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ABSTRACT 

 Postpartum depression (PPD) remains a serious mood disorder without a known 

etiology. PPD has a prevalence of 7-15% in the general population. Women with a history of a 

mood disorder are at an even higher risk for the development of PPD. Work over the last few 

decades has established a strong association between circadian rhythm and sleep disturbances 

and mood disorders, such as Major Depressive Disorder (MDD) and Bipolar Disorder (BD). 

Despite the breadth of evidence associating circadian rhythm disruption and depressive mood 

episodes, literature establishing a connection between circadian rhythms and changes in mood 

across the perinatal period is lacking. The work outlined in this thesis aimed to address this gap 

by examining the association between circadian rhythm and sleep disturbances across the 

perinatal period and their association with changes in mood in women at high and low risk of 

PPD development. A total of 87 women were studied, 45 healthy controls and 42 women with a 

mood history. Women were interviewed during the third trimester of pregnancy and between 

six to twelve weeks postpartum. Sleep and circadian rhythms were measured using both 

subjectively with self-reported questionnaires and objectively with actigraphy. Our results show 

that women at high and low risk showed higher disruption differ in subjective circadian 

rhythmicity, as well as in both subjective and objective parameters of sleep. Specifically, women 

at high risk for postpartum were found to have lower sleep efficiency, as measured by 

actigraphy, in the postpartum. In addition, subjective and objective parameters of sleep and 

circadian rhythms are associated with changes in depressive symptoms across the perinatal 

period. Our findings suggest that stabilizing circadian rhythms and improving sleep quality 

throughout the perinatal period can prevent postpartum mood worsening, particularly for those 

women at greatest risk.  
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CHAPTER 1 

General Introduction 

Postpartum Depression (PPD) remains a serious and prevalent mood disorder, despite 

decades of extensive research. The mechanism involved in the etiology of PPD is yet to be 

identified. As a result, it remains imperative to determine the neurobiology behind this mood 

disorder, as well as establish proper clinical markers for its development. Literature suggests 

that the circadian system plays an important role in mood regulation. In fact, decades of work 

have associated circadian rhythm disruption with mood disorders such as Major Depressive 

Disorder (MDD) and Bipolar Disorder (BD). This system, however, has not been well studied in 

regards to the etiology of PPD.  

The goal of this work was to investigate parameters of circadian rhythms and sleep 

during the perinatal period in women with and without a history of a mood disorder and to 

examine if this disruption is associated with worsening in postpartum mood symptoms. This was 

done through a clinical approach utilizing both subjective (Chapter 2) and objective measures 

(Chapter 3) of circadian rhythms and sleep. A pilot molecular approach was also applied to 

examine if differences in the polymorphism of a circadian gene were associated with a history of 

a mood disorder and vulnerability to PPD development (Chapter 4). It is hoped that findings 

from this work will serve to support the development of methods that are more effective and 

efficient in a clinical setting for decreasing postpartum mood worsening, as well as to support 

the offer of alternative preventative and treatment approaches for depressed mood by 

targeting circadian rhythm stabilization. 
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Postpartum Depression (Description) 

 Many women experience depressive symptoms in the first two weeks following 

childbirth. This is termed postpartum blues, with prevalence ratings ranging from 24-84% 

(O’Hara & Wisner 2014). On the same spectrum, a smaller percentage of women, 0.1-0.2%, 

develop postpartum psychosis, typically observed in women with a history of bipolar disorder 

(Sit et al. 2006). However, 7-15% of women develop more chronic and serious depressive 

symptoms termed Postpartum Depression (PPD) (O’Hara & Wisner 2014; Gaillard et al. 2014; 

Gavin et al. 2005). According to the Diagnostic and Statistical Manual of Mental Disorders 5 

(DSM-5), a diagnosis of PPD (now acknowledged as peripartum depression) is contingent on the 

diagnosis of a major depressive episode (MDE) with peripartum onset, in that the episode 

occurs during pregnancy or in the first four weeks following birth (American Psychiatric 

Association [APA] 2013).  However, studies have shown that PPD may develop after the first 

month postpartum, and so this time-frame has been widely challenged (Kettunen et al. 2014; 

O’Hara & Wisner 2014).  

Clinical symptoms of PPD include, but are not limited to, changes in sleep pattern 

(insomnia or hypersomnia), changes in appetite, and feelings of sadness and guilt; symptoms 

similar to a MDE (Norhayati et al. 2014). However, unique to depression in the postpartum, 

women feel an undermined confidence in the care of their infant, possibly showing poor 

parenting practices (Bobo & Yawn 2014) and unsuccessful breast feeding (Dias & Figueiredo 

2015). Some mothers also show insensitivity to the infant’s distress or may become overly-

active and hostile (Murray, Cooper & Fearon 2014). Women with PPD often perceive poor 

bonding with their baby (Baines, Wittkowski & Wieck 2013). Substance abuse is also associated 
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with depressive symptoms in the postpartum, and may develop especially in unmarried and/or 

unemployed women and women who smoke (Chapman & Wu 2013). In severe and chronic 

cases of PPD suicidal ideation or attempt may result. A recent large-scale, retrospective cohort 

study found 3.4% of 8,394 women reported suicidal ideation at six weeks postpartum (Kim et al. 

2015).   Moreover, up to 10-20% of postpartum deaths are attributable to PPD (Tabb et al. 2013; 

Lindahl, Pearson & Colpe 2005).  

 PPD is also a serious concern for the reason that it not only severely impacts the patient, 

in regards to domains such as health status (Van der Woude, Pijnenborg & de Vries 2015), 

quality of life (Darcy et al. 2011; Webster et al. 2011) and cognition (Pio de Almeida et al. 2012), 

but also that of the infant or whole family (Letourneau et al. 2012). Concerning the infant, the 

mother-infant bond is consistently shown to be stressed in cases where PPD develops (Ohoka et 

al. 2014; O'Higgins et al. 2013; Moehler et al. 2006). Moreover, behavioural, cognitive, and 

emotional difficulties have long been observed in children of mothers depressed in the 

postnatal period (Stein et al. 2014; Field 2010). For instance, Feldman et al. (2009) found that 

maternal depression at 9 months postpartum was associated with poor infant emotion 

regulation (showing more negative emotionality), less mature regulatory behaviours and low 

social engagement. Furthermore, studies show that teenagers of mothers who suffered from 

PPD are at greater risk for the development of psychiatric disorders themselves (Murray et al. 

2011).   

 PPD is also associated with a negative impact on the family unit as a whole. For 

example, Beestin et al. (2014) used narrative interviews to explore how partner’s PPD affected 

14 fathers. The men in the study stated that their partner’s PPD produced a sense of absence, 
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which often led to compensatory fathering in an attempt to fill the void. This finding was 

replicated by Goodman et al. (2014) in a longitudinal study, finding paternal compensatory 

behaviour predominantly during the first six months of maternal PPD. Moreover, PPD of both 

mothers and fathers is associated with impaired bonding with infant, particularly in situations 

where marital relationship is deteriorating (Kerstis et al. 2015). Other studies also highlight that 

depressive symptoms in the postpartum are bidirectionally associated with marital relationship 

quality (Mamun et al. 2009).   

 PPD remains a serious health concern for a couple of reasons. For one thing, the 

biological mechanism underpinning PPD remains elusive. PPD is also often misdiagnosed or 

missed altogether by primary health teams (Cooper and Murray 1998). Studies have found that 

up to half of PPD cases may remain undetected (Hendrick 2003; Ramsay and Torbet 1993). 

Many women do not seek help for depression in postpartum (McGarry et al. 2009). Even for 

those cases of PPD that are detected, not all women receive treatment (Flynn et al. 2006; 

Yonkers et al. 2009). This is attributable to both the failure to disclose symptoms by the patient, 

because they are ashamed or unaware of PPD, as well as the similarity of depressive symptoms 

and expected postpartum symptoms, such as fatigue or loss of appetite (Matthey and Ross-

Hamid, 2011; Dennis and Chung-Lee 2006). To address these problems it is important to 

determine the risk factors for PPD, to screen for them during pregnancy, as well as take 

preventative measures across the perinatal period to avoid PPD development.                    

Risk Factors of Postpartum Depression (Social and Biological) 

 To date, multiple risk factors have been studied in relation to the development of PPD. 

These risk factors fall into four broad categories: social, obstetrical, clinical, and biological. 
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Various meta-analyses have revealed that poor social support, poor marital relationship, 

stressful life-events (such as physical abuse by partner), low socioeconomic status (SES), being 

single and unwanted pregnancy are among the low to moderate social risk factors for PPD 

development (O’Hara & Wisner 2014; Gaillard et al. 2014). Numerous obstetrical factors, such as 

mode of delivery, delivery and/or postpartum complications (such as infection), and pain during 

delivery, have also been moderately associated with subsequent PPD development (Csatordai et 

al. 2007; Gaillard et al. 2014; Johnstone et al. 2001). In addition, having an infant with a very low 

birth weight has also been attributable to PPD risk (Davis et al. 2003), as supported by a recent 

cross-sectional study conducted by Helle et al. (2015).  

On the other hand, it has also been shown that many clinical features are associated 

with high to moderate risk of PPD development. Among them are a history of a mood disorder, 

anxiety and/or depression during pregnancy, high neuroticism, postpartum blues and low self-

esteem (O’Hara & Wisner 2014; Kettunen et al. 2014; Gaillard et al. 2014; Dorheim et al. 2014). 

Some studies have found that up to 20% of women with a history of BD or MDD will develop 

PPD (Payne et al. 2007). In addition, risk is found to be even greater if a woman has had a 

previous history of PPD (Viguera et al. 2011; Cooper & Murray 1995).  

The aforementioned findings highlight the extensive focus given to the epidemiology of 

PPD. This breadth is due to the fact that the perinatal period is a unique time in woman’s life 

where multiple changes occur. Specifically, there are alterations in a woman’s biological, 

psychosocial and environmental domains. Alterations in any of these areas may impact 

vulnerability to depression onset and so all have been studied. However, work has also been 
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done to determine the biological underpinnings of PPD. The approaches to determining the 

mechanisms underlying PPD have been genetic, epigenetic and endocrine in nature.  

In regards to endocrine markers, much focus has been given to the role of placental 

(particularly placental corticotropin-releasing hormone) (Glynn & Sandman 2014; Yim et al. 

2009) and hypothalamic–pituitary–adrenal (HPA) axis hormones (primarily cortisol) (Glynn et al. 

2013; Groer & Morgan 2007). Some attention has also been given to the thyroid system (Sylven 

et al. 2013; Albacar et al. 2010; McCoy et al. 2008; Kent et al. 1999) and inflammatory markers 

(Osborne & Monk 2013; Blackmore et al. 2011; Groer & Morgan 2007; Maes et al. 1999). These 

two systems, in particular, have been considered because of their associations with Major 

Depressive Disorder, but establishing associations between them and PPD development have 

remained poor (Schiller, Meltzer-Brody & Rubinow 2015; Skalkidou et al. 2009; Scrandis et al. 

2008). In relation to genetic approaches, multiple studies have explored various genetic factors, 

predominantly polymorphisms, 35 of which were recently reviewed by Figueiredo et al. (2014). 

Despite this extensive work, to date, there is no consensus as to the biological mechanism 

underlying PPD development as conflicting results are often reported and most findings are not 

replicated. Moreover, hormonal changes alone may not explain the development of PPD, as 

males are also vulnerable to developing postpartum depression (Demontigny et al. 2013; 

Godderis et al. 2011). 

A lot of focus has also been given to sleep disruption in association with PPD 

development, an idea that will be further explored in subsequent sections of the introduction. 

However, the disruption of sleep and the above-mentioned systems as seen during the perinatal 

period and in mood disorders may be better attributed to another dysfunctional system. The 
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circadian rhythm system and its potential disruption during the perinatal period has been 

understudied in relation to PPD development. The dysfunction of this system may better 

combine the findings from the other work on risk factors and biological underpinnings of this 

disorder to explain PPD development (McClung 2013; Landgraf et al. 2014).  

Circadian Rhythms (description, physiology and genetics) 

 Numerous physiological and behavioural processes follow a biological rhythm of 

approximately 24-hours. These include, but are not limited to, the sleep-wake cycle (process C), 

metabolic cycle, hormonal control (e.g. melatonin, cortisol), temperature regulation, sociality, 

and timing of feeding. Light is the primary zeitgeber entraining these processes to a 24 hour 

cycle (Albers, Lydic & Moore-Ede 1984; van Esseveldt, Lehman & Boer 2000); the endogenous 

component diverges slightly from 24 hours (Allan et al. 1999; Wever 1975). The circadian 

rhythmicity of these processes is primarily regulated by outputs from the Suprachiasmatic 

Nucleus (SCN), a bilateral structure. Although previously described (Suburo & Pellegrino de Iraldi 

1969), the understanding that the SCN is the master clock was evidenced by various animal 

studies, pioneering with the rodent lesion studies of Moore & Eichler (1972) and Stephan & 

Zucker (1972). This was followed by similar results from the rat studies of Ibuka and Kawamura 

(1975) and finally confirmed as the master clock region of mammals (Turek 1985; Miller et al. 

1996; Reppert et al. 2002). Determining that circadian control is mediated by a structure with a 

specific location has allowed the past few decades to focus in depth on the anatomy, 

entrainment and communication of the SCN.  

The SCN is located in the anterior ventral portion of the hypothalamus, positioned 

astride the supraoptic commissures by the third ventricle (Morin 2013; Welsh, Takahashi & Kay 
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2010). Containing approximately 10,000 neurons, this pacemaker is organized into two 

components; a core (dorsomedial) enveloped by a shell (ventrolateral) (Welsh, Takahashi & Kay 

2010). Retinal input is transferred to the core (Welsh, Takahashi & Kay 2010). The majority of 

the connections between these two SCN components stem from the core to the shell, with 

many less seen projecting from shell to core (Welsh, Takahashi & Kay 2010). Certain mammals, 

such as the rat and hamster, also show the presence of a central SCN subnucleus (SCNce) (Morin 

2013). The SCN contains a variety of neuron classes, all of which appear to contain gamma-

aminobutyric acid (GABA) (Morin 2013; Welsh, Takahashi & Kay 2010; Abrahamson & Moore, 

2001). The neuronal classes are distinguished by neuropeptide markers. For example, 

approximately 1000 neurons of the core contain vasoactive intestinal polypeptide (VIP), while 

about 2000 neurons of the shell contain arginine vasopressin (AVP), among many others (Welsh, 

Takahashi & Kay 2010). 

As aforementioned, the SCN is predominantly entrained by light cues. These photic cues 

are conveyed from the retina to the SCN via the retinohypothalamic tract (RHT). The 

development of improved tracing methods resulted in the discovery of such a pathway in the rat 

in early work (Hendrickson et al 1972; Moore & Len 1972). Since, the existence of this tract has 

been confirmed in other mammals, such as the skunk (May, DeSantis & Mead 1985), the 

macaque monkey (Moore 1993), and humans (Sadun, Schaechter & Smith 1984; Hannibal et al. 

2004). It is now understood that the specialized retinal ganglion cells (RGC) contain the 

photopigment melanopsin. This allows the RGC to process and pass on photic information to the 

core region of the SCN to phase-set the nucleus (Brancaccio et al.2014; Morin 2013). This 

portion of the circuitry appears to be highly specific with low plasticity, in that complete and 
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bilateral lesions to the SCN in early development lead to no alternative connectivity of the 

retinohypothalamic projections with other brain areas (Mosko & Moore 1979). Work by 

Harrington and Rusak (1988) done in hamsters suggested that the geniculo-hypothalamic tract 

(GHT) appeared to also be involved in mediating the photoentrainment of the SCN. GHT 

terminals on the SCN have also been noted in mice and rats (Morin 2013).  

The SCN also receives inputs from other brain areas. The SCN is heavily interconnected 

with its neighbouring nuclei, such as the medial preoptic area (MPOA) and subparaventricular 

zone (sPVz), among others (Morin 2013). In addition, the median raphe nucleus also has 

projections to the SCN, transmitting serotonergic input effecting circadian rhythm regulation 

(Meyer-Bernstein EL & Morin1996; Morin 2013). Although the SCN mediates nighttime 

melatonin secretion from the pineal gland to generate temporal cues, melatonin is able to 

feedback onto the SCN (Kalsbeek et al. 2004). This became known through the discovery of 

melatonin receptors in the SCN (Laitinen & Saavedra 1990; Kalsbeek et al. 2004), as well as 

through studies observing changes in circadian rhythmicity in rodents by administering 

melatonin (Kalsbeek et al. 2004; Pitrosky et al. 1999).    

In turn, the SCN communicates with other brain areas and the innumerable peripheral 

circadian oscillators to induce circadian control of specific tissue phases. It does this through 

both electrical activity and chemical signals. The SCN has efferent projections to local areas, 

such as the other nuclei of the hypothalamus, thalamus and ventral tegmental area 

(Schnell, Albrecht & Sandrelli 2014; Welsh, Takahashi & Kay 2010; Leak & Moore 2001). In 

particular, the SCN has known GABAergic projections to the paraventricular nucleus of the 

hypothalamus, as revealed by a rat study (Kalsbeek et al. 2004). Withdrawal of these inputs, as 

mediated by the SCN, is found to control plasma glucose concentrations (Kalsbeek et al. 2004). 
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As discussed above, the SCN also connects to the pineal gland, wherein melatonin is the efferent 

endocrine output (Pevet & Challet 2011). Moreover, other animal studies also revealed that the 

SCN shell projects densely to the medial preoptic area and more sparsely to other brain areas 

(Leak & Moore 2001).  

In regards to chemical signals, the SCN communicates via neurotransmitters such as 

arginine-vasopressin (AVP), neuropeptide Y (NPY), gastrin-releasing peptide (GRP) and 

vasoactive intestinal polypeptide (VIP) (Brancaccio et al.2014). These neurotransmitters 

maintain interneuronal synchrony and are released by the associated different subtypes of 

neurons within the SCN, which have a specific localization (Brancaccio et al.2014; Hastings, 

Brancaccio & Maywood 2014). For example, the GRP and VIPergic neurons are found in the 

ventrolateral (core) region of the SCN, while the AVP neurons are found in the shell region 

(Brancaccio et al.2014). Neurons characterized by VIP are found to be the retinorecipient 

neurons of the SCN (Hastings, Brancaccio & Maywood 2014). 

The 24-hour cyclic communicative nature of these cues is regulated by a shared 

transcription translation feedback loop (TTFL) found within each individual SCN cell (Hastings, 

Brancaccio & Maywood 2014). Specifically, as shown in Figure 1, the TTFL functions through the 

timed transcription of key genes: period (per) and cryptochrome (cry) (Brancaccio et al. 2014). 

These genes are activated by Aryl hydrocarbon receptor nuclear translocator-like protein 1 

(ARNTL/BMAL1)/ Circadian Locomotor Output Cycles Kaput (CLOCK) dimers (helix-loop-helix 

transcription factors), as well as by ARNTL (BMAL1)/ Neuronal PAS domain-containing protein 

2 (NPAS2) dimers in the forebrain which bind to E-boxes in the promoters of Cry and Per 

(Landgraf, McCarthy & Welsh 2014; Brancaccio et al. 2014; Schnell, Albrecht & Sandrelli 2014; 



11 
 

Hastings, Brancaccio & Maywood 2014; Koike et al. 2012; Garcia et al. 2000). The promoter 

region of the per gene is also mediated by secondary messengers such as cAMP/Ca 2 Responsive 

Elements (CRE) (Brancaccio et al. 2014; Brancaccio et al. 2013). As Per and Cry accumulate, the 

BMAL1/CLOCK dimers are inhibited (Brancaccio et al. 2014). In turn, Per and Cry are degraded 

and so the cycle continues (Brancaccio et al.2014). Although this is the main TTFL, it is 

influenced by other loops, involving RORA and Rev-Erba/b genes (Hastings, Brancaccio & 

Maywood 2014). However, similar feedback loops have been found in other mammalian cells 

and tissues as well (Brancaccio et al. 2014; Welsh et al. 2004). The interplay of this extensive, 

collective physiological network sets up the hierarchical circadian system, critical for the 

appropriate timing of metabolism and behaviour. 
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Figure 1 – The Core Transcription Translation Feedback Loop 

 

 

 

 

Figure legend: The core Transcription Translation Feedback Loop oscillates with a period of 24 
hours. Transcription factors CLOCK and BMAL1 heterodimerize and bind to the EBox of the Cry 
and Per promoters. This results in the transcription and translation of these two genes, which 
then heterodimerize to form a CRY and PER complex that is translocated back to the nucleus 
from the cytoplasm to inhibit the CLOCK and BMAL1 heterodimer. As CRY and PER are degraded, 
the cycle repeats. 
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The Sleep-Wake System and its Association with the Circadian Rhythm System 

 The most accepted model of the sleep-wake cycle, based on mathematical modeling, 

postulates that the cycle is governed by two processes termed process C (circadian control) and 

process S (homeostatic control) (Skeldon, Dijk & Dirk 2014; Borbely & Acherman 1989). Process 

C mediates the temporal nature of the sleep-wake cycle by electrical input from the efferents of 

the SCN (Goel et al. 2014). This process is often viewed more so as contributing to alertness than 

sleep promotion (Goel et al. 2014). On the other hand, process S governs sleep need. To explain 

process S simply; as one remains awake, pressure mounts for one to sleep and once sleep is 

attained, the pressure is removed. This process has also been shown to be more contributory to 

NREM sleep; specifically electroencephalograms (EEG) delta power, in comparison to process C 

which influences such sleep associated factors as body temperature changes and melatonin 

levels (Curie et al. 2013; Wurts & Edgar 2000; Dijk et al. 1995).  

Light input has been found to be associated with the regulation of both of these 

processes (LeGates et al. 2014) and the paraventricular thalamic nucleus (PVT) has recently been 

implicated in the integration of both processes in order to control the cycle (Colavito et al. 

2014). Collectively, both processes establish sleep length and are critical to establishing a proper 

sleep-wake cycle (LeGates et al. 2014). Furthermore, the strong relationship between the 

processes suggests that changes in either domain can disrupt the partnered system. For 

example, evidence suggests homeostatic information may also influence circadian gene 

expression (Curie et al. 2013; Wurts & Edgar 2000). Franken et al. (2007) showed evidence for 

this system cross-talk by observing the relationship between Per2 expression (process C marker) 

and EEG delta power (process S marker) in various sleep deprivation models in mice.  
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Disruption of Circadian Rhythms  

The SCN manifests an intrinsic rhythm, while remaining malleable to entrainment by 

other zeitgebers. Although the light-dark cycle is the primary zeitgeber entraining rhythms to a 

24 hour period, other external and internal cues establish the varying rhythmicity of a multitude 

of discrete biological, and even social rhythms. Conflict can arise between changing endogenous 

and exogenous cues and one’s hierarchical circadian system. This can result in rhythm 

disruption, manifesting in negative behavioural, emotional and cognitive outcomes. A primary 

example of circadian disruption negatively impacting ones’ overall physiology is the condition of 

jet lag, resulting from a mismatch between the internal circadian system and external 

environment cues as a result of travel across time zones.  

Circadian rhythm disruption can develop through two mechanisms. First, a 

dyssynchrony can develop between the circadian timing of the central and peripheral systems. 

Specifically, the clock genes of peripheral oscillators, of for example the liver and lung, may 

phase shift from the clock genes of the brain (Wirz-Justice 2006). This is deemed “internal 

desynchronization”. This is because, although the SCN coordinates the timing or peripheral 

oscillators, they are known to maintain their own rhythms, resynchronizing at their own rates, 

and thus can fall out of sync with the master clock (Wirz-Justice 2006; Yamazaki et al. 2000). 

Alternatively, dissociation in circadian timing can develop between physiological rhythms and 

the external cue timing. This is referred to as “external desynchronization”. Generally, this 

observed when internal rhythms are out of sync with the light-dark cycle. For example, a recent 

study comparing employees who work with or without a window in their work space found 

differences in melatonin and cortisol levels between groups, suggesting a desynchronization 
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between light exposure and hormonal rhythms (Harb et al. 2015). If both desynchronizations are 

manifest, this is termed a “double desynchronization” (Wirz-Justice, 2006). 

Disruptions in rhythms can manifest as a result of various reasons. To study the effects 

of rhythm disruptions, various lab techniques have been developed. Animals can be exposed to 

varying zeitgebers to phase shift their cycles (Baron & Reid 2014). Naturally, chronotype, 

daylight saving time, jetlag, social jetlag (influence of, for example, school and work and the 

difference between the weekend and weekday), and circadian disorders can all misalign 

rhythms in people (Baron & Reid 2014; Schnell, Albrecht & Sandrelli 2014). Severe circadian 

disruptions have been associated with numerous negative health outcomes. The misalignment 

between the sleep/wake and day/night cycle is the most extensively studied (Baron & Reid 

2014). The general misalignment of circadian rhythms has been associated with poor 

cardiovascular outcomes and increased risk of developing cancer and obesity (Baron & Reid 

2014; Hastings, Reddy & Maywood 2003).  Moreover, disruptions in timing between the 

pancreas, liver and skeletal muscles are also associated with insulin resistance (Hastings, 

Brancaccio & Maywood 2014; Shi et al. 2013). Circadian rhythm disruption, however, has also 

been extensively associated with mood disorders; the premise of this thesis. 

Circadian Rhythm Disruptions and Mood Disorders  

Although the etiology behind mood disorders remains uncertain, decades of work, in 

both humans and animals, have revealed a strong association between disrupted circadian 

rhythms and mood episodes in a variety of mood disorders. At the forefront of this work, studies 

have shown circadian disruption is associated with depressive mood disorders such as Seasonal 

Affective Disorder (SAD), Major Depressive Disorder, and Bipolar Disorder. More recently, 
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circadian disturbance has been shown not only during mood episodes in individuals with these 

disorders, but prior to their onset as well, acting as episode prodromes. These individuals may 

also show diurnal variability in their mood symptoms, such as morning worsening of mood 

(Kronfeld-Schor & Einat 2012; Morris et al. 2009; Wirz-Justice 2008; Tolle & Goetze 1987). There 

is also evidence that seasonality can affect mood episode onset or progression, as classified by 

SAD, which again, suggests a circadian component. Decades of work involving treatments 

targeting circadian rhythm stabilization, such as bright light or sleep deprivation therapy, in 

order to improve depressive symptoms have also had compelling results (Rudolf & Tolle 1978; 

Coogan & Thome 2011). Multiple reviews have already summarized this array of compelling 

evidence associating circadian rhythm disruption and mood disorders, particularly in individuals 

with MDD and BD (LeGates et al. 2014; Karatsoreos 2014; Schnell, Albrecht & Sandrelli 2014; 

Salvatore et al. 2012; McCarthy & Welsh 2012; Kronfeld-Schor & Einat 2012; Wirz-Justice 2006; 

Hallonquist, Goldberg & Brandes 1986). 

