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T here appears to be some confu-
sion regarding the efficacy of 
aripiprazole in bipolar mania 

and depression and for preventing bi-

polar episodes. Aripiprazole is ap-
proved by the US Food and Drug 
Administration as a treatment for 
acute mania. It is not one of the more 
robustly efficacious agents for mania, 
however; haloperidol, risperidone, 
olanzapine, and quetiapine (in that 

Clinical Updates From Bipolar Telehealth 
Aripiprazole for Bipolar Disorder

MOOD DISORDERS

» Scott Zeller, MD

Hospital-Level Psychiatric 
Emergency Department Models 
Addressing the Unique Challenges of Highly Acute Patients

order) top the list in a meta-analysis 
by Cipriani and collegues.1

Haloperidol is not recommended 
as a first-line agent because of the 
risk of tardive dyskinesia (more com-
mon in mood disorder patients versus 
schizophrenia). Moreover, evidence 
indicates that it is the antimanic agent 
associated with the highest risk 
switching to a depressive episode af-
ter resolution of the mania.2 Aripipra-
zole had two early trials in which it 
did not differ from placebo in mania, 
which lowered its effect size com-
pared with other options. Efficacy 
was found in studies using 15 to 30 
mg doses.

SCHIZOPHRENIA AND PSYCHOSIS

CONTINUED ON PAGE 30CONTINUED ON PAGE 30

A
cross the country, the past decade has shown a dramatic increase in pa-

tients presenting to hospital emergency departments (EDs) with acute 

psychiatric crises. Between 2009 and 2015 alone, the number of adult psy-

chiatric cases in EDs rose more than 40%.1 The number of patients being assessed 

in EDs for suicidality between 2006 and 2014 jumped a staggering 414%.2
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Indication

SPRAVATO™ (esketamine) CIII Nasal Spray is indicated, in conjunction with an oral 
antidepressant (AD), for the treatment of treatment-resistant depression (TRD) in adults.

����������&0�+,1��--/,3"!��0��+��+"01%"1& ��$"+1ǽ��%"�0�#"16��+!�"ƛ" 1&3"+"00� 
of SPRAVATO™ as an anesthetic agent have not been established.

Important Safety Information

WARNING: SEDATION, DISSOCIATION; ABUSE AND MISUSE;  
and SUICIDAL THOUGHTS AND BEHAVIORS

See full prescribing information for complete boxed warning

• �&0(�#,/�0"!�1&,+��+!�!&00, &�1&,+��ƞ"/��!*&+&01/�1&,+ǽ��,+&1,/�-�1&"+10�
#,/��1�)"�01�14,�%,2/0��ƞ"/��!*&+&01/�1&,+��ǚǽǖǾ�ǚǽǗ�ǽ

• �,1"+1&�)�#,/���20"��+!�*&020"ǽ��,+0&!"/�1%"�/&0(0��+!��"+"Ɯ10�,#�20&+$�
��������
�-/&,/�1,�20"�&+�-�1&"+10��1�%&$%"/�/&0(�,#���20"ǽ��,+&1,/�#,/�
0&$+0��+!�06*-1,*0�,#���20"��+!�*&020"��ǚǽǘ�ǽ

• ��������
�&0�,+)6��3�&)��)"�1%/,2$%���/"01/& 1"!�-/,$/�*� �))"!�1%"�
��������
�������ǚǽǙ�ǽ

• �+ /"�0"!�/&0(�,#�02& &!�)�1%,2$%10��+!��"%�3&,/0�&+�-"!&�1/& ��+!� 
6,2+$��!2)1�-�1&"+10�1�(&+$��+1&!"-/"00�+10ǽ��),0")6�*,+&1,/��))�
�+1&!"-/"00�+1Ȓ1/"�1"!�-�1&"+10�#,/� )&+& �)�4,/0"+&+$��+!�"*"/$"+ "� 
,#�02& &!�)�1%,2$%10��+!��"%�3&,/0ǽ���������
�&0�+,1��--/,3"!�#,/�20"� 
&+�-"!&�1/& �-�1&"+10��ǚǽǚ�ǽ

CONTRAINDICATIONS

SPRAVATO™ is contraindicated in patients with:

• Aneurysmal vascular disease (including thoracic and abdominal aorta, 
intracranial and peripheral arterial vessels) or arteriovenous malformation

• History of intracerebral hemorrhage

• Hypersensitivity to esketamine, ketamine, or any of the excipients

WARNINGS AND PRECAUTIONS

Sedation: In clinical trials, 49% to 61% of SPRAVATO™-treated patients developed 
sedation and 0.3% of SPRAVATO™-treated patients experienced loss of consciousness.

Because of the possibility of delayed or prolonged sedation, patients must be 
monitored by a healthcare provider for at least 2 hours at each treatment session, 
followed by an assessment to determine when the patient is considered clinically 
stable and ready to leave the healthcare setting.

Closely monitor for sedation with concomitant use of SPRAVATO™ with CNS depressants 
[see Drug Interaction (7.1)].

SPRAVATO™ is available only through a restricted program under a REMS.

Dissociation:��%"�*,01� ,**,+�-06 %,),$& �)�"ƛ" 10�,#�����������4"/"�
dissociative or perceptual changes (including distortion of time, space and illusions), 
derealization and depersonalization (61% to 75% of SPRAVATO™-treated patients 
developed dissociative or perceptual changes). Given its potential to induce 
!&00, &�1&3"�"ƛ" 10Ǿ� �/"#2))6��00"00�-�1&"+10�4&1%�-06 %,0&0��"#,/"��!*&+&01"/&+$�
���������Ȁ�1/"�1*"+1�0%,2)!��"�&+&1&�1"!�,+)6�&#�1%"��"+"Ɯ1�,214"&$%0�1%"�/&0(ǽ

Because of the risks of dissociation, patients must be monitored by a healthcare 
provider for at least 2 hours at each treatment session, followed by an assessment 
to determine when the patient is considered clinically stable and ready to leave the 
healthcare setting.

SPRAVATO™ is available only through a restricted program under a REMS.

Abuse and Misuse: SPRAVATO™ contains esketamine, a Schedule III controlled 
substance (CIII), and may be subject to abuse and diversion. Assess each patient’s risk  
for abuse or misuse prior to prescribing and monitor all patients for the development  
of these behaviors or conditions, including drug-seeking behavior, while on therapy. 
Individuals with a history of drug abuse or dependence are at greater risk; therefore,  
use careful consideration prior to treatment of individuals with a history of substance  
use disorder and monitor for signs of abuse or dependence.

SPRAVATO™ is available only through a restricted program under a REMS.

Please see additional Important Safety Information and Brief Summary of full 
�/"0 /&�&+$��+#,/*�1&,+Ǿ�&+ )2!&+$��,5"!�������
�Ǿ�,+�#,)),4&+$�-�$"0ǽ

NMDA=N-methyl-D-aspartate. 

�"#"/"+ "ǿ�ǖǽ SPRAVATO™ [Prescribing Information].  
Titusville, NJ: Janssen Pharmaceuticals, Inc. May 2019. © Janssen Pharmaceuticals, Inc. 2019  August 2019    cp-81318v2

A NEW DAY BEGINS

WITH SPRAVATO™

Learn more at SPRAVATOHCP.com

Device as shown does not depict actual position  
for administration.

THE FIRST AND ONLY NMDA RECEPTOR ANTAGONIST 
APPROVED IN CONJUNCTION WITH AN ORAL  
ANTIDEPRESSANT FOR TREATMENT-RESISTANT  
DEPRESSION (TRD) IN ADULTS.1

SHE THOUGHT 
HER DEPRESSION 

SYMPTOMS  
WOULD NEVER  

GET BETTER
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�*-,/1�+1���#"16��+#,/*�1&,+�� ,+1&+2"!�

�����������&0(��3�)2�1&,+��+!��&1&$�1&,+��1/�1"$6�������ǿ SPRAVATO™ is available 
only through a restricted program called the SPRAVATO™ REMS because of the risks of 
serious adverse outcomes from sedation, dissociation, and abuse and misuse.
Important requirements of the SPRAVATO™ REMS include the following:
ș� �"�)1% �/"�0"11&+$0�*201��"� "/1&Ɯ"!�&+�1%"�-/,$/�*��+!�"+02/"�1%�1�����������&0ǿ�

–��+Ǌ6�!&0-"+0"!�&+�%"�)1% �/"�0"11&+$0��+!��!*&+&01"/"!�1,�-�1&"+10�4%,��/"�
enrolled in the program.

– Administered by patients under the direct observation of a healthcare provider 
�+!�1%�1�-�1&"+10��/"�*,+&1,/"!��6���%"�)1% �/"�-/,3&!"/�#,/��1�)"�01�Ǘ�%,2/0��ƞ"/�
administration of SPRAVATO™.

ș� �%�/*� &"0�*201��"� "/1&Ɯ"!�&+�1%"�������+!�*201�,+)6�!&0-"+0"����������� 
1,�%"�)1% �/"�0"11&+$0�1%�1��/"� "/1&Ɯ"!�&+�1%"�-/,$/�*ǽ

	2/1%"/�&+#,/*�1&,+Ǿ�&+ )2!&+$���)&01�,#� "/1&Ɯ"!�-%�/*� &"0Ǿ�&0��3�&)��)"� 
at www.SPRAVATOrems.com or 1-855-382-6022.
�2& &!�)��%,2$%10��+!��"%�3&,/0�&+��!,)"0 "+10��+!��,2+$��!2)10ǿ In pooled 
analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other 
antidepressant classes) that included adult and pediatric patients, the incidence  
of suicidal thoughts and behaviors in patients age 24 years and younger was greater 
than in placebo-treated patients. SPRAVATO™ is not approved in pediatric (<18 years  
of age) patients.
There was considerable variation in risk of suicidal thoughts and behaviors  
�*,+$�!/2$0Ǿ��21�1%"/"�4�0��+�&+ /"�0"!�/&0(�&!"+1&Ɯ"!�&+�6,2+$�-�1&"+10�#,/�*,01�
drugs studied.
Monitor all antidepressant-treated patients for clinical worsening and emergence  
of suicidal thoughts and behaviors, especially during the initial few months of drug 
therapy and at times of dosage changes. Counsel family members or caregivers of 
patients to monitor for changes in behavior and to alert the healthcare provider. 
Consider changing the therapeutic regimen, including possibly discontinuing 
SPRAVATO™ and/or the concomitant oral antidepressant, in patients whose  
depression is persistently worse, or who are experiencing emergent suicidal  
thoughts or behaviors.
Increase in Blood Pressure: SPRAVATO™ causes increases in systolic and/or diastolic 
blood pressure (BP) at all recommended dosages. Increases in BP peak approximately 
ǙǕ�*&+21"0��ƞ"/������������!*&+&01/�1&,+��+!�)�01��--/,5&*�1")6�Ǚ�%,2/0ǽ

Approximately 8% to 17% of SPRAVATO™-treated patients experienced an increase  
,#�*,/"�1%�+�ǙǕ�**�$�&+�0601,)& �����+!�,/�Ǘǚ�**�$�&+�!&�01,)& ����&+�1%"�Ɯ/01�ǖǽǚ�
%,2/0��ƞ"/��!*&+&01/�1&,+��1�)"�01�,+ "�!2/&+$�1%"�Ɯ/01�Ǚ�4""(0�,#�1/"�1*"+1ǽ� 
��02�01�+1&�)�&+ /"�0"�&+��),,!�-/"002/"� ,2)!�,  2/��ƞ"/��+6�!,0"��!*&+&01"/"!�"3"+�
&#�0*�))"/��),,!�-/"002/"�"ƛ" 10�4"/"�,�0"/3"!�4&1%�-/"3&,20��!*&+&01/�1&,+0ǽ�
SPRAVATO™ is contraindicated in patients for whom an increase in BP or intracranial 
pressure poses a serious risk (e.g., aneurysmal vascular disease, arteriovenous 
malformation, history of intracerebral hemorrhage). Before prescribing, patients with 
other cardiovascular and cerebrovascular conditions should be carefully assessed to 
!"1"/*&+"�4%"1%"/�1%"�-,1"+1&�)��"+"Ɯ10�,#�����������,214"&$%�&10�/&0(ǽ

Assess BP prior to administration of SPRAVATO™. In patients whose BP is elevated prior 
to SPRAVATO™ administration (as a general guide: >140/90 mmHg), a decision to delay 
����������1%"/�-6�0%,2)!��"�1�("+�&+1,��  ,2+1�1,���)�+ "�1%"��"+"Ɯ1��+!�/&0(�&+�
individual patients.
���0%,2)!��"�*,+&1,/"!�#,/��1�)"�01�Ǘ�%,2/0��ƞ"/������������!*&+&01/�1&,+ǽ� 
Measure blood pressure around 40 minutes post-dose and subsequently as  
clinically warranted until values decline. If BP remains high, promptly seek  
assistance from practitioners experienced in BP management. Refer patients 
experiencing symptoms of a hypertensive crisis (e.g., chest pain, shortness of breath) 
or hypertensive encephalopathy (e.g., sudden severe headache, visual disturbances, 
0"&72/"0Ǿ�!&*&+&0%"!� ,+0 &,20+"00�,/�#, �)�+"2/,),$& �)�!"Ɯ &10��&**"!&�1")6� 
for emergency care.
Closely monitor blood pressure with concomitant use of SPRAVATO™ with psychostimulants 
or monoamine oxidase inhibitors (MAOIs) [see Drug Interactions (7.2, 7.3)].
In patients with history of hypertensive encephalopathy, more intensive monitoring, 
including more frequent blood pressure and symptom assessment, is warranted 
because these patients are at increased risk for developing encephalopathy with even 
small increases in blood pressure.

�,$+&1&3"��*-�&/*"+1

Short-Term Cognitive Impairment: In a study in healthy volunteers, a single dose of 
SPRAVATO™ caused cognitive performance decline 40 minutes post-dose. SPRAVATO™-
1/"�1"!�02�'" 10�/".2&/"!���$/"�1"/�"ƛ,/1�1,� ,*-)"1"�1%"� ,$+&1&3"�1"010��1�ǙǕ�*&+21"0�
-,01Ȓ!,0"ǽ��,$+&1&3"�-"/#,/*�+ "��+!�*"+1�)�"ƛ,/1�4"/"� ,*-�/��)"��"14""+�
�����������+!�-)� "�,��1�Ǘ�%,2/0�-,01Ȓ!,0"ǽ��)""-&+"00�4�0� ,*-�/��)"��ƞ"/� 
4 hours post-dose.
Long-Term Cognitive Impairment: Long-term cognitive and memory impairment  
%�3"��""+�/"-,/1"!�4&1%�/"-"�1"!�("1�*&+"�*&020"�,/���20"ǽ��,��!3"/0"�"ƛ" 10�,#�
SPRAVATO™ nasal spray on cognitive functioning were observed in a one-year 
,-"+Ȓ)��")�0�#"16�012!6Ȁ�%,4"3"/Ǿ�1%"�),+$Ȓ1"/*� ,$+&1&3"�"ƛ" 10�,#����������� 
have not been evaluated beyond one year.
Impaired Ability to Drive and Operate Machinery: Before SPRAVATO™ 
administration, instruct patients not to engage in potentially hazardous activities 
requiring complete mental alertness and motor coordination, such as driving a motor 
vehicle or operating machinery, until the next day following a restful sleep. Patients 
will need to arrange transportation home following treatment with SPRAVATO™.

Ulcerative or Interstitial Cystitis: Cases of ulcerative or interstitial cystitis have been 
/"-,/1"!�&+�&+!&3&!2�)0�4&1%�),+$Ȓ1"/*�,ƛȒ)��")�20"�,/�*&020"���20"�,#�("1�*&+"ǽ� 
In clinical studies with SPRAVATO™ nasal spray, there was a higher rate of lower  
urinary tract symptoms (pollakiuria, dysuria, micturition urgency, nocturia, and 
cystitis) in SPRAVATO™-treated patients than in placebo-treated patients. No cases of 
esketamine-related interstitial cystitis were observed in any of the studies,  
which involved treatment for up to a year.

Monitor for urinary tract and bladder symptoms during the course of treatment with 
SPRAVATO™ and refer to an appropriate healthcare provider as clinically warranted.
�*�/6,Ȓ#"1�)��,5& &16ǿ SPRAVATO™ may cause fetal harm when administered to 
pregnant women. Advise pregnant women of the potential risk to an infant exposed to 
SPRAVATO™ in utero. Advise women of reproductive potential to consider pregnancy 
planning and prevention.

DRUG INTERACTIONS

����!"-/"00�+10��"ǽ$ǽǾ��"+7,!&�7"-&+"0Ǿ�,-&,&!0Ǿ��) ,%,)�ǿ Concomitant use  
may increase sedation. Closely monitor for sedation with concomitant use of  
CNS depressants.
�06 %,01&*2)�+10��"ǽ$ǽǾ��*-%"1�*&+"0Ǿ�*"1%6)-%"+&!�1"Ǿ�*,!�Ɯ+&)Ǿ�
�/*,!�Ɯ+&)�ǿ�Concomitant use may increase blood pressure. Closely monitor blood 
pressure with concomitant use of psychostimulants.
�,+,�*&+"�,5&!�0"�&+%&�&1,/0������0�ǿ Concomitant use may increase blood 
pressure. Closely monitor blood pressure with concomitant use of MAOIs.

