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Week 12 Primary Post
Pregnancy and lactation are factors that can change a variety of things in a persons’ life.  These changes range from the obvious lifestyle changes that come with having a new infant in the household, to physiological changes in the body of the patient.  This week's discussion post will review some of the changes in treatment that may have to take place if a patient with bipolar disorder, or depression becomes pregnant or lactating.  The scenarios for this discussion post will be pulled from the week 5 depression case study, and the week 7 bipolar case study.  
Week 5 Case Study: Ms Lane
The patient from the week 5 case study was Ms. Lane, a 42 year old Asian-American female patient who was reporting to the clinic with feelings of anhedonia, general grayness, and crying.  I initially diagnosed this patient with depressive disorder due to early onset perimenopause, and prescribed venlafaxine because of some research I found that stated that venlafaxine seemed to work well on menopausal women with symptoms of depression (Zhou et al., 2021).  Venlafaxine has some safety concerns when used in pregnant women.  There has been some research that has shown that venlafaxine can cause problems with high blood pressure in pregnant women (Galbally et al., 2023).  Venlafaxine can also cause bleeding problems, as well as withdrawal symptoms in the baby after they are born (Wolters Kluwer, 2023c).  Guidelines on UpToDate recommend treating pregnant women with low dose antidepressants such as sertraline at 25 mg/day (Grigoriadis, 2022). Since Ms. Lane is already taking escitalopram, I would discontinue her escitalopram, since it doesn’t appear to be working.   I would also remind the patient that taking an NSAID in conjunction with an SSRI, will increase her risk of bruising and bleeding, and bruising.  Sertraline is also an SSRI that appears to have less effect on infants than other SSRIs (Wolters Kluwer, 2023b).  This is true for when infants are breastfeeding as well (Wolters Kluwer, 2023b).
Week 7 Case Study: Mrs. Sylvia Contesta
The patient for the case study in week 7 was Mrs. Sylvia Contesta, a patient who reported to the clinic with symptoms of a manic episode.  Mrs. Contesta is age 62, so it is fairly unlikely she would be pregnant or breastfeeding, so this post will be written as if Mrs. Constesta was younger, say in her 30’s.  My original prescription for this patient was lithium and quetiapine.  The guidelines on UpToDate recommend using a first generation antipsychotic for treatment of manic states in pregnancy, specifically haloperidol as there have been studies that imply it doesn’t have any major developmental effects on fetuses (Hendricks, 2023; Wolters Kluwer, 2023a).  There is a risk for infants to be born with extrapyramidal symptoms, as well as withdrawal symptoms though (Wolters Kluwer, 2023a).  The hydrochlorothiazide in the patients blood pressure medication may increase the serum concentrations of haloperidol, so dosing should start low and be adjusted slowly to help prevent adverse effects in the patient (Wolters Kluwer, 2023a).  
Because haloperidol does transfer to breast milk it is recommended that patients who need haloperidol, should not breastfeed (Wolters Kluwer, 2023a).  The patient will either need to have their treatment changed, monitor their infant closely for side effects such as extrapyramidal side effects or the safest option would probably be to feed the baby with formula, to completely eliminate the risk of exposure to the haloperidol.  
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Pregnancy and Lactation Research
Depression Treatment Plan
In module 7, I set forth a treatment plan for Mrs. Lane of Paxil 7.5mg nightly with non-pharmacological treatment interventions that included aerobic exercise and aromatherapy. In 2005, the FDA put out an advisory warning indicating an increased risk of infant cardiac malformations specifically doses greater than 25mg daily (Gorun, 2018). However, more updated research has reported the general population has a background rate of 1% for cardiac defects compared to taking paroxetine during the first trimester increased the risk for 2% (Gorun, 2018). Further discussion described this could potentially be a result of close monitoring so mild heart defects were being reported that otherwise may not have been found (Gorun, 2018). In comparison, other studies that were performed on SSRIs concluded an association between the risk of heart defects from SSRI use may be attributable to an underlying condition (Anderson et al., 2020). I would change the treatment plan to discontinue the paroxetine and instead begin sertraline 50mg daily, waiting a few weeks to assess for side effects and then potentially raising the dose as needed. Other non-pharmacological treatment interventions that I would recommend are mindfulness-based therapy and maternal-child relationship-focused therapy to assist in improving the pregnant individual’s symptoms of depression (Darlington et al., 2022).


