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Impromptu Discussion

Options for depression in women of child bearing age: 

Cognitive behavioral therapy and uncertainty about using drugs, especially in light of the warnings

Neil Murphy

Tue 12/13/2005 10:31 PM

Dear all

I have been asked to share some spontaneous e-mail messages with you that stemmed from the recent news about paroxetine changing from a Pregnancy Class C to Class D

That FDA announcement could have significant implications for all women of reproductive age who were taking paroxetine

(Details of FDA announcement below*)

Here are a few of those messages from that spontaneous e-mail thread. 

I have tried to send just the salient aspects. I have included the individual e-mail addresses so you can contact them directly to clarify anything that doesn’t make sense. 

Please let us know your thoughts. 

*Background

FDA MedWatch

Paroxetine HCl - Paxil and generic paroxetine
The FDA has determined that exposure to paroxetine in the first trimester of pregnancy may increase the risk for congenital malformations, particularly cardiac malformations. At the FDA’s request, the manufacturer has changed paroxetine’s pregnancy category from C to D and added new data and recommendations to the WARNINGS section of paroxetine’s prescribing information. FDA is awaiting the final results of the recent studies and accruing additional data related to the use of paroxetine in pregnancy in order to better characterize the risk for congenital malformations associated with paroxetine. 

Physicians who are caring for women receiving paroxetine should alert them to the potential risk to the fetus if they plan to become pregnant or are currently in their first trimester of pregnancy. Discontinuing paroxetine therapy should be considered for these patients. Women who are pregnant, or planning a pregnancy, and currently taking paroxetine should consult with their physician about whether to continue taking it. Women should not stop the drug without discussing the best way to do that with their physician.

FDA Professional Ed page

http://www.fda.gov/cder/drug/InfoSheets/HCP/paroxetineHCP.htm
FDA Patient Ed page

http://www.fda.gov/cder/drug/InfoSheets/patient/paroxetinePT.htm
Here is the link to

Treatment of psychiatric disorders in pregnancy, UpToDate

http://www.uptodateonline.com/application/topic.asp?file=maternal/5976
North, Charles [Charles.North@ihs.gov]

Mon 12/12/2005 10:06 AM

…..My fear is that some patients may get the message and stop the drug without appropriate consultation with their physician and develop worse depression symptoms that may lead to hospitalization, drug abuse, pregnancy termination or suicide.  There is a danger in taking the warning too literally….

Stuart, Peter (CCHCF) [Peter.Stuart@ihs.gov]

Mon 12/12/2005 10:37 AM

I think the basic message should be to 

1) discuss tx options and risk with the pregnancy-age or pregnant patient, 

2) encourage converting to alternative antidepressants or stopping meds where indicated and 

3) get consultation for the conversion or discontinuation as Paxil has a significant withdrawal syndrome associated with it (a possible contributor to increased suicidal behavior). Where available, cognitive behavioral therapy for mild to moderate depressive symptoms is as effective as meds - unfortunately it requires time and commitment on part of both patients and providers.
 

The question is how to get the info out . . .unfortunately the antidepressants are not reliably interchangeable and for some patients who have arrived at Paxil after a trial of a number of other antidepressants there may be few other effective options (though this number will be small) . . . if that is the case referral/consultation would definitely be in order.

Willinghurst, Lori [Lori.Willinghurst@ihs.gov]

Mon 12/12/2005 12:04 PM

I feel a little more comfortable with prozac given the registry. There are the concerns, however, with some soft neuro signs/developmental issues and pts need to be informed of risks/benefits. I agree with Peter about CBT and another simple treatment can be light therapy in some patients. Tapering paxil (say from 20 to 10 to 5, each for a week although this is still rapid for some patients) or going to prozac first and then tapering can be helpful in decreasing discontinuation effects which can be wicked with paxil. It is also important to remember that developmental effects of being raised by a very depressed mother can be significant as well.

Stuart, Peter (CCHCF) [Peter.Stuart@ihs.gov]

Mon 12/12/2005 3:29 PM

My ever alert colleague Dr. Bellelizabeth Foster reminded me that while Paxil is currently the evil SRI, there is nothing obvious about the mechanism here that suggests similar risks do not apply to other SRI's. The analysis was entirely post-hoc data mining. There were 20 antidepressants reviewed suggesting that even setting the p score to .05  for significance there was a fair to good chance that one or more of them would be associated with "significant" findings. We are all in the same boat of not wanting to do a study that purposefully exposes women and in-utero fetuses to these drugs and so are left with the unsatisfying post-hoc analyses with all of their inherent liabilities. Witness the SRI/suicide story or the NSAID/Cox-2 inh story where the risks broadened over time to entire categories of drugs.
 