USE IN SPECIFIC POPULATIONS

�/"$+�+ 6ǿ SPRAVATO™ is not recommended during pregnancy. SPRAVATO™ may 
cause fetal harm when administered to pregnant women. Advise pregnant women  
of the potential risk to an infant exposed to SPRAVATO™ in utero. There are risks to the 
mother associated with untreated depression in pregnancy. If a woman becomes 
pregnant while being treated with SPRAVATO™, treatment with SPRAVATO™ should  
be discontinued and the patient should be counseled about the potential risk to  
the fetus.
Pregnancy Exposure Registry: There is a pregnancy exposure registry that monitors 
pregnancy outcomes in women exposed to antidepressants, including SPRAVATO™, 
during pregnancy. Healthcare providers are encouraged to register patients by 
contacting the National Pregnancy Registry for Antidepressants at 1-844-405-6185 or 
online at https://womensmentalhealth.org/clinical-and-research-programs/
pregnancyregistry/antidepressants/.
Lactation: SPRAVATO™ is present in human milk. Because of the potential for 
neurotoxicity, advise patients that breastfeeding is not recommended during 
treatment with SPRAVATO™.
Females and Males of Reproductive Potential: SPRAVATO™ may cause embryo-fetal 
harm when administered to a pregnant woman. Consider pregnancy planning and 
prevention for females of reproductive potential during treatment with SPRAVATO™.
Pediatric Use: �%"�0�#"16��+!�"ƛ" 1&3"+"00�,#�����������&+�-"!&�1/& �-�1&"+10�%�3"�
not been established.
Geriatric Use: Of the total number of patients in Phase 3 clinical studies exposed  
to SPRAVATO™, 12% were 65 years of age and older, and 2% were 75 years of age  
�+!�,)!"/ǽ��,�,3"/�))�!&ƛ"/"+ "0�&+�1%"�0�#"16�-/,Ɯ)"�4"/"�,�0"/3"!��"14""+�-�1&"+10�
65 years of age and older and patients younger than 65 years of age.
The mean esketamine Cmax 

and AUC values were higher in elderly patients compared 
with younger adult patients.
The treatment of TRD in geriatric patients was evaluated in a 4-week, randomized, 
!,2�)"Ȓ�)&+!�012!6� ,*-�/&+$�Ɲ"5&�)6Ȓ!,0"!�&+1/�+�0�)�����������-)20���+"4)6�
initiated oral antidepressant compared to intranasal placebo plus a newly initiated 
,/�)��+1&!"-/"00�+1�&+�-�1&"+10�ʶǛǚ�6"�/0�,#��$"ǽ��1�1%"�"+!�,#�#,2/�4""(0Ǿ�1%"/"�4�0� 
+,�01�1&01& �))6�0&$+&Ɯ �+1�!&ƛ"/"+ "��"14""+�$/,2-0�,+�1%"�-/&*�/6�"ƛ& � 6�"+!-,&+1�
of change from baseline to Week 4 on the Montgomery-Åsberg Depression Rating  
Scale (MADRS).
Hepatic Impairment: SPRAVATO™-treated patients with moderate hepatic 
impairment may need to be monitored for adverse reactions for a longer period  
of time.
SPRAVATO™ has not been studied in patients with severe hepatic impairment 
(Child-Pugh class C). Use in this population is not recommended.

DRUG ABUSE AND DEPENDENCE

Controlled Substance: SPRAVATO™ contains esketamine hydrochloride, the 
(S)-enantiomer of ketamine and a Schedule III controlled substance under the 
Controlled Substances Act.
Abuse: Individuals with a history of drug abuse or dependence may be at greater risk 
for abuse and misuse of SPRAVATO™. Abuse is the intentional, non-therapeutic use of  
��!/2$Ǿ�"3"+�,+ "Ǿ�#,/�&10�-06 %,),$& �)�,/�-%60&,),$& �)�"ƛ" 10ǽ��&020"�&0�1%"�
intentional use, for therapeutic purposes, of a drug by an individual in a way other 
than prescribed by a healthcare provider or for whom it was not prescribed. Careful 
consideration is advised prior to use of individuals with a history of substance use 
disorder, including alcohol.
SPRAVATO™ may produce a variety of symptoms including anxiety, dysphoria, 
!&0,/&"+1�1&,+Ǿ�&+0,*+&�Ǿ�Ɲ�0%�� (Ǿ�%�))2 &+�1&,+0Ǿ��+!�#"")&+$0�,#�Ɲ,�1&+$Ǿ�
detachment and to be “spaced out.” Monitoring for signs of abuse and misuse  
is recommended.

ADVERSE REACTIONS

�%"�*,01� ,**,+��!3"/0"�/"� 1&,+0�4&1%�����������-)20�,/�)�����&+ &!"+ "�ʶǚʢ�
and at least twice that of placebo nasal spray plus oral AD) were dissociation, 
dizziness, nausea, sedation, vertigo, hypoesthesia, anxiety, lethargy, blood pressure 
increased, vomiting, and feeling drunk.

�)"�0"�0""��/&"#��2**�/6�,#�#2))��/"0 /&�&+$��+#,/*�1&,+Ǿ� 
&+ )2!&+$��,5"!�������
�Ǿ�,+�#,)),4&+$�-�$"0ǽ
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SPRAVATO™ 
(esketamine) nasal spray, CIII

Brief Summary

BEFORE PRESCRIBING SPRAVATO™, PLEASE SEE FULL PRESCRIBING INFORMATION, INCLUDING 
BOXED WARNING.

WARNING: SEDATION; DISSOCIATION; ABUSE AND MISUSE; and  
SUICIDAL THOUGHTS AND BEHAVIORS

Sedation
•  Patients are at risk for sedation after administration of SPRAVATO [see Warnings and 

Precautions].

Dissociation
•  Patients are at risk for dissociative or perceptual changes after administration of SPRAVATO [see 

Warnings and Precautions].

Because of the risks of sedation and dissociation, patients must be monitored for at least 2 hours 
at each treatment session, followed by an assessment to determine when the patient is considered 
clinically stable and ready to leave the healthcare setting [see Warnings and Precautions].

Abuse and Misuse
•  SPRAVATO has the potential to be abused and misused. Consider the risks and benefits of 

prescribing SPRAVATO prior to use in patients at higher risk of abuse. Monitor patients for 
signs and symptoms of abuse and misuse [see Warnings and Precautions].

Because of the risks of serious adverse outcomes resulting from sedation, dissociation, and abuse 
and misuse, SPRAVATO is only available through a restricted program under a Risk Evaluation and 
Mitigation Strategy (REMS) called the SPRAVATO REMS [see Warnings and Precautions].

Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal thoughts and behavior in pediatric and young adult 
patients in short-term studies. Closely monitor all antidepressant-treated patients for clinical 
worsening, and for emergence of suicidal thoughts and behaviors. SPRAVATO is not approved for 
use in pediatric patients [see Warnings and Precautions].

INDICATIONS AND USAGE
SPRAVATO™ is indicated, in conjunction with an oral antidepressant, for the treatment of treatment-
resistant depression (TRD) in adults [see Clinical Studies (14.1) in Full Prescribing Information].

Limitations of Use:

SPRAVATO is not approved as an anesthetic agent. The safety and effectiveness of SPRAVATO as an 
anesthetic agent have not been established.

CONTRAINDICATIONS
SPRAVATO is contraindicated in patients with:

•  Aneurysmal vascular disease (including thoracic and abdominal aorta, intracranial, and peripheral 
arterial vessels) or arteriovenous malformation [see Warnings and Precautions]

• History of intracerebral hemorrhage [see Warnings and Precautions]

• Hypersensitivity to esketamine, ketamine, or any of the excipients.

WARNINGS AND PRECAUTIONS
Sedation
In clinical trials, 49% to 61% of SPRAVATO-treated patients developed sedation based on the Modified 
Observer’s Alertness/Sedation scale (MOAA/s) [see Adverse Reactions], and 0.3% of SPRAVATO-
treated patients experienced loss of consciousness (MOAA/s score of 0).

Because of the possibility of delayed or prolonged sedation, patients must be monitored by a healthcare 
provider for at least 2 hours at each treatment session, followed by an assessment to determine when 
the patient is considered clinically stable and ready to leave the healthcare setting [see Dosage and 
Administration (2.4) in Full Prescribing Information].

Closely monitor for sedation with concomitant use of SPRAVATO with CNS depressants [see Drug 
Interaction].

SPRAVATO is available only through a restricted program under a REMS [see Warnings and Precautions].

Dissociation
The most common psychological effects of SPRAVATO were dissociative or perceptual changes 
(including distortion of time, space and illusions), derealization and depersonalization (61% to 75% 
of SPRAVATO-treated patients developed dissociative or perceptual changes based on the Clinician 
Administered Dissociative Symptoms Scale) [see Adverse Reactions]. Given its potential to induce 
dissociative effects, carefully assess patients with psychosis before administering SPRAVATO; 
treatment should be initiated only if the benefit outweighs the risk.

Because of the risks of dissociation, patients must be monitored by a healthcare provider for at least 
2 hours at each treatment session, followed by an assessment to determine when the patient is 
considered clinically stable and ready to leave the healthcare setting [see Dosage and Administration 
(2.4) in Full Prescribing Information].

SPRAVATO is available only through a restricted program under a REMS [see Warnings and Precautions].

Abuse and Misuse
SPRAVATO contains esketamine, a Schedule III controlled substance (CIII), and may be subject to 
abuse and diversion. Assess each patient’s risk for abuse or misuse prior to prescribing SPRAVATO 
and monitor all patients receiving SPRAVATO for the development of these behaviors or conditions, 
including drug-seeking behavior, while on therapy. Contact local state professional licensing board or 
state-controlled substances authority for information on how to prevent and detect abuse or diversion 
of SPRAVATO. Individuals with a history of drug abuse or dependence are at greater risk; therefore, 
use careful consideration prior to treatment of individuals with a history of substance use disorder and 
monitor for signs of abuse or dependence. [see Drug Abuse and Dependence].

SPRAVATO is available only through a restricted program under a REMS [see Warnings and Precautions].

SPRAVATO Risk Evaluation and Mitigation Strategy (REMS)
SPRAVATO is available only through a restricted program under a REMS called the SPRAVATO REMS 
because of the risks of serious adverse outcomes from sedation, dissociation, and abuse and misuse 
[see Boxed Warning and Warnings and Precautions].

Important requirements of the SPRAVATO REMS include the following:

•  Healthcare settings must be certified in the program and ensure that SPRAVATO is:

 –  Only dispensed in healthcare settings and administered to patients who are enrolled in the 
program.

 –  Administered by patients under the direct observation of a healthcare provider and that patients 
are monitored by a healthcare provider for at least 2 hours after administration of SPRAVATO [see 
Dosage and Administration (2.4) in Full Prescribing Information].

•  Pharmacies must be certified in the REMS and must only dispense SPRAVATO to healthcare settings 
that are certified in the program.

Further information, including a list of certified pharmacies is available at www.SPRAVATOrems.com 
or 1-855-382-6022.

Suicidal Thoughts and Behaviors in Adolescents and Young Adults
In pooled analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other antidepressant 
classes) that included approximately 77,000 adult patients and 4,500 pediatric patients (SPRAVATO is 
not approved in pediatric patients), the incidence of suicidal thoughts and behaviors in patients age 
24 years and younger was greater than in placebo-treated patients. There was considerable variation 

in risk of suicidal thoughts and behaviors among drugs, but there was an increased risk identified in 
young patients for most drugs studied. There were differences in absolute risk of suicidal thoughts 
and behaviors across the different indications, with the highest incidence in patients with major 
depressive disorder (MDD). The drug-placebo differences in the number of cases of suicidal thoughts 
and behaviors per 1000 patients treated are provided in Table 1.

Table 1:  Risk Differences of the Number of Patients with Suicidal Thoughts or Behaviors in the 
Pooled Placebo-Controlled Trials of Antidepressants in Pediatric* and Adult Patients

Age Range (Years) Drug-Placebo Difference in Number of Patients with  
Suicidal Thoughts or Behaviors per 1000 Patients Treated

Increases Compared to Placebo

<18 14 additional patients

18-24 5 additional patients

Decreases Compared to Placebo

25-64 1 fewer patient

≥65 6 fewer patients

* SPRAVATO is not approved in pediatric patients.

It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents, and young 
adults extends to longer-term use, i.e., beyond four months. However, there is substantial evidence 
from placebo-controlled maintenance studies in adults with MDD that antidepressants delay the 
recurrence of depression and that depression itself is a risk factor for suicidal thoughts and behaviors.

Monitor all antidepressant-treated patients for clinical worsening and emergence of suicidal thoughts 
and behaviors, especially during the initial few months of drug therapy and at times of dosage changes. 
Counsel family members or caregivers of patients to monitor for changes in behavior and to alert the 
healthcare provider. Consider changing the therapeutic regimen, including possibly discontinuing 
SPRAVATO and/or the concomitant oral antidepressant, in patients whose depression is persistently 
worse, or who are experiencing emergent suicidal thoughts or behaviors.

Increase in Blood Pressure
SPRAVATO causes increases in systolic and/or diastolic blood pressure (BP) at all recommended 
doses. Increases in BP peak approximately 40 minutes after SPRAVATO administration and last 
approximately 4 hours [see Adverse Reactions].

Approximately 8% to 17% of SPRAVATO-treated patients and 1% to 3% of placebo-treated patients 
experienced an increase of more than 40 mmHg in systolic BP and/or 25 mmHg in diastolic BP in the 
first 1.5 hours after administration at least once during the first 4 weeks of treatment. A substantial 
increase in blood pressure could occur after any dose administered even if smaller blood pressure 
effects were observed with previous administrations. SPRAVATO is contraindicated in patients for 
whom an increase in BP or intracranial pressure poses a serious risk (e.g., aneurysmal vascular 
disease, arteriovenous malformation, history of intracerebral hemorrhage) [see Contraindications]. 
Before prescribing SPRAVATO, patients with other cardiovascular and cerebrovascular conditions 
should be carefully assessed to determine whether the potential benefits of SPRAVATO outweigh  
its risks.

Assess BP prior to administration of SPRAVATO. In patients whose BP is elevated prior to SPRAVATO 
administration (as a general guide: >140/90 mmHg) a decision to delay SPRAVATO therapy should take 
into account the balance of benefit and risk in individual patients.

BP should be monitored for at least 2 hours after SPRAVATO administration [see Dosage and 
Administration (2.1, 2.4) in Full Prescribing Information]. Measure blood pressure around 40 minutes 
post-dose and subsequently as clinically warranted until values decline. If BP remains high, promptly 
seek assistance from practitioners experienced in BP management. Refer patients experiencing 
symptoms of a hypertensive crisis (e.g., chest pain, shortness of breath) or hypertensive encephalopathy 
(e.g., sudden severe headache, visual disturbances, seizures, diminished consciousness or focal 
neurological deficits) immediately for emergency care.

Closely monitor blood pressure with concomitant use of SPRAVATO with psychostimulants or 
monoamine oxidase inhibitors (MAOIs) [see Drug Interactions].

In patients with history of hypertensive encephalopathy, more intensive monitoring, including more 
frequent blood pressure and symptom assessment, is warranted because these patients are at 
increased risk for developing encephalopathy with even small increases in blood pressure.

Cognitive Impairment

Short-Term Cognitive Impairment

In a study in healthy volunteers, a single dose of SPRAVATO caused cognitive performance decline 
40 minutes post-dose. Compared to placebo-treated subjects, SPRAVATO-treated subjects required a 
greater effort to complete cognitive tests at 40 minutes post-dose. Cognitive performance and mental 
effort were comparable between SPRAVATO and placebo at 2 hours post-dose. Sleepiness was 
comparable after 4 hours post-dose.

Long-Term Cognitive Impairment

Long-term cognitive and memory impairment have been reported with repeated ketamine misuse or 
abuse. No adverse effects of SPRAVATO nasal spray on cognitive functioning were observed in a one-
year open-label safety study; however, the long-term cognitive effects of SPRAVATO have not been 
evaluated beyond one year.

Impaired Ability to Drive and Operate Machinery
Two placebo-controlled studies were conducted to assess the effects of SPRAVATO on the ability to 
drive [see Clinical Studies (14.3) in Full Prescribing Information]. The effects of SPRAVATO 84 mg were 
comparable to placebo at 6 hours and 18 hours post-dose. However, two SPRAVATO-treated subjects 
in one of the studies discontinued the driving test at 8 hours post-dose because of SPRAVATO-related 
adverse reactions.

Before SPRAVATO administration, instruct patients not to engage in potentially hazardous activities 
requiring complete mental alertness and motor coordination, such as driving a motor vehicle or 
operating machinery, until the next day following a restful sleep. Patients will need to arrange 
transportation home following treatment with SPRAVATO.

Ulcerative or Interstitial Cystitis
Cases of ulcerative or interstitial cystitis have been reported in individuals with long-term off-label 
use or misuse/abuse of ketamine. In clinical studies with SPRAVATO nasal spray, there was a higher 
rate of lower urinary tract symptoms (pollakiuria, dysuria, micturition urgency, nocturia, and cystitis) 
in SPRAVATO-treated patients than in placebo-treated patients [see Adverse Reactions]. No cases of 
esketamine-related interstitial cystitis were observed in any of the studies, which included treatment 
for up to a year.

