Cuyrrent

SYCHIATRY

Awareness and management of
obstetrical complications of depression

Cooperative care between psych
and OB teams is essential

en a patient who has a preexisting medical illness
seeks prenatal care, the obstetrician asks herself
(himself) 2 questions:

* What impact will the illness have on the pregnancy?

* What impact will the pregnancy have on the illness?

Depression is both a pregnancy-associated and pregnancy-
independent illness, which, in the setting of a pregnant woman
who has a depressive disorder, makes these questions particu-
larly difficult to answer. In such a case, coordination of care
with a mental health provider is essential.

Awareness of the obstetrical complications associated with
depression during pregnancy, as well as their implications for
the future health of the mother—infant dyad, is important for
the entire care team. This article reviews the associations and
interconnectedness of depression with complications of preg-
nancy, childbirth, and the neonatal period.

Diagnosis of depression during prenatal care
The American College of Obstetricians and Gynecologists
(ACOG) states that evidence is insufficient to support a rec-
ommendation for universal screening for depression among
prenatal patients, although such screening should be consid-
ered.! There is considerable variability among obstetrical pro-
viders regarding the practice of depression screening; tools
to be used if such screening is done; and screening frequency
through the pregnancy.
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Discernment of depression is difficult.
Many somatic symptoms of depression
overlap with common prenatal complaints
and, consequentially, can be overlooked.
Among a sample of 700 pregnant women,
for example, 56% complained of lack of
energy; 19%, of insomnia; and 19%, of appe-
tite changes.? Weight change, of course, is
universal.

The 10-question self-rating Edinburgh
Postnatal Depression Scale has been vali-
dated for use during pregnancy and post-
natally. This screening instrument can be
helpful for differentiating purely physical
complaints from mental distress due to
depressive symptoms.*?

When an obstetrical provider suspects
a depressive disorder, or one has been
diagnosed, she (he) faces the problem of
what to do with that information. Women
of low socioeconomic status and victims
of domestic violence are at increased risk
of depression during pregnancy, but barri-
ers to appropriate referral can seem nearly
insurmountable because they lack insur-
ance and social support.*?

In addition, within the setting of numer-
ous tasks that need attending during the
relatively short prenatal period, it is com-
mon for women newly given a diagnosis
of depression to fail to follow up on a refer-
ral to a mental health provider.

Although most providers will “check
in” with a depressed or at-risk patient at
each prenatal visit about her mood, any
effort at follow-up can be overshadowed
by tangible physical concerns, such as pre-
term contractions, fetal growth restriction,
and coordination of routine testing that
has been delayed because of scant prena-
tal care. All these physical concerns and
circumstances of care are associated with
maternal depression, as we will discuss.

Preterm labor and birth

Preterm labor is defined as uterine contrac-
tions that lead to cervical change before
37 weeks gestational age. Preterm labor
increases the risk of preterm birth; pre-
term labor precedes 50% of preterm births.
Preterm birth is the leading cause of neona-

tal mortality in the United States, and rates
of morbidity and mortality increase as ges-
tational age decreases.”” Common neonatal
complications related to prematurity are
shown in the Figure."

Women who suffer from depression
have an increased risk of preterm labor and
preterm birth, as many studies of treated
and untreated depressed pregnant women
have shown.”® The causative mechanism
is unknown; it has been proposed that the
increase in maternal cortisol production asso-
ciated with depression and distress triggers
overproduction of placental cortisol releasing
hormone, which is thought to be involved in
initiation of parturition.?* Depression also is
associated with other risk factors for preterm
birth, such as low socioeconomic status, sub-
stance use, and smoking.

Intrauterine growth restriction
Women who have depression during preg-
nancy have an increased risk of intrauterine
growth restriction (IUGR), which leads to
delivery of an infant who is small for ges-
tational age (SGA) or of low birth weight
(LBW) (weighing <2,500 g at birth), or both.”
Again, the basis of the association between
depression and IUGR and SGA is unknown;
it is theorized that increased levels of cortisol
and catecholamines associated with maternal
distress might, by increasing blood pressure
and inducing vasoconstriction, cause placen-
tal hypoperfusion.

