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The association between
circadian rhythm of cortisol and
shift work regularity among
midwives—A multicenter study
in Southeast China

Xin-xin Huang, Xiu-min Jiang*, Qing-Xiang Zheng and
Xiao-Qian Chen

Fujian Maternity and Child Health Hospital, College of Clinical Medicine for Obstetrics &
Gynecology and Pediatrics, Fujian Medical University, Fuzhou, China

Objective: This article aims to explore the association between the trends of
cortisol rhythm and the regularity of shift work among midwives.

Methods: Midwives from six Southeast Chinese hospitals were recruited
through cluster sampling in a multi-center cross-sectional study. Urine
samples were collected half an hour after waking up, at 11:00, 19:00, and
23:00 on two consecutive days in a longitudinal cohort. The urinary cortisol
was assayed by the chemiluminescence method.

Results: A total of 86 midwives were included in this study, contributing
688 cortisol samples. The midwives displayed a circadian rhythm in cortisol
secretion, with zeniths in the morning and nadirs in the evening. The trend
of the first day was repeated on the second day. Although the total working
hours per week of the two groups, namely the regular shift group (N = 43) and
the irregular shift group (N = 43), were the same, significant main effects of
groups (F=62.569, p < 0.001), time (F =45.304, p < 0.001), and group-by-time
interaction (F = 226.695, p < 0.001) were indicated through linear mixed
models. The main effect of day was not statistically significant, with F = 0.105
and p =0.746. The fluctuation range of cortisol curve in the group with irregular
schedules was slightly lower than that in the group with regular schedules.

Conclusion: Our results may indicate that cortisol was more inhibited in
midwives with irregular shift patterns than those with regular shift patterns.
It is necessary to further study the relationship between cortisol rhythm and
patterns of midwives’ shifts in future so as to lay a foundation for hospital
managers to develop a more reasonable scheduling system for midwives with
the further purpose to minimize their occupational fatigue and ensure the
safety of mothers and infants.
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Introduction

Biological rhythm refers to one of the periodic phenomena
of life activities, existing in almost all living organisms. In
physiological circumstances, when an individual is not exposed
to stress, hormonal secretion is regulated by the circadian
rhythm. Cortisol, usually assayed from saliva, serum, urine, or
hair (1), is a corticosteroid hormone that influences memory
consolidation in humans (1) and is a parameter widely accepted
by science as the best indicator of stress.

The cortisol release follows a circadian rhythm, which is high
in the morning and low at bedtime (2). This circadian rhythm is
established between 2 and 9 months after birth (3). This typical
secretion pattern is crucial to the functions of all other systems
of the human organism (4).

The European Union (EU) defines stress as “a set of
neuroendocrine, immunological, and emotional processes and
responses” (5) and indicates that stress associated with the
workplace is the second most common work problem after
musculoskeletal disorders. High and sustained levels of stress
can increase the risk of cardiovascular disease, increase
susceptibility to infections and mental disorders, and affect the
task performance of health professionals (6).

Midwives play an important role in ensuring and promoting
the health of pregnant women and newborns (7). Delivery rooms
are a place of great pressure, so midwives need to closely observe
the labor process, continuously monitor fetal heart, carefully
identify critical and abnormal situations, and immediately
give effective intervention when necessary. Therefore, their
professional skills and abilities for stress are highly required.
In recent years, China’s universal three-child policy has led
to the possibility that some elderly women may give birth
to a second or third child. As a result, complications before
and during pregnancy have increased, so has the pressure on
midwives (8). Shift work is very common in delivery rooms.
Some midwives have relatively fixed internals between night
shifts or fixed forms of night shifts, while some fluctuate
greatly, some attend night shift work in turn, and still some
permanent night shift work. They experience fatigue, stress,
and burnout due to their workloads. Midwives have reported
moderate-to-severe levels of exhaustion on 22-50% of all shift
days (9).

