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The time around childbirth is an important period in life for the 
expecting couple. The transition to parenthood has critical psy-
chosocial consequences for both parents, and requires personal 
adjustments that are not only physical but also mental and so-
cial (Feldman, 2015; Sundstrom Poromaa, Comasco, Georgakis, & 
Skalkidou, 2017). On top of that, the preceding pregnancy is a con-
siderable biological stressor for the mother, triggering and testing 
her underlying somatic and mental sensitivities (Skalkidou, Hellgren, 
Comasco, Sylven, & Sundstrom, 2012). One of the most prevalent 
mental health problems during this critical time period is peripar-
tum depression (PPD), which affects more than 10% of women 
during pregnancy and/or after childbirth (Biaggi, Conroy, Pawlby, 
& Pariante, 2016). PPD is defined as a depressive episode starting 
in pregnancy or in the postpartum period. The disorder is recog-
nized worldwide, with higher prevalence in low-income and mid-
dle-income countries compared to high-income countries (Biaggi 
et al., 2016).

The aim of this In Focus issue is to critically review the clinical lit-
erature on PPD, highlight important biological mechanisms that may 
contribute to onset of PPD, point to important future research areas, 
and move the scientific field forward by providing recommendations 
for consensus on PPD research guidelines.

While numerous studies on peripartum depression have been 
published, Kimmel and colleagues point out that most of the re-
search has dealt with incidence estimates and risk factors, studies 
are mostly cross-sectional rather than longitudinal and often un-
derpowered for the investigation of multiple risk factors (Kimmel, 
Bauer, & Meltzer-Brody, 2019). Based on the current literature, risk 
factors can be grouped into two main categories: biological and psy-
chosocial. The biological research mostly focuses on the endocrine 

system, the immune system, and genetic factors, whereas the psy-
chosocial literature addresses stressors and interpersonal relation-
ships or support. The downside of this bifurcated literature on PPD 
is that bio-psychosocial processes and interactions are neglected, 
and integrative models remain underdeveloped and untested. An 
important message of this In Focus issue is, thus, to move the field 
toward wide-scale collaborations, as it has, already, been done in 
other fields in medicine (Kimmel et al., 2019).

An important area for future studies is the heterogeneity of PPD 
and the need for refinement of phenotypes and symptomology. The 
study by Wikman and co-workers is a valuable attempt to define the 
characteristics of different PPD trajectories, comparing women who 
developed their depressive episodes during pregnancy with those 
who had an early or late postpartum onset and those who were 
chronically depressed (Wikman et al., 2019). Their findings suggest 
that different PPD trajectories have different biological and socio-
economic correlates, most strikingly for the early postpartum onset, 
which should guide the development of personalized treatments 
(Wikman et al., 2019).

Frokjaer addresses the endocrine environment of the postpar-
tum period, especially estradiol, as a potential contributor to the 
onset of depressive symptoms (Frokjaer, 2021). Using a randomized 
controlled trial on gonadotropin releasing hormone agonist treat-
ment as a model of estrogen change and deficiency, together with 
multimodal neuroimaging and epigenetic markers, she sets the stage 
for a cascade of effects that put susceptible women at increased 
risk of depression. These estrogen deficiency-induced perturbations 
include changes in synaptic serotonin, disengagement of the hippo-
campus and brain regions of the reward circuit, and overuse of emo-
tion processing networks (Frokjaer, 2021).
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Presumably induced by hormonal changes, Medina and Workman 
discuss neurogenesis in the hippocampus and olfactory bulb across 
pregnancy and postpartum (Medina & Workman, 2018). Their re-
view synthesizes the extensive cross-species literature, pointing to 
increased cell proliferation in certain parts of the hippocampus and 
the olfactory bulb, and decreased neuron survival in other areas of 
the hippocampus in the postpartum period. In addition, the authors 
also discuss how the pregnancy-induced changes tie to maternal be-
havior and mental health (Medina & Workman, 2018). These findings 
are incredibly important as we are just starting to unravel structural 
brain changes also in newly delivered women.

A problematic area in PPD research is the identification of biomark-
ers, including genetic biomarkers, which has been limited by difficulties 
in obtaining large enough sample sizes, critical for adequate statisti-
cal power. Brann and colleagues have investigated the usefulness of 
inflammatory markers for prediction of postpartum depression, and 
identified a set of five markers that individually showed promise for 
the prediction of PPD with early postpartum onset (Bränn et al., 2018). 
At the same time, this study is a good example of the problems in this 
field; since the immune system changes throughout pregnancy and 
even more after delivery, biomarker development needs to take the 
timing of assessment and PPD trajectory phenotype into account.

In conclusion, this In Focus issue gives a broad understanding of 
where we are today in terms of peripartum depression research, and 
what we need to do in the future (Kimmel et al., 2019). Future research 
on PPD should focus on expanding large-scale collaborations, allow 
for standardization of research approaches, and integrate biological 
and psychological variables. We need new research definitions of PPD 
that consider timing of onset and duration. We should focus on indi-
vidual symptoms like anxiety and anhedonia rather than on diagnos-
tic entities. Finally, future research guidelines must encourage mixed 
qualitative and quantitative methods and make use of stakeholder ad-
visory councils and women with lived experience of PPD.
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