It also is possible that the association of
depression with other risk factors for IUGR,
such as smoking, substance use, obesity,
and poor prenatal care, puts the infants of
depressed women at risk of growth restric-
tion.” Several large-scale studies showed that
the association between LBW and depres-
sion is lost when smoking and substance use
are accounted for; other studies, however,
found a persistent association in untreated
depressed women when smokers, substance
users, and drinkers were excluded.”?%

IUGR infants are at increased risk of iat-
rogenic prematurity and stillbirth. Fetuses
that weigh <10th percentile for their ges-
tational age are delivered no later than
40 weeks; delivery can be indicated as early
as 32 weeks, depending on the results of
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Complications in very low birth weight (<1,500 g) infants
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other antenatal tests. Women who have
a growth-restricted infant have a higher
risk of cesarean delivery because growth-
restricted infants often have less reserve
and poorer tolerance of labor.

Preeclampsia and eclampsia
Preeclampsia is defined as blood pressure
>140/90 mm HG on at least 2 occasions,
with proteinuria, that occurs later than the
twentieth week of pregnancy in women
who did not have hypertension or renal
dysfunction at baseline. Preeclampsia is a
progressive disease that can cause severe
maternal morbidity, including renal failure,
stroke, hepatic rupture, pulmonary edema,
and heart failure.

Eclampsia refers to onset of seizures in the
setting of preeclampsia. These 2 hyperten-

sive disorders are the third leading world
wide cause of maternal mortality.?

Depressed women have an elevated risk
of preeclampsia. The association between
preeclampsia and depression might be
caused by the presence of increased levels
of inflammatory mediators®?’; other comor-
bidities, such as increased body mass index,
also might be involved, but the risk for
preeclampsia in depressed women still is
increased after controlling for obesity.”

The presence of preeclampsia is respon-
sible for a high percentage of iatrogenic pre-
term births, because the cure for the disorder
is delivery—even at early or previable gesta-
tional age. Complication rates for mother and
infant are high.

The presence of preeclampsia is a sig-
nificant risk factor for intrauterine fetal
demise. Treating the mother after delivery
involves administration of IV magnesium
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for 24 hours; often, the mother is separated
from her infant for a day after birth.

Impact on prenatal care

Depression increases odds that women
will have fewer prenatal visits.*? During
pregnancy, women typically initiate pre-
natal care during the first trimester, when
pregnancy-dating ultrasonography and
early screening tests for chromosomal
abnormalities are performed. Prenatal vis-
its occur monthly until the third trimes-
ter, then every 2 weeks between 32 and
36 weeks’ gestation, increasing to weekly
after 36 weeks’ gestation.

The increased number of visits in late
pregnancy allows for early detection
and treatment of hypertensive disorders;
assesses fetal well-being; and decreases the
risks of morbidity and mortality for mother
and fetus.* Because women who suffer from
depression are at increased risk of an array
of adverse pregnancy outcomes, the impor-
tance of regular and timely prenatal care
cannot be understated.

In addition, the prenatal visit gives the
obstetrician the opportunity to connect
women with other specialists for manage-
ment of any unmet medical needs. One study
showed that, when women have adequate
prenatal care (measured by the number of
visits), the association between preterm birth
and self-reported maternal depression was
eliminated.*

Substance use

Substance use and depression often co-
exist.®* Unlike screening for depression,
screening for substance use is universal dur-
ing prenatal care. Studies have shown that
women who screen positive for depression
are at higher risk of a number of comorbidi-
ties, including substance use.”?® Conversely,
women who use substances are more likely
to screen positive for depression.

Evidence suggests that best practice
might be to screen for depression in any
woman who has a positive drug screen, if
a provider is not routinely screening their
general patient population.* Substance use
in pregnancy is associated with a number of

poor outcomes, including placental abrup-
tion (cocaine use); dysmorphic facies and
congenital anomalies (alcohol); and neonatal
abstinence syndrome (heroin).

Antidepressants in pregnancy
A full discussion of the risks and ben-
efits associated with pharmacotherapy for
depression in pregnancy is beyond the scope
of this article. Generally, antidepressant use
is fraught with concerns over teratogenic-
ity and adverse fetal outcomes. Although
ACOG states that (1) pharmacotherapy for
depression should be individualized and
(2) most selective serotonin reuptake inhibi-
tors (SSRIs) are not considered major terato-
genic agents, many obstetricians and patients
feel uncomfortable using these medications
in pregnancy.® Often, pre-pregnancy antide-
pressants are discontinued in the first trimes-
ter; one large population-based study found
that only 0.9% of women who had depres-
sion filled their antidepressant prescription
consistently throughout their pregnancy.*
Itis unclear whether antidepressant use in
pregnancy contributes to the risk of preterm
birth seen in women who have depression.
In a large population-based study, use of
antidepressants in the second trimester was
associated with preterm delivery but severe
depression was not."® A recent meta-analysis
revealed an increased risk of preterm birth in
women who used an antidepressant, com-
pared with healthy women and untreated
depressed women.*

Research limits, unanswered questions.
Regrettably, it is difficult to untangle risk
factors for preterm birth among depressed
women without randomized controlled
studies that are not ethically feasible. It can-
not be said with certainty whether antide-
pressant pharmacotherapy is associated
with a higher risk of preterm birth than
depression alone.

Likewise, it is difficult to clarify the extent
to which antidepressants contribute to
infant growth restriction, if at all. Two recent
meta-analyses concluded that exposure to
antidepressants is associated with a statisti-
cally significant risk of LBW.2* However,
increased severity of depressive symptoms



generally is associated with exposure to anti-
depressants during pregnancy, and a ran-
domized controlled trial is, again, impossible
to conduct for ethical reasons.

Whereas a plausible biological mecha-
nism associating IUGR, SGA, and LBW with
depression exists, the same cannot be said
for antidepressants. In one study, exposure
to maternal depression altered the expres-
sion of certain placental genes but exposure
to SSRIs did not cause further changes. This
suggests that, on a cellular level, placental
function might differ in depressed women.*
Although antidepressants do cross the pla-
centa, it remains to be seen whether fetal
growth is impacted as a result. One study
found decreased fetal head circumference in
infants who had been exposed to antidepres-
sants during pregnancy, but no increased
risk for having a SGA or LWB infant.*

Obstetrical management and
mental health implications

Treated or not, women who suffer depres-
sion are a high-risk group when it comes to
preterm birth and a host of other pregnancy
comorbidities. Women with serious compli-
cations of pregnancy often are hospitalized
for observation, and can undergo a pro-
longed stay when close proximity to medical
services or a surgical suite is required.

For example, hospitalization until deliv-
ery is the standard of care for women who
have preterm premature rupture of mem-
branes or preeclampsia before 34 weeks’
gestation.
sions and associated restriction of activity
is profoundly deleterious on mood, with
depression and anxiety significantly cor-

Prolonged inpatient admis-

related with length of stay.**” Given the
associations between depression and pre-
term birth, it might be reasonable to con-
sider screening antenatal inpatients at risk
of preterm birth for depression on a regu-
lar basis, so that treatment can be initiated
if needed.

Depression during pregnancy is rela-
tively common; an estimated 12.7% of
pregnant women are affected at some time
between conception and birth.** Not only
does depression appear to have deleterious
effects on pregnancy outcomes, it also plays

a pivotal role in the qualitative experience of
pregnancy for the mother.

References

1. American College of Obstetricians and Gynecologists.
Committee on Obstetric Practice. Committee opinion no.
630.2015;125:1268-1271.

2. Apter G, Devouche E, Garez V, et al. Pregnancy, somatic
complaints and depression: a French population-based
study. Eur ] Obstet Gynecol Reprod Biol. 2013;171(1):35-39.

3. Murray D, Cox JL. Screening for depression during
pregnancy with the Edinburgh Depression Scale (EDDS). |
Reprod Infant Psychol. 1990;8(2):99-107.

4. Gotlib IH, Whiffen VE, Mount JH, et al. Prevalence rates
and demographic characteristics associated with depression
in pregnancy and the postpartum. J Consult Clin Psychol.
1989;57(2):269-274.

5. Melville JL, Gavin A, Guo Y, et al. Depressive disorders
during pregnancy: prevalence and risk factors in a large
urban sample. Obstet Gynecol. 2010;116(5):1064-1070.

6. Leddy M, Haaga D, Gray J, et al. Postpartum mental health
screening and diagnosis by obstetrician-gynecologists. J
Psychosom Obstet Gynaecol. 2011;32(1):27-34.

7. McFarlane ], Maddoux ], Cesario S, et al. Effect of abuse
during pregnancy on maternal and child safety and
functioning for 24 months after delivery. Obstet Gynecol.
2014;123(4):839-847.

8. Vesga-Lépez O, Bianco C, Keyes K, et al. Psychiatric
disorders in pregnant and postpartum women in the United
States. Arch Gen Psychiatry. 2008;65(7):805-815.

9. Farr SL, Bitsko RH, Hayes DK, et al. Mental health and
access to services among US women of reproductive age.
Am ] Obstet Gynecol. 2010;203(6):542.e1-e542.€9. doi:
10.1016/j.aj0g.2010.07.007.

10. Committee on Practice Bulletins—Obstetrics; The American
College of Obstetricians and Gynecologists. Practice bulletin
no. 130: prediction and prevention of preterm birth. Obstet
Gynecol. 2012;120(4):964-973.

11. Stoll BJ, Hansen NI, Bell EF, et al; Eunice Kennedy
Shriver National Institute of Child Health and Human
Development Neonatal Research Network. Neonatal
outcomes of extremely preterm infants from the NICHD
Neonatal Research Network. Pediatrics. 2010;126(3):443-456.

12. Steer RA, Scholl TO, Hediger ML, et al. Self-reported
depression and negative pregnancy outcomes. ] Clin
Epidemiol. 1992;45(10):1093-1099.

13. Goldenberg RL, Cliver SP, Mulvihill FX, et al. Medical,
psychosocial, and behavioral risk factors do not explain the
increased risk for low birth weight among black women.
Am J Obstet Gynecol. 1996;175(5):1317-1324.

14. Orr ST, James SA, Blackmore Prince C. Maternal prenatal
depressive symptoms and spontaneous preterm births
among African-American women in Baltimore, Maryland.
Am ] Epidemiol. 2002;156(9):797-802.

15. Dayan J, Creveuil C, Marks MN, et al. Prenatal depression,
prenatal anxiety, and spontaneous preterm birth: a
prospective cohort study among women with early and
regular care. Psychosom Med. 2006;68(6):938-946.

16. Goedhart G, Snijders AC, Hesselink AE, et al. Maternal
depressive symptoms in relation to perinatal mortality and
morbidity: results from a large multiethnic cohort study.
Psychosom Med. 2010;72(8):769-776.

17. Grote NK, Bridge JA, Gavin AR, et al. A meta-analysis of
depression during pregnancy and the risk of preterm birth,
low birth weight, and intrauterine growth restriction. Arch
Gen Psychiatry. 2010;67(10):1012-1024.

18. Hayes RM, Wu P, Shelton RC, et al. Maternal antidepressant
use and adverse outcomes: a cohort study of 228,876
pregnancies [published online April 30, 2012]. Am J
Obstet Gynecol. 2012;207(1):49.e1-49.€9. doi: 10.1016/j.
2jog.2012.04.028.

19. McDonagh MS, Matthews A, Phillipi C, et al. Depression
drug treatment outcomes in pregnancy and the postpartum
period: a systematic review and meta-analysis. Obstet
Gynecol. 2014;124(3):526-534.

20. Sahingdz M, Yuksel G, Karsidag C, et al. Birth weight and
preterm birth in babies of pregnant women with major
depression in relation to treatment with antidepressants. J
Clin Psychopharmacol. 2014;34(2):226-229.

continued

Cy

Clinical Point

rrent

SYCHIATRY
A CurrentPsychiatry.com

Women who suffer
from depression have
an increased risk of
preterm labor and

preterm birth

Current Psychiatry
Vol. 14, No. 12

| 43



Depression and
OB complications

Clinical Point

Two recent meta-
analyses concluded
that exposure to
antidepressants is

associated with a risk

of low birth weight

44 |

Current Psychiatry
December 2015

Related Resources

- Freeman MP. Some SSRlIs are better than others for pregnant
women (audio interview). Current Psychiatry. 2014;13(7).
http://www.currentpsychiatry.com/specialty-focus/
practice-trends/article/some-ssris-are-better-than-
others-for-pregnant-women/e3adb4704e25492f3e15331
fc1cc058d.html.

- Freeman MP, Joffe H, Cohen LS. Postpartum depression:
Help patients find the right treatment. Current Psychiatry.
2012;11(11):14-16,19-21.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

Austin MP, Leader L. Maternal stress and obstetric and infant
outcomes: epidemiological findings and neuroendocrine
mechanisms. Aust N Z ] Obstet Gynaecol. 2000;40(3):
331-337.

O’Keane V, Lightman S, Marsh M, et al. Increased pituitary-
adrenal activation and shortened gestation in a sample of
depressed pregnant women: a pilot study. J Affect Disord.
2011;130(1-2):300-305.

Szegda K, Markenson G, Bertone-Johnson ER, et al
Depression during pregnancy: a risk factor for adverse
neonatal outcomes? A critical review of the literature. J
Matern Fetal Neonatal Med. 2014;27(9):960-967. d0i:10.3109
/14767058.2013.845157.

Holzman C, Bullen B, Fisher R, et al. Pregnancy outcomes
and community health: the POUCH study of preterm
delivery. Paediatr Perinat Epidemiol. 2001;15(suppl 2):
136-158.

Wadhwa PD, Sandman CA, Garite TJ. The neurobiology of
stress in human pregnancy: implications for prematurity
and development of the fetal central nervous system. Prog
Brain Res. 2001;133:131-142.

Kim DR, Sockol LE, Sammel MD, et al. Elevated risk of
adverse obstetric outcomes in pregnant women with
depression. Arch Womens Ment Health. 2012,29(6):475-482.

Diego MA, Field T, Hernandez-Reif M, et al. Prenatal
depression restricts fetal growth. Early Hum Dev.
2010;85(1):65-70.

Kassebaum NJ, Bertozzi-Villa A, Coggeshall MS, et al.
Global, regional, and national levels and causes of maternal
mortality during 1990-2013: a systematic analysis for the
Global Burden of Disease Study 2013. Lancet. 2014;384(9947):
980-1004.

Christian LM. Effect of stress and depression on
inflammatory immune parameters in pregnancy. Am J
Obstet Gynecol. 2014,211(3):275-277.

Palmsten K, Setoguchi S, Margulis AV, et al. Elevated risk
of preeclampsia in pregnant women with depression:
depression or antidepressants? Am ] Epidemiol. 2012;
175(10):988-997.

HuR, LiY, Zhang Z, et al. Antenatal depressive symptoms
and the risk of preeclampsia or operative deliveries: a meta-
analysis. PLoS One. 2015;10(3):¢0119018. doi: 10.1371/
journal.pone.0119018.

Lin HC, Lin YJ, Hsiao FH, et al. Prenatal care visits and
associated costs for treatment-seeking women with
depressive disorders. Psychiatr Serv. 2009;60(9):1261-1264.
Vogel JP, Habib NA, Souza JP, et al. Antenatal care packages
with reduced visits and perinatal mortality: a secondary

35.

36.

37.

38.

39.

40.

41.

42.

43.

45.

46.

47.

48.

analysis of the WHO Antenatal Care Trial. Reprod Health.
2013;10:19.

. Smith KF, Huber LRB, Issel LM, et al. The association

between maternal depression during pregnancy and
adverse birth outcomes: a retrospective cohort study of
PRAMS participants. ] Community Health. 2015;40(5):
984-992.

Strickland TL, James R, Myers H, et al. Psychological
characteristics related to cocaine use during pregnancy:
a postpartum assessment. ] Natl Med Assoc. 1993;85(10):
758-760.

Horrigan TJ, Schroeder AV, Schaffer RM. The triad of
substance abuse, violence, and depression are interrelated in
pregnancy. ] Subst Abuse Treat. 2000;18(1):55-58.

Connelly CD, Hazen AL, Baker-Ericzén M]J, et al. Is
screening for depression in the perinatal period enough?
The co-occurrence of depression, substance abuse, and
intimate partner violence in culturally diverse pregnant
women. ] Womens Health (Larchmt). 2013;22(10):
844-852.

Lydsdottir LB, Howard LM, Olafsdottir H, et al. The
mental health characteristics of pregnant women with
depressive symptoms identified by the Edinburgh Postnatal
Depression Scale. ] Clin Psychiatry. 2014;75(4):393-398.
Goodman DJ, Wolff KB. Screening for substance abuse in
women'’s health: a public health imperative. ] Midwifery
Womens Health. 2013;58(3):278-287.

ACOG Committee on Practice Bulletins—Obstetrics.
ACOG practice bulletin: clinical management guidelines for
obstetrician-gynecologists number 92, April 2008 (replaces
practice bulletin number 87, November 2007). Use of
psychiatric medications during pregnancy and lactation.
Obstet Gynecol. 2008;111(4):1001-1020.

Straub H, Adams M, Kim JJ, et al. Antenatal depressive
symptoms increase the likelihood of preterm birth
[published online July 11, 2012]. Am ] Obstet Gynecol.
2012;207(4):329.€1-e329.e4. doi:10.1016 /j.ajog.2012.06.033.
Huang H, Coleman S, Bridge JA, et al. A meta-analysis of the
relationship between antidepressant use in pregnancy and
the risk of preterm birth and low birth weight. Gen Hosp
Psychiatry. 2014;36(1):13-18.

Ross LE, Grigoriadis S, Mamisashvili L, et al. Selected
pregnancy and delivery outcomes after exposure to
antidepressant medication. JAMA Psychiatry. 2013;70(4):
436-443.

. Ponder KL, Salisbury A, McGonnigal B, et al. Maternal

depression and anxiety are associated with altered gene
expression in the human placenta without modification by
antidepressant use: implications for fetal programming. Dev
Psychobiol. 2012;53(7):711-723.

El Marroun H, Jaddoe VW, Hudziak J], et al. Maternal use
of selective serotonin reuptake inhibitors, fetal growth,
and risk of adverse birth outcomes. Arch Gen Psychiatry.
2012;69(7):706-714.

Saravay SM, Steinberg MD, Weinschel B, et al. Psychological
comorbidity and length of stay in the general hospital. Am J
Psychiatry. 1991;148(3):324-329.

Heaman M, Gupton A. Perceptions of bed rest by women
with high-risk pregnancies: a comparison between home
and hospital. Birth. 1998;25(4):252-258.

Lyell DJ, Chambers AS, Steidtmann D, et al. Antenatal
identification of major depressive disorder: a cohort
study [published October 3, 2012]. Am J Obstet Gynecol.
2012;207(6):506.e1-e506.e6. doi:10.1016/j.ajog.2012.09.030.

Awareness of obstetrical complications associated with depression in pregnancy
is important for the entire care team, including the psychiatrist and obstetrician.
Depression not only appears to have deleterious effects on pregnancy outcomes, it
also plays a pivotal role in the qualitative experience of pregnancy for the mother.
Antidepressant use generally is fraught with concerns over teratogenicity and
adverse fetal outcomes.



