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LETTER TO THE EDITOR
Relationship Between Placental
Corticotropin-Releasing
Hormone and Postpartum
Depression: Can Defining
What ”Postpartum Depression”
Means Make a Difference?
Glynn and Sandman (1) described that increased levels
of placental corticotropin-releasing hormone (pCRH) at
midpregnancy are associated with increased risk of devel-
oping depressive symptoms at 3 months postpartum. Previ-
ous studies have also addressed the association between
pCRH during pregnancy and the risk of postpartum de-
pression (PPD), but with conflicting results (2–5). Glynn
and Sandman, as well as the authors from previous studies,
have defined PPD based on the presence of depressive
symptoms on the postpartum period, whether or not the
onset of symptoms was during pregnancy. We are con-
cerned that this may not be the most appropriate strategy
to define PPD and believe that this might have influenced
their results. Not distinguishing women with depressive
symptoms during and after pregnancy from those with
depressive symptoms exclusively after pregnancy might
have influenced the results because there is evidence that
antenatal depression and PPD have different underlying
physiopathological mechanisms, including differences in
hypothalamus-pituitary-adrenal (HPA) axis function (6).
According to Kammerer et al. (6), pCRH-induced HPA axis
hyperactivity could contribute to antenatal depression,
whereas HPA hypoactivity typically seen in the postpartum
period resulting from the abrupt fall in pCRH levels could
underlie PPD. We therefore believe that the role of pCRH
in the development of PPD would be best addressed by
assessing women with depressive symptoms with onset
exclusively in the postpartum period. Distinguishing the
latter from women whose symptoms were already present
during pregnancy would possibly bring new insights into
HPA axis involvement in PPD.
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The Authors Reply
As Zaconeta et al. observe, in our article demonstrating
a link between postpartum depression and placental
corticotropin-releasing hormone, we defined postpartum
depression “on the basis of the presence of depressive
symptoms on the postpartum period” (1). We disagree with
the authors' assertion that this may not be an appropriate ap-
proach. We do agree, however, that it is important to deter-
mine the presence or absence of prenatal depression to
understand the genesis of postpartum depression. In our re-
port, prenatal depressive symptoms were not part of the
criteria for defining postpartum depression, but they were
taken into consideration in our analysis strategy. We agree
that frameworks such as those provided by Kammerer et al.
(2) (discussed in some detail in our article) and our own
work (3) underscore the importance of considering the
timing of symptoms, both prepartum and postpartum. We
did address the presence of prenatal depressive symptoms
in our article by including antenatal depressive symptoms
as additional predictors in all analyses involving postpar-
tum symptoms. However, Zaconeta et al. propose an
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Letter to the Editor
alternative approach, which was to exclude women with the
onset of symptoms during gestation, and suggest that this
strategy would lead to different results. We believe that a
different outcome was unlikely because prenatal depressive
symptoms were taken into account initially. Nevertheless,
we did repeat the analyses as suggested. Adopting the very
conservative approach of excluding women who were
above the cutoff for suspected depression at any of the
five prenatal assessments did not change the results—
midgestational placental corticotropin-releasing hormone
still remained predictive of postpartum symptoms. In sum-
mary, there is no question that the timing of the onset of
symptoms during the perinatal period is critical to consider
when attempting to further elucidate the etiology of perina-
tal mood disorders. Furthermore, in our article, we take the
argument a step beyond simply a focus on the prenatal ver-
sus postnatal period, as suggested by Zaconeta et al. and
others. Our contention is that the consideration of timing
of the presence of symptoms even within the postpartum
period itself may be critical in advancing understanding of
this pervasive threat to maternal and child health and
well-being.
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