The Social Zeitgeber Theory proposes how the disruption of social zeitgebers (non-

photic cues) by a life event can result in the disruption of physiologic rhythms, triggering 

depressive episodes (Ehlers et al. 1993; Ehlers et al. 1988). Grandin et al. (2006) reviewed the 

literature to examine support of this theory and found numerous examples of stressful life 

events, such as the loss of a loved one, being related to depressive and manic mood onset in a 

plethora of studies concerning BD. However, a recent study of students, who were either on the 

bipolar spectrum or matched healthy controls, found mixed support for this theory (Sylvia et al. 

2009). This study found that stressful life events did not predict rhythm stability and in turn, 

rhythm stability did not predict mood symptoms, but stressful life events did predict bipolar 

symptoms and episodes (mostly depressive and not [hypo]manic symptoms).  
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Mood disorders can, however, also manifest in individuals with stable social cues. 

Therefore, this theory alone cannot be the full story as to the etiology of mood disorder 

development. The theory does provide a good basis for the notion that individuals may have 

differing vulnerability to circadian disturbance within their circadian system, influencing their 

risk for the development of mood episodes. Furthermore, the circadian system itself modulates 

other systems that have been implicated in mood disorder development, such as the HPA axis 

and monoaminergic neurotransmission, warranting the importance of this system in mood 

episode occurrence (Schnell, Albrecht & Sandrelli 2014). Another major factor that may underlie 

the vulnerability to develop mood disorders may be differing circadian rhythm genetics; an idea 

that is increasingly garnering attention in this field and will be discussed in the subsequent 

section.  

Circadian Rhythm Genetics in Mood Disorders  

MDD, and to a greater extent BD, have a high level of heritability. As a result, numerous studies 

have searched for a genetic basis that is shared among individuals who have these mood 

disorders. With the growing association between circadian rhythm disruption and affective 

disorders, literature exploring a link between circadian rhythm genetics and mood disorders has 

grown. Numerous associations between the two phenomena have already been found and 

summarized in reviews (Partonen 2012; Etain et al. 2011; Milhiet et al. 2011; McClung 2007).  

The genetic approaches to determine a circadian genetic basis for psychiatric disorders 

have been various. For example, one group approached the study of this association by 

comparing gene expression of Clock, BMAL1, Period1, and Period2 mRNA between 30 

individuals with a history of depression and 30 matched healthy controls from blood samples 
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(Gouin et al. 2010). They found that the levels of Clock and Period1 mRNA were elevated in 

individuals with a history of depression.  

Many candidate gene approach studies have also been conducted, searching for 

associations between specific genes related to the circadian rhythm system and depressive 

mood disorders, such as MDD and BD. Specifically, polymorphisms, generally single-nucleotide 

polymorphisms (SNP), of circadian genes have been explored. In studies focused on individuals 

with MDD (as described below), associations were found for genes including ASMT (Galecki et 

al. 2010), CRY (Hua et al. 2014; Soria et al. 2010; Lavebratt et al. 2010b), NPAS2 (Soria et al. 

2010), PER (Maglione et al. 2015), RORA (Lavebratt et al. 2010a; Maglione et al. 2015) and 

TIMELESS (Utge et al. 2010). Similarly, in relation to BD (as described below), associations have 

been found for ARNTL (Mansour et al. 2006), BMAL (Nievergelt et al. 2006), CLOCK (Soria et al. 

2010; Lee et al. 2010), CRY (Lavebratt et al. 2010b), PER3 (Nievergelt et al. 2006), RORB 

(McGarth et al. 2009), TIMELESS (Mansour et al. 2006) and VIP (Soria et al. 2010). A recent study 

by Liu et al. (2015) also found that the rs2290036-C, a polymorphism of ARNTL, was over-

represented in individuals who had psychotic features associated with their mood disorder 

(N=566) in comparison to controls (N=926). However, there are also studies that have 

investigated some of these candidate SNPs in these populations and have found no associations 

(Byrne et al. 2014; Calati et al. 2010; Crisafulli et al. 2013; Kishi et al. 2011). 

It is of importance to this thesis to highlight the CLOCK 3111T/C SNP (rs1801260). The 

association of this particular SNP with depression has yielded mixed results. Some studies have 

found an association between this SNP and mood disorders (Dmitrzak-Weglarz et al. 2015; Lee 

et al. 2010; Serretti et al. 2003). On the other hand, other studies have not (Bailer et al. 2005; 

Desan et al. 2000; Kishi et al. 2011). This SNP has, however, been linked to sleep in association 
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with stressful life experiences (Antypa et al. 2012). It has also been linked to diurnal preference: 

morning or evening type (Katzenberg et al. 1998). This finding was, however, challenged by a 

study by Pedrazzoli et al. (2007), which did not find an association between the SNP and 

chronotype. These results suggest that the effect of this SNP may be small and warrants further 

research to determine its contribution to sleep, diurnal preference and/or mood disorders. 

In addition, gene wide association studies (GWAS) studies have also sought to associate 

clock genes with depressive disorders. Although these studies tend to include larger sample 

sizes, this approach has been less successful at finding an association. This may be, as McCarthy 

et al. (2012a) postulate, because these disorders are likely attributable to various genetic 

variants, the organization of the circadian molecular system is quite complex and the 

susceptibility to psychiatric disorders as a result of genetic risk may be shared by multiple illness. 

However, in their survey of GWAS studies, it was found that there were associations between 

core clock genes and BD-spectrum illnesses and lithium responsiveness. In addition, Terraciano 

et al. (2010) did a GWAS and found RORA to be associated with depressive personality traits.  

 Human postmortem gene studies have also found differences between controls and 

individuals with histories of depressive mood disorders in relation to circadian genetics. For 

example, Li et al. (2013) compared the expression of cyclic genes in the postmortem brains of 55 

controls without a psychiatric history to 34 with a history of MDD. This was carried out in 

various brain regions associated with depression. They compared the transcripts that they found 

to be most rhythmic and found that the rhythmicity of these genes in the MDD patients were 

weaker.  Recently, in a microarray study carried out by Bunney et al. (2015), cyclic genes in six 

brain regions of postmortem controls and individuals with histories of MDD were also identified. 
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Subsequently, the expressions of these cyclic genes and their sinusoidal rhythms were, again, 

compared between the two groups. It was found that rhythms were particularly disrupted in 

genes such as ARNTL, PER1, 2 and 3, NR1D1 and DBP in individuals with MDD as compared to 

significant sinusoidal rhythms of these genes in controls, supporting Li et al.’s (2013) findings. 

Furthermore, another microarray study in postmortem brains of individuals who committed 

suicide compared to controls, found PER1 to also be downregulated in the brains of suicides, 

among other genes (Sequeira et al. 2012). Collectively, these genetic approach studies have 

offered some merit to the hypothesis that the disruption of the circadian system is associated 

with the etiology of psychiatric disorders. 

Circadian Rhythm Disruptions in Major Depressive Disorder  

According to the Diagnostic and Statistical Manual of Mental Disorders Fifth Edition 

(DSM-5; APA 2013), Major Depressive Disorder (MDD) is characterized by two weeks of either 

depressed mood or loss of interest or pleasure, in addition to five other symptoms. These other 

symptoms include features such as changes in sleep (including insomnia, hypersomnia and sleep 

fragmentation nearly every day), changes in weight and appetite (either increase or decrease), 

and feelings of worthlessness or guilt. The majority of these symptoms are associated with 

circadian rhythmicity. Mood, sleep, and appetite, as discussed above, all follow daily rhythms. 

Not surprisingly, individuals with MDD show disruptions in these domains during episodes of 

depression. Their rhythms, however, also differ from individuals without a history of psychiatric 

disorder during euthymic periods as well.  

For example, sleep disturbances have long been described in individuals with MDD, as 

compared to controls (Hawkins & Mendels 1966; Peterson & Benca 2008; Arfken et al. 2014; 
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Benca et al. 1992; Olbrich & Arns 2013). MDD is highly associated with symptoms such as 

hypersomnia and insomnia (Kaplan & Harvey 2009; McCall et al. 2010; Soehner, Kaplan 

& Harvey 2014; Yates et al. 2004). Some studies have found that women complain of 

hypersomnia more than insomnia, as compared to depressed males and that it is more 

prevalent in older individuals (Kaplan & Harvey 2009; Khan et al. 2002). Sleep is also disturbed 

during periods of remission, negatively impacting the risk of relapse (Zajecka 2013).  Some 

studies have even shown that sleep disturbances precede depressive episodes (Cairns et al. 

1980; Baglioni et al. 2011). Differences in REM sleep architecture, such as shortened REM sleep 

latency, have also been described in relation to MDD (Olbrich & Arns 2013; Rotenberg et al. 

2002; Roberts et al. 2000).  

Studies observing circadian disturbances in individuals with MDD have also measured 

hormonal dysregulation. Particular focus has been given to melatonin and cortisol because the 

cycles of these hormones are well established. Many studies have found differences in 

hormonal levels between depressed and non-depressed individuals. For instance, in regards to 

melatonin, a recent and well-designed longitudinal cohort study sampled melatonin via saliva 

samples three times a day for 30 days in depressed and non-depressed participants (Bouwmans 

et al. 2015). The results indicated that depressed individuals showed increased variability in 

their melatonin profiles, as well as overall higher melatonin levels. Moreover, an EEG study 

which found enhanced frontal low-frequency EEG activity during extended wakefulness 

particularly during the night in depressed women as compared to controls, also found their 

melatonin levels during the night to be attenuated (Birchler-Pedross et al. 2011). These findings 

mirror the results of prior work comparing melatonin levels in these groups (Mendlewicz et al. 

1979). However, an older study found melatonin levels to be higher in depressed individuals 
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compared to controls (Thompson et al. 1988).  In addition to different levels of melatonin, 

studies have also shown phase shifts in the melatonin rhythms in individuals with MDD (Crasson 

et al. 2004; Nair et al. 1984). A postmortem study by Wu et al. (2013) also found melatonin 

receptor 1 to be increased in the SCN of depressed individuals as compared to controls by using 

immunocytochemistry.  

Similar findings of hormonal rhythm disruption have been shown in regards to cortisol. 

For example, in a recent study Rhebergen (2015) found higher morning cortisol levels in older 

depressed individuals as compared to those without a history of a psychiatric disorder. Many 

studies have reported differences in cortisol patterns between depressed individuals and 

healthy controls using salivary cortisol collection at different time points (Hsiao et al. 2010; 

Hinkelmann et al. 2009). Moreover, in an interesting study observing the coupling between daily 

activities as social zeitgebers of cortisol secretion, Stetler, Dickerson and Miller (2004) found 

that the two were coupled in healthy individuals but unrelated in individuals with depression. 

MDD has also been associated with differences in the cortisol awakening response, during which 

cortisol normally steeply peaks 30-45 minutes after awakenings and then returns to baseline 60 

minutes after wakening as reviewed by Dedovic & Ngiam (2015). This awakening response has 

also been found to predict depressive episodes (Vrshek-Schallhorn et al. 2013; Halligan et al. 

2007; Goodyer et al. 2010; Adam et al. 2010).  

Body temperature also appears to follow a circadian rhythm, in that core body 

temperature decreases at night and rises during the early morning (Garry 1969). As a result, it 

may also be dysregulated. Such dysregulation has been observed in individuals with MDD. For 

instance, a study by Avery et al. (1982) found increased temperatures during the night and 
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overall lower temperature amplitudes in 9 depressed individuals (7 MDD and 2 BD) in 

comparison to 12 healthy controls. In a later study, Avery et al. (1999) again found the nocturnal 

temperature to be elevated in depressed individuals compared to controls. More recent studies 

have also shown discrepancies in temperature rhythms between individuals with MDD and 

without (Avila Moraes et al. 2013; Rausch et al. 2003). These are just some of the multitude of 

studies showing circadian rhythm disruptions in various domains as observed in MDD.    

Circadian Rhythms Disruptions in Bipolar Disorder 

Individuals with BD show either periods of mania and/or hypomania cycling with either 

melancholia and/or depression, as characterized by the DSM-5 (APA 2013). Mixed episodes may 

also occur. Mania is characterized by periods of elevated and irritable mood, with symptoms 

such as needing a lot less sleep, quick thoughts, and inflated self-esteem, among others. These 

symptoms generally last at least one week. Hypomania is similar, wherein the individual also 

experiences a greater drive with elevated and irritable mood, but symptoms are less severe, 

such that they do not impact social functioning or work/school and must last at least four 

consecutive days. Melancholia is a less severe form of depression. The literature associating 

circadian rhythm disruptions and mood episodes is even more extensive for BD (Gonzalez 2014; 

Milhiet et al. 2011; Murray and Harvey 2010). 

For example, as with MDD, individuals with BD also show significant sleep disturbance 

during both episodes of depression and mania (Harvey 2008; Gruber et al. 2011; Ritter et al. 

2012; Hudson et al. 1992). In addition, sleep disturbance is also present during interepisode 

periods (while in remission), as compared to healthy controls and is found to be prodromal of 

future episodes (Ng et al. 2015; Rocha, Neves & Correa 2013; Geoffrey et al. 2014; Sylvia et al. 
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2012; Duffy et al. 2010; Millar, Espie & Scott 2004). Sleep disturbance in BD has also been 

associated with severity of illness (Eidelman, Talbot & Gruber 2010). 

Disruptions in the circadian hormonal profiles have been shown in BD as well. Although 

less work has been done for melatonin in BD, some studies have shown melatonin rhythm 

dysfunction in patients (Nurnberger et al. 2000). One study, by Kennedy et al. (1996), found 

lower melatonin serum levels in BD patients compared to controls, irrespective of mood state 

(depressed, manic or euthymic), suggesting its role as a trait and not state marker for BD. Some 

work has also been carried out in regards to cortisol rhythm disturbance in BD. For example, 

using area under the curve analysis, Cervantes et al. (2001) found increased cortisol secretion in 

depressed and manic BD patients compared to controls. Again, this finding suggested that 

cortisol rhythms are more so a trait rather than state marker. On the other hand, a more recent 

study of first time manic individuals with BD found decreased plasma cortisol levels compared to 

controls (Valiengo et al. 2012). This study also differentiated dysphoric mania from elated mania 

and showed higher cortisol levels in dysphoric patients. Studies have shown conflicting results in 

remitted patients, with some studies showing differences in cortisol (Havermans et al. 2011) and 

some showing normal cortisol levels compared to controls in remitted patients (Deshauer et al. 

2006). 

In regards to other circadian domains, such as body temperature, a few older studies 

have also found it to be dysregulated in individuals with BD (Souetre et al. 1988; Sothern, Slover 

& Morris 1993; Avery, Wildschiodtz & Rafaelsen 1982). In addition, although not discussed in 

the preceding section, social rhythms are also found to have a circadian pattern and are found 

to be perturbed in BD (Ashman et al. 1999; Malkoff-Schwartz et al. 1998). A recent study using a 
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circadian rhythms questionnaire with a social subdomain found a dose-dependent like 

association between degree of rhythm disturbance and depressive symptoms in individuals in a 

sample of BD patients and controls (Pinho et al. 2015). The aforementioned highlights a small 

portion of the extensive work that has been done showing circadian rhythm disruption in 

individuals with BD. 

Subjective Sleep Disruption and Depression (pregnancy and postpartum) 

 Numerous studies have investigated subjective sleep across the perinatal period, using 

self-report questionnaires and rating scales, such as the Pittsburgh Sleep Quality Index (PSQI) 

(Buysse et al. 1989) and General Sleep Disturbance Scale (GSDS) (Lee 1992). Many have also 

studied the relationship between subjective sleep and changes in mood in the postpartum 

period. In healthy women, it has been shown that subjective sleep quality decreases from early 

to late pregnancy, with a distinct drop within the first few weeks postpartum and gradually 

improves in the months following delivery, as shown by Figure 1 (Gay, Lee & Lee 2004; Naud et 

al. 2010; Tsai et al. 2011; Park, Meltzer-Brody and Stickgold 2013). Studies in healthy pregnant 

women have also shown that their subjective sleep quality is worse than healthy non-pregnant 

controls (Okun & Coussons-Read 2007; Ko et al. 2010). Furthermore, even among differing sleep 

trajectories, it has been shown that such poor subjective sleep quality in healthy women during 

the perinatal period is associated with more anxiety and depressive symptoms in the 

postpartum (Tomfohr et al. 2015). This finding was supported by a previous study that found 

subjective sleep within two weeks postpartum to be associated with low mood in a study of 29 

healthy women (Coo, Milgrom & Trinder 2014). Bei et al. (2010) also found such an association 

during the first week postpartum in healthy women at low risk for PPD (N=44).  
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Another study assessed sleep and depressive symptoms during the third trimester of 

pregnancy and later into the postpartum at two, three and four months (Goyal, Gay & Lee 

2007). This was carried out in a sample of 124 women. History of a mood disorder was not 

reported. This study, too, found that subjective sleep disturbance was associated with 

depressive symptoms during late pregnancy and at four months postpartum. This group also 

conducted a study with a very similar design a few years later, but this time including fathers 

and other risk factors for PPD development, such as infant temperament and relationship 

satisfaction (Goyal, Gay & Lee 2009). It was again found that disturbed subjective sleep was 

associated with depressive symptoms in the postpartum period. Another group, Park, Meltzer-

Brody and Stickgold (2013), also studied subjective sleep during the third trimester and at the 

2nd, 6th, 10th, and 14th week postpartum. They found poor subjective sleep to be predictive of 

depressive symptoms at all weeks in 25 healthy, primiparous women. Finally, in a fairly recent 

study, Wu et al. (2014) found sleep quality in the third trimester of pregnancy to be predictive of 

PPD. This was found in a sample of 205 women, of which 21 developed PPD as determined by 

DSM-IV-TR Axis I disorder structured clinical interview - patient edition.  

The preceding studies all used validated sleep scales to measure sleep quality and 

disturbance. Looking at group differences, one study of 38 healthy women using subjective 

sleep diaries found that those mothers who developed clinically significant depressive 

symptoms at 2-4 weeks postpartum also had more disturbed sleep during the third trimester of 

pregnancy compared to mothers that did not (Wolfson et al. 2003). Some studies have focused 

on the relationship between sleep quality and the recurrence of PPD in women with a history of 

this mood disorder. For example, in a sample of 51 women, sleep quality was compared 
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between those who recurred and those who did not. It was found that those who recurred after 

4 weeks postpartum (44%) showed poor subjective sleep quality in comparison to those that did 

not (Okun et al. 2009). In a later longitudinal study, Okun et al. (2011) again studied the 

association between subjective sleep and PPD recurrence in 56 women with histories of either 

MDD or PDD, while also studying the impact of cytokine and hormone (estradiol, prolactin, and 

cortisol) changes. These women were euthymic and studied up to 17 weeks postpartum. It was 

found that only poor subjective sleep quality, and not cytokine or hormone level, was 

significantly associated with PPD recurrence, even when medication was controlled for. In fact, 

they found that a one point increase in a PSQI score was related to a 23.9% increase in risk of 

recurrence.  

At a large scale, a cross-sectional, population based study of 2830 women at postpartum 

week 7 found more than half of the sample experienced poor sleep quality at this time point 

(Dorheim et al. 2009). In addition, the study found depressive symptoms were associated with 

poor sleep quality at this time point, even when other factors associated with depression were 

controlled for. In a similar type of cross-sectional study of 2816 women, Dorheim et al. (2012) 

found a 61.9% prevalence of insomnia at gestational week 32. They also found this to be 

strongly associated with poor subjective sleep quality. In a smaller cross-sectional study with a 

sample of 143 postpartum women, Swanson et al. (2011) also found that depressive symptoms 

in the postpartum were correlated with higher reported levels of insomnia.   
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Figure 2 – Sleep Disturbance across the Perinatal Period in Healthy Women 

 

 

 

 

 

 

 

 

 

 

 

Figure legend: Collective findings on subjective and objective sleep research in healthy women 
show sleep quality drastically worsens in the first few weeks after delivery and gradually 
improves in the postpartum. 
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Objective Sleep Disruption and Depression (pregnancy and postpartum) 

 There are a few techniques available to study sleep objectively. For example, 

polysomnography, typically involving EEG, is a technique often used in a variety of sleep studies. 

The issue with this method is that they often result in studies with low sample sizes and often 

participants have to come to a sleep laboratory to participate, and so this may not be truly 

representative of the individual’s sleep in his/her own environment. This being said, studies 

using these methods, such as one by Hertz et al. (1992) using polysomnography in pregnancy 

and an older study by Karacan et al. (1969) using EEG in pregnancy and postpartum, have shown 

that sleep is disrupted during the perinatal period compared to non-pregnant controls, with 

sleep being worst in the first month postpartum and gradually improving thereafter, particularly 

in healthy women.  

Furthermore, a study using ambulatory polysomnography in a home setting across 

pregnancy (during each trimester) and at two postpartum time points (3-4 and 11-12 weeks 

post) found that sleep was more disrupted in the first month postpartum as compared to 

pregnancy in a sample of 31 women (Lee, McEnany & Zaffike 2000). It was noted that REM sleep 

was highly variable during pregnancy with total sleep time being stable. Moreover, this study 

found that while mood was stable during pregnancy, a time by group interaction was found 

when women were split into a positive and negative mood group during the postpartum. The 

negative mood group showed less REM and a shorter REM sleep latency. An older study using 

EEG also found sleep to be more disturbed in women with a history of an affective disorder 

(N=14) compared to women without one (N=20) (Coble et al. 1994). Sleep was monitored from 

12 weeks pregnancy to 8 months postpartum. Sleep was found to be most disturbed for both 
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groups during the first few postpartum months and especially around the postpartum week 

four. Although there were significant differences between groups in relation to sleep 

parameters, these differences were not associated with changes in mood.  

A more recent means of objectively studying sleep is through the use of actigraphy. An 

actigraph is watch-like device that collects data by recording an individual’s movements (Sadeh 

& Acebo 2002; Ancoli-Israel et al. 2003). Actigraphy allows for the benefit of measuring sleep in 

a natural home setting and over a long period of time. In addition, actigraph obtained sleep 

parameters are found to be highly agreeable with those obtained from polysomnography (Jean-

Louis et al. 2001; Signal, Gale & Gander 2005). This technique has been readily utilized by a 

multitude of studies to observe sleep measures such as total sleep time (TST), sleep efficiency 

(SE), wake after sleep onset (WASO), and sleep onset latency (SOL), among other measures. 

Moreover, actigraphy has been readily utilized to study sleep during the perinatal period and its 

relationship with numerous health outcomes, such as cardiometabolic risk (Haney et al. 2014). 

Actigraph studies support the changes in sleep across the perinatal period, as found in 

subjective studies and represented in figure 1 (Shinkoda, Matsumoto and Park 1999; Tsai et al. 

2013; Montgomery-Downs et al. 2010; Park, Meltzer-Brody & Stickgold 2013; Matsumoto et al. 

2003; Kang et al. 2002).  

Studies have also used actigraphy to observe the association between sleep and mood 

changes in the postpartum period and across the perinatal period. Posmontier (2008) found 

women with PPD had worse sleep as measured by actigraphy compared to who did not at 6-26 

weeks postpartum. They found women with PPD had lower SE and a higher WASO, suggesting 

greater sleep disruption. Moreover, the worsened sleep quality (sleep latency, WASO and SE) 
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also predicted PPD symptom severity. Tsai and Thomas (2012) also found sleep disturbances, 

such as objectively measure sleep variability, to be associated with depressive symptoms in 22 

healthy women (none of which developed clinically significant PPD). One study, however, did 

not find an association between third trimester sleep and depressive symptoms within two 

weeks postpartum in 72 generally healthy women (Coo Calcagni et al. 2012). 

A number of studies, however, have found that subjective sleep is more so associated 

with depressive symptoms in the postpartum than objective sleep (Park, Meltzer-Brody & 

Stickgold 2013; Coo, Milgrom & Trinder 2014; Bei et al. 2010). For example, in a study of 42 

women in the postpartum, of which 21 were depressed, the depressed group showed more 

subjective sleep disturbances although objective measures did not differ between the two 

groups (Dorhiem et al. 2009). In fact, other studies have also shown that subjective and 

objective sleep parameters during the perinatal period tend not to correlate (Bei, Coo & Trinder 

2015; Herring et al. 2013; Wilson et al. 2013; Van Ravesteyn et al. 2014; Tsai & Thomas 2012). In 

summary, the above-mentioned study of changes in sleep across the perinatal period and its 

impact on depressive mood has yielded mixed results and warrant further research. Moreover, a 

majority of the work has been done in healthy women without psychiatric history, which also 

needs to be addressed. 

Circadian Rhythms Disruption and Depression (pregnancy and postpartum) 

 Literature on circadian rhythm disruption, apart from sleep, and its association with 

mood changes across the perinatal period is largely lacking. To date, only one study has 

prospectively examined changes in circadian rhythms from pregnancy to postpartum and their 

association with changes in mood in the postpartum. Sharkey et al. (2013) measured changes in 
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dim light melatonin onset (DLMO) phase from third trimester of pregnancy to six weeks 

postpartum in 12 euthymic women with history of a mood disorder. Nine women showed a 

phase shift in DLMO by at least 30 minutes. Moreover, the DLMO circadian measures were 

largely associated with depressive symptoms as captured by the Hamilton Depression Rating 

Scale (HAMD).  

In another study, plasma melatonin levels were compared between women with a 

history of a mood disorder and healthy women in both pregnancy (n=25 [15 HC]) and 

postpartum (n=24 [11 HC]; Parry et al. 2008). Using analysis of covariance, in this study, 

depressed women showed lower levels of melatonin during pregnancy and higher levels during 

postpartum compared to their healthy counterparts, suggesting melatonin rhythm disruptions 

during these periods. Remaining studies have focused on sleep disruption and postpartum 

depressive symptoms, as already discussed above.    

Chronotherapy and Postpartum Depression 

 Although studies exploring the impact of mood history on circadian rhythm disruption 

during the perinatal period, as well as the impact of circadian rhythm disruption during the 

perinatal period on postpartum depressive symptoms are limited, a few studies have aimed to 

determine the impact chronotherapy has on postpartum mood improvement. The results have 

been promising.  

 Sleep deprivation is one such non-pharmacological, chronotherapeutic intervention that 

has been used to successfully treat depression (Benedetti et al. 2007; Bunney & Bunney 2013; 

Voderholzer et al. 2003). One study assigned both early-night and late-night sleep deprivation to 
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9 women with either ante or postnatal depression (Parry et al. 2000). The postpartum patients 

responded better to the late-night sleep deprivation, in that this intervention decreased their 

depressive symptom scores. Although it has been shown that total sleep deprivation is better 

than partial sleep deprivation and that there might be a dose-dependent response (Giedke et al. 

2003), many studies have shown that sleep deprivation offers rapid antidepressant effects that 

only last up to a couple of days, particularly in those who are unmedicated (Wu & Bunney 1990). 

Cognitive behavioural therapy for insomnia also targets sleep issues with the hopes of improving 

mood. Twelve postpartum women with concurrent depression and insomnia participated in a 

pilot study of this therapy, wherein they received individual sessions for five weeks (Swanson et 

al. 2013). Significant improvements in subjective mood and sleep quality were observed at the 

end of the therapy period.  

Sleep disturbance has also been targeted pharmaceutically to improve depressive mood 

in the postpartum. For example, in a clinical trial, 54 pregnant women with insomnia were 

treated with diphenhydramine, trazodone or placebo (Khazaie et al. 2013).  This treatment was 

started in the third trimester of pregnancy and was hoped to stabilize mood into the 

postpartum. Compared to placebo, both active treatments improved sleep and decreased 

depressive symptoms 2 to 6 weeks after delivery, suggesting preventative properties for the 

development of PPD.        

Another chronotherapy that has been implicated in the treatment of depression is 

bright light therapy. Corral, Kuan and Kostaras (2000) found bright light therapy to substantially 

improve depressive symptoms in 2 women suffering from postpartum depression in an open 

trial. The women were treated for four weeks. Later, Corral et al. (2007) used this therapy once 
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more in a clinical trial at 10,000 lux to treat 10 outpatient women with PPD and assigned 5 

women to dim red light at 600 lux for comparison. It was found that both groups showed 

significant symptom improvement over time. This therapy has also been efficacious at treating 

antenatal depression (Crowley & Youngstedt 2012). Another small pilot study also used bright 

light therapy to promote mood and sleep improvement in mothers of low birth weight infants in 

the neonatal intensive care unit (Lee, Aycock and Moloney 2013). Sixteen women were assigned 

to the bright light therapy and fourteen wore red light visors, acting as the control group. The 

intervention lasted three weeks. Although no significant effects were observed, most likely due 

to the small sample size, women’s depressive symptoms and sleep quality improved in the 

treatment group compared to the controls.   

Moreover, blue light has been found to suppress melatonin production. One study used 

this idea and gave women suffering from PPD glasses that blocked blue light (n=18) to ensure 

their melatonin rhythm was not being disrupted during night time awakenings, while the other 

participants received placebo glasses (n=9) (Bennett et al. 2009). They found that all of the 

women showed improvement, but the women in the first group appeared to recover faster than 

the women who were given placebo glasses. Collectively, this preliminary work in regards to 

treatment targeting circadian rhythm stabilization suggests an association between improving 

circadian rhythm stability, good mental health and the potential to even decrease the risk of 

postpartum episode onset.  

Study Aims and Hypotheses 

 The goal of the work outlined in this thesis was to address the gap in the literature 

concerning the association between circadian rhythm disruption and postpartum depression 
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development. Longitudinal work looking at sleep and circadian rhythm disruption and maternal 

outcomes is needed (Chang et al. 2010). This was addressed by determining if circadian rhythm 

disruption was manifested across the perinatal period, through both subjective and objective 

measures. Moreover, it was determined if present circadian rhythm disruptions across the 

perinatal period is associated with postpartum mood worsening in women with and without a 

history of a depressive mood disorder. Sleep disruption was also measured because of its strong 

ties to circadian rhythmicity.  

 We first studied this association using subjective measures of circadian rhythm and 

sleep disruption. We hypothesized that women with a history of a mood disorder (MDD or BD) 

would show increased circadian rhythm and sleep disruptions during the third trimester of 

pregnancy and 6 to 12 weeks postpartum. We also hypothesized that greater disruptions in both 

domains would be predictive of PPD. This work is presented as a manuscript in Chapter 2, 

entitled “Do Changes in Sleep and Biological Rhythms Predict Worsening in Postpartum 

Depressive Symptoms? A Prospective Study Across the Perinatal Period” and is currently under 

review in the Australian and New Zealand Journal of Psychiatry since June of 2015.  

Next, we continued our goal of investigating whether circadian rhythm disruptions occur 

during the perinatal period in women with and without a mood history and if this is associated 

with postpartum mood worsening using objective measures. We used actigraphy to measure 

both circadian rhythm and sleep disturbances during the same time period as outlined above. 

Again, it was hypothesized that objective measures of disruption would be greater for women 

with a mood history. It was also hypothesized that disruptions would be predictive of PPD. The 

findings of this study are presented in Chapter 3, as a subsequent manuscript entitled 
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“Association between Sleep, Circadian Rhythms and Postpartum Mood: A Longitudinal Study 

across the Perinatal Period” and submitted to the Journal of Clinical Psychiatry. 

 Finally, we carried out a small pilot study to determine if the circadian system is 

associated with postpartum depressive symptoms at a molecular level. We did this by obtaining 

blood samples and genotyping the 3111T/C single nucleotide polymorphism in the Clock gene, 

which has been previously associated with history of MDD or BD, as well as PPD development. It 

was hypothesized that more women with a history of MDD or BD would carry either the CT or 

CC polymorphism and that women who develop PPD would also carry the CT or CC 

polymorphisms. The rationale and methods for this study are summarized as a brief 

communication in Chapter 4 (unfortunately results are still pending). 
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Abstract 

Background: Abnormalities of sleep and biological rhythms have been widely implicated in the 

pathophysiology of Major Depressive Disorder (MDD) and Bipolar Disorder (BD). However, less 

is known about the influence of biological rhythm disruptions across the perinatal period on 

postpartum depression (PPD). The objective of this study was to prospectively evaluate the 

relationship between changes in both subjective sleep and biological rhythms and worsening of 

depressive symptoms from pregnancy to the postpartum period in women with and without 

mood disorders.  

Methods: Eighty-three participants (38 euthymic women and 45 healthy controls) completed 

perinatal assessments of sleep and biological rhythms disturbances and depressive symptoms. 

Results: Multivariate regression analysis showed that changes in biological rhythms across the 

perinatal period, but not changes in sleep, predicted worsening of depressive symptoms in both 

groups. This relationship was stronger in women with mood disorders. Moreover, women with a 

history of a mood disorder showed higher levels of sleep and circadian rhythm disruption during 

both pregnancy and the postpartum period. 

Conclusion: These findings suggest that disruptions in biological rhythms, and not necessarily 

sleep, during the perinatal period increase the risk for postpartum mood worsening in all 

women, and that this effect is stronger in women with a diagnosis of a mood disorder.  

Keywords: Bipolar Disorder; Biological Rhythms; Major Depressive Disorder; Mood; Postpartum; 

Pregnancy; Sleep 
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Introduction 

Postpartum depression (PPD) is an ongoing societal health problem. Whereas between 7-15% of 

women in the general population develop PPD (Gavin et al., 2005; O'Hara and McCabe, 2013; 

Serhan et al., 2013), women with history of a mood disorder are at an even greater risk for its 

development (O'Hara and McCabe, 2013; Robertson et al. , 2004; Wisner, Parry and Piontek, 

2002). PPD confers negative outcomes on mothers and their families, which are long lasting if 

left untreated. For instance, mothers suffering from PPD may experience undermined 

confidence in the care for their infant, a distorted sense of responsibility and, in more severe 

cases, infanticide ideation (Barr and Beck, 2008). Children of mothers who suffered from a 

depressive episode in the postpartum period are at greater risk for the development of 

subsequent affective, behavioural and cognitive problems (Sellers et al., 2013; Verbeek et al., 

2012). PPD also places stress on marital relationships, which may result in greater family 

dysfunction (Faisal-Cury et al., 2013; Piteo et al., 2013). Notably, a number of studies have found 

increased risk for suicidal behaviour in this population, accounting for up to 20% of postpartum 

deaths (Kim et al., 2014; Lindahl, Pearson and Colpe, 2005; Pope et al., 2013; Tabb et al., 2013). 

Therefore, it is imperative that modifiable risk factors for PPD are properly identified and the 

underlying biological mechanisms are better understood.  

A number of clinical features such as history of psychiatric disorders, high neuroticism, low-

self-esteem and family history of mental health issues have been identified as risk factors for 
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development of PPD (Meltzer-Brody et al., 2013; O'Hara and McCabe, 2013; Robertson et al., 

2004). In addition, psychosocial factors such as lower income, financial hardship and low 

perceived social support have also been implicated (Leahy-Warren and McCarthy, 2007; Razurel 

et al., 2013; Rich-Edwards et al., 2006; Xie et al., 2010). Despite a better understanding of the 

clinical and psychosocial risk factors for the development of PPD, little consensus has been 

reached about the biological mechanisms behind this disorder. Previous studies have 

investigated the role of the hypothalamic-pituitary-adrenal (HPA) axis (Brummelte and Galea, 

2010; Glynn, Davis and Sandman, 2013; Kammerer, Taylor and Glover, 2006), sex hormones, 

thyroid-stimulating hormone (Klier et al., 2007; Okun et al., 2011), and inflammatory markers 

(Albacar et al., 2010; Sylven et al., 2013) as potential biological risk factor for PPD. However, the 

results from these biological studies are contradictory and the clinical utility of these biological 

markers remains elusive.  

Work over the last few decades has linked sleep and biological rhythms disruptions, both 

physiological and behavioural, with a variety of depressive disorders. For example, individuals 

suffering from Major Depressive Disorder (MDD) and Bipolar Disorder (BD) show significant 

sleep and circadian rhythm disturbances during mood episodes (Gonzalez, 2014; Harvey, 2011; 

McClung, 2013; Palagini et al., 2013; Wirz-Justice, 2006). Perhaps more importantly, sleep and 

circadian disturbances are also present between episodes and prior to the development of 

mood episodes, acting as prodromes (Harvey, 2011; Ng et al., 2015; Scott, 2011). Throughout 

the perinatal period, women often experience a variety of somatic changes, which may 

influence the stability of biological rhythms and quality of sleep and be related to depressive 

symptom development (Williamson et al., 2015). For instance, the relationship between 
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changes in sleep measures during pregnancy and worsening of depressive symptoms during the 

postpartum period has been reported and replicated (Bei et al., 2010; Goyal, Gay and Lee, 2009; 

Okun et al., 2011; Park, Meltzer-Brody and Stickgold, 2013). In addition, preliminary work 

targeting sleep improvement and circadian stabilization as a treatment of depressive mood 

during the perinatal period has revealed encouraging results (Bennett et al., 2009; Corral et al., 

2007; Epperson et al., 2004; Parry et al., 2000).  

To our knowledge, only one small study (N=12) has examined the relationship between 

changes in parameters of biological rhythms and postpartum mood worsening longitudinally in 

women with mood disorders (Sharkey, Pearlstein and Carskadon, 2013). In this study, circadian 

phase shifts in salivary dim light melatonin onset from pregnancy to postpartum correlated with 

postpartum depressive symptoms in women with a history of MDD (Sharkey et al., 2013). Given 

the growing body of evidence relating biological rhythm disturbances to depression, we 

investigated whether changes in sleep and biological rhythms from pregnancy to the 

postpartum period are associated with worsening of depression. Because previous history of 

mood episodes is one of the strongest risk factors for development of PPD, we tested this 

hypothesis in women with and without mood disorders. We hypothesized that disturbances in 

sleep and biological rhythms will be associated with worsening of depressive symptoms at 

postpartum, and that this association will be stronger in women with a diagnosis of major 

depressive or bipolar disorder. 

Method 

Subjects and Study Design 
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 This study was approved by the Hamilton Integrated Research Ethics Board and was in 

line with the principles of the Declaration of Helsinki as revised in 2013. All participants provided 

written informed consent before study entry. Subjects were recruited from the Women’s Health 

Concerns Clinic at St. Joseph’s Hamilton Healthcare and the Community Midwives of Hamilton. 

Data collection occurred between November 2011 and May 2015. Participants were screened 

over the phone for eligibility to participate in the study. Inclusion criteria were: 18 years of age 

or older, in the third trimester of pregnancy (≥26 weeks of gestation), being euthymic for at 

least two months, with or without a history of BD or MDD and being fluent in English. 

Participants were excluded if they suffered from sleep apnea, recently traveled across time 

zones or worked night shifts. Ninety-four women were enrolled in the study. One participant 

was excluded prior to the first visit for the reason that she was a surrogate. Two study 

participants were excluded because they met criteria for a current major depressive episode. 

Eight were lost in the follow-up, due to moving, failure to contact for follow-up or contact after 

the follow-up window had elapsed. Therefore, 83 women completed this prospective study. 

Study participation involved two visits. Mood, sleep and biological rhythm assessments were 

carried out longitudinally during the third trimester of pregnancy (≥26 weeks) and during the 

postpartum period (6-12 weeks). Subjects were divided into two groups: women with a 

diagnosis of a history of BD or MDD (mood group) and healthy controls. 

Clinical Assessments 

 Psychiatric diagnosis was assessed using the structured diagnostic interview Mini 

International Neuropsychiatric Interview (M.I.N.I.) English Version 6.0.0 (Sheehan et al., 1998). 

Women who met criteria for a current mood episode were excluded from further study 
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participation. The Edinburgh Postnatal Depression Scale (EPDS) was used to measure depressive 

symptoms during the third trimester of pregnancy and 6-12 weeks into the postpartum period 

(Cox, Holden and Sagovsky, 1987). This widely used instrument to assess depression has been 

validated for its use in both pregnancy and postpartum (Murray and Cox, 1990). The Major 

Depressive Disorder module A of the M.I.N.I. was re-administered during the postpartum visit 

conditional on a score of ≥12 on the EPDS to confirm a postpartum depressive episode. 

 Sleep was assessed using the validated Pittsburgh Sleep Quality Index (PSQI) (Buysse et 

al., 1989). The PSQI is a subjective scale, measuring sleep quality by means of 19 questions. The 

scale assesses domains of sleep quality such as sleep efficiency and fragmentation, as well as 

provides estimates of total sleep time and reasons for sleep disturbance. The total score is 

calculated based on 7 component scores, each of which is scored from 0 to 3. An overall score of 

above 4 on the scale indicates poor sleep quality.  

 The self-report Biological Rhythms Interview of Assessment in Neuropsychiatry (BRIAN), 

developed and validated by Giglio et al. for the clinical assessment of biological rhythm 

disturbance in bipolar disorder (Giglio et al., 2009; Giglio et al., 2010), was used to assess 

biological rhythm disturbances at both study visits. The BRIAN questionnaire is retrospective for 

the last 15 days and includes 18 items split into 4 biological rhythm domains: sleep (5 

questions), activity (5 questions), social (4 questions), and eating pattern (4 questions). Each 

question is scored out of a possible 4 points, totalling an overall minimum score of 18 and 

maximum score of 72. A higher score indicates greater biological rhythm disruption. Chronotype 

is also captured by the scale, but was not used for analysis in this study. This was because 

although the mothers may have a preference for the timing of their daily activities, we predicted 
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that the infant’s needs (i.e. feeding, cleaning, etc.) would mask this preference and therefore 

chronotype was not a sought outcome measure.  

Statistical analysis 

Statistical analyses were performed using R statistical software (version 3.0.1) (R Core Team, 

2013). Normal distribution of the continuous variables was assessed using Shapiro-Wilk 

test. Bartlett test was used to evaluate the homogeneity of variances between groups. Group 

comparisons of changes in sleep (PSQI scores) and biological rhythms (BRIAN scores) from 

pregnancy to postpartum were done using two-way repeated measures ANOVA. In the situation 

that the data was not normally distributed, non-parametric Wilcoxon Rank-Sum tests were used. 

Specifically, pregnancy sleep (PSQI) and circadian rhythm (BRIAN) disturbances were compared 

to those in the postpartum for each group individually. To test for an interaction between group 

and perinatal timing using a non-parametric test, differences in questionnaire scores (ΔPSQI and 

ΔBRIAN) were obtained by subtracting pregnancy scores from the postpartum scores and 

compared for the two groups.  

To answer our primary research question, the impact of changes in sleep and circadian 

rhythms on changes in depressive symptoms (ΔEPDS) from pregnancy to postpartum was 

analyzed by means of a general linear model. Specifically, analyses were performed using 

changes in continuous PSQI and BRIAN scores and group (mood group and healthy controls) as 

predictors and changes in continuous EPDS scores as the outcome variable in a stepwise 

multiple linear regression. Assumptions of multiple linear regression such as linearity, 

independence, normality, homoscedasticity and multicollinearity were tested for each model. 

The level of significance was set at =0.05. 
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Results 

Table 1 shows demographic and clinical characteristics for the healthy control and mood group. 

Thirty-eight women met criteria for lifetime mood disorder according to the M.I.N.I. (BD or 

MDD). The majority of women in our sample were married or partnered, and had an education 

surpassing high school. There was only a significant difference in socioeconomic status (SES) 

between groups, with a few woman in the mood group having a lower SES compared to the 

healthy controls (p<0.05). Age was not significantly different between groups (p=0.79). In the 

mood group, seven women were on psychotropic medication, while four were using over-the-

counter sleep aids at the first visit. Four of the mood participants remained on psychotropics 

during the postpartum, while only one woman used a sleep aid during this period. Only four 

participants had scores of ≥12 on the EPDS at the postpartum period. Of these, only two woman 

met criteria for a current major depressive episode according to the M.I.N.I. 

Group comparisons of biological rhythm and sleep disturbances across the perinatal period 

Non-parametric analyses (Wilcoxon rank-sum test) were used to compare biological 

rhythm and sleep disruptions across the perinatal period between the two groups. Non-

parametric tests were used because the assumptions of normality could not be met, despite 

transformations of the data. Women in the mood group showed significantly greater circadian 

rhythm and sleep disruption than healthy controls during the third trimester of pregnancy and 

during the postpartum period (both p<0.001). However, changes in circadian rhythms and sleep 

from pregnancy to the postpartum period (ΔBRIAN and ΔPSQI) were not different between 

groups (p=0.26 and p=52, respectively).  



46 
 

Changes in sleep and biological rhythms in the perinatal period as predictors of postpartum 

depressive symptom worsening 

Stepwise multiple linear regression was used to evaluate whether changes in depressive 

symptoms (ΔEPDS) across the perinatal period were predicted by changes in sleep (ΔPSQI) 

and/or biological rhythms (ΔBRIAN).  The first 11 women included in our study did not complete 

the PSQI, as it was added to the study protocol at a later time. As a result, the regressions were 

run with 40 women in the healthy control group and 32 women in the mood group. We 

ultimately wanted to use group as a predictor in the linear regression, however, such a model 

failed all assumptions of linearity, independence, normality, homoscedasticity and 

multicollinearity. Thus, we tested if the group factor acted as a moderator for the analysis. 

However, this too resulted in a failure to meet the necessary assumptions. We therefore used 

two separate linear models for each group. In healthy controls, changes in BRIAN (∆BRIAN), but 

not PSQI scores (ΔPSQI), predicted changes in EPDS (∆EPDS) scores from pregnancy to 

postpartum (Table 2a). In women with mood disorders, the results were much the same, with 

changes in BRIAN, but not PSQI scores, predicting changes in EPDS scores from pregnancy to 

postpartum (Table 2b). The model was more significant and explained more of the variance in 

depressive symptoms for women with a history of a mood disorder (Tables 2a-2b).  

Discussion 

The main finding of the present study was that self-reported changes in biological rhythms from 

pregnancy to the postpartum predicted changes in depressive symptoms in euthymic women 

with mood disorders, as well as in healthy controls. Consistent with our a priori hypothesis, the 

linear model was more significant and predicted a greater proportion of the variance in 
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depressive symptoms for women with a history of a mood disorder. Sleep quality did not predict 

depressive symptoms, suggesting that changes in biological rhythms beyond sleep have a strong 

link in mood worsening during late pregnancy to early postpartum. This association seems 

somewhat stronger in women with history of mood disorders. To the best of our knowledge, 

ours is the first study to prospectively determine if disturbances in biological rhythms predict 

mood worsening across the perinatal period. Our results are also consistent with the only study 

that investigated objective parameters of circadian rhythms in 12 euthymic women with 

diagnosis of MDD. In this study, phase shifts in salivary dim light melatonin onset from 

pregnancy to postpartum were associated with worsening of postpartum depressive symptoms 

in women with a history of MDD (Sharkey et al., 2013). 

When measuring sleep parameters alone, some prospective studies have found that 

changes in subjective sleep are associated with worsening in postpartum depressive symptoms 

in similar populations. For instance, a recent study of 29 healthy women reported that 

worsened subjective sleep as measured by PSQI from late pregnancy to postpartum was 

associated with increased postpartum depressive symptoms, when compared to objective 

actigraphy measures of sleep (Coo, Milgrom and Trinder, 2014). This mirrored results from an 

earlier study (N=44) which also found that worsened subjective measures of sleep, such as less 

total sleep time and poorer sleep efficiency, during the postpartum were associated with a 

detriment in mood (Bei et al., 2010). Moreover, in relation to PPD reoccurrence, a study of 51 

women with previous history of PPD who were euthymic during pregnancy found that 

subjective poor sleep quality, as measured by the Pittsburgh Sleep Quality Index (PSQI), was 

associated with timing of recurrence of PPD during the postpartum (Okun et al., 2009). More 
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specifically, this latter study found that poor sleep was related to late recurrence, defined as 5-

28 weeks postpartum. In an extension of this same study assessing the influence of pregnancy-

related hormones on PPD recurrence only PSQI scores, but not estradiol, prolactin, cortisol or 

interleukin-6, were associated with PPD recurrence, when medication status was controlled for 

(Okun et al., 2011). Another large sample, cross-sectional study of 4191 women during the 

postpartum which found that poor subjective sleep, as measured by the PSQI, was associated 

with depressive symptoms (Dorheim et al., 2009a). This is further supported by an older 

electroencephalographic (EEG) sleep study across the perinatal period which also found 

significant differences in various sleep parameters between euthymic women with mood 

disorders and healthy controls, even though the women with a mood history did not develop 

clinically significant symptoms (Coble et al., 1994). More specifically, women with mood 

disorders displayed reduced total sleep time and rapid eye movement latency as compared to 

healthy women. Whether these differences in circadian rhythm or EEG parameters are 

associated with an elevated risk for development of PPD remains to be determined. 

Studies comparing subjective and objective sleep have found that subjective sleep is 

more so associated with depressive mood than objective sleep (Bei et al. 2012; Coo et al., 2014). 

Moreover, two solely actigraphy-based sleep studies did not find an association between sleep 

and mood disturbance across the perinatal period (Coo Calcagni et al., 2012; Lee and Kimble, 

2009). Taken together, prospective studies that evaluated subjective sleep and other 

parameters of circadian rhythms from pregnancy to the postpartum period are suggestive that 

disruption in these systems may be particularly detrimental to women with a history of mood 
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disorders and we believe that such vulnerability may be one of the reasons why the presence of 

a mood disorder is considered one of the strongest risk factors for development of PPD. 

Another finding from our study was that, although women with mood disorders showed 

greater biological rhythm disturbances in late pregnancy and early postpartum period when 

compared to healthy controls, we found no interaction between perinatal timing and group 

status on biological rhythm disruption. This suggests that although perinatal timing does not 

appear to bear a significant effect on the mean/average levels of biological rhythm disturbance 

for either group, disruptions in biological rhythms are persistent in women with mood disorders 

across this period. This finding has major implications for preventative approaches and 

treatment alternatives for women during the perinatal period. Our results suggest that 

treatment approaches targeting stability of the circadian system in late pregnancy may protect 

women with mood disorders, as well as healthy women, against postpartum mood worsening. 

Moreover, these results indicate that treatment approaches addressing disturbances in 

sleep/circadian rhythms should be an integral part of the overall management of perinatal 

women with mood disorders.  

One of the limitations of our study was that only one woman developed PPD and many 

had low depressive symptoms at the follow-up visit. This may be attributable to the fact that we 

did not exclude women using psychotropic agents, which may have stabilized biological 

rhythms, as well as depressive symptoms, in the mood patients. However, just a small number 

of participants were using psychotropics (N=7) or sleep aids (N=4) during the study. An 

alternative reason may have been related to the source of our recruitment. The participants 

were primarily recruited from the Women’s Health Concerns Clinic, where they were being 
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monitored closely to prevent mood episodes during the perinatal period, as well as the 

Community Midwives of Hamilton. Midwife clinics are generally attended by women of high SES, 

as women of low SES often do not tend to seek out perinatal care (Johnson et al., 1994). Parity 

was not considered and this could have influenced our results. Previous studies have suggested 

that there may be differences in certain parameters of circadian rhythms between primiparae 

and multiparae (Di Florio et al., 2014; Kivlighan et al., 2008; Lee, Zaffke and McEnany, 2000). 

Finally, we used a subjective measure of biological rhythm disruption. The BRIAN has not yet 

been validated against objective measures of circadian rhythms. Moving forward, studies should 

collect objective measures of circadian parameters, such as actigraphy, melatonin or cortisol, 

prospectively across the perinatal period in women with and without mood disorders. As far as 

the strengths of this study, this is the first prospective study looking at biological rhythms in 

women at higher risk for postpartum mood worsening and in healthy women. Also, most of our 

sample were medication-free so there was little (if any) interference of psychotropic 

medications in our results. Finally, we only recruited women who were stable (euthymic) at 

study entry so our results were not affected by mood state. 