Bipolar Disorder Treatment Plan
During the bipolar disorder module, my treatment plan included a pharmacological intervention of Lithium 300mg BID augmented with weekly cognitive behavioral therapy. Singh & Deep (2022) described how pregnant individuals with bipolar disorder have the potential to be considered a high-risk pregnancy due to the careful balance of psychotropic drug exposure and the possibility of a relapse in bipolar disorder symptoms. The risk summary for continuing Lithium includes a slight risk of Ebstein’s anomaly approximating around 0.1%-0.05% with no further evidence of behavioral or cognitive issues in infants exposed to lithium until reaching 5 years of age. Recommendations for monitoring include a fetal echocardiography and frequent serum lithium monitoring due to fluid shifts over pregnancy. Therefore, if the pregnant individual is stable on the lithium and willing to engage in the close monitoring, they may not require a medication change. However, if clinically necessary, lamotrigine is the preferred psychotropic as its risk for major congenital malformations remains comparable to the general population (Singh & Deep, 2022). I would remain with my recommendation on continuing weekly cognitive behavioral therapy.


How would this change if the individual were lactating (i.e., breastfeeding)?
Bethesda (2022) indicates with only trace amounts of sertraline being passed to the infant through breast milk, it is one of the more recommended antidepressants to continue. However, some individuals who take an SSRI during their pregnancy might experience some difficulty with breastfeeding but may be associated with the depression itself, potentially requiring additional support (Bethesda, 2022).

Lithium on the other hand is passed through breastmilk and enters the infant’s circulation, resulting in the infant now having high levels of lithium in their bloodstream (Windsor et al., 2018). Bottle feeding would be recommended so the pregnant individual can remain stable on the lithium while encouraging skin to skin contact for bonding with the newborn (Windsor et al., 2018). If transitioned to lamotrigine during pregnancy, this psychotropic is relatively safe during breastfeeding as studies have indicated no evidence of growth or development issues in most infants (Bethesda, 2023). There have been periodic adverse reactions including apnea, rash, drowsiness, or poor sucking so if continued while breastfeeding, the infant should be monitored (Bethesda, 2023).


What patient teaching would you include?
For the pregnant individual experiencing depression, I would educate on and provide information on post-partum depression prior to the individual giving birth so a plan can be developed. By being proactive in this and teaching the individual and their partner/family the signs and symptoms of post-partum depression, hopefully the childbearing individual will receive proper treatment and maintain stabilization (Mughal et al., 2022). Other information that can be provided is the positive effects breastfeeding has on reducing depressive symptoms as well as the benefits of promoting the maternal-infant bond (Mughal et al., 2022).

It is important for the pregnant individual with bipolar disorder to understand 50-70% of individuals have a relapse in their symptoms during the postpartum period (Bhat, 2018). Along with this comes with planning and the education surrounding dosage adjustments which may have to be made during that time. Other patient education will include the discussion on the benefit vs risk of staying on lithium while also not being able to breastfeed or the desire to switch medications and begin lamotrigine.


What additional safety components would you consider for this patient, if any? Why?
Safety components in regard to this patient in either scenario include the monitoring of both the childbearing individual and the fetus throughout the pregnancy to ensure the medications are not having any serious adverse effects. However, with postpartum depression or the potential relapse of bipolar symptoms, it is important to maintain as much stabilization as possible while also providing resources and expectations to the pregnant individual so a treatment plan can be established for all potential scenarios. Leaving the individual to feel better prepared throughout the pregnancy.