There is considerable evidence that acute stressors increase
cortisol excretion, for example, a year-long longitudinal study
in Germany concluded that waking cortisol was significantly
higher among physicians who performed shift work (10).
whether shifts
disruption is not well understood. In this study, it was

However, irregular increase cortisol
hypothesized that irregular shifts could further deepen the
effects on cortisol rhythms based on the knowledge that
midwives experience changes in stress biomarkers after long-
term exposure to stress of daily work. We considered urine

cortisol as an indicator to analyze the characteristics of cortisol
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rhythm of midwives in delivery rooms within 48 h and explore
the relationship between cortisol rhythm and scheduling.

Materials and methods

Study design and participants

This study was designed as a cross-sectional survey and
adhered to STROBE guideline. A descriptive and cross-sectional
study was conducted from January 2020 to March 2020 in six
Chinese hospitals by means of cluster sampling.

The inclusion criteria were as follows: (1) midwives
who were on night shift continuously in 3 months before
investigation; (2) midwives who were professionally qualified
in labor rooms; (3) midwives who had no mental or physical
ailments that could prevent them from their work; (4) midwives
who had a regular lifestyle; (5) midwives who had no major life
events in 6 months before investigation; (6) midwives who had
more than 1 year of midwifery experience in labor rooms; (7)
midwives who had not smoked, drunk coffee or tea 12 h before
urine samples were collected; (8) midwives who participated in
this study voluntarily.

The exclusion criteria were as follows: (1) midwives who
were absent from work due to illness for more than 15
days in the last 3 months; (2) midwives who smoked or
had ever smoked for more than 5 years; (3) midwives who
had an abuse of alcoholic beverages or had ever had such a
history for more than 5 years; (4) midwives who were using
medications that influence the hypothalamic-pituitary-adrenal
(HPA) axis (for example glucocorticoids, steroids, beta-blockers,
antidepressants, melatonin, or any other psychoactive drugs);
(5) midwives who were medically diagnosed with neurological
or psychiatric illness; (6) midwives who had such health-
related problems as diabetes, high blood pressure, or cancer;
(7) midwives who were in menstrual or ovulation period,
pregnancy, or lactation; (8) midwives who were diagnosed with
acute diseases or in an acute attack stage of chronic diseases.

Outcome measurements

After the distribution of urine packs, midwives were
informed to collect their urine samples at eight time points.
The subjects collected their urine according to the specific time
intervals they were told to follow. Urine samples were collected
on two consecutive working days, four times a day, namely, half
an hour after waking up, at 11:00, 19:00, and 23:00. Thus, urine
samples were obtained from each subject at four intervals within
two consecutive days, which were classified as Ty, T2, T3, and T4
on the first day and Ty, T2, T3, and T4 on the second day.

About 2 mls of all urine samples was taken and centrifugated
at 3000 rotational speed per minute (rpm) for 8 min and then
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was stored in a refrigerator at —80°C for further testing. After
that, each portion of centrifugate was tested for the level of
cortisol by ELISA kits (The brand of Access Cortisol: Beckman
Coulter, Catalog number: 33600. Testing instrument: Access)
and chemiluminescence method.

Data collection

Urine samples and data were collected from midwives
working in the six hospitals involved in this study. Informed
consent was obtained from the nursing departments of these
hospitals prior to the investigation. A project work group
was established to develop a unified survey and questionnaire
to carry out the investigation through unified methods. The
researchers trained six charge nurses in the maternity wards
of the sample hospitals and presented the study protocols.
After unified training and assessment, the charge nurses then
explained in detail the objective of the study, questionnaire
filling method, and the method of urine specimen collection to
the subjects who met the inclusion criteria. The subjects were
asked to wrap their urine samples in a separate black plastic bag
and store them temporarily in a refrigerator at 4°C. Researchers
visited each sample hospital once or twice a day and sent urine
samples collected in ice packs to laboratories for unified testing
until all urine samples were collected and tested.

A questionnaire was conducted 1-3 days before the urine
test. In the baseline questionnaire, each midwife was asked “Is

TABLE 1 Demographic data of study participants.

Variation
Age
Marital status Unmarried
Married

Level of education Junior college

Bachelor’s degree or above

Years of working in delivery room <10 year
11-20 year
>21 year

Working hours per week (hour)

Night shift days per month (day)

Body mass index (BMI)

Physical activity Inactive
Active

The main forms of night shift 16:00-24:00
0:00-8:00

16:00-8:00 at next day
8:00-16:00 and 0:00-8:00 at next day

“Fisher’s exact test.
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your night shift regular?” Irregular shifts were defined as the
intervals between night shifts or the forms of night shift (e.g.,
night shift before mid-night, night shift after mid-night, and
overnight shift) which were not fixed in the month prior to
the survey. Otherwise, it was defined as a regular one. The
head nurses classified participants based on their schedules for
the month preceding the survey. Participation was voluntary
and anonymous. The head nurses assisted in distributing the
questionnaires and reminded the midwives to complete them.
The questionnaires were sealed for confidentiality and given to
the head nurses when completed.

Data analysis

Statistical analysis was performed by SPSS statistical
software (version 26.0, SPSS Inc., Chicago, IL, USA). Data
that conformed to the normal distribution were expressed
as mean + standard deviation, and the differences between
groups were compared through the independent-samples test.
For quantitative data that did not conform to the normal
distribution, the median (interquartile range) was used, and
the differences between groups were compared through the
Wilcoxon rank sum test. The categorical variables were
presented as numbers (n) and percentages (%), and the
differences between groups were compared with the chi-square
test. Fisher’s exact test was performed for categorical variables
with small, expected numbers. The distributions of the cortisol

Regular shift Irregular shift Total 2/ 2/t p
group (n = 43) group (n = 43)

29(26,36) 29(26,32) 29(26,34) 0.757 0.449
17 16 33 0.049 0.825

26 27 53
18 21 39 0.422 0516

25 22 47
31 33 64 —* 0.078

7 10 17

5 0 5
40(35,47) 39(35,48) 39(35,47) 0.636 0.525
4(2,6) 4(2.5) 4(2,5.25) 0.226 0.821
21.56 + 2.54 20.35 £ 2.38 20.80 = 2.49 1.714 0.090
13 13 26 0.003 1.000

30 30 63
11 10 21 —x 0.694

16 12 28

12 17 29

4 4 8
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levels were skewed to the right, so we transformed the data
into logarithm with its base of 10. The log-transformed data
were then normally distributed. Linear mixed-effects models
(LMMs) were used to test changes in outcomes over time, and
age was used as a moderating factor. A two-tailed significance
test was applied for all comparisons, and P = <0.05 indicated
statistical significance.

Results

General demographic

Of the 100 participants, nine did not attend the night shifts
and five were excluded due to incomplete data. The actual
samples (n = 86) were composed of 50% regular night shift
group (n = 43) and 50% (n = 43) irregular night shift group.
We surveyed the subjects’ ages, education, marital status, and
so on. Table 1 shows the characteristics of the study samples:
A total of 86 midwives were with a median age of 29 (26, 34)
years, averaging almost 39 (35, 47.13) h of work per week, and
4 (2, 5.25) night shift days per month. Regarding health-related
behaviors, no midwives smoked or had risky alcohol use. The
majority (69.77%) were engaged in regular physical activity, and
the majority (77.9%) had normal body mass index. There was no
statistical difference in basic characteristics and lifestyle between
the two groups.

Cortisol rhythm

Raw cortisol data are shown in Table 2, and the logarithmic
distribution of the cortisol of the midwives in the two groups
for two consecutive days is shown in Figure 1, suggesting a
significant change of cortisol release over time.

The average logarithm of day was the highest half an hour
after waking up and then declined gradually over the day,
reaching their lowest point at 23:00. Half an hour after waking
up the next day, the cortisol level was close to that of the first day,

TABLE 2 Cortisol levels between the two groups [Pso(P2s, P7s)].

Regular shift
group (n = 43)

Irregular shift
group (n = 43)

T, on the first day
T, on the first day
T; on the first day
T4 on the first day
T, on the second day
T, on the second day
T on the second day
T4 on the second day

Frontiersin Public Health

19.05 (14.13,28.84)
17.78 (13.18,25.7)
14.45 (9.12,17.78)
6.46 (3.02,12.88)
16.6 (12.02,24.55)
16.6 (10.72,27.54)
12.3(9.12,16.22)

5.5 (3.72,12.3)

25.7 (16.6,45.71)
22.91 (16.98,39.81)
23.99 (15.49,34.67)
21.88 (14.45,38.02)
28.18 (18.2,50.12)
25.12 (19.5,45.71)
26.3 (17.78,44.67)
28.84 (16.98,40.74)
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and the changing trend of the first day was repeated. Midwives
with regular shifts had a greater range of cortisol changes. The p-
values for the changes in time, group, day, and group™*time were
calculated by linear mixed model. The analysis considered time,
group, day, and group*time as fixed effects, subjects’ numbers as
random effects, and their ages as a covariate.

A design of 2 (regular night shift/irregular night shift) x 4
(four duration points) was carried out to assess the differences
of the two groups across time. We found significantly lower
cortisol levels in regular shift midwives than those in irregular
shift midwives (F = 62.569, p < 0.001). The changes of cortisol
levels of midwives over time were obvious, with F = 45.304
and p < 0.001. The group-by-time interaction was also obvious,
with F = 226.695 and p < 0.001. The main effect of day was
not statistically significant, with F = 0. 105 and p = 0.746. The
estimates of fixed effects are shown in Table 3.

Main effect derived from the comparison
between the groups

The main effect from the comparison between the two
groups was that the mean logarithmic cortisol of the regular
group was 0.33 (0.25-0.41) lower than that of the irregular
group, which was statistically significant (P < 0.001).

Main effect derived from the comparison
of eight time points

Further analysis through pairwise comparison was carried
out to test whether the differences between the adjacent time
points were significant, as shown in Table 4. The logarithm of
cortisol began to decline (p < 0.001) at 19:00, and it dropped to
its lowest level (p < 0.001) at 23:00.

Discussion

In this study, the aim was to examine the impact of shift work
regularity on circadian rhythm of cortisol. We used cortisol and
its variations to reflect the daily stress experienced by midwives
in hospital delivery rooms. The midwives’ urinary cortisol levels
varied based on different shift schedules for the two groups
though their overall working hours were the same and their
night shift days were approximate. Linear mixed models found
that time, group, and time*group were statistically significant.

Further comparison showed that the cortisol of midwives
began to decrease gradually half an hour after waking up in
the morning, till to the lowest point at 23:00 on the first day.
Compared with that lowest point, it rose obviously 30 min
after waking up in the next day, and the trend of the first
day was repeated until another trough appeared at 23:00. The
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FIGURE 1
Diurnal pattern of cortisol secretion according to shift work at baseline. 1 = 30 min after waking on the first day; 2 = 11:00 on the first day; 3 =
19:00 on the first day; 4 = 23:00 on the first day; 5 = 30 min after waking on the second day; 6 = 11:00 on the second day; 7 = 19:00 on the
second day; 8 = 23:00 on the second day. The blue line represents cortisol pattern for midwives with regular shifts (N = 43). The red line
represents cortisol pattern for midwives with irregular shifts (N = 43).

TABLE 3 Estimates of fixed effects.

Parameter Estimate (95% CI) P
Intercept 0.85(0.62,1.09)

[group = 1] 0.60(0.49,0.71) <0.001
[time = 1] 0.45(0.39,0.52) <0.001
[time = 2] 0.42(0.36,0.49) <0.001
[time = 3] 0.28(0.22,0.35) <0.001
[day = 1] 0(— 0.03,0.02) 0.746
Age 0(—0.01,0.01) 0.629
[time = 1] * [group = 1] —0.41(—0.5, —0.32) <0.001
[time = 2] * [group = 1] —0.4(—0.49, —0.31) <0.001
[time = 3] * [group = 1] —0.27(—0.36, —0.18) <0.001

*Group = 1: irregular shift group.
Time = 1: 30 min after waking.
Day = 1: the first day.

fluctuation range of cortisol curve was slightly lower in the group
of midwives with irregular work schedules. Our data confirmed
that the variations of cortisol of midwives in the two groups
were different, indicating that irregular schedules exerted more
impact on the circadian rhythms than regular schedules among
midwives on shift.

According to the latest research findings, cortisol, as a
health biomarker of circadian rhythm, has been extensively
investigated (11).

The cortisol release is typically in line with circadian rhythm,
which is believed to grow within the first hour after waking up
and reach its pinnacle around 30-45min after waking up. It
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TABLE 4 Pairwise comparisons of time effect.

Adjusted difference P
(95% CI)
Ty vs. T, 0.03(—0.01,0.06)* 0.155
T, vs. Ts 0.08(0.04,0.11)* <0.001
Ts vs. Ty 0.15(0.1,0.19)* <0.001

*Linear mixed-effects model adjusted for age, day, and subject as a random effect.
Ty = 30 min after waking; T2 = 11:00; T3 = 19:00; T4 = 23:00.

gradually dwindles during the day and falls to the minimum at
mid-night (11, 12). Such circadian rhythm was verified through
the logarithmic distribution of the 86 midwives cortisol for two
consecutive days in our study.

It is well known that both acute and chronic stress imply
changes in cortisol. The circadian disruption induced by shift
work would impair the functioning of the hypothalamic-
pituitary-adrenal (HPA) axis which regulates the biological
response to stressful stimuli (1). Immediate release of cortisol
is an adaptive response to acute stress, but repeated or long-
lasting stress may have negative effects on human bodies, that
is, failure to exhibit an expected biomarker’s circadian cycle or
to recover after a stressor (13). Saliva cortisol level flat mirror is
the foundation of HPA axis dysfunction (14).

Our study found that midwives with irregular shifts had
relatively high cortisol levels at all the four points of the day
(including waking up in the morning and going to bed in the
evening), and their cortisol tendency from the morning to the
evening was relatively stable compared with that of midwives
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with regular shits. Since the cortisol response was positively
related to work stress, it was further confirmed that they had
problems of great pressure and easy fatigue in work.

As a special medical group, midwives shoulder the double
pressure of ensuring the health of delivery women and
newborns. They often must deal with various special situations
related to predelivery, delivery, and postpartum and are faced
with many occupational risks, such as potential unsafe factors
during labor, sharp instrument injury, and maternal and infant
blood and body fluid exposure. The work of midwives demands
constant attention, focused memory, and decision-making,
and they often need to make quick decisions in emergency.
For example, whether the fetus has intrauterine asphyxia,
whether an emergency C-section is needed. Does the maternal
labor progress stagnate? Whether the delivery women may
face such situations as amniotic fluid embolism, postpartum
hemorrhage, diffuse intravascular hemorrhage, and other life-
threatening emergency. Individuals who work overnight or in
shifts often experience circadian disruption and sleep restriction.
The previous assessment of the psychological behavior scale of
midwives in China found that the job burnout of midwives was
at a high level (15).

It is reported that the stress of nursing teams has
been evaluated worldwide with pressure scales (4). Since
the scale assessment is highly subjective, we speculate that
objective laboratory indicators can be referred as biomarkers
of midwives' stress intensity in future, but presently, there
are few studies on markers of stress in midwives. It has
been found that the morning salivary cortisol concentration of
emergency nurses was well correlated with the modified Mental
Health Professional Stress Scale (PSS); therefore, the morning
salivary cortisol sample can be applied to reflect self-perceived
stress (16).

In the past, some epidemiological studies on shift work
and cortisol have produced inconsistent results. For example,
it was reported during shift work in emergency rooms, the
salivary cortisol levels were increased (17). Sanaa found that the
experimental group of nurses with night shifts had significantly
higher levels of cortisol than the control group of nurses with
day shifts only (18).

A similar result was found by Muhammad (19). These
above-mentioned studies supported the idea that shift work can
alter the cortisol patterns. However, a Canadian study among
paramedics did not find any relationship between shift work
and cortisol secretion (20). Those studies involved medical
personnel outside obstetrics. We consider that the conclusion
may be related to the nature, working environment, and working
content of the specific night shift, which needs to be further
analyzed in a unified and standardized way.

The sampling methods and sampling timing may affect the
detection results, for example, the serum cortisol sampling time
conducted in a hospital is relatively fixed, resulting in a “cortisol
awakening response” (21) which is conceptualized as “a sharp
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increase in cortisol levels across the first 30-45 min following
morning awakening” and cannot be accurately captured. In
our study, we designed a urine sample of cortisol that can be
easily sampled and administered by midwives at home. The first
sample of the day was taken 30 min after waking up in the
morning, just at the theoretical peak of cortisol secretion, so
there was no specific time for collection. On the contrary, this is
the time when most midwives are ready to leave home for work,
which means they are about to be counted as working status and
are psychologically ready to face the stress of the day.

On the other hand, those studies only reported whether they
were engaged into shift work and aimed at medical personnel
outside the obstetrics. We believe that the conclusion of the
correlation between cortisol and shift work may be related
to the nature, environment, and content of the specific night
shift, which needs further analysis. The nature and pressure
of midwives’ work are different from those of nurses, so it is
necessary to study separately the pressure status of midwives
and to analyze accurately their stress index and help midwifery
managers to carry out accordingly manpower management and
occupational fatigue protection. There were few previous studies
on the variation trend of midwives’ shifts and cortisol levels, so
the conclusion of our study can provide innovative reference for
the management of the allocations of midwife human resources
and the obstetrical midwifery technical forces. Given the nature
of natural childbirth, it is not possible to completely avoid shift
work for midwives, and it is necessary to reasonably adjust
the number of shifts to minimize disruption to their circadian
rhythms. Previous large sample data from the research hospital
showed that the number of natural newborns during the day
was nearly the same with that during the night (22). This study
found that even working for the same hours with midwives
with regular shifts each week, midwives with irregular shifts had
higher cortisol level, which indicated that their work pressure
was higher. This may be an area requiring further research and
improvement in future.

Cumulative epidemiological evidence suggested that shift
work could exert harmful effects on human health. Several
chronic health conditions have been identified related to it (23).

According to a handful studies with respect to recovery of
cortisol circadian rhythm after shift work, it would be more
desirable to allow sufficient time for rest between shifts (24). The
time from shift work to full recovery can cover at least 2 days in
the case of frequent interruption of normal circadian rhythms,
and even 3-4 days if they were severely disrupted (25). Midwives
in the United States whose work shifts are longer than 12h
have higher rates of excessive daytime sleepiness than midwives
whose work shifts are not longer than 12h (26). Structural
changes for midwives to ensure personal and patients’ safety
include changing the workflow, environment, or institutional
policies. This study found no statistical significance of the main
effect of the number of days, considering that it was related
to the small number of days studied, but it is also possible
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that the regularity of the shift only affects the level of cortisol
change within 24 h. Therefore, it is recommended to extend
the days for study in future to explore the characteristics of
cortisol changes within several days after the regular/irregular
group midwives just complete the night shifts and to determine
which shift cycle and shift form of midwives are more desirable
for their circadian rhythm. It is also suggested that a relatively
stable interval between shifts be maintained to help the midwives
to restore their circadian rhythms after work at night and get
sufficient rest at intervals of work.

Conclusion

From the research, it is clear that irregular shifts can
be stressful to many midwives. The evidence from available
research on shift work and cortisol circadian rhythm would
provide meaningful information to future interventions
regarding work schedule management. It was reported that the
cortisol status may influence overall health condition as well
as such indispensable work skills as attention (27). Midwives
need to be very focused to observe labor process and handle
it decisively in their jobs. Therefore, to improve the quality of
their work, to protect their physical and mental health, and
to ensure the safety of mothers and infants, hospitals need to
intervene in their managements to develop a physiologically
more appropriate and adaptive shift schedule to fully restore
midwives’ circadian rhythm and prevent possible disruption
after their night work. In the meantime, accurate, valid, and
non-invasive methods need to be applied to understand and
monitor the midwives’ levels of work stress. According to the
test results, early warning intervention may be given. This study
provides a new basis for protecting midwives physical and
mental health and the safety of mothers and infants.

Strengths

This was a multi-center study on six Chinese hospitals,
which was representative to some extent. Urine cortisol was
collected and measured at eight time points for two consecutive
days to obtain reliable trends of its variation. To the authors’
knowledge, the relationship between shift regularity and cortisol
rhythm had been rarely reported in the literature, so this study
provided an innovative basis for a more rational dispatch of

midwives.

Limitations
First, the influence of additional stress sources outside the

workplace was not evaluated. Second, we did not record in detail
the accurate amount of job of each participant during their shifts.
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