Monitor for urinary tract and bladder symptoms during the course of treatment with SPRAVATO, and 
refer to an appropriate healthcare provider as clinically warranted.

Embryo-fetal Toxicity
Based on published findings from pregnant animals treated with ketamine, the racemic mixture of 
arketamine and esketamine, SPRAVATO may cause fetal harm when administered to pregnant 
women. Advise pregnant women of the potential risk to an infant exposed to SPRAVATO in utero.  
Advise women of reproductive potential to consider pregnancy planning and prevention [see Use in 
Specific Populations].
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ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections of the labeling:

• Sedation [see Warnings and Precautions]
• Dissociation [see Warnings and Precautions]
• Increase in Blood Pressure [see Warnings and Precautions]
• Cognitive Impairment [see Warnings and Precautions]
•  Impaired Ability to Drive and Operate Machinery [see Warnings and Precautions]
• Ulcerative or Interstitial Cystitis [see Warnings and Precautions]
• Embryo-fetal Toxicity [see Warnings and Precautions]

Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not reflect the rates observed in clinical practice.

Patient Exposure
SPRAVATO was evaluated for safety in 1709 patients diagnosed with treatment resistant depression 
(TRD) [see Clinical Studies (14.1, 14.2) in Full Prescribing Information] from five Phase 3 studies (3 short-
term and 2 long-term studies) and one Phase 2 dose-ranging study. Of all SPRAVATO-treated patients 
in the completed Phase 3 studies, 479 (30%) received at least 6 months of treatment, and 178 (11%) 
received at least 12 months of treatment.

Adverse Reactions Leading to Discontinuation of Treatment
In short-term studies in adults < 65 years old (Study 1 pooled with another 4-week study), the proportion 
of patients who discontinued treatment because of an adverse reaction was 4.6% in patients who 
received SPRAVATO plus oral AD compared to 1.4% for patients who received placebo nasal 
spray plus oral AD. For adults ≥ 65 years old, the proportions were 5.6% and 3.1%, respectively. In  
Study 2, a long-term maintenance study, the discontinuation rates because of an adverse reaction 
were similar for patients receiving SPRAVATO plus oral AD and placebo nasal spray plus oral AD in 
the maintenance phase, at 2.6% and 2.1%, respectively. Across all phase 3 studies, adverse reactions 
leading to SPRAVATO discontinuation in more than 2 patients were (in order of frequency): anxiety 
(1.2%), depression (0.9%), blood pressure increased (0.6%), dizziness (0.6%), suicidal ideation (0.5%), 
dissociation (0.4%), nausea (0.4%), vomiting (0.4%), headache (0.3%), muscular weakness (0.3%), 
vertigo (0.2%), hypertension (0.2%), panic attack (0.2%) and sedation (0.2%).

Most Common Adverse Reactions
The most commonly observed adverse reactions in TRD patients treated with SPRAVATO plus oral AD 
(incidence ≥5% and at least twice that of placebo nasal spray plus oral AD) were dissociation, dizziness, 
nausea, sedation, vertigo, hypoesthesia, anxiety, lethargy, blood pressure increased, vomiting, and 
feeling drunk. Table 2 shows the incidence of adverse reactions that occurred in TRD patients treated 
with SPRAVATO plus oral AD at any dose and greater than patients treated with placebo nasal spray 
plus oral AD.

Table 2:  Adverse Reactions Occurring in ≥2% of TRD Patients Treated with SPRAVATO + Oral AD at 
Any Dose and at a Greater Rate than Patients Treated with Placebo Nasal Spray + Oral AD

SPRAVATO + 
Oral AD 
(N=346)

Placebo + 
Oral AD 
(N=222)

Cardiac disorders

Tachycardia* 6 (2%) 1 (0.5%)

Ear and labyrinth disorders

Vertigo* 78 (23%) 6 (3%)

Gastrointestinal disorders

Constipation 11 (3%) 3 (1%)

Diarrhea 23 (7%) 13 (6%)

Dry mouth 19 (5%) 7 (3%)

Nausea 98 (28%) 19 (9%)

Vomiting 32 (9%) 4 (2%)

General disorders and administration site 
conditions

Feeling abnormal 12 (3%) 0 (0%)

Feeling drunk 19 (5%) 1 (0.5%)

Investigations

Blood pressure increased* 36 (10%) 6 (3%)

Nervous system disorders

Dizziness* 101 (29%) 17 (8%)

Dysarthria* 15 (4%) 0 (0%)

Dysgeusia* 66 (19%) 30 (14%)

Headache* 70 (20%) 38 (17%)

Hypoesthesia* 63 (18%) 5 (2%)

Lethargy* 37 (11%) 12 (5%)

Mental impairment 11 (3%) 2 (1%)

Sedation* 79 (23%) 21 (9%)

Tremor 12 (3%) 2 (1%)

Psychiatric disorders

Anxiety* 45 (13%) 14 (6%)

Dissociation* 142 (41%) 21 (9%)

Euphoric mood 15 (4%) 2 (1%)

Insomnia 29 (8%) 16 (7%)

Renal and urinary disorders

Pollakiuria 11 (3%) 1 (0.5%)

Respiratory, thoracic and mediastinal disorders

Nasal discomfort* 23 (7%) 11 (5%)

Oropharyngeal pain 9 (3%) 5 (2%)

Throat irritation 23 (7%) 9 (4%)

Skin and subcutaneous tissue disorders

Hyperhidrosis 14 (4%) 5 (2%)

* The following terms were combined:
Anxiety includes: agitation; anticipatory anxiety; anxiety; fear; feeling jittery; irritability; nervousness; 
panic attack; tension

Blood pressure increased includes: blood pressure diastolic increased; blood pressure increased; 
blood pressure systolic increased; hypertension
Dissociation includes: delusional perception; depersonalization/derealization disorder; derealization; 
diplopia; dissociation; dysesthesia; feeling cold; feeling hot; feeling of body temperature change; 
hallucination; hallucination, auditory; hallucination, visual; hyperacusis; illusion; ocular discomfort; 
oral dysesthesia; paresthesia; paresthesia oral; pharyngeal paresthesia; photophobia; time perception 
altered; tinnitus; vision blurred; visual impairment
Dizziness includes: dizziness; dizziness exertional; dizziness postural; procedural dizziness
Dysarthria includes: dysarthria; slow speech; speech disorder
Dysgeusia includes: dysgeusia; hypogeusia
Headache includes: headache; sinus headache
Hypoesthesia includes: hypoesthesia; hypoesthesia oral, hypoesthesia teeth, pharyngeal hypoesthesia
Lethargy includes: fatigue; lethargy
Nasal discomfort includes: nasal crusting; nasal discomfort; nasal dryness; nasal pruritus
Sedation includes: altered state of consciousness; hypersomnia; sedation; somnolence
Tachycardia includes: extrasystoles; heart rate increased; tachycardia
Vertigo includes: vertigo; vertigo positional

Sedation

Sedation was evaluated by adverse event reports and using the Modified Observer’s Alertness/
Sedation scale (MOAA/s). In the MOAA/s scale, 5 means “responds readily to name spoken in normal 
tone” and 0 means “no response after painful trapezius squeeze.” Any decrease in MOAA/s from pre-
dose is considered to indicate presence of sedation, and such a decrease occurred in a higher number 
of patients on esketamine than placebo during the short-term trials (Table 3). Dose-related increases 
in the incidence of sedation were observed in a fixed-dose study [see Warnings and Precautions].

Table 3:  Incidence of Sedation (MOAA/s <5) in Double-Blind, Randomized, Placebo-Controlled 
Fixed-Dose Study with Patients <65 Years of Age and Double-Blind, Randomized, Placebo-
Controlled Flexible-Dose Study with Patients ≥65 years

Patients <65 years Patients ≥65 years

Placebo + 
Oral AD

SPRAVATO  
+ Oral AD

Placebo + 
Oral AD

SPRAVATO 
+ Oral AD

56 mg 84 mg 28 to 84 mg

Number of patients* N=112 N=114 N=114 N=63 N=72

Sedation (MOAA/s <5) 11% 50% 61% 19% 49%

*Patients who were evaluated with MOAA/s

Dissociation/Perceptual Changes

SPRAVATO can cause dissociative symptoms (including derealization and depersonalization) and 
perceptual changes (including distortion of time and space, and illusions). In clinical trials, dissociation 
was transient and occurred on the day of dosing. Dissociation was evaluated by adverse event reports 
and the Clinician-Administered Dissociative States Scale (CADSS) questionnaire. A CADSS total score 
of more than 4 indicates presence of dissociative symptoms, and such an increase to a score of 4 or 
more occurred in a higher number of patients on esketamine compared to placebo during the short-
term trials (see Table 4). Dose-related increases in the incidence of dissociative symptoms (CADSS 
total score >4) were observed in a fixed-dose study. Table 4 shows the incidence of dissociation 
(CADSS total score >4) in a double-blind, randomized, placebo-controlled, fixed-dose study in adults 
<65 years of age and a double-blind, randomized, placebo-controlled, flexible-dose study with patients 
≥ 65 years of age.

Table 4:  Incidence of Dissociation (CADSS Total Score >4) in Double-Blind, Randomized, Placebo-
Controlled Studies (Fixed-Dose Study with Patients <65 Years and Flexible-Dose Study with 
Patients ≥65 Years)

Patients <65 years Patients ≥65 years

Placebo + 
Oral AD

SPRAVATO  
+ Oral AD

Placebo + 
Oral AD

SPRAVATO  
+ Oral AD

56 mg 84 mg 28 to 84 mg

Number of patients* N=113 N=113 N=116 N=65 N=72

CADSS total score >4 and change >0 5% 61% 69% 12% 75%

* Number of patients who were evaluated with CADSS

Increase in Blood Pressure

The mean placebo-adjusted increases in systolic and diastolic blood pressure (SBP and DBP) over 
time were about 7 to 9 mmHg in SBP and 4 to 6 mmHg in DBP at 40 minutes post-dose and 2 to 5 mmHg 
in SBP and 1 to 3 mmHg in DBP at 1.5 hours post-dose in patients receiving SPRAVATO plus oral 
antidepressants (Table 5).

Table 5:  Increases in Blood Pressure in Double-blind, Randomized-controlled, Short-term Trials of 
SPRAVATO + Oral AD Compared to Placebo Nasal Spray + Oral AD in the Treatment of TRD

Patients <65 years Patients ≥65 years

SPRAVATO  
+ Oral AD 

N=346

Placebo +  
Oral AD  
N=222

SPRAVATO  
+ Oral AD  

N =72

Placebo +  
Oral AD  

N=65

Systolic blood pressure

≥180 mmHg 9 (3%) --- 2 (3%) 1 (2%)

≥40 mmHg increase 29 (8%) 1 (0.5%) 12 (17%) 1 (2%)

Diastolic blood pressure

≥110 mmHg 13 (4%) 1 (0.5%) --- ---

≥25 mmHg increase 46 (13%) 6 (3%) 10 (14%) 2 (3%)

Nausea and Vomiting

SPRAVATO can cause nausea and vomiting (Table 6). Most of these events occurred on the day of 
dosing and resolved the same day, with the median duration not exceeding 1 hour in most subjects 
across dosing sessions. Rates of reported nausea and vomiting decreased over time across dosing 
sessions from the first week of treatment in the short-term studies, as well as over time with long-term 
treatment (Table 6).

Table 6:  Incidence and Severity of Nausea and Vomiting in Double-blind, Randomized-controlled, 
Fixed-dose Study

Nausea Vomiting

Treatment (+ Oral AD)

N All Severe All Severe

SPRAVATO 56 mg 115 31 (27%) 0 7 (6%) 0

SPRAVATO 84 mg 116 37 (32%) 4 (3%) 14 (12%) 3 (3%)

Placebo Nasal Spray 113 12 (11%) 0 2 (2%) 0

SPRAVATO™ (esketamine) nasal spray, CIII SPRAVATO™ (esketamine) nasal spray, CIII
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Sense of Smell

Sense of smell was assessed over time; no difference was observed between patients treated with 
SPRAVATO plus oral AD and those treated with placebo nasal spray plus oral AD during the double-
blind maintenance phase of Study 2 [see Clinical Studies (14.2) in Full Prescribing Information].

DRUG INTERACTIONS
Central Nervous System Depressants

Concomitant use with CNS depressants (e.g., benzodiazepines, opioids, alcohol) may increase sedation 
[see Warnings and Precautions]. Closely monitor for sedation with concomitant use of SPRAVATO with 
CNS depressants. 

Psychostimulants

Concomitant use with psychostimulants (e.g., amphetamines, methylphenidate, modafanil, armodafinil) 
may increase blood pressure [see Warnings and Precautions]. Closely monitor blood pressure with 
concomitant use of SPRAVATO with psychostimulants.

Monoamine Oxidase Inhibitors (MAOIs)

Concomitant use with monoamine oxidase inhibitors (MAOIs) may increase blood pressure  
[see Warnings and Precautions]. Closely monitor blood pressure with concomitant use of SPRAVATO 
with MAOIs.

USE IN SPECIFIC POPULATIONS
Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to 
antidepressants, including SPRAVATO, during pregnancy. Healthcare providers are encouraged to 
register patients by contacting the National Pregnancy Registry for Antidepressants at 1-844-405-6185 
or online at https://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/
antidepressants/.

Risk Summary

SPRAVATO is not recommended during pregnancy. There are insufficient data on SPRAVATO use 
in pregnant women to draw conclusions about any drug-associated risk of major birth defects, 
miscarriage, or adverse maternal or fetal outcomes. Based on published findings from pregnant 
animals treated with ketamine, the racemic mixture of arketamine and esketamine, SPRAVATO may 
cause fetal harm when administered to pregnant women (see Data). Advise pregnant women of the 
potential risk to an infant exposed to SPRAVATO in utero. There are risks to the mother associated with 
untreated depression in pregnancy (see Clinical Considerations). If a woman becomes pregnant while 
being treated with SPRAVATO, treatment with esketamine should be discontinued and the patient 
should be counseled about the potential risk to the fetus.

Published studies in pregnant primates demonstrate that the administration of drugs that block 
N-methyl-D-aspartate (NMDA) receptors during the period of peak brain development increases 
neuronal apoptosis in the developing brain of the offspring. There are no data on pregnancy exposures 
in primates corresponding to periods prior to the third trimester in humans [see Use in Specific 
Populations].

In an embryo-fetal reproduction study in rabbits, skeletal malformations were noted at maternally 
toxic doses when ketamine was intranasally administered with a No Observed Adverse Effect Level 
(NOAEL) at estimated esketamine exposures 0.3 times the exposures at the maximum recommended 
human dose (MRHD) of 84 mg/day. In addition, intranasal administration of esketamine to pregnant rats 
during pregnancy and lactation at exposures that were similar to those at the MRHD resulted in a delay 
in sensorimotor development in pups during the preweaning period and a decrease in motor activity 
in the post-weaning period.

The estimated background risk of major birth defects and miscarriage for the indicated population is 
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In 
the U.S. general population, the estimated background risk of major birth defects and miscarriage in 
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

A prospective, longitudinal study followed 201 pregnant women with a history of major depressive 
disorder who were euthymic and taking antidepressants at the beginning of pregnancy. The women 
who discontinued antidepressants during pregnancy were more likely to experience a relapse of  
major depression than women who continued antidepressants. Consider the risk of untreated 
depression when discontinuing or changing treatment with antidepressant medication during 
pregnancy and postpartum.

Data

Animal Data

Based on published data, when female monkeys were treated intravenously with racemic ketamine 
at anesthetic dose levels in the third trimester of pregnancy, neuronal cell death was observed in the 
brains of their fetuses. This period of brain development translates into the third trimester of human 
pregnancy. The clinical significance of these findings is not clear; however, studies in juvenile animals 
suggest neuroapoptosis correlates with long-term cognitive deficits.

Racemic ketamine was administered intranasally to pregnant rats during the period of organogenesis 
at doses of 15, 50, and 150 mg/kg/day. The No Observed Adverse Effect level (NOAEL) for embryo-
fetal toxicity in rats was the highest dose of 150 mg/kg/day. Estimating 50% of the exposure to be 
from esketamine, the NOAEL associated with esketamine plasma exposure (AUC) is 12-times the 
AUC exposure at the MRHD of 84 mg/day. In pregnant rabbits, racemic ketamine was administered 
intranasally from gestational day 6 to 18 at doses of 10, 30, and 100 mg/kg/day. The high dose was 
lowered from 100 to 50 mg/kg after 5 days of dosing due to excessive mortality in the pregnant rabbits. 
Skeletal malformations were observed at doses ≥ 30mg/kg/day, which were maternally toxic. The 
NOAEL for skeletal malformations was associated with a plasma esketamine exposure (AUC) that was 
0.3 times the AUC exposure at MRHD of 84 mg/day.

Administration of esketamine to pregnant rats during pregnancy and lactation at intranasal doses 
equivalent to 4.5, 15, and 45 mg/kg/day (based on a 200-gram rat) produced AUC exposures 0.07, 
0.5, and 0.7 times the MRHD of 84 mg/day, respectively. Maternal toxicity was observed at doses  
≥ 15 mg/kg/day. In addition, a dose-dependent delay in the age of attainment of Preyer response reflex 
was observed in pups at all doses during the preweaning period. This sensory/motor developmental 
measure was tested starting on postnatal day (PND) 9, and the effect normalized by PND 19 in 
treatment groups as compared with PND 14 for the majority of the control animals. There is no NOAEL 
for this delay in sensory/motor response observed in pups during the preweaning period. During the 
postweaning period, a decrease in motor activity was observed at doses ≥ 15 mg/kg which is 0.5-times 
the human exposure at the MRHD of 84 mg/day. The NOAEL for maternal toxicity and decreased 
motor activity during the postweaning period was 4.5 mg/kg/day which was associated with a plasma 
exposure (AUC) that was 0.07-times the AUC exposure at MRHD of 84 mg/day.

Lactation

Risk Summary

Esketamine is present in human milk. There are no data on the effects of SPRAVATO on the breastfed 
infant or on milk production. Published studies in juvenile animals report neurotoxicity (see Data). 
Because of the potential for neurotoxicity, advise patients that breast-feeding is not recommended 
during treatment with SPRAVATO.

Data

Published juvenile animal studies demonstrate that the administration of drugs that block NMDA 
receptors, such as ketamine, during the period of rapid brain growth or synaptogenesis, results in 
widespread neuronal and oligodendrocyte cell loss in the developing brain and alterations in synaptic 
morphology and neurogenesis. Based on comparisons across species, the window of vulnerability to 
these changes is believed to correlate with exposures in the third trimester of gestation through the 
first several months of life, but this window may extend out to approximately 3 years of age in humans.

Females and Males of Reproductive Potential
Contraception

Based on published animal reproduction studies, SPRAVATO may cause embryo-fetal harm when 
administered to a pregnant woman [see Warnings and Precautions and Use in Specific Populations]. 
However, it is not clear how these animal findings relate to females of reproductive potential treated 
with the recommended clinical dose. Consider pregnancy planning and prevention for females of 
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FROM THE CHAIRMAN

Something Hot 
for the Cold 
Months Ahead

A
s we come to the end of 2019, one of the emerging hot topics 

in psychiatry is artificial intelligence. We’ve been seeing more 

and more stories about initiatives for using technology, ie, mo-

bile apps in caring for patients. In a study at the University of Colora-

do at Boulder researchers are looking at a speech-based mobile app 

that may be able to gauge a patient’s mental health status as well as, or 

even better than, a doctor can.

We’re also hearing more about telepsychiatry. One study from the 

Icahn School of Medicine at Mount Sinai in New York City is 

comparing in-person with telephonic evaluations of asylum seekers. 

The evaluations show similar efficacy, and consequently greater 

access to care.

On our cover, we feature the next installment of our Bipolar 

Telehealth series. Dr Osser discusses the use of aripiprazole in 

bipolar mania and depression and well at its use in preventing bipolar 

episodes. And, if you missed the “Digital Psychiatry: Augmenting 

the Future of Mental Health Practice” article, in the November issue, 

you may want to go back and read it.

This month we’re bringing you articles on another hot topic: sex 

and sexuality. Sex is always a provocative subject and it has proven 

so with the December issue. The articles in this month’s Special 

Report explore sexuality from the psychiatric perspective—some are 

diagnosis specific, eg, paraphilias, compulsive disorders; others are 

more wide-ranging, such as how to work with LGBTQ patients, 

sexting, and how to talk to patients about sex. After reading Dr 

Levine’s article, you’ll understand how taking a sexual history will 

help you understand your patient. 

The CME article is just as stimulating. You’ll learn about the 

changes in consumption patterns of pornography since the advent of 

the internet. The increased use affects psychiatric and physical health 

as well as other aspects of functioning.

We expect 2020 to hold many more exciting stories as well as 

new features for Psychiatric Times. For instance, keep your eyes out 

for our upcoming Psychiatric Times video series, which will provide 

you with additional opportunities to explore these and other hot 

topics. 

All of us at Psychiatric Times and MJH Life Sciences wish you 

Happy Holidays! 

Mike Hennessy Sr.
Chairman and Founder, MJH Life Sciences

PSY1219_005-007_Letters_TOC_EAB.indd   5 11/27/19   3:48 PM



6
www.psychiatr ic t imes.com

PSYCHIATRIC TIMES DECEMBER 2019

SECTION EDITORS
Bipolar Disorder: Chris Aiken, MD, James Phelps, MD

Book Review:  Howard L. Forman, MD

Digital Psychiatry:  John Torous, MD

Ethics:  Cynthia M. A. Geppert, MD, MA, MPH, MSBE, DPS, FAPM

EDITORIAL
Vice President, Content and Strategy ..............Daniel R. Verdon
Executive Editor ................................................Natalie Timoshin
Senior Digital Managing Editor .............................Laurie Martin
Senior Editor ........................................... Heidi Anne Duerr, MPH
Design Director ....................................................Robert McGarr
Art Director .......................................................... Nicole Slocum
Graphic Designer .................................................. Maia Thagard

For comments, suggestions, or questions, contact the  
editorial staff by e-mail at: editor@psychiatrictimes.com

Articles are invited. If you would like your work to be considered for 
publication, please send an Abstract to editor@psychiatrictimes.com.

ADVERTISING INFORMATION
Executive Vice President, Healthcare .....................Brian Haug
 bhaug@mmhgroup.com

Group Publisher .................................................... Aviva Belsky
 aviva.belsky@mmhgroup.com

National Accounts Manager ....................................Erik Hogger
 ehogger@mmhgroup.com

Classified Sales Manager ........................................ Jules Leo
 jules.leo@mmhgroup.com

CORPORATE
Chairman and Founder ................................Mike Hennessy, Sr

Vice Chairman ...................................................Jack Lepping

President and CEO ..................................... Mike Hennessy Jr.

Chief Strategy Officer & President, ..................George Glatcz
Agency Services

Chief Financial Officer .......................... Neil Glasser, CPA/CFE

Executive Vice President, Operations ..................... Tom Tolvé

Senior Vice President, Content ............................ Silas Inman

Senior Vice President,  ....................................John Moricone
I.T. & Enterprise Systems

Senior Vice President,  .................................... John Paul Uva
Development & Enterprise Systems

Senior Vice President,  ...........................................Joy Puzzo
Audience Generation & Product Fulfillment

Vice President, ...........................................Shari Lundenberg
Human Resources & Administration

Vice President, Business Intelligence .............Chris Hennessy

Vice President,  ...................................................Amy Erdman
Corporate Branding & B2B Marketing

Executive Creative Director, Creative Services ......Jeff Brown

READER’S GUIDE
HOW TO REACH US
Phone: (203) 523-7000
383 Main Ave, 7th Floor, Norwalk, CT 06851
E-mail: PTeditor@mmhgroup.com
Online www.PsychiatricTimes.com

SUBSCRIPTION SERVICES
As a practicing psychiatrist in clinical care, you are eligible for  
a complimentary subscription. To qualify, you must be a  
psychiatrist in direct patient care with your specialty registered as 
psychiatry with the American Medical Association. To order your 
subscription, call 888-527-7008.

Individual Subscription:  One Year: $59  Two Years: $79

International & Canadian Sub scrib ers: One Year: $120  Two Years: $189

Libraries and Institutions: One Year: $120  Two Years: $200

Your subscription includes 12 exciting issues per year. 

Paid Subscriptions 
Contact Customer Service at
Phone: (952) 844-0512
E-mail: info_advanstar@mmhgroup.com

Privacy 
Our privacy policy can be found at www.mjhlifesciences.com/

Back Issues Psychiatric Times offers a large selection 
of back issues. Contact Customer Service at
Phone: (952) 844-0512
E-mail: info_advanstar@mmhgroup.com

Change of Address Contact Customer Service at: 
Phone: (203) 523-7000
E-mail: info_advanstar@mmhgroup.com

Reprints Please contact Alexa Rockenstein at:
arockenstein@mmhgroup.com

Earn Credit Online You can earn category 1 credit  
online at www.PsychiatricTimes.com/cme

Financial disclosures for all Editorial Board Members can be found 
at www.psychiatrictimes.com

EDITORIAL BOARD
Editors in Chief Emeriti
John L. Schwartz, MD | Founder

Ronald Pies, MD
Emeritus Professor of Psychiatry, SUNY Upstate Medical Center, 
Syracuse, and Tufts University School of Medicine

James L. Knoll IV, MD
Director of Forensic Psychiatry, Professor of Psychiatry, 
SUNY Upstate Medical University, Syracuse

Allan Tasman, MD
Professor and Emeritus Chair, Department of Psychiatry and 
Behavioral Sciences, University of Louisville School of Medicine

Deputy Editor in Chief Emeritus
Michelle B. Riba, MD, MS
Professor, Integrated Medicine and Psychiatric Services; Associate 
Director, Comprehensive Depression Center; Director, PsychOncology 
Program; Director, Psychosomatic Fellowship Program, University of 
Michigan

John J. Miller, MD | Editor in Chief
Medical Director, Brain Health, Exeter, NH
Staff Psychiatrist, Seacoast Mental Health Center

Renato D. Alarcón, MD, MPH
Emeritus Professor, Mayo Clinic College of Medicine

Richard Balon, MD
Professor of Psychiatry, Wayne State University

Robert J. Boland, MD
Vice Chair for Education, Department of Psychiatry, Brigham  
and Women’s Hospital/Harvard Medical School

Peter F. Buckley, MD
Dean, School of Medicine Virginia Commonwealth University

Raymond Young-Jin Cho, MD
Associate Professor, Department of Psychiatry and Behavioral 
Science Baylor College of Medicine

Gregory Eghigian, PhD
Professor of Modern History, Penn State University

Michael B. First, MD
Professor of Clinical Psychiatry, Columbia University

Tony P. George, MD
Professor of Psychiatry, University of Toronto

Cynthia M. A. Geppert, MD, MA, MPH, MSBE, DPS, FAPM
Professor of Psychiatry, Director of Ethics Education, 
University of New Mexico School of Medicine

Thomas G. Gutheil, MD
Professor of Psychiatry, Harvard Medical School

Jerald Kay, MD
Emeritus Professor of Psychiatry, Wright State University

Thomas Kosten, MD
JH Waggoner Chair and Professor of Psychiatry, Neuroscience, 
Pharmacology, Immunology & Pathology, Baylor College of Medicine

Helen Lavretsky, MD, MS
Professor of Psychiatry and Biobehavioral Sciences, 
David Geffen School of Medicine at UCLA

Carl P. Malmquist, MD, MS
Professor of Social Psychiatry, University of Minnesota

Brian Miller, MD, PhD, MPH
Associate Professor, Augusta University, Augusta, GA

H. Steven Moffic, MD
Professor of Psychiatry and Behavioral Medicine and  
Family and Community Medicine, Medical College of Wisconsin

Philip Muskin, MD
Chief of Consultation-Liaison Psychiatry at the Columbia University 
Medical Center, New York-Presbyterian Hospital 
Professor of Psychiatry, Columbia University Psychoanalytic  
Center for Training and Research

David N. Osser, MD 
Associate Professor of Psychiatry, Harvard Medical School

Katharine A. Phillips, MD
Professor of Psychiatry, DeWitt Wallace Senior Scholar at Weill 
Cornell Medical College and Attending Psychiatrist at New York-
Presbyterian Hospital

Phillip J. Resnick, MD
Professor of Psychiatry and Director, Division of Forensic 
Psychiatry, Case Western-Reserve University

Thomas G. Schulze, MD
Professor and Director, Institute of Psychiatric Phenomics and 
Genomics, Ludwig-Maximilian University, Munich, Germany

Phebe M. Tucker, MD, DLFAPA
Professor of Psychiatry, Arnold and Bess Ungerman Endowed Chair 
in Psychiatry, Vice Chair of Education, Department of Psychiatry, 
University of Oklahoma Health Sciences Center

Karen Dineen Wagner, MD, PhD
Titus H. Harris Chair, Harry K. Davis Professor, Professor and Chair of 
Psychiatry and Behavioral Sciences at the University of Texas 
Medical Branch at Galveston

Scott L. Zeller, MD
Vice President Acute Psychiatry, Vituity

ADVISORY BOARD
Awais Aftab, MD
Noel Amaladoss, MD
Kristel Carrington, MD
Ralph de Similien, MD

Jessica Gold, MD, MS  
Desiree Shapiro, MD 
John Torous, MD

In 1991, at the end of my fourth 
year of psychiatry residency at 
the University of Massachusetts 

(UMass) Medical Center/Worces-
ter I presented a grand rounds, “The 
Role of Meditation in the Treat-
ment of Psychiatric Disorders,” the 
conclusion to my research that year 
on the benefits of mindfulness 
meditation for anxiety disorders. At 
that time this was an unusual and 
unconventional topic for a grand 
rounds in psychiatry. This was 
made very clear to me when I pre-
sented a version of this same lec-
ture at 2 nearby hospitals—both 
with announcements of my lecture 
editing out the word “meditation.” 
At one hospital the announcement 
was for “The Therapy of Silence: 
Medication [should have been 
Meditation] as a Healing Modali-
ty,” and the other replaced the word 
“Meditation” with “Mediation” in 
the title for my initial grand rounds. 
Today, mindfulness has become a 
household word, and the psychiat-
ric and psychological literature 
abound with publications imple-
menting mindfulness as a treatment 
or self-help tool for everything that 
ails you.

Resources for how to learn and 
practice mindfulness abound—
books, articles, Apps, workshops, 
institutional based courses, semi-
nars, weekend retreats, and so 
much more. The paradox is that 
mindfulness is not intellectual, 
and the practice of mindfulness 
involves surrendering the com-
mon mind states of thinking, de-
scribing, judging, and assessing to 
retreat to a state of awareness 
where raw and egoless observa-
tion is present to learn from what-
ever content enters into our aware-
ness in that moment.

In 1979 Jon Kabat-Zinn, PhD, 
started the first Mindfulness-Based 
Stress Reduction (MBSR) clinic in 
a US hospital at the UMass Medi-
cal Center to help medical patients 
with chronic pain and stress. Dr 
Kabat-Zinn provided a foundation-
al definition of mindfulness for the 
clinical setting: “Paying attention, 
on purpose, in the present moment, 
in the service of self-understand-
ing.” In his first book, he provides 
a detailed manual of the structure 

and experience of his MBSR clin-
ic, after spending over 10 years de-
veloping and optimizing Mindful-
ness for patients at a university 
medical center.1 His second book is 
an easy-to-read map of the many 
ways mindfulness can be inserted 
into our busy western lives.2

Clinical applications of 
mindfulness
Over the past 3 decades clinical 
medicine and psychology have in-
tegrated the basic principles of 
mindfulness into many diverse 
treatment modalities. These princi-
ples are free of any dogma or ritual 
and serve to empower the individ-
ual to practice mindfulness as a 
lifestyle enhancement that often 
provides a wide range of bene-
fits—physically, emotionally, in-
terpersonally, and sometimes spir-
itually. With mindfulness, there is 
no ultimate accomplishment or 
mastery, rather a continued 
strengthening of the mind’s ability 
to stay attentive in the present mo-
ment, and experience it directly, 
free of the many filters of thought, 
expectation, desire or aversion that 
usually intrude, pulling us away 
from the direct experience. Given 

DR MILLER is Medical Director, 
Brain Health, Exeter, NH; Editor in 
Chief, Psychiatric Times; Staff 
Psychiatrist, Seacoast Mental 
Health Center, Exeter, NH; 
Consulting Psychiatrist, Exeter 
Hospital, Exeter, NH; Consulting 
Psychiatrist, Insight Meditation 
Society, Barre, MA.

John J. Miller, MD | Editor in Chief

FROM THE EDITOR

Mindfulness

CONTINUED ON PAGE 7
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the general nature of the practice of 
mindfulness, not surprisingly, it has 
found its way into numerous appli-
cations. 

These include:

  Mindfulness based stress 
reduction

  Pain management clinics

  Mindfulness based cognitive 
behavioral therapy

  Dialectical behavior therapy

  Addiction treatment

  Acceptance and commitment 
therapy

  Augmentation of individual 
psychotherapy

Strawberry mindfulness
In our western culture, which values 
intellectual knowledge and material 
rewards, the concept of mindfulness 
is often initially difficult to grasp. 
Busy schedules, lengthy “to do” lists, 
commuting, work, family time, and 
group activities leave little time for 
self-reflection and inquiry into the 
nature of our minds. In fact, all of 
these activities serve to keep us run-
ning on automatic pilot, and strength-
en behavioral patterns previously 
learned that create efficiency when 
automatically enacted. An analogy I 
often use to explore the question of 
the potential benefits of practicing 
mindfulness is to ask which of the 
following two individuals is truly an 
expert on the experience of what a 
strawberry tastes like:

An individual who has stud-
ied the science of strawber-
ries to the degree that he or 
she is considered to be the 
world’s expert—agriculture, 
botany, genetics, human taste 
receptors that send gustatory 
information that is decoded 
in the brain, digestion, visual 

responses to seeing a straw-
berry, and the author of over 
100 books on all aspects of 
strawberries—but, has NEV-
ER eaten a strawberry?

OR

An individual who is unedu-
cated but has just paid close 
attention to all of the sensa-
tions and experiences of tak-
ing a fresh strawberry, look-
ing at it, smelling it, placing it 
in his or her mouth, observ-
ing the taste and texture as 
he or she bites into it, and 
mindful of the plethora of the 
“here and now” strawberry 
experiences?

The answer is usually self-evident 
and conjures an image or feeling of 
the warm juice of a strawberry slosh-
ing around in your mouth. Mindful-
ness is the practice of experiencing 
each moment like the strawberry.

Common mindfulness ad-
venture
Broadly speaking, there are two sub-
types of meditation: concentration 
and mindfulness. As a general prin-
ciple, it is important to become pro-
ficient in concentration meditation 
before expanding into mindfulness. 
Concentration practice involves 
choosing an object, like the breath, a 
phrase, or a word that becomes an 
anchor for the mind’s attention. The 
instructions are simple: watch the 
breath as it moves in and out of the 
body, choosing a spot to watch it 
that feels natural (the nose, mouth, 
lungs or movement of the abdomen). 
Inevitably, the mind’s attention will 

be distracted by some thought, feel-
ing, sound, or emotion, and the mind 
starts to drift down an endless path 
of mind content. As soon as you are 
aware of having left the breath, 
without judging yourself, the task is 
simply to return to the breath. The 
same basic steps are followed if you 
are using a phrase or a word.
Here’s a common example: 
awareness of the inbreath and the 
outbreath . . . inbreath and 
outbreath . . . inbreath and 
outbreath . . . you hear a car driving 
down your street, and your mind 
drifts to the thought of the car . . . 
my car . . . my car payment . . . bills 
to pay . . . do I have enough money 
saved to buy that new iPhone . . . 
images of the cool new camera on 
the iPhone 11 pro . . . wait a minute, 
I left my breath . . . inbreath and 
outbreath . . . inbreath and 
outbreath . . . inbreath and 
outbreath . . . the muscle  in my left 
calf is starting to cramp up . . . I 
need to start stretching my muscles 
again . . . why did I stop stretching 
regularly . . . I should rejoin the gym 
. . . the last time I was at the gym I 
saw Tom . . . Tom was a great 
college roommate . . . college was 
such a great experience . . . maybe 
I’ll drive out there and take a walk 
on campus . . . college is so 
expensive these days . . . how will I 
pay for my child’s college tuition in a 
few years? . . . oh yeah, my breath . 
. . inbreath and outbreath . . . 
inbreath and outbreath . . . inbreath 
and outbreath . . . .

This is how much of the time prac-
ticing meditation is initially spent, 
and usually is so frustrating that most 
people stop meditating long before 

their attention is strengthened. With 
perseverance and practice the mind 
slowly develops the capacity to stay 
with the breath for extended periods 
of time. This commonly results in 
calmness, relaxation, mental clarity 
as well as an anti-fight or flight phys-
iology.

Once the mind’s concentration 
has stability, that focused awareness 
can be intentionally refocused on the 
mind’s activity itself, and this is the 
beginning of mindfulness. A holding 
environment of sorts is created 
whereby impersonal and non-judg-
mental attention is watching the ma-
ny mind states that come and go, the 
only task being to stay present and 
learn from what is observed with 
open acceptance. As mindfulness 
strengthens, the underlying themes 
and patterns that fill our mind auto-
matically are seen clearer, and it be-
comes easier to disengage from 
them, remaining in the present mo-
ment with pure mindfulness. Like 
exercise, continued practice sustains 
the ability to be mindful, while lack 
of practice allows a regression to au-
tomatic patterns.

The practice of mindfulness
In our role as clinicians, we partici-
pate in the practice of medicine be-
cause there is always more to learn, 
and more experience to be gained. 
Such is the case with mindfulness—
it is always patiently waiting for us to 
resume that selfless non-judgmental 
awareness of the present moment—
with more to learn about the patterns 
and themes of our own mind, and 
continued opportunity to choose a 
different thought or behavior. As 
2019 draws to an end, and we soon 
begin a new decade, the practice of 
mindfulness is but a breath away, and 
is a worthy companion.

REFERENCES
1. Kabat-Zinn J. Full Catastrophe Living: Using the Wis-
dom of Your Body and Mind to Face Stress, Pain, and 
Illness. New York, NY: Delacorte Press; 1990.
2. Kabat-Zinn J. Wherever You Go, There You Are: 
Mindfulness Meditation in Everyday Life. New York, NY: 
Hyperion Books; 1994. ❒

DECEMBER 2019 FROM THE EDITOR

Mindfulness
Continued from page 6 “ . . . we participate in the practice of 

medicine because there is always more to 
learn and more experience to be gained.”

Read more from Dr Miller at PsychiatricTimes.com

Depressions Journey From 
Monoamines to Glutamate
Esketamine (Spravato) is FDA approved as an 
intranasal spray to combine with a traditional oral 
antidepressant to treat individuals with severe 
recalcitrant depression.
https://www.psychiatrictimes.com/depression/
esketamine-depressions-journey-monoamines-
glutamate

Psychiatric Pharmacogenomic Testing: 
The Evidence Base 
Why we are not yet at the point where pharmaco-
genomic panels of testing numerous genes is either 
evidence based or actionable for clinical practice.
https://www.psychiatrictimes.com/psycho
pharmacology/psychiatric-pharmacogenomic-
testing-evidence-base

A Drug’s Journey: From the Pill Bottle to 
the Toilet
One of the most significant nemeses for the practicing 
clinician in psychiatry: drug formularies that impose 
drug dosage and dispensing limitations that quite 
often result in an unnecessary and burdensome 
obstacle to our goal of effectively treating patients.
https://www.psychiatrictimes.com/psycho
pharmacology/drugs-journey-pill-bottle-toilet

PSY1219_005-007_Letters_TOC_EAB.indd   7 11/27/19   12:16 PM



8 P S YC HI AT R IC T IME S
w w w.p s yc hia t r i c t ime s .c om SPECIALREPORT DECEMBER 2019

w w w.p s yc hia t r i c t ime s .c om

9 Compulsive Sexual Behavior in 
Adolescents: Clinical Issues
Yaniv Efrati, PhD

15 Special Issues in Treating 
Adolescents With Gender Dysphoria
Anna van der Miesen, MD, Marijn 
Arnoldussen, MD, and Annelou de 
Vries, MD, PhD

19 Paraphilias: From Diagnosis to 
Treatment
Brian Holoyda, MD, MPH, MBA

21 LGBTQ Mental Health: What 
Every Clinician Needs to Know
Albina Veltman, MD, and Tara La Rose, 
MSW, PhD, RSW

24 Sexting: The Technological 
Evolution of the Sexual Revolution
Swathi Krishna, MD

26 Illuminate Life Processes by 
Taking a Sexual History
Steven B. Levine, MD

Special Report Chairperson
Vernon A. Rosario, MD, PhD

ALSO IN THIS 
SPECIAL REPORT

I recently received a consultation request from a col-
league concerning an autistic male to female trans-
gender adolescent who had started on cross sex 

hormones. She had also recently revealed her years-
long identification as a cat, and this trans-species or 
“otherkin” identity was of greater distress than the 
gender dysphoria. 

  Seemingly unusual and overlapping erotic and 
psychological identities are nothing new to clinicians 
specializing in matters of sexuality. I have treated or 
consulted on cases of teenagers 
erotically attracted to cross-dress-
ing, children, giantesses, extra-
terrestrial aliens, decapitation 
videos, and a fair number of 
trans-species identifications.

Physicians (especially psychi-
atrists) have long had the privi-
lege of hearing patients’ most 
intimate revelations about their 
sexual behaviors and inner lives. 
Doctors since antiquity have 
dealt with matters of fertility, po-
tency, and sexually transmitted 
diseases. However, it only has been since the 19th 
century that Western physicians systematically have 
studied and classified the broad diversity of human 
sexuality.

Victorian sexologists lumped all non-heterosexual, 
extramarital eroticism under the rubric of sexual per-
versions. In 1886, Richard von Krafft-Ebing’s Psy-
chopathia Sexualis became the bible of paraphilias; 
he coined many of the terms we still use today, like 
sadism and masochism. During the 20th century, the 
list of what is considered perverse has been whittled 

down significantly. Mid-century sex researchers, like 
Alfred Kinsey, PhD, demonstrated that what had been 
considered rare and pathological behavior was actual-
ly commonplace: masturbation, homoeroticism, ex-
tra-marital affairs, and fetishism.

Cultural politics also revolutionized public senti-
ment on sexuality. The Civil Rights movement, fem-
inism, and gay pride all contributed to changing atti-
tudes about interracial relationships, women’s 
sexuality, and gay sex. Far from the time and mindset 

of Krafft-Ebing, many of those 
so-called perversions are now 
considered part of the great va-
riety and color of human mat-
ing dances.

Classical psychoanalysis 
placed sexuality at the center of 
human psychological develop-
ment. While Freudian theory 
was initially criticized for its 
pansexualism and emphasis on 
erotic fantasy (particularly in 
children), the general public 
has come to expect us shrinks 

to possess special insight into sexuality. Unfortunate-
ly, psychiatric education has failed on this count.

Surveys of training directors find that little didac-
tic time is devoted to even traditional matters of re-
productive health or women’s sexuality. Instead, psy-
chiatric residents are most likely to learn about 
sexual adverse effects of medications and strategies 
for treating them.1 Training directors are open to hav-
ing lectures on LBGT sexuality, for example, but 
cannot find the time in the psychopharmacology cur-

SEX AND SEXUALITY 
Erotic and Psychological Identities
» Vernon A. Rosario, MD, PhD

“Many of those so-
called perversions are 
now considered part 
of the great variety 
and color of human 

mating dances.”

CONTINUED ON PAGE 14

SPECIALREPORT

VT
T 

ST
UD

IO
@

ST
O

CK
.A

DO
BE

.C
O

M

PSY1219_008-009_014_SR-Rosario/Efrati.indd   8 11/27/19   2:55 PM



DECEMBER 2019 9P S YC HI AT RIC T IME S

w w w.p s yc hia t r i c t ime s .c om
S

P
EC

IA
LR

E
P

O
R

T
 

SEX AND SEXUALITY

» Yaniv Efrati, PhD

Over the past two decades, the in-
ternet has allowed instant ac-
cess to a wide variety of con-

tent, including sexual content that 
portrays a variety of sexual activities 
such as masturbation, oral sex, vaginal 
and anal intercourse, and group sex. 
During the normal sexual develop-
mental phase (usually between the 
ages of 9 and 16 years), 
one of the most common 
sexual activities is con-
sumption of pornogra-
phy, either intentional or 
accidental exposure. In 
the United Kingdom, 
53% of adolescents aged 
11 to 16 years have seen 
online pornography at 
least once, and the vast 
majority have viewed 
pornography before the 
age of 14.2 In the United 
States, 20% to 30% of children aged 
10 to 12 years have reported some ex-
posure to pornography.3

In most cases, consumption of 
pornography does not promote the 
development of mental health disor-
ders and reflects a normal explora-
tion of sexuality.4 However, in 10% 
to 18% of all adolescents, consump-
tion of pornography reflects compul-
sive sexual behavior. The disorder is 
characterized by extensive pornogra-
phy use and masturbation, use of 
paid sexual services, risky sexual be-
haviors, and an intense preoccupa-
tion with sex. These behaviors often 
lead to impaired social or occupa-
tional functioning, distress, and neg-
ative affect.

How can we identify compulsive 
sexual behavior among adolescents? 
And, what are the best practices to 
treat compulsive sexual behavior?

Normative development
Human beings are sexual and begin-
ning in childhood are capable of sex-
ual responses.4 Many youngsters re-
port experiencing sexual interest, 
arousal, and desire before puberty 
around the age of 10 years, when ad-
renal glands mature. Adolescence 
marks the onset of considerable 
changes in sexual and reproductive 
maturity that coincide with signifi-
cant changes in cognitive, emotional, 

and social functioning.
The progression of sexual events 

among adolescents follows a fairly 
consistent sequence: kissing and 
holding hands, breast and chest fon-
dling, manual genital contact, touch-
ing under clothes or without clothes, 
touching genitals directly, oral sex, 
and penile-vaginal intercourse.  
Sometimes these are followed by 
less common variations, such as anal 
sex. Although most adolescents 

show a normal sexual 
development, some de-
velop compulsive sexu-
al behavior.

Compulsive 
 behavior
ICD-11 includes com-
pulsive sexual behavior 
as a disorder. This im-
pulse control disorder is 
characterized by a re-
petitive and intense pre-
occupation with sexual 

fantasies, urges, and behaviors that 
leads to clinically significant distress 
or impairment in social and occupa-
tional functioning and to other ad-
verse consequences.5 Moreover, it 
compulsive sexual behavior often 
promotes sexual objectification of 
women and risky sexual behavior. 

A recent study showed that con-
sumption of pornography as part of 
compulsive sexual behavior predict-
ed objectification of women over 
time by sexualizing women’s but-
tocks, breasts, belly, and body size.6 
They also fond objectification of 
women affected adolescents’ court-
ship strategies (eg, girls say “no” but 
really mean “yes”).6 Findings from 
another study7 that comprised 967 
adolescents aged 13 to 14 years indi-
cate that exposure to pornography 
was linked with more permissive per-
sonal sexual norms (eg, sex before 
marriage is OK if you are in love), 
greater incidence of sexual harass-
ment (eg, grabbed or pulled at a 
schoolmate’s clothing in a sexual 
way), and higher probability of oral 
sex and/or sexual intercourse two 
years later.

A series of studies explored the 
facets of compulsive sexual behavior 
among adults and adolescents.8 Four 
facets of compulsive sexual behavior 
were identified that are in keeping 
with the definition of compulsive 

sexual behavior disorder and that 
manifest among adults and adoles-
cents. 

1 Unwanted consequences 
because of sexual fantasies. 

Sexual fantasies, urges, and 
behaviors promote self-harm as well 
as harm to close others such as 
family members, colleagues, and 
peers.

2 Lack of behavioral control. 
Constant uncontrolled 

engagement with sexual fantasies, 
urges, and behaviors with numerous 
unsuccessful efforts to significantly 
reduce repetitive sexual behavior.

3 Negative affect. Negative 
feelings and distress 

accompanied by guilt and shame 
because of sexual fantasies, urges, 
and behaviors.

4 Affect dysregulation. Escape 
to sexual fantasies, 

pornography, and sexual behaviors 
because of pain, stress, and 
distress.

Efrati and Mikulincer8 identified 
two aspects of compulsive sexual be-
havior: individual-based and part-
ner-based. Individual-based compul-
sive sexual behavior refers to inner 
conflicts of individuals who con-
stantly engage in sexual fantasies, 
compulsive sexual thoughts, and 
masturbation. Partner-based compul-
sive sexual behavior includes inter-
personal sexual conquests and re-
peated infidelity.

Here lies one of the key differenc-
es between adults and adolescents in 
the manifestation of compulsive sex-
ual behavior. Whereas adults often 
exhibit both individual-based and 
partner-based compulsive sexual be-
havior, individual-based compulsive 
sexual behavior is much more preva-
lent than partner-based among ado-
lescents because most of the experi-
ences during adolescence do not 
include physical intimacy.9

Identifying the behavior
The range of human sexual activity is 
quite variable and it is difficult to dif-
ferentiate normal from abnormal sex-
ual behavior in form and frequency. 
Compulsive sexual behavior is not so 
much mere form or frequency of sex-
ual behavior; rather, it is a pattern of 
sexual behavior that is initially plea-

surable but becomes unfulfilling, 
self-destructive, and one that the in-
dividual is unable to stop. Compul-
sive sexual behavior refers to a loss 
of control over one’s sexual thoughts 
and behaviors that causes negative 
consequences in one’s life.

The ability to differentiate normal 
from abnormal sexual behavior 
among adolescents is even more 
challenging. For example, Adelson 
and colleagues argued that “in defin-
ing hypersexuality [another term for 
compulsive sexual behavior], it is 
crucial to acknowledge the challeng-
es to establishing norms of child and 
adolescent sexual development and 
the complexity of variables that in-
fluence it.”10

One of the most reliable ways to 
identify compulsive sexual behavior 
among adolescents is the self-report 
Individual-Based Compulsive Sexu-
al Behavior (I-CSB) Scale.10 The 
I-CSB comprises 24 items that quan-
tify the aforementioned four facets of 
compulsive sexual behavior. 

1  Unwanted consequences. “I 
feel that my sexual fantasies hurt 

people around me.”

2  Lack of control. “Although I  
promised myself that I would 

stop thinking about sexual desires, I 
find myself doing it again and 
again.”

3   Negative affect. “I feel bad after 
being exposed to sexual content 

on the internet.”

4   Affect dysregulation. “When 
I’m stressed or restless, 

exposure to sexual content on the 
internet relaxes me.”

The I-CSB has a clinical cut-off that 
helps identify compulsive sexual be-
havior with a high degree of certainty.

Treating the behavior
Excessive and uncontrolled use of 
pornography is one reason for seek-
ing professional help among both 
youths and adults.11 Despite the high 
prevalence of compulsive sexual be-
havior, research shows that a majori-
ty of clinicians have received little to 
no training in the treatment of compul-
sive sexual behavior. In addition, many 
do not feel competent or comfortable 
treating this disorder.12 This lack of 
training and education may promote 

Normal Versus Abnormal Sexual 
Behavior in Adolescents

SEE THIS MONTH’S 
CME ARTICLE,  

on page 48, for 
more on 

compulsive 
sexual behavior 

and 
problematic 

pornography—
Ed.
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Adhansia XR is a central nervous system (CNS) 
stimulant indicated for the treatment 
of Attention Defi cit Hyperactivity Disorder 
(ADHD) in patients 6 years and older.1

ARE YOU TREATING YOUR PATIENT’S FULL DAY?

© 2019 Adlon Therapeutics L.P. All Rights Reserved. Intended for residents of the United States only. 
Adlon Therapeutics L.P. is a subsidiary of Purdue Pharma L.P. MR-05645

Important Safety Information (cont’d)

* Randomized, double-blind, placebo-controlled, crossover design, adult workplace environment (AWE) study of Adhansia XR 
in 45 adults (18-58 years) with ADHD. Primary Endpoint: Mean PERMP-T scores of Adhansia XR vs. placebo, averaged across 
all time points on the AWE days. PERMP-T=Permanent Product Measure of Performance Total score.1

Please see Additional Important Safety Information on the following page.
Please read Brief Summary of Full Prescribing Information on the following pages, including Boxed Warning.

WARNING: ABUSE AND DEPENDENCE 

CNS stimulants, including Adhansia XR, other methylphenidate-containing products, and amphetamines, have a high potential 
for abuse and dependence. Assess the risk of abuse prior to prescribing, and monitor for signs of abuse and dependence while 
on therapy.

Important Safety Information

CONTRAINDICATIONS
Adhansia XR is contraindicated in patients with a known hypersensitivity 
to methylphenidate or other components of Adhansia XR. Hypersensitivity 
reactions such as angioedema and anaphylactic reactions have been 
reported in patients treated with other methylphenidate products. 
Adhansia XR is also contraindicated in patients receiving concomitant 
treatment with monoamine oxidase inhibitors (MAOIs), and also within 14 
days following discontinuation of treatment with a MAOI, because of the 
risk of hypertensive crisis.

WARNINGS AND PRECAUTIONS
Potential for Abuse and Dependence 
CNS stimulants, including Adhansia XR, other methylphenidate-containing 
products, and amphetamines, have a high potential for abuse and 
dependence. Assess the risk of abuse prior to prescribing, and monitor 
for signs of abuse and dependence while on therapy.

Serious Cardiovascular Events 
Sudden death, stroke and myocardial infarction have occurred in 
adults treated with CNS stimulant treatment at recommended doses. 
Sudden death has occurred in pediatric patients with structural cardiac 
abnormalities and other serious cardiac problems taking CNS stimulants 
at recommended doses for ADHD. Avoid use in patients with known 
structural cardiac abnormalities, cardiomyopathy, serious heart arrhythmia, 
coronary artery disease, and other serious heart problems. Further evaluate 
patients who develop exertional chest pain, unexplained syncope, or 
arrhythmias during Adhansia XR treatment. 

Blood Pressure and Heart Rate Increases
CNS stimulants cause an increase in blood pressure (mean increase 
approximately 2 to 4 mmHg) and heart rate (mean increase approximately 
3 to 6 bpm). Individuals may have larger increases. Monitor all patients 
for hypertension and tachycardia. 

Psychiatric Adverse Reactions
CNS stimulants may exacerbate symptoms of behavior disturbance and 
thought disorder in patients with a pre-existing psychotic disorder.

CNS stimulants may induce a manic or mixed episode in patients. Prior 
to initiating treatment, screen patients for risk factors for developing a 
manic episode (e.g., comorbid or history of depressive symptoms or a 
family history of suicide, bipolar disorder, or depression). 

CNS stimulants, at recommended doses, may cause psychotic or manic 
symptoms (e.g., hallucinations, delusional thinking, or mania) in patients 
without a prior history of psychotic illness or mania. If such symptoms 
occur, consider discontinuing Adhansia XR. In a pooled analysis of multiple 
short-term, placebo-controlled studies of CNS stimulants, psychotic or 
manic symptoms occurred in approximately 0.1% of CNS stimulant-treated 
patients, compared to 0% in placebo-treated patients.

Priapism
Prolonged and painful erections, sometimes requiring surgical intervention, 
have been reported with methylphenidate products, in both pediatric 
and adult patients. Priapism was not reported with drug initiation but 
developed after some time on the drug, often subsequent to an increase 
in dose. Priapism has also appeared during a period of drug withdrawal 
(drug holidays or during discontinuation). Patients who develop abnormally 
sustained or frequent and painful erections should seek immediate 
medical attention. 

Peripheral Vasculopathy, including Raynaud’s Phenomenon 
CNS stimulants, including Adhansia XR, used to treat ADHD are associated 
with peripheral vasculopathy, including Raynaud’s phenomenon. Signs 
and symptoms are usually intermittent and mild; however, very rare 

sequelae include digital ulceration and/or soft tissue breakdown. Effects 
of peripheral vasculopathy, including Raynaud’s phenomenon, were 
observed in post-marketing reports at different times and at therapeutic 
doses in all age groups throughout the course of treatment. Signs and 
symptoms generally improve after reduction in dose or discontinuation of 
drug. Careful observation for digital changes is necessary during treatment 
with ADHD stimulants. Further clinical evaluation (e.g., rheumatology 
referral) may be appropriate for certain patients. 

Long-Term Suppression of Growth 
CNS stimulants have been associated with weight loss and slowing of 
growth rate in pediatric patients.

Careful follow-up of weight and height in pediatric patients ages 7 to 10 
years who were randomized to either methylphenidate or non-medication 
treatment groups over 14 months, as well as in naturalistic subgroups of newly 
methylphenidate-treated and non-medication treated pediatric patients 
over 36 months (to the ages of 10 to 13 years), suggests that consistently 
medicated pediatric patients (i.e., treatment for 7 days per week throughout 
the year) have a temporary slowing in growth rate (on average, a total of about 
2 cm less growth in height and 2.7 kg less growth in weight over 3 years), 
without evidence of growth rebound during this period of development. 

Closely monitor growth (weight and height) in pediatric patients treated 
with CNS stimulants, including Adhansia XR. Patients who are not 
growing or gaining height or weight as expected may need to have their 
treatment interrupted.

Allergic-Type Reactions FD&C Yellow No. 5
Adhansia XR 45 mg capsules contain FD&C Yellow No. 5 (tartrazine) which 
may cause allergic-type reactions (including bronchial asthma) in certain 
susceptible persons. Although the overall incidence of FD&C Yellow No. 5 
(tartrazine) sensitivity in the general population is low, it is frequently seen 
in patients who also have aspirin hypersensitivity.

ADVERSE REACTIONS
The most common (≥5% and twice the rate of placebo) adverse reactions 
occurring with Adhansia XR in adults are insomnia, dry mouth, and 
decreased appetite.

The most common (≥5% and twice the rate of placebo) adverse reactions 
occurring with Adhansia XR in pediatric patients are decreased appetite, 
insomnia, and weight decreased.

PREGNANCY EXPOSURE REGISTRY
There is a pregnancy exposure registry that monitors pregnancy 
outcomes in women exposed to Adhansia XR during pregnancy. 
Healthcare providers are encouraged to register patients by calling 
the National Pregnancy Registry for Psychostimulants at 1-866-961-2388.

To report SUSPECTED ADVERSE REACTIONS, contact Purdue Pharma L.P. 
at 1-888-726-7535 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

Please read Brief Summary of Full Prescribing Information on the 
following pages, including Boxed Warning.

REFERENCES: 1. Adhansia XR™ (methylphenidate HCl) prescribing information. Stamford, CT. Purdue 

Pharma L.P. 2. Wigal SB, Wigal T, Childress A, et al. The time course of effect of multilayer-release 

methylphenidate hydrochloride capsules: A randomized, double-blind study of adults with ADHD in 

a simulated adult workplace environment [published online ahead of print October 1, 2016]. J Atten 
Disord. doi: 10.1177/1087054716672335. 

In adults, Adhansia XR signifi cantly improved attention vs. placebo, as measured 
  by mean PERMP-T scores averaged across all time points up to 16 hours post-dose.1,2* 

For more information, visit AdhansiaXR-hcp.com
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Adhansia XR is a central nervous system (CNS) 
stimulant indicated for the treatment 
of Attention Defi cit Hyperactivity Disorder 
(ADHD) in patients 6 years and older.1

ARE YOU TREATING YOUR PATIENT’S FULL DAY?

© 2019 Adlon Therapeutics L.P. All Rights Reserved. Intended for residents of the United States only. 
Adlon Therapeutics L.P. is a subsidiary of Purdue Pharma L.P. MR-05645

Important Safety Information (cont’d)

* Randomized, double-blind, placebo-controlled, crossover design, adult workplace environment (AWE) study of Adhansia XR 
in 45 adults (18-58 years) with ADHD. Primary Endpoint: Mean PERMP-T scores of Adhansia XR vs. placebo, averaged across 
all time points on the AWE days. PERMP-T=Permanent Product Measure of Performance Total score.1

Please see Additional Important Safety Information on the following page.
Please read Brief Summary of Full Prescribing Information on the following pages, including Boxed Warning.

WARNING: ABUSE AND DEPENDENCE 

CNS stimulants, including Adhansia XR, other methylphenidate-containing products, and amphetamines, have a high potential 
for abuse and dependence. Assess the risk of abuse prior to prescribing, and monitor for signs of abuse and dependence while 
on therapy.

Important Safety Information

CONTRAINDICATIONS
Adhansia XR is contraindicated in patients with a known hypersensitivity 
to methylphenidate or other components of Adhansia XR. Hypersensitivity 
reactions such as angioedema and anaphylactic reactions have been 
reported in patients treated with other methylphenidate products. 
Adhansia XR is also contraindicated in patients receiving concomitant 
treatment with monoamine oxidase inhibitors (MAOIs), and also within 14 
days following discontinuation of treatment with a MAOI, because of the 
risk of hypertensive crisis.

WARNINGS AND PRECAUTIONS
Potential for Abuse and Dependence 
CNS stimulants, including Adhansia XR, other methylphenidate-containing 
products, and amphetamines, have a high potential for abuse and 
dependence. Assess the risk of abuse prior to prescribing, and monitor 
for signs of abuse and dependence while on therapy.

Serious Cardiovascular Events 
Sudden death, stroke and myocardial infarction have occurred in 
adults treated with CNS stimulant treatment at recommended doses. 
Sudden death has occurred in pediatric patients with structural cardiac 
abnormalities and other serious cardiac problems taking CNS stimulants 
at recommended doses for ADHD. Avoid use in patients with known 
structural cardiac abnormalities, cardiomyopathy, serious heart arrhythmia, 
coronary artery disease, and other serious heart problems. Further evaluate 
patients who develop exertional chest pain, unexplained syncope, or 
arrhythmias during Adhansia XR treatment. 

Blood Pressure and Heart Rate Increases
CNS stimulants cause an increase in blood pressure (mean increase 
approximately 2 to 4 mmHg) and heart rate (mean increase approximately 
3 to 6 bpm). Individuals may have larger increases. Monitor all patients 
for hypertension and tachycardia. 

Psychiatric Adverse Reactions
CNS stimulants may exacerbate symptoms of behavior disturbance and 
thought disorder in patients with a pre-existing psychotic disorder.

CNS stimulants may induce a manic or mixed episode in patients. Prior 
to initiating treatment, screen patients for risk factors for developing a 
manic episode (e.g., comorbid or history of depressive symptoms or a 
family history of suicide, bipolar disorder, or depression). 

CNS stimulants, at recommended doses, may cause psychotic or manic 
symptoms (e.g., hallucinations, delusional thinking, or mania) in patients 
without a prior history of psychotic illness or mania. If such symptoms 
occur, consider discontinuing Adhansia XR. In a pooled analysis of multiple 
short-term, placebo-controlled studies of CNS stimulants, psychotic or 
manic symptoms occurred in approximately 0.1% of CNS stimulant-treated 
patients, compared to 0% in placebo-treated patients.

Priapism
Prolonged and painful erections, sometimes requiring surgical intervention, 
have been reported with methylphenidate products, in both pediatric 
and adult patients. Priapism was not reported with drug initiation but 
developed after some time on the drug, often subsequent to an increase 
in dose. Priapism has also appeared during a period of drug withdrawal 
(drug holidays or during discontinuation). Patients who develop abnormally 
sustained or frequent and painful erections should seek immediate 
medical attention. 

Peripheral Vasculopathy, including Raynaud’s Phenomenon 
CNS stimulants, including Adhansia XR, used to treat ADHD are associated 
with peripheral vasculopathy, including Raynaud’s phenomenon. Signs 
and symptoms are usually intermittent and mild; however, very rare 

sequelae include digital ulceration and/or soft tissue breakdown. Effects 
of peripheral vasculopathy, including Raynaud’s phenomenon, were 
observed in post-marketing reports at different times and at therapeutic 
doses in all age groups throughout the course of treatment. Signs and 
symptoms generally improve after reduction in dose or discontinuation of 
drug. Careful observation for digital changes is necessary during treatment 
with ADHD stimulants. Further clinical evaluation (e.g., rheumatology 
referral) may be appropriate for certain patients. 

Long-Term Suppression of Growth 
CNS stimulants have been associated with weight loss and slowing of 
growth rate in pediatric patients.

Careful follow-up of weight and height in pediatric patients ages 7 to 10 
years who were randomized to either methylphenidate or non-medication 
treatment groups over 14 months, as well as in naturalistic subgroups of newly 
methylphenidate-treated and non-medication treated pediatric patients 
over 36 months (to the ages of 10 to 13 years), suggests that consistently 
medicated pediatric patients (i.e., treatment for 7 days per week throughout 
the year) have a temporary slowing in growth rate (on average, a total of about 
2 cm less growth in height and 2.7 kg less growth in weight over 3 years), 
without evidence of growth rebound during this period of development. 

Closely monitor growth (weight and height) in pediatric patients treated 
with CNS stimulants, including Adhansia XR. Patients who are not 
growing or gaining height or weight as expected may need to have their 
treatment interrupted.

Allergic-Type Reactions FD&C Yellow No. 5
Adhansia XR 45 mg capsules contain FD&C Yellow No. 5 (tartrazine) which 
may cause allergic-type reactions (including bronchial asthma) in certain 
susceptible persons. Although the overall incidence of FD&C Yellow No. 5 
(tartrazine) sensitivity in the general population is low, it is frequently seen 
in patients who also have aspirin hypersensitivity.

ADVERSE REACTIONS
The most common (≥5% and twice the rate of placebo) adverse reactions 
occurring with Adhansia XR in adults are insomnia, dry mouth, and 
decreased appetite.

The most common (≥5% and twice the rate of placebo) adverse reactions 
occurring with Adhansia XR in pediatric patients are decreased appetite, 
insomnia, and weight decreased.

PREGNANCY EXPOSURE REGISTRY
There is a pregnancy exposure registry that monitors pregnancy 
outcomes in women exposed to Adhansia XR during pregnancy. 
Healthcare providers are encouraged to register patients by calling 
the National Pregnancy Registry for Psychostimulants at 1-866-961-2388.

To report SUSPECTED ADVERSE REACTIONS, contact Purdue Pharma L.P. 
at 1-888-726-7535 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

Please read Brief Summary of Full Prescribing Information on the 
following pages, including Boxed Warning.

REFERENCES: 1. Adhansia XR™ (methylphenidate HCl) prescribing information. Stamford, CT. Purdue 

Pharma L.P. 2. Wigal SB, Wigal T, Childress A, et al. The time course of effect of multilayer-release 

methylphenidate hydrochloride capsules: A randomized, double-blind study of adults with ADHD in 

a simulated adult workplace environment [published online ahead of print October 1, 2016]. J Atten 
Disord. doi: 10.1177/1087054716672335. 

In adults, Adhansia XR signifi cantly improved attention vs. placebo, as measured 
  by mean PERMP-T scores averaged across all time points up to 16 hours post-dose.1,2* 

For more information, visit AdhansiaXR-hcp.com
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BRIEF SUMMARY OF PRESCRIBING INFORMATION
(For complete details, please see the Full Prescribing Information and Medication Guide.) 

WARNING: ABUSE AND DEPENDENCE
CNS stimulants, including ADHANSIA XR, other methylphenidate-containing products, 
and amphetamines, have a high potential for abuse and dependence. Assess the risk 
of abuse prior to prescribing, and monitor for signs of abuse and dependence while 
on therapy [see Warnings and Precautions (5.1), Drug Abuse and Dependence (9.2, 9.3)].

4. CONTRAINDICATIONS ADHANSIA XR is contraindicated in patients: • With a known hypersensitivity 
to methylphenidate or other components of ADHANSIA XR. Hypersensitivity reactions such as 
angioedema and anaphylactic reactions have been reported in patients treated with other 
methylphenidate products [see Adverse Reactions (6.2)]. • Receiving concomitant treatment with 
monoamine oxidase inhibitors (MAOIs), and also within 14 days following discontinuation of 
treatment with a MAOI, because of the risk of hypertensive crisis [see Drug Interactions (7.1)]. 

5. WARNINGS AND PRECAUTIONS 5.1. Potential for Abuse and Dependence CNS stimulants, 
including ADHANSIA XR, other methylphenidate-containing products, and amphetamines, have a 
high potential for abuse and dependence. Assess the risk of abuse prior to prescribing, and monitor 
for signs of abuse and dependence while on therapy [see Drug Abuse and Dependence (9.2, 9.3)].  
5.2. Serious Cardiovascular Events Sudden death, stroke and myocardial infarction have occurred 
in adults treated with CNS stimulant treatment at recommended doses. Sudden death has occurred 
in pediatric patients with structural cardiac abnormalities and other serious cardiac problems taking 
CNS stimulants at recommended doses for ADHD. Avoid use in patients with known structural cardiac 
abnormalities, cardiomyopathy, serious heart arrhythmia, coronary artery disease, and other serious 
heart problems. Further evaluate patients who develop exertional chest pain, unexplained syncope, 
or arrhythmias during ADHANSIA XR treatment. 5.3. Blood Pressure and Heart Rate Increases CNS 
stimulants cause an increase in blood pressure (mean increase approximately 2 to 4 mmHg) and 
heart rate (mean increase approximately 3 to 6 bpm). Individuals may have larger increases. Monitor 
all patients for hypertension and tachycardia. 5.4. Psychiatric Adverse Reactions Exacerbation of Pre-
Existing Psychosis CNS stimulants may exacerbate symptoms of behavior disturbance and thought 
disorder in patients with a pre-existing psychotic disorder. Induction of a Manic Episode in Patients 
with Bipolar Disorder CNS stimulants may induce a manic or mixed episode in patients. Prior to 
initiating treatment, screen patients for risk factors for developing a manic episode (e.g., comorbid 
or history of depressive symptoms or a family history of suicide, bipolar disorder, or depression). 
New Psychotic or Manic Symptoms CNS stimulants, at recommended doses, may cause psychotic 
or manic symptoms (e.g., hallucinations, delusional thinking, or mania) in patients without a prior 
history of psychotic illness or mania. If such symptoms occur, consider discontinuing ADHANSIA XR. 
In a pooled analysis of multiple short-term, placebo-controlled studies of CNS stimulants, psychotic 
or manic symptoms occurred in approximately 0.1% of CNS stimulant-treated patients, compared to 
0% in placebo-treated patients. 5.5. Priapism Prolonged and painful erections, sometimes requiring 
surgical intervention, have been reported with methylphenidate products, in both pediatric and 
adult patients. Priapism was not reported with drug initiation but developed after some time on 
the drug, often subsequent to an increase in dose. Priapism has also appeared during a period 
of drug withdrawal (drug holidays or during discontinuation). Patients who develop abnormally 
sustained or frequent and painful erections should seek immediate medical attention. 5.6. Peripheral 
Vasculopathy, including Raynaud’s Phenomenon CNS stimulants, including ADHANSIA XR, used 
to treat ADHD are associated with peripheral vasculopathy, including Raynaud’s phenomenon. 
Signs and symptoms are usually intermittent and mild; however, very rare sequelae include digital 
ulceration and/or soft tissue breakdown. Effects of peripheral vasculopathy, including Raynaud’s 
phenomenon, were observed in post-marketing reports at different times and at therapeutic doses 
in all age groups throughout the course of treatment. Signs and symptoms generally improve after 
reduction in dose or discontinuation of drug. Careful observation for digital changes is necessary 
during treatment with ADHD stimulants. Further clinical evaluation (e.g., rheumatology referral) may 
be appropriate for certain patients. 5.7. Long-Term Suppression of Growth CNS stimulants have 
been associated with weight loss and slowing of growth rate in pediatric patients. Careful follow-
up of weight and height in pediatric patients ages 7 to 10 years who were randomized to either 
methylphenidate or non-medication treatment groups over 14 months, as well as in naturalistic 
subgroups of newly methylphenidate-treated and non-medication treated pediatric patients over 
36 months (to the ages of 10 to 13 years), suggests that consistently medicated pediatric patients 
(i.e., treatment for 7 days per week throughout the year) have a temporary slowing in growth rate 
(on average, a total of about 2 cm less growth in height and 2.7 kg less growth in weight over 3 
years), without evidence of growth rebound during this period of development. Closely monitor 
growth (weight and height) in pediatric patients treated with CNS stimulants, including ADHANSIA 
XR. Patients who are not growing or gaining height or weight as expected may need to have 
their treatment interrupted. 5.8. Allergic-Type Reactions: FD&C Yellow No. 5 ADHANSIA XR 45 mg 
capsules contain FD&C Yellow No. 5 (tartrazine) which may cause allergic-type reactions (including 
bronchial asthma) in certain susceptible persons. Although the overall incidence of FD&C Yellow No. 
5 (tartrazine) sensitivity in the general population is low, it is frequently seen in patients who also 
have aspirin hypersensitivity [see Contraindications (4)]. 

6. ADVERSE REACTIONS The following are discussed in more detail in other sections of the 
labeling: • Known hypersensitivity to methylphenidate or other ingredients of ADHANSIA XR [see 
Contraindications (4)] • Hypertensive crisis when used concomitantly with monoamine oxidase 
inhibitors [see Contraindications (4) and Drug Interactions (7.1)] • Drug dependence [see Boxed 
Warning, Warnings and Precautions (5.1), and Drug Abuse and Dependence (9.2,9.3)] • Serious 
cardiovascular reactions [see Warnings and Precautions (5.2)] • Blood pressure and heart rate 
increases [see Warnings and Precautions (5.3)] • Psychiatric adverse reactions [see Warnings 
and Precautions (5.4)] • Priapism [see Warnings and Precautions (5.5)] • Peripheral vasculopathy, 

including Raynaud’s phenomenon [see Warnings and Precautions (5.6)] • Long-term suppression of 
growth [see Warnings and Precautions (5.7)] • Allergic Reactions FD&C Yellow No.5 [see Warnings 
and Precautions (5.8)] 6.1. Clinical Trial Experience Because clinical trials are conducted under 
widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and may not reflect the rates 
observed in clinical practice. Clinical Trials Experience with Other Methylphenidate Products in 
Children, Adolescents, and Adults with ADHD Commonly reported (≥2% of the methylphenidate 
group and twice the rate of the placebo group) adverse reactions from placebo-controlled trials of 
methylphenidate products include: appetite decreased, weight decreased, nausea, abdominal pain, 
dyspepsia, dry mouth, vomiting, insomnia, anxiety, nervousness, restlessness, affect lability, agitation, 
irritability, dizziness, vertigo, tremor, blurred vision, blood pressure increased, heart rate increased, 
tachycardia, palpitations, hyperhidrosis, and pyrexia. Clinical Trials Experience with ADHANSIA XR 
ADHANSIA XR was studied in adults (18 to 72 years) and pediatric patients (6 to 17 years) who met 
Diagnostic and Statistical Manual of Mental Disorders, 5th edition (DSM-5) criteria for ADHD. The 
safety data for adults is based on two randomized, double-blind, placebo-controlled studies in 
doses of 25 mg to 100 mg per day. The safety data for pediatric patients (6 to 17 years) is based 
on randomized, double-blind, placebo-controlled studies in doses of 25 mg to 85 mg per day. The 
total number of patients exposed to ADHANSIA XR during 1 to 4-week long, controlled treatment 
periods is 883; this included 434 adult patients and 449 pediatric patients [156 (6 to 12 years); 293 
(12 to 17 years)], from two clinical trials in adults, one in pediatric patients ages 12 to 17 years, and 
one in pediatric patients ages 6 to 12 years [see Clinical Studies (14)]. Adverse Reactions Leading 
to Discontinuation of Treatment In controlled adult trials for Study 1, 3% of both of ADHANSIA XR-
treated patients and placebo-treated patients discontinued due to adverse reactions. In an adult 
workplace environment study (Study 2), 10% of ADHANSIA XR-treated patients discontinued due 
to adverse reactions compared to 0% of placebotreated patients. The following adverse reactions 
led to discontinuation at a frequency of 2% of ADHANSIA XR-treated patients: nausea, bronchitis, 
gastroenteritis viral, viral infection, blood pressure increased, and hypomania. In a controlled trial 
(Study 3) in pediatric patients (12 to 17 years), 3% of ADHANSIA XR-treated patients discontinued 
due to adverse reactions compared to 0% of placebo-treated patients. The most frequent adverse 
reactions leading to discontinuation in at least 1% of ADHANSIA XR-treated patients and at a rate 
greater that placebo was irritability (1%). Two patients taking ADHANSIA XR 70 or 85 mg had delirium 
leading to discontinuation. In a controlled trial (Study 4) in pediatric patients (6 to 12 years), 1% of 
ADHANSIA XR-treated patients discontinued due to adverse reactions compared to 0% of placebo-
treated patients. Adult Patients with ADHD The most common adverse reactions (incidence of ≥5% 
and at least twice placebo) of ADHANSIA XR occurring in controlled trials in adults were insomnia, 
dry mouth, and decreased appetite. Table 1 lists the adverse reactions that occurred ≥2% of adult 
patients and greater than placebo among ADHANSIA XR-treated adult patients. 

Table 1: Adverse Reactions Occurring in ≥ 2% of Adult Patients with ADHD on ADHANSIA XR and 
Greater than Patients Taking Placebo in a 4-week Clinical Trial    

Pediatric Patients (12 to 17 years) with ADHD The most common (incidence ≥5% and at least twice 
placebo) adverse reactions reported in pediatric patients (12 to 17 years) were decreased appetite, 
insomnia, and weight decreased. Table 2 lists the adverse reactions that occurred ≥2% of pediatric 
patients (12 to 17 years) and greater than placebo among ADHANSIA XR-treated pediatric patients 
(12 to 17 years).

Table 2: Adverse Reactions Occurring in ≥ 2% of Pediatric Patients  
(12 to 17 years) with ADHD Taking ADHANSIA XR and Greater than Placebo  
in a 4-week Clinical Trial

Adverse Reaction ADHANSIA XR
All doses 

ADHANSIA XR
Placebo

25 mg 45 mg 70 mg 100 mg

N=375 (N=77) (N=73) (N=73) (N=74) (N=297) (N=78)

Insomnia 4% 8% 6% 7% 6% 1%

Initial Insomnia 17% 11% 16% 19% 16% 4%

Dry mouth 8% 8% 7% 14% 9% 4%

Nausea 4% 6% 4% 11% 6% 3%

Diarrhea 1% 3% 7% 5% 4% 1%

Decreased appetite 4% 7% 15% 19% 11% 3%

Feeling jittery 1% 3% 8% 4% 4% 1%

Weight decreased 3% 4% 3% 5% 4% 1%

Upper respiratory tract 
infection

0% 4% 3% 3% 2% 1%

Adverse Reaction ADHANSIA XR
All doses 

ADHANSIA XR
Placebo

25 mg 45 mg 70 mg 100 mg

(N=73) (N=72) (N=76) (N=72) (N=293) (N=74)

Decreased appetite 7% 19% 28% 26% 20% 0%

Insomnia 4%  0% 9% 13% 6% 1%

Initial Insomnia 4% 7% 5% 4% 5% 1%

Weight decreased 1% 3% 8% 13% 7% 0%

Abdominal pain 
upper 

5% 1% 5% 4% 4% 1%

Nausea 3% 6% 7% 8% 6% 4%

Dizziness 3% 0% 4% 4% 3% 0%

Dry mouth 1% 0% 5% 4% 3% 1%

Vomiting 1% 1%  3% 6% 3% 0%
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Pediatric Patients (6 to 12 years) with ADHD Study 4, conducted in pediatric patients 6 to 12 years of 
age, was comprised of a 6-week open-label doseoptimization phase in which all patients received 
ADHANSIA XR (n=156; mean dose 48 mg), followed by a 1-week, double-blind controlled phase 
in which patients were randomized to continue ADHANSIA XR (n=75) or switch to placebo (n=73). 
During the open-label ADHANSIA XR treatment phase, adverse reactions reported in > 5% of patients 
included: decreased appetite (35%), upper abdominal pain (15%), affect lability (13%), nausea or 
vomiting (13%), weight decreased (12%), insomnia (10%), irritability (10%), headache (10%), and heart 
rate increased (5%). Because of the trial design (6-week open-label active treatment phase followed 
by a 1-week, randomized, double-blind, placebo-controlled withdrawal), the adverse reaction rates 
described in the double-blind phase are lower than expected in clinical practice. No difference 
occurred in the incidence of adverse reactions between ADHANSIA XR and placebo during the 
1-week, double-blind, placebo-controlled treatment phase.

7.1. Clinically Important Drug Interactions Table 3 presents clinically important drug interactions 
with ADHANSIA XR.

Table 3: Drugs Having Clinically Important Interactions with ADHANSIA XR 

8. USE IN SPECIFIC POPULATIONS 8.1. Pregnancy Pregnancy Exposure Registry There is a pregnancy 
exposure registry that monitors pregnancy outcomes in women exposed to ADHANSIA XR during 
pregnancy. Healthcare providers are encouraged to register patients by calling the National 
Pregnancy Registry for Psychostimulants at 1-866-961-2388. Risk Summary Published studies and 
post-marketing reports on methylphenidate use during pregnancy are insufficient to identify a 
drug-associated risk of major birth defects, miscarriage or adverse maternal or fetal outcomes. 
There are risks to the fetus associated with the use of central nervous system (CNS) stimulants during 
pregnancy (see Clinical Considerations). No effects on morphological development were observed 
in embryo-fetal studies with oral administration of methylphenidate to pregnant rats and rabbits 
during organogenesis at doses up to 7 and 11 times, respectively, the maximum recommended 
human dose (MRHD) of 85 mg/day given to adolescents on a mg/m2 basis. However, fetal spina 
bifida was observed in rabbits at a dose 36 times the MRHD given to adolescents. A decrease in 
pup body weight was observed in a pre- and post-natal development study with oral administration 
of methylphenidate to rats throughout pregnancy and lactation at doses 4 times the MRHD given 
to adolescents [see Data]. The estimated background risk of major birth defects and miscarriage 
for the indicated population is unknown. All pregnancies have a background risk of birth defect, 
loss, or other adverse outcomes. In the U.S. general population, the estimated background risk 
of major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 
20%, respectively. Clinical Considerations Fetal/Neonatal Adverse Reactions CNS stimulants, such 
as ADHANSIA XR, can cause vasoconstriction and thereby decrease placental perfusion. No 
fetal and/or neonatal adverse reactions have been reported with the use of therapeutic doses of 
methylphenidate during pregnancy; however, premature delivery and low birth weight infants have 
been reported in amphetamine-dependent mothers. Data Animal Data In embryo-fetal development 
studies conducted in rats and rabbits, methylphenidate was administered orally at doses of 
up to 75 and 200 mg/kg/day, respectively, during the period of organogenesis. Malformations 
(increased incidence of fetal spina bifida) were observed in rabbits at the highest dose. which is 
approximately 36 times the maximum recommended human dose (MRHD) of 85 mg/day given to 
adolescents on a mg/m2 basis. The no effect level for embryo-fetal development in rabbits was  
60 mg/kg/day (11 times the MRHD given to adolescents on a mg/m2 basis). There was no evidence of 
morphological development effects in rats, although increased incidences of fetal skeletal variations 
were seen at the highest dose level (7 times the MRHD given to adolescents on a mg/m2 basis), which 
was also maternally toxic. The no effect level for embryo-fetal development in rats was 25 mg/kg/day. 
(2 times the MRHD given to adolescents on a mg/m2 basis). When methylphenidate was administered 
to rats throughout pregnancy and lactation at doses of up to 45 mg/kg/day, offspring body weight 
gain was decreased at the highest dose (4 times the MRHD on a mg/m2 basis), but no other effects 
on postnatal development were observed. The no effect level for pre- and postnatal development 
in rats was 15 mg/kg/day (equivalent to the MRHD given to adolescents on a mg/m2 basis).  
8.2. Lactation Risk Summary Limited published literature, based on breast milk sampling from five 
mothers, reports that methylphenidate is present in human milk, which resulted in infant doses of 
0.16% to 0.7% of the maternal weight-adjusted dosage and a milk/plasma ratio ranging between 
1.1 and 2.7. There are no reports of adverse effects on the breastfed infant and no effects on milk 
production. Long-term neurodevelopmental effects on infants from stimulant exposure are unknown. 
The developmental and health benefits of breastfeeding should be considered along with the 
mother’s clinical need for ADHANSIA XR and any potential adverse effects on the breastfed infant 
from ADHANSIA XR or from the underlying maternal condition. Clinical Considerations Monitor 
breastfeeding infants for adverse reactions, such as agitation, anorexia, and reduced weight gain. 
8.4. Pediatric Use Safety and effectiveness of ADHANSIA XR in pediatric patients under the age 
of 6 years have not been established. The safety and effectiveness of ADHANSIA XR have been 
established in one adequate and wellcontrolled 6-week study in pediatric patients ages 6 to 12 years, 
and in one adequate and well-controlled 4-week study in pediatric patients ages 12 to 17 years [see 
Clinical Studies (14)]. The long-term efficacy of methylphenidate in pediatric patients has not been 
established. Long Term Suppression of Growth Growth should be monitored during treatment with 

stimulants, including ADHANSIA XR. Pediatric patients who are not growing or gaining weight as 
expected may need to have their treatment interrupted [see Warnings and Precautions (5.7)]. Juvenile 
Animal Toxicity Data Rats treated with methylphenidate early in the postnatal period through sexual 
maturation demonstrated a decrease in spontaneous locomotor activity in adulthood. A deficit 
in acquisition of a specific learning task was observed in females only. The doses at which these 
findings were observed are at least 3 times the maximum recommended human dose (MRHD) of 85 
mg/day given to children on a mg/m2 basis. In the study conducted in young rats, methylphenidate 
was administered orally at doses of up to 100 mg/kg/day for 9 weeks, starting early in the postnatal 
period (postnatal day 7) and continuing through sexual maturity (postnatal week 10). When these 
animals were tested as adults (postnatal weeks 13-14), decreased spontaneous locomotor activity 
was observed in males and females previously treated with 50 mg/kg/day (approximately 3 times the 
MRHD of 85 mg/day given to children on a mg/m2 basis) or greater, and a deficit in the acquisition 
of a specific learning task was observed in females exposed to the highest dose (6 times the MRHD 
given to children on a mg/m2 basis). The no effect level for juvenile neurobehavioral development in 
rats was 5 mg/kg/day (approximately 0.25 times the MRHD given to children on a mg/m2 basis). The 
clinical significance of the long-term behavioral effects observed in rats is unknown. 8.5. Geriatric 
Use ADHANSIA XR has not been studied in the patients over the age of 72 years. 

9. DRUG ABUSE AND DEPENDENCE 9.1 . Controlled Substance ADHANSIA XR contains  
methylphenidate, a Schedule II controlled substance. 9.2. Abuse CNS stimulants including ADHANSIA 
XR, other methylphenidate-containing products, and amphetamines have a high potential for abuse. 
Abuse is the intentional non-therapeutic use of a drug, even once, to achieve a desired psychological 
or physiological effect. Abuse is characterized by impaired control over drug use, compulsive use, 
continued use despite harm, and craving. Signs and symptoms of CNS stimulant abuse include 
increased heart rate, respiratory rate, blood pressure, and/or sweating, dilated pupils, hyperactivity, 
restlessness, insomnia, decreased appetite, loss of coordination, tremors, flushed skin, vomiting, 
and/or abdominal pain. Anxiety, psychosis, hostility, aggression, suicidal or homicidal ideation have 
also been observed. Abusers of CNS stimulants may chew, snort, inject, or use other unapproved 
routes of administration which can result in overdose and death [see Overdosage (10)]. To reduce 
the abuse of CNS stimulants including ADHANSIA XR, assess the risk of abuse prior to prescribing. 
After prescribing, keep careful prescription records, educate patients and their families about abuse 
and on proper storage and disposal of CNS stimulants, monitor for signs of abuse while on therapy, 
and re-evaluate the need for ADHANSIA XR use. 9.3. Dependence Tolerance Tolerance (a state of 
adaptation in which exposure to a drug results in a reduction of the drug’s desired and/or undesired 
effects over time) may occur during chronic therapy with CNS stimulants including ADHANSIA XR. 
Dependence Physical dependence (a state of adaptation manifested by a withdrawal syndrome 
produced by abrupt cessation, rapid dose reduction, or administration of an antagonist) can occur 
in patients treated with CNS stimulants including ADHANSIA XR. Withdrawal symptoms after abrupt 
cessation following prolonged high-dosage administration of CNS stimulants include dysphoric 
mood; depression; fatigue; vivid, unpleasant dreams; insomnia or hypersomnia; increased appetite; 
and psychomotor retardation or agitation.

10. OVERDOSAGE 10.1. Signs and Symptoms Signs and symptoms of acute methylphenidate 
overdosage, resulting principally from overstimulation of the CNS and from excessive sympathomimetic 
effects, may include the following: nausea, vomiting, diarrhea, restlessness, anxiety, agitation, 
tremors, hyperflexia, muscle twitching, convulsion (may be followed by coma), euphoria, confusion, 
hallucinations, delirium, sweating, flushing, headache, hyperpyrexia, tachycardia, palpitations, cardiac 
arrhythmias, hypertension, hypotension, tachypnea, mydriasis, dryness of mucous membranes, and 
rhabdomyolysis. 10.2. Management of Overdose Consult with a Certified Poison Control Center 
(1-800-222-1222) for up-to-date guidance and advice on the management of overdosage with 
methylphenidate. Provide supportive care, including close medical supervision and monitoring. 
Treatment should consist of general measures employed in the management of overdosage with any 
drug. Consider the possibility of multiple drug overdosage. Ensure an adequate airway, oxygenation, 
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misperceptions about the difficulties 
associated with problematic sexual be-
havior among clinicians, how to recog-
nize these issues, and/or what factors 
to target in treatment. When seeking 
to refer a patient for compulsive sex-
ual behavior, psychiatrists should 
look for a therapist who specializes in 
treating sexual disorders.

To date, there are no placebo-con-
trolled studies on any treatment mo-
dality for compulsive sexual behav-
ior. Most recommendations are based 
on case studies and/or on studies us-
ing small samples without control 
groups; the studies mainly comprise 
adults. The most promising modali-
ties are cognitive behavioral therapy 
(CBT), cognitive analytic therapy 
(CAT), and mindfulness.

The aim of CBT is to identify un-
derlying dysfunctional thoughts and 
utilizing cognitive tasks and behav-
ioral interventions allow patients to 
avoid the triggers for compulsive sex-
ual behavior. (See Birchard13 for a 
detailed review.) It begins by a for-
mulation of therapeutic goals to cre-
ate a blueprint for the intervention, to 
prevent therapeutic drift, and to keep 
the work on target. Diagrammatic ex-
planations of the history and function 
of a problematic sexual behavior are 
used to bring order into what would 
otherwise be chaos and uncertainty. 
During this phase, factors that cause 
the patient to turn to their harmful be-
havior are recognized. Next, using 
various cognitive techniques these 
factors are targeted to break the link 
between them and the harmful behav-
ior. For example, therapist may use 
the Socratic questioning method to 
elicit new understandings for the pa-
tient, helping them to think about the 

problem in a new way.
CAT is a relational and collabora-

tive three-phase, time-limited psycho-
therapy that integrates cognitive and 
analytic principles.14 The first phase is 
assessment, which leads to a narrative 
reformulation of the patient’s difficul-
ties. The next phase is enhancing the 
recognition of the problematic states 
and procedures. This recognition is 
gained via production of a sequential 
diagrammatic reformulation accom-
panied by self-monitoring between 
sessions to enhance self-awareness of 

the problematic patterns. The third 
and final phase is revision, which fo-
cuses on change and culminating in an 
exchange of farewell letters between 
therapist and patient. CBT and CAT 
share commonalities; the main differ-
ence is the cognitive versus the narra-
tive construction of the problematic 
behavior (eg, history of relations with 
parents).

Mindfulness-based therapy focuses 
attention to thoughts, emotions, and 
bodily sensations in the present in a 
nonjudgmental manner. It is often 
taught through a variety of meditation 
techniques. Mindfulness may be a 
meaningful component of successful 
therapy among patients seeking help 
for compulsive sexual behavior by im-
proving affect regulation, stress coping, 
and increasing tolerance for desires to 
act on maladaptive sexual urges and 

impulses.15 The main focus of mindful-
ness-based therapies is the reduction of 
shame-related cognitions; by doing so, 
it allows for decreased sexual dysfunc-
tion and increased enjoyment from sex-
ual exploration.

Conclusion
Adolescents explore their sexuality. 
In most cases, this exploration is nor-
mative and has no negative conse-
quences. At times, however, compul-
sive sexual behavior is developed and 
maintained. In these cases, it needs to 

be treated or it will affect functioning 
and relationships in adulthood. 

Although several modalities of 
therapies have been examined, avoid-
ing compulsive sexual behavior is 
even more important than treating it. 
Research highlights one key factor 
that relates to avoiding compulsive 
sexual behavior—open communica-
tion about sexuality between parents 
and children.16 Communication reduc-
es shame, promotes sexual explora-
tion in a supportive environment, and 
enables the development of healthy 
romantic relationships. Healthy sexu-
ality promotes a health society.

Dr Efrati is Founder and Head of the 
Israeli Center for Healthy Sexuality, 
and Assistant Professor, Beit-Beri 
College, Kfar Saba, Israel. He re-
ports no conflicts of interest concern-

ing the subject matter of this article.
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“Communication reduces shame, promotes 
sexual exploration in a supportive 

environment, and enables the development 
of healthy romantic relationships.”

riculum or the right faculty to teach 
this important area.2

A particularly novel challenge for 
clinicians is the impact of the internet 
on the lives of adults and children 
alike. The internet has supported a 
type of erotic speciation far beyond 
that of even the 19th century medical-
ization of sexual perversities (the 
term erotic speciation was astutely 
coined by Gayle Rubin, PhD).3 The 
internet has allowed individuals who 
might have felt like they were the on-

ly people in the world with a particu-
lar sexual (or other) inclination to 
discover that they are not alone. Fur-
thermore, the internet helps people to 
nurture their sexual interests with 
textual and visual erotica as well as 
emotional support and even compati-
ble partners. Some of these erotic in-
terests may just be creative pleasures 
that add to the diversity of sexuality. 
Some, however, may be illegal, cause 
distress to individuals, be of concern 
to parents, or become too time con-
suming.

When people turn to mental 
health professionals about sexual 
problems—cyber or otherwise—

how comfortable and informed are 
we? This collection of articles makes 
a valuable contribution to updating 
psychiatrists on challenging issues 
of sexuality. But they are just a 
launching point to help clinicians 
feel more at ease in supporting pa-
tients in their exploration of the 
spectrum of sexuality and untan-
gling psychiatric problems from the 
effects of cultural opprobrium. 
These are not easy distinctions but 
require professional wisdom and 
nonjudgmental curiosity. 
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ter of this Special Report.
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In recent years, transgender and gen-
der incongruent adolescents have 
been the focus of media attention, 

public debate (eg, around the use of 
preferred pronouns and bathroom 
use), and, last but not least, best clini-
cal practice. While the term transgen-
der is mostly being used as an um-
brella term for all forms of gender 
diversity, gender dysphoria is the di-
agnostic term as described in DSM-5.

Adolescents with gender dyspho-
ria experience a marked incongru-
ence between their experienced gen-
der identity and their gender assigned 
at birth (based on their sexual anato-
my) accompanied by distress. Gen-
der identity refers to one’s sense of 
self as female or male. Increasingly, 
youth identify with a gender that dif-
fers from the traditional dichotomous 
classification of females and males: 
non-binary, gender fluid, gender 
queer etc (For an overview of termi-
nology, see Sidebar). Parallel to the 
growing public attention, there has 
been a marked increase in the estab-
lishment of specialty gender services 
around the world and a sharp increase 
in the number of referred adoles-
cents. Whether this is due to a true 
increase or increased awareness is 
not yet established.

The prevalence of a DSM-5 gen-
der dysphoria diagnosis has never 
been studied in systematic popula-
tion-based studies in adolescents and 
only estimates based on referrals to 
adult gender identity services are 
available. A meta-analysis found this 
prevalence to be 4.6 per 100,000.1 
Estimates based on adolescent popu-
lation samples (eg, high schoolers) 
provide much higher prevalence rates 
of self-identification as transgender 
or gender-incongruent of 3.6% for 
birth-assigned females and 1.7% for 
birth-assigned males.2 Another re-
cent observation is the overrepresen-
tation of assigned-females compared 
with assigned males at birth, which 
was reversed in earlier years.3

Clinical presentation
Transgender adolescents and their fam-
ilies can present in many different 
ways. Some adolescents seek help for 

further gender identity exploration, 
while others have an already estab-
lished desire for physical sex character-
istics of the experienced gender. Addi-
tionally, while some transgender 
adolescents have shown gender 
non-conformity since early childhood, 
other adolescents might experience 
gender dysphoria during or after the 
onset of pubertal physical changes.

Some adolescents may have kept 
their gender incongruence to them-
selves for a long time. They did not 
speak out because they feared non-ac-
ceptance and rejection. They may have 
become depressed, socially isolated, 
and anxious. Other adolescents have 
been open about their feelings from an 
early age and may have socially transi-
tioned to their experienced gender role 
supported by family and peers.

Depression, anxiety and 
suicidality
Various studies show that transgen-
der adolescents are at a higher risk 
for mental health problems compared 
with cisgender peers and thus can 
present to clinicians with mental 
health difficulties. Stigma presum-
ably plays an important role in this 
distress. In 2003, Meyer published 
his Minority Stress Model, which 
posits that minorities are often con-
fronted with rejection and discrimi-
nation.4 Subsequently, this can lead 
to fear and negative feelings towards 
their minority group and themselves.

 A study of transgender adoles-
cents showed that poor peer relations 
were the most important predictor of 
mental health difficulties.5 Despite 
decreased stigmatization and growing 
tolerance, transgender adolescents are 
still relatively often victims of (cyber) 
bullying, harassment, and violence. A 
survey among transgender and gender 
diverse students from Minnesota 

showed that approximately 25% to 
52% experienced different types of 
victimization is the past month.2 
These negative experiences contrib-
ute to the fact that depression and 
anxiety occur about five times more 
often in transgender adolescents.6

Another major health concern is 
the seemingly high number of suicid-
al ideation in transgender adoles-
cents. A study among American high 
school students found that the preva-
lence of suicidal ideation in gender 
diverse students was nearly twice as 
high compared with cisgender youth 
and that both depressive symptoms 
and school-based victimization were 
associated with this ideation.7

Although the above numbers are 
reason for concern, there are also 
opportunities to change the current 
situation. Gender diverse adoles-
cents growing up in a supportive and 
tolerant environment who trust that 
medical affirming treatment is pro-
vided when necessary show less 
co-occurring mental health difficul-
ties.8 Projects at schools that encour-
age acceptance and help transgender 
adolescents to be open about their 
gender identity are important as they 
improve adolescent well-being.

Autism
Apart from emotional problems, 
there is a line of research that shows 
a remarkable, yet unexplained over-
representation of autism spectrum 
disorder diagnoses and autism char-
acteristics in transgender adolescents 
compared with cisgender adolescents 
with up to 15% reaching clinically 
relevant autism characteristics lev-
els.9 Although it has not be estab-
lished why this might be the case, 
transgender adolescents with autism 
can also profit from gender affirming 
medical treatment.

CASE VIGNETTE

Abigail is a 14-year-old assigned fe-
male at birth who at age 11 received a 
diagnosis of autism spectrum disor-
der. Abigail loved to play an online 
game building a virtual character with 
other people. In this game, Abigail cre-
ated the male character “Amon.”  Over 
time, Abigail started playing the game 
for longer periods, often for several 
hours a day and became socially iso-
lated. When her parents asked about 
what was going on, Abigail responded 
that she felt she was a boy. Since the 
parents thought it was important to 
examine this further, they went to Abi-
gail’s child and adolescent psychia-
trist. After discussing gender with Abi-
gail, the psychiatrist decided to refer 
her to a gender clinic.

At the clinic, Abigail had several ses-
sions with a psychologist. During the 
sessions they discussed Abigail’s child-
hood fixations. The psychologist tried to 
differentiate whether Abigail’s desire to 
be a boy was a fixation. Abigail showed 
insight in these fixations and experi-
enced them as likeable things to do, 
creating happiness. On the other hand, 
her gender dysphoric feelings were un-
likeable and made Abigail sad instead 
of happy. After the sessions, treatment 
with puberty blockers was started to 
release the distress Abigail experienced 
around body changes. After social tran-
sition and the start of puberty blockers, 
Abigail took the name Amon and flour-
ished: he had more contact with other 
adolescents, undertook more activities, 
and his schoolwork improved.

Psychiatric support
Support should be tailored to the ad-
olescent. Some adolescents need in-
dividual explorative psychotherapy, 
others need treatment for depression 
or other co-occurring psychiatric 
conditions. Most adolescents and 
their families will profit from some 
sort of support on how to inform 
friends and relatives, how to present 
at school, and how to deal with possi-
ble stigma. In addition, transgender 
adolescents who are accepted and 
supported show better well-being.10

Assessment of adolescents with 
co-occurring autism (characteristics) 
might be more complex to under-
stand and additional support might 

Special Issues in Treating 
Adolescents With Gender Dysphoria

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
 ◗ Gender diverse and transgender adolescents show higher rates of depression, 
anxiety, suicidality, and autism characteristics compared with cisgender 
adolescents.

 ◗ Gender diverse adolescents growing up in a supportive and tolerant environment, 
who trust that medical affirming treatment is provided when necessary, show less 
co-occurring mental health difficulties.

 ◗ The multifaceted quality of medical affirming treatment calls for involvement of a 
multidisciplinary care team, in which mental health professionals collaborate with 
(pediatric) endocrinologists, surgeons, and fertility specialists.
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be needed when considering medical 
affirming treatment.

Affirming treatment
Medically intervening in a healthy 
body is a far-reaching option that has 
proven its usefulness in transgender 
adults, but has only been studied in a 
few adolescents.11 According to what 
has been named the “Dutch model,” 
which includes the intervention of pu-
berty suppression without permanent 
effects, gender affirming care is of-
fered in a step-wise model.12 Before 
medical interventions are provided, a 
comprehensive assessment exploring 
the nature of the adolescent’s gender 
identity is performed in a supportive 
and respectful way. The adolescent is 
assessed whether a diagnosis of gen-
der dysphoria (according to the DSM-
5) or gender incongruence (according 
to the ICD-11) can be given. Co-exist-
ing mental health difficulties like de-
pression, anxiety, risk of self-harm, 
and suicide as well as autism charac-
teristics that have an impact on diag-
nosis or treatment should be assessