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PsycHIATRIC DISORDERS IN WOMEN: DIAGNOSTIC AND TREATMENT
CONSIDERATIONS ACROSS THE FEMALE LIFESPAN

THURSDAY, OCTOBER 22, 2020 ¢ VIRTUAL

WELCOME

On behalf of the entire Massachusetts General Hospital Department of Psychiatry, we are proud to welcome you to our
Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan.

Thank you for joining us this year.

TARGET AUDIENCE

The target audience for this event is Psychiatrists, Psychologists, Nurse Practitioners, Primary Care Physicians, OB-GYN’s,
Midwives, and Social Workers.

EVALUATION FORMS/CME/CEU CERTIFICATES

Every participant needs to complete the activity evaluation online to claim CME/CEU credits for this course. Please refer to the
Evaluation and CME Information document in this syllabus for more information. We strongly encourage you to complete the
evaluation, even if you do not require a certificate. Your comments are important to us as we plan future programs. The link to
claim credit is as follows: www.mghcme.org/womensmentalhealth

QUESTIONS

Opportunity for questions will be provided at the end of each module during the panel discussion. Please write your questions in
the chat box on Zoom. Experience has shown that this method is preferable to that of spontaneous questions.

COPYRIGHT

The course materials and PowerPoint presentations are copyright protected by Massachusetts General Hospital, Department of
Psychiatry, Division of Postgraduate Education, the faculty members and the appropriate authors. Videotaping and audiotaping
are not allowed. Thank you for your cooperation.

CONTACT INFORMATION

For questions or comments, please contact MGH Psychiatry Academy member services at 866-644-7792 or
mgheme@mgh.harvard.edu.

LEARNING OBJECTIVES

At the end of this educational activity, participants should be able to:

= Assess reproductive safety of psychiatric medication during pregnancy

= Distinguish normal physical, hormonal and emotional changes at menopause from pathophysiologic conditions
occurring during the menopausal transition

= Discuss diagnosis, etiology, and treatment of co-occurring PTSD and SUD in women

= Describe best treatment modalities for co-occurring PTSD and SUD in women

= Describe the pharmacologic and non-pharmacologic treatment options available to their patients with ADHD
during pregnancy and lactation

= Describe the pathophysiology and treatment of PMDD.
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ACCREDITATION

This activity has been planned and implemented in accordance with the accreditation requirements and policies of the
Accreditation Council for Continuing Medical Education (ACCME) through the joint providership of McLean Hospital
and Massachusetts General Hospital. McLean Hospital is accredited by the ACCME to provide continuing medical
education for physicians.

McLean Hospital designates this live activity for a maximum of 6.25 AMA PRA Category 1 Credits™. Physicians should only
claim credit commensurate with the extent of their participation in the activity.

PSYCHOLOGISTS

The Massachusetts General Hospital Department of Psychiatry is approved by the American Psychological Association to
sponsor continuing education (CE) for psychologists. The Massachusetts General Hospital Department of Psychiatry maintains
responsibility for this program and its content. This offering meets the criteria for 6.25 Continuing Education (CE) credits for
psychologists.

REGISTERED NURSES

This program meets the requirements of the Massachusetts Board of Registration in Nursing (244 CMR 5.00) for 6.25 contact
hours of nursing continuing education credit. Advance practice nurses, please note: Educational activities which meet the
requirements of the ACCME (such as this activity) count towards 50% of the nursing requirement for ANCC accreditation.

SOCIAL WORKERS

The Collaborative of NASW, Boston College, and Simmons College Schools of Social Work authorizes social work continuing
education credits for courses, workshops, and educational programs that meet the criteria outlined in 258 CMR of the
Massachusetts Board of Registration of Social Workers.

This program has been approved for 6 Social Work Continuing Education hours for relicensure, in accordance with 258 CMR.
Collaborative of NASW and the Boston College and Simmons Schools of Social Work Authorization Number D 81572.

Other CE Licenses: Other Providers can claim a Participation Certificate upon successful completion of this course.
Participation Certificates will specify the title, location, type of activity, date of activity, and number of AMA PRA Category 1
Credits™ associated with the activity. Providers should check with their regulatory agencies to determine ways in which 4MA
PRA Category 1 Credits™ may or may not fulfill continuing education requirements. Providers should also consider saving
copies of brochures, agenda, and other supporting documents.
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PROGRAM AGENDA

THURSDAY, OCTOBER 22, 2020

8:00-8:15 AM

8:15-8:45 AM

8:45-9:15 AM

9:15-10:00 AM

10:00-10:15 AM

10:15-10:45 AM

10:45-11:15 AM

11:15-12:00 PM

12:00-1:00 PM

1:00-1:30 PM

1:30-2:00 PM

2:00-2:30 PM

2:30-3:15 PM

3:15-3:30 PM

Welcome & Introduction
Marlene Freeman, MD, Lee Cohen, MD

Major Depressive Disorder in Pregnancy and the Postpartum
Lee S. Cohen, MD

Bipolar Disorder: Considerations Across the Reproductive Lifespan
Marlene P. Freeman, MD

Question & Answer
Lee S. Cohen, MD, Marlene P. Freeman, MD

Break

PMDD
Laura Petrillo, MD

The Menopausal Transition and Depression
Ruta Nonacs, MD, PhD

Question & Answer
Laura Petrillo, MD, Ruta Nonacs, MD, PhD

Break

Substance Use Disorders and Posttraumatic Stress Disorder in Women of
Reproductive Age

Edwin Raffi, MD, MPH

ADHD in Women
Allison Baker, MD

Psychotherapies for Perinatal Psychiatry
Rachel Vanderkruik, PhD, MSc

Question & Answer
Edwin Raffi, MD, MPH; Allison Baker, MD, Rachel Vanderkruik, PhD, MSc

Conclusion & Closing Remarks
Lee S. Cohen, MD, Marlene P. Freeman, MD
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FACULTY

PLANNERS & COURSE DIRECTORS
Lee S. Cohen, MD

Director, Ammon-Pinizzotto Center for Women’s Mental Health
Perinatal and Reproductive Psychiatry Clinical Research Program
Associate Chief of Psychiatry

Massachusetts General Hospital

Edmund and Carroll Carpenter Professor of Psychiatry

Harvard Medical School

Jane Pimental, MPH
Managing Director
Massachusetts General Hospital Psychiatry Academy

David H. Rubin, MD (Reviewer)
Director, Child and Adolescent Psychiatry Residency Training
Massachusetts General Hospital and McLean Hospital
Director, Postgraduate Medical Education,
Department of Psychiatry
Executive Director, Massachusetts General Hospital
Psychiatry Academy
Massachusetts General Hospital

SPEAKERS

Allison S. Baker, MD
Instructor in Psychiatry, Harvard Medical School
Staff Psychiatrist
The Ammon-Pinizzotto Center for Women’s Mental Health
Massachusetts General Hospital

Lee S. Cohen, MD
Director, Ammon-Pinizzotto Center for Women’s Mental Health
Perinatal and Reproductive Psychiatry Clinical Research Program
Associate Chief of Psychiatry
Massachusetts General Hospital
Edmund and Carroll Carpenter Professor of Psychiatry
Harvard Medical School

Marlene P. Freeman, MD
Professor of Psychiatry, Harvard Medical School

Associate Director, Ammon-Pinizzotto Center for Women’s Mental

Health
Medical Director, CTNI
Abra Prentice Foundation Chair in Women’s Mental Health

Marlene P. Freeman, MD

Professor of Psychiatry, Harvard Medical School

Associate Director, Ammon-Pinizzotto Center for Women’s
Mental Health

Medical Director, CTNI

Abra Prentice Foundation Chair in Women’s Mental Health

Susan Sprich, PhD (Psychologist Reviewer)
Director, Postgraduate Psychology Education
Director, Cognitive Behavioral Therapy Program
Massachusetts General Hospital
Assistant Professor of Psychology
Harvard Medical School

Ruta Nonacs, MD, PhD
Instructor in Psychiatry, Harvard Medical School
Staff Psychiatrist, Massachusetts General Hospital Center for
Women’s Mental Health
Editor-In-Chief, womensmentalhtalth.org

Laura Fagioli Petrillo, MD
Instructor, Psychiatry, Harvard Medical School
Director of Training, The Ammon-Pinizzotto Center for Women’s
Mental Health
Massachusetts General Hospital

Edwin Raffi, MD, MPH

Perinatal and Reproductive Psychiatrist
Massachusetts General Hospital
Instructor in Psychiatry

Harvard Medical School

Rachel C. Vanderkruik, PhD, MSc

Massachusetts General Hospital
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FACULTY DISCLOSURE STATEMENTS

FACULTY DISCLOSURE STATEMENTS

In accord with the disclosure policy of McLean Hospital as well as guidelines set forth by the Accreditation Council on
Continuing Medical Education, all people in control of educational content, including speakers, course directors, planners, and
reviewers, have been asked to disclose all relevant financial relationships with commercial interests of both themselves and their
spouses/partners over the past 12 months, as defined below:

Commercial Interest

The ACCME defines a “commercial interest” as any entity producing, marketing, re-selling, or distributing health care goods or
services, used on, or consumed by, patients. The ACCME does not consider providers of clinical service directly to patients to be
commercial interests. For more information, visit www.accme.org.

Financial relationships

Financial relationships are those relationships in which the individual benefits by receiving a salary, royalty, intellectual
property rights, consulting fee, honoraria, ownership interest (e.g., stocks, stock options or other ownership interest,
excluding diversified mutual funds), or other financial benefit. Financial benefits are usually associated with roles such
as employment, management position, independent contractor (including contracted research), consulting, speaking and
teaching, membership on advisory committees or review panels, board membership, and other activities from which
remuneration is received, or expected. ACCME considers relationships of the person involved in the CME activity to
include financial relationships of a spouse or partner.

Relevant financial relationships

ACCME focuses on financial relationships with commercial interests in the 12-month period preceding the time that the
individual is being asked to assume a role controlling content of the CME activity. ACCME has not set a minimal dollar amount
for relationships to be significant. Inherent in any amount is the incentive to maintain or increase the value of the relationship.
The ACCME defines “’relevant’ financial relationships™ as financial relationships in any amount occurring within the past 12
months that create a conflict of interest.

Conflict of Interest
Circumstances create a conflict of interest when an individual has an opportunity to affect CME content about products or
services of a commercial interest with which he/she has a financial relationship.

The following planners, speakers, and content reviewers, on behalf of themselves and their spouse or partner, have
reported financial relationships with an entity producing, marketing, re-selling, or distributing health care goods or
services (relevant to the content of this activity) consumed by, or used on, patients:

NAME COMPANY RELATIONSHIP

Lee S. Cohen, PhD National Pregnancy Registry for Atypical Antipsychotics, Research Support/ PI
Alkermes Biopharmaceuticals; Forest/Actavis Pharmaceuticals;
Otsuka Pharmaceuticals; Sunovion Pharmaceuticals, Inc.; Teva
Pharmaceuticals

Brain & Behavior Research Foundation; JayMac Other Research Support, PI/Co-
Pharmaceuticals; National Institute on Aging; National Institutes | investigator
of Health; SAGE Therapeutics

Alkermes Biopharmaceuticals; Praxis Precision Medicines, Inc. | Advisory/Consulting (through
MGH Clinical Trials Network
Initiative)
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NAME
Marlene P. Freeman, MD

COMPANY
JayMac, Sage; Advisory boards: Otsuka, Alkermes, Sunovion;

RELATIONSHIP

Investigator Initiated Trials /
Research:

Janssen (Johnson& Johnson); Steering Committee for
Educational Activities: Medscape.

Independent Data Safety and
Monitoring Committee:

Dr. Freeman is an employee of Massachusetts General Hospital,
and works with the MGH National Pregnancy Registry
[Current Registry Sponsors: Teva (2018- present), Alkermes,
Inc. (2016-Present); Otsuka America Pharmaceutical, Inc.
(2008-Present); Forest/Actavis (2016-Present), Sunovion
Pharmaceuticals, Inc. (2011-Present)].

As an employee of MGH, Dr. Freeman works with the
MGH CTNI, which has had research funding from multiple
pharmaceutical companies and NIMH.

All other individuals including course directors, planners, reviewers, faculty, staff, etc., who are in a position to control the content
of this educational activity have, on behalf of themselves and their spouse or partner, reported no financial relationships related to

the content of this activity.
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PLEASE NOTE THAT THIS IS NOT THE OFFICIAL PROGRAM
EVALUATION

Psychopharmacology 2020

Use this page to take notes on the speakers for their presentations.
Evaluations will be available for completion

online at
www.mghcme.org/psychopharm2020

Rating scale: 1 = Strongly Disagree, 2 = Disagree, 3 = Agree, 4 = Strongly Agree.

Talk Time and Speaker Rating Notes
The quality of the following presentations met or exceeded my expectations:

THURSDAY, OCTOBER 22, 2020

4:00 — 8:00 PM—Psychosomatic Medicine 1234
4:00 — 8:00 PM—Law & Psychiatry 1234
4:00 — 8:00 PM—Neuroscience Revolution 1234

FRIDAY, OCTOBER 23, 2020
8:15 — 8:30 AM Introduction and Overview 1234

Module Topic — Mood Disorders

8:30 — 9:15 AM—Andrew A. Nierenberg, MD 1234

9:15 - 10:00 AM—Roy H. Perlis, MD, MSc 1234
10:15 - 11:00 AM—Maurizio Fava, MD 1234
11:00 — 12:00 PM—Panel Discussion 1234
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Module Topic — Anxiety/PTSD

1:00 — 1:45 PM—Eric Bui, MD, PhD,
Luana Marques, PhD

1:45 — 2:30 PM—Jerrold Rosenbaum, MD

2:30 — 3:15 PM—Panel Discussion

Module Topic-Women’s Health

3:30 — 4:10 PM—Lee S. Cohen, MD

4:10 — 4:40 PM—Marlene P. Freeman, MD

4:40 — 5:30 PM—Panel Discussion

Friday Evening Seminars:

6:30 — 8:30 PM-Pre-recorded
David Mischoulon, MD, PhD

Theodore A. Stern, MD

Jodi Gilman, PhD

John W. Winkelman, MD, PhD

Jacqueline Clauss, MD, PhD

Michael W. Otto, PhD

Franklin King, PhD

1234

1234

1234

1234

1234

1234

1234

1234

1234

1234

1234

1234

1234
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SATURDAY, OCTOBER 24, 2020
8:00 — 8:15 AM— Welcoming Remarks 1234

Module Topic — Psychosis

8:15 — 9:00 AM—Oliver Freudenreich, MD, FACLP 1234

9:00 — 9:45 AM—0Oliver Freudenreich, MD, FACLP 1234

Module Topic-Ketamine & Esketamine

10:00 — 10:45 AM—Ciristina Cusin, MD 1234

10:45 — 11:45 AM—Panel Discussion 1234

Module Topic — New Therapies: What is on the Horizon?

1:00 — 1:45 PM—Joan Camprodon, MD, PhD 1234

1:45 — 2:30 PM—0Oliver Freudenreich, MD, FACLP1 2 34

2:45 — 3:30 PM—Michael E. Henry, MD 1234
3:30 — 4:15 PM—John F. Kelly, PhD 1234
4:15 — 5:15 PM—Panel Discussion 1234

Saturday Evening Seminars:

6:30 — 7:30 PM-Pre-recorded: Ronald Schouten, MD, JD,

Lieutenant Fred Cabral 1234
Feyza E. Marouf, MD 1234
Kaloyan S. Tanev, MD 1234
David H. Rubin, MD 1234
Laura Petrillo, MD 1234
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SUNDAY, OCTOBER 25, 2020
7:45 — 8:00 AM—Welcoming Remarks 1234

Module Topic — Addiction

8:00 — 8:45 AM— Vinod Rao, MD, PhD 1234
8:45 — 9:30 AM—A. Eden Evins, MD, MPH 1234
9:30 — 10:00 AM—Panel Discussion 1234

Module Topic — OCD

10:15 - 10:55 AM—Michael A Jenike, MD 1234

10:55 — 11:35 AM—Lisa M. Zakhary, MD, PhD 1234

11:35 — 12:15 PM—Sabine Wilhelm, PhD 1234

12:15 — 12:45 PM —Panel Discussion 1234

Module Topic — Across the Lifespan

1:45 — 2:30 PM—Janet Wozniak, MD 1234

2:30 — 3:15 PM—Joseph Biederman, MD 1234

3:30 — 4:15 PM—Jonathan E. Alpert, MD, PhD 1234

4:15 — 4:45 PM—Panel Discussion 1234

Complete the course evaluation online at
www.mghcme.org/psychopharm2020
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Three Steps to Claiming your CME Credit for attending

Psychiatric Disorders in Women ONLY

LIVE: PSYCHIATRIC DISORDERS IN WOMEN:

ACROSS THE FEMALE LIFESPAN

October 22,2020

ABDRHHW‘N REGISTER |
—

‘ OVERVIEW  PROGRAM  FACULTY

DIAGNOSTIC AND TREATMENT CONSIDERATIONS

LOG IN / CREATE ACCOUNT

Please select an account type

MASS GENERAL BRIGHAM EMPLOYEES LOGIN

Log in using your Mass General Brigham Account.

PSYCHIATRY ACADEMY LOGIN

Login to your Psychiatry Academy account.

PSYCHIATRY ACADEMY LOGIN » MASS GENERAL BRIGHAM EMPLOYEES LOGI »
CREATENEW PSYCHITRY ACADEMY ACCOUNT >

1: Visit mghcme.org/
womensmentalhealth and click on the
blue ‘Register’ button.

COURSE PROGRESS

O EVALUATION v

() GREDIT -

@RTIHCD =

2: Enter your ‘Academy Login’
username and password then click
the ‘Login’ button.

If you have forgotten your password,
please click the ‘Forgot Visitor
Password’ button. Once logged in,
click Take Course.

OVERVIEW ~ PROGRAM  FACULTY  ACCREDITATION | TAKECOURSE

TAKE COURSE »

3: Click on the ‘Evaluation’
button. Once you have
completed your evaluation,
and attested to the number
of sessions you attended,
your certificate will be
generated. You should
claim only the credit
commensurate with the
extent of your participation
in the activity. Complete the
evaluation and claim your
credit by:

November 24, 2020.

MGHCME.org
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Three Steps to Claiming your CME Credit for attending the BUNDLED
Psychiatric Disorders in Women and Psychopharmacology

LOG IN / CREATE ACCOUNT COURSE PROGRESS

() EVALUATION

§ PSYCHOPHARMACOLOGY 2020 pemmemres

October 22, 2020 to October 25, 2020

() CREDIT

P ———— e
2: Enter your ‘Academy Login’
1: Visit mghcme.or i . .

g g/ ) usernan]e,and password then click 3: Click on the ‘Evaluation’
psychopharm2020 and click on the the ‘Login’ button. button. Once you have
blue ‘Register’ button. : .

9 Iflyou h‘iyekf;%rg?é‘ten y:)t\l/r_ p_izssword, completed your evaluation,
please click the Forgot Visitor and attested to the number

Password’ button. Once logged in, of sessions you attended,

click Take Course. your certificate will be
generated. You should
claim only the credit
: commensurate with the
(T fSYCHOPHARMACOLUGY 2020 extent of your participation
e in the activity. Complete the
OVERVIEW PROGRAM FACULTY ACCREDITATION ‘ ‘TAKE COURSE evaluatlon and clalm your

credit by:

November 24, 2020.
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How to Reset Your Password...

Please visit https://Ims.mghcme.org/user/password and enter the email address that
you used to set up your account. Click “Email New Password” for a password reset link to be
sent to your registered email address.

REQUEST NEW PASSWORD

PSYCHIATRY ACADEMY LOGIN ~ CREATE NEW PSYCHIATRY ACADEMY ACCOUNT  FORGOT VISITOR PASSWORD
MASS GENERAL BRIGHAM EMPLOYEES LOGIN

USERNAME OR E-MAIL ADDRESS *
( J

E-MAIL NEW PASSWORD

You will receive an email from the Psychiatry Academy (mghcme @mgh.harvard.edu) with
instructions to reset your password. If you do not receive an email within a few minutes, please

check your Spam/Junk Mail folder.

You will receive a one-time sign in link to reset your password. Click the link, and you will be
prompted to reset your password by entering your new, desired password twice.

To change the current user password, enter the new password in both fields.

PASSWORD
Password quality: Bad

CONFIRM PASSWORD

The password does not include enough variation to be secure.
* Password must contain at least one uppercase character.

* Password must be ot least 7 characters in length.

& Password must contain at least one digit.

After entering your new password, click “Save” at the bottom of the screen:

If you receive this message, your password has been reset.

Bio Profile Disclosure Twitter accounts

‘ o The changes have been saved.

After resetting your password, enter your username and your new password to access and
complete the evaluation and claim your credit.
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MGH VISITING

MASSACHUSETTS GENERAL HOSPITAL VISITING

We are pleased to announce our one-of-a-kind Visiting program that allows our
extraordinary Mass General clinicians to work directly with your health care facility.

OUR SERVICES:

How can your organization collaborate with Mass
General Psychiatrists or Psychologists?

Provisional Clinical Services Interim Leadership
We will travel to you and provide on-site Our clinical leaders can work for your
care for your patients organization
TeleHealth Clinical Consultation

- . From our experts to yours, we provide
.E xceptional chmcalloare and congu!ts, clinical and operational guidance tailored to
virtually, for your patients and physicians your organization for new or existing

programs

. (617) 620-3063
CONTACT: SHAUNA FUTCH sfutch@mgh.harvard.edu
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Course and Treatment of Depression during
Pregnancy and the Postpartum Period :
Lessons Learned Across Two Decades

Lee S. Cohen, MD
Director, Ammon-Pinizzotto Center for Women’s Mental Health
Massachusetts General Hospital

Edmund and Carroll Carpenter Professor of Psychiatry
Harvard Medical School

Reproductive Psychiatry and the COVID-19 Pandemic

* Family planning and the pandemic

* Telemedicine and implications for pregnancy and
postpartum period

e Infertility treatment and the pandemic

* Perinatal anxiety during the COVID 19 crisis

e Importance of euthymia during pregnancy

e Reframing postpartum experience

JAMA Psychiatry. Published online July 15, 2020. doi:10.1001/jamapsychiatry.2020.1947
https:/iwc rtalhealth.org pro ive-psychiatry-during-the-covid-19-

Virtual Rounds at CWMH during COVID : Wednesdays
at2 PM

< Previous Next >
Resource: Join us for Virtual Rounds at the Center for Women's Mental Health
on Wednesdays

By MGH Center for Women's Mental Health | April 3rd, 2020 | Resources | 0 Comments

As our faculty at the Center for Women'’s
Mental Health (CWMH) have gone fully
remote with respect to clinical and
research activity, we have managed to
stay connected these last three weeks
with “virtual rounds”. Forover 25 years,
our group has met on Wednesdays at
midday to discuss clinical cases we have
seen across the week anc also to discuss
recently published papers in reproductive
psychiatry. We look forward to
Wednesdays as we get to talk about how
we think about treatment options with
respect to presented cases and the decisions patients make about treatment before, during, and after
pregnancy. Particular attention is given to the safest use of psychiatric medications during pregnancy,
the postpartum period and lactation. Three decades after founding the Center, | still love Wednesday
rounds and always learn something by listening to cases and hearing how my colleagues think about
perinatal psychiatric disorders. We are continuing to round during the COVID19 epidemic and Zoom
proves to be the next best thing to being there.

https: i for-virtual-rounds-at-th ter-f tal-health
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Treatment considerations for women with MDD
in pregnancy and the postpartum period

* Depression during pregnancy is strongest predictor of
postpartum depression

* Nothing is more important maternal euthymia

Major Depression During Pregnancy

Are pregnant women protected
against relapse or new onset of
major depression?

O’Hara et al. J Abnorm Psychol. 1990
Evans et al. BMJ. 2001

Yonkers et al. Epidemiology 2011
Roca et al. J Affective Disorders 2013
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Time to Relapse in Patients Who Maintained or
Discontinued Antidepressant

0.9
0.8

0.7

0.6 Maintained (N = 82)

0.5
0.4

0.3 Discontinued (N = 65)

0.2

Percentage of Patients Remaining Well

0.1

0 T T T
0 12 24 36

Gestational Age
Cohen LS, et al. JAMA. 2006
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Women's Mental Health
Across the Life Cycle
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Psychotropic Drug Use in Pregnancy

* Medications used when risk to mother and fetus from
disorder outweighs risks of pharmacotherapy

e Optimum risk/benefit decision for psychiatrically ill
pregnant women

e Patients with similar illness histories make different
decisions regarding treatment during pregnancy

¢ No decision is risk-free

e Collaborative, patient-centered approach required

Henshaw Fam Plann Perspect. 1998
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Treatment of Depression During Pregnancy:
Lessons Learned and New Directions

* Focus of concern regarding known and unknown risks
of fetal exposure to psychiatric medications is
increasingly balanced by data supporting risk of
exposure to disorder, stress and HPA-axis
dysregulation on fetoplacental unit

* Enhanced appreciation for impact of disorder and
chronic stress on long term behavioral outcomes

IN UTERO

Programming of

_ e

Dysregulation

of HPA Axis

Increased

- Reactivity

to Stress

1 1 Increased
Vulnerability

. Decreases Placental

Stimulates Labor Blood Flow to Mood
In Risk for and Anxiety

creases Ris Decreases Birth Disorders

Preterm Birth Weight

Research

Original Investigation | META-ANALYSIS

Neonatal Outcomes in Women With Untreated Antenatal
Depression Compared With Women Without Depression
A Systematic Review and Meta-analysis

Alexander Jarde, PhD: : : MacQueen, MD;
Lucy Giglia, MD; Joseph Beyene, PhD; Vi Wang, BHSC; Sarah D. McDonald, MD

JAMAPsychiatry. dol:10.1001 /jamapsy chiatry.2016.0834
Published online June s, 2016,
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What is the Safest Antidepressant for
Women of Childbearing Age?

Phasing Out: FDA Pregnancy Categories

e Category A:
— Well controlled studies in human pregnancy show no increased risk to
the fetus
e Category B:
— Animal studies show no increased risk to the fetus OR

— Animal studies show an increased risk to the fetus but well controlled
human studies do not.

e Category C:

— Animal studies show an increased risk to the fetus and there are no
well controlled studies in human pregnancy OR

— There aren’t any animal studies or well controlled human studies.

Q U.S. Food and Drug Administration
Im Prc y and Promoting Your

News & Events e

Home > News &Events > Newsroom > Press Announcements

FDA News Release

Inquiries

FDA issues final rule on changes to pregnancy Media

and lactation labeling information for prescription © sandywiasn

drug and biological products bt
Consumers

;glrelgggediate December 3, 2014 . 888-INFO-FDA

Release Espafiol Share

The U.S. Food and Drug Administration published a final rule today that sets
standards for how information about using medicines during pregnancy and n uE 96

http://womensmentalhealth.org/posts/fda-finalizes-guidelines-pregnancy-lactation-labeling-information/
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New Applications

Older Approved
Applications

Submitted on or after 6/30/2015

Approved 6/30/2001 to 6/29/2002
Approved 6/30/2005 to 6/29/2007

Approved 6/30/2007 to 6/29/2015
Or pending on 6/30/2015

Approved 6/30/2002 to 6/29/2005

For applications approved prior to
6/30/2001 in old format labeling

Timeline to Changes in Product Labeling

Required Submission Date of
- RRASEEES PLLR Format

At time of submission

6/30/2018

6/30/2019

6/30/2020

Not required to be in PLLR
format. However, must
remove Pregnancy Category by
6/29/2018

small3

2013,

SSRI Use During Pregnancy

¢ Recent findings and more data inform the pharmacologic
treatment of depression during pregnancy

— Consistent conclusions that the absolute risk of SSRI exposure in pregnancy is

— Consistent pattern of malformations with SSRI exposure is lacking

— Case-control studies reveal inconsistent data regarding teratogenic risk of
individual SSRIs*?

Reproductive safety data on SSRIs exceed what is known
about most other medicines used in pregnancy

* Louik C et al. N Engl J Med 2007; * Einarson TR, Einarson A. Pharmacoepidemiol Drug Saf 2005; * Einarson A, et al. Am J Psychiatry 2008; *
Alwan's, et al. N Engl J Med 2007; 5 Greene MF. N EnglJ Med 2007; ¢ Hallberg P, Sjoblom V. J Clin Psychopharmacol 2005; "Wogelius P, et
al. Epidemiology 2006; ® www.gsk.ca/english/docs-pdf/PAXIL_PregnancyDHCPL_E-V4.pdf Dear Healthcare Professional (3/17/08); °
www.fda.gov/medwatch/safety/2005/Paxil_dearhcp_letter.pdf Dear Healthcare Professional (3/17/08); Grigoriadis et al. J Clin Psychiatry

e

IAMAPsychiary | Original investigation

Maternal Use of Specific Antidepressant Medications During Early
Pregnancy and the Risk of Selected Birth Defects

JAMA Psychiatry

The. iation Between

Exposure

and Birth Defects—Are We There Yet?

e

g oo
&

savaibleaboutndidul antderessants and specic bith deec s,
(ORIECTE Toxaminessoctions bt vkl ntdpresants snd spcic bt

B e F

ndering conditons.

“Anderson et al aimed to determine which ntidepres- confounding
“sochanaly.

exposure toamdepressants.

with anti- i

thebith defectdevlopment el priod.

(months &

Anderson KN, Lind N, Smacne R, Bobo W Hiched A,

Read our blog post on this topic:

Polen KN, e .

[e— Canen LS, Hoimes 3,
bsrandsr TF, Hoybroshts KE.

Thers Yet? JAMA Peycrintr. 2020

e
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Antidepressant Use in Pregnancy
and the Risk of Cardiac Defects

Krista F. Huybrechts, Ph.D., Kristin Palmsten, Sc.D., Jerry Avorn, M.D.,
Lee S. Cohen, M.D., Lewis B. Holmes, M.D., Jessica M. Franklin, Ph.D.,
Helen Mogun, M.S., Raisa Levin, M.S., Mary Kowal, B.A.,

Soko Setoguchi, M.D., Dr.P.H., and Sonia Hernéndez-Dfaz, M.D., Dr.P.H.

N ENGLJ MED 370;25 NEJM.ORG JUNE 19, 2014

* No evidence of increased risk for major malformations or
cardiovascular malformations in children of pregnant women
exposed to SSRIs

Cardiovascular Malformation and Fetal SSRI Exposure

Exposure Group Depression-Restricted Analysis
According to Outcome Unadjusted Analysis Depression Restricted Analysis ore
ouflowtrat obsructon
— 111 039-138) ——— 102 (075-134) —i 092 (067-1.25)
— 112 (087-145) — 106 (0.79-142) —_— 099 (470-1.58)
——— 122 (04200 —t—— 10 (0@-19) ——e—— Lo7(usoLoy
b 103 (064-266) —e— 11 0®-18) — e 1n@e-isy
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e 114087228 ——e————— 110 (046-26%) —_— 094 (137-2.36)
147 (083-260) —————— 147 (0R2262) —————— 106135205
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Huybrechts et al. NEJM 2014,

“Poor Neonatal Adaptation” and SSRI Use During Pregnancy

Consistent data: Late trimester exposure to SSRIs is associated with
transient irritability, agitation, jitteriness, and tachypnea (25-30%)

Overall studies do not adequately control for maternal mental
health condition, adequate blinding of exposure in neonatal
assessments

Clinical implication: Should women be treated with
antidepressants late in pregnancy and during labor and delivery
(Warburton et al. 2010)

Are any subgroups of newborns vulnerable to enduring symptoms
beyond the first days of life ?

Levinson-Castiel R, et al. Arch Pediatr Adolesc Med. 2006

Chambers CD, et al. N Engl J Med. 2006

Chambers, BMJ, 2009

CWNMH Blog, July 27 2005: http:/, h.org/p I -after-in-ut posure-to-ssris/
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What are the Long-term

Neurobehavioral Effects of Prenatal
Exposure to an Antidepressant?

Neurodevelopmental Outcomes in Kindergartners with Prenatal
Exposure to Antidepressants

By MGH Center for Women's Mental Health | June 2nd, 2020 | Antidepressants and Pregnancy, Child Development,
Psychiatric Disorders During Pregnancy | 0 Comments

-

In Utero Antidepressants and
Neurodevelopmental Outcomes

in Kindergarteners

While we have data to support the use of antidepressants, including the selective
serotonin reuptake inhibitors (SSRIs) and the serotonin norepinephrine reuptake
inhibitors (SNRIs), during pregnancy, most studies have focused on risk of
congenital malformations, and we have less information on longer term
neurodevelopmental outcomes. In a recent study, Singal and colleagues look at
outcomes in with prenatal exposure to

Full blog post: htp:

0.5

8, i M, Derksen S, Kotz LY, Ruth C, Brownel 1

Padiaiis. 2020 May:145(6)

JcinP
kY.L X. MuriOlsen T Molanaar NV

3 Clin Peyciaty. 2020 May 1281(3)19r

1 Gon Paycniaty. 2017 Mar TB3)294-0297.Froe Aricie

Research

JAMA Pediatrics | Original Investigation

Risk for Autism Spectrum Disorders According to Period
of Prenatal Antidepressant Exposure

A Systematic Review and Meta-analysis

MD; Pierre-Alexandre Lasica; gna, MD, PhD; Odile Cazas, MD:; Patrick Hardy, MD, PhD;
Bruno Falissard, MD, PhD; Anne-Laure Sutter-Dallay, MD, PhD; Florence Gressier, MD, PhD

JAMA Pediatr. 2017;171(6):555-563. doi:10.1001/jamapediatrics.2017.0124
Published online April 17, 2017.
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? Clinical and Practical Psychopharmacology

Antidepressant Exp e During Pr

Meta-Review of Meta-Analyses

Chittaranjan Andrade, MD

indings From the Meta-Analysis of

Table 1
Kobayashi etal®

1. SSRI exposure during pregnancy was associated with an increased risk
of ASD in the offspring in the case-control studies (5 studies; OR=1.37;
95% Cl, 1.08-1.74) and in one (2 studies; OR=1.89; 95% 1, 1.28-1.88)
but not the other (2 studies; OR=1.69; 95% 1, 0.80-3.57) combination
of the cohort studies

bet

cohort study analyses
3. When analysis was restricted to datasets of mothers with psychiatric
disord: i ASDil

case-control studies (1 study; OR=186;95% C, 0.76-4.58) and in both

and Risk of Autism in the Offspring, 1:

Table 3. Important Findings From the Meta-Analysis of
Brownetal'!

T ed anal preg
associated with an increased risk of ASD in the offspring in both
| (4 studi 1.7;95%Cl,1.3- hort (2 studies;

OR=18;95%l, 13-26) studies.
2.In unadjusted analyses, exposure to SSRis during the first trimester was

control (4 studies; OR=2.0;95% C1, 1.3-3.1) and cohort (2 tudies; OR
OR=18;95%C1, 13-26) studies.

3. After adjusting for potential confounders, exposure to SSRis during
pregnancy was associated with borderline significant risk of ASD i the
offspring in the case-control studies (4 studies, OR, 1.4;95% C, 1.0-20)

15

sets of cohort studies (2 studies, each; OR=0.79; 95%Cl, 0.51-1.23 and 95%C1,09-27).
OR=1.03;95%C1,049-215). i

4. justing the
frsttrimester was associated with increased risk of ASD in the offspring

R =0dds ratic In the case-control studies (4 studies, OR=1.7; 95% Cl, 1.1-2.6) and
KoDayasnietar with nonsignificant risk in the cohort studies (1 study; OR=1.4; 95% Cl,
1-55Rl exposure during pregnancy was assodated with an increased risk 10-19,

of ASD in the offspring in the case-control studies (5 studies; OR=1.37; 5. for

95% Cl, 1.08-1.74) and in one (2 studies; OR=1.89; 95% CI, 1.28-1.88) il i i with an

but not the other (2 studies; OR=1.69; 95% Cl, 0.80-3.57) combination increased risk of ASD in the offspring in either case-control (3 studies;

of the cohort studies. OR=14;95% Cl,09-2.2) or cohort (2 studies; OR=1.5;95% CI,0.9-2.7)
a2 studies.

bet p B

cohort study analyses. illness, mmeﬂ:v

3. When analysis wasrestricted to datasets of mothers with psychiatric
o i b studies; OR=1.8;95% CI 1.1-3.1).In the cohort studies,the risk was ot
significant (1 study; OR=14;95% C1,1.0-19).

case-control studies (1 study; OR=1.86;95% C, 0.76-4.
sets of cohortstudles (2 studes, each; OR=079;95% C, 051-1.23 and
R= 049-215).

Treatment Guidelines Depression : Does Severity Drive
Treatment Recommendations (and Patient Choice)

Psychotherapy: First-line for mild to moderate MDD

Lifestyle components: Nutrition, weight management, prenatal
care ; treatment for co-morbid substance abuse

Evidence base for CBT, Behavioral Activation and MBCT
(prevention)

Women trying to conceive who have histories of MDD:
—Encourage period of euthymia
—Sustained remission: consider tapering and discontinuing ?

—More recently depressed or with symptoms: consider
remaining on medication, optimizing medication

Pregnant women with severe MDD: Medication is first-line
Pregnant women on antidepressants during preﬁnancy: take into
account patient preferences, previous course of illness

* Medication selection should be based on known safety information

MDD, major depressive disorder.
Yonkers KA et al. Obstet Gynecol. 2009;114(3):703-713.

Treatment of Depression During Pregnancy:
Lessons Learned

« Treatment decisions are complex (maternal and fetal benefits and risks)

« Absolute quantification of risk associated with fetal exposure to
medication or maternal disease is impossible

« No treatment decision is “perfect”

- Each treatment decision should try to optimize pregnancy outcomes for
the mother and her child

- Consider the risks of untreated disease and the risks of medication
treatment

-wisdom of changing AD dose proximate to delivery is sparse

Kallen Obstet Gynecol Int. 2012
Palmsten and Hernandez-Diaz Epidemiology 2012
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Summary of treatment considerations for women with
MDD in pregnancy (cont.)

* Depression during pregnancy is strongest predictor of
postpartum depression

* There are known and unknown risks associated with AD
use during pregnancy

* Adverse effects of depression in pregnancy on patient,
infant and families

* Nothing trumps maternal euthymia

Postpartum Depression (PPD)

e 10-15% of women
experience PPD after
delivery

e Similar to non-puerperal
major depression

e Most common complication
in modern obstetrics

e Impairment of functioning

Postpartum Depression:
Non-Pharmacologic Strategies

* Maximize social supports — Postpartum Support
International ( https://www.postpartum.net/)

* Psychoeducation of patient and family members

* Group therapy and support groups
* Interpersonal therapy (IPT)

* Cognitive-behavioral therapy (CBT)

* Behavioral Activation — ( BA)

* MBCT — relapse prevention ?

Cohen et al. Psychiatr Clin North Am. 2010; Perlstein et al. Am J Obstet Gynecol 2009; Appleby et al., 1997.
https://www.postpartum.net/ ;
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Antidepressant Trials for the Treatment of PPD

Study Design and Size Medication studied, result

Appleby et al., 1997 Placebo-controlled, N=87 Fluoxetine - superior to placebo
CBT studied in same trial

Yonkers et al, 2008 placebo controlled, N=70 Paroxetine - not superior to placebo)

Wisner et al., 2006 RCT, Setraline vs. Nortriptyline, N=109 Sertraline vs. Nortriptyline - no

significant difference

Hantsoo et al., 2013 Placebo-controlled RCT, N=36 Setraline- superior to placebo

Bloch et al., 2012 N=40, all received brief psychodynamic | Both groups improved — no significant
therapy, RCT to sertraline or placebo difference for sertraline vs. placebo

Sharp et al., 2010 RCT, AD selected by general Antidepressants- superior to placebo
practitioner or counseling, N=254

Misri et al., 2012 Open trial, N=15 Citalopram — open study

Misri et al., 2004 N=35, all received parox, half Paroxetine — no control group
randomized to CBT also

Stowe et al., 1995 Open-label; N=21 Sertraline — open study

Cohen et al., 1997 Open-label; N=19 Venlafaxine- open study

Suri et al., 2001 Open-label; N=6 Fluvoxamine - open

Nonacs et al., 2005 Open-label; N=8 Bupropion- open

Brexanolone

* FDA approval in 2019

* |V delivered analogue of allopregnanolone

* Allosteric modulator of GABA receptors

* Two positive, controlled trials in postpartum
depression (onset during late pregnancy or
postpartum, presented within six months
postpartum with MDD)

* Rapid onset of benefit, durable efficacy to 30 days

* Implementation challenges: cost, in hospital

Meltzer-Brody et al., Lancet 2018; Wisner
2019, Cohen, 2019

SAGE 217 ( Zuranolone)

* Neurosteroid with similar mechanism of action to
brexanolone

* Data supporting efficacy in oral formulation for
major depression mixed

* Studies underway for postpartum major
depression

Deligiannidis et al , presented at annual meeting ASCP, Scottsdale ,
Arizona, June 2019
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Postpartum Psychosis

Postpartum Psychosis

* 1to 2 per 1000 pregnancies
* Rapid, dramatic onset within first 2 weeks
* High risk of harm to self and infant

* Suspect Bipolar disorder:

— Underlying diagnosis: affective psychosis (bipolar
disorder or schizoaffective disorder)

— Family and genetic studies, index episode follow-up

Nonacs and Cohen, 1998; Jones & Craddock, 2001;
Spinelli, AJP, April 2009
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Postpartum Psychosis

* Psychiatric emergency

e Estimated that 4% of women
with postpartum psychosis
commit infanticide

e Actual rates of infanticide are
difficult to estimate, as infanticide
may be under-reported

*  Spinelli, AJP 2004; Spinelli, AJP 2009

MGHP3 — The MGH Postpartum
Psychosis Project

* Specific aims:
* 1) Describe phenomenology of PPP with respect to time of onset,
symptomology, and comorbidities
¢ 2) Identify clinical and genomic predictors of this disorder

« Eligibility:

* Women ages 18+

* Experienced psychotic episode within 6 months of live birth, stillbirth, or
intrauterine fetal demise

* PPP episode occurred in the past 10 years

* No prior diagnosis of schizophrenia, schizoaffective disorder, or
psychosis NOS

Massachusetts General
) Hospital
(i Postpartum Psychosis

Project

Researchers are interested in learning more about
postpartum psychosis, a rare but serious
complication of childbirth. If you gave birth within the
past 10 years and had an episode of postpartum
psychosis, we would like to ask about your

experience.
MGHP3.0 Interest

[a:z0m]

E Please call us today to
enroll.
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Screening for Postpartum Depression

R _

Special C ication | USPSTF REC
Screening for Depression in Adults
US Preventive Services Task Force Recommendation Statement

Albert L. Siu, MD, MSPH; and the US Preventive Services Task Force (USPSTF)

= Editorial pages 349 and 351

DESCRIPTION Update of the 2009 US Preventive Services Task Force (USPSTF) Author Audio and Video

recommendation on screening for depression in adults. Interviews and JAMA Report
Videoatjama.com

METHODS The USPSTF revi i the benefits [ Related article page 388and

postpartum uracy of i ing i CMEQuizat

and harms of i i jamanetworkcme.comand
CME Questions page 411

POPULATION This

Related articles at
Jjamapsychiatry.com,
The USPSTF i joninth J aduit nd
D, g ;

population, i regnant

and appropriate follow-up. (B recommendation) arelistedat the end of this artice.

JAMA. 2016.315(4)380-387. doi:101001/jama 201518392 Corresponding Author: Albert L. Siu,

MD, MSPH (albert siu@mssmedu).

PPD, Screening, and Large Scale Efforts

* Federal legislation includes provisions for
postpartum depression

—Language on screening for PPD and
increased funding for its treatment and
research

* Multiple states have implemented universal
screening or are in the process of
implementing screening

* Political impetus to screen for PPD
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(@VeE

INSTITUTE
The Perinatal Depression Treatment Cascade:
Baby Steps Toward Improving Outcomes

Elizabeth Q. Cox, MD¥*; Nathaniel A. Sowa, MD, PhD?; Samantha E.
Meltzer-Brody, MD, MPH?; and Bradley N. Gaynes, MD, MPH?

J Clin Psychiatry 2016

MGH Perinatal Depression Scale

wscoveizon 3 B2 [y
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Cohen et al. Psychosomatics 1989

Treatment Guidelines for Psychotropic
Drug Use in Pregnancy

LEE S. CoHEN, M.D.
Vicki L. HELLER, M.D.
JERROLD F. ROSENBAUM, M.D.

Despite the apparent risks of psychotropic drug exposure in pregnancy, many pregnant
women receive psychotropics. The major concerns associated with the use of antipsychot-
ics, antidepressants, benzodiazepines, and lithium carbonate in pregnancy are reviewed,
with clinical approaches for assessing the relative risks and benefits of treatment of psy-
chiatrically ill pregnant patients and for choosing and instituting therapy with these
agents.
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BirOLAR DISORDER:
CONSIDERATIONS ACROSS
THE REPRODUCTIVE LIFESPAN

Marlene P. Freeman, MD
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Bipolar Disorders in Women
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Professor of Psychiatry, Harvard Medical School

Associate Director, Perinatal & Reproductive Psychiatry Program,
Medical Director, Clinical Trials Network and Institute (CTNI)
Massachusetts General Hospital

Questions to Keep in Mind:

Does she have a bipolar spectrum disorder?

Might this patient become pregnant during
her treatment?

What are the risks of the mood stabilizer(s) to
a baby (in utero, breastfeeding)?

What are the implications of reproductive
events — pregnancy, postpartum, menstrual
cycle, perimenopause?

Does She Have a
Bipolar Disorder?

* Bipolar disorder is often a missed diagnosis

* Women often present with bipolar depression
—need to take careful history to assess for
bipolar disorder

* Hypomania may be easy to overlook
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Bipolar Disorders Across the Female

Reproductive Lifespan

General Considerations

Menstrual cycle
* Pregnancy

Postpartum
* Menopause

Bipolar Disorder:
Sex Differences

Bipolar Disorders in Women

* Women experience more rapid-cycling

* More mixed episodes
* More depressive symptoms

* Later age of onset
* More bipolar I

* More medical and psychiatric comorbidity
* Higher rates of obesity

Leibenluft, 1996 & 1997; Goodwin & Jamison, 1990; Angst et al., 1978; Roy-Burne
et al., 1995; McElroy et al., 1995; Diflorio and Jones, 2010; Baldassano et al., 2005;
Baskaran et al., 2014; Erol et al., 2015
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Menstrual cycle

— May be exacerbation of symptoms premenstrually or
menstrually for some women

— Case reports, retrospective data (Teatero et al, 2014)

— Up to 66% reported regularly occurring exacerbations (Blehar et
al., 1998)

— 25% reported premenstrual depressive syndrome, increased
anxiety (Roy-Byrne et al., 1985)

— Prospective studies — inconsistent findings (Leibenluft et al.,
1999; Rasgon 2003; Shivakumar et al., 2008)

— Meds for PMDD may precipitate mania — mood stabilize first
(Smith and Frey, 2016)

— Poorer outcomes in women with prospectively documented
PMDD based on DSMS5 criteria and bipolar disorder
(Slyepchenko et al., 2017)

Mood Stabilizers and
Menstrual Cycles

e Disruptions in menstrual cycles:
— Valproic Acid

—Associated with polycystic ovarian syndrome
(PCOS)

— Hyperprolactinemia

—Galactorrhea, irregular menses/amenorrhea,
infertility, sexual dysfunction

— Associated most commonly with first generation
antipsychotics and risperidone

Pacchiarotti et al., 2015; Gotlib et al., 2017

Pregnancy and Postpartum
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Treating Women of
Childbearing Potential

® 49% of pregnancies in
U.S. are unintended?

* 80% of teen pregnancies
unintended?

e 82% of U.S. women have
had a child by age 407

1Centers for Disease Control and Prevention. Unintended Pregnancy Prevention.
http://www.cdc.gov/reproductivehealth/UnintendedPregnancy/index.htm. Accessed June 19, 2013;

April 12, 2012.

2Martinez G et al. Centers for Disease Control and Prevention. National Health Statistics Reports. Number 51.

Context for Assessing Risk

* Rate of major malformations: 3-4%
* Rate of premature delivery: 11-12%
* Rate of gestational diabetes: 2-7%

* Untreated psychiatric disorders carry risks for
woman and baby

* Alcohol and tobacco use prevalent in patients with
untreated psychiatric disorders

* Obesity increases obstetrical risks

March of Dimes website, CDC website; Nonacs R, Cohen LS. J Clin Psychiatry. 2002;63 Suppl 7:24-30;
King JC, Fabro S. Clin Obstet Gynecol. 1983;26(2):437-448.

Risks of Untreated Bipolar Disorder
During Pregnancy

* >330,000 women; included comparisons of women

with bipolar disorder, with and without treatment
— Bipolar disorder increases risk of:

* C-section

* Small for gestational age

* Prematurity
— Congenital Malformations:

* Without bipolar disorder: 2.0%; untreated 1.9%

* 3.4% treated with a mood stabilizer (lithium or
anticonvulsant)

Boden et al, BMJ, 2012
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Breastfeeding

* ..The experience of breastfeeding
is special for so many reasons — the
joyful bonding with your baby, the
cost savings, and the health
benefits for both mother and

baby...
—  http://www.womenshealth.gov/breastfeeding/why-

breastfeeding-is-important/index.html

¢ ..Time to declare an end to the
breastfeeding dictatorship that is
drowning women in guilt and worry
just when they most need
support...

Gayle Tzemach Lemmon, Breastfeeding is a Choice, Let's Treat it that Way
Posted: 05/11/2012 http://www.huffingtonpost.com/gayle-tzemach/
breastfeeding_b_1509658.html

Pregnancy and Postpartum:
Risks of Discontinuing Medication

* Retrospective and prospective data show mean rates of relapse
during pregnancy between 55% to 70%

* Women who discontinue medication more likely to experience
recurrences (85.5% vs. 37%) and spend more time ill

* Particularly high rate of mood episodes postpartum (70%)

* Recurrence risk greater after rapid discontinuation
(<2 wks) than gradual (2 to 4 weeks)

* Unplanned pregnancy associated with greater risk of recurrence

Viguera AC et al. Am J Psychiatry. 2000;157(2):179-184; Viguera AC et al. Am J Psychiatry. 2007;164(12):
1817-1824.

Risk of Psychiatric Hospitalization
During Pregnancy and Postpartum

60
50
40 < Pregnancy —*
30
20
10

Admissions
Per Month

-2 Years -1 Year ghildbirth +1 Year +2 Years

Highest risk of hospitalization for new mothers is 10 to 19 days postpartum,
increased outpatient contacts first three months

Kendell et al. BrJ Psychiatry. 1987;150:662; Munk-Olsen et al., JAMA. 2006;296(21):2582-2589.
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Postpartum Psychosis

Postpartum Psychosis

* 1to 2 per 1,000 pregnancies

* Rapid, dramatic onset within first 2 weeks

* High risk of harm to self and infant

* Suspect bipolar disorder

— Underlying diagnosis: affective psychosis (bipolar
disorder or schizoaffective disorder)

— Family and genetic studies, index episode
follow-up

Nonacs R, Cohen LS. J Clin Psychiatry. 1998;59(Suppl 2):34-40; Jones |, Craddock N. Ann Med.
2001;33(4):248-256; Spinelli MG. Am J Psychiatry. 2009;166(4):405-408.

Postpartum Psychosis (cont’d)

* Psychiatric emergency
* Estimated that 4% of women with postpartum
psychosis commit infanticide

— Actual rates of infanticide are difficult to estimate,
as infanticide may be underreported

Spinelli MG. Am J Psychiatry. 2004;161:1548-1557; Spinelli MG. Am J Psychiatry. 2009;166(4):405-408.
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Risk Factors for Postpartum Psychosis

Risk factor % that developed r.Jostpartum
psychosis

Hospitalization for psychotic episode 44%

during the pregnancy

Hospitalization for a psychotic episode 14.5%

prior to the pregnancy

Any previous psychiatric hospitalization 9.2%

Previous hospitalization for bipolar 2.0%

mood episode

Baseline population risk 0.07%

Harlow BL. Arch Gen Psychiatry. 2007;64:42-48.

Acute Treatment

* |npatient psychiatric hospitalization

* Rule out medical conditions
* Length of stay depends on clinical condition

* Many women will need to stop breastfeeding

* Primary pharmacotherapy: mood stabilizer and an
antipsychotic, with medications for anxiety,
insomnia, and agitation as needed

— Sequential use of benzodiazepines, antipsychotics, lithium
and ECT proposed

Sit et al., ) Women’s Health, 2006; Bergink et al., AJP 2015

Acute Treatment

* Inpatient Protocol: Sequential use: N=64
* Step 1: Benzodiazepine (lorazepam), 3 days - 6% remitted (N=4)

e Step 2: Antipsychotic: haloperidol or atypical — 19% remitted (N=12)
e Step 3: lithium — 73% remitted (N=48)
e Step 4: ECT — none underwent

e Total of 98% remission; only 1 patient did not fully remit
— Most women responded to by addition of lithium

* Sustained remission at 9 months postpartum in 80%
— Affective diagnosis more associated with remission than non-affective
— Relapse rates higher with antipsychotics than with lithium

Bergink et al., AJP 2015

MASSACHUSETTS
GENERAL HOSPITAL

MGHCME.org
PSYCHIATRY ACADEMY



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020

Treatment After Discharge

* Little data to inform length of care
— 6-12 months of pharmacotherapy
— psychotherapy and close monitoring
* Treatment planning for adequate sleep, support,
help in meeting the needs of caring for a baby
* Close monitoring is required for safety
— Psychoeducation of family and friends

Postpartum Prophylaxis of Bipolar

1.0
T oos
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g 02 | — Prophylaxis (N=14)
3 — No Prophylaxis (N=13)
0.0 T T T T T \
0 2 4 6 8 10 12
Time (Weeks)
Cohen LS, Sichel DA, et al. Am J Psychiatry. 1995.
Prevention of Postpartum Bipolar
Group During With Did not start
Pregnancy postpartum postpartum
prophylaxis prophylaxis
Women with All (29/29) Started Did not start
histories of remained Postpartum Postpartum
psychosis in stable off of Prophylaxis: Prophylaxis:
the medication No relapses 44% relapse
postpartum during (N=20) (N=9)
only pregnancy
Women with 24.4% relapse: Of those who stayed | Of those who stayed | 60% postpartum
) 75.6% on well during well during relapse among
bi P0|3 r maintenance pregnancy: pregnancy: those who
disorder meds postpartum relapse | 20% relapse rate not experienced
Relapse rates: rate 7.7% on on prophylaxis mood episodes
19.4% on meds prophylaxis during
40% off meds pregnancy
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Main points

* History of isolated postpartum psychosis
— High risk for recurrence postpartum

— Prophylaxis may be deferred to immediately postpartum if
mother well throughout pregnancy

e Bipolar disorder
— High risk for recurrence throughout pregnancy and the
postpartum, particularly with medication discontinuation
— High risk postpartum relapse, postpartum prophylaxis
decreases risk

— Clinical picture during pregnancy greatly factors into
postpartum prognosis — do not delay treatment

Postpartum Treatment

* Prescribe Sleep!

— Sleep deprivation — similar to antidepressants regarding
risk of induction of mania/hypomania (10%)

* Prescribe Support!

— Good social support associated with quicker recovery, less
symptomatic; better prophylaxis against episodes

Colombo, et al. 1999; Johnson, et al. 1999; Stefos, et al. 1996

Differentiating OCD and Psychosis

Postpartum OCD Postpartum psychosis
* Thoughts are ego-dystonic *Thoughts are ego-syntonic
» Disturbed by thoughts *Rarely distressed by
+ Avoid objects or being with thoughts
their newborn *Do not have avoidant
+  Very common disorder behaviors
« Low risk of harm to baby *Not common disorder

*High risk of harm to baby

OCD, obsessive-compulsive disorder
Brandes M et al. Arch Womens Ment Health. 2004;7(2):99-110.
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Mood Stabilizers in Pregnancy

* Lithium: First-trimester risk of cardiovascular malformations!
— Ebstein’s anomaly: 0.1% to 0.2% (risk ratio 10 to 20)

— Risk ratio for cardiac malformations is 1.2 to 7.7 and the
risk for Ebstein’s anomaly rises from 1/20,000 to 1/1000

e Lithium

— Complicated by maternal glomerular filtration rate (GFR)

changes during pregnancy. Excreted more rapidly—may
need to increase dose?

— After delivery, GFR decreases rapidly, should follow

lithium levels during labor and delivery, adjust dose as
needed?

Yonkers KA et al. Am J Psychiatry. 2004;161:608-620; 2Newport DJ et al. Am J Psychiatry.
2005;162:2162-2170.

Valproic Acid

* Worst Teratogen Known Among Psychotropics

¢ Rate of major malformations: > 10%

— Neural tube defects, craniofacial, cardiovascular, and others

— Risk of defects is substantial in very early pregnancy

* Associated with increased risk for adverse cognitive and
neurodevelopmental effects

— Long-term follow-up (up to 3 years) suggests fetal exposure
to valproate associated with lower 1Q scores (not observed
with lamotrigine)

Yonkers KA, et al. Am J Psychiatry. 2004;161(4):608-620. Newport DJ, et al. Am J Psychiatry. 2005;162(11):2162-
2170. Meador KJ, et al. Epilepsy Behav. 2009;15(3):339-343.

IQ Scores of Children at 3 Years of Age According to
In Utero Exposure to Antiepileptic Drugs

Cark : Lamotrigi Phenytoi Valp
Variable (N=73) (N=34) (N=48) [N=53)
Mean IQ (95% CIjt 98 (95-102) 101 (98-104) 99 (94-104) 92 (88-97)
Mean difference in 13 from valproate 6 (0.6-12.0) 9 (3.1-14.6) 7 (0.2-14.00

group (85% CI)t
Pwaluef 0.04 0.008 0.04

* The results are based on regression models for the intention-to-treat population (309 children). See Table 1 in the
Supplementary Appendis for full results of the regression models. 1) at 3 years of age was imputed for 77 ofthe origi
nal 309 children born alive who were not assessed at that age {1 of these children died from severe heart malformation,
&were enrolled in the NEAD study from the United Kingdom study after they had reached 3 years of age, 31 withdrew
before 3 years of age, and 39 did not present for testing).

T Least-squares means from the primary analysis are given after adjustment for maternal IQ and age, antiepileptic-drug
dose, infant's gestational age at birth, and maternal preconception use of folate.

T Although the confidence intervals for carbamazepine and phenytain overlap with the confidence interval for valproate,
the confidence intervals for the differences between carbamazepine and valproate and between phenytoin and valproate
do not include zero

§ P wvalues are for the comparison with the valproate group. P values from tests of the null hy pothesis of no difference
from the valproate-group mean were adjusted for multiple comparisons. ™

Meador KJ et al. N Engl J Med. 2009;360(16):1597-1605.
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Lamotrigine in Pregnhancy

* No increased risk of major malformations

* Association with oral clefting NOT seen with larger
numbers

— Early data suggested it might be when numbers
were smaller

— Recent large study of registries did not find any
association between oral clefts and lamotrigine

* Pregnancy increases lamotrigine clearance by > 50%

— Returns to baseline after delivery

Myllynen PK, et al. Eur J Clin Pharmacol. 2003;58(10):677-682. Tran TA, et al. Neurology.
2002;59(2):251-255. Dolk H, et al. Neurology. 2008;71(10):714-722.

Atypical Antipsychotics in Pregnancy

* Large administrative Medicaid database
— Nationwide sample of N=1 360 101 pregnant women
— After confounding adjustment, the RR was reduced to 1.05 (95% ClI,

0.96-1.16) for atypical APs and 0.90 (95% Cl, 0.62-1.31) for typical APs.
The findings for cardiac malformations were similar

— For the individual agents examined, a small increased risk in overall
malformations (RR, 1.26; 95% Cl, 1.02-1.56) and cardiac malformations
(RR, 1.26; 95% Cl, 0.88-1.81) was found for risperidone that was
independent of measured confounders

* Pooled odds ratios of prospective studies

— Antipsychotic exposure associated with slightly increased risk of major
malformations , heart defects), preterm delivery , small-for-gestational-
age births , decreased birth weight

— There was no significant difference in the risk of major malformations
differences between typical (and atypical antipsychotic medications.

Hubrechts et al., 2016; Coughlin et al., 2016.

National Pregnancy Registry
for Atypical Antipsychotics

Research Study at the Massachusetts
General Hospital Center for Women'’s
Mental Health

To determine the safety of atypical
antipsychotics in pregnancy for

women and their babies

Participation will involve 3 brief phone
interviews over approximately 8 months

Call toll-free: 1-866-961-2388

MGHCME.org
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National Pregnancy Registry for
Atypical Antipsychotics

Now > 2000 participants enrolled
Aggregate Risk Analyses: As of Dec 2014, N=487 enrolled, N=303 eligible for
analyses; 89 controls:
¢ Rates of major malformations in the two groups similar:
— 1.4% (3/214 live births) in exposed group ; 1.1% (1/89) in control group
— 0Odds ratio comparing exposed with unexposed infants was 1.25 (95%
Cl=0.13-12.19) — not statistically significant
Quetiapine: N=152 exposure to quetiapine compared with 205 controls
— 2/155 malformations were confirmed (1.3%), compared with 3/210 (1.4%)
in control group
— Odds ratio for major malformations between infants with and
without quetiapine exposure was 0.90 (95% CI=0.15, 5.46), which is
consistent with the pooled estimate of the available controlled data on
fetal exposure to quetiapine

Cohen et al., Am J Psychiatry 2016: Cohen et al., Am J Psychiatry 2018

Benzodiazepines and Pregnancy

e 1st trimester exposure: previously inconsistent findings of association with
cleft palate or other congenital abnormalities

e Recent studies do not suggest teratogenicity

* Recent study suggested association with c-section, low birth weight, use
of ventilator support for newborn

* Timing of exposure likely makes difference in obstetrical outcomes

* May contribute to poor neonatal adaptation syndrome when used with
antidepressants

* Possible longer-term impact on language development

» Difficult to disentangle confounding variables, disease state, concomitant
medications

Kanto JH. Drugs 1982;23:354-380. Hanley and Mintzes. BMC Pregnancy Childbirth 2014. Omoy A, et al. Reprod Toxicol 1998;12:511-515.
Eros E, et al. Eur J Obstet Gynecol Reprod Biol 2002. Whitelaw AG, et al. Br Med J (Clin Res Ed) 1981. Mazzi E. Am J Obstet Gynecol
1977. Igbal MM. et al. Del Med J 2002. Askaa et al., Obstet Gynecol Int 2014. Wikner and Kallen. J Clin Psychopharmacol 2011. Yonkers
et al., JAMA Psychiatry, 2017; Salisbury et al., AJP 2016; Odsbu et al., Eur J Clin Pharmacol 2015

Mood Stabilizers and
Breastfeeding

Lithium

* Toxicity reported in cases with infant serum levels at 0.1 to
0.5 times the maternal level

* Contraindicated at one time by the American Academy of
Pediatrics?

* Revised to classification “Drugs That Have Been Associated
With Significant Effects on Some Nursing Infants and Should
Be Given to Nursing Mothers With Caution”

American Academy of Pediatrics Committee on Drugs. Pediatrics. 2001;108(3):776-789.
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Mood Stabilizers and Breastfeeding
(cont’d)

Lithium and Breastfeeding

*N=10 mother-baby pairs

*Mothers stable, lithium monotherapy 600 to 1,200 mg/day
*Babies’serum levels 0.09 to 0.3 meq/L (average 0.16)
*Transient increases in elevated infant TSH, BUN, Cr

Recommendations

Consider lithium when:

* Bipolar disorder in mother who is stable

e Lithium monotherapy (or simple regimen)

e Adherence to infant monitoring (lithium level, TSH, BUN, Cr
immediately postpartum, 4 to 6 weeks of age, and then every 8 to 12
weeks)

e Healthy infant

e Collaborative pediatrician

BUN, blood urea nitrogen; Cr, creatinine; TSH, thyroid-stimulating hormone.
Viguera AC et al. Am J Psychiatry. 2007;164(2):342-345.

Menopause

* Very sparse data

* There may be mood worsening associated
with the menopausal transition, particularly
depressive episodes and symptoms

Blehar et al., 1998; Marsh et al., 2015; Marsh et al., 2012; Freeman et al., 2002

Thank you!

* Marlene P. Freeman, M.D.
* mfreeman@mgh.harvard.edu
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Premenstrual Dysphoric Disorder
(PMDD)

Laura Fagioli Petrillo, M.D.

Director of Training, The Ammon-Pinizzotto Center for

Women’s Mental Health
Massachusetts General Hospital

Instructor in Psychiatry, Harvard Medical School

Depression and Anxiety Across the
Female Reproductive Cycle

Depression/anxiety
during pregnancy

Depression/anxiety
associated with infertility,
miscarriage, or perinatal

IEss

Menarche Pregnancy Menopaus

Premenstrual depression/

anxiety (PMS/PMDD) Depression/anxiety

during the
perimenopausal
period
Depression/anxiety during
the

postpartum period

Premenstrual Mood Changes

* Majority of reproductive age women report
unpleasant symptoms around the time of
menstruation
— Physical and psychological symptoms
— “More emotional”

— Minimal effect on functioning

* 2.5 million women affected annually

Clayton, Jn/ of Psych Prac. 2008;14:13-21.
Winer & Rapkin, Jn/ Reproductive Med. 2006;51(4): 339-347.
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Prevalence of Premenstrual Conditions

Nothing
20%

PMDD
5%
(3-8% of women of
childbearing age)

100%=all women of childbearing age.

Haskett RF. Prog Neuropsychopharmacol Biol P%ychiat/y. 1987;11(2-3):129-135.
Johnson SR, et al. J Reprod Med. 1988;33(4?:34 -346.

Rivera-Tovar AD, Frank E. Am J Psychiatry. 1990;147(12):1634-1636.
Ramcharan S, et al. J Clin Epidemiol. 1992;45(4):377-392.

Premenstrual Syndrome (PMS)

* Pattern of physical, emotional and behavioral
symptoms occurring 1-2 weeks before
menstruation

* Symptoms remit with the onset of menstruation
* 30-80% of women

* Significant in 3-8% of women

* Occurs cross-culturally

Wittchen HU, Becker E, Lieb R, et al. Psychol Med.
2002;32:119-132.

PMS Symptoms

Psychological
Symptoms Physical
Symptoms

Behavioral
Symptoms
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PMDD - DSM-V Criteria

* Criterion A: in most menstrual cycles during the past year, at least 5 of 11
symptoms (including at least 1 of the first 4 listed) were present:
— Markedly depressed mood, hopelessness, or self-deprecating thoughts
— Marked anxiety, tension, feelings of being “keyed up” or “on edge”
— Marked affective lability
— Persistent/marked anger or irritability or interpersonal conflicts
— Decreased interest in usual activities
— Subjective sense of difficulty in concentrating
— Lethargy, easy fatigability, or marked lack of energy

— Marked change in appetite, overeating, or specific food cravings

— Hypersomnia or insomnia

— Asubjective sense of being overwhelmed or out of control

— Other physical symptoms, such as breast tenderness or swelling, headaches, joint or muscle pain, a

sensation of bloating, or weight gain
¢ The symptoms must have been present for most of the time during the last week

of the luteal phase, begun to remit within a few days of the onset of menstrual
flow, and absent in the week after menses

DSM-V Criteria

e Criterion B is that the symptoms must be severe enough to
interfere significantly with social, occupational, sexual, or
scholastic functioning.

e Criterion Cis that the symptoms must be discretely related to
the menstrual cycle and must not merely represent an
exacerbation of the symptoms of another disorder, such as
major depressive disorder, panic disorder, dysthymic
disorder, or a personality disorder.

e Criterion D is that criteria A, B, and C must be confirmed by
prospective daily ratings during at least 2 consecutive
symptomatic menstrual cycles. The diagnosis may be made
provisionally before this confirmation.

Premenstrual Exacerbation (PME)

Mood disorders can worsen premenstrually
PMDD vs. PME

40% of women screened for PMDD have an
underlying mood disorder with PME

Charting to determine cyclicity of symptoms

Bailey & Cohen. J Women's Health Gender Based Med. 1999;8(9):1181.
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Prospective Rating Chart —
Daily Record of Severity of
Problems

DRSP

Borenstein JE, Dean BB, Yonkers KA, Endicott
1. Obstet Gynecol. 2007;109(5):1068-1075.
Endicott J, Nee J, Harrison W. Arch Women's
Ment Health. 2006;9(1):41-49.

Prospective Rating Chart -
Prospective Record of the
Severity of Menstruation
PRISM

Many additional
charts and apps:
Premenstrual
Symptoms Screening
Tool (PSST)
Calendar of
Premenstrual
Experiences (COPE)

PRISM

CALENDAR

il WeghtOnDer s ______ b ceby fence

RANESEENNNRANNN]

Renske C. et al. J Affect Disord. 2016;189:43-53

Days 1 Bl

Mehses  ~
FOLLICULAR

Adapted from Solomon EP, Davis PW. Human Anatomy and Physiology. Philadelphia: Sanders College; 1962,

Owlaon

\
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Risk Factors for PMDD and PMS

Family history of PMS and PMDD--
History of postpartum depression:

Major depression past: or futures
* Trauma historys

1. van den Akker OB, et al. Acta Genet Med Gemeflo/ (Roma f 1987;3654):541—548. 2. Kendler
KS, et al. Psychol Med. 1992;22(1):85-100. 3. Warner P, et al. J Affect Disord. 1991;23(1):9-23. 4
Bancroft J, et al. Psychosom Med. 1994;56(3):225-231. 5. Graze KK, et al. Acta Psychiatr Scand.
;8822;(12 :12211—5325. 6. Perkonigg A, Yonkers KA, Pfister H, et al. J Clin Psychiatry.

PMS/PMDD Longitudinal Course

— Women seek treatment in their late 20s/early 30s

— Peaks around 30-39 years old?

— Physical/mood symptoms stable from cycle to
cycle?

— Diagnosis appears stable over time?

— Chronic course although symptoms may improve
during suppression of the ovarian cycle (lactational
amenorrhea, pregnancy, post-menopause)?

1Johnson. Clin Obstet Gynecol. 1987;30:369.

2Block. Am J Psychiat. 1997;154:1741.

3Roca et al. J Clin Psychiatry. 1999;60:763.

4Reid RL. Endotext [Internet]. MDText.com, Inc.; 2017-.

Diversity Research and PMDD

* Most studies do not involve diverse populations

* Unclear whether the prevalence varies by race

* Prevalence among Black women may be lower per one
study?

* Among non-white populations of US women (Asian,
Latinx, Black), perceived discrimination may be a risk
factor?

* Rates of severe PMS and PMDD in East Asian women
were lower than Western women3-

Pilver CE, et al. Psychol Med. 2011;41(8):1741-1750

Pilver CE, et al. ] Womens Health (Larchmt). 2011;20(6):923-931
Takeda T, et al. Arch Womens Ment Health. 2006;9(4):209-212
Schatz DB, et al. Int J Psychiatry Med. 2012;43(4):365-380.
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Pathophysiology

* No clear evidence of “hormonal
dysregulation”

* Levels of progesterone and estradiol
remain within normal range

* PMS/PMDD may represent an
abnormal response to normal
fluctuations of gonadal steroids

Schmidt et al., American Journal of Psychiatry:2017;174(10), 980-989.

Hormonal Basis of PMDD

«+ Differential sensitivity e
to normal changes in , forta ogesaens
estrogen and Lt Lot
progesterone

_ |

+ GnRH agonists are
effective therapy
« Eliminate hormonal R e

. Week Weak
fluctuation
+ PMS re-occurs with . el e
add-back therapy
S bl
§ 2 s e [rm—— [Tr—
GnRH = gonadotropin-releasing hormone. L e
Wieok Week

Schmidt et al. N Engl J Med. 1998;338:209.

Hormonal Basis of PMDD

3
A

[T
§
[
e o« 5 %

0

Sl S SH 5
Rl SH )

Schmidt PJ, Martinez PE, Nieman LK, et al. Am J Psychiatry.
2017;174:980-989.
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Pathophysiology

ESTROGEN PROGESTERONE

4 4

CENTRAL NEUROTRANSMISSION

SEROTONERGIC/NORADRENERGIC/DOPAMINERGIC

4

SEROTONIN TRANSMISSION ABNORMALITY » PMDD

Pathophysiology

Role of gamma amino-butyric acid (GABA)
Allopregnanolone enhances effects of GABA, acts as an
anxiolytic

Paradoxical effect of allopregnanolone mediated

via the GABA-A receptor => neg mood symptoms?

PMDD = greater ALLO/prog ratio vs. controls in
luteal phase?

Treatment with ALLO antagonist during the luteal
phase reduced PMDD scores on the DRSP3

1.Backstrom T, et al. Prog Neurobiol. 2014;113:88-94.
2.Girdler SS, et al. Biol Psychiatry. 2001;49(9):788-797.
3.Bixo M, et al. Psychoneuroendocrinology. 2017;80:46-55.

Pharmacologic Treatment

SSRIs are first line treatment in patients without
bipolar disorder

— fluoxetine

— sertraline

— controlled release paroxetine

Antidepressants with serotonergic activity
— venlafaxine
— duloxetine
— clomipramine

Sundblad et al. Acta Psychiatr Scand. 1992;85:39-47.
Freeman et al. Obstet Gynecol. 2001;98:737-44.

Ramos & Hara. Int J Neuropsychopharmacol. 2009;12(8):1081-8.

MGHCME.org
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Antidepressant Dosing

* Continuous
— Steady dose throughout the month
* Intermittent
— Luteal phase (day 14 to onset of menstruation)

* Symptom onset
— Women with irregular cycles

* Luteal phase increase
— Continuous with luteal phase “bump up”

SSRI Treatment Considerations

e Start with low dose

* If no response after first cycle, increase for
second cycle and continue for 2-4 cycles

* If unsatisfactory response, consider
alternative SSRI and/or change dosing

* If no response to 2 SSRIs, may try a 3" or
SNRI/TCA; if incomplete response, consider
adjunctive symptom targeted treatment

Adjunctive Psychopharmacologic
Treatment

* Benzodiazepines
— Alprazolam — mixed results
* Buspirone
— Mixed results; benefit may be modest
* Gabapentin
— Anecdotally helpful
* Quetiapine SR
— Modest benefit
— Small sample size

Schmidt PJ, Grover GN, Rubinow DR. Arch Gen Psychiatry. 1993;50(6):467-473.
Harrison WM, Endicott J, Nee J. Arch Gen Psychiatry. 1990;47(3):270-275.
Freeman EW. CNS Drugs. 2004;18(7):453-468.

Jackson C, Pearson B, Girdler S, et al. Hum Psychopharmacol. 2015;30(6):425-434.
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Duration of Treatment in PMDD

e Optimal length of treatment is unclear

* Many women relapse when they stop treatment—as early as 1 to
2 cycles™

* Some studies suggest 12 months of treatment, then stop and
observe or switch to intermittent treatment!->

— If using intermittent treatment, discontinue after a year

— If symptoms recur, resume treatment until pregnancy or menopause

* Chronic treatment may be necessary

1.de la Gandara Martin JJ. Actas Luso Esp Neuro! Psiquiatr Cienc Afines.
1997;25(4):235-242. 2. Pearlstein TB, Stone AB. J Clin Psychiatry. 1994;55(8):
332-335.3. Elks ML. South Med J. 1993;86(5):503-507. 4. Freeman EW, et al. Am
J Psg/chiatry. 1992;149(4):531-533. 5. Freeman EW, et al. Arch Gen Psychiatry.
2009;66(5):537-544.

Oral Contraceptives (OC)

+ Evidence from double-blind, randomized, placebo-
controlled trials supports use of some OCs for
treatment of PMDD

+ Progesterone only pill unlikely to be helpful'-3

+ OCs containing drospirenone may be more effective
* 4 day vs 7 day placebo

+ Comparison drospirenone vs other progestins

1.Ford O, et al. Cochrane Database Syst Rev. 2006;(4):CD003415.
2.Wyatt K, et al. BMJ. 2001;323:776-780
3.Freeman E, et al. JAMA. 1990;264(3):349-353.

OC Dosing

* Cyclic

— 21-24 days active pill, 4-7 days placebo
* Continuous

— Consecutive pill packs without a placebo

— Efficacy greater than cyclic dosing

* Begin with cyclic dosing

* Move to continuous dosing if symptoms persist
Always consider medical risks of OCP

Freeman et al. Contraception. 2012;85(5): 437-445
Skovlund et al. Am Jnl Psychiatry. 2018;175(4): 336-342
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Gonadotropin-Releasing
Hormone Agonists

+ Leuprolide — depot injection every 1-3 months

+ Buserelin — intranasal spray daily
+ PLUS Add-back of estrogen, progestin or both

+ Down-regulate gonadotropin receptors in pituitary to
create a hypogonadotropic state

+ Treatment usually restricted to six months

+ Long term effects are unknown

Mortola JF et al. J Clin Endocrinol Metab. 1991; 72: 252A-252F
Ripps BA et al. J Reprod Med. 2003;48:761-766.
Wyatt etal. BrJ Obstet Gynaecol. 2004; 111: 585-593

Gonadotropin-Releasing
Hormone Agonists

* Double-Blind, placebo-controlled trials

— Several show superiority of GnRH agonists over
placebo’®

— Some show GnRH agonists equal to placebo®1°

— Not first line

« Consider after failure of non-pharmacologic agents, SSRIs
and OCs

1. Brown CS, et al. Obstet Gynecol. 1994;84(5):779-786. 2. Freeman EW, et al. Psychopharmaco! Bu#i, 1997;33(2):303-309. 3.
Hammarback S, Backstrom T. Acta Obstet Gynecol Scand. 1988,67(2):159-166. 4. Hussain SY, et al. Gyneco/ Endocrinol. 1992;6(12]:
57-64. 5. Leather AT, et al. Gynecol Endocrinol. 1999;13(1):48-55. 6. Muse KN, et al. N Eng/ J Med. 1984;311(21):1345-1349. 7. Schmidt
PJ, etal. N Engl J Med. 1998;33854):209-216, 8. Sundstrom |, et al. Acta Obstet Gynecol Scand. 1999;78(10):891-899. 9. Helvacioglu A,
etal. J Reprod Med. 1993;38(11):864-870. 10. West CP, Hillier H. Hum Reprod. 1994;9(6):1058-1063.

Non-Pharmacologic Treatment

* Mood Charting

* Lifestyle Modification
— Diet, exercise, sleep

* Psychotherapy
* Nutritional Supplements
* CAM

Andrzej, M & Diana, J. Maturitas. 2006;55:547-554.
Samadi, Z., et al. /ran J Nurs Midwifery Res. 2013;18:14-19.
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Nutritional Supplements

*

Calcium (1200 mg daily)

Vitamin B6 (50-100 mg daily)
Magnesium (200-460 mg daily)
Vitamin E (400 1U daily)

*

*

L 4

Thys-Jacobs S et al. Am J Obstet Gynecol. 1998;179: 444-52. Chocano-Bedoya P et al. The Am
Jnl Clin Nutr. 2011;93(5):1080-1086. Fathizadeh N et al. Iran J Nurs Midwifery Res.
2010;15:401-5. Shobeiri et al. Obstetrics & Gynecology Science, 2018;60:100-105.

Complementary and Alternative
Medicine

¢ Omega-3
— Limited data
— Potential benefit
¢ Vitex agnus-castus (Chasteberry)
— Data are inconclusive
— Potential benefit
e St.John’s Wort
— Physical symptoms > emotional symptoms
— 13-15% reduction in the level of OCP
¢ Light therapy
— Inconclusive

Cerqueira RO, et al. Arch Womens Ment Health. 2017;20:713-719.
Verkaik S, et al. Am J Obstet Gynecol. 2017;217:150-166.

Jang SH, et al. BMC Complement Altern Med. 2014;14:11.

Sohrabi N, et al. Complement Ther Med. 2013;21(3):141-146.
Krasnik C, et al. Am Jnl of Obstetrics and Gyn. 2005;193:658-661.

Summary

* Premenstrual symptoms are common.

* A smaller percentage of women experience severe
physical and emotional symptoms that interfere with
their ability to function.

* Screening for these symptoms is important as it may
lead to treatments that can be beneficial.

* The etiology is unclear but data are accumulating.

* Treatments can be non-pharmacologic or
pharmacologic.
— Hormonal or psychotropic

* More research is needed.

MASSACHUSETTS
GENERAL HOSPITAL

MGHCME.org
PSYCHIATRY ACADEMY



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020
______________________________________________________________________________________________]

NOTES

MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

MGHCME.org



THE M ENOPAUSAL TRANSITION
AND DEPRESSION

Ruta Nonacs, MD, PhD

| | MASSACHUSETTS
\\/ GENERAL HOSPITAL
MGHCME .org

PSYCHIATRY ACADEMY



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020
______________________________________________________________________________________________]

MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

MGHCME.org



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020

The Menopausal Transition and
Depression

Ruta Nonacs, MD, PhD
Ammon-Pinizzotto Center for Women's Mental Health
Massachusetts General Hospital, Harvard Medical School

Affective Disorders in Women

Risk for Depression by Age and Sex
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Kessler R. J Affect Disord. 1993;29:85-96.

Depression Across the
Female Reproductive Cycle

Depression
during pregnancy

Postpartum
Depression

Menarche Pregnancy, Menopause

Premenstrual exacerbation Depression during the
of depression or; E 3
Premenstrual dysphoric disorder perimenopausal period
(PMDD)
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Risk for Mood Disorder During the
Menopause Transition

Are Women At increased Risk for
New Onset of Depression?

Studies

The Study of Women’s
Health Across the Nation
(SWAN)

N=266 midlife women
with no history of
depression for 7 years

NEW ONSET Of Depression and Menopause Transition: Population

Bromberger et al. Psychol
Med. 2009;39:55-64.

The Harvard Study of
Moods and Cycles

N=460 women with no
history of depression for
up to 8 years

Cohen et al.
Arch Gen Psychiatry.
2006;63:385-390.

The Penn Ovarian Aging
Study

N=231 women with no
history of depression for
up to 8 years

Freeman E et al.
Arch Gen Psychiatry.
2006;63:375-382.

Symptoms

Menopausal Status is Associated With Increased Depressive

* Menopausal status was
significantly associated with
incidence of higher
depressive symptoms

« Highest risk observed in
transition phases

CES-D=Center for

i ic Studies D
CES-D score 216 signify high depressive symptoms.

Scale.

Freeman EW. Arch Gen Psychiatry. 2004;61:62-70
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Risk for Depression Among Perimenopausal Women

FMP = final menstrual period
Schmidt PJ, et al. Am J Psychiatry. 2004;161:2238-2244.

ORIGINAL ARTICLE

Risk for New Onset of Depression
During the Menopausal Transition

The Harvard Study of Moods and Cycles

Lee S. Cohen, MD; Claudio N. Soares, MD, PhD; Allison F. Vitonis, BA;

Michael W. Otto, PhD; Bernard L. Harlow, PhD

‘Comtext: Transition to menopause has long been consid-
ered a period of increased risk for depressive symptoms.
However, it lear whether this period fi d

Results: Premenopausal women with no lifetime his-
tory of major depression who entered the perimeno-
pause were twice as likely to develop significant depres-

risk for major dep disorder, particularly for wom-
en who have not hada previous episode of depression.

Objectiv ine th by he meno-

p as women who remained premenopausal,
after adjustment for age at study enrollment and history
of negative life events. The increased risk for depression

pausal transition and onset of first lifetime episode of de-
i women: i i

Design: Longitudinal, prospective cohort study.
Setting: A population-based cross-sectional sample.

Participants: Premenopausal women, 36 1045 years of

was greater in women with self-reported va-
somotor symptoms.

Conclusions: The current study suggests that within a
similarly aged population of women with no lifetime his-
tory of depression, those who enter the menopausal tran-
sition earlier have a significant risk for first onset of de-
pression. Further studies are needed to determine more
definitively whether other factors, such as the presence of

age, with no lifetime di is of major dep
(N=460), residing in 7 Boston, Mass, metropolitan area
communities.

Main Outcome Measure: Incidence of new onset of
depression based on structured clinical interviews, Cen-
ter for Epidemiologic Studies Depression Scale scores, and
an operational construct for depression.

use of hormone therapy, and the
occurrence of adverse life events, independently modify
this risk. Physical symptoms associated with the meno-
pausal transition and mood changes seen during this pe-
riod may affect many women as they age and may lead to
a significant burden of illness.

Arch Gen Psychiatry. 200663:385-390

Increased Risk for First Episode of MDD During
Menopausal Transition (cont'd)

Risk of MDD during menopausal transition is
high (OR=1.9), even among women with no

history of MDD

Risk for MDD higher among women with
vasomotor symptoms (OR=2.5)

Adverse life events may exacerbate the risk for

depression, BUT are not necessary for its

occurrence

Cohen LS, Soares CN, Otto MW, et al. Arch Gen Psychiatry 2006; 63:385-390.
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22 skipped cycles & interval
of amenorrheal

Premenopausal Postmenopausaliyears
years

Santoro N, et al. J Clin Endocrinof Metab. 1996;81:1495-1501.
Kronenberg F. Ann N Y Acad Sci. 1990;592:52-86.

Onset of Depressive Symptoms and Hormone Changes

ARCHIVES OF

Table 6. Odds Ratios (ORs) of Hormones From the Final

GENERAL PSYCHIATRY Multivariable Model for Onset of Depressive Symptoms
(CES-D Stale Score = 16) for 116 Participants

Higher depressive on
L —— |
Hormone* Unadjusted Adjusted 95% CI Pvalue
symptoms (CES-D) _—
. el s Mean 1.10 106 (0.63-1.78) i
associated with increased sot 130 Vs (oztan o8
FSH
variability (within subject) e % Emaw I
Inhibin B
of levels of: ean 034 037 (0.20-066) <001
SOt 132 1.20 (0.89-1.60) 21
LH
Mean 298 3.00 (1.52-5.93) 002
. SOt 157 157 (1.18-2.22) 005
e Estradiol (P =.03)
iations: GES-D, for Epi i ies of ion;
 FSH (P<.001) I condance iorals, F50. Tollcs Shmusliog harons. Lo s iang.
hormone.
*Each hormone was examined separately in the final model because of
Ld = high colis ity of the h 3
LH (P '005) ‘%S;nlsxanévma;a: tSnElr)n\'nsn(.h’edwiaﬁaqnhh! hormone measures around

the subjects’ mean, calculated for sach subject at each agsessment period.
#Refers to odds per 1 unit change in S0.

Freeman, E. W. et al. Arch Gen Psychiatry 2006;63:375-382.

Treatment of Perimenopausal and
Menopausal Women with
Depression

Diagnostic Challenges
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Clinical Presentation

* Most women have a history of MDD, recurrence of
depression during transition, similar symptoms

* Typical symptoms: anhedonia, irritability, sleep
disruption, fatigue, poor concentration

* “Mood swings” - rule out bipolar disorder

* Psychosocial factors specific to midlife (e.g., caring for
aging parents, children leaving home, decline in health)

e Comorbid medical illness

Core Menopause Symptoms

* Vasomotor Symptoms: Night sweats, hot flashes
— Affect 60% to 80%of perimenopausal women

* Sleep Disturbance
— 2-fold increase vs. premenopausal women

* Depressive Symptoms
— 2-fold increase vs. premenopausal women

* Vaginal Dryness, Changes in Sexual Function

— 25% to 60% of women report moderate to severe
vaginal dryness or dyspareunia

2006,96(7):1226-1235.
06;166(12):1262-1268.
hiatry. 2006;63(4):375-382
try. 2006;63(4):385-390.

Gold EB et al
Ohayon MM.

Menopause vs. Depression-
Related Symptoms

Depression Menopause

Depression
Irritability Hot Flushes
Anhedonia

Thoughts .
of Death Vaginal Dryness

Night Sweats

Worthlessness

Soares CN, et al. CNS Spectr. 2005 Jun;10(6):489-497.
Joffe H, et al. Psychiatr Clin North Am. 2003;26:563-580.
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Potential Mechanisms of
Perimenopausal Depressive Symptoms

Estrogen
Withdrawal

Perimenopausal
Depressive
Symptoms

Joffe H and Cohen LS. Biological Psychiatry. 1998;44:798-811.

Estrogen Modulation of Key Regions/Systems

Brain regions involved in MDD and Menopausal Symptoms

Estrogen has multiple effects on
neurotransmitter systems and brain
regions involved in MDD and
menopausal symptoms (VMS)

During times of estrogen
fluctuations/decline, loss of these
effects might predispose some
women to dysregulation of affected
brain regions

Figure adapted from Charney DS. Am J Psychiatry. 2004;161:195-216.

Perimenopausal women with depression are more likely to
have hot flashes than peri women without depression.

*P=0.008 vs. nondepressed perimenopausal.
Joffe H, et al. Menopause. 2002;9:392-398.
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Treatment of Perimenopausal and
Menopausal Women with
Depression

Selecting the Appropriate
Intervention

Multiple Targets for Intervention

SSRIs, SNRIs
Gabapentin
Hormone Replacement Z-Hypnotics
BZDs
CBT-I

Therapy \
Estrogen
Withdrawal

N

Perimenopausal Antidepressants

Depressive Psychotherapy
Symptoms

Estrogen-Based Therapies for the Treatment of MDD in
Perimenopausal Women

DEPRESSION AND ANXIETY 32:539-549 (2015)
Research Article

EFFICACY OF ESTRADIOL IN PERIMENOPAUSAL
DEPRESSION: SO MUCH PROMISE AND SO FEW
ANSWERS

David R. Rubinow, M.D.,'* Sarah Lanier Johnson, B.S.,! Peter J. Schmidt, M.D.,2 Susan Girdler, Ph.D.,!
and Bradley Gaynes, M.D. M.P.H.!

e 25 RCT on the effects of estrogen therapy on mood
e Only 5 included symptomatic (depressed) women
e Only 2 E2 RTCs for perimenopausal depression
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Treatment of Perimenopausal:
Hormonal Interventions

e RCTs with 17B-estradiol
— Response in 80% of women on estradiol vs. 20% in placebo (Schmidt 2000)

— Remission in 68% of women on estradiol vs. 20% with placebo (soares 2001)

¢ Primarily in women with vasomotor symptoms

¢ Secondary to antidepressant effects or to improvements in hot flashes
and sleep?

e Perimenopausal women: estrogen superior to placebo

e Little evidence to indicate that estrogen is effective for POST-menopausal
depression

e Studies were carried out in women with unopposed estrogen
* No RCTs of combination estrogen plus progestogen for depression

1Schmidt, Am J OBGYN 2000; 2 Soares, Arch Gen Psych 2001;

ot o on et
Copyright 2002 by the American Medical Assaciation. All Rights Reserved.
Applicable FARS/DFARS Restrictions Apply to Govermment Use. American Medical
Association, 515 N. State St, Chicago, IL 60610.

Volume 288(3) 17 July 2002 Pp321-333

Risks and Benefits of Estrogen Plus Progestin in Healthy
Postmenopausal Women: Principal Results From the Women's
Health Initiative Randomized Controlled Trial
[Original Contribution: J4A4-EXPRESS]

Witing Group for the Women's Health Initiative Investigators

Volume 289(20) 28 May 2003 P 2651-2662

Estrogen Plus Progestin and the Incidence of Dementia and
Mild Cognitive Impairment in Postmenopausal Women: The
Women's Health Initiative Memory Study: A Randomized

Controlled Trial
[Original Contribution: JAMA4-EXPRESS]

Shumaker, Sally A PhD; Legault, Claudine PhD; Rapp, Stephen R. PhD; Thal, Leon
MD; Wallace, Robert B. MD; Ockene, Judith K. PhD, MEd: Hendrix. Susan L. DO;
Jones, Beverly N. Il MD:, Assaf. Annlouise R. PhD: Jackson, Rebecca D. MD: Kotchen,
Jane Moiley MD, NMPH: heil 1ler, Sylvia PhD: W ki-Wende, Jean
PhD: WHIMS Investigators

Hormone Replacement Therapy Study Halted

Increased risk of breast cancer a factor,
government says
August 14, 2002 Posted: 11:56 AM EDT (1556 GMT)____

WASHINGTON (CNN) -- In a move that may affect millions of women, U.S.

government scientists Tuesday stopped a major study of hormone replacement

therapy on the risks and benefits of combined estrogen and progestin in healthy
menopausal women, citing an increased risk of invasive breast cancer.

Researchers from the National Heart, Lung and Blood Institute of the National
Institutes of Health also found increases in coronary heart disease, stroke and
pulmonary embolism.
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Prescriptions of HRT and Antidepressants™ Prior
to and After WHI Results
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HRT = hormone replacement therapy; WHI = Women’s Health Initiative; SA =
Mcintyre RS, et al. CMAJ. 2005;172:57-59.

Impact of WHI on Treatment of Women During
Menopause Transition

DecreasedHormone therapy use
+

Lowest dose, shortest duration

\

More symptomatic women

WHI = Women'’s Health Initiative.

Can estrogen replacement therapy
prevent perimenopausal depression?

» 172 euthymic perimenopausal and early
postmenopausal women

* Randomly assigned to receive either transdermal

estradiol (0.1 mg/d) plus intermittent oral micronized
progesterone or placebo

* After 12 months, women receiving active HRT were
less likely to develop depressive symptoms compared
with women receiving placebo (32.3% vs. 17.3%)

» Greater benefits for women with stressful life events in
the preceding 6 months

* Trend toward increased benefit in peri- vs. post-
menopausal women
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Treatment of Perimenopausal MDD:

Antidepressants
* Two large RCTs support the use of

desvenlafaxine, superior to placebo
* Positive results in open trials of SSRIs and

SNRIs: citalopram, escitalopram, venlafaxine,
vortioxetine, mirtazapine

* Dosage range similar to non-menopausal MDD

* Beneficial effects on sleep, VMS, anxiety, pain
 Effective for peri- and postmenopausal

women

Joffe, J Clin Psych 2007; Joffe, ) Women’s Health Gend Based Med 2001;
Soares, J Clin Psych 2003; Dias, Menopause 2006; Kornstein, J Clin Psych 2010

Treatment of Menopausal Symptoms

* Hormone replacement therapy — gold
standard

— For severe symptoms in healthy younger women
— Limit treatment to 5 years

* SSRIs, SNRIs improve vasomotor symptoms,
depression

* Gabapentin improves VMS and sleep, pain

Treatment of Vasomotor Symptoms
With Black Cohosh, Multibotanicals, Soy, Hormone
Therapy or Placebo

« Black cohosh, a multibotanical herbal product, and soy intake did not appear to significantly
reduce the frequency or severity of menopause-related hot flushes or night sweats

Newton KM, et al. Ann intern Med. 2006;145:869-879.
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Low-dose (900mg/d) effective

Mot flash severity

T N=240

] *P<0.0001
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] T
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L

~12-

Bt Ween s Weks

Hot flash score reduction

Gabapentin 900-mg/day: 46%*

Gabapentin 300-mg/day: 31%
Placebo: 15%

Pandya KJ et al, Lancet 2005

Treatment of hot flashes with gabapentin

Moderate-dose (2400mg/d)
as effective as estrogen

400

£ N =60
& *P=0.01
k)

e\gGD

e

40 Placebo

% Gabapentin
&0 Estrogen
K

T o+

Week

Hot flash score reduction
Gabapentin 2400-mg/day: 71%*
Estrogen (CEE 0.625-mg/day): 72%
Placebo: 54%

Reddy SY et al. OBGYN 2006

Sleep Disturbance in

Peri/Postmenopausal Women

*

g * *
g 50% *
z e * p<0.005 vs.
£ premenopause
% 30%
* 20%

« & & & &

& K & o

Sleep maintenance is most common symptom?

Perinencpase Permenopause Menspase

1 Kravitz, Menopause 2003; data for Caucasians

@1 Waking up repeatedly o Falling asleep

» 50 . 50
N

% . / ! *
i H
* 30 a 30
& F] .
§ 20
i H
# 1 k—"k‘—.—__‘

0= o+

PramencpmEe  Eany Late. Post augery Premencpase  Eary Late Post Surgery

Perimenspause Fermencpaise Menopase
2 Kravitz, Sfeep 2008

Treatment of Sleep Disturbance in Perimenopausal

Women

* Non-benzodiazepine sedative hypnotics

» Ezopiclone improved sleep, decreased VMS
* SSRIs — Not sedating but may improve anxiety, VMS
* Gabapentin — Mildly Sedating, improves anxiety, RLS

CBT-I — Effective and non-menopausal patients, CBT

may also be used to treat VMS
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Treatment of Menopause-Associated

Symptoms
Hot Sleep .
Flashes Disturbance Depression
A «£ v

/

Estrogen
therapy

Novel Strategies for the Treatment of
Menopausal Symptoms

Stellate ganglion blockade — VMS
Acupuncture- VMS

Neurokinin 3 Receptor Antagonists — VMS

Amodafenil — fatigue, cognitive function

New Study: Pregnenolone (neurosteroid) for
menopausal depression

Conclusions

1. Etiology of menopause-associated
depression is not precisely known

2. Co-occurrence of hot flashes, sleep
disturbance, and depression suggests
— Shared mechanisms
— Cascade of effects
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Current State of Treatment Options

» Antidepressants remain the treatment of choice for
depression across the female life cycle.

Limited by side effect profile
Not effective or fully effective for all patients

» Hormonal strategies can be helpful for the treatment
of menopause-related depressive symptoms

Either alone or In combination with anti-depressant
Risks associated with long-term treatment

o Limited evidence for integrative/ complementary and
alternative medicine treatment options despite popularity

Treatment Guidelines

* Antidepressants first line treatment for MDD
— Past response guides selection

— Consideration of side effects (sexual side effects with
SSRIs, paroxetine, weight gain with mirtazapine)

* Menopausal symptoms may affect response
— Assess for VMS — gabapentin

— Assess sleep — gabapentin, Z-hypnotics, BZDs, CBT-I

* Consider adjunctive psychotherapy

Unmet Needs

1. Available treatments are limited to serotonergic
antidepressants and traditional hormone
replacement therapy

2. No treatments target all aspects of symptom
domains- mood, VMS, sleep, anxiety

3. Many patients prefer non-SSRI/SNRI and non-
estrogen related treatments

E

Available treatments are not rapidly acting

U

No treatments have received a specific FDA
indication for perimenopause-related MDD
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Substance Use Disorder
and Posttraumatic Stress Disorder
in Women of Reproductive Age

Edwin R. Raffi, MD, MPH
2020

Instructor in Psychiatry | Harvard Medical School
Center for Women’s Mental Health | Massachusetts General Hospital

Objectives

* Discuss the etiology of co-occurring PTSD and
SUD in women.

* Discuss screening for and diagnosis of co-
occurring PTSD and SUD in women.

* Describe best treatment modalities for co-
occurring PTSD and SUD in women

Comorbid SUD & PTSD

- ~50% seeking SUD
treatment meet criteria

S U D for current PTSD. . PTS D

(Berenz, Coffey 2013)

- 30-90% of women in
SUD Tx experience
physical/sexual abuse

(Finkelstein et. al. national trauma consortium,
Parks and Miller, 1997)

- co-occurring PTSD-SUD
= poorer treatment
0outcomes (gerenz, coffey 2013)
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Case

e 23 year old female with history of Hepatitis C and
Borderline Personality Disorder, chief complaint:
Fatigue, anxiety and insomnia.

¢ Angry to “deal with a male nurse” in waiting
room

¢ Found out she 8 weeks pregnant (G4P111)
¢ Discontinued all psych medications 4 weeks ago

* Drinks 2-3 glasses of wine / night
¢ Noillicit drugs
* Yes. Marijuana. Yes.

* Utox positive for Fentanyl? Ok. Yes.

Approach to Diagnosis & Treatment:

* Integrated Care with “parallel treatment” of
both disorders

* Biological (family history, genetics, other
physical ailments, etc.)

* Psychological (cogn. & behav. routines, coping
mech. etc)

* Social- Environmental (spouse, dog, car,
finances, etc. )

Comorbid SUD & Trauma

Sympathetic nervous
system.
(Stress) v.

SUD () 0 PTSD

Parasympathetic nervous
system (Relaxation)

PTSD = Sympathetic
Overdrive
SUD = Self Medication

(Benson Henry Institute)
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Most likely Etiology

(Berenz, Coffey 2013, Kessler et al 1995, Mellman et all 1992, Chilcot
etal1998)

Women...

* 2X as likely as men to develop PTSD

* experience a longer duration of
posttraumatic symptoms

* display more sensitivity to stimuli that
triggers them

* survivors often wait years to receive help,
while others never receive treatment at all

Trauma in Women

* ~50 % of women will experience at least one
traumatic event in their life.

* most common trauma = sexual assault

(~1in 3 women) or childhood sexual abuse.

(American Psychological Association)
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Women are...

more likely to experience sexual assault

sexual assault is more likely to cause PTSD than many other
events.

...more than twice as likely to develop PTSD than men
(10% vs 4%):

(ptsd.va.gov)

Possible genetic susceptibilities

* possible link between Premenstrual Dysphoric
Disorder (PMDD) and PTSD

* e.g. the startle response (hypervigilance) shown to be
different in women with PMDD.

* theory: suboptimal production of ALLO >>increased
arousal and increased stress reactivity to psychosocial
or environmental triggers. (vt Freeman, 2017 Kok 208

Women Specific Events

* There are also ‘women-specific’
experiences and events that can be
traumatic...

o Miscarriages / TAB
o Traumatic Births
o Other obstetrics or gynecological events
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Women Specific History Taking

* Obstetrics history : correlation with mental
health

* Gynecological history : mood tracking and
correlation with mental health

* Contraception: family planning and
correlation with mental health

SUD in Women

* several factors associated with risk of substance
use do. (during pregnancy) include:

o younger age (less than 25 years)

o a current or past personal and/or family history of
SUD

o co-morbid psychiatric disorders

o childhood history of sexual abuse

(Kahan et all 2006 and Chansoff et al 2001)

SUD in Women

* Opioid use and withdrawal is known to cause

— (premature labor, miscarriages, fetal distress, increased risk for
relapse, overdose and death)

¢ alcohol use disorder

— (fetal alcohol syndrome)

* cocaine/stimulant use disorder, nicotine use
disorder, etc.

— (intra uterine growth retardation, low birth weight, placental
previa or abruption, preterm delivery, SIDS, etc. )

(Ebrahim et al 2003, Tran et al, 2017)«

MASSACHUSETTS
GENERAL HOSPITAL

MGHCME.org
PSYCHIATRY ACADEMY



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020

Case

* If you see: 23 year old female with history
of Hepatitis C and Borderline Personality
Disorder, at 8 weeks gestation (G4P111)
chief complaint : fatigue and insomnia.

* You should think to rule out: 23 year old
female with history of Hep. C, borderline
personality disorder, Substance Use
Disorder, Trauma related do such as
PTSD, Substance induced mood disorder,
Rule out other mood disorder and anxiety
disorders, at 8 weeks gestation (G4P111).

violence”

Criterion A of DSM 5 (one required)

o directly experiencing the event
Witnessing, in person, as the event occurred to others

[¢)

violent)
o Experiencing repeated or extreme exposure to aversive details of
traumatic events

PTSD Diagnosis: What is Trauma?

“An event where a person experiences actual or

threatened death, serious injury, or sexual

o learning that the event occurred to a close person (usually accidental or

event, series of events...

...experienced by an individual as physically or
emotionally harmful or life threatening and that has
lasting adverse...

o Why me? Feeling powerless, humiliated, guilt, shame, betrayal, silencing.
o Cultural beliefs, social support, developmental stages

...effects on the individual’s functioning and mental,
physical, social, emotional, or spiritual well-being.

o Immediate or delayed, short or long term

o lack of recognition of connections between symptoms of trauma
(SAHMSA, 2014)

But, What is Trauma? The three Es
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PTSD Diagnosis

* Criterion B — re-experiencing symptoms
e Criterion C— avoidance of trauma related stimuli

* Criterion D — negative thoughts or feelings after
trauma

e Criterion E — trauma related reactivity and arousal

* Criterion F— symptoms last >1 month

* Criterion G — symptoms create distress & functional
impairment

e Criterion H— symptoms not due to medications,
substances or other illness.

(DSM 5)

Substance Use Disorders

* Direct activation of the reward system by one of
10 types of substances:

Alcohol Caffeine  Cannabis
Hallucinogens Inhalants Opioids
Sedatives Stimulants Tobacco
Other

(DSM 5)

Substance Used Disorder DSM 5

Impaired control over use
Social impairment

Risky use

o0 w >

Pharmacological criteria (tolerance,
withdrawal)
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“Biological” (Rx) Treatment of
Mental Health Disorders In Women

* 50% of all pregnancies in the US are unplanned
* Pick meds with well-studied reproductive safety profile
* If possible, make changes months prior to pregnancy

* Limit number of Rxs. to decrease exposure of infant
(maximize one med prior to adding a second)

* >80% of pregnancies in SUD (OUD) are unplanned
* Discuss contraception & pregnancy planning

“New” Rule:

The FDA published the ”Content and Format of Labeling for Human Prescription Drug and Biological
Products; Requirements for Pregnancy and Lactation Labeling, referred to as the:

“Pregnancy and Lactation Labeling Rule” (PLLR)

(i.e. No more letter categories — A, B, C, D and X)

(FDA.gov, Hogan et al 2018)

SUD and Trauma

Where can you start?

Sleep

MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

MGHCME.org



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020

Only at

Initiation u

Impaire

Consider Trazodone

PTSD Diagnosis?

Sleep
Onset

SUD and Trauma
oD |

Sleep Disturbed?

Nightmares
or Night-time
Hyperarousal

Ty Prazosin

ed

PTSD
Symptoms
Remain

Tried SSRI?

Yes: Partial
or No Response

Tried Second
SSRI, SNRI
or Mitazapine?

Try Third
SSRI,SNRI,
Mirtazapine

or Nefazodone

Partial or No
Response
Consider Augmentation
or More Monotherapies

ymptoms
Remain

Consider Augmentation
or More Monotherapies

Consider
Quetiapine,
Clonidine

Al
Symptoms|

Consider Prazosin,
Phenelzine, Levetiracetam
Consider Aripiprazole,

Lamotrigine

Consider Risperidone,
Avipiprazole, Quetiapine,
Lamotrigine, Topiramate

(Bajor et al. 2018)

SUD

rehab.

Pharm of PTSD and SUD
oTreat trauma as a likely trigger for worsening

oWeigh risks, benefits, alternatives, including
risk of no treatment with medications (e.g.
Prazosin, SSRIs) and connection to possible

oConsider patient’s history
oNegotiate care and patient preferences

MGHCME.org
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MAT

Medication assisted treatment (MAT) for substance use disorders (SUD)

o patient’s history of use and treatment

o patient’s preference for treatment
o history of relapse

o need for closer monitoring.

The Maternal Opioid Treatment: Human Experimental Research
(MOTHER) project

eight-site, randomized, double-blind, double-

dummy, flexible-dosing, parallel-group clinical

trial compared treatment with methadone to
that of buprenorphine.

(Jones et al 2010)

MOTHER project:

neonates exposed to buprenorphine required...

o shorter hospital stays,
o lower morphine requirements

o average of 4.1 days of tx for NAS vs. 9.9 days for
methadone (p<0.01).

(Jones et al 2010)
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MOTHER project:

33% of women on buprenorphine therapy stopped treatment as vs. 18%
of the methadone group (p=0.02).

(Full agonists >>>less cravings)

(Fischer et al 2006)

However, in this study, women in both groups had to present to a clinic
daily (vs. buprenorphine prescribed weekly+)

(Jones et al 2010)

MAT

Medication assisted treatment (MAT) for substance use disorders (SUD)

o patient’s history of use and treatment

o patient’s preference for treatment
o history of relapse

o need for closer monitoring.

Rx. MAT for SUD

* Naltrexone (PO, IM)

* Disulfuram and acamprosate

* Nicotine replacement therapy,
varenicline & bupropion

* Topiramate, Naltrexone, Baclofen
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Psychological Treatment Protocols for
Tx of PTSD

* Seeking Safety (non-exposure-based)

* Dialectical Behavioral Therapy (none-exposure based)

* Prolonged Exposure Therapy (exposure-based)

* Cognitive Processing Therapy (exposure-based)

* Eye Movement Desens. & Reprocessing (exposure-based)

Psychological Treatment
Protocols for SUD

Motivational Interviewing

Cognitive Behavioral Therapy

Seeking Safety

Dialectical Behavioral Therapy

Comprehensive Screening

* careful, empathetic, and nonjudgmental
interview

>>engage in tx & preserve therapeutic alliance
<<

“I ask the same questions about substance use,
mental health, family and social history from
everyone.”
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Comprehensive Screening

* acomprehensive assessment of patient to include:

substance use history (amount, duration, route of use, source,
previous treatment outcomes and modalities)

mental health history (including history of Trauma)

obstetrical and gynecological history

other medical health (e.g., sexually transmitted do, hepatitis C),
medication trials

psychosocial history

family history

(e]

OO0 OO0 O0OOo

(Cruciani et al, 2013, SAMHSA, 2013)

Social/Environmental Factors

* Finances * Education

* Housing * Ability to maneuver the
* Food healthcare system

* Transportation * Health Insurance

* Ongoing/ past trauma * Child and Family Services
* Access to pharmacy * Relationship/Partner

* Access to phone * Partner’s SUD

e Legal Issues * Military Connection

What Works Best?

Integrated, collaborative,
and patient centered care

....due to multiple needs for providers and many barriers to care in
this patient population

o increase patient participation and retention in prenatal care
o improve pregnancy outcomes

(Cruciani et al 2013)
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Summary

* All women of reproductive age: screen for SUD &
Hx of Trauma

* Treat symptoms / disorders in parallel

* Biological, Psychological, Social-Environment
interventions

* Integrative and collaborative patient centered
care approach

References
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Course and Treatment of ADHD and Comorbid
Disorders During Pregnancy and the
Postpartum Period

Allison S. Baker, MD

Staff Psychiatrist, Ammon-Pinizzotto Center for Women’s Mental
Health

Massachusetts General Hospital

Instructor in Psychiatry, Harvard Medical School

Overview

* Learning objectives
* Background
* ADHD in girls and women

— diagnostics, treatment
* Special considerations for pregnancy and the postpartum

— Reproductive and lactation safety of stimulants and non-
stimulants

* The risk/risk consultation model and a case

* References

Learning Objectives

By the end of this program, participants will be able to:

1. Discuss general risks of stimulant use during pregnancy with
their patients with ADHD;

2. Create a tailored risk/risk analysis of stimulant use vs. risk of
stopping treatment for their patient with ADHD;

3. Describe the non-pharmacologic treatment options available
to their patients with ADHD.
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Background

«  4.4% of US adults have ADHD. Of these adults with ADHD,
38% are women and 62% are men (Kessler et al. 2006).

Roughly 1 in 30 women has ADHD (Faraone 2018).

- ADHD is linked to elevated risk of poorer general and
mental health, increased rates of substance abuse, impaired
work performance, and financial distress (Biederman 2012,
Biederman 2010).

Strongly associated with other mental health disorders,
such as mood and anxiety disorders (Freeman 2014, Kolar
2008).

ADHD in Girls and Women

* ADHD that persists into adulthood for women has been shown to
be associated with depression, anxiety, substance use,
occupational, social, and overall impairment domains (Biederman
2010).

* Adult women with ADHD can experience a variety of difficulties at
work and in their personal and family lives related to their ADHD
symptoms (Owens 2017).

* Given that treatment of adult ADHD improves functioning (Sarkis
2014) and quality of life (Agarwal 2012), women on treatment for
ADHD may wish to continue their medications during pregnancy in
order to continue to experience the benefits of treatment.

ADHD in Reproductive Age Women

» ADHD that persists into adulthood for women has been shown
to be associated with depression, anxiety, substance use,
occupational, social, and overall impairment domains.

» Adult women with ADHD can experience a variety of difficulties
at work and in their personal and family lives related to their
ADHD symptoms.

» Given that treatment of adult ADHD improves functioning and
quality of life, women on treatment for ADHD may wish to
continue their medications during pregnancy in order to
continue to experience the benefits of treatment.

Biederman et al. Am J Psychiatry. 2010

Owens et al. J Consult Clin Psychol. 2017
Sarkis, Postgrad Med. 2014

Agarwal et al. Innov Clin Neurosci. 2012
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Functional Impairment*:
Implications for Pregnancy and Postpartum Women

* Family

* Work

+ Life skills

* Problems with self-concept
 Social functioning

* Risk taking behavior

*Functional Impairment during pregnancy and the postpartum period
have long term implications — ? higher risk of later psychopathology

Weissman et al. JAMA. 2006

Diagnostic Issues

* Clinical diagnosis, as there are no laboratory tests.

e DSM 5 proposes specific criteria for the diagnosis in very
young children as well as in adults.

* Typical behavior of ADHD should be present in at least 2
settings.

* Must have impairment in functioning in addition to symptoms
of ADHD.

ADHD DSM 5

Inattention: 6+, > 6 months Hyperactive/Impulsive: 6+, >6
months
—  Often fails to give close attention to details or —  Often fidgets with or taps hands or feet, or
makes careless mistakes in schoolwork, at work, squi h
) B quirms in seat.
or with other activities.
—  Often has trouble holding attention on tasks or

— Often leaves seat in situations when

play activities. remaining seated is expected.
—  Often does not seem to listen when spoken to —  Often runs about or climbs in situations where
directly. it is not appropriate (adolescents or adults

—  Often does not follow through on instructions and
fails to finish schoolwork, chores, or duties in the
workplace (e.g., loses focus, side-tracked).

may be limited to feeling restless).
—  Often unable to play or take part in leisure

—  Often has trouble organizing tasks and activities.

—  Often avoids, dislikes, or is reluctant to do tasks
that require mental effort over a long period of
time (such as schoolwork or homework).

—  Often loses things necessary for tasks and
activities (e.g. school materials, pencils, books,
tools, wallets, keys, paperwork, eyeglasses,
mobile telephones).

— Is often easily distracted.

—  Is often forgetful in daily activities.

activities quietly.

Is often “on the go” acting as if “driven by a
motor”.

Often talks excessively.

Often blurts out an answer before a question
has been completed.

Often has trouble waiting his/her turn.

Often interrupts or intrudes on others (e.g.,
butts into conversations or games).

MGHCME.org
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Treatment

* Treating ADHD requires medical, educational, behavioral and
psychological intervention. This approach to treatment is called
“multimodal” and, depending on the age of the individual with
ADHD, may include:

— parent training

— Medication

— skills training

— Counseling

— Cognitive behavioral therapy
— educational supports

— education regarding ADHD

* Most guidelines recommend a stepwise approach to treatment,
beginning with non-drug interventions and then moving to
pharmacological treatment in those more significantly affected.

Pregnancy Considerations

* ADHD medication use among pregnant women is increasing
but consensus about the safety of ADHD medication use
during pregnancy is lacking.

* Given that nearly half of U.S. pregnancies are unintended and
early pregnancy is a critical period for fetal development,
these are matters of great clinical importance.

45 == All ADHD prescriptions
== & Stimulant medications
404 = = Honstimulant medications

Percentage filling prescription
&

2003 2004 2005 2006 2007 2008 2009 010 2011 2 2013 2014 05
Year

FIGURE

Percentage of women aged 15—44 years with private employer-sponsored insurance who filled one or more prescriptions for an attention-
deficithyperactivity disorder (ADHD) medication, by medication class — United States, 2003-2015

Attention-DeficitHyperactivity Disorder Medication Prescription Claims Among Privately Insured Women Aged 15-44 Years — United States,
2003-2015
MMWR Morb Mortal Wily Rep. 2018 Jan 19,67(2):66-70.
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Treatment
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ADHD in Reproductive Age Women

» ADHD that persists into adulthood for women has been shown
to be associated with depression, anxiety, substance use,
occupational, social, and overall impairment domains.

« Adult women with ADHD can experience a variety of difficulties
at work and in their personal and family lives related to their
ADHD symptoms.

Given that treatment of adult ADHD improves functioning and
quality of life, women on treatment for ADHD may wish to
continue their medications during pregnancy in order to
continue to experience the benefits of treatment.

Biederman et al. Am J Psychiatry. 2010

Owens et al. J Consult Clin Psychol. 2017
Sarkis, Postgrad Med. 2014

Agarwal et al. Innov Clin Neurosci. 2012
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Considerations for Pregnancy

* No studies have evaluated the course of ADHD across
pregnancy and the postpartum. We are publishing the first
study to date.

* Possible that the perinatal period has an impact upon the
course.

* Hormonal impact on cognition?
* Distractions?
e Treatment decisions impacted by pregnancy.

— Many women elect to discontinue stimulants for
pregnancy and while breastfeeding.
* The impact of treatment decisions upon occupational
functioning, interpersonal relationships, course of comorbid
illnesses, and quality of life are not understood.

Course of ADHD During
Pregnancy and the Postpartum:

Investigating ADHD Symptoms and Functioning Among
Women Who Chose to Discontinue, Alter, or Maintain
Pharmacologic Treatment for ADHD in the Perinatal Period

Allison S. Baker, MD, Rebecca Wales, BA, Olivia Noe, BS, Peter
Gaccione, PhD, Marlene P. Freeman, MD, and Lee S. Cohen, MD

Funded by Gerstner Family Foundation

MGH Ciiracosria | G HARVARD
65 CENTER for
- J Women'’s Mental Health
Reproductive Psychiatry Resource & Information Center About  Specialty Areas  Blog  Clinical Program  Research Program  Resources  Contact Q

Course of ADHD in Pregnancy and the Postpartum

Are you pregnant or planning pregnancy? Do you have a history
of ADHD?

If you are planning pregnancy or less than 20 weeks pregnant and have a history of ADHD, you may
be eligit partin an ob ional h for women discontinuing
psychostimulants during pregnancy and the postpartum.

Women who participate will have 6 study vists that can be completed in-person or over the phone.

For more information, please call (617)724-1181 or email the study coordinator
at rwales@partners.org.

hitps:/clinicalrals partners.org/studylourse_of_adhd.duri
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Hypothesis

* Risk for attention deficit hyperactivity disorder (ADHD)
symptom severity and functional impairment will be
greater among women who discontinue/change dose of
stimulants compared to those who maintain treatment
with these agents.

Inclusion Criteria

» 18 years or older

» Planning pregnancy or <20 weeks pregnant

* Has treating prescribing physician for ADHD and any
other comorbid psychiatric iliness

» Past (childhood) and current ADHD diagnosis in ACDS

Study Outline and Procedure

* Pregnant women ages 18-45 were prospectively followed during
pregnancy using 3 structured clinical interviews

* ADHD symptoms were recorded at each timepoint using the AISRS

« Additionally, symptoms of anxiety, depression, stress, and functional
impairment were monitored

. Baseline Second Thir.d
Initial Phone . . Interview
Contact Screen Interview Interview (36
(<20 Weeks) (24 Weeks) Weeks)
Potentially Phone screen Baseline Second Third
eligible conducted; interview interview interview
women if eligible, conducted conducted conducted
respond to women are after consent; around 24 around 36
recruitment scheduled for | full psychiatric weeks weeks
materials or a baseline and medical gestation gestation
are recruited interview history (20 min) (20 min)
by physicians collected
at local clinics (1 hour)
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ADHD Type

= Inatentive

m Combined

mNOS

ADHD Treatment

W Methylphenidate

m Amphetamine

m Other
Use of ADHD Medications Across Pregnancy
N=45 enrolled
N=14 N=13 N=18
Discontinued Meds Adjusted Meds Maintained Meds
2 dropped/LTFU 2 dropped/LTFU 3 dropped/LTFU
(15%) €=t (15%) €= (15%) €——i
4 not yet 3 not yet 3 not yet
evaluable < evaluable < evaluable‘
v v v
N=8 N=8 N=12
with evaluable data with evaluable data with evaluable data

Group @-> Discontinued ADHD medications during pregnancy
Group @~ Adjusted ADHD medication use throughout pregnancy
Group @~ Maintained dose of ADHD medication throughout pregnancy
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Psychiatric Comorbidity in Pregnant Women with ADHD

Group A Group B _ Overall
(n=8) (n=8) Group C (n=12) / (n=28)

Diagnosis
N (%)
Generalized Anxiety 5(62.5%) 4 (50%) 5 (41.67%) 14 (50%)
Disorder (GAD)
Major Depressive 2(16.67%) | 3(37.5%) | 4(33.33%)| 9 (32.14%)

Disorder (MDD)

I 1(12.5%) | 1(12.5%) | 1(8.33%)| 3(10.71%)

Bipolar Disorder Il 3(37.5%) © © 3(10.71%)
Obsessive Compulsive 1(12.5%) 1(12.5%) 0 2(7.14%)
Disorder (OCD)
Post-Traumatic Stress 0 1(12.5%) 0 1(3.57%)
Disorder (PTSD)

Outcome Variables

* Adult ADHD Investigator Symptom Rating Scale (AISRS)

* Weiss Functional Impairment Rating Scale — Self Report
(WFIRS-S)

* Edinburgh Postnatal Depression Scale (EPDS)

Results: AISRS

* No difference in AISRS scores across sample regardless of
treatment condition
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Results: WFIRS-S (Family Functioning)
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Figure 1. Self-reported impairment in family functioning measured across three pregnancy by
medication group. The adjusted mean changes of: discontinuers, 1.55, meds as needed, -1.70, maintainers,
-1.54, showing significant differences between those who discontinued meds and those changing meds as
needed (3,3, p=0.0309) and discontinuers vs maintainers (3.09, p=0.0197).

Results: EPDS Score
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Figure 2. Edii gh P | Dep! ion Scale (EPDS), self-reported depression and anxiety

y across timepoints and tr groups. Adjusted mean changes of: discontinuers, 4.32, meds
as needed, -1.01, and maintainers, -0.65, showing significant differences between those who discontinued
meds and those changing meds as needed (5.3, p <0.0001) and discontinuers vs maintainers (4.98, p=0.0009).

Discussion

* Women who discontinued stimulant treatment during pregnancy had a clinically significant
increase in depressed mood symptoms as measured by the EPDS during sustained treatment with
antidepressant

.

Women who discontinued stimulant treatment during pregnancy had significant impairment in
family functioning, meaning they are more likely to experience conflict within the family, rate
parenting as more difficult, and describe being more isolated from their family

.

This preliminary prospective data underscores need for further research in ADHD during
pregnancy and the postpartum period and the relationship between ADHD and comorbid
psychiatric disorders
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Poll Question

* What is a key functional outcome that is most relevant to
safety when assessing risk of continuing vs. discontinuing
stimulants during pregnancy?

a) Mood
b) Anxiety
c¢) Academic performance

d) Driving safety

Poll Question

* What is a key functional outcome that is most relevant to
safety when assessing risk of continuing vs. discontinuing
stimulants during pregnancy?

a) Mood
b) Anxiety
c) Academic performance

d) Driving safety

Original Investigation
June 2017

Association Between Medication
Use for Attention-Deficit/Hyperac-
tivity Disorder and Risk of Motor
Vehicle Crashes

Zheng Chang, PhD, MSc:2; Patrick D. Quinn, PhD23; Kwan Hur, PhDZ; et al

*# Author Affiliations | Article Information

JAMA Psychiatry. 2017;74(6):597-603. doi:10.1001/jamapsychiatry.2017.0659
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Clinical Implications and Treatment
Considerations

e Although the default medical position is to interrupt any “non-
essential” pharmacological treatment during pregnancy and
lactation, in ADHD this may present a significant risk.

* The clinician evaluates each case carefully and performs a risk-risk
analysis with the patient prior to developing a treatment plan for
pregnancy:

* the risks of medication exposure throughout the pregnancy weighed against

the risks of untreated ADHD, including driving safety, and major impairment
in fulfilling occupational and domestic roles

* Recommendations to reduce workload

* Recommend CBT for ADHD

* Increase structure and organization at work or school
* Employers may be able to offer accommodations

Context

* The baseline rate of congenital malformations is
approximately 3% of all pregnancies in the U.S.

* Untreated psychiatric disorders are associated with poorer
pregnancy outcomes.

* Alcohol, tobacco, illicit drugs are teratogens.

* Psychosocial factors: Socioeconomic status, social support,
prenatal care, nutrition, etc.

HOW SAFE IS THE USE OF ADHD
MEDICATION DURING PREGNANCY?
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Outcomes to consider

* Congenital Malformations

e @Gestational Outcomes

* Neonatal Outcomes
* Neurobehavioral Outcomes

Huybrechts et al. JAMA Psychiatry
2017

* The largest compared 5,571 infants exposed
to amphetamines and 2,072 exposed to
methylphenidate with unexposed infants. It
found no increased risks for adverse outcomes
due to amphetamine or methylphenidate
exposures.

Huybrechts et al. JAMA Psychiatry 2017

JAMA Network

Search All

—— JAMA Psychiatry

Conclusions

Women with mild to moderate ADHD symptoms may be able to forego treatment during
pregnancy and function well. However, if symptoms are more severe and interfere
significantly with daily functioning, continuing pharmacologic treatment during pregnancy
may be important. Considering the high rate of unplanned pregnancies among young women,
the potential for accidental exposure to stimulants in early pregnancy is also high. Our
findings suggest that there might be a small increase in the risk of cardiac malformations
associated with intrauterine exposure to methylphenidate. Although the absolute risk is
small, it is nevertheless important evidence to consider when weighing the potential risks and
benefits of different treatment strategies for ADHD in young women of reproductive age and
in pregnant women.

Article Information Back to top

Accepted for Publication: October 7, 2017.

GENERAL HOSPITAL
PSYCHIATRY ACADEMY

@ MASSACHUSETTS
MGHCME.org




Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020

Cohen et al. Obstet Gynecol 2017

OBSTETRICS
GYNECO

Articles & Issues v CME Collections ABOGMOCII Podcasts Videos v Journalinfov [N RILIIIY
Psychostimulant use during pregnancy was associated with a small
increased relative risk of preeclampsia and preterm birth. The absolute
increases in risks are small and, thus, women with significant ADHD

E Placental Complications Associated With should not be counseled to suspend their ADHD treatment based on these
““““““ Psychostimulant Use in Pregnancy findings.

= 0, ar,
e

Cohen et al. Obstet Gynecol 2017

e 3,331 infants exposed to amphetamines
e 1,515 exposed to methylphenidate
* 453 to atomoxetine.

 slightly increased risk of preeclampsia, with an adjusted risk
ratio of 1.29 (95% ClI 1.11-1.49)

* no statistically significant effect for placental abruption,
small gestational age, and preterm birth.

* small increased risk of preterm birth, with an adjusted risk
ratio of 1.3 (95% Cl 1.10-1.55).

* There was no statistically significant effect for
preeclampsia, placental abruption, or small gestational age.
Atomoxetine use was free of any indication of increased
risk.

Norby et al. Pediatrics 2017

* 1,591 infants exposed to ADHD medication
(mostly methylphenidate) during pregnancy,
reported increased risks associated with
exposure.

* The adjusted odds ratio for admission to a
neonatal intensive care unit was 1.5 (95% Cl
1.3-1.7), and for central nervous system disorders
was 1.9 (95% Cl 1.1-3.1).

* There was no increased risk for congenital
malformations or perinatal death.

MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

MGHCME.org



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020

Methlyphenidate Exposure

* Dideriksen et al. 2013
e Kallen et al 2013

* Haervig et al 2014

* Pottegard et al 2014
* Broetal 2015

* Diav-Citrin et al 2016
* Koren et al 2020

Methylphenidate Data

Dideriksen et al. 180 Review

2013

Pottegard et al. 222 Population-based, cohort

2014

Kallen et al. 2013 208 Prospective, observational

Bro et al. 2015 186 Population-based, cohort

Haervig et al. 2014 480 Population-based, cohort

Diav-Citrin et al. 382 Prospective, comparative,

2016 multicenter observational

Koren et al. 2020 2831 (combined exposures Scoping review and meta-
from Pottegard, Diav-Citrin, analysis

Huybrechts & Kallen)

Summary - Safety in Pregnancy

* While some studies have shown increased adverse
effects among infants exposed to maternal ADHD
medications, most have not.

* There are indications that higher rates of miscarriage
are associated with maternal ADHD rather than fetal
exposure to psychostimulant medications.

* One study did find a small increased risk of central
nervous system disorders and admission to a neonatal
intensive care unit. But, again, we do not know
whether that was due to exposure to psychostimulant
medication, or associated with maternal ADHD.
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Take Home Message

* If there is a risk, it appears to be a small one.

* The question then becomes how to balance
that as yet uncertain risk against the
disadvantage of discontinuing effective
psychostimulant medication.

NEUROBEHAVIORAL OUTCOMES

Neurobehavioral Outcomes

* Behavioral teratogenicity: few human studies, and they are limited to
stimulants in context of substance abuse (such as studies of prenatal
cocaine exposure).

* Many of the neurodevelopmental studies showed no abnormalities.
For example: 40 children exposed during pregnancy to
methamphetamine (in some of them the mothers misused
methamphetamine) showed no difference in cognitive function at 3-4
years of age compared to sex-matched controls, with the exception of
slightly worse testing on the visual motor integration domain (Chang
2009).

* In general, stimulant use is generally not found to have impairment on
standard cognitive tests or language/motor development. But the
heaviest maternal cocaine use is linked to subtle effects in executive
functioning (Freeman 2014).
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Non-Stimulants
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Non-Stimulants

o Bupropion:
= May be a reasonable option if has been exposed to it
before with good effect, with concurrent depression,

and/or need for smoking cessation (Freeman 2014).
=« Amount of data available for bupropion exceeds that

for other medications used in the treatment of ADHD.
= Published reports regarding its safety during

pregnancy and lactation are relatively reassuring - not

as efficacious as stimulants in the treatment of ADHD.

Non-Stimulants

o Atomoxetine, Guanfacine and Clonidine: No systematic studies in
human pregnancy for these agents.

= Atomoxetine: Swedish registry had 34 women on atomoxetine,
22 in 1%t trimester and 12 in 2" or 31 trimester; no congenital
anomalies (Kallen 2013)
= Clonidine: One prospective study 1985 on 100 hypertensive
pregnant women; no increased malformation rate.
= 82 hypertensive women: No malformations, one perinatal
death (Tuimala 1985)
= Guanfacine: One study on 30 women with preeclampsia treated
with guanfacine for 16-68 days
= No malformations but 20% had low birth weight (possible
2/2 preeclampsia) (Phillip 1980)
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Absence of evidence of risk is not evidence of absence of risk.

Patient and provider engage in shared decision-making via risk/
risk analysis.

Assessing Relative Risk:

Case: A 32 year old attorney with ADHD planning
pregnancy.

* ADHD combined type since age 6.

* Tried several stimulants and non stimulants.

* Currently on Methylphenidate ER 40 mg daily.

» Decided to stay on until conception and then use PRN.

Case: ADHD during Pregnancy

* Ms. C conceived within 2 months of trying.
ADHD “under control.”

* Plans to stop work at 36 weeks gestation.
» Asks about postpartum and lactation.

* In dosages prescribed for medical indications, limited
evidence indicates that methylphenidate levels in milk are
very low and not detectable in infant serum.
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Case Continued

* Methylphenidate is
secreted in small amounts
in milk but is generally
undetected in infant’s
blood.

* No contraindication to
breast feeding.

Hackett et al. 2006
Spigset et al. 2007
Scharfer et al. 2015

Amphetamines in Breastfeeding

*  Amphetamines are excreted in human milk, and a dose of 20 mg/day
amphetamine sulfate is enough to transfer measurable amounts of amphetamine
to the urine of an exposed infant (Steiner 1984).

¢ Inastudy involving 103 nursing infants whose mothers were taking various
amounts of amphetamine, no neonatal insomnia or stimulation was observed over
a 24- month observation period. The presence of methamphetamine and
amphetamine in milk was also demonstrated in two lactating women using
intravenous methamphetamine (lllett 2007).

¢ There seems to be no data on the long-term consequences of exposure through
breastfeeding. Due to the relatively high milk levels and possible effects on the
nursing infant breast feeding is contraindicated per some authors (Schaefer 2015).

* Clinically, my experience has been that many women elect to nurse on both IR and
XR formulations of Adderall. They do this by weighing the ‘possible effects on the
nursing infant’ against case report data of no neonatal insomnia, stimulation,
abnormal development or growth problems.

Summary

« From the current available data from prospective, retrospective and case control studies it
can be concluded that none of the medications (except guanfacine, where data is
unavailable) used for the treatment of ADHD is a major human teratogen.

« Available data do suggest the possibility that psychostimulants, especially amphetamines,
may increase the risk of preeclampsia and possibly certain other adverse gestational
outcomes; the absolute risk, however, is low.

« Long-term neurodevelopmental studies on the offspring are sparse

« If treatment is pursued, methylphenidate, amphetamine and bupropion appear to be better
choices than other medication where reproductive safety data are sparse
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Clinical Implications and Treatment Considerations

* Although the default medical position is to interrupt any “non-
essential” pharmacological treatment during pregnancy and lactation,
in ADHD this may present a significant risk.

* Many patients decide to minimize exposure to ADHD medications
during pregnancy with optimization of treatment postpartum

» The clinician evaluates each case carefully and performs a risk-risk
analysis with the patient prior to developing a treatment plan for
pregnancy:

the risks of medication exposure throughout the pregnancy weighed against the risks

of untreated ADHD, including driving safety, and major impairment in fulfilling
occupational and domestic roies

Recommendations to reduce workload

Recommend CBT for ADHD

Increase structure and organization at work or school
Employers may be able to offer accommodations

.

.

Psychiatric Comorbidity in Pregnant Women with ADHD

Group A Group B _ Overall
(n=8) (n=8) Group C (n=12) / (n=28)

Diag!
N (%) /
Generalized Anxiety 5 (62.5%) 4 (50%) 5(41.67%) 14 (50%)
Disorder (GAD)
Major Depressive 2 (16.67%) 3(37.5%) | 4(33.33%)| | 9(32.14%)

Disorder (MDD)

1(12.5%) 1(12.5%) 1(8.33%) | | 3(10.71%)

Panic Disorder

Bipolar Disorder Il 3(37.5%) v v \ 3(Wo7iL)
Obsessive Compulsive | 1 (12.5%) 1(12.5%) 0 2(7.14%)
Disorder (OCD)

Post-Traumatic Stress 0 1(12.5%) 0 1(3.57%)
Disorder (PTSD)
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What is Psychotherapy?

"Psychotherapy is the informed and intentional application of
psychological principles for the purpose of assisting people to

characteristics in directions that the participants deem desirable."
(Norcross, 1990, p. 218-220)

\

ANl

clinical methods and interpersonal stances derived from established

modify their behaviors, cognitions, emotions, and/or other personal

\ ~(c\ao1\‘\6"‘py‘(
95 |
Therapy Approaches —

Which to Choose?

Cognitive
Gestalt Behavioral

Therapy  Therapy Group
Psychotherapy

Pyy%»w //'
Psychotherapy =
Hypnotherapy

Noarrative ) %

Therap; Behavior
4 Expressive Therapy
apy

Evidence-Based Psychotherapy

SOCIETY OF

CLINICAL PSYCHOLOGY MEMBER LOGIN

3

ATIONS v SECTIONS v CONTACTUS Q

WELCOME v MEMBERSHIP v  RESOURC

LINKS

CONTRIBUTORS ~ CONTACT US

DIAGNOSES ~ TREATMENTS  CASE STUDIES

TREATMENTS HOME

FAQ

BROWSE TREATMENT LIST BROWSE TREATMENTS BY DIAGNOSIS BROWSE TREATMENTS BY
SYMPTOMS/CASE STUDIES

https://www.div12.org/psychological-treatments/
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Evidence-Based Psychotherapy

PSYCHOLOGICAL DIAGNOSES AND
OTHER TARGETS OF TREATMENT

Below is an alphabetized lit of psychological diagnoses and other targets of treatment. Please note that the absence of a treatment for a

particular diagnosis or get does ily suggest th not fent evidence. Rather, it may
indicate that the treatment has not been thoroughly evaluated by our team according to empirically-supported treatment criteria. Click
on a diagnosis or target treatment to view a description and information about psychological treatment options. O, if you prefr, you
may search an alphabetized list of ll treatments. You may also review diagnoses that may be appropriate for certain case presentations

in the case studies section.

« Anorexia Nervosa
« Attention Deficit Hyperactivity Disorder (Adults)
« Binge Eating Disorder

« Bipolar Disorder

« Borderline Personality Disorder
« Bulimia Nervosa

« Chronic Headache

« Chronic Low Back Pain

« Chronic or Persistent Pain

* Chronic or Persistent Pain in General (including numerous condicions)

https://www.div12.org/psychological-treatments/

Evidence-Based Psychotherapy

TREATMENT TARGET: DEPRESSION

For more information on depression and s treatment, please visit the National Institute of Mental Health website.

PSYCHOLOGICAL TREATMENTS

+ Acceptance and Commitment Therapy for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Modest research support

« Behavioral Activation for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Strong research support
+ Cogitive Behavioral Analysis System of Psychotherapy for Depression
+ Cognitive Therapy for Depression NEW CONTENT

2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Strong research support

o Emotion Focused Therapy for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Modest research support

* Interpersonal Psychotherapy for Depression NEW CONTENT

htt

'www.div12.org/psychological-treatments,

Evidence-Based Psychotherapy

TREATMENT TARGET: DEPRESSION

and please visit the National Institute of Mental Health website.

PSYCHOLOGICAL TREATMENTS

+ Acceptance and Commitment Therapy for Depression NEW CONTENT

2015 EST Status: Treatment pending re-evaluation research support

1998 EST Status: Modest research support

* Behavioral Activation for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Strong research support

Cognitive Behavioral Analysis System of Psychotherapy for Depression
+ Cogitive Therapy for Depression NEW CONTENT

2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Strong research support

+ Emotion Focused Therapy for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Modest research support

* Interpersonal Psychotherapy for Depression NEW CONTENT

https://www.div12.org/psychological-treatments/
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Evidence-Based Psychotherapy

TREATMENT TARGET: DEPRESSION

For more information on depression and its treatment, please visit the National Institute of Mental Health website.

PSYCHOLOGICAL TREATMENTS

« Acceptance and Commitment Therapy for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Modest research support

« Behavioral Activation for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Strong research support

« Cognitive Behavioral Analysis System of Psychotherapy for Depression

« Cognitive Therapy for Depression NEW CONTENT

2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Strong research support

« Emotion Focused Therapy for Depression NEW CONTENT
2015 EST Status: Treatment pending re-evaluation research support
1998 EST Status: Modest research support

* Interpersonal Psychotherapy for Depression NEW CONTENT

https://www.div12.org/psychological-treatments/

Evidence-Based Psychotherapy

PSYCHOLOGICAL TREATMENTS

Below is an ized list of Please note that the absence of a treatment for a particular diagnosis does not

necessarily suggest the treatment does not have sufficient evidence. Rather, it may indicate that the treatment has not been thoroughly
evaluated by our team according to empirically-supported treatment criteria. Click on a treatment to view a description, research
support, clinical resources, and training opportunities. Or, if you prefer, you may search treatments by diagnosis. You may also review

that may be fate for certain case ions in the case studies section.,

Please note, the following treatments have been evaluated to determine the strength of their evidence base; results are listed within each
page. The treatments listed below have evidence ratings ranging from "strong" to "insufficient evidence"; click within each treatment to

determine its rating.

o Accelerated Resolution Therapy NEW CONTENT

e Acceptance and Commitment Therapy for Obsessive-Compulsive Disorder
« Acceptance and Commitment Therapy for Chronic Pain NEW CONTENT
« Acceptance and Commitment Therapy for Depression NEW CONTENT

o Acceptance and Commitment Therapy for Mixed Anxiety Disorders NEW CONTENT

https://www.div12.org/psychological-treatments/

Evidence-Based Psychotherapy

DIAGNOSIS: DEPRESSION
TREATMENT: BEHAVIORAL ACTIVATION FOR
DEPRESSION

2015 EST STATUS: TREATMENT PENDING RE-EVALUATION @

1998 EST STATUS: STRONG RESEARCH SUPPORT @

STRENGTH OF RESEARCH SUPPORT

Empirical Review
Status

2015 Criteria Treatment pending re-evaluation
(Tolin etal.
Recommendation)

1998 Criteria
(Chambless et al. EST)

https://www.div12.org/psychological-treatments/
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Effectiveness

* Avg effects of psychotherapy are widely

accepted to be significant and large (es.
Chorpita et al., 2011; Smith, Glass, & Miller, 1980).

* Variations in outcomes are heavily
influenced by patient characteristics,
clinician and context factors rather than

by particular diagnoses
(e.g., Beutler, 2009; Beutler & Malik, 2002; Wampold, 2001)

¢ Prevention (e.g., depressive relapse Dimidjian et al.,
2016)

APA - 2012 Resolution on the Recognition of Psychotherapy
Effectiveness

Enduring Effects

BMJ Does cognitive behaviour therapy have

Ope an enduring effect that is superior
to keeping patients on continuation
pharmacotherapy? A meta-analysis

Pim Cuijpers,'? Steven D Hollon,? Annemieke van Straten,"? Claudi Bockting,*
Matthias Berking,® Gerhard Andersson®”

R Ohoies | pemcis sommuary |
Holon S0, van Strten A Objectives: Athough cogniive behaiour therapy ARTICLE SUMMAR)

il (CBT) and pharmacotherapy are equally effective in the. "

enduring effectthat i acute treatment of adult depression, it is not & e T

Srarmacotheapy? A e CBT without any subsequent teatment with the fecs
anaysis. BMJ 0pen20133:  of pharmacotherapy that ither were continued or
€002542.60110.1136/ discontinued across 6-18 months of follow-up.
biopen-2012:002542 Design: We conducted systematic searches in
bibliographical databases to identy relevant studies,

> Prepubicaion istoy for and conducted a meta-analyss of studies meeting
s pagerare avaladle incluson aieria.

onine. Toview these fles  Setting: Mental halthcae

e Participants: Patints vith depressive disorders.
Umiopen2012.00254), Interventions: CBT and pharmacotherapy for

ression.
Recelved 30 Decerver 2012 Oulcome measures: Relapse rats at long-term

ReSults: 3 STU0es WIT 200 JATEN Wer? INGUOED
—_— The qualty was relatively high. Shortterm outcomes
i fra artice is e of CBT and pharmacotherapy were comparabe,
e oo although drop out from tratment was sigifcanty
tbuton Non Commarcal1ower in CBT. Acute phase CBT was compared with
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Therapy, medications, or both?

The ific efficacy of
cognitive behavioral therapy in the treatment of depression: rosuls
from an individual panmt data mem-mxlysu

e i Dod € v,

therapy ve. medications for ion: Treatment

and neural

Cnersiy of ommayvania RESEARCH REPORT
: inesvorissn  Adding psychotherapy to antidepressant medication
iz Seendeln —in depression and anxiety disorders: a meta-analysls
e

i «WY Pim Cunpers', MARIT SijBRAND)'2, SANDER L. KOOLE™?, GERHARD ANDERSSON*,

B e
i prev e Cor i AbStract AARTAN T. Besuan®®, Craees F. Revnoros 1117
awmw.m"‘"“"“'w LS Deprosionisoneofite
P .
b e N v Lo, Geman. s

i den; t “The Nethelands;
that are distinctive 10¢aC  icne, Ptsbargh, PA, USA
guide treatment sclection
We conducted a meta-analysis of randomized trals in which the effects of treatment with antidepressant medication were compare
ffcs of combioad pharmcotherpy and pycholherapy i adls with a dagnoved depresios or ansiey dsorder . i f 53 s
(with 3,625 patients) met
orders)! The overall difference between pharmacotherapy and combined ireatment aas Hedges = 0.45 (95% CI: 031:056) indicatng o
ooty e dfct in favor of
(NNT) of 4.20. There was sufficient evidence that combined treatment is mem for major depression, e disonds, and obsessive
(0

placebo only, “The resuls al that the effcts of

combined treatment. We conclude that combined treatment appears (o be more effective than treatment with antidepressant medication
alone in mapor depression, pantc disorder, and UCD. These effects remain srong and Signficant up 1o (00 years after reatment Morother-

Key words: Combined treatmen, psychotherapy, antidepressant medication, depressive disorders, anxiety disorders, dysthymis, obsessive-
compulsive disorder, meta-analsis

(World Psychiatry 2014;15:56-67)

Cost - Effectiveness

Why Psychotherapy
Is Worth It

hiatry

Preferences of Perinatal Women

biahed ol cded
i s, 2013 Nevemiber 1906 43-45. o 10109701 prs 000D813.74350.46,

Women'’s Attitudes, Preferences, and Perinatal Antidepressant Use: Understanding Women’s
ved Rarri " . Preferences and Concerns
P to T for
CYNTHIAL. BATTLE, Pho,
Perinatal Depression Butor Hospt,
Hosptalof Rhode Isand, Provience, Rl
AMY L SALISBURY, Php,
Janice H. Goodman, PhD & fars’
isane
CASEY A SCHOFIELD, PAD, and
ABSTRACT: Background: Ny
ces for the mother and infant, and therefore effort o improve treament access and efficacy are
‘SAMIA ORTIZHERNANDEZ
warranied. The purpose of this study was 1o examine pregnant women’s preferences and attitudes George Washingion Universty, Washington, DC.
about treatment for depression, and perceived potential barriers 1o accessing treatment. Mamm . -
Data e colleced by means sample o Abstract
wellesucated, highvincome, marriec women . the northeastern United States dirig the dast
likely participate f they wanted help for depression, their attitudes towan myhurhtmpemu and boms b
st reaimens, nd v brirs 0 e . e s vomen 2%
nly 35 percent stated d
oty sk By e § ot 14 e ircd o sty ol
(65%), stgma (49%), and chitdare issues (33%). Most wornen indicated a prefeence 1 receive ety
care i e gbstetrics lnic eithr rom herobsericsprctioner or from a meril
health prac e
aied Brzmlmd Conclusions: Understanding what prevents women from seeking or
abtaining help for ‘with prior reports, women were significantly more likely to voice a preference for non-
improved depression veament rtes and fold promise for improving.the overal healh of Manydepssed
childbearing worsen. (BIRTH 36:1 March 2009) oty
ey words: peinatal depresion, perinatal depressionsretment, women's preferences,treatment
bariers
p—
depression.
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5. Addressing treatment gaps

Road Map

3. Evidence for psychotherapy in the perinatal population

4. Spotlight on CBT & application in the perinatal population

“This meta-analysis found
a robust moderate treatment
effect of CBT for MDD during
pregnancy, and to a lesser

extent for IPT.”
van Ravesteyn et al. (2017)

Evidence for Perinatal Mental Health

GPLOS |

Interventions to treat mental disorders during
pregnancy: A systermnatic review and multiple
treatment meta-analysis

Laonian.van favesion'. Wik . Lamrogio-van o B, Wi
T Hooganaic,Asa . Kemparman

Abstract

Background

sug e Ao
et e
i

posparm. W sareato s RISV oo

mans (1051 3511 0210001, - 20%: ) spow sncan esiment

‘ / HHS Public Access
{ 4 Author manuscript

Pubtibed in il acited o3

Treatment of depression, anxiety, and trauma-related disorders
during the perinatal period: A systematic review

Yael L Nilis2, Aydan Mehralizade®, Laura Mayer?, and Snezana Mianovic®

Unied Sttes
United States

“Boston Medical Cente, Urited Sttes

Abstract

),

Evidence for Perinatal Mental Health

78 studies focused on the treatment of
depression, anxiety, and trauma-related
disorders during the perinatal period.

The majority of studies focused on
perinatal depression (n = 73)

The most studied treatment was CBT (n
=22) followed by IPT (n=13)

“There is a tremendous need for more
studies focused on treatment of
perinatal anxiety and trauma-related
disorders....”

Nillnia et al. (2018)
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Evidence for Perinatal Mental Health

Research supporting use of CBT in perinatal populations
* Reduction of depressive symptoms
* Reduction of anxiety symptoms
* Prevention of perinatal depression symptoms

Cognitive behavioral therapy for
perinatal anxiety: A randomized

controlled trial

eview of the fficacyof copitv behavioal thesapy () St Grem's,Sane Darapn 0 et EMCite

e
preventing perinatal depression

posgartr)

"o, ki

Road Map

=

Types of psychotherapy

2. Value of psychotherapy

3. Evidence for psychotherapy in the perinatal population

»

Spotlight on CBT & application in the perinatal population

5. Addressing treatment gaps

Spotlight on CBT

E BEHAVIOR

YOURSELF
CORE
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OTHERS FUTURE
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Spotlight on CBT

E BEHAVIOR
YOURSELF
CORE
BELIEFS
OTHERS uru RE

\_/7

Spotlight on CBT

E BEHAVIOR

YOURSELF
CURE
BELIEFS
OTHERS UTU RE

\_/

Spotlight on CBT

E BEHAVIOR
YOURSELF
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BELIEFS
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Spotlight on CBT

e« Common CBT Techniques
1. Socratic Questioning
Homework
Self-monitoring
Behavioral Experiments

vk W

Exposure/Systematic Desensitization

 Structured sessions

Example: Thought Log

Thought Record
Datg | Sitatom Atomatic thoughte) ‘Emotion(s) “Adaptive respomse Outcome
Time
e 3 Telive
thoughs, deydresms, or
recolecrion edto e uplessent thomghi(s)
o 2 Eow mach dit you beieveesch | 2. How saemse (0-100%) 2 Wit emotion(s) doyou et
e at e time” was the emotion? 2 ow?
2. What i amy) disesing response? oo
physicel snsatons &id you.
e 3. Whatwil you do (o id you do?
Quasions Tor rwet G
bappex? Cold ! lve throug i” i @ i . Woat could be the
my tinking? (5) What shoud T o sbow i (917 (i ha s though, what would el emher?

Unhelpful Thinking Styles

Unhelpful Thinking Styles

“All or nothing
thinking

Sometimes called black
and white thinking

X

Mental flter

Worksheet from:
Psychologytools.org
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Challenging Thoughts

THOUGHTS FACTS

Challenging Thoughts

challenging unhelpful
thinking styles

yourself questions that will help you look for other information and make an informed decision
¥e Instead of just accept X

1. CHECK THE EVIDENCE
If this thought was put on rial, what evidence would the defence present (what
facts support the thought being true)!

against
werks against the thought o shows that it isne true all the time)?

2. CHALLENGE UNHELPFUL THINKING STYLES

Unhelpful Thinking Style Disputation Questions
Consider the whole picture
- toking al the informaton into accound?
5 on that Fm groring?
You know what they say sbout assuming...
Jumping to Conclusions == . How do know this?
- What are some alemative explaratons for this?
1 was eeling diferentl, would |t thnk this?
Findall the causes
Personalistion — 7 W th entirely my resporsiilty?
- What ather foctors might have affected the outcome?
PUEE IR perspective
What ae the passibie outcomes - best, worst, most
2

Mental Fikeer

l

Catastrophsing
~ A jumpiog ahead of mysel?
- How mporiant s his inthe scheme of things?
Find the shades of grey
- Am I being extreme o rigid?

Black and Whie Thinking b Worksheet from:

© s thers an in-between where things are ot perfect but .
nota_dsoster? " Centre for Clinical
Be fdble -
sty i o o dte o pobly et G Interventions

work in this instance?
- Gonf reploce tis with 0 “could” or “would have iked 17

Example: Mood and Activity Tracking

Activity Monitoring Chart — Monitoring Activity/Mood

ere,€ic)

Tnstructions: Record your activity for each hour of the day (what were you doing, with whom,
Record a mood rating associated with each activity. Mood is ated between 0-10, with 07 indicating “most
" and *10” indicating “most positive.”

Sun. Mon_ Tues | Weds | Thurs. Fri Sat

SamTam

T00am

00am.

:00am.

T0:00am

TT00am

12:00pm

100 pm

200pm

00pm

T00pm

5:00pm

00pm

00pm

00pm

00pm

10:00pm

Tipm-Sam
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MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY



Psychiatric Disorders in Women: Diagnostic and Treatment Considerations Across the Female Lifespan * THURSDAY, OCTOBER 22, 2020

Downward Spiral of Depression

E Negative experiences

More negative experiences

b( (reinforcing negative process)

Negative thoughts & feelings

Setting less goals, less activity,
Negative expectancy

More negative thoughts,
Negative feelings

Creating an Upward Spiral

==

Q Finding Your
o

< a Behavioral
Q Antidepressants

N

—

CBT with Perinatal Women

Key Considerations...

GENERAL HOSPITAL
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1) Checking Expectations

Motherhood: expectation vs reality

2) Normalization

FEATURES

An Exploration of Negative Thoughts as a Normal
Phenomenon After Childbirth

FPauline L. Hali, DClinPsy, and Anja Wittkowski, ClinPsyD

The period following the birth of a child brings many transitions into a woman's life, which can effect major
psychological and social changes, including feelings of loss. If new mothers experience negative thoughts at
this time, when societal expectations are of happiness, this may lead (o feelings of unacceptability and guilt.
This study aimed to investigate the prevalence of negative thoughts after childbirth in nondepressed mothers.
Following um identification of negative thoughts experienced by women who had suffered postnatal

survey was conducted, which asked mathers to indicate how often
they expenenced the negative thoughts or images identified by depressed mothers. One hundred and
fifty-cight retuned questionnaire packs were included in the analyses. The 158 nondepressed mothers
acknowledged experiencing all but one of the 54 negative cognitions. Negative cognitions usually associated
with postnatal depression are also experienced by mothers who are not considered depressed. This
information provides evidence for reassuring new mothers that negative thoughts after childbirth are
common. This, in turn, may help to reduce feelings of guilt associated with experiencing negative thoughts
in the postpartum period. ] Midwifery Womens Health 2006:51:321-330 © 2006 by the American College
of Nurse-Midwives.

¥ : cognitions, izati women

2) Normalization

Desesssioy axo Avsasry 22:121-129 2005)

Research Artide TABLE 1. PNTQ scle items with factor loadings
NEGATIVE THOUGHTS AFTER CHILDBIRTH: . cent Lﬂ:l‘ﬁ"l
DEVELOPMENT AND PRELIMINARY VALIDATION T conten s
OF A SELF-REPORT SCALE Faaor 1
Appraisal of Cognition, Emotion and Situaton (ACES)
Pauline L. Hall, MA., RM.N,, M, D.ClinPsy® and Costas Papageorgion, B.Sc., MA., D.Clin.Py, PhD. TF1 told people about my thoughts and feclings, L
there would be terible consequences.
My negative thoughts are uncontrolsble. 752
Having bad thoughts about my baby means 'm cvl. 732
e e e et 171 share my thoughts with others, they vl think 9
interviews with motbers who bad .qrmu;- p-dn‘ul P'm mad.
e impossible o expain how T feel.
iomaire 18 ot normal o think the way T do
Ll of mathrs it batics aged 0.7 monty. Using rincpl componcns My stuaton is completly out of control.
analysis, . twosfuctor srictire was obisined fr_the Posnatal Negative There must be something wrong with me.
Thoaghis Quationnaire (PNTQ). The facos incuded appraisl of cogndion, Things will never gt bocor
emotion, and situation (ACES) and baby-related and motberbood negative Pactor 2
oty NN T b ot dmymirad swauibt Baby-Relted and Motberbond Negative Thoughts (BRM-NT)
i g hon ot PN b 8 el nd i meeve f.’..,.,.*., Being with my baby s boring, 761
ndinga a. Tam reected by my baby: &0
Sotiess ther cppreical of megasive. Besghis & mare. sieagh relsed 1o T don't want o be slone with my baby. 47
Pt i tin o 1 perince of v gt pr s Tim rapped in this sitation by my baby: 3
Clﬂd-:-q.lﬁfm offer new motbers the opportunity to assess 1 can't look after my baby. 602
1 shouldn' have considered having  baby: sis
probamatic. "‘“"'":f a direc focus upon the metscopmiive eppreiual of T could cause emotional dzngc“hi my ;yild. an
Potpartin negeioe thenghte ey provide o weful adjemct o trudie Tam a bad mother. 50

cognitive therapy_approaches. Recommendations for future rescarch are
discussed. Depression and Ansicty 22:121-129, 2005, © 2005 Wily-Lis Inc.

wonds
i st ik
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3) Validation

All emotions are valid.
It's ok to feel the way you do.

4) Baby Steps

Road Map

Types of psychotherapy
Value of psychotherapy
Evidence for psychotherapy in the perinatal population
Spotlight CBT & application in the perinatal population

Addressing treatment gaps
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Treatment Gaps

@ AMERICAN PSYCHOLOGICAL ASSOCIATION

MEMBERS TOPICS PUBLICATIONS & DATABASES PSYCHOLOGY HELP CENTER NEWS & EVENTS SCIENCE

Home // News & Events // Press Room // Press Releases // Research Snows Psycnotnerapy s.

Date created: 2012

Research Shows Psychotherapy Is
Effective But Underutilized

(e need better ing of and access to psychological and behavioral health care, says American
Psychological Association

WASHINGTON—Psychotherapy is effective, helps reduce the overall need for health services and
produces long-term health improvements, according to a review of research studies conducted
¢ by the American Psychological Association.

Common Barriers

* Time
e Costs

Childcare demands

Limited access

* Perceptions of need, stigma

Mind the Gap Report

)

MIND THE GAP ‘”"""’"""‘"“&""’“

Defining Priorities,
Principles, and Actions
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Addressing Disparities

» WHAT IS THE GAP?

Women at Higher Risk

Afiican American and Hispanic women have the highest prevalence of perinatal depression, primarily
attributed to a lack of social SUPPOIT, access 10 care, and a history of trauma and prior depression®
i i I recei quality care, is received it

req
fragmentary and inconsistent

‘aniety disorder a routine part of obs ‘medi
‘as an example. All women are screened fc creen positive, women are.
under control and mom and

lack of i 8
ionals." For example, four-

th mental health,

intenlow
‘support for postpartum depression and other challenges.”

Economic Impact

RESEARCH AND PRACTICE

Financial Toll of Untreated Perinatal Mood and
Anxiety Disorders Among 2017 Births in the United
States

the cossincurred by molhers.
rough the st 5 years of the birth cahort’ tves

0wt 531 800 Mathers n
costs i

= e gon % METHODS
it Apr 16, 2020 o
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e on e o<kl dyadscom o mmhenie xiing v

Addressing the Treatment Gap

* Efforts include:
— Integrated care

— Task sharing; utilizing peers, lay health workers

— Delivery via print; bibliotherapy

— Leveraging technology; apps, online platforms
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Leveraging Technology

Available online at www.sdencedirect.com

ScienceDirect Behavior
Therapy

Behavior Therapy 51 (2020) 1-14

www.elevier comfocate/in

Cognitive-Behavioral Therapy in the Digital Age: Presidential
Address

Sabine Wilhelm™
Hilary Weingarden
llana Ladis
Valerie Braddick
Jin Shin
Nicholas C. Jacobson
Massachusetts General Hospital/Harvard Medical School

Leveraging Technology

Please contact us ifyou find a bug or have a fealure: team@digialpsych.org

©
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Enter filters and click search:
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Leveraging Technology

Please contact us f you find a bug or have a feature: team @digitalpsych.org
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Leveraging Technology

Journal of Affective Disorders ks U pWA R@
Volume 243, 15 January 2019, Pages 381-390 . ‘PU .

ELSEVIER

UNDERSTANDING AND PREVENTING
w PSE OF D

OMEN'S RELA EPRESSION

Rescarch paper

A randomized controlled trial of ‘MUMentum

Pregnancy': Internet-delivered cognitive ' f
behavioral therapy program for antenatal MM l(rj"B(j[ u'-
anxiety and depression % oodBalance

for Moms

Siobhan AL
o

b2, Am:

b il M Ny
Mindful Mood Balance for Moms combines mindfulness

meditation and cognitive therapy to provide you with tools for

reducing lingering depressive symptoms and staying well over

time. Login to continue your training, access site features, and

save your progress.

Thank you!

Questions/comments: rvanderkruik@mgh.harvard.edu
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