 In conclusion, we found that changes in biological rhythms from pregnancy to the 

postpartum period predict postpartum depressive symptom worsening in women with and 

without mood disorders, and that this effect was stronger in women with mood disorders. We 

also found that euthymic women with mood disorders show greater subjective sleep and 

biological rhythm disturbances than their healthy counterparts during the 3rd trimester of 

pregnancy and this disturbance persists at least until 6-12 weeks postpartum. Our results 

suggest that treatment strategies targeting stabilization of the circadian system should be high 
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priority in clinical management of this population. Future longitudinal studies employing 

objective measures of circadian rhythms across the perinatal period would help us in identifying 

which specific biological parameters of rhythmicity are particularly associated with risk for 

postpartum mood worsening. 
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Table 1: Clinical and demographic data (N=83) 

Measure Healthy Controls 

(N = 45) 

Mood Group  

(N = 38) 

Total 

(N = 83) 

Group 

Differences 

Age 29.29 (4.24) 30.29 (5.23) 29.74 (4.71) p > 0.05 
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Gest Week 31.78 (3.90) 32.58 (3.75) 32.17 (3.83) p > 0.05 

Post Week 8.33 (2.04) 8.97 (2.10) 8.59 (2.08) p > 0.05 

Marital status 

 

Married 

Single 

 

 

45 (100%) 

0 (0%) 

 

 

34 (89%) 

4 (11%) 

 

 

79 (95%) 

4 (5%) 

 

 

 

P>0.05 

SES 

 

High 

Low 

 

 

45 (100%) 

0 (0%) 

 

 

32 (84%) 

6 (16%) 

 

 

77 (93%) 

6 (7%) 

 

 

 

P<0.05 

preBRIAN 24.11 (4.89) 31.84 (9.02) 27.65 (8.03)  

postBRIAN 24.91 (5.69) 31.84 (8.87) 28.08 (8.06) 

deltaBRIAN 0.80 (5.62) 0.00 (8.53) 0.43 (7.07) 

prePSQI 4.90 (3.33) 8.03 (3.74) 6.29 (3.83) 

postPSQI 4.75 (1.81) 7.31 (3.26) 5.89 (2.84) 

deltaPSQI -0.15 (3.12) -0.72 (4.08) -0.40 (3.56) 

preEPDS 1.51 (1.95) 4.6 (4.39) 2.94 (3.63) 

postEPDS 1.89 (2.07) 5.03 (4.39) 3.33 (3.67) 

deltaEPDS 0.38 (2.14) 0.39 (4.16) 0.39 (3.20) 

 

 

Table 2a. Linear regression model in healthy controls (N=40) 

Predictors β coefficient (CI) S. E.  t value p value 
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ΔBRIAN 0.50 (0.11, 0.90) 0.20 2.57 0.01 

ΔPSQI -0.15 (-0.55, 0.25) 0.20 -0.76 0.45 

R2=0.13, p=0.03; CI = Confidence Interval 

 

Table 2b. Linear regression model in mood group (N=32) 

Predictors β coefficient (CI) S. E. t value p value 

ΔBRIAN 0.39 (0.03, 0.74) 0.17 2.25 0.03 

ΔPSQI 0.22 (-0.13, 0.57) 0.17 1.27 0.21 

R2=0.21, p=0.01; CI = Confidence Interval 
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Abstract 

 

Objective: Women with a diagnosis of mood disorders are at higher risk to develop postpartum 

depression. The primary objective of this longitudinal study was to determine if circadian 

rhythms and sleep parameters differ between women with and without a history of a mood 

disorder across the perinatal period. A secondary objective was to determine if changes in these 

parameters were associated with postpartum mood.  

Method: 33 women were included in this study, 15 of which had a history of a mood disorder 

and 18 healthy controls. Sleep and circadian rhythms were assessed subjectively and objectively 

during the third trimester (≥26 weeks gestation) and at 6-12 weeks postpartum. Mood was also 

assessed at both time points. 

Results: Women in the high-risk group showed greater subjective circadian rhythm and sleep 

disturbances across the perinatal period. Objective sleep efficiency was also significantly 

different between groups in the postpartum period. Changes in both subjective circadian 

rhythms and objective sleep efficiency were predictive of changes in depressive symptoms 

across the perinatal period. Certain subjective and objective parameters of sleep and circadian 

rhythmicity were associated with one another. 

Conclusion: Findings suggest that preventative measures to ensure circadian rhythm and sleep 

stability across the perinatal period can decrease the risk of postpartum mood worsening, 

particularly in those with a history of a mood disorder. 

Key Words: Objective, subjective, sleep, circadian rhythms, mood, postpartum  
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Introduction 

Sleep disruption, and more recently, circadian rhythm disturbances, have been 

increasingly associated with onset and worsening of mood episodes1-4. This association has been 

extensively documented for Bipolar Disorder (BD) and Major Depressive Disorder (MDD) using a 

multitude of instruments. There is, however, a lack of prospective studies exploring the impact 

of disruption in circadian rhythms on postpartum mood symptoms.  

Postpartum depression (PPD) remains a largely unexplained phenomenon, effecting 7-

15% of women5,6. To date, little consensus has been reached in determining the biological 

underpinnings of this mental health condition. Studies seeking to determine risk factors of PPD 

have shown that psychosocial factors such as lower income, financial hardship and low 

perceived social support act as moderate risk factors7-10. Notably, various clinical features have 

been highly associated with PPD risk. A history of BD or MDD, high neuroticism, anxiety and/or 

depression during pregnancy have all been found to confer the largest risk for its 

development5,11.  

Previous studies suggest that sleep disturbance during the perinatal period is associated 

with postpartum mood worsening. For instance, studies comparing depressed and non-

depressed women in the postpartum period have shown those with depression have worse 

subjective sleep12,13. Numerous longitudinal studies have also found subjective sleep disruption 

across the perinatal period to be associated with depressive symptom worsening in the 

postpartum14-16. On the other hand, studies using objective methods such as actigraphy have 

found inconsistent results when associating these measures with postpartum mood symptoms. 

For example, Park et al17 found actigraph-measured sleep efficiency (SEacti), wake after sleep 
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onset (WASOacti) and sleep fragmentation to be significantly correlated with depressive 

symptoms in the postpartum. A study of women with and without PPD found that women with 

PPD displayed worse objectively measured sleep parameters18. Looking at day-to-day sleep 

variability over 7 days of actigraph monitoring, Tsai and Thompson19 found increased variability 

to be associated with depressive symptom worsening in 22 healthy women. Dorhiem et al20 on 

the other hand, found no significant differences in actigraphy parameters between depressed 

and non-depressed mothers at two months postpartum. Bei et al21 also did not find any 

objective sleep predictors to be related to postpartum mood worsening. In a study of 29 healthy 

women with a similar study design to ours, Coo et al22 found subjective perception of sleep to be 

more predictive of mood than objective sleep parameters. Other studies in this field also show 

that subjective sleep measures more often do not correlate with objective sleep measures 

during the perinatal period23-25.  

Circadian activity rhythms (CARs) can also be measured via actigraphy26. Few studies, 

however, have used actigraphy for this purpose. Of the few studies investigating CARs during 

the perinatal period, four have studied the mother-infant synchrony of CARs30-33, whereas two 

other studies found lower amplitudes in the first few weeks postpartum in healthy mothers34,35. 

None of these studies have measured perinatal mood in relation to CARs or observed CARs in 

women at risk of PPD.    

 As highlighted above, based on the premise that the presence of mood disorders 

confers a high risk for PPD and that mood disorders are highly associated with disruption in 

circadian rhythms, we conducted a study to determine whether women with a history of a 

mood disorder showed greater circadian rhythm disruption across the perinatal period 
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compared to healthy controls. Moreover, we sought to determine if circadian rhythm disruption 

across the perinatal period increased risk for postpartum mood worsening.  

Methods 

Participants  

This study was approved by the Hamilton Integrated Research Ethics Board. Women 

were recruited from the Women’s Health Concerns Clinic and Community Midwives of Hamilton 

from August of 2013 to June 2015. This was a prospective cohort study that followed women 

with a high and low risk of developing PPD. Women with and without a history of a mood 

disorder were recruited to make up two groups: healthy control low risk (HC) and mood history 

high risk (MH) groups. Voluntary informed consent was obtained prior to study participation. 

The selection criteria were as follow: 18 years of age or older, fluent in English, third trimester of 

pregnancy (≥26 weeks gestation), not working shiftwork, not experiencing jet lag, and no history 

of a sleep disorder. Women with a history of a mood disorder (BD, MDD, or PPD) were required 

to be euthymic for a minimum of two months at the first study visit. In order to be consistent 

with the profile of women who are currently in clinical remission, we allowed women who were 

currently taking psychotropics and sleep aids. A total of 35 women were enrolled in this study.  

Study Design and Procedures  

The study was composed of two visits: one during the third trimester of pregnancy (T1; 

≥26 weeks gestation) and another between 6-12 weeks postpartum (T2).  The T1 visit took place 

at St. Joseph’s Hamilton Healthcare, while the T2 visit took place either at the clinic or mother’s 

home to ensure convenience for continued participation. At T1, diagnostic assessment and 



68 
 

clinical characterization was conducted using validated questionnaires (below). Sleep and 

circadian rhythmicity were measured both subjectively with clinical questionnaires and 

objectively via three weeks of actigraphy. Three weeks following each visit, a home visit was 

scheduled to collect the actigraphs. 

Measurements 

Clinical Assessment  

The Mini International Neuropsychiatric Interview (MINI) English Version 6.0.0. was 

used to assess psychiatric history and determine group assignment36. The MINI is a semi-

structured diagnostic interview covering 21 current and past mood modules. Women who met 

criteria for a current depressive, manic or hypomanic mood episode at T1 were excused from 

further study participation. We also used the Mood Disorder Questionnaire (MDQ) at T1 to 

screen for lifetime manic symptoms37. The MDQ has been shown to be an effective screening 

tool for BD during the perinatal period38. 

PPD Risk Assessment  

 The Postpartum Depression Predictors Inventory-Revised (PDPI-R) prenatal version was 

used to screen for well-established psychosocial risk factors of PPD39,40. This scale contains 

questions concerning 13 risk factors with a threshold score of 10.5 for PPD risk40. This scale was 

administered only at T1. 

Mood Symptoms 
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The self-report Edinburgh Postnatal Depression Scale (EPDS) was used to measure 

severity of depressive symptoms at T1 and T241. The EPDS is a well validated tool, with good 

sensitivity and specificity in pregnancy and postpartum42. The scale is retrospective for the 

previous week and contains 10 items. Each item offers 4 responses, each of which is scored out 

of a possible 3 points. A cut off score of ≥12 has been widely used as “positive” screening for 

perinatal depression. Women scoring ≥ 12 at T2 were further interviewed with the Major 

Depressive Episode portion (Module A) of the MINI to confirm a clinical diagnosis of PPD.  

 The Young Mania Rating Scale (YMRS) was used to measure severity of manic 

symptoms43. Women scoring ≥ 8 on the YMRS were further interviewed with the Manic and 

Hypomanic Episodes portion (Module C) of the MINI to confirm a current episode of 

Mania/Hypomania. 

Sleep 

 Sleep was assessed subjectively through the Pittsburgh Sleep Quality Index44 (PSQI). The 

PSQI is a 19 item self-report questionnaire. The PSQI contains questions about various 

components of sleep, such as sleep efficiency, duration, and use of sleep aids over the last 

month. It has a maximum global score of 21, with poor sleep being defined as an overall score 

above 5. Objective sleep was measured through actigraphy. An actigraph is a battery-operated, 

wristwatch-like device, which records movement using a piezoelectric sensor. Actigraphy offers 

the benefits of being non-invasive, can be utilized in a real-life setting, and collects data over a 

long period of time45. Actiwatch 2 monitors were purchased from Philips Respironics Inc 

(Murrysville, PA, USA).  Data was collected in one-minute epochs continuously for 3 weeks.  

Actigraph data was retrieved and processed using Philips Actiware Version 6.0.  Total sleep time 
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(TSTacti), wake after sleep onset (WASOacti), sleep efficiency (SEacti), and sleep onset latency 

(SOLacti) were generated by the Actiware software.  

Circadian Rhythms 

 The self-report Biological Rhythms Interview of Assessment in Neuropsychiatry (BRIAN) 

was used as a subjective measure of circadian rhythm disruption46. The BRIAN was developed to 

assess symptom domains of biological rhythms, encompassing aspects of other well validated 

tools such as the Pittsburgh Sleep Quality Index44. This scale was developed and validated for 

the assessment of circadian rhythm disruption in individuals with BD, discriminating euthymic 

BD individuals from healthy controls46. Moreover, we and others have found that the BRIAN 

predicts functioning in euthymic and depressed BD subjects47,48. The BRIAN is a scale consisting 

of 18 items split into the domains of sleep, activity, social behavior and eating pattern. Each 

item is score from 1 (no difficulties) to 4 (severe difficulties), with higher overall scores 

indicating worse circadian rhythm disturbances.    

 Objective measures of circadian activity rhythm were obtained via actigraphy. Although 

as little as two days has been shown to be sufficient for obtaining circadian activity rhythm 

parameters32, a three-week time interval was selected to mitigate weekend to weekday effects. 

The following actiware measures were obtained for each of the 21 days for the analysis of the 

circadian parameters: Date, Time and Activity. All circadian parameters were then calculated 

using R statistical software (version 3.0.1) with the package “cosinor”49. As a result, the following 

circadian rhythm parameters were obtained: Mesor (MES), Amplitude (AMP), Acrophase 

(ACRO), Circadian Quotient (CQ). We also calculate Interdaily Stability (IS) and Intradaily 

Variability (IV). The circadian quotient is a ratio of amplitude to mesor (CQ = AMP/MES). 
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Normalizing the data, a larger CQ, one that is closer to 1.0 as seen in healthy individuals, 

indicates a stronger rhythm of circadian activity50-52. In regards to IS (stability of rhythm between 

the days), scores around 0.6 or higher indicate a stable activity rhythm53,54. For IV scores, they 

should fall between zero and two, with a lower value indicating less fragmentation55. IV values 

of around 0.8-0.9 have been found in healthy controls, indicating relatively low activity 

fragmentation56,57. 

Statistical Analysis: 

R statistical software (version 3.0.1) was used for statistical analysis49. Prior to statistical 

analysis, all assumptions of respective analyses were checked. Where applicable and possible, 

appropriate data transformations were carried out to meet the respective assumptions. To 

determine the agreement between objective and subjective sleep measures, the objective sleep 

variables (TSTacti, WASOacti, SEacti and SOLacti) were correlated with total PSQI scores. To 

determine the agreement between objective and subjective circadian rhythm measures, the 

objective variables MES, AMP, ACRO, CQ, IS and IV were correlated with total BRIAN scores.  

Pearson correlations were used for normal data, while spearman correlations were used for 

non-transformable, non-parametric data.  

Group differences were analyzed using repeated-measures ANCOVA if assumptions of 

normality and homogeneity of variances were met. In the cases the assumptions were not met 

and transformations failed, Mann-Whitney U test was used to assess group differences in 

pregnancy and postpartum with Friedman Test used to assess differences in measures from 

pregnancy to postpartum (effect of time) independently for each group. Finally, regression 

models were used to determine whether group or changes in subjective and/or objective 
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measures of sleep and/or circadian rhythms across the perinatal period predicted postpartum 

depressive symptoms. To account for the prospective changes in all variables (mood, CARs and 

sleep), delta scores of all measures were calculated by subtracting pregnancy scores from 

postpartum scores. The delta scores of sleep and circadian rhythms parameters were correlated 

with changes in depressive scores (ΔEPDS) to determine which parameters should be used as 

predictors in the subsequent univariate regression model, in which ΔEPDS was the independent 

variable.   

Results 

Of the 35 women enrolled in the study, 33 (94%) completed full study participation. One 

participant was diagnosed with a current mood episode at T1 and was excused from further 

participation. The other participant was lost to follow-up on account of her moving. Detailed 

information was collected for all 33 women who completed the study. 

Demographics 

Circadian rhythms and sleep parameters were obtained from 33 women between 22 

and 40 years old (mean age 31) in the third trimester of pregnancy. Table 3 shows the 

demographic characteristics of control-low risk and history of a mood disorder-high risk groups. 

The groups did not differ in age, gestational week at T1, or postpartum week at T2. As expected, 

there was a group difference in the PDPI-R with the high-risk group scoring higher implying a 

greater risk for PPD development. As a result, PDPI-R scores were used as a covariate in the 

regression analysis in order to control for other psychosocial risk factors for PPD. One of the 

healthy controls had a life time history of panic disorder. This being said, overall, our healthy 
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control group was quite healthy. In the mood group, 7 women screened for a comorbid 

disorder. Five women had histories of panic disorder (3 with limited symptoms and 2 with a 

lifetime history). One of the women with a lifetime history of Panic Disorder also had current 

Obsessive Compulsive Disorder.  In addition, one mood participant had a comorbid lifetime 

Antisocial Personality Disorder and another had current Agoraphobia, Generalized Social Phobia 

and Generalized Anxiety Disorder.  The vast majority of women in our sample had a high SES. 

Only one participant was taking psychotropics during T1 and two were taking psychotropics at 

T2. Almost half the women were primiparous (n=15). Parity was, therefore, controlled for in the 

regression analysis. Most of the participants chose to breastfeed their infants, with only four 

women (3 in the low-risk group) choosing to solely bottle feed. This did not differ between 

groups. Clinical characteristics are shown in table 4.   

Perinatal Sleep 

 In regards to subjective sleep, significant differences in PSQI scores were found between 

groups during both pregnancy (W=38.5, p=0.0005) and postpartum (W=74.5, p=0.03). The high-

risk group scored higher on the PSQI at both time points, having mean scores above the 5 point 

cut off. The only objective sleep parameter to significantly differ between groups was SE 

(W=189.5, p=0.05), with the high-risk group showing a lower SEacti in the postpartum period. No 

significant differences in SEacti were found during pregnancy. WASOacti showed a trend towards a 

group difference (p=0.06), with the high-risk group showing increased WASO at both T1 and T2. 

Perinatal Circadian Rhythmicity 
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 Subjective BRIAN scores were significantly different between groups during both 

pregnancy (W=34.0, p=0.0003) and postpartum (W=42.5, p=0.0009). The high-risk group 

reported higher BRIAN scores at both time points. No significant differences were found in any 

objective parameters of circadian activity rhythms. However, repeated measures ANOVA 

showed a significant group X time interaction of for amplitude (p=0.02). Overall, women showed 

a high CQ in pregnancy (mean CQ 0.79) and postpartum (mean CQ 0.85). In addition, the women 

in this study collectively showed poor pregnancy IS (mean IS 0.50, n=33) and good pregnancy IV 

(mean IV 0.79, n=33), as well as poor postpartum IS (mean IS 0.53, n=33) and good postpartum 

IV (mean IV 0.69, n=33). 

Perinatal Mood 

 There were significant group differences in EPDS scores during both pregnancy (W=70, 

p=0.02) and postpartum (W=62.5, p=0.009), with women in the high-risk group scoring higher 

overall at both time points. No women developed a manic or hypomanic episode at T2 and so 

YMRS scores were omitted from any further analyses. Two participants scored ≥ 12 on the EPDS, 

one of which met criteria for a PPD episode according to the MINI.  

Relationship between Circadian Rhythmicity, Sleep and Mood 

  Changes in depressive symptoms (ΔEPDS) were correlated with all sleep and circadian 

rhythm parameters to determine which should be used as predictors in regression modeling. Off 

all the parameters chosen a priori, only changes in subjective circadian rhythms (ΔBRIAN; 

r=0.50, p=0.01), changes in SEacti (ΔSE; r=-0.39, p=0.04) and changes in IS (ΔIS; r= -0.36, p=0.05), 

where significantly correlated with ΔEPDS. An univariate regression analysis, as seen in table 5, 
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revealed that a model containing group, parity, PDPI-R, ΔIS, ΔBRIAN and ΔSEacti was significantly 

predicative of ΔEPDS, explaining 45% of the variance in changes in EPDS scores (F=5.38, 

p=0.001). In this model, ΔBRIAN and ΔSEacti were the only significant predictors of ΔEPDS 

(β=0.52, p=0.005 and β=0.32, p=0.04, respectively). 

Correlations between Subjective and Objective Parameters of Sleep and Circadian Rhythmicity  

In regards to sleep, the pregnancy PSQI scores were found to correlate with pregnancy 

SOLacti (r=0.40, p=0.02), whereas postpartum PSQI scores correlated with postpartum SOLacti 

(r=0.38, p=0.03). WASOacti showed a trend of correlation with PSQI scores at both time points 

(p=0.06 for both). TSTacti also showed a correlation trend with PSQI scores at T2 (p=0.06).  No 

other subjective and objective parameters of sleep were correlated across the perinatal period.  

In our study, no objective measures of CARs correlated with the BRIAN scores in 

pregnancy. In the postpartum, BRIAN scores correlated with CQ (r=0.39, p=0.02) and IS (r=0.36, 

p=0.04). 

Discussion 

To our knowledge, this is the first prospective study exploring subjective and objective 

parameters of circadian rhythms across the perinatal period.  This is also the first study to 

investigate their relation to postpartum mood in women at low and high risk for PPD. We found 

that changes in sleep efficiency, as measured objectively via actigraphy, and self-perceived 

biological rhythm worsening, as assessed with the BRIAN scale, were associated with 

postpartum depressive worsening. We also found that changes in IS, an objective measure of 

circadian rhythm stability53,54, correlated with changes in mood symptoms from late pregnancy 
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to early postpartum. However, ΔIS no longer survived as predictor of perinatal mood changes in 

a model that included ΔSEActi and ΔBRIAN. As far as the association between changes in sleep 

and mood symptoms in the perinatal period, our results are in line with Posmontier18 who 

reported that depressed postpartum women had worse sleep latency, wake after sleep onset 

and sleep efficiency compared to non-depressed counterparts. This study was carried out in 22 

women who developed PPD and 22 women who remained healthy. Similarly, Goyal et al58 found 

that mothers who slept < 4 h between midnight and 6 am and mothers who napped < 60 min 

during the day had more depressive symptoms at three months postpartum in a large sample of 

112 healthy women.  Dorhiem et al20, on the other hand, found that women who were 

depressed at 2 months postpartum reported worse subjective sleep as assessed with the PSQI 

as compared to non-depressed postpartum women. However, no differences in objective sleep 

parameters as assessed with actigraphy were observed between the two groups. Finally, in the 

only study that investigated both subjective and objective sleep parameters longitudinally in a 

sample of 72 healthy women, Coo Calcagni et al59 found that neither subjective nor objective 

sleep parameters were associated with postpartum depressive symptoms. While the 

demographic profile of women in the study of Coo Calcagni et al59 were similar to our study 

population, differences in length of actigraphy assessment (3 weeks vs 1 week) may account for 

some of the discrepancies in the findings. 

Although changes in IS were not significant predictors of changes in depressive 

symptoms across the perinatal period, but did contribute to the overall regression model, 

changes in IS did correlate with changes in perinatal depressive symptoms. In our study, a 

decrease in IS was correlated with an increase in EPDS scores. To the best of our knowledge, 
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only one study has investigated the association between circadian rhythms and mood during the 

perinatal period: In a prospective study of 12 women, Sharkey et al60 measured changes in 

circadian phase and phase angle through salivary dim light melatonin onset (DLMO) during the 

third trimester of pregnancy and again at 6 weeks postpartum. They found that postpartum 

depressive symptoms as measured with Hamilton Depression Rating Scale at 6 weeks 

postpartum were associated with changes in phase angle from 3rd trimester of pregnancy to 6 

weeks postpartum (r=0.556). In addition, we found that on average low- and high-risk women 

showed low IS and normal IV, which suggest that the late pregnancy and early postpartum are 

associated with poor stability but no fragmentation of CARs61,62. Although we are not aware of 

any previous study that investigated IS and IV in relation to mood in the perinatal period, Jones 

et al62 found that euthymic individuals with BD displayed lower IS and higher IV scores 

compared to healthy controls. 

Another finding from our study was that women with a diagnosis of a mood disorder, 

although clinically stable, scored worse in all of the self-reported questionnaires that assessed 

mood, sleep and biological rhythms in both assessment times compared to healthy women. This 

suggests a persistent perception of poorer mood, sleep and biological rhythms in the transition 

from pregnancy to the postpartum period. Notably, while the average PSQI scores fell over the 

threshold for poor sleep quality, the average EPDS scores fell below the threshold for possible 

depression. This finding of overall subjective disrupted sleep quality, particularly during the 

postpartum period, reflects the findings of previous studies64,65. Studies of euthymic individuals 

with mood disorders have also shown higher levels of subjective sleep and circadian dysfunction 

in comparison to healthy controls46,62,66. We found that the only objective parameter to be 
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significantly different between groups was SEacti during the postpartum period. Notably, 

postpartum women in the high-risk group showed average SEacti lower than 85%, which 

indicates poor sleep efficiency67. Poor sleep efficiency of less than 85%, as measured via 

actigraphy, has been previously reported in both healthy controls and depressed women at 

around two months postpartum20.  

One of the key questions when interpreting results from self-report questionnaires is 

how much they correlate with objective data. In our study, poorer subjective sleep quality as 

measured with PSQI was associated with SOLacti at both T1 and T2. We believe that this finding is 

clinically meaningful, since in the clinical practice often times patients report high levels of 

psychological distress associated with difficulty getting to sleep. As previously mentioned, 

previous studies did not find significant correlations between subjective and objective sleep 

parameters23-25. It is possible that this discrepancy may be related to the actigraphy recording 

time, because most studies use actigraphy from two to seven days, while we used a 3-week 

protocol. This discrepancy may also reflect the study population, since previous studies were 

conducted in healthy women while in our study we also studied individuals with mood 

disorders. We also found that subjective biological rhythms as measured with the BRIAN 

correlated with objective CQ and IS, which are measures of circadian rhythm strength and 

stability. Unfortunately, we are unaware of any previous study that correlated subjective and 

objective parameters of circadian rhythms. 

When interpreting the results from our study, certain limitations need to be recognized. 

Foremost, while our sample size (N=33) is comparable with most studies conducted in mood 

disorders68-70, it is possible that more subjective and objective sleep and circadian parameters 
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would have correlated if the sample size was larger, as seen with the correlation trends for 

WASOacti. In addition, only one participant met DSM-IV criteria for PPD. We expected that 

depressed women would have shown greater changes in sleep and CARs across the perinatal 

period. Because the majority of our study population were being followed by health 

professionals, It is likely that women enrolled in this study were more aware of the association 

between sleep disturbance and mood worsening and, as a result, were likely proactive in 

ensuring proper sleep hygiene.  

In summary, this prospective study showed that changes in sleep efficiency, as 

objectively measured with actigraphy, and subjective changes in biological rhythms are 

associated with worsening of postpartum depressive symptoms. Because women with mood 

disorders displayed worse sleep efficiency and more self-report biological rhythm disturbances 

than healthy women across the perinatal period, we speculate whether these domains may be 

associated with their higher vulnerability to develop PPD. Taken together, these findings suggest 

that interventions targeting stabilization of sleep and circadian rhythms may prevent 

postpartum mood worsening and, possibly, prevent PPD. Future treatment studies of PPD 

should also include objective measures of sleep and circadian rhythms. 
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Table 3: Demographic profile of study participants 

 Low Risk Group High Risk Group Group Differences 
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(N = 18) (N = 15) 

Age 30.61 (2.79) 31.80 (4.86) n.s. 

Gestational Week 30.72 (2.97) 31.07 (2.46) n.s. 

Postpartum Week 9.11 (1.78) 9.27 (1.94) n.s. 