Her bottom line message was - why aren't we pushing more for psychosocial treatments for these women in the first place? I can't argue with that and unfortunately in our systems it's much easier to hand out a pill than to provide the necessary intensity of psychosocial treatment required. . .
 

As to your comment, Lori, on post-delivery issues with depression - I entirely agree - though what we don't really know is how much depressive sxs can be ameliorated with active and intensive support and therapy. Developmental issues are likely to depend strongly on the presence or absence of the infant's larger support network in those cases. The exceptions being post partum psychosis and bipolar disorder - biological treatment would clearly be indicated in those settings.
 

This is the kind of issue we need to be discussing more at the national meetings as the implications are large and potentially costly.
 

This would be worth adding to the list of topics addressed when the conference call on SRI's and suicide risk in adolescents occurs.

North, Charles [Charles.North@ihs.gov]

Tue 12/13/2005 10:26 AM

I think a discussion about the treatment options for depression in women of child bearing age would be fruitful.  Many primary care physicians don't have resources or training in cognitive behavioral therapy and are uncertain about using drugs, especially in light of the warnings and lawsuits. Lori, are you interested in "moderating" such a discussion now or in the future?  

Willinghurst, Lori [Lori.Willinghurst@ihs.gov]
Tuesday, December 13, 2005 2:24 PM
Sure
Murphy, Neil

Wed 12/14/2005 5:15 AM

There are two main levels to approach this

1.) Patient notification phase (see below)

2.) Patient management phase (cognitive behavioral therapy, other medications)

In a way we have had this type of event happen before, e. g., Vioxx earlier this year and hormone replacement therapy in 2000

This time we have the added element that some of the patients need to be managed immediately, e.g., the first trimester patients should be notified this week. 

The non-first trimester patients and all other reproductive age women need to be managed in a timely fashion, but don’t have the same ramped up element of immediacy.

The second added element is that one simply can’t stop this drug immediately, plus there can be significant negative downstream long term effects to discontinuation. 

We need to utilize a Paxil drug tapering method to avoid withdrawal syndrome

and

We need to be aware that some patients may develop worse depression symptoms that may lead to hospitalization, drug abuse, pregnancy termination, or suicide.

Here are some possible approaches to the Notification Phase:

-Notify all the health care providers who care for women of reproductive age

E-mails (send it to all stakeholders)

Schedule urgent staff meetings

-Create a multi-disciplinary team to manage various aspects

Make sure all stakeholders are represented

Family Medicine, Pharmacy, Mental Health, Women’s Health, Internal Medicine, Emergency Room, Administration, Pediatrics, Urgent Care, Social Service

Who did we miss?

If it is too big a group, it might be hard to manage

Who ‘owns’ this problem? Primary care staff? Mental Health staff? Women’s Health Staff? Pharmacy staff?

-Search RPMS for a list of patients on all forms of the product on your formulary

1 PAXIL  PAROXETINE 30MG TAB       INITIAL RX FOR MAX 30 DAY SUPPLY  *D-ASK LMP

2 PAXIL  PAROXETINE 20MG TAB       INITIAL RX FOR MAX 30 DAY SUPPLY     *D-ASK LMP

3 PAXIL  PAROXETINE 40MG TAB       INITIAL RX FOR MAX 30 DAY SUPPLY  *D-ASK LMP

4 PAXIL  PAROXETINE 10MG TAB       INITIAL RX FOR MAX 30 DAY; UNABLE TO GET, 

SAVE FOR 5MG DOSES *D-ASK LMP

5 PAXIL  PAROXETINE 10MG/5ML SUSP       *D-ASK LMP

-Contact the patients on the above list

Create a spread sheet from the above list of patients…

Sort by EDC

Make sure it has all Paxil patients, their contact info (phone and address) and Rx and Issue/Fill date

Make sure it has the patient’s Primary Care Provider (PCP) and PCP clinic if applicable for case management work distribution

-Contact first trimester patients by phone

Many patients don’t have phones

Who does this? Pharmacy staff? Primary Care case managers?

Should the provider call the patients?

-Contact all others by letter

Many of these letters get returned because of address changes

-Discuss paroxetine’s effects with each patient as they come in for their appointments

It is a bit of complicated physiology that may, or may not, ultimately ?effect all SSRIs

-Provide patient education handouts

Here is one, but it is it appropriate for your clients

FDA Patient Ed page

http://www.fda.gov/cder/drug/InfoSheets/patient/paroxetinePT.htm
-Document your discussion

Should you create an overlay PCC or PCC+ that has a checklist of the above elements to streamline the documentation

Are there other steps your facility has used this week?