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The depression treatment plan I formulated in Module 5 included PO escitalopram (Lexapro) 20mg and psychotherapy. In the case that the patient were pregnant, I would need to counsel them on the risks and benefits of psychopharmacology during gestation. Escitalopram is not contraindicated during pregnancy, although some patients may desire to be free of taking a psychotropic medication out of fear of exposure to the fetus (Drugs and Lactation Database a, 2022). There are no obvious signs of adverse effects to the fetus or the mother, although consumption of any drug always comes with a risk of undesirable effects (Drugs and Lactation Database a, 2022). Newborns that were exposed to a selective serotonin reuptake inhibitor (SSRI) during the third trimester have shown superior adaptation if breastfed rather than formula fed (Drugs and Lactation Database a, 2022). With that in mind, infants exposed to an SSRI during gestation and subsequently while breastfeeding are more likely to experience drug discontinuation symptoms compared with infants with their only exposure in breastmilk (Drugs and Lactation Database a, 2022). Drug discontinuation in infants may resemble crying that won’t stop, irritability, eating and sleeping disturbances, and a reduced body temperature (Drugs and Lactation Database a, 2022). Drug discontinuation symptoms occurred in approximately 10% of infants but could easily be missed by mothers as a neonate adapts to the environment. I would ensure that the signs of drug discontinuation have been communicated to the mother to look for in her baby. Some evidence suggests up to 20mg daily of escitalopram will result in low levels in breast milk (Drugs and Lactation Database a, 2022). I would also advise the mother not to mix any other psychotropic drugs when breast feeding, as this may lead to reduced weight gain and nutrition of the infant (Drugs and Lactation Database a, 2022). 
The Bipolar Disorder treatment plan I created in Module 7 included PO Lithium Carbonate 600mg daily and a support group. If the patient became pregnant, I would continue the current treatment plan. Women who become pregnant and are taking lithium are recommended to continue at their current dose rather than decreasing the dose or discontinuing the medication (Molenaar et al., 2021). The consistency of stable serum lithium levels will help prevent relapse, which is particularly important during the vulnerable postpartum period (Molenaar et al., 2021). Evidence shows an increased newborn birth weight following the use of lithium in pregnancy (Poels et al., 2021). One study followed pregnant women with Bipolar Disorder and their offspring from 2011 to 2021, finding that lithium use during pregnancy did not result in an increase in neonatal admission rates (Schonewille et al., 2023). I would educate this patient on the risks and benefits of continuing psychotropic medication throughout pregnancy. I would ensure the patient follows frequent serum lithium lab draws to remain in therapeutic range. Data from monitoring infants exposed to lithium in breast milk overall suggest no obvious signs of changes in growth or development, but long-term outcomes are not clear (Drugs and Lactation Database b, 2022). I would educate the mother on these findings, and emphasize the close monitoring needed to measure serum lithium levels during the pregnancy and while breastfeeding. The mother must also be aware of contexts in which the serum lithium levels may rise. If the infant has a dehydrating condition such as a cold, or is exposed to drugs that may induce dehydration, such as a diuretic, there is a risk of decreased lithium excretion thus causing lithium toxicity in the breastfeeding newborn (Drugs and Lactation Database b, 2022). Adverse effects of lithium toxicity in newborns, identified at a serum level of 0.6 mEq/L,  has been presented in one case with cyanosis, fatigue and T wave inversion ECG changes (Drugs and Lactation Database b, 2022). It is important to note that high maternal serum levels of lithium correlate with high serum levels in the neonate (Drugs and Lactation Database b, 2022). The lithium serum levels in the neonate have been identified at 10% to 50% of the mother’s serum levels (Drugs and Lactation Database b, 2022). Additional safety practices I would put in place would be to make sure the medications are in a locked space kept away from the infant’s reach and to verify the current safety plan as pregnancy and postpartum can induce emotional stress, placing the patient and newborn at risk is relapse occurs.
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Week 12 Discussion 1: Pregnancy and Lactation Research
          The purpose of this discussion board is to amend the depression and bipolar treatment plans from the week five and seven case studies for pregnant or lactating patients. Changes in the treatment plan should be detailed. Treatment plans should include pharmacological interventions, non-pharmacological interventions, patient teaching, and safety components.  
          The Week 5 case study consisted of depression treatment. The treatment plan consisted of Lexapro 10 mg PO daily with a focus on eight weekly internet-based cognitive behavioral therapy sessions (Adjei t al., 2023; NICE, 2022). If the patient were pregnant, the treatment would be amended to sertraline 25 mg PO daily initially and increased as appropriate to 50 mg (Heinonen et al., 2021; Kolding et al., 2019). Sertraline is FDA Pregnancy Category C (Heinonen et al., 2021). However, unlike maprotiline and bupropion, which are Category B, there have been a plethora of studies into the effects of SSRIs and sertraline specifically into women in addition to being the most common class prescribed in pregnancy (Bénard-Laribière et al., 2018; Besag & Vasey, 2023). If the patient were instead lactating, the medication therapy would remain as aforementioned (Grzeskowiak et al., 2018; Sheftel et al., 2022). SSRIs and sertraline in particular have been found to be expressed through breast milk minimally and relatively less than via the placenta in pregnancy (Schoretsanitis et al., 2019). Additionally, it has demonstrated minimal impacts on infant bone development, breast milk supply, and overall infant outcomes (Cuomo et al., 2018; Sheftel et al., 2022). The nonpharmacological intervention will remain eight weekly internet based cognitive behavioral therapy sessions, as it has demonstrated positive outcomes (Kim et al., 2018) The risk of no pharmacotherapeutic treatment and risk to the fetus should be weighed on a patient to patient basis, particularly in the first and third trimesters. Patient teaching would still include (a) notable adverse effects such as decreased appetite and insomnia; (b) dangerous adverse effects such as rare seizures; (c) the FDA black box warning for increased suicidal ideation in children and adults under 24 years particularly; (d) onset will take 2-4 weeks with full therapeutic effects needing 6-8 weeks; (e) please contact Worcester emergency services in the event of an allergic/anaphylactic response; (f) inform the provider before beginning any new medications or herbal remedies; and (g) non-statistically significant but found risks to fetal preterm birth, weight, and cardiac development (Heinonen et al., 2021; Stahl, 2020). Patient safety components in addition to the Stanley-Brown Safety Plan include consistent serum and breast milk concentration monitoring (Schoretsanitis et al., 2019). 
          The Week 7 case study was on bipolar I disorder, current manic episode, with mood-congruent psychotic features. The treatment selected at that time was aripiprazole 15 mg PO daily for four weeks with a potential transition to Abilify Maintena 400 mg initial IM monthly depending on effectiveness and tolerance of medication. While lamotrigine is often favored for bipolar depression, as the patient is presenting with manic and psychotic symptoms, an FDA-approved medication that can address this and maintain monotherapy is aripiprazole (Singh & Deep, 2022). As such, the therapy will be amended slightly to aripiprazole 15 mg PO daily without a focus on Abilify Maintena, which has relatively less safety research at this time (Galbally et al., 2018). During pregnancy, use of aripiprazole has demonstrated an increased risk of maternal hypertension, lower birth rate, and slightly higher rates of fetal malformations, however, not at a statistically significant increase compared to the general population (Freeman et al., 2021). One key factor to note is that careful serum level monitoring will be needed, as it has been shown that clearance rates increase with each semester, often requiring a 2.5-times increase in dosing (Zheng et al., 2021). If the patient was instead lactating, the treatment plan could remain as defined for pregnancy, aripiprazole 15 mg PO daily (Sinha et al., 2021). Risks associated with a reduction in prolactin and resulting breast milk (Cuomo et al., 2018). However, it has not been demonstrated to result in acute sedation and constipation in infants as other antipsychotics such as have (Sinha et al., 2021). As with all psychotropic medications during pregnancy, the benefits and risks of pharmacotherapy and discontinuation should be weighed. In both of the aforementioned cases, a weekly psychoeducation program over six weeks will be provided as a complementary non-pharmacological intervention with a focus on both bipolar I disorder and bipolar I management during pregnancy and lactation (Okazaki et al., 2023). Patient teaching would still include (a) notable adverse effects such as dizziness, insomnia, nausea, and vomiting; (b) dangerous adverse effects such as rare occurrences of neuroleptic malignant syndrome and seizures; (c) the FDA black box warning for increased suicidal thoughts in children, adolescents, and young adults; (d) psychotic and manic symptoms, which are the patient’s chief complaint, can improve within one week but full therapeutic effects often need four to six weeks; (e) please contact Worcester emergency services in the event of an allergic reaction/anaphylaxis; (f) inform the provider before beginning any new medications or herbal remedies; and (g) aripiprazole has been found to reduce breast milk levels via reduction in prolactin (Cuomo et al., 2018; Stahl, 2020, p. 53). Safety components to review with the patient include the Stanley-Brown Safety Plan as well as including serum and breast milk aripiprazole concentration tests in addition to the fasting triglyceride, BMI, blood pressure, fasting plasma glucose, and fasting lipid monitoring (Stahl, 2020). 
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The Pregnancy and Lactation Research
In the week 5 case study, Mrs. Lane was diagnosed with major depressive disorder and started treatment with Lexapro 10 mg (escitalopram), gradually increasing to 20 mg. Moving on to the week 7 case study, Mrs. Sylvia Contesta was diagnosed with bipolar disorder and prescribed lamotrigine 300 mg PO three times a day to manage her bipolar disorder. In the event of pregnancy for either Mrs. Lane or Mrs. Sylvia Contesta, careful consideration of the potential risks to both the mother and the child would be essential when determining the appropriate course of medication. Additionally, it is noteworthy that depression is a common occurrence during the prenatal and postnatal periods, with symptoms often more pronounced in the mid and late trimesters, persisting even after childbirth.
If Mrs. Lane were pregnant, her treatment plan would likely involve the use of SSRIs, which are considered the first-line treatment for depression in various populations, including pregnant women. The United States FDA has approved the use of SSRIs during pregnancy, deeming them safer options. Recommended SSRIs for pregnant individuals include escitalopram (Lexapro), paroxetine, sertraline, and citalopram (Stahl, 2021). The FDA has affirmed the safety of these medications in pregnancy but cautions against exceeding recommended dosages, as this could lead to adverse effects such as decreased fetal survival and an increased risk of skeletal abnormalities in the fetus. It is crucial to note that the use of fluoxetine during the first trimester is associated with a risk of cardiovascular malformations. Similarly, the use of paroxetine among pregnant women has been linked to an elevated risk of cardiac malformations, prompting consideration of alternative medications (Stahl, 2021). Given these considerations, it would be advisable for Mrs. Lane to commence treatment with Lexapro 10 mg (escitalopram) and gradually increase to 20 mg, with close monitoring throughout the process. This approach aligns with the recommended safety guidelines for the use of SSRIs in pregnant individuals.
In the case involving treating Mrs. Sylvia Contesta's bipolar disorder condition, it is significant to note that the common mood stabilizers approved for treating bipolar include lamotrigine, carbamazepine, and valproate. Considering that carbamazepine is linked to a risk of developmental delays and congenital malformations. In contrast, valproate is linked to neonatal hepatic failure and increased risk of autism spectrum disorder, it would be inappropriate to prescribe the client these medications (Macfarlane & Greenhalgh, 2018). As such, the client would only benefit from lamotrigine 300 mg thrice daily to help in addressing her bipolar disorder.
If the patients are lactating, Mrs. Lane would still be prescribed Lexapro 10 mg (escitalopram) with a gradual titration to 20 mg. This choice is made because medications such as fluoxetine have been observed to transfer through breast milk due to their extended half-life (Sprague et al., 2020). In the case of treating Mrs. Sylvia Contesta's bipolar disorder while she is lactating, a suitable option would be the use of lithium for managing her psychosis, coupled with careful monitoring. Although the recommended dosage for lamotrigine is 300 mg three times daily, it is crucial to closely observe for potential side effects, including poor apnea and drowsiness. Monitoring is critical to ensuring the well-being of both the mother and the infant during lactation.
Patient education for lactating mothers dealing with depression and bipolar disorder is pivotal for safeguarding both their well-being and the health of their infants. Providing comprehensive information on the potential hazards and advantages linked to pharmaceutical intervention options is essential. This includes explaining alternative treatments like therapy or support groups and allowing mothers to make informed decisions about their mental health. Furthermore, emphasizing the importance of self-care practices, stress management techniques, and maintaining a healthy lifestyle is crucial. Educating these mothers about strategies to prioritize their mental health during this challenging time can contribute significantly to their overall well-being. By empowering them with knowledge and resources, healthcare professionals possess the potential to assume a pivotal role in providing support. Lactating mothers manage their mental health effectively while considering the well-being of their infants.
In conjunction with the customary safety precautions for lactating mothers managing depression and bipolar disorder, it is essential to oversee the mother's medication routine closely. Creating a support network that involves regular consultations with healthcare providers and offering access to counseling or therapy can significantly enhance the patient's overall safety and mental well-being. Additionally, it is crucial to take into account potential complications related to pregnancy, such as insulin resistance and cardiovascular changes.
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Depression in Pregnancy:
Alfonso et al. (2023) stated that a systematic approach to assessing the effects of untreated depression on pregnancy revealed higher risks of ASD, small for gestational age, stillbirth, low birth weight, and preterm birth. Additionally, maternal morbidity can result in postpartum depression, perinatal complications, and increased operative delivery (Alfonso et al., 2021). Thus, my treatment plan for the patient is to offer and keep her on medication, switch to a Sertraline antidepressant, and add a high-intensity psychological intervention (CBT) due to her having moderate and recurrent major depression with partial response to previous treatments and non-compliance in prior CBT sessions basing on the clinical scenario of our last case study. According to clinical practice guidelines by the National Institute for Health and Care Excellence (2014), the patient may be considered for a TCA, SSRI, or SNRI (if the woman understands the risks associated with the medication and the mental health problem during pregnancy and the postnatal period), and high-intensity psychological intervention if there has been limited response to prior high-intensity psychological intervention or medication alone. My choice of Sertraline medication is based on an evidence-based study conducted by Gustafsson et al. (2021), which showed minimal placental transfer of sertraline to the fetus, and the newborns only experienced minor, temporary side effects. The patient will be on regular high-quality supervision, including monitoring and evaluating treatment compliance (National Institute for Health and Care Excellence, 2014). Making informed decisions about taking antidepressants during pregnancy is crucial for the well-being of the mother and developing child. Therefore, the patients should be given health education about the risks associated with the medication and the risk of not taking the medications.

Depression in Lactation:
Based on the same patient, the patient's treatment plan is to continue Sertraline antidepressants in combination with Cognitive Behavior therapy. According to Armstrong (2008), ACOG Guidelines on psychiatric medication use during lactation stated that, in general, no long-term neurobehavioral research had been conducted on infants who were breastfed SSRIs. Additionally, a study showed that a breastfeeding mother who started using methylphenidate and sertraline 50 mg daily after five weeks postpartum revealed that her 14-week-old baby was growing up properly and had no trouble feeding (Bethesda, 2022). Furthermore, examinations conducted at six months and a year of age revealed no developmental issues with the child (Bethesda, 2022). If the patient decides to breastfeed her baby, monitoring for adverse effects is essential (National Institute for Health and Care Excellence, 2014).

Bipolar in Pregnancy:
My treatment plan for the bipolar pregnant patient case scenario is to give Lamotrigine medication per ACOG Practice Guidelines on psychiatric medication use during pregnancy (Armstrong, 2008). The decision to use Lamotrigine because it has not been associated with any major fetal anomaly. Furthermore, Deep & Singh (2022) stated that multiple pregnancy registries show that Lamotrigine (at doses <300 mg per day) carries a low risk of congenital abnormalities (2%–3%), which is similar to the baseline rate of congenital malformations in the general population. The patient will also have Cognitive behavior therapy in conjunction with her medications. According to BC Reproductive Mental Health Programs and Perinatal Services BC (2014), a general population study has provided some evidence that augmenting medicine with a psychosocial intervention, like cognitive behavioral therapy (CBT) or couples/family therapy, can enhance treatment outcomes, particularly during the depressive phase of bipolar illness. Safety considerations during pregnancy may include blood tests to check lamotrigine levels and ensure they remain in the therapeutic range. Aside from that, monitoring the fetus's health through ultrasound and other assessments is also crucial.

Bipolar in Lactation:
The patient with bipolar who breastfed the baby will be recommended to continue the Lamotrigine as directed. The treatment plan was based on a study demonstrating no problems in four breastfed infants while their moms had continuous lamotrigine medication (Hatters-Friedman et al., 2016). Additionally, the patient will also continue with her Cognitive behavior therapy to augment the medication. Aside from that, I will also encourage Family therapy to give support to the new postpartum mother.
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