PDPI-R 4.67 (7.71) 7.13 (9.78) p < 0.05 

History of mood 
disorder other 
than MDD, BD or 
PPD 
 

Yes 
 

No 

 
 

 

n = 1 

n = 17 

 
 
 
 
 

n = 7 
 

n = 8 

 

 

p < 0.05 

Marital status 

                Partnered 

                       Single 

 

n =18 

n = 0 

 

n = 14 

n = 1 

 

n.s. 

Psychotropic 
Medication 
(pregnancy) 

                            

 Yes 

 
 
 

 

n = 0 

 
 
 

 

n = 1 

 

 

n.s. 
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                             No n = 0 n = 0 

Psychotropic 
Medication 
(postpartum) 
 
                            Yes 

                             No 

 

 

n = 0 

n = 0 

 

 

n = 2 

n = 0 

 

 

n.s. 

Parity 

Primiparous 

Multiparous 

 

n = 9 

n = 9 

 

n = 6 

n = 9 

 

n.s. 

Feeding 

Breast 

Bottle 

Mix 

 

n = 13 

n = 3 

n = 2 

 

n = 8 

n = 1 

n = 6 

 

 

n.s. 

PDPI-R= Postpartum Depression Predictors Inventory-Revised 
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Table 4: Subjective and objective parameters of sleep and circadian rhythms 

Measure Low Risk Group 

(N = 18) 

High Risk Group 

(N = 15) 

Group Differences 

preBRIAN 22.50 (3.47) 31.20 (6.94) p < 0.05 

postBRIAN 23.78 (4.45) 33.13 (7.54) p < 0.05 

deltaBRIAN 1.23 (5.83) 1.93 (8.50) n.s. 

prePSQI 3.61 (1.97) 8.00 (3.63) p < 0.05 

postPSQI 4.39 (2.20) 7.93 (2.55) p < 0.05 

deltaPSQI 0.78 (2.76) -0.07 (3.99) n.s. 

preEPDS 1.39 (1.33) 4.73 (4.18) p < 0.05 

postEPDS 2.11 (2.35) 6.13 (4.58) p <0.05 

deltaEPDS 0.72 (2.32) 1.40 (4.67) n.s. 

preTSTacti 428.79 (48.94) 441.41 (56.51) n.s. 

postTSTacti 420.46 (61.63) 430.42 (71.16) n.s. 

deltaTSTacti -8.33 (57.90) -10.99 (84.85) n.s. 
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preSEacti 85.93 (4.23) 83.97 (4.99) n.s. 

postSEacti 85.39 (4.27) 82.96 (4.44) p < 0.05 

deltaSEacti -0.54 (3.37) -1.01 (6.25) n.s. 

preWASOacti 50.61 (18.83) 62.24 (24.07) p=0.06 

postWASOacti 56.11 (15.93) 65.96 (13.78) p=0.06 

deltaWASOacti 5.50 (16.95) 3.72 (21.29) n.s. 

preSOLacti 9.19 (5.10) 11.23 (6.83) n.s. 

postSOLacti 8.52 (6.17) 11.96 (8.74) n.s. 

deltaSOLacti -0.67 (6.01) 0.74 (5.85) n.s. 

preMES 221.19 (71.15) 196.78 (71.56) n.s. 

postMES 209.19 (54.32) 219.30 (71.29) n.s. 

deltaMES -12.00 (64.79) 22.52 (25.04) n.s. 

preAMP 176.58 (64.61) 157.41 (66.63) n.s. 

postAMP 176.68 (45.08) 185.01 (58.31) n.s. 

deltaAMP 0.09 (51.36) 27.61 (31.23) p < 0.05 

preCQ 0.79 (0.08) 0.79 (0.10) n.s. 
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postCQ 0.85 (0.09) 0.86 (0.12) n.s. 

deltaCQ 0.06 (0.11) 0.07 (0.14) n.s. 

preACRO 0.69 (0.25) 0.52 (0.60) n.s. 

postACRO 0.69 (0.27) 0.71 (0.37) n.s. 

deltaACRO -0.01 (0.17) 0.19 (0.65) n.s. 

preIS 0.50 (0.13) 0.48 (0.13) n.s. 

postIS 0.50 (0.12) 0.57 (0.11) n.s. 

deltaIS 0.00 (0.16) 0.10 (0.13) n.s. 

preIV 0.79 (0.23) 0.79 (0.18) n.s. 

postIV 0.67 (0.30) 0.72 (0.22) n.s. 

deltaIV 0.07 (0.29) -0.02 (0.17) n.s. 

Pre: Pregnancy; Post: Postpartum, Delta: changes in, BRIAN: Biological 

Rhythms Interview of Assessment in Neuropsychiatry; PSQI: Pittsburgh 

Sleep Quality Index; EPDS: Edinburgh Postnatal Depression Scale; TST: Total 

Sleep Time; SE: Sleep Efficiency; WASO: Wake After Sleep Onset; SOL: 

Sleep Onset Latency; MES: Mesor; AMP: Amplitude; CQ: Circadian 

Quotient; ACRO: Acrophase; IS: Inter-daily Stability; IV: Intra-daily 

Variability   
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Table 5: Linear regression model of predictors of ΔEPDS (N=33) 

Predictors β coefficient (CI) S. E. t p 

ΔBRIAN 0.56 (0.22, 0.90) 0.13 3.41 0.0021 

ΔSEActi -0.32 (-0.63, -

0.01) 

0.15 -2.09 0.0047 

ΔIS 0.012 (-0.33,  

0.35) 

0.17 0.072 0.94 

Group 0.16 (-0.22,  0.55) 0.19 0.88 0.39 

Parity 0.12 (-0.17,  0.40) 0.14 0.85 0.41 

PDPI-R -0.26 (-0.65,  

0.12) 

0.19 -1.41 0.17 

R2=0.44; p=0.001; CI=confidence interval  
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Figure 3: Actogram of one at low-risk participant during pregnancy (21 days) 
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Figure 4: Actogram of one high-risk participant during the postpartum (21 days) 
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CHAPTER 4 

Rationale and Methods for the genotyping of the Clock gene 3111T/C polymorphism in 

women with and without a history of a mood disorder to determine an association with mood 

history and postpartum depression development 

There is a growing association between circadian rhythm dysfunction and mood 

disorders. In particular, work over the last few decades has shown polymorphisms in particular 

circadian genes to be associated with depressive mood disorders such bipolar disorder, seasonal 

affective disorder and major depressive disorder (Partonen 2012; Etain et al. 2011; Milhiet et al. 

2011; McClung 2007; Johansson et al. 2003). The perinatal period is a unique time in which 

women are susceptible to various somatic disturbances and social changes that may impact 

circadian rhythm stability. This may be subsequently associated with changes in mood. The 

disruption of the sleep/wake cycle has already been thoroughly associated with changes in 

mood during the perinatal period (Dorheim et al. 2009; Posmontier 2008; Goyal, Gay & Lee 

2007). In addition, depression has been associated with circadian rhythm disturbances in the 

postpartum, as measured by dim light melatonin onset (Sharkey et al. 2013).  

To our knowledge, only one study has explored an association between a circadian gene 

and mood changes in the postpartum. Dallaspezia et al. (2011) genotyped the variable-number 

tandem-repeat polymorphism in the Per3 gene in a sample of 67 patients. The polymorphism 

studied is found in the coding region of the gene, where a segment of 18 amino acids is 

repeated either four (PER34) or five times (PER35) (Ebisawa et al. 2001). This polymorphism has 

been found to be associated with diurnal preference, with the longer allele being associated 

with morningness (Archer et al. 2003). These patients were divided into three groups: women 
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with a postpartum onset of BD (n=17), women without a postpartum onset of BD (n=22), and 

men (n=28). They found that the Per34 polymorphism was associated with the postpartum onset 

of BD. 

The Clock gene, like Per3, is another core component of the circadian molecular system, 

expressed in all body oscillators, including the brain’s master clock; the Suprachiasmatic nucleus. 

Interacting with either NPAS2 or BMAL(ARNTL), CLOCK binds to E-box containing promoters on 

per and cry genes (Shearman et al. 2000; Hastings, Brancaccio & Maywood 2014). The 

heterodimer complex itself interacts with and is inhibited by the CRY and PER heterodimer 

complex. This feedback loop follows a 24-hour cycle, influencing the gene transcription of other 

necessary circadian components, establishing rhythmicity of various bodily functions. As a result 

of being a central component of the circadian molecular system, variability in the clock gene has 

garnered much attention in relation to both sleep and mood. 

One particular CLOCK single nucleotide polymorphism (SNP) has garnered much 

attention. The CLOCK 3111T/C SNP (rs1801260) is located in the 3’ flanking region of the gene 

and individuals carry either the 311T or 311C alleles, resulting in three genotypes (TT, TC or CC). 

This polymorphism was initially studied in relation to diurnal preference. Katzenberg et al. 

(1998) identified this SNP and subsequently found the 311C allele to be associated with an 

evening-type in a sample of 410 healthy adults, while controlling for confounding factors such as 

age and sex. These findings were replicated in a later study in a Japanese population. Mishima et 

al. (2005) also found the CC genotype to be associated with evening-preference in their sample 

of 421 individuals. In addition, they found homozygotes for the 311C allele to have delayed 

sleep onset, shorter total sleep time and increased sleepiness in the daytime. Once more, the 
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finding that evening types were carriers of the C allele was reproduced in a Korean sample of 

180 individuals with BD (Lee et al. 2010). In regards to sleep, Serretti et al. (2003) also found this 

polymorphism to be associated with sleep dysregulations in 620 individuals with either MDD or 

BD. They found that homozygotes of the C variant showed a significant decrease in sleep need in 

BD, in addition to a similar finding of recurrence of insomnia in individuals with MDD.  

In regards to mood disorders, there is some evidence that it is associated with the 

311T/C CLOCK SNP. Lee et al. (2010) found significantly more individuals in a sample of 260 BD 

patients to be carriers of the C allele in comparison to 350 controls. In a recent study Dmitrzak-

Weglarz (2015), also showed an association between the SNP and individuals with BD. Benedetti 

et al. (2007) found patients with BD who carried the C allele have increased activity in the 

evening, adding to the evidence discussed above. Antypa et al. (2012) did not find an association 

between the 311T/C polymorphism and depressive symptoms in a sample of 415 females, 12% 

of which were currently clinically depressed. This study, however, did find a gene-environment 

interaction, in that the polymorphism was associated with sleep disturbances in situations of 

previous stressful life experiences.  

Although the above results suggest that the 3111T/C CLOCK polymorphism may increase 

vulnerability to mood or sleep disturbances through its underlying circadian function, some 

studies have not replicated the above and have not found such associations. In regards to mood, 

some studies have found no relationship between this SNP and mood disorders, particularly 

when studying MDD (Bailer et al. 2005; Desan et al. 2000; Kishi et al. 2011). Others have also 

tried to find an association between this CLOCK SNP and diurnal preference and haven not 
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replicated the finding of eveningness being prominent in carriers of the 311C allele. For 

example, Pedrazzoli et al. (2007) found no association between the SNP and diurnal preference. 

These considerations have led us to explore if the 3111T/C CLOCK polymorphism is 

associated with mood changes across the perinatal period in a sample of women with and 

without a history of a mood disorder (BD or MDD). In addition, we wanted to explore if the 

polymorphism is associated with increased circadian rhythm and sleep disturbances. We 

hypothesized that the 311C allele would be most prominent in a) women with a mood history, 

b) women showing increased sleep and circadian rhythm disturbances in the postpartum, 

and/or in c) women who developed significant depressive symptoms in the postpartum.  

To test our hypothesis, we obtained blood samples from 44 consenting women between 

26 weeks gestation and 12 weeks postpartum. Samples were stored in a -80oC freezer until DNA 

extraction took place. DNA was extracted from whole blood samples according to the protocol 

in the Blood Mini Handbook 2012 obtained from the QIAmp DNA Mini kit. Samples were 

allowed to dethaw for at least two hours prior to DNA extraction. To improve the results of the 

subsequent genotyping, 200ml of distilled water was used in the last step, instead of Buffer AE.   

  Amplification of the target DNA of the gene was performed using PCR with the 

following primers:  clockforward:  5’-TCCAGCAGTTTCATGAGATGC-3” and clockreverse:  5’-

GAGGTCATTTCATAGCTGAGC-3’ as previously reported by Katzenberg et al. (1998).    The 

reaction was performed as described by Kissling et al. (2008) with the following modifications; a 

final volume of 50 ul consisting of 100 ng of genomic DNA in a premixed master solution 

containing Taq DNA Polymerase, dNTPs, MgCl2, and reaction buffers (Promega, Mannheim, 

Germany).  DNA was amplified in a (PTC DNA Engine Peltier Thermo Cycler (Bio Rad, USA), under 
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the following conditions: 2 min at 95oC followed by 35 cycles at 94oC 30 sec, 58o C 35 sec, 72oC 1 

min, followed by 10 min at 72oC.  10 ul of the final product was run on a 2% agarose gel stained 

with Cyber Safe to visualize the 221bp amplicon.  The restriction enzyme digestion was 

performed on 10 ul of the PCR product, digested in a final volume of 20 ul with Bsp12861 (New 

England Biolabs, (Whitby, Ontario, Canada), at 37oC for 3 hours.   The digested samples were 

then run on a 4 % agarose gel stained with Cyber Safe in tris-borate electrophoresis buffer at 50 

volts for 1 hour, to visualize the TT (221bp) , CT (221, 125, 96 bp)  or CC (125, 96 bp) genotypes.  

**Results are still pending. 
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Figure 1 – Clock gene gel image showing successful genotyping of 3111T/C polymorphism 
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CHAPTER 5  

General Discussion 

Changes in depressive symptoms across the perinatal period are influenced by subjective 

circadian rhythm disturbances, which are greater in women with a history of a mood disorder 

 The primary finding of this thesis was that subjective disruptions in circadian rhythms 

across the perinatal period, as measured by the BRIAN, predict changes in depressive symptoms. 

Surprisingly, although subjective sleep disturbances were greater in women with a history of a 

mood disorder, poor subjective sleep quality did not predict changes in depressive symptoms, 

when biological rhythms were added to the model. Objectively measured sleep efficiency, 

however, did predict symptoms of depression. These results are in line with previous findings, 

albeit in some differing samples of women. For example, Park et al. (2013) found that in a 

sample of 25 primiparous women, half of which had a history of a depressive mood disorder, 

both subjective and objective sleep parameters of percent sleep and sleep efficiency were 

correlated with depressive symptoms, as measured by the EPDS at the 2nd and 14th postpartum 

week. In addition, Posmontier et al. (2008) also measured objective sleep parameters using 

seven days of actigraphy in a sample of 44 participants (22 with and without PPD). This study 

found that women who developed PPD between 6 to 26 weeks postpartum had a larger WASO 

and lower SE than those who did not. Our work furthers this association, in that, as mentioned, 

we also found SE to differ between groups, with a trend in WASO.  

Because only one other study has explored the association between circadian rhythm 

disruptions, albeit objectively through DLMO (as previously reviewed), and depressive 
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symptoms during the perinatal period, it is hard to comment on the validity of these results. 

Future work further exploring the relationship between both subjective and objective circadian 

rhythm dysfunction and its association with mood is warranted. In addition, a recent study 

found a dose dependent-like response between the BRIAN and depressive symptoms in healthy 

controls, euthymic BD patients, and BD patients experiencing a mood episode (Pinho et al. 

2015). In fact, Pinho et al. 2015 also found that the BRIAN was associated with functioning when 

depressive symptoms were controlled for. In an earlier study, Cudney et al. (2014) also found 

the BRAIN to predictive of lipid peroxidation in female BD patients, while controlling for 

depressive symptoms. Thus, it remains imperative to determine what features of the BRIAN, a 

relatively novel scale, are associated with depressive symptoms, as this work has also revealed 

such an association. In addition, it would be interesting to determine the associations between 

the BRIAN and other domains outside of mood, as the studies highlighted above have found.    

 As noted above, the results of both chapters 2 and 3 also indicated that women with a 

mood history perceived worse sleep and circadian rhythm disturbance in both pregnancy and 

the postpartum. In a study with a somewhat similar design to the one outlined in chapter 2, 

subjective sleep/wake activity was compared across the perinatal period in women with and 

without a history of a mood disorder. Specifically, subjective sleep/wake activity, as determined 

by a seven-night sleep diary, was compared between women with BD (some with a history of 

postpartum psychosis; n=23) and controls (n=15; Bilszta, Meyer & Buist 2010). This study, 

however, found no differences in sleep/wake activity, contrasting our findings. This may be 

explained by the fact that 18 of the women with a history of BD in this sample were on mood 

stabilizers, none of which relapsed during the postpartum period. In fact, only three participants 
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relapsed within the first six months postpartum.  We only found group differences in one 

objective parameter, SE in the postpartum, in addition to a group by time interaction for 

amplitude. These results, in that women did not differ on most objective parameters, most likely 

speaks to sample of participants recruited, as discussed below.  

 We also found agreeability between certain objective and subjective measures. 

Particularly in regards to sleep, SOL was significantly correlated with the global PSQI score with 

trends in WASO and TST as well. The postpartum correlations found between the BRIAN and 

two objective CARs parameters (IS and CQ) are less promising. The relationship of these 

associations was questionable because they were not in the expected direction. A better 

determination of what the BRIAN scale is measuring, whether it is truly circadian rhythmicity or 

more so functioning in these circadian domains, is warranted to appropriately validate this 

questionnaire objectively.  

 Finally, chapter 4 outlined the background and methods for an important circadian 

rhythms genetic study. There is quite a bit of literature on the 3111T/C CLOCK polymorphism 

and its association with chronotype, sleep and mood. This makes this SNP a promising candidate 

to focus on. Genetic work looking at the circadian system and its relationship to sleep and mood 

changes in the perinatal period is lacking, with only one study published to date and must be 

addressed.  

Socio-Economic Status and Good Mental Health influence the Stability of Circadian Rhythm and 

Sleep Disruption across the Perinatal Period 
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 Mood, according to the EPDS, did significantly differ between the high and low risk 

group in both studies, in that women with a mood history scored higher on the EPDS at both 

visits. This being said, of the 83 women in chapter 2 and 33 in chapter 3 who completed full 

participation, collectively, only five women screened for PPD according to the EPDS (score ≥12). 

Of these five women, only two participants met requirements for clinically significant PPD 

according to the MINI. In addition, although women with a history of a mood disorder showed 

greater subjective sleep and circadian rhythm disruption than the healthy controls, the changes 

in these parameters were not significant from pregnancy to postpartum for either group. In 

addition, no appreciable differences were found in objective parameters of sleep and circadian 

rhythm disruptions. The majority of the at risk women with a mood history, therefore, managed 

to maintain the circadian rhythm and sleep parameters of their euthymia into the postpartum 

period. They also did not differ objectively compared to healthy women without a mood history. 

In so doing, the at-risk group maintained good mental health as well. This speaks to the 

uniqueness of the sample of women recruited to this study. These findings can potentially be 

explained by three phenomena.  

 First, many of the women in our sample had a high socio-economic status. Almost all of 

the women had a high level of social support, in that they were predominantly partnered and 

being closely looked after by a health professional (i.e. mental health care worker and/or 

midwife). A study by Banker and LaCoursiere (2014) found that a stress free relationship acts as 

a protective factor against PPD development. In fact, as discussed in the introduction, social 

support is an important strong to moderate risk factor for PPD development (O’Hara & Wisner 

2014). Social support has also been specifically shown to be an important factor for PPD 



114 
 

development in Canadian cohorts of women (Davey et al. 2008; Lanes, Kuk and Tamim 2011). In 

addition, most of the women in our sample also had a high level of education. Again, a low 

education is also associated with PPD risk (Segre et al. 2007; O’Hara & McCabe 2013). Although 

research associating SES status and circadian rhythm stability is lacking, one study did 

investigated cortisol output in mother-infant dyads of high or low SES (Clearfield et al. 2014). It 

was found that infants and mothers of low SES showed less synchrony in cortisol output and 

showed a higher overall cortisol output compared to the high SES group.  Overall, a high SES 

appeared to also contribute a protective role against PPD development in our sample of women. 

In addition, our results also suggest the idea that SES may mediate sleep and circadian rhythm 

stability across the perinatal period. This idea, however, requires future research. 

The low level of PPD development may also be attributed to the type of locations that 

served as recruitment venues for the participants. Over 50% of the participants were recruited 

from a midwife clinic. Midwife care, over traditional family doctor or obstetrical care, has been 

shown to have a positive impact over several psychosocial outcomes, including mood (Shields et 

al. 1997; Fair & Morrison 2012). One study comparing different methods of care during 

pregnancy found that depressive mood was often discussed and screened for during midwife 

care, in contrast to shared care or hospital care, where questions about mood were less likely 

(Raymond 2009). The remaining participants were recruited from a mental health clinic wherein 

they were being monitored for the mental wellbeing over the course of the perinatal period.  

Finally, we also did not exclude women who were on medication from participating. As a 

result, those women who may have been most at risk for PPD development had this risk 

mitigated by maintaining their treatment. In addition, a couple of participants were put on 
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mood stabilizers within the first few weeks postpartum, such that by the time they completed 

their second study visit, they were once more euthymic. Studies in MDD and BD have shown 

that some antidepressants, such agomelatine and citalopram, can enhance sleep quality in 

addition to improving mood (Corruble et al 2013; Shahsavand-Ananloo et al. 2013; Gorwood 

2010; Wichniak, Wierzbicka & Jernajczyk 2012). Moreover, antidepressants such as low-dose 

ketamine, in addition to agomelatine, have been associated with the improvement of circadian 

rhythm stability in these mood disorders as well (Bunney et al. 2015; Gorwood 2010).         

 Overall, these results suggest that a higher SES, mental health geared care, particularly 

for women with a history of a mood disorder, as well as the maintenance of mood treatment 

throughout the perinatal period appear to be important factors in the mitigation of PPD 

development. Because sleep and the circadian system are closely related, our work suggests 

chronotherapies in addition to good sleep practices, apart from the above factors may offer 

protection against PPD development. 

Implications for mothers 

 The findings from this study speak to the importance of mitigating circadian rhythm and 

sleep disruptions across the perinatal period in order to maintain good mental health and 

therefore decrease risk for PPD development. This can be done through the preventative 

approach of utilizing chronotherapy, as discussed in the introduction. The benefits of 

chronotherapeutics are that they are often options that are at a low cost and can easily be done 

at home (Terman & Terman 2005). In addition, they are non-pharmacological alternatives for 

those mothers who fear taking psychotropics during pregnancy.  
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 In addition, our results also suggest that women, particularly those at risk for developing 

a mood episode during the perinatal period, should avoid any factors that may disrupt their 

circadian rhythm cycles. One such factor that has been shown to have detrimental 

consequences in this domain is shift work. There is evidence that women who work night shifts 

during pregnancy are more likely to have a spontaneous abortion, premature delivery or infants 

with a low birth weight (Zhu et al. 2004). Moreover, another study contrasting three different 

work schedules, including consistent daytime work, intermittent rotating shift works or 

persistent rotating shift works found that women with persistent rotating shifts showed 

decreased child bearing as well had infants with lower birth weights compared to the other 

groups (Lin et al. 2011). Women should, if possible, opt for an earlier maternity leave to 

decrease the risk of negative health consequences.  

In our second study, outlined in chapter 3, we collected data on feeding choice 

(breastfeeding vs. formula). This was for the reason that breastfeeding has been associated with 

decreasing depressive symptom risk, particularly in multiparas (Sibolboro Mezzacappa & 

Endicott 2007). In addition, breastfeeding duration has been associated with PPD development 

in many studies (Dias & Figueiredo 2015). Mezzacappa and Katlin (2002) also found that 

mothers who breastfed, compared to those who were bottle feeding their babies, showed 

decreased negative mood within the first year postpartum. Most of the mothers in the sample 

were primiparous. Breastfed babies are also shown to have better sleep quality (Lucas & St 

James-Roberts 1998). This suggests that breastfeeding may allow a route for circadian rhythm 

synchronization between mother and infant. In fact, a study by Cubero et al. (2005) found that 

the tryptophan circadian rhythm in mothers was associated with 6-sulfatoxymelatonin 
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rhythm in a sample of eight breastfed infants. This was also associated with the promotion of 

nighttime sleep in the breastfed infants compared to bottle fed controls. In addition, 

breastfeeding may also decrease stress and thus mediate the cortisol rhythm, thus protecting 

against PPD development (Figueiredo et al. 2013; Mezzacappa & Katlin 2002). We did not find 

an association between feeding choice and depressive symptom development. This, however, 

may be attributable to our small sample size and the notion that most of the mothers in our 

sample did in fact choose to breastfeed, or breastfeed with formula supplementation. Only 4 of 

33 women solely formula fed.   

Implications for children 

The results from this thesis and any future work implicating circadian rhythm disruption 

in postpartum depressive symptom development have important implications for not only 

mothers, but their children as well. Various aspects of fetal and child development appear to be 

contingent on circadian rhythm, sleep and mood stability in the mother. These factors include 

the proper development of physiology, including the circadian system in the fetus and infant, as 

well as the development of mood regulation and other cognitive functions in children (Stein et 

al. 2014). 

Stable maternal circadian rhythms have been found to be important for the proper 

development of the child’s own circadian system. Studies exploring the development of the 

circadian system of the fetus are still few, but it is known that fetal rhythm cues are generated 

by the mother’s circadian system and not light (Brooks & Canal 2013). This being said, in a 

review by Reiter et al. (2014), the relationship between melatonin, which follows a strong 

circadian rhythm, in addition to overall circadian rhythms, and their impact on the developing 
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circadian system of the fetus was explored. A few conclusions resulted from this work, including 

the idea that the stability of the melatonin rhythm appears to be important for the 

programming of the developing fetal clock oscillators. One of the studies drawn up as evidence 

showed that a pinealectomy in rodents, thus eliminating the melatonin rhythm, disrupted 

certain circadian behaviours of the offspring, such as the drinking rhythm (Bellavia et al. 2006). 

Interestingly, this rhythm was restored in offspring of pinealectomized rats who received 

melatonin. In another, more recent study, melatonin rhythms were also manipulated by 

constant light exposure in the second half of gestation in rats to determine effects on the 

development of the fetus (Mendez et al. 2012). Again it was shown that that manipulating the 

melatonin rhythm had several negative repercussions to the fetus, such as growth retardation 

and changes in adrenal functioning. Interestingly, one study also found that circadian variation 

in diastolic blood pressure was associated with intrauterine growth retardation as well 

(Maggioni et al. 2005). 

Furthermore, maternal circadian rhythms are also found to impact circadian 

entrainment in infants. In healthy babies, one recent study found that a variety of circadian 

rhythm parameters were found to stabilize to adult-like rhythms between 6 to18 weeks 

postpartum (Joseph et al. 2015). In an earlier study observing mother-infant synchrony via 

actigraphy, it was found that around 12 weeks postpartum, there was increased 

correspondence in actigraph parameters or circadian rhythmicity such as acrophase (Thomas et 

al. 2014).  Other studies in healthy babies also support that circadian rhythm stability is 

apparent in various domains by around 3 months (Zornoza-Moreno et al. 2011; Guilleminault et 

al. 1996). Evidence also shows that this development is most likely supported by mother-infant 
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synchrony (Nishihara et al. 2002). Tsai et al. (2011) found that at around 7 weeks postpartum, 

there was strong synchrony in activity patterns between the infant and the mother.  

In depressed mothers during the perinatal period, wherein there is evidence of 

associated circadian rhythm disturbance (as discussed in the introduction), proper circadian 

rhythm entrainment in children is shown to be compromised. For example, Field et al. (2007) 

found that women who were depressed during pregnancy showed disrupted sleep and cortisol 

levels compared to healthy pregnant controls. This was associated with greater sleep 

disruptions and more crying and fussing in the infants of the depressed mothers. Sleep 

disturbances are also found in infants of depressed mothers (Piteo et al. 2013). Armitage et al. 

(2009) used actigraphy to measure sleep disturbance in infants born to either depressed or non-

depressed mothers. Measurements were taken at 2 and around 24 weeks postpartum. At both 

time points it was found that infants born to depressed mothers had worse objective sleep, such 

as lower sleep efficiency and had more fragmented sleep during the night, compared to the 

infants of healthy mothers.    

 The outlined relationship between maternal, fetal and infant circadian rhythmicity may 

be related to the development of future mood dysregulation in children of mothers with PPD. 

Numerous studies have found that infants of mothers with mood episodes in the postpartum 

are more likely to show problems with emotional regulation and cognitive impairment (Jones et 

al. 2013; Carvalho, Martinez & Linhares 2008). For example, Kaplan et al. (2014) found problems 

in the expressive communication of one-year-old infants to be associated with maternal 

depressive symptoms. In addition, children of depressed mothers are found to be more likely to 
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develop psychiatric conditions themselves (Apter-Levy et al. 2013; Letourneau, Tramonte 

& Willms 2013; Sellers et al. 2013; Verbeek et al. 2012).     

Limitations and future directions 

 The largest limitations encountered were the resulting homogeneity of the two groups 

studied, resulting from the suspected reasons outline above, as well as the smaller sample size 

of the study in chapter 3. Although the groups still showed differences in subjective measures of 

sleep and circadian rhythm disturbances, they were alike in objective parameters and 

sociodemographic characteristics. In studies stemming from this work in the future, a more 

heterogeneous sample should be aimed for each group by recruiting from a variety of places. 

Increasing our sample size for the objective study would have contributed to more power for 

the detection of additional significant findings. I suspect that the global PSQI score would have 

been significantly correlated with WASOacti had this been the case. The relationship between 

these two parameters was close to significant in both pregnancy and postpartum (p=0.06 for 

both). We also found a few other trends, as discussed in chapter 3. 

Apart from these main limitations, certain covariates should have been measured and 

accounted for in the analyses. For example, as in the second study outline in chapter 3, parity 

ought to have been accounted for in the first study outlined in chapter 2. Parity, however, was a 

measure that we started to collect at a later date. The relationship between parity, in that being 

a first time mother, has been shown to be associated with PPD development (Coo Calcagni et al. 

2012; Lee, Zaffke & McEnany 2000; Waters & Lee 1996). Even in a large population based study, 

primiparity was found to be predictive of higher EPDS scores (Dorheim, Bjorvatn & Eberhard-

Gran 2014). In addition, primiparity has also been associated with increased risk for the 
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development of postpartum psychosis (Di Florio et al. 2014). It may be that the infant acts as a 

new zeitgeber that is introduced into a woman’s life and where synchronization does not occur 

properly or at all, circadian rhythms are disturbed and mood episodes ensue. Then again, a 

recent study found no significant effect of parity between depressed and non-depressed women 

(Gaillard et al. 2014).   

Seasonality is another factor that could have been considered in the analyses. Meliska et 

al. (2013) sought to determine the effects of seasonality on depressive mood during pregnancy 

by means of studying the circadian parameters of melatonin and cortisol obtained from blood 

samples. They found in depressed patients, and not healthy controls, depressive symptom 

scores were highly correlated with seasonally longer nights. In addition, depressed women also 

showed phase-advances in both the synthesis offset of melatonin and acrophase of cortisol. 

Another study found that carriers of specific polymorphisms in the serotonin transporter and 

BDNF genes were more likely to score high on the EPDS at six weeks postpartum and that this 

was mediated by season of delivery (Comasco et al. 2011). Other studies also found that 

delivery in the last few months of the year were associated with higher depressive symptoms 

(Sylven et al. 2011; Sit, Seltman & Wisner 2011). On the other hand, in an Italian cohort of 

women, no effects of seasonality were associated with PPD (Barbadoro et al. 2012). However, 

this may speak to the population of women studied and the relative climate. SAD, for example, 

is more prominent in countries of higher latitudes (Rosen et al. 1990).  

The potential covariates outlined above may all contribute to circadian rhythmicity in 

one way or another. Future studies, therefore, should control for these variables when studying 

the association between circadian rhythm dysfunction and PPD development in women with 
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and without a history of a mood disorder. These factors may put women with a mood history at 

an increased risk for developing a depressive mood episode in the postpartum.  

In addition, future studies could utilize alternative techniques for the measurements of 

circadian rhythmicity. A gold standard method is dim light melatonin onset (DLMO). Cortisol 

rhythms could also be measured. It is important that any studies of PPD include measures of 

circadian rhythmicity because the results from this work, as well as previous research, suggests 

that disruptions of this system act as moderator or even mediator of other risk factors, and 

should therefore be considered. It is suspected that circadian rhythm disturbances, if had been 

measured, may have explained various findings in regards to risk factors and PPD development. 

Finally, future research endeavours in this area should also ensure that participants with a mood 

history are not taking medication, as well as strive to recruit a less homogenous sample by 

recruiting from a multitude of locations.   

Conclusion 

 The findings from the studies outlined in this thesis in chapters 2 and 3 show evidence 

for an association between circadian rhythm and sleep instability from day to day and 

depressive symptom development across the perinatal period. Moreover, this relationship is 

stronger for women with a mood history, who are at higher risk for PPD development. However, 

these results must be interpreted with the limitations outlined in mind. The results of the 

collective work have implications for mood episode, and even preventative, chronotherapeutic 

treatments. By targeting sleep and circadian rhythm stability during the perinatal period, and 

thereby reducing the vulnerability to PPD development, the negative repercussions associated 
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with PPD are minimized. This is true not only for the mother, but for the infant and overall 

family unit as well. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



124 
 

ADDITIONAL REFERENCES 

Abrahamson EE & Moore RY. 2001. Suprachiasmatic nucleus in the mouse: retinal innervation, 

intrinsic organization and efferent projections. Brain Research, 916(1-2):172-191. 

Adam E, Doane L, Zinbarg R, Mineka S, Craske M & Griffith J. 2010. Prospective prediction of 

major depressive disorder from cortisol awakening responses in adolescence. 

Psychoneuroendocrinology, 35(6):921-931. 

Albacar G, Sans T, Martín-Santos R, García-Esteve L, Guillamat R, Sanjuan J, Cañellas F, Carot 

JM, Gratacòs M, Bosch J, Gaviria A, Labad A, Zotes AG & Vilella E. 2010. Thyroid function 48h 

after delivery as a marker for subsequent postpartum depression. Psychoneuroendocrinology, 

35(5):738-742. 

Albers HE, Lydic R, & Moore-Ede MC. 1984. Role of the suprachiasmatic nuclei in the circadian 

timing system of the squirrel monkey. II. The generation of rhythmicity. Brain Res, 

23;300(2):285-293. 

Allan JS, Brown EN, Czeisler CA, Dijk DJ, Duffy JF & Emens JS. 1999. Stability, Precision, and Near-

-24-Hour Period of the Human Circadian Pacemaker. Science, 284(5423):2177-2181.  

American Psychiatric Association. 2013. Diagnostic and Statistical Manual of Mental Disorders 

Fifth Edition. Arlington, VA: American Psychiatric Publishing. 

Ancoli-Israel S, Cole R, Alessi C, Chambers M, Moorcroft W & Pollak CP. 2003. The role 

of actigraphy in the study of sleep and circadian rhythms. Sleep, 26(3):342-392. 



125 
 

Antypa N, Mandelli L, Nearchou FA, Vaiopoulos C, Stefanis CN, Serretti A & Stefanis NC. 2012. 

The 3111T/C polymorphism interacts with stressful life events to influence patterns of sleep in 

females. Chronobiol Int, 29(7):891-7.  

Apter-Levy Y, Feldman M, Vakart A, Ebstein RP, Feldman R. 2013. Impact of 

maternal depression across the first 6 years of life on the child's mental health, social 

engagement, and empathy: The moderating role of oxytocin. Am J Psychiatry, 170(10):1161-

1168. 

Arfken CL, Joseph A, Sandhu GR, Roehrs T, Douglass AB & Boutros NN. 2014. The status 

of sleep abnormalities as a diagnostic test for major depressive disorder. J Affect Disord, 156:36-

45.  

Armitage R, Flynn H, Hoffmann R, Vazquez D, Lopez J & Marcus S. 2009. Early developmental 

changes in sleep in infants: the impact of maternal depression. Sleep, 32(5):693-696. 

Ashman SB, Monk TH, Kupfer DJ, Clark CH, Myers FS, Frank E & Leibenluft E. 1999. Relationship 

between social rhythms and mood in patients with rapid cycling bipolar disorder. Psychiatry Res, 

86(1):1-8. 

Avery DH, Shah SH, Eder DN & Wildschiodtz G. 1999. Nocturnal sweating and temperature in 

depression. Acta Psychiatr Scand, 100(4):295-301.  

Avery DH, Wildschiodtz G & Rafaelsen OJ. 1982. Nocturnal temperature in affective disorder. J 

Affect Disord, 4(1):61-71. 



126 
 

Ávila Moraes C1, Cambras T, Diez-Noguera A, Schimitt R, Dantas G, Levandovski R & Hidalgo MP. 

2013. A new chronobiological approach to discriminate between acute and chronic depression 

using peripheraltemperature, rest-activity, and light exposure parameters. BMC Psychiatry, 

13:77. 

Baglioni C, Battagliese G, Feige B, Spiegelhalder K, Nissen C, Voderholzer U, Lombardo C 

& Riemann D. 2011. Insomnia as a predictor of depression: a meta-analytic evaluation of 

longitudinal epidemiological studies. J Affect Disord, 135(1-3):10-19. 

Bailer U, Wiesegger G, Leisch F, Fuchs K, Leitner I, Letmaier M, Konstantinidis A, Stastny 

J, Sieghart W, Hornik K, Mitterauer B, Kasper S & Aschauer HN. 2005. No association 

of clock gene T3111C polymorphism and affective disorders. Eur Neuropsychopharmacol, 

15(1):51-55. 

Baines T, Wittkowski A & Wieck A. 2013. Illness perceptions in mothers with postpartum 

depression. Midwifery, 29(7):779-786. 

Banker JE &LaCoursiere DY. 2014. Postpartum depression: risks, protective factors, and the 

couple's relationship. Issues Ment Health Nurs, 35(7):503-508.  

Barbadoro P, Cotichelli G, Chiatti C, Simonetti ML, Marigliano A, Di Stanislao F, Prospero E. 2012. 

Socio-economic determinants and self-reported depressive symptoms 

during postpartum period. Women Health, 52(4):352-368.  



127 
 

 Bei B, Milgrom J, Ericksen J & Trinder J. 2010. Subjective perception of sleep, but not its 

objective quality, is associated with immediate postpartum mood 

disturbances in healthy women. Sleep, 33(4):531-538. 

Bellavia SL, Carpentieri AR, Vaque AM, Macchione AF & Vermouth NT. 2006. Pup circadian 

rhythm entrainment-effect of maternal ganglionectomy or pinealectomy. Physiol Behav, 89:342-

349. 

Benca  RM, Obermeyer WH, Thisted RA & Gillin JC. 1992. Sleep and psychiatric disorders . A 

meta-analysis. Arch Gen Psychiatry, 49(8):651-68; discussion 669-670. 

Benedetti F, Barbini B, Colombo C & Smeraldi E. 2007. Chronotherapeutics in a psychiatric ward. 

Sleep Med Rev, 11:509 -522. 

Bennett S, Alpert M, Kubulins V & Hansler RL. 2009. Use of modified spectacles and light bulbs 

to block blue light at night may prevent postpartum depression. Med Hypotheses, 73(2):251-

253.  

Birchler-Pedross A, Frey S, Chellappa SL, Gotz T, Brunner P, Knoblauch V, Wirz-Justice 

A, Cajochen C. 2011. Higher frontal EEG synchronization in young women 

with major depression: a marker for increased homeostatic sleep pressure? Sleep, 34(12):1699-

1706. 

Bilszta JL, Meyer D & Buist AE. 2010. Bipolar affective disorder in the postnatal period: 

investigating the role of sleep. Bipolar Disord. 2010 Aug;12(5):568-78. 



128 
 

Blackmore ER, Moynihan JA, Rubinow DR, Pressman EK, Gilchrist M & O’Connor TG. 2011. 

Psychiatric symptoms and proinflammatory cytokines in pregnancy. Psychosom Med, 73(8):656–

663. 

Bouwmans ME, Bos EH, Booij SH, van Faassen M, Oldehinkel AJ & de Jonge P. 2015. Intra- and 

inter-individual variability of longitudinal daytime melatonin secretion patterns in depressed and 

non-depressed individuals. Chronobiol Int, 32(3):441-446.  

Brooks E & Canal MM. 2013. Development of circadian rhythms: role of postnatal light 

environment. Neurosci Biobehav Rev, 37(4):551-560.  

Brown AC, Smolensky MH, D'Alonzo GE & Redman DP. 1990. Actigraphy: 

a means of assessing circadian patterns in human activity. Chronobiol Int, 7(2):125-133. 

Bobo WV & Yawn BP. 2014. Concise review for physicians and other clinicians: postpartum 

depression. Mayo Clin Proc, 89(6):835-844.  

Borbely AA, Acherman P, Trachsel L & Tobler I. 1989. Sleep initiation and initial sleep intensity: 

interactions of homeostatic and circadian mechanisms. J Biol Rhythms, 4(2):149-160.  

Brancaccio M, Enoki R, Mazuski CN, Jones J, Evans JA & Azzi A. 2014. Network-

mediated encoding of circadian time: the suprachiasmatic nucleus (SCN) from genes to neurons 

to circuits, and back. J Neurosci, 34(46):15192-15199. 

Brancaccio M, Maywood ES, Chesham JE, Loudon AS, & Hastings MH. 2013. A Gq-Ca2 axis 

controls circuit-level encoding of circadian time in the suprachiasmatic nucleus. Neuron, 

78(4):714-728. 



129 
 

Bunney BG & Bunney WE. 2013. Mechanisms of rapid antidepressant effects of sleep 

deprivation therapy: clock genes and circadian rhythms. Biol Psychiatry, 73(12):1164-1171. 

Bunney BG, Li JZ, Walsh DM, Stein R, Vawter MP, Cartagena P, Barchas JD, Schatzberg AF, Myers 

RM, Watson SJ, Akil H & Bunney WE. 2015. Circadian dysregulation of clock genes: clues to rapid 

treatments in major depressive disorder. Mol Psychiatry, 20(1):48-55.  

Buysse DJ, Reynolds CF 3rd, Monk TH, Berman SR & Kupfer DJ. 1989. The Pittsburgh Sleep 

Quality Index: a new instrument for psychiatric practice and research. Psychiatry Res, 28(2):193-

213. 

Byrne EM, Heath AC, Madden PA, Pergadia ML, Hickie IB, Montgomery GW, Martin NG & Wray 

NR. 2014. Testing the role of circadian genes in conferring risk for psychiatric disorders. Am J 

Med Genet B Neuropsychiatr Genet, 165B(3):254-260. 

Cairns J, Waldron J, MacLean AW & Knowles JB. 1980. Sleep and depression: a case study of 

EEG sleep prior to relapse. Can J Psychiatry, 25(3):259-263. 

Calati R, Gaspar-Barba E, Yukler A & Serretti A. 2010. T3111C clock single nucleotide 

polymorphism and mood disorders: a meta-analysis. Chronobiol Int, 27(4):706-721.  

Carvalho AE, Martinez FE & Linhares MD. 2008. Maternal anxiety 

and depression and development of prematurely born infants in the first year of life. Span J 

Psychol, 11(2):600-608. 

Cervantes P, Gelber S, Kin FN, Nair VN & Schwartz G. 2001. 

Circadian secretion of cortisol in bipolar disorder. J Psychiatry Neurosci, 26(5):411-416. 



130 
 

Chang JJ, Pien GW, Duntley SP & Macones GA. 2010. Sleep deprivation during pregnancy and 

maternal and fetal outcomes: is there a relationship? Sleep Med Rev, 14(2):107-114. 

Chapman SL & Wu LT. 2013. Postpartum substance use and depressive symptoms: a review. 

Women Health, 53(5):479-503.  

Coble PA, Reynold III CF, Kupfer DJ, Houck PR, Day LD & Giles DE. 1994. Childbearing in women 

with and without a history of affective disorder. II. electroencephalographic sleep. Compr 

Psychiatry, 35(3):215-224. 

Colavito V, Tesoriero C, Wirtu AT, Grassi-Zucconi G & Bentivoglio M. 2014. 

Limbic thalamus and state-dependent behavior: The paraventricular nucleus of the thalamic 

midline as a node in circadian timing and sleep/wake-regulatory networks. Neurosci Biobehav 

Rev, 54:3-17. 

Coo Calcagni S, Bei B, Milgrom J & Trinder J. 2013. The Relationship Between Sleep and Mood in 

First-Time and Experienced Mothers. Behav Sleep Med, 10(3):167-179.  

Coo Calcagni S, Milgrom J & Trinder J. 2014. Mood and objective and subjective measures of 

sleep during late pregnancy and the postpartum period. Behav Sleep Med, 12:317–330. 

Coogan AN & Thome J. 2011. Chronotherapeutics and psychiatry: setting the clock to relieve the 

symptoms. World J Biol Psychiatry, 12 Suppl 1:40-43. 

Cooper PJ & Murray L. 1995. Course and recurrence of postnatal depression. Evidence for the 

specificity of the diagnostic concept. Br J Psychiatry, 166(2):191-195. 



131 
 

Corral M, Kuan A & Kostaras D. 2000. Bright light therapy’s effect on postpartum depression. Am 

J Psychiatry, 157(2):303-304. 

Corral M, Wardrop AA, Zhang H, Grewal AK & Patton S. 2007. Morning light 

therapy for postpartum depression. Arch Womens Ment Health, 10(5):221-224. 

Corruble E, de Bodinat C, Belaïdi C, Goodwin GM. 2013. Efficacy of agomelatine and 

escitalopram on depression, subjective sleep and emotional experiences in patients with major 

depressive disorder: a 24-wk randomized, controlled, double-blind trial. Int J 

Neuropsychopharmacol, 16(10):2219-34. 

Crasson M, Kjiri S, Colin A, Kjiri K, L'Hermite-Baleriaux M, Ansseau M & Legros JJ. 2004. 

Serum melatonin and urinary 6-sulfatoxymelatonin in major depression. 

Psychoneuroendocrinology, 29(1):1-12. 

Crowley SK & Youngstedt SD. 2012. Efficacy of light therapy for perinatal depression: a review. J 

Physiol Anthropol, 31:15.  

Csatordai S, Kozinszky Z, Devosa I, Toth E, Krajcsi A, Sefcsik T & Pal A. 2007. Obstetric and 

sociodemographic risk of vulnerability to postnatal depression. Patient Educ Couns, 67(1-2):84-

92. 

Cubero J, Valero V, Sánchez J, Rivero M, Parvez H, Rodríguez AB & Barriga C. 2005. 

The circadian rhythm of tryptophan in breast milk affects the rhythms of 6-sulfatoxymelatonin 

and sleep in newborn. Neuro Endocrinol Lett, 26(6):657-661.  



132 
 

Curie T, Mongrain V, Dorsaz S, Mang GM, Emmenegger Y & Franken P. 2013. Homeostatic and 

circadian contribution to EEG and molecular state variables of sleep regulation. Sleep, 36(3):311-

323. 

Darcy JM, Grzywacz JG, Stephens RL, Leng I, Clinch CR & Arcury TA. 2011. Maternal depressive 

symptomatology: 16-month follow-up of infant and maternal health-related quality of life. J Am 

Board Fam Med, 24(3):249-257. 

Davey HL, Tough SC, Adair CE & Benzies KM. 2008. Risk factors for sub-clinical and major 

postpartum depression among a community cohort of canadian women. Maternal and child 

health journal, 15(7):866-875. 

Davis L, Edwards H, Mohay H & Wollin J. 2003. The impact of very premature birth on the 

psychological health of mothers. Early Hum Dev, 73(1-2):61-70. 

Dedovic K & Ngiam J. 2015. The cortisol awakening response and major depression: examining 

the evidence. Neuropsychiatr Dis Treat, 11:1181-1189. 

Dennis CL and Chung-Lee L. 2006. Postpartum depression help-seeking barriers and maternal 

treatment preferences: a qualitative systematic review. Birth, 33(4):323-331. 

Desan PH, Oren DA, Malison R, Price LH, Rosenbaum J, Smoller J, Charney DS & Gelernter J. 

2000. Genetic polymorphism at the CLOCK gene locus and major depression. Am J Med Genet, 

96(3):418-421. 

Deshauer D, Duffy A, Meaney M, Sharma S & Grof P. 2006. Salivary cortisol secretion in 

remitted bipolar patients and offspring of bipolar parents. Bipolar Disord, 8(4):345-349. 



133 
 

Dias CC & Figueiredo B. 2015. Breastfeeding and depression: a systematic review of the 

literature. J affect disord, 15(171):142-154. 

Di Florio A, Jones L, Forty L, Gordon-Smith K, Blackmore ER, Heron J, Craddock N & Jones I. 2014. 

Mood disorders and parity – A clue to the aetiology of the postpartum trigger. J Affect Disord, 

152-154:334-339. 

Dijk DJ & Czeisler CA. 1995. Contribution of the circadian pacemaker and the sleep homeostat to 

sleep propensity, sleep structure, electroencephalographic slow waves, and sleep spindle 

activity in humans. J Neurosci, 15(5 Pt 1):3526-3538. 

Dmitrzak-Weglarz MP, Pawlak JM, Maciukiewicz M, Moczko J, Wilkosc M, Leszczynska-

Rodziewicz A, Zaremba D & Hauser J. 2015. Clock gene variants differentiate mood disorders. 

Mol Biol Rep, 42(1):277-288.  

Dorheim SK Bjorvatn B & Eberhard-Gran M. 2014. Can insomnia in pregnancy predict 

postpartum depression? A longitudinal, population-based study. PLoS One, 9(4):e94674.  

Dorheim SK, Bjorvatn B & Eberhard-Gran M. 2012. Insomnia and depressive symptoms in late 

pregnancy: a population-based study. Behav sleep med, 10(3):152–166. 

Dorheim SK, Bondevik GT, Eberhard-Gran M & Bjorvatn B. 2009. Subjective and objective sleep 

among depressed and non-depressed postnatal women. Acta Psychiatr Scand, 119(2):128-36.   

Duffy A, Alda M, Hajek T, Sherry SB & Grof P. 2010. Early stages in the development of bipolar 

disorder. J Affect Disord, 121(1–2):127-135. 



134 
 

Eidelman P, Talbot LS & Gruber J. 2010. Sleep, illness course, and concurrent symptoms in inter-

episode bipolar disorder. J Behav Ther Exp Psychiatry, 41(2):145-149. 

Etain B, Milhiet V, Bellivier F & Leboyer M. 2011. Genetics of circadian rhythms and mood 

spectrum disorders. Eur Neuropsychopharmacol, 21(Suppl 4):S676-682. 

Fair CD & Morrison TE. 2012. The relationship between prenatal control, expectations, 

experienced control, and birth satisfaction among primiparous women. Midwifery, 28:39-44. 

Field T. 2010. Postpartum depression effects on early interactions, parenting, and safety 

practices: a review. Infant Behav Dev, 33(1):1-6. 

Field T, Diego M, Hernandez-Reif M, Figueiredo B, Schanberg S & Kuhn C. 2007. Sleep 

disturbances in depressed pregnant women and their newborns. Infant Behav Dev, 30(1):127-

133.  

Figueiredo B, Dias CC, Brandao S, Canario C & Nunes-Costa R. 2013. Breastfeeding and 

postpartum depression: state of the art review. J Pediatr (Rio J), 89(4):332-338. 

Figueiredo FP, Parada AP, Araujo LF, Silva Jr WA & Del Ben CM. 2014 The Influence 

of genetic factors on peripartum depression: A systematic review. J Affect Disord, 172C:265-273. 

Flynn HA, O'Mahen HA, Massey L & Marcus S. 2006. The impact of a brief obstetrics clinic-based 

intervention on treatment use for perinatal depression. J Womens Health (Larchmt), 

15(10):1195-1204. 

Franken P, Thomason R, Heller HC & O'Hara BF. 2007. A non-circadian role for clock-genes in 

sleep homeostasis: a strain comparison. BMC Neurosci, 8:87. 



135 
 

Gaillard A, Le Strat Y, Mandelbrot L, Keita H & Dubertret C. 2014. Predictors of postpartum 

depression: prospective study of 264 women followed during pregnancy and postpartum. 

Psychiatry Res, 215(2):341-346. 

Galecki P, Szemraj J, Bartosz G, Bienkiewicz M, Galecka E, Florkowski A, Lewinski A & Karbownik-

Lewinska M. 2010. Single-nucleotide polymorphisms and mRNA expression for melatonin 

synthesis rate-limiting enzyme in recurrent depressive disorder. J Pineal Res, 48(4):311-317. 

Garcia JA, Zhang D, Estill SJ, Michnoff C, Rutter J, Reick M, Scott K, Diaz-Arrastia R & McKnight SL. 

2000. Impaired cued and contextual memory in NPAS2-deficient mice. Science, 288(5474):2226-

2230. 

Garry RC. 1969. Control of the temperature of the body. Med Sci Law, 9(4):242-246. 

Gay CL, Lee KA & Lee SY. 2004. Sleep Patterns and Fatigue in New Mothers and Fathers. Biol Res 

Nurs, 5(4):311-318.  

Geoffroy PA, Boudebesse C, Bellivier F, Lajnef M, Henry C, Leboyer M, Scott J & Etain B. 2014. 

Sleep in remitted bipolar disorder: a naturalistic case-control study using actigraphy. J Affect 

Disord, 158:1-7.  

Giedke H, Klingberg S, Schwarzler F & Schweinsberg M. 2003. Direct comparison of total sleep 

deprivation and late partial sleep deprivation in the treatment of majordepression. J Affect 

Disord, 76(1-3):85-93. 

Glynn LM, Davis EP & Sandman CA. 2013. New insights into the role of perinatal HPA-axis 

dysregulation in postpartum depression. Neuropeptides, 47(6):363-370.  



136 
 

Glynn LM & Sandman CA. 2014. Evaluation of the association between placental corticotrophin-

releasing hormone and postpartum depressive symptoms. Psychosom Med, 76(5):355-362.  

Godderis R. 2011. Iterative generation of diagnostic categories through production and practice: 

the case of postpartum depression. Cult Med Psychiatry, 35(4):484-500. 

Goel N, Basner M, Rao H, & Dinges DF. 2014. Circadian rhythms, sleep deprivation, and human 

performance. Prog Mol Biol Transl Sci, 119:155-190.  

Gonzalez R. 2014. The relationship between bipolar disorder and biological rhythms. J Clin 

Psychiatry, 75(4):e323-31. 

Goodman SH, Lusby CM, Thompson K, Newport DJ, Stowe ZN. 2014. Maternal depression in 

association with fathers' involvement with their infants: spillover or compensation/buffering? 

Infant Ment Health J, 35(5):495-508. 

Goodyer I, Croudace T, Dudbridge F, Ban M & Herbert J. 2010. Polymorphisms in BDNF 

(Val66Met) and 5- HTTLPR, morning cortisol and subsequent depression in at-risk adolescents. 

Br J Psychiatry, 197(5):365-371. 

Gorwood P. 2010. Restoring circadian rhythms: a new way to successfully manage depression. J 

Psychopharmacol, 24(2 Suppl):15-19. 

Gouin JP, Connors J, Kiecolt-Glaser JK, Glaser R, Malarkey WB, Atkinson C, Beversdorf D & Quan 

N. 2010. Altered Expression of Circadian Rhythm Genes Among Individuals With a History of 

Depression. J Affect Disord, 126(1-2):161-6.  



137 
 

Goyal D, Gay CL & Lee KA. 2007. Patterns of sleep disruption and depressive symptoms in new 

mothers. J Perinat Neonat Nurs, 21(2):123-129. 

 

Goyal D, Gay CL & Lee KA. 2009. Fragmented maternal sleep is more strongly correlated with 

depressive symptoms than infant temperament at three months postpartum. Arch Womens 

Ment Health, 12:229-237. 

Grandin LD, Alloy LB & Abramson LY. 2006. The social zeitgeber theory, circadian rhythms, and 

mood disorders: Review and evaluation. Clinical Psychology Review, 26(6): 679-694.  

Groer MW & Morgan K. 2007. Immune, health and endocrine characteristics of depressed 

postpartum mothers. Psychoneuroendocrinology, 32(2):133-9. 

Gruber J, Miklowitz DJ, Harvey AG, Frank E, Kupfer D, Thase ME & Sachs GS, Ketter TA. 2011. 

Sleep matters: sleep functioning and course of illness in bipolar disorder. J Affect Disord, 134(1-

3):416-420. 

Guilleminault C, Leger D, Pelayo R, Gould S, Hayes B & Miles L. 1996. Development 

of circadian rhythmicity of temperature in full-term normal infants. Neurophysiol Clin, 26(1):21-

29. 

Halligan S, Herbert J, Goodyer I & Murray L. 2007. Disturbances in morning cortisol secretion in 

association with maternal postnatal depression predict subsequent depressive symptomatology 

in adolescents. Biol Psychiatry, 62(1):40-46.  



138 
 

Hallonquist JD, Goldberg MA & Brandes JS. 1986. Affective disorders and circadian rhythms. Can 

J Psychiatry, (3):259-272. 

Haney A, Buysse DJ, Rosario BL, Chen YF & Okun ML. 2014. Sleep disturbance and 

cardiometabolic risk factors in early pregnancy: a preliminary study. Sleep Med, 15(4):444-450.  

Hannibal J,  Hindersson P, Ostergaard J, Georg B, Heegaard S, Larsen PJ & Fahrenkrug J. 2004. 

Melanopsin is expressed in PACAP-containing retinal ganglion cells of the human 

retinohypothalamic tract. Invest Ophthalmol Vis Sci, 45(11):4202-4209. 

Harb F, Hidalgo MP & Martau B. 2015. Lack of exposure to natural light in the workspace is 

associated with physiological, sleep and depressive symptoms. Chronobiol Int, 32(3):368-375. 

Harrington ME & Rusak B. 1988. Ablation of the geniculo-hypothalamic tract alters circadian 

activity rhythms of hamsters housed under constant light. Physiol Behav, 42(2):183-189. 

Harvey AG. 2008. Sleep and circadian rhythms in bipolar disorder: seeking synchrony, harmony, 

and regulation. Am J Psychiatry, 165(7):820-829.  

Hastings MH, Brancaccio M & Maywood ES. 2014. Circadian pacemaking in cells and circuits of 

the suprachiasmatic nucleus. J Neuroendocrinol, 26(1):2-10. 

Hastings MH, Reddy AB & Maywood ES. 2003. A clockwork web: circadian timing in brain and 

periphery, in health and disease. Nat Rev Neurosci, 4(8):649-661. 

Havermans R, Nicolson NA, Berkhof J & deVries MW. 2011. Patterns of salivary cortisol secretion 

and responses to daily events in patients with remitted bipolar disorder. 

Psychoneuroendocrinology, 36(2):258-265. 



139 
 

Hawkins DR & Mendels J. 1966. Sleep disturbance in depressive syndromes. Am J Psychiatry, 

123(6):682-690. 

Helle N, Barkmann C, Bartz-Seel J, Diehl T, Ehrhardt S, Hendel A, Nestoriuc Y, Schulte-Markwort 

M, von der Wense A & Bindt C. 2015. Very low birth-weight as a risk factor for postpartum 

depression four to six weeks postbirth in mothers and fathers: Cross-sectional results from a 

controlled multicentre cohort study. J Affect Disord, 180:154-161. 

Hendrick, V. 2003. Treatment of postnatal depression. BMJ, 327(7422):1003-1004. 

Hendrickson AE, Wagoner N, & Cowan WM. 1972. An autoradiographic and electron 

microscopic study of retinohypothalamic connections. Zeitschrift fur Zellforschung, 135:1-26. 

Herring SJ, Foster GD, Pien GW, Massa K, Nelson DB, Gehrman PR & Davey A. 2013. Do pregnant 

women accurately report sleep time? A comparison between self-reported and objective 

measures of sleep duration in pregnancy among a sample of urban mothers. Sleep Breath, 

17(4):1323-1327. 

Hinkelmann K, Moritz S, Botzenhardt J, Riedesel K, Wiedemann K, Kellner M & Otte C. 2009. 

Cognitive impairment in major depression: association with salivary cortisol. Biol Psychiatry, 

66(9):879-85. 

Hsiao FH, Yang TT, Ho RT, Jow GM, Ng SM, Chan CL, Lai YM, Chen YT & Wang KC. 2010. The self-

perceived symptom distress and health-related conditions associated with morning to evening 

diurnalcortisol patterns in outpatients with major depressive disorder. 

Psychoneuroendocrinology, 35(4):503-515. 



140 
 

Hua P, Liu W, Chen D, Zhao Y, Chen L, Zhang N, Wang C, Guo S, Wang L, Xiao H &  Kuo SH. 2014. 

Cry1 and Tef gene polymorphisms are associated with major depressive disorder in the Chinese 

population. J Affect Disord, 157:100-103. 

Hudson JI, Lipinski JF, Keck PE Jr, Aizley HG, Lukas SE, Rothschild AJ, Waternaux CM & Kupfer DJ. 

1992. Polysomnographic characteristics of young manic patients. Comparison with unipolar 

depressed patients and normal control subjects. Arch Gen Psychiatry, 49(5):378-383. 

Jean-Louis G, Kripke DF, Cole RJ, Assmus JD, Langer RD. 2001. Sleep detection with an 

accelerometer actigraph: comparisons with polysomnography. Physiol Behav, 72(1-2):21-28.  

Johnstone SJ, Boyce PM, Hickey AR, Morris-Yatees AD, Harris MG. 2001. Obstetric risk factors for 

postnatal depression in urban and rural community samples. Aust N Z J Psychiatry, 35(1):69-74. 

Jones R, Slade P, Pascalis O, Herbert JS. 2013. Infant interest in their mother's face is associated 

with maternal psychological health. Infant Behav Dev, 36(4):686-693.  

Joseph D, Chong NW, Shanks ME, Rosato E, Taub NA, Petersen SA, Symonds ME, Whitehouse 

WP, Wailoo M. 2015. Getting rhythm: How do babies do it? Arch Dis Child Fetal Neonatal Ed, 

100(1):F50-54. 

Kang MJ, Matsumoto K, Shinkoda H, Mishima M & Seo YJ. 2002. Longitudinal study for sleep-

wake behaviours of mothers from pre-partum to post-partum using actigraph andsleep logs. 

Psychiatry Clin Neurosci, 56(3):251-252. 

Kaplan KA & Harvey AG. 2009. Hypersomnia across mood disorders: a review and synthesis. 

Sleep Med Rev, 13(4):275-85. 



141 
 

Kaplan PS, Danko CM, Everhart KD, Diaz A, Asherin RM, Vogeli JM, Fekri SM. 2014. 

Maternal depression and expressive communication in one-year-old infants. Infant Behav Dev, 

37(3):398-405. 

Karacan I, Williams RL, Hursch CJ McGaulley M & Heine MW. 1969. Some implications of the 

sleep patterns of pregnancy for postpartum emotional disturbances. Brit J Psychiat, 5:55. 

Kahn A, Gardner C, Prescott C & Kendler K. 2002. Gender differences in the symptoms of major 

depression in opposite-sex dizygotic twin pairs. Am J Psychiatry, 159:1427-1429. 

Kalsbeek A, La Fleur S, Van Heijningen C & Buijs RM. 2004. Suprachiasmatic GABAergic inputs to 

the paraventricular nucleus control plasma glucose concentrations in the rat via sympathetic 

innervation of the liver. J Neurosci, 24(35):7604-13 42.  

Karatsoreos IN. 2014. Links between circadian rhythms and psychiatric disease. Front Behav 

Neurosci, 6(8):162. 

Katzenberg D, Young T, Finn L, Lin L, King DP, Takahashi JS & Mignot E. 1998. 

A CLOCK polymorphism associated with human diurnal preference. Sleep, 21(6):569-576. 

Kennedy SH, Kutcher SP, Ralevski E, & Brown GM. 1996. Nocturnal melatonin and 24-hour 6-

sulphatoxymelatonin levels in various phases of bipolar affective disorder. Psychiatry Res, 63(2-

3):219-222. 

Kent GN, Stuckey BG, Allen JR, Lambert T & Gee V. 1999. Postpartum thyroid dysfunction: 

clinical assessment and relationship to psychiatric affective morbidity. Clin Endocrinol (Oxf), 

51(4):429-438. 



142 
 

Kerstis B, Aarts C, Tillman C, Persson H, Engström G, Edlund B, Öhrvik J, Sylvén S, Skalkidou A. 

2015. Association between parental depressive symptoms and impaired bonding with the 

infant. Arch Womens Ment Health, 2015 [Epub ahead of print] 

Kettunen P, Koistinen E &  Hintikka J. 2014. Is postpartum depression a homogenous disorder: 

time of onset, severity, symptoms and hopelessness in relation to the course of depression. 

BMC Pregnancy Childbirth, 14:402. 

Khazaie H, Ghadami MR, Knight DC, Emamian F & Tahmasian M. 2013. Insomnia treatment in 

the third trimester of pregnancy reduces postpartum depression symptoms: 

a randomizedclinical trial. Psychiatry Res, 210(3):901-905. 

Kim JJ, La Porte LM, Saleh MP, Allweiss S, Adams MG, Zhou Y & Silver RK. 2015. Suicide risk 

among perinatal women who report thoughts of self-harm on depression screens. Obstet 

Gynecol, 125(4):885-893. 

Kishi T, Yoshimura R, Fukuo Y, Kitajima T, Okochi T, Matsunaga S, Inada T, Kunugi H, Kato 

T, Yoshikawa T, Ujike H, Umene-Nakano W, Nakamura J, Ozaki N,Serretti A, Correll CU & Iwata 

N. 2011. The CLOCK gene and mood disorders: a case-control study and meta-analysis. 

Chronobiol Int, 28(9):825-833. 

Kronfeld-Schor N & Einat H. 2012. Circadian rhythms and depression: human psychopathology 

and animal models. Neuropharmacology, 62(1):101-114. 

Ko SH, Chang SC & Chen CH. 2010. A comparative study of sleep quality between pregnant and 

nonpregnant Taiwanese women. J Nurs Scholarsh, 42(1):23-30. 



143 
 

Koike N, Yoo SH, Huang HC, Kumar V, Lee C, Kim TK, Takahashi JS. 2012. Transcriptional 

architecture and chromatin landscape of the core circadian clock in mammals. Science, 

338(6105):349-354. 

Laitinen JT & Saavedra JM. 1990. Characterization of melatonin receptors in the 

rat suprachiasmatic nuclei: modulation of affinity with cations and guanine nucleotides. 

Endocrinology, 126(4):2110-2115. 

Landgraf D, McCarthy MJ & Welsh DK. 2014. Circadian clock and stress interactions in the 

molecular biology of psychiatric disorders. Curr Psychiatry Rep, 16(10):483. 

Lanes A, Kuk JL and Tamim 2011. Prevalence and characteristics of postpartum depression 

symptomatology among Canadian women: a cross-sectional study. BMC Public 

Health. 2011 May 11;11:302. 

Lavebratt C, Sjo¨holm LK, Partonen T, Schalling M, Forsell Y. 2010a. PER2 variation is associated 

with depression vulnerability. Am J Med Genet B Neuropsychiatr Genet, 153B:570-581. 

Lavebratt C, Sjöholm LK, Soronen P, Paunio T, Vawter MP, Bunney WE, Adolfsson R, Forsell 

Y, Wu JC, Kelsoe JR, Partonen T & Schalling M. 2010b. CRY2 is associated with depression. PLoS 

One, 5(2):e9407. 

Leak RK & Moore RY. 2001. Topographic organization of suprachiasmatic nucleus projection 

neurons. J Comp Neurol, 433(3):312-334. 

Lee KA. 1992. General sleep disturbance scale (GSDS). Sleep, 15:493-498. 



144 
 

Lee KA, McEnany G & Zaffike ME. 2000. REM sleep and mood state in childbearing women: 

sleepy or weepy? Sleep, 23(7) 877-885. 

Lee KA, Zaffke ME & McEnany G. 2000. Parity and sleep patterns during and after pregnancy. 

Obstet Gynecol, 95(1):14-18.  

Lee KY, Song JY, Kim SH, Kim SC, Joo EJ, Ahn YM & Kim YS. 2010. Association between CLOCK 

3111T/C and preferred circadian phase in Korean patients with bipolar disorder. Prog 

Neuropsychopharmacol, Biol Psychiatry, 34(7):1196–1201. 

Lee SY, Aycock DM & Moloney MF. 2013. Bright light therapy to promote sleep in mothers of 

low-birth-weight infants: a pilot study. Biol Res Nurs, 15(4):398-406. 

LeGates TA, Fernandez DC & Hattar S. 2014. Light as a central modulator of circadian rhythms, 

sleep and affect. Nat Rev Neurosci, 15(7):443-454.  

Letourneau NL, Dennis CL, Benzies K, Duffett-Leger L, Stewart M, Tryphonopoulos PD, Este D & 

Watson W. 2012. Postpartum depression is a family affair: addressing the impact on mothers, 

fathers, and children. Issues Ment Health Nurs, 33(7):445-457. 

Letourneau NL, Tramonte L & Willms JD. 2013. Maternal depression, family functioning and 

children's longitudinal development. J Pediatr Nurs, 28(3):223-234.  

Li JZ, Bunney BG, Meng F, Hagenauer MH, Walsh DM, Vawter MP, Evans SJ, Choudary 

PV, Cartagena P, Barchas JD, Schatzberg AF, Jones EG, Myers RM,Watson SJ Jr, Akil H & Bunney 

WE. 2013. Circadian patterns of gene expression in the human brain and disruption in major 

depressive disorder. Proc Natl Acad Sci USA, 110(24):9950–9955. 



145 
 

Lin YC, Chen MH, Hsieh CJ & Chen PC. 2011. Effect of rotating shift work on childbearing and 

birth weight: a study of women working in a semiconductor manufacturing factory. World J 

Pediatr, 7(2):129-135.  

Lindahl V, Pearson JL & Colpe L. 2005. Prevalence of suicidality during pregnancy and the 

postpartum. Arch Womens Ment Health, 8(2):77-87.  

Liu JJ, Sudic Hudic D,  Forsell Y, Schalling M, Osby U, Lavebratt C. 2015. Depression-associated 

ARNTL and PER2 genetic variants in psychotic disorders. Chronobiol Int, 32(4):579-584.  

Lucas A & St James-Roberts I. 1998. Crying, fussing and colic behaviour in breast and bottle-fed 

infants. Earl Hum Develop, 53(1):9-18. 

Maes M, Ombelet W, Libreccht I, Steves K, Kenis G, De Jongh R, Lin A, Cox J & Bosmans E. 1999. 

Effects of pregnancy and delivery on serum concentrations of Clara Cell Protein (CC16), an 

endogenous anticytokine: lower serum CC16 is related to postpartum depression. Psychiatry 

Res, 87:117-127.  

Maggioni C, Cornelissen G, Otsuka K, Halberg F, Consonni D, Nicolini U. 2005. Circadian 

rhythm of maternal blood pressure and fetal growth. Biomed Pharmacother, 59 Suppl 1:S86-91. 

Maglione JE, Nievergelt CM, Parimi N, Evans DS, Ancoli-Israel S, Stone KL, Yaffe K, Redline 

S, Tranah GJ; Study of Osteoporotic Fractures in Women (SOF) and Osteoporotic Fractures in 

Men Study (MrOS) Research Groups. 2015. Associations of PER3 and 

RORA Circadian Gene Polymorphisms and Depressive Symptoms in Older Adults. Am J Geriatr 

Psychiatry, pii: S1064-7481(15)00114-1. 



146 
 

Malkoff-Schwartz S, Frank E, Anderson B, Sherrill JT, Siegel L, Patterson D & Kupfer DJ. 1998. 

Stressful life events and social rhythm disruption in the onset of manic and depressive bipolar 

episodes: a preliminary investigation. Arch Gen Psychiatry, 55(8):702-707. 

Mamun AA, Clavarino AM, Najman JM, Williams GM, O'Callaghan MJ & Bor W. 2009. Maternal 

depression and the quality of marital relationship: a 14-year prospective study. J Womens 

Health (Larchmt), 18(12):2023-2031. 

Mansour HA, Wood J, Logue T, Chowdari KV, Dayal M, Kupfer DJ, Monk TH, Devlin B 

& Nimgaonkar VL. 2006. Association study of eight circadian genes with bipolar I disorder, 

schizoaffective disorder and schizophrenia. Genes Brain Behav, 5(2):150-157. 

Matsumoto K, Shinkoda H, Kang MJ & Seo YJ. 2003. Longitudinal Study of Mothers’ Sleep-Wake 

Behaviors and Circadian Time Patterns from Late Pregnancy to Postpartum – Monitoring of 

Wrist Actigraphy and Sleep Logs. Bio Rhythm, 34(3):265-278. 

Matthey and Ross-Hamid, 2011. The validity of DSM symptoms for depression and anxiety 

disorders during pregnancy. J Affect Disord, 133(3):546-552. 

May R, DeSantis M & Mead RA. 1985. The suprachiasmatic nuclei and retinohypothalamic tract 

in the western spotted skunk. Brain Res, 339(2):378-381. 

McCall WV, Blocker JN, D’Agostino R Jr, Kimball J, Boggs N, Lasater B, Haskett R, Krystal 

A, McDonald WM & Rosenquist PB. 2010. Treatment of insomnia in depressed insomniacs: 

effects on health-related quality of life, objective and selfreported sleep, and depression. J Clin 

Sleep Med, 6(4):322-932 



147 
 

McCarthy MJ & Welsh DK. 2012a. Cellular circadian clocks in mood disorders. J Biol Rhythms, 

27(5):339-352. 

McCarthy MJ, Nievergelt CM, Kelsoe JR & Welsh DK. 2012b. A survey of genomic studies 

supports association of circadian clock genes with bipolar disorder spectrum illnesses and 

lithium response. PLoS One, 7:e32091. 

McClung CA. 2013. How might circadian rhythms control mood? Let me count the ways… Biol 

Psychiatry, 74(4):242-249.  

McClung CA. 2007. Circadian genes, rhythms and the biology of mood disorders. Pharmacol 

Ther, 114(2):222-232. 

McCoy SJ, Beal JM, Paytom ME, Stewart AL, DeMers AM & Watson GH. 2008. 

Postpartum thyroid measures and depressive symptomology: a pilot study. J Am Osteopath 

Assoc, 108(9):503-507. 

McGarry J, Kim H, Sheng X, Egger M, Baksh L. Postpartum depression and help-seeking behavior. 

J Midwifery Womens Health, 54(1):50-56.  

McGrath CL, Glatt SJ, Sklar P, Le-Niculescu H, Kuczenski R, Doyle AE, Biederman J, Mick E, 

Faraone SV, Niculescu AB & Tsuang MT. 2009. Evidence for genetic association of RORB with 

bipolar disorder. BMC Psychiatry, 9:70. 

Meliska CJ, Martínez LF, Lopez AM, Sorenson DL, Nowakowski S, Kripke DF, Elliott J & Parry BL. 

2013. Antepartum depression severity is increased during seasonally longer nights: relationship 

to melatonin and cortisol timing and quantity. Chronobiol Int, 30(9):1160-1173.  



148 
 

Mendez N, Abarzua-Catalan L, Vilches N, Galdames HA, Spichiger C, Richter HG, Valenzuela 

GJ, Seron-Ferre M & Torres-Farfan C. 2012. Timed maternal melatonin treatment 

reverses circadian disruption of the fetal adrenal clock imposed by exposure to constant light. 

PLoS One, 7(8):e42713. 

Mendlewicz J, Linkowski P, Branchey L, Weinberg U, Weitzman ED & Branchey M. 1979. 

Abnormal 24 hour pattern of melatonin secretion in depression. Lancet, 2(8156-8157):1362. 

Meyer-Bernstein EL & Morin LP. 1996. Differential serotonergic innervation of the 

suprachiasmatic nucleus and the intergeniculate leaflet and its role in circadian rhythm 

modulation. J Neurosci, 16(6):2097-2111. 

Mezzacappa ES & Katlin ES. 2002. Breast-feeding is associated with reduced perceived stress 

and negative mood in mothers. Health Psychol, 21(2):187-193. 

Milhiet V, Etain B, Boudebesse C & Bellivier F. 2011. Circadian biomarkers, circadian genes and 

bipolar disorders. J Physiol Paris, 105(4-6):183-189. 

Millar A, Espie CA & Scott J. 2004. The sleep of remitted bipolar outpatients: a controlled 

naturalistic study using actigraphy. J Affect Disord, 80(2-3):145-53. 

Miller JD, Morin LP, Schwartz WJ & Moore RY. 1996. New insights into the mammalian circadian 

clock. Sleep, 19(8):641-667. 

Moehler E, Brunner R, Wiebel A, Reck C & Resch F. 2006. Maternal depressive symptoms in the 

postnatal period are associated with long-term impairment of mother-child bonding. Arch 

Womens Ment Health,  9(5):273-278. 



149 
 

Montgomery-Downs HE, Insana SP, Clegg-Kraynok MM & Mancini LM. 2010. Normative 

longitudinal maternal sleep: the first 4 postpartum months. Am J Obstet Gynecol, 203(5):465.e1-

7. 

Moore RY. 1993. Organization of the primate circadian system. J Biol Rhythms, 8(Suppl:S3-9). 

Moore RY & Eichler VB. 1972. Loss of a circadian adrenal corticosterone rhythm following 

suprachiasmatic lesions in the rat. Brain Res, 42(1):201-206. 

Moore RY & Lenn NJ. 1972. A retinohypothalamic projection in the rat. J Comp Neurol, 146(1):1-

14.  

Morin LP. 2013. Neuroanatomy of the extended circadian rhythm system. Exp Neurol, 243:4-20. 

Morris DW, Trivedi MH, Fava M, Wisniewski SR, Balasubramani GK, Khan AY, Jain S & Rush AJ. 

2009. Diurnal mood variation in outpatients with major depressive disorder. Depress Anxiety, 

26(9):851-863. 

Mosko S & Moore RY. 1979. Retinohypothalamic tract development: alteration by 

suprachiasmatic lesions in the neonatal rat. Brain Res, 164:1-15. 

Murray L, Arteche A, Fearon P, Halligan S, Goodyer I & Cooper P. 2011. Maternal postnatal 

depression and the development of depression in offspring up to 16 years of age. J Am Acad 

Child Adolesc Psychiatry, 50(5):460-470. 

Murray L, Cooper P & Fearon P. 2014. Parenting difficulties and postnatal depression: 

implications for primary healthcare assessment and intervention. Community Pract, 87(11):34-

38. 



150 
 

Murray G & Harvey A. 2010. Circadian rhythms and sleep in bipolar disorder. Bipolar Disord, 

(5):459-72.  

Nair NP, Hariharasubramanian N, & Pilapil C. 1984. Circadian rhythm of plasma melatonin in 

endogenous depression. Prog Neuropsychopharmacol Biol Psychiatry, 8(4-6):715-718. 

Naud K, Ouellet A, Brown C, Pasquier JC & Moutquin JM. 2010. Is sleep disturbed in pregnancy? 

J Obstet Gynaecol Can, 32(1):28-34. 

Ng TH, Chung KF, Ho FY, Yeung WF, Yung KP & Lam TH. 2015. Sleep-wake disturbance in 

interepisode bipolar disorder and high-risk individuals: a systematic review and meta-analysis. 

Sleep Med Rev, 20:46-58. 

Nievergelt CM, Kripke DF, Barrett TB, Burg E, Remick RA, Sadovnick AD, McElroy SL, Keck PE Jr, 

Schork NJ & Kelsoe JR. 2006. Suggestive evidence for association of the circadian genes PERIOD3 

and ARNTL with bipolar disorder. Am J Med Genet B Neuropsychiatr Genet, 141:234-241. 

Nishihara K, Horiuchi S, Eto H, Uchida S. 2002. The development of infants' circadian rest-activity 

rhythm and mothers' rhythm. Physiol Behav, 77(1):91-98. 

Norhayati MN, Nik Hazlina NH, Asrenee AR & Emilin WM. 2014. Magnitude and risk factors for 

postpartum symptoms: a literature review. J Affect Disord, 175:34-52.  

Nurnberger JI Jr, Adkins S, Lahiri DK, Mayeda A, Hu K, Lewy A, Miller A, Bowman ES, Miller 

MJ, Rau L, Smiley C & Davis-Singh D. 2000. Melatonin suppression by light in euthymic bipolar 

and unipolar patients. Arch Gen Psychiatry, 57(6):572-579.  



151 
 

O’Hara MW & Wisner KL. 2014. Perinatal mental illness: definition, description and aetiology. 

Best Pract Res Clin Obstet Gynaecol, 28(1):3-12. 

O'Higgins M, Roberts IS, Glover V & Taylor A. 2013. Mother-child bonding at 1 year; associations 

with symptoms of postnatal depression and bonding in the first few weeks. Arch Womens Ment 

Health, 16(5):381-389. 

Ohoka H, Koide T, Goto S, Murase S, Kanai A, Masuda T, Aleksic B, Ishikawa N, Furumura K & 

Ozaki N. 2014. Effects of maternal depressive symptomatology during pregnancy and the 

postpartum period on infant-mother attachment. Psychiatry Clin Neurosci, 68(8):631-639. 

Osborne LM & Monk C. 2013. Perinatal depression--the fourth inflammatory morbidity of 

pregnancy?: Theory and literature review. Psychoneuroendocrinology, 38(10):1929-1952. 

Okun ML & Coussons-Read ME. 2007. Sleep disruption during pregnancy: How does it influence 

serum cytokines? J Reprod Immunol, 73(2):158-165. 

Okun ML, Hanusa BH, Hall M & Wisner KL. 2009. Sleep complaints in late pregnancy and the 

recurrence of postpartum depression. Behav Sleep Med, 7(2):106-117. 

Okun ML, Luther J, Prather AA, Perel JM, Wisniewski S & Wisner KL. 2011. Changes in sleep 

quality, but not hormones predict time to postpartum depression recurrence. J Affect Disord, 

130(3):378-84.  

Olbrich S & Arns M. 2013. EEG biomarkers in major depressive disorder: discriminative power 

and prediction of treatment response. Int Rev Psychiatry, 25(5):604-18. 



152 
 

Park EM, Meltzer-Brody S & Stickgold R. 2013. Poor sleep maintenance and subjective sleep 

quality are associated with postpartum maternal depression symptom severity. Arch Womens 

Ment Health, 16(6):539-47.  

Parry BL, Curran ML, Stuenkel CA, Yokimozo M, Tam L, Powell KA & Gillin JC. 2000. Can critically 

timed sleep deprivation be useful in pregnancy and postpartum depressions? J Affect Disord, 

60(3):201-12.  

Parry BL, Meliska CJ, Sorenson DL, Lopez AM, Martinez LF, Nowakowski S, Elliott JA, Hauger 

RL, Kripke DF. 2008. Plasma melatonin circadian rhythm disturbances 

during pregnancy and postpartum in depressed women and women with personal or family 

histories of depression. Am J Psychiatry, 165(12):1551-1558. 

Partonen T. 2012. Clock gene variants in mood and anxiety disorders. J Neural Transm, 

119(10):1133-1145. 

Payne JL, Roy PS, Murphy-Eberenz K, Weismann MM, Swartz KL, McInnis MG Nwulia 

E, Mondimore FM, MacKinnon DF, Miller EB, Nurnberger JI, Levinson DF, DePaulo JR Jr & Potash 

JB. 2007. Reproductive cycle-associated mood symptoms in women with major depression and 

bipolar I disorder. J Affect Disord, 99(1-3):221-229. 

Pedrazzoli M, Louzada FM, Pereira DS, Benedito-Silva AA, Lopez AR, Martynhak BJ, Korczak 

AL, Koike Bdel V, Barbosa AA, D'Almeida V & Tufik S. 2007. Clock polymorphisms and circadian 

rhythms phenotypes in a sample of the Brazilian population. Chronobiol Int, 24(1):1-8. 

Peterson MJ & Benca RM. 2008. Sleep in mood disorders. Sleep Med Clin, 3(2):231-49. 



153 
 

Pevet P & Challet E. 2011. Melatonin: both master clock output and internal time-giver in the 

circadian clocks network. J Physiol Paris, 105(4-6):170-82.  

Pinho M, Sehmbi M, Cudney LE, Kauer-Sant'anna M, Magalhães PV, Reinares M, Bonnín 

CM, Sassi RB, Kapczinski F, Colom F, Vieta E, Frey BN & Rosa AR. 2015. The association between 

biological rhythms, depression, and functioning in bipolar disorder: a large multi-center study. 

Acta Psychiatr Scand. 2015 May 22. doi: 10.1111/acps.12442. [Epub ahead of print] 

Pio de Almeida LS, Jansen K, Kohler CA, Pinheiro RT, da Silva RA, Bonini JS. 2012. 

Working and short-term memories are impaired in postpartum depression. J Affect Disord, 

136(3):1238-1242. 

Piteo AM, Roberts RM, Nettelbeck T, Burns N, Lushington K, Martin AJ & Kennedy JD. 2013. 

Postnatal depression mediates the relationship between infant and maternal sleep disruption 

and family dysfunction. Early Hum Dev, 89(2):69-74. 

Pitrosky B, Kirsch R, Malan A, Mocaer E & Pevet P. 1999. Organization of rat circadian rhythms 

during daily infusion of melatonin or S20098, a melatonin agonist. Am J Physiol, 277:R8126-

R8128. 

Posmontier B. 2008. Sleep quality in women with and without postpartum depression. J Obstet 

Gynecol Neonatal Nurs. 2008 Nov-Dec;37(6):722-35; quiz 735-737.  

Ramsay IN and Torbet TE. 1993. Incidence of abnormal voiding parameters in the immediate 

postpartum period. Neurourol Urodyn, 12(2):179-183. 



154 
 

Rausch JL, Johnson ME, Corley KM, Hobby HM, Shendarkar N, Fei Y, Ganapathy V & Leibach FH. 

2003. Depressed patients have higher body temperature: 5-HT transporter long promoter region 

effects. Neuropsychobiology, 47(3):120-127. 

Raymond JE. 2009. ‘Creating a safety net’: Women’s experiences of antenatal depression and 

their identification of helpful community support and services during pregnancy. 

Reiter RJ, Tan DX, Korkmaz A & Rosales-Corral SA. 2014. Melatonin and stable circadian rhythms 

optimize maternal, placental and fetal physiology. Hum Reprod Update, 20(2):293-307.  

Reppert SM & Weaver DR. 2002. Coordination of circadian timing in mammals. Nature, 

418(6901):935-941. 

Rhebergen D, Korten NC, Penninx BW, Stek ML, van der Mast RC, Oude Voshaar R & Comijs HC. 

2015. Hypothalamic-pituitary-adrenal axis activity in older persons with and without 

a depressive disorder. Psychoneuroendocrinology, 51:341-350. 

Ritter PS, Marx C, Lewtshenko N, Pfeiffer S, Leopold K, Bauer M & Pfennig A. 2012. The 

characteristics of sleep in patients with manifest bipolar disorder, subjects at high risk of 

developing the disease and healthy controls. Journal of Neural Transmission, 119(10): 1173-

1184. 

Roberts RE, Shema SJ, Kaplan GA & Strawbridge WJ. 2000. Sleep complaints and depression in 

an aging cohort: a prospective perspective. Am J Psychiatry, 157(1):81-88. 

Rocha PM, Neves FS & Correa H. 2013. Significant sleep disturbances in 

euthymic bipolar patients. Compr Psychiatry, 54(7):1003-1008. 



155 
 

Rosen LN, Targum SD, Terman M, Bryant MJ, Hoffman H, Kasper SF, Hamovit JR, Docherty JP, 

Welch B & Rosenthal NE. 1990. Prevalence of seasonal affective disorder at four latitudes. 

Psychiatry Res, 31:131-144. 

Rotenberg  VS, Shami E, Barak Y, Indursky P, Kayumov L & Mark M.  2002. REM sleep latency and 

wakefulness in the fi rst sleep cycle as markers of major depression: A controlled study vs. 

schizophrenia and normal controls. Prog Neuropsychopharmacol Biol Psychiatry, 26(6):1211-

1215. 

Rudolf GA & Tolle R. 1978. Sleep deprivation and circadian rhythm in depression. Psychiatr Clin 

(Basel), 11(4):198-212.  

Sadeh A & Acebo C. 2002. The role of actigraphy in sleep medicine. Sleep Med Rev, 6(2):113-124. 

Salvatore P, Indic P, Murray G, Baldessarini RJ. 2012. Biological rhythms and mood disorders. 

Dialogues Clin Neurosci. 2012 Dec;14(4):369-79. 

Schiller CE, Meltzer-Brody S & Rubinow DR. 2015. The role of reproductive hormones in 

postpartum depression. CNS Spectr, 20(1):48-59.  

Schnell A, Albrecht U & Sandrelli F. 2014. Rhythm and mood: relationships between the 

circadian clock and mood-related behaviour. Behav Neurosci, 128(3):326-343. 

Scrandis DA, Langenberg P, Tonelli LH, Sheikh TM, Manogura AC, Alberico LA, Hermanstyne T, 

Fuchs D, Mighty H, Hasday JD, Boteva K & Postolache TT. 2008. Prepartum depressive symptoms 

correlate positively with C-Reactive Protein levels and negatively with tryptophan levels: a 

preliminary report. Int J Child Health Hum Dev, 1(2):167–174. 



156 
 

Segre LS, O’Hara MW, Arndt S & Stuart S. 2007. The prevalence of postpartum depression: the 

relative significance of three social status indices. Soc Psychiatry Psychiatr Epidemiol, 42:316-21. 

Sellers R, Collishaw S, Rice F, Thapar AK, Potter R, Mars B, Harold GT, Smith DJ, Owen MJ, 

Craddock N, Thapar A. 2013. Risk of psychopathology in adolescent offspring of mothers with 

psychopathology and recurrent depression. Br J Psychiatry, 202:108-114.  

Sequeira A, Morgan L, Walsh DM, Cartagena PM, Choudary P, Li J Schatzberg AF, Watson SJ, Akil 

H, Myers RM, Jones EG, Bunney WE & Vawter MP. 2012. Gene expression changes in the 

prefrontal cortex, anterior cingulate cortex and nucleus accumbens of mood disorders subjects 

that committed suicide. PLoS One, 7: e35367. 

Serretti A, Colombo C, Barbini B, Lorenzi C, Campori E & Smeraldi E. 2003. Influence of CLOCK 

gene polymorphism on circadian mood fluctuation and illness recurrence in bipolar depression. 

Am. J Med Genet B Neuropsychiatr Genet, 123B:23-26. 

Shahsavand-Ananloo E, Berenji F, Sadeghniiat K, Alimadadi A, Zahiroddin AR, Tabatabaee 

M, Abbasi-Asl M & Ghaeli P. 2013. Comparing effects of citalopram with fluoxetine 

on sleep quality in patients with major depressive disorder. Eur Rev Med Pharmacol Sci, 

17(9):1155-61. 

Sharkey KM, Pearlstein TB, Carskadon MA. 2013. Circadian phase shifts and mood across the 

perinatal period in women with a history of major depressive disorder: a preliminary 

communication. J Affect Disord, 150(3):1103-1108. 



157 
 

Shi SQ, Ansari TS, McGuinness OP, Wasserman DH & Johnson CH. 2013. Circadian disruption 

leads to insulin resistance and obesity. Curr Biol, 23:372-381. 

Shields N, Reid M, Cheyne H, Holmes A, McGinley M, Turnbull D & Smith LN. 1997. Impact of 

midwife-managed care in the postnatal period: An exploration of psychosocial outcomes. J 

Reprod Infant Psychol, 15(2):91-108. 

Shinkoda H, Matsumoto K & Park YM. 1999. Changes in sleep-wake cycle during the period from 

late pregnancy to pueriperium identified through wrist actigraph and sleep logs. Psychiatry Clin 

Neurosci, 53(2):133-135. 

Sibolboro Mezzacappa E & Endicott J. 2007. Parity mediates the association between infant 

feeding method and maternal depressive symptoms in the postpartum. Arch Womens Ment 

Health, 10(6):259-66. 

Signal TL, Gale J & Gander PH. 2005. Sleep measurement in flight crew: comparing actigraphic 

and subjective estimates to polysomnography. Aviat Space Environ Med, 76(11):1058-63.  

Sit D, Rothschild AJ & Wisner KL. 2006. A review of postpartum psychosis. J Womens Health 

(Larchmt), 15(4):352-368. 

Sit D, Seltman H & Wisner KL. 2011. Seasonal effects on depression risk and suicidal symptoms 

in postpartum women. Depress Anxiety, 28(5):400-405. 

Skalkidou A, Sylvén SM, Papadopoulos FC, Olovsson M, Larsson A & Sundström-Poromaa I. 2009. 

Risk of postpartum depression in association with serum leptin and interleukin-6 levels at 



158 
 

delivery: A nested case-control study within the UPPSAT cohort. Psychoneuroendocrinology, 

34:1329-1337. 

Skeldon AC, Dijk DJ & Dirk G. 2014. Mathematical models for sleep-wake dynamics: comparison 

of the two-process model and a mutual inhibition neuronal model. PLoS One, 9(8):e103877. 

Soehner AM, Kaplan KA & Harvey AG. 2014. Prevalence and clinical correlates of co-occurring 

insomnia and hypersomnia symptoms in depression. J Affect Disord, 167:93-97. 

Soria V, Martínez-Amorós E, Escaramís G, Valero J, Pérez-Egea R, García C, Gutiérrez-Zotes 

A, Puigdemont D, Bayés M, Crespo JM, Martorell L, Vilella E,Labad A, Vallejo J, Pérez V, Menchón 

JM, Estivill X, Gratacòs M & Urretavizcaya M. 2010. Differential association of circadian genes 

with mood disorders: CRY1 and NPAS2 are associated with unipolar major depression and 

CLOCK and VIP with bipolar disorder. Neuropsychopharmacology, 35(6):1279-1289.  

Sothern RB, Slover GP & Morris RW. 1993. Circannual and menstrual rhythm characteristics in 

manic episodes and body temperature. Biol Psych, 33(3):194–203. 

Souetre E, Salvati E, Wehr TA, Sack DA, Krebs B, Darcourt G. 1988. Twentyfour-hour profiles of 

body temperature and plasma TSH in bipolar patients during depression and during remission 

and in normal control subjects. Am J Psychiatry, 145(9):1133–1137. 

Stein A, Pearson RM, Goodman SH, Rapa E, Rahman A, McCallum M, Howard LM & Pariante CM. 

2014. Effects of perinatal mental disorders on the fetus and child. Lancet, 384(9956):1800-1819. 

Stephan FK & Zucker I. 1972. Circadian rhythms in drinking behavior and locomotor activity of 

rats are eliminated by hypothalamic lesions. Proc Natl Acad Sci U S A, 69(6):1583-1586. 



159 
 

Stetler C, Dickerson SS & Miller GE. 2004. Uncoupling of social zeitgebers and diurnal cortisol 

secretion in clinical depression. Psychoneuroendocrinology, 29(10):1250-1259. 

Suburo AM & Pellegrino de Iraldi A. 1969. An ultrastructural study of the rat’s suprachiasmatic 

nucleus. J Anat, 105(Pt 3):439-446. 

Swanson LM, Flynn H, Adams-Mundy JD, Armitage R & Arnedt JT. 2013. An open pilot of 

cognitive-behavioral therapy for insomnia in women with postpartum depression. 

Behav Sleep Med, 11(4):297-307.  

Swanson LM, Pickett SM, Flynn H & Armitage R. 2011. Relationships among depression, anxiety, 

and insomnia symptoms in perinatal women seeking mental health treatment. J 

Womens Health (Larchmt), 20(4):553-558. 

Sylven SM, Elenis E, Michelakos T, Larsson A, Olovsson M, Poromaa IS, Skalkidou A. 2013. 

Thyroid function tests at delivery and risk for postpartum depressive symptoms. 

Psychoneuroendocrinology, 38(7):1007-1013. 

Sylven SM, Papadopoulos FC, Olovsson M, Ekselius L, Poromaa IS, Skalkidou A. 2011. Seasonality 

patterns in postpartum depression. Am J Obstet Gynecol, 204(5):413.e1-6. 

Sylvia LG, Alloy LB, Hafner JA, Gauger MC, Verdon K & Abramson LY. 2009. Life events and social 

rhythms in bipolar spectrum disorders: a prospective study. Behav Ther, 40(2):131-141. 

Sylvia LG, Dupuy JM, Ostacher MJ, Cowperthwait CM, Hay AC, Sachs GS, Nierenberg AA & Perlis 

RH. 2012. Sleep disturbance in euthymic bipolar patients. J Psychopharmacol, 26(8):1108-1112. 



160 
 

Tabb KM, Gavin AR, Guo Y, Huang H, Debiec K & Katon W. 2013. Views and experiences of 

suicidal ideation during pregnancy and the postpartum: findings from interviews with maternal 

care clinic patients. Women Health, 53(5), 519-535.  

Terman M & Terman JS. 2005. Light therapy for seasonal and non-seasonal depression: efficacy, 

protocol, safety, and side effects. CNS Spectr, 10:647-663. 

Terracciano A, Tanaka T, Sutin AR, Sanna S, Deiana B, Lai S, Uda M, Schlessinger D, Abecasis GR, 

Ferrucci L & Costa PT Jr. 2010. Genome-wide association scan of trait depression. Biol 

Psychiatry, 68:811-817. 

Thomas KA, Burr RL, Spieker S, Lee J & Chen J. 2014. Mother-infant circadian rhythm: 

development of individual patterns and dyadic synchrony. Early Hum Dev, 90(12):885-890.  

Thompson C, Franey C, Arendt J & Checkley SA. 1988. A comparison of melatonin secretion in 

depressed patients and normal subjects. Br J Psychiatry, 152:260-265. 

Tolle R & Goetze U. 1987. On the daily rhythm of depression symptomatology. Psychopathology, 

20:237e249. 

Tsai SY, Barnard KE, Lentz MJ & Thomas KA. 2011. Mother-infant activity synchrony as a 

correlate of the emergence of circadian rhythm. Biol Res Nurs, 13(1):80-88. 

Tsai SY, Lin JW, Kuo LT, Lee CN & Landis CA. 2013. Nighttime Sleep, Daytime Napping, and Labor 

Outcomes in Healthy Pregnant Women in Taiwan. Res Nurs Health, 36(6):612-622. 

Tsai SY, Kuo LT, Lai YH & Lee CN. 2011. Factors associated with sleep quality in pregnant women: 

a prospective observational study. Nurs Res, 60(6):405-412. 



161 
 

Tsai SY & Thomas KA. 2012. Sleep disturbances and depressive symptoms in healthy postpartum 

women: a pilot study. Res Nurs Health, 35(3):314-323. 

Turek FW. 1985. Circadian neural rhythms in mammals. Annu Rev Physiol, 47:49-64.  

Utge SJ, Soronen P, Loukola A, Kronholm E, Ollila HM, Pirkola S, PorkkaHeiskanen T, Partonen, T 

& Paunio T. 2010. Systematic analysis of circadian genes in a population-based sample reveals 

association of TIMELESS with depression and sleep disturbance. PLoS One, 5(2):e9259. 

Valiengo LL, Soeiro-de-Souza MG, Marques AH, Moreno DH, Juruena MF, Andreazza AC, Gattaz 

WF & Machado-Vieira R. 2012. Plasma cortisol in first episode drug-naïve mania: differential 

levels in euphoric versus irritable mood. J Affect Disord, 138(1-2):149-152. 

Van der Woude DA Pijnenborg JM & de Vries J. 2015. Health status and quality of life in 

postpartum women: a systematic review of associated factors. Eur J Obstet Gynecol Reprod Biol, 

185:45-52. 

van Esseveldt KE, Lehman MN & Boer GJ. 2000. The suprachiasmatic nucleus and the circadian 

time-keeping system revisited. Brain Res Brain Res Rev, 33(1):34-77.  

Van Ravesteyn LM, Tulen JH, Kamperman AM, Raats ME, Schneider AJ, Birnie E, Steegers EA, 

Hoogendijk WJ, Tiemeier HW & Lambregtse-van den Berg MP. 2014. Perceived sleep quality is 

worse than objective parameters of sleep in pregnant women with a mental disorder. J Clin 

Sleep Med, 10(10):1137-41.  



162 
 

Verbeek T, Bockting CL, van Pampus MG, Ormel J, Meijer JL, Hartman CA, Burger H. 2012. 

Postpartum depression predicts offspring mental health problems in adolescence independently 

of parental lifetime psychopathology. J Affect Disord, 136:948-954.  

Viguera AC, Tondo L, Koukopoulos AE, Reginaldi D, Lepri B & Baldessarini RJ. 2011. Episodes of 

mood disorders in 2,252 pregnancies and postpartum periods. Am J Psychiatry, 168(11):1179-

1185. 

Voderholzer U, Valerius G, Schaerer L, Riemann D, Giedke H, Schwärzler F, Berger M & Wiegand 

M. 2003. Is the antidepressive effect of sleep deprivation stabilized by a three day phase 

advance of the sleep period? A pilot study. Eur Arch Psychiatry Clin Neurosci, 253(2):68-72. 

Vrshek-Schallhorn S, Doane LD, Mineka S, Zinbarg RE, Craske MG & Adam EK. 2013. The cortisol 

awakening response predicts major depression: predictive stability over a 4-year follow-up and 

effect of depression history. Psychol Med, 43(3):483-493.  

Waters MA & Lee KA. 1996. Differences between primigravidae and multigravidae mothers in 

sleep disturbances, fatigue, and functional status. J Nurse Midwifery, 41(5):364-367. 

Webster J, Nicholas C, Velacott C, Cridland N, Fawcett L. 2011. Quality of life and depression 

following childbirth: impact of social support. Midwifery, 27(5):745-9.  

Welsh DK, Yoo SH, Liu AC, Takahashi JS & Kay SA. 2004. Bioluminescence imaging of individual 

fibroblasts reveals persistent, independently phased circadian rhythms of clock gene expression. 

Curr Biol, 14:2289 -2295. 



163 
 

Welsh DK, Takahashi JS & Kay SA. 2010. Suprachiasmatic nucleus: cell autonomy and network 

properties. Annu Rev Physiol, 72:551-577. 

Wever R. 1975. Autonomous Circadian Rhythms in Man Singly Versus Collectively Isolated 

Subjects. Naturwissenschaften, 62(9): 443-444.  

Wichniak A, Wierzbicka A & Jernajczyk W. 2012. Sleep and antidepressant treatment. Curr 

Pharm Des, 18(36):5802-5817. 

Wilson DL, Fung A, Walker SP, & Barnes M. 2013. Subjective reports versus objective 

measurement of sleep latency and sleep duration in pregnancy. Behav Sleep Med, 11(3):207-

221. 

Wirz-Justice A. 2006. Biological rhythm disturbances in mood disorders. Int Clin 

Psychopharmacol, 21(suppl 1):S11-S15.  

Wirz-Justice A. 2008. Diurnal variation of depressive symptoms. Dialogues in Clinical 

Neuroscience, 10:337-343. 

Wolfson AR, Crowley SJ, Anwer U & Bassett JL. 2003. Changes in sleep patterns and depressive 

symptoms in first-time mothers: last trimester to 1-year postpartum. Behav Sleep Med, 1(1):54-

67.  

Wu JC & Bunney EE. 1990. The biological basis of an antidepressant response to sleep 

deprivation and relapse: review and hypothesis. Am J Psychiatry, 147(1):14-21. 

Wu M, Li X, Feng B, Wu H, Qiu C & Zhang W. 2014. Poor sleep quality of third-trimester 

pregnancy is a risk factor for postpartum depression. Med Sci Monit, 20(20):2740-2745. 



164 
 

Wu YH, Ursinus J, Zhou JN, Scheer FA, Ai-Min B, Jockers R, van Heerikhuize J & Swaab DF. 2013. 

Alterations of melatonin receptors MT1 and MT2 in the hypothalamic suprachiasmatic nucleus 

during depression. J Affect Disord, 148(2-3):357-67. 

Wurts SW & Edgar DM. 2000. Circadian and homeostatic control of rapid eye movement 

(REM) sleep: promotion of REM tendency by the suprachiasmatic nucleus. J Neurosci, 

20(11):4300-4310. 

Yamazaki S, Numano R, Abe M, Hida A, Takahashi R, Ueda M, Block GD, Sakaki Y, Menaker M 

& Tei H. 2000. Resetting central and peripheral circadian oscillators in transgenic rats. Science, 

288(5466):682-685. 

Yates WR, Mitchell J, Rush AJ, Trivedi MH, Wisniewski SR, Warden D, Hauger RB, Fava M, Gaynes 

BN, Husain MM & Bryan C. 2004. Clinical features of depressed outpatients with and without 

cooccurring general medical conditions in STAR* D. Gen Hosp Psychiatry, 26(6):421-429. 

Yim IS, Glynn LM, Dunkel-Schetter C, Hobel CJ, Chicz-DeMet A & Sandman CA. 2009. Risk of 

postpartum depressive symptoms with elevated corticotropin-releasing hormone in human 

pregnancy. Arch Gen Psychiatry, 66(2):162-169.  

Yonkers KA, Smith MV, Lin H, Howell HB, Shao L, Rosenheck RA. 2009. Depression screening of 

perinatal women: an evaluation of the healthy start depression initiative. Psychiatr Serv, 

60(3):322-328.  

Zajecka JM. 2013. Residual symptoms and relapse: mood, cognitive symptoms, 

and sleep disturbances. J Clin Psychiatry, 74(Suppl2):9-13.  



165 
 

Zhu JL, Hjollund NH, Andersen AM & Olsen J. 2004. Shift work, job stress, and late fetal loss: the 

National Birth Cohort in Denmark. J Occup Environ Med, 46:1144-1149. 

Zornoza-Moreno M, Fuentes-Hernandez S, Sanchez-Solis M, Rol MA, Larque E & Madrid JA. 

2011. Assessment of circadian rhythms of both skin temperature and motor activity in infants 

during the first 6 months of life. Chronobiol Int, 28(4):330-337.  

 