Ward, Roberta L.

Tuesday, December 13, 2005 12:45 PM

Mark:

My name is Roberta Ward. I am a CNM in the Women’s Health Clinic. Recently, as you know, we have become concerned with the FDA warning for Paxil and the change in category for C to D. This change occurs because of the increased risk of birth defects in the first trimester of pregnancy. I understand that you have been talking with Dr. Murphy about how to handle this situation with our patient population. I would like to know what plans you have for transitioning pregnant women to another medication. I would like to do this with my own patients when I run across this as I think that this provides for less fragmented care. Does that pose a problem? Also, any information that you give me I will share with the other providers.

I understand that to be seen by a MH provider a patient must first go to orientation. How long does this usually take to get an appointment for orientation, then to get an appointment to see a provider?

What types of providers are available for mental health care treatment at our facility?

Are the family practice clinic providers aware of the problem with Paxil and the category change? Are you aware if they are doing preconceptual counseling with female patients of the childbearing age about the possible risks with exposure? Often, by the time we see the patient in this clinic, the patient is past the critical window for cardiac defects. 

When changing from one antidepressant to another I have decreased the dose by ½ x 1 week and then by ½ again the next week (if necessary), then off. If I am transitioning them to a new medication, I start them on the initial dose as I began tapering the first medication, increasing as necessary. I understand that there are many ways to do this. I see them every week to two while transitioning. What is it that you suggest? I am new here at this clinic and did quite a bit of treatment of depression where I practiced prior to coming here. Since I have been here, I have seen patients that have been being maintained on antidepressant therapy with only yearly follow up (by prior provider).

I also suggest Ca+/Mg supplementation, fish oil, and of course diet and exercise. Both of those supplements as I understand it have evidence for helping with depression. In Alaska, it is especially important to get DAYLIGHT  

If I am off base, please point me in the right direction. Also, if you are available to discuss any of the above that would be great. I will be in L/D tomorrow, so no formal appointments and may have time to have a discussion. My beeper is 3159.

I will CC a copy of this e-mail to Neil.

Thanks, Roberta

Erickson, Mark (Southcentral Foundation)

Wed 12/14/2005 9:05 AM

Roberta,

This abstract is from the American J Psychiatry – April 2005.  The meta-analysis suggests that light therapy has a similar effect size on non-seasonal depression as medication.  

Mark

The efficacy of light therapy in the treatment of mood disorders: a review and meta-analysis of the evidence.

Golden RN, Gaynes BN, Ekstrom RD, Hamer RM, Jacobsen FM, Suppes T, Wisner KL, Nemeroff CB.

Department of Psychiatry, University of North Carolina at Chapel Hill, Chapel Hill, NC 27599-7160, USA. robert_golden@med.unc.edu

OBJECTIVE: The purpose of this study was to assess the evidence base for the efficacy of light therapy in treating mood disorders. METHOD: The authors systematically searched PubMed (January 1975 to July 2003) to identify randomized, controlled trials of light therapy for mood disorders that fulfilled predefined criteria. These articles were abstracted, and data were synthesized by disease and intervention category. RESULTS: Only 13% of the studies met the inclusion criteria. Meta-analyses revealed that a significant reduction in depression symptom severity was associated with bright light treatment (eight studies, having an effect size of 0.84 and 95% confidence interval [CI] of 0.60 to 1.08) and dawn simulation in seasonal affective disorder (five studies; effect size=0.73, 95% CI=0.37 to 1.08) and with bright light treatment in nonseasonal depression (three studies; effect size=0.53, 95% CI=0.18 to 0.89). Bright light as an adjunct to antidepressant pharmacotherapy for nonseasonal depression was not effective (five studies; effect size=-0.01, 95% CI=-0.36 to 0.34). CONCLUSIONS: Many reports of the efficacy of light therapy are not based on rigorous study designs. This analysis of randomized, controlled trials suggests that bright light treatment and dawn simulation for seasonal affective disorder and bright light for nonseasonal depression are efficacious, with effect sizes equivalent to those in most antidepressant pharmacotherapy trials. Adopting standard approaches to light therapy's specific issues (e.g., defining parameters of active versus placebo conditions) and incorporating rigorous designs (e.g., adequate group sizes, randomized assignment) are necessary to evaluate light therapy for mood disorders.

Publication Types: 
· Meta-Analysis

PMID: 15800134 [PubMed - indexed for MEDLINE]
Golden RN, et al The efficacy of light therapy in the treatment of mood disorders: a review and meta-analysis of the evidence. Am J Psychiatry. 2005 Apr;162(4):656-62.
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15800134&query_hl=4
Joanette Sorkin

Thu 12/15/2005 8:52 PM

I think transitioning to another SSRI or considering a trial of light therapy are both reasonable strategies for pregnant patients on Paxil.

Re management of depression in primary care – we don’t have a routine way of educating non-specialists in the management of depression. I think this is something we’d be willing to do, but we kind of need to be asked. It doesn’t work for us to march up to family medicine or women’s health and start telling you what to do If you asked for a specific talk on a specific subject with a couple choices of specific times, I would work very hard to accommodate your request. There is a “depression collaborative” which is supposed to ensure screening and follow up for patients in primary care with depression. I think it’s OK for them to not be seen in person a lot if they are getting screened and managed by phone, but I don’t think this is really happening. You would need to pursue this within the medical services side of the house.

Re treatment in behavioral health – if you just want a one time consult to see if you’re on the right track, to provide some treatment recommendations, to answer a diagnostic question, etc. you can use our consult service. Use the 2500 pager to reach the BURT (behavioral urgent response team). We see inpatient consults within a day, and outpatient consults that day or in coordination with future appointments in other clinics if we possibly can. We’ve got master’s level therapists, an ANP and a psychiatrist depending on what the question is. If you want to transfer care to us rather than just get a consultation, you do have to send the patient to orientation (offered 4 times a week, little to no backlog) and from there it is about 3 weeks to an intake with a psychiatrist or ANP. Following intake assessment, they may get monthly med management and/or weekly group therapy. We offer some individual therapy, but it is increasingly reserved for more severe cases and is usually short term (8-12 sessions). We have master’s level therapists and bachelor level case managers doing psychotherapy and support groups. We have ANPs and MDs providing medication management. We have some psychological testing by a psychometrician and PhD psychologists, but not a lot. For depressive and anxiety disorders, our goal is usually to stabilize and return to primary care for long term management rather than to keep them in behavioral health.

Hope this helps.

js

Follow-up on Paroxetine change from Class C to Class D* 
The following seven articles were published prior to the change from Class C to Class D, but they offer helpful ideas on non-pharmacologic therapies and on how to carefully withdrawal antidepressant medications in pregnancy and lactation. 

Depression during pregnancy 
CONCLUSION: Early detection of depression during pregnancy is critical because depression can adversely affect birth outcomes and neonatal health and, if left untreated, can persist after the birth. Untreated postpartum depression can impair mother-infant attachments and have cognitive, emotional, and behavioural consequences for children.
Ryan D, Milis L, Misri N. Depression during pregnancy. Can Fam Physician. 2005 Aug;51:1087-93. 
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=16121830&query_hl
Taking antidepressants during late pregnancy. How should we advise women? 
QUESTION: In light of recent negative media attention to antidepressant use during late pregnancy, several of my patients have either discontinued or are considering discontinuing their antidepressant medications. How can I best counsel these patients on taking antidepressants during late pregnancy? 

ANSWER: Antidepressant use during the third trimester has been associated occasionally with a transient neonatal withdrawal-like syndrome characterized by jitteriness, self-limiting respiratory difficulties, and problems with feeding. When counseling patients, the risk of these adverse effects must be weighed against the risks associated with untreated depression during late pregnancy. Abrupt discontinuation of psychotropic medications has been associated with both physical (eg, withdrawal) and psychological (eg, suicidal thoughts) symptoms. 

Kalra S, et al Taking antidepressants during late pregnancy. How should we advise women? Can Fam Physician. 2005 Aug;51:1077-8.
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=16121827&query
Editorial: 

Stewart D. Depression during pregnancy. Can Fam Physician. 2005 Aug;51:1061-7.
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=16121822&query_hl
Psychotropic drugs in pregnancy and lactation

The management of psychotropic medications during pregnancy and lactation involves a difficult and complex decision for both patient and provider, particularly due to the many unknown effects medication may have on the infant. Available studies concerning use of psychotropic medications in pregnant and lactating women are limited and there are no universal guidelines. This article reviews the literature on the use of psychotropic drugs, including antidepressants, mood stabilizers, antipsychotics, and benzodiazepines, in pregnant and breast-feeding women and presents relevant data on teratogenic effects, neonatal toxicity, perinatal syndromes, and neurobehavioral sequelae. 

