Work and Unhealthy Weight: A
Cross-Sectional Analysis From the Nurses and Midwives’
e-Cohort Study

Isabella Zhao, BN, BN (Hons 1), RN, Fiona Bogossian, PhD, MPH, DipAppSci, BAppSci, RN,
Sarah Song, PhD, and Catherine Turner, MN, PhD, BA, Grad Dip, Ed, RN

Objective: To examine the association between shift work and un-
healthy weight among female nurses and midwives. Methods: A cross-
sectional study. Measurement outcomes included shift work, unhealthy
weight (underweight: body mass index [BMI] < 18.5; overweight:
BMI 25.0 to 29.9; obesity: BMI > 30.0), diet quality, physical-activity
level, alcohol consumption, and smoking status. Results: Among the
2494 participants (1259 day and 1235 shift workers), only 1% of
the participants were underweight, 31.8% were overweight, and 26.9%
were obese. After adjusting the selected confounders, shift workers
were 1.15 times more likely to be overweight/obese than day workers
(P =0.013, 95% confidence interval, 1.03 to 1.28; P = 0.02, 95% confidence
interval, 1.02 to 1.30, respectively). Conclusions: Shift work is associated
with higher risk of being overweight/obese. Longitudinal studies are being
undertaken to better understand the causal relationship between shift work
and unhealthy weight.

n response to an increasingly 24-hour society, over the last several
decades, there has been a rapid increase in the number of shift
workers all over the world.! According to 2004 data from the Bureau
of Labour Statistics, almost 15% of full-time wage and salary work-
ers were shift workers.? Similarly, a national survey of Australia
found that more than one million employees (14%) had worked
in shift in the previous 4 weeks. Of these shift workers, 46% had
worked a rotating shift.’ Industries with the highest proportions of
shift workers in Australia were mining (44%); health and community
services (32%); and accommodation, cafes, and restaurants (31%).’
The health and community services sector consisted of hospitals
and nursing homes, medical and dental services, community care
services, child care services, veterinary services, and other health
services.* The health workforce is estimated to be about 7% of the
entire Australian workforce, and nurses and midwives comprise the
single, largest health professional group at 54%.°
According to the classification of body mass index (BMI) by
World Health Organization (WHO),® healthy weight refers to a BMI
of 18.50 to 24.99 (reference range). Unhealthy weight refers to a
BMI that falls out of the reference range, classified as underweight
(BMI < 18.50), overweight (BMI: 25.00 to 29.99) and obese (BMI >
30.00). There are health consequences of having unhealthy weight.
Being underweight increases one’s risk of suffering from bone loss
and osteoporosis, and heart arrhythmias.” Recognizing this need, the
World WHO is conducting a study to report “Estimates of Under-
weight Adult” and it will be released soon on the WHO Web site
(http://apps.who.int/bmi/index.jsp?introPage=intro_4_2.html).® The
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prevalence of female adulthood underweight was 8.9% in Australia,
3.6% in New Zealand, and 6% in the United Kingdom.>'' On the
contrary, people are more aware of many chronic health conditions
that are associated with being overweight and/or obese, including
Type 11 diabetes, cardiovascular disease, osteoarthritis, hypertension
and stroke, and certain forms of cancer.!>2* Obesity has reached epi-
demic proportions globally, with more than 1 billion adults who are
overweight, and at least 300 million of these are clinically obese.?’
Obesity rates have increased threefold or more since 1980 in some
areas of North America, the United Kingdom, Eastern Europe, the
Middle East, the Pacific Islands, Australia, and China.?* In 2004 to
2005, there was a 9% increase in the Australian adult population
being either overweight or obese since 1995.2° Among Australian
women, 25% of women aged 18 years and older were overweight and
17% were obese.?’ The prevalence of being overweight and/or obese
has also increased in the United Kingdom and New Zealand over the
past decades.!®!! Many studies have been conducted to identify the
causes and risk factors associated with overweight/obesity,?3% and
interventions have focused on treating or modifying these conditions
to reduce the health consequences.

Shift work is defined as work performed primarily outside
typical daytime hours and includes evening shifts, rotating shifts,
irregular shifts, and flexitime.*® It has been identified as one of
the factors that may have an impact on being overweight and/or
obese, and research findings suggest that shift work may increase
the likelihood of being overweight and/or obese by at least 39%.31-34
Conversely, despite the potentially serious health consequences, re-
search on underweight has been limited, perhaps reflecting the com-
paratively lower prevalence of being underweight in the population.
Therefore, research that examines causes and risk factors associated
with unhealthy weight in shift workers should be extended to include
underweight.

The primary aim of this study was to examine the association
between shift work and unhealthy weight among nurses and mid-
wives. The secondary aim was to explore the relationship between
shift work and modifiable lifestyle factors, including diet quality,
physical activity, smoking, and alcohol consumption as potential
confounders.

METHODS

Subjects

This study is a sub-study of the Nurses and Midwives’
e-cohort Study (NMeS), which is a longitudinal population-based
study funded by the Australian Research Council and a range of
industry partners. The purpose of NMeS is to examine factors as-
sociated with both workforce and health outcomes in a cohort of
nurses and midwives in Australia, New Zealand, and the United
Kingdom. The NMeS is conducted completely electronically from
recruitment to follow-up. Recruitment procedures have been pub-
lished elsewhere.®> The baseline survey (survey 1) was launched
in April 2006 when the study recruitment began. Registrations to
the on-line study via the study Web site (www.e-cohort.net) contin-
ued over a 2-year period until April 2008. There have been 10,120

153





Zhao et al

JOEM o Volume 53, Number 2, February 2011

total registrants to date, of whom, 7604 registrants completed sur-
vey 1 (75%) and 5280 registrants completed survey 2 (follow-up
rate, 69%). Survey 3 was opened on-line on May 18, 2010, and it is
continuing now.

This sub-study is cross-sectional in design, using data from the
baseline survey. To be included in the study sample, a respondent
must be currently working as a nurse and/or midwife who is not
pregnant at the time of data collection and has to meet one of the
following two criteria:

1. Working shifts (such as continuous shift work, evening
shifts only, night shifts only, morning and evening shifts only, or
evening and night shifts only); and

2. Working in day shift (including day shifts only without
weekends or day shifts only with weekends).

Among the 7604 registrants who completed survey 1, 2612
(34%) nurses and/or midwives met the inclusion criteria and pro-
vided information on the modifiable lifestyle factors (smoking, al-
cohol consumption, physical activity, and diet quality). Among this
sample, 2494 (95%) were female nurses and/or midwives. Because
of the small number of male participants, the decision was made to
analyze data collected from only female participants. Other reasons
for selecting only women as the sub-study sample was to counter-
balance the existing male dominance in populations drawn for shift-
work research®® and to remove the effects of gender as a potential
confounding variable.

Variables

Exposure variable (shift work)

In the NMeS, work schedule was measured by asking the
respondent to identify which of the following categories described
her/his current shift schedule: (1) day shifts only without weekends;
(2) day shifts only with weekends; (3) continuous shift work; (4)
evening shifts only; (5) night shifts only; (6) morning and evening
shifts only; and (7) evening and night shifts only. For the purposes
of this sub-study, the first two response categories were considered
as day work and the remaining five categories as shift work.

Dependent variables (modifiable lifestyle factors and
unhealthy weight)

Unhealthy weight included underweight, overweight, and
obese, which were defined according to the BMI classification stan-
dards by WHO.?” These cutoff points are as follows: (1) underweight:
less than 18.5; (2) normal: 18.5 to 24.9; (3) overweight: 25.0 to 29.9;
and (4) obese: 30.0 or more.

Unhealthy weight is caused by energy imbalance, which is
affected by people’s diet, physical activity level, and other lifestyle
habits.3® The association between smoking and unhealthy weight is
complex,* and the impact of alcohol consumption on one’s weight
change is not yet established.*’ Therefore, in this study, diet quality,
physical activity, smoking, and alcohol consumption were selected
as modifiable lifestyle factors to better understand the impact of the
interaction of those factors and shift work on unhealthy weight.

Diet quality was measured by using the Australian Recom-
mended Food Score (ARFS).*! The ARFS is a 74-item instrument
in which each item has a “Yes-No” response format. This instrument
has been developed and validated to be a quick and easy way to as-
sess individuals on the quality of diet on the basis of a set of dietary
targets.*!*> The maximum ARFS is 74 and scores are categorized
into five categories according to different cut-points, in which higher
scores are indicative of higher diet quality.

Physical activity was assessed by the International Physical
Activity Questionnaire (IPAQ). This questionnaire is used interna-
tionally to obtain the comparable estimate of physical activity and to
measure the prevalence and impact of the sedentary lifestyle. The va-
lidity of IPAQ as an estimate of the level of physical activity has been

established,**® and the test-retest reliability has been evaluated in
other studies.***>47# The guidelines for data processing and scoring
of IPAQ are available on-line (http://www.ipaq.ki.se/scoring.pdf),
and TPAQ can be treated as a continuous variable or a categorical
variable (low, moderate, and high).>® For the purposes of this sub-
study, IPAQ scores have been treated as a categorical variable.

Smoking status was assessed by items from Nurses’ Health
Studies ( http://www.channing.harvard.edu/nhs/).?! In this sub-study,
the items relating to smoking required the respondents to identify as
a “current smoker,” “former smoker,” or “never smoker.”

Alcohol consumption was assessed by asking respondents to
indicate how often, on average, they drink one glass, bottle, can of
beer (heavy) or beer (light), red or white wine, or spirits (eg, vodka).
These items were based on the semiquantitative Food Frequency
Questionnaire.’> The validity and reliability of Food Frequency
Questionnaire have been reported. % In Australia, the National
Health and Medical Research Council has developed population
guideline for low-risk drinking.*® The guidelines address both short-
term and long-term risks in terms of “standard drinks” consumed per
week. In this sub-study, four categories were proposed on alcohol
consumption, which included “abstains from alcohol consumption,”
“low-risk drinkers,” “risky drinkers,” and “high-risk drinkers.”

STATISTICAL METHOD

All statistical analyses were undertaken by using Stata ver-
sion 9.2 (StataCorp, College Station, TX). A significance level
of 0.05 was determined for all statistical tests. At the univariate
level of inferential statistics, mean and standard deviation were
calculated for the only continuous variable (age), and Pearson’s
chi-squared tests were used for the other categorical variables.
Multivariate modeling was performed by using a modified Pois-
son regression approach.®! In this approach, dichotomous variables
(underweight—yes/no; overweight-—yes/no; obesity-—yes/no) were
created. Two models were constructed in the multivariate analysis.
Model 1 included age as a covariate in analyzing the association be-
tween shift work and each dependent variable. In the second model,
the modifiable lifestyle factors that had reached statistical signifi-
cance in model 1 were also included in the analysis in addition to
age.

RESULTS

In the sub-study sample, there were 2494 nurses and midwives
aged 20 to 70 years (42.8 £ 9.9). Shift workers were about 4 years
younger than day workers (41.3 vs 45.1 years, P < 0.0001). Among
those who indicated the country where they were working at the
time of data collection, 70.9% (1768 of 2494) of the participants were
working in Australia, and participants in New Zealand and the United
Kingdom were equal (14.1%). Of the participants, there were 1259
day workers and 1235 shift workers. Only 1% of the participants were
underweight, 31.8% of the participants were overweight, and 26.9%
were obese. Regarding diet quality and physical activity, the majority
of the participants reported having high quality of diet (61.5%) and
high level of physical activity (52.6%). Of the participants, 12.3%
were current smokers, 32.5% were former smokers, and 55.2% were
nonsmokers. About 10% of the total participants were risky or high-
risk drinkers.

Crude comparisons between shift workers and day workers
indicated that the prevalence of having low physical activity was
higher in shift workers (Table 1). Shift workers were found to have
lower prevalence of being risky and/or high-risk drinkers (Table 1).
With regard to their smoking status, there was a higher prevalence of
current smokers and never smokers in shift workers (Table 1). After
removing the effect of age on those associations, the differences
between shift and day workers on their smoking status were no
longer statistically significant (Table 1).
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TABLE 1. Characteristics of Study Participants (N = 2494)

All Participants, N = 2494, Day Workers, N =1259, Shift Workers, N = 1235,
Mean (SD) No. (%) Mean (SD) No. (%)  Mean (SD) No. (%) P pP*
Age 42.8(9.9) 45.1 (8.7) 41.3(10.3) <0.0001
Diet quality 0.254 0.747
<24 83 (3.3%) 48 (3.8%) 35 (2.8%)
25-30 234 (9.4%) 104 (8.3%) 130 (10.5%)
31-34 233 (9.3%) 118 (9.4%) 115 (9.3%)
35-39 409 (16.4%) 209 (16.6%) 200 (16.2%)
>40 1535 (61.5%) 780 (62%) 755 (61.1%)
Physical activity <0.001 0.005
Low 234 (9.4%) 133 (10.6%) 101 (8.2%)
Moderate 949 (38.1%) 544 (43.2%) 405 (32.8%)
High 1311 (52.6%) 582 (46.2%) 729 (59.0%)
Smoking status 0.003 0.217
Current smoker 308 (12.3%) 137 (10.9%) 171 (13.8%)
Former smoker 810 (32.5%) 445 (35.3%) 365 (29.6%)
Never smoked 1376 (55.2%) 677 (53.8%) 699 (56.6%)
Alcohol consumption <0.001 0.009
Abstains from alcohol 385 (15.4%) 162 (12.9%) 223 (18.1%)
Low-risk drinkers 1863 (74.7%) 948 (75.3%) 915 (74.1%)
Risky drinkers 176 (7.1%) 110 (8.7%) 66 (5.3%)
High-risk drinkers 70 (2.8%) 39 (3.1%) 31 (2.5%)
BMI 0.421 < 0.001
Underweight 26 (1.0%) 13 (1.0%) 13 (1.1%)
Normal 1006 (40.3%) 528 (41.9%) 478 (38.7%)
Overweight 792 (31.8%) 386 (30.7%) 406 (32.9%)
Obese 670 (26.9%) 332 (26.4%) 338 (27.4%)
BMI, body mass index.
*Age adjusted P values.

Shift workers were found to have a higher prevalence of being
overweight or obese as compared with day workers (Table 1) and
were about 4 years younger than day workers (P < 0.0001). After
adjusting age as a confounder, shift workers were 1.15 times more
likely to be overweight and 1.14 times more likely to be obese than
day workers, respectively (P = 0.008; 95% confidence interval [CI],
1.04 to 1.28 and P = 0.03; 95% CI, 1.01 to 1.28, respectively)
(Tables 2 and 3). Physical activity, alcohol consumption, and age
were all adjusted in the final analysis; shift workers were found to
be 1.15 times more likely to be overweight/obese than day workers
(P =10.013; 95% CI, 1.03 to 1.28; P = 0.02, 95%, CI 1.02 to 1.30,
respectively) (Tables 2 and 3). Although the relative risk of being
overweight/obesity was 1.15, shift workers can be about 1.3 times
more likely to be overweight/obesity compared with day workers.

DISCUSSION

This sub-study found that 1% of'the total participants were un-
derweight (Table 4), 31.8% were overweight, and 26.9% were obese,
which suggests that the nursing and midwifery population face the
problem of having unhealthy weight, especially being overweight or
obese. As this was an adult female-only sample, the previously men-
tioned statistics were compared with the prevalence of unhealthy
weight in the three countries. In the Australian female population
25% of females aged 18 years and older were overweight and 17%
of adult females were obese.?” The prevalence of overweight and obe-
sity among the female population in New Zealand was 28% and 21%,
respectively.'? In the United Kingdom, the prevalence of overweight
and obesity among females was 32.6% and 23.0%, respectively.!!
The results of this sub-study clearly demonstrated that the nurs-
ing and midwifery population had a higher prevalence of overweight

and obesity as compared with the general population across the three
countries, except that the prevalence of overweight among women in
the UK general population was about the same as the study sample.
Unhealthy weight in groups of health professionals is surprising,
given that they may be considered more informed than the general
population. Moreover, the prevalence of being overweight or obese
among shift workers in the present study was even higher (32.9% and
27.4%, respectively). On the contrary, only 1% of the participants
were found to be underweight, and this finding was much lower than
that in the general population in the three countries (Australia: 8.9%;
New Zealand: 3.6%; and United Kingdom: 6%).°"!! Although the
problem of underweight was less serious than that of overweight and
obesity, one should not neglect the health complications of being
underweight.

The findings from the present study suggested that shift work
might increase the likelihood of being overweight and/or obese by
15% or it could be as high as 30%. Similar results have been ob-
tained from a prospective cohort study conducted among female
nurses concerning the impact of shift work on weight gain,?! which
showed that more female nurses on night work exhibited excessive
weight gain than nurses on day work (>7 kg; odds ratio [OR], 2.9;
95% CI, 1.2 to 6.9). The results were also in line with some studies
on overweight and obesity in men and women employed in shift
work in other occupational groups. For instance, Karlsson et al*? re-
ported that shift work was found to be associated with an increased
OR in being obese among women (OR, 1.39; 95% CI, 1.25 to 1.55).
Parkes et al>3 reported that increase in BMI was more marked in shift
work over successive years of exposure ( = 0.19; P = 0.0025). Shift
workers were found to be 1.6 times more likely to be overweight than
day workers.> In three of the previously mentioned studies,?!:3*34
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TABLE 2. Relative Risks and 95% Confidence Intervals Predicting Being Underweight in Shift Workers

and Day Workers

Overweight
Yes No RR 95% CI RR* 95% CI* RRf} 95% CI}
Day 13 528 1.00
Shift 13 478 1.10 0.52-2.35 1.00 0.99-1.01 1.00 0.99-1.01

CI, confidence interval; RR, relative risk.
*Age-adjusted P values. P = 0.949.

tAge, physical activity, and alcohol consumption were all adjusted in the multivariate model. P = 0.774.

TABLE 3. Relative Risks and 95% Confidence Intervals Predicting Being Overweight in Shift Workers and Day

Workers
Overweight
Yes No RR 95% CI RR* 95% CI* RRf{ 95% CI}
Day 386 528 1.00
Shift 406 478 1.08 0.98-1.21 1.15 1.04-1.28 1.15 1.03-1.28

CI, confidence interval; RR, relative risk.
*Age adjusted P values. P = 0.008.

tAge, physical activity, and alcohol consumption were all adjusted in the multivariate model. P = 0.013.

TABLE 4. Relative Risks and 95% Confidence Intervals Predicting Being Obese in Shift Workers and Day Workers

Obeseweight
Yes No RR 95% CI RR* 95% CI* RRf} 95% CI}
Day 332 528 1.00
Shift 338 478 1.07 0.95-1.21 1.14 1.01-1.28 1.15 1.02-1.30

CI, confidence interval; RR, relative risk.
*Age tadjusted P values. P = 0.03.

tAge, physical activity, and alcohol consumption were all adjusted in the multivariate model. P = 0.02.

shift work was defined as working outside typical daytime hours,
including night work. Nevertheless, the definition of shift work was
ambiguous and imprecise in the study by Karlsson et al.>? Diet and
exercise were regarded as fundamental causes to overweight/obesity;
however, none of the four studies adjusted both factors in their
analysis.

A systematic review on the associations between shift work
and people’s modifiable lifestyle factors (diet, physical activity,
smoking, and alcohol consumption) and BMI reported that shift
workers were more likely to be smokers or smoke more and to have
a poorer diet when compared with day workers.®> Nevertheless, the
present study found that the majority of the participants reported
having high quality of diet (61.5%), despite the fact that almost 60%
of the study participants were found overweight or obese. It should
be noted that the ARFS used to measure diet quality did not assess
the amount of the food consumed, which could raise the question
whether only measuring diet quality was the appropriate approach
to assess its association with unhealthy weight. Nevertheless, after
controlling age as a confounder, the present study did not find sta-
tistically significant differences in smoking or diet quality between
day workers and shift workers. The systematic review reported het-
erogeneous findings on the impact of shift work on level of physical
activities and alcohol consumption.®?> This study found lower level
of physical activity among shift workers compared with day work-
ers. Shift workers were also found to be less dominant in “risky”
or “high-risk” drinkers in the study. Future analytical studies should
be conducted to better understand the causal relationships between
shift work and physical activity and alcohol consumption.

This sub-study drew on a large representative sample of fe-
male nurses and midwives across Australia,’> New Zealand, and the
United Kingdom (N = 2494) and considered the role of modifiable
lifestyle factors (diet quality, physical activity, smoking, and alco-
hol consumption) in determining the association between shift work
and unhealthy weight. Although some studies have reported that
these modifiable lifestyle factors are related to BML%* % no study
in the available literature has adjusted for their confounding effects
when determining the association between shift work and unhealthy
weight. This sub-study was the first of its kind to adjust for modifi-
able lifestyle factors in the analysis of the association between shift
work and unhealthy weight and concluded that shift workers were
1.15 times more likely to be overweight or obese as compared with
day workers.

This sub-study relied on cross-sectional data, which precluded
the possibility to draw definite conclusions regarding causality and
temporal relationships between the exposure and outcome variables.
Future research should use study designs that yield higher levels of
evidence about the complex associations between exposure to shift
work and unhealthy weight. Furthermore, consideration of potential
“healthy-worker effect” bias due to selection out of the study co-
hort is important. In this sub-study, it may be that work scheduling
may have been impacted by individual health status, for example,
some shift workers may have had given up working shifts because of
health reasons, which may result in underestimation of the reported
associations. In addition, study results were based on self-reported
data that might be affected by social desirability (eg, responses on
smoking and alcohol questions) and the ability to report information
accurately (eg, height and weight data); however, there should be
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no reason to expect that response bias would differ between shift
workers and day workers. Moreover, there were other factors that
could have been controlled to strengthen the results, such as stress,
sleep, circadian factors, availability of foods, metabolic changes,
duration of shift work, past experience of shift work, and female re-
productive factors. Variables, including participants’ mental health,
sleep menopause, and the use of hormone replacement therapy, are
being considered in the subsequent longitudinal analysis undertaken
to better determine the causal relationship between shift work and
unhealthy weight. Informations on participants’ circadian factors,
metabolic changes, duration and past experience of shift work, and
food availability were not collected in the baseline survey, however
there is potential to explore these in future sub-studies. With respect
to shift work, night work specifically has been associated with ex-
cessive weight gain among female nurses in a prospective cohort
study.! The association between night work (including the duration
of working nights) and unhealthy weight is currently being exam-
ined in the NMeS as the focus of a subsequent article. Finally, this
sub-study included only female nurses and midwives. If the effects
of gender can be controlled, then the association between shift work
and unhealthy weight can be determined more conclusively.

CONCLUSIONS

To the best of our knowledge, this is the first study conducted
among nurses and midwives across Australia, New Zealand, and
the United Kingdom, examining the association between shift work
and unhealthy weight, adjusting the modifiable lifestyle factors as
confounders. Our findings suggest that shift work is associated with
higher risk of being overweight and/or obese in female nurses and
midwives. Studies that may yield higher levels of evidence are being
undertaken by the authors to better understand the causal relationship
between shift work and unhealthy weight.
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