Jain AE, Lacy T. Psychotropic drugs in pregnancy and lactation. J Psychiatr Pract. 2005 May;11(3):177-91
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15920391&query_hl
Prevalence of suicidality during pregnancy and the postpartum. 
This review examined the available prevalence estimates of suicidality (suicide deaths, attempts, and ideation including thoughts of self harm) in pregnancy and the postpartum. Studies that used defined community or clinic samples were identified through multiple electronic databases and contacts with primary authors. Definitions of and measurement of suicide deaths, intentional self-harming behavior, suicide attempts, and thoughts of death and self-harm were varied and are described with each study. While suicide deaths and attempts are lower during pregnancy and the postpartum than in the general population of women, when deaths do occur, suicides account for up to 20% of postpartum deaths. Self-harm ideation is more common than attempts or deaths, with thoughts of self-harm during pregnancy and the postpartum ranging from 5 to 14%. The risk for suicidality is significantly elevated among depressed women during the perinatal period, and suicide has been found to be the second or leading cause of death in this depressed population. 

Lindahl V, et al Prevalence of suicidality during pregnancy and the postpartum. Arch Women Ment Health. 2005 Jun;8(2):77-87. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15883651&query_hl
Newer antidepressants in pregnancy and rates of major malformations: a meta-analysis of prospective comparative studies 
CONCLUSIONS: As a group, the newer antidepressants are not associated with an increased risk of major malformations above the baseline of 1-3% in the population. Copyright (c) 2005 John Wiley & Sons, Ltd. 

Einarson TR, Einarson A. Newer antidepressants in pregnancy and rates of major malformations: a meta-analysis of prospective comparative studies. Pharmacoepidemiol Drug Saf. 2005 Dec;14(12):823-7.
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15742359&query_hl
and 

Williams M, Wooltorton E.Paroxetine (Paxil) and congenital malformations. CMAJ. 2005 Nov 22;173(11):1320-1.
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=16272192&query_hl
* December 2005 CCC Corner 
Paroxetine’s pregnancy category changed from C to D
http://www.ihs.gov/MedicalPrograms/MCH/M/obgyn1205_HT.cfm#ob
OB/GYN CCC Editorial comment: 

The CCC Corner would like to thank Chuck North, ABQ, for the above, as he contributed the majority of those resources. 

While all due caution for the above issues should be exercised, we suggest all to please consider the big picture. See attached abstract below to give part of that larger perspective. Please note the use of SSRIs during pregnancy is not independently associated with increased risk of adverse perinatal outcome, other than need for treatment in neonatal special or intensive care unit. Also see below an article reporting that cognitive therapy works quite well in some patients without medication. 

SSRIs not associated with risk of adverse perinatal outcome other than need NICU stay 

RESULTS: Major malformations were not more common in infants or fetuses of women with first trimester SSRI purchases (n = 1,398) when compared with controls with no drug purchases (P = .4). Of infants born to mothers with SSRI purchases in the 3rd trimester, 15.7% were treated in special or intensive care unit compared with 11.2% of infants exposed only during the 1st trimester (P = .009, adjusted odds ratio 1.6, 95% confidence interval 1.1-2.2). We found no increased risk of preterm birth (< 37 weeks), birth 32 weeks of gestation or less, small for gestational age, or low birth weight in women with purchases in each trimester or during the 2nd and 3rd trimesters when compared with women with only 1st trimester purchases 

CONCLUSION: Use of SSRIs during pregnancy is not independently associated with increased risk of adverse perinatal outcome other than need for treatment in neonatal special or intensive care unit. 

Malm H, Klaukka T, Neuvonen PJ Risks associated with selective serotonin reuptake inhibitors in pregnancy. Obstet Gynecol. 2005 Dec;106(6):1289-96. LEVEL OF EVIDENCE: II-2 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=16319254&dopt=Abstract
Cognitive Therapy for Depression (see also Patient Education) 
Cognitive therapy is a treatment process that enables patients to correct false self-beliefs that can lead to negative moods and behaviors. The fundamental assumption is that a thought precedes a mood; therefore, learning to substitute healthy thoughts for negative thoughts will improve a person's mood, self-concept, behavior, and physical state. Studies have shown that cognitive therapy is an effective treatment for depression and is comparable in effectiveness to antidepressants and interpersonal or psychodynamic therapy. The combination of cognitive therapy and antidepressants has been shown to effectively manage severe or chronic depression. Cognitive therapy also has proved beneficial in treating patients who have only a partial response to adequate antidepressant therapy. Good evidence has shown that cognitive therapy reduces relapse rates in patients with depression, and some evidence has shown that cognitive therapy is effective for adolescents with depression. (Am Fam Physician 2006;73:83-6, 93 
http://www.aafp.org/afp/20060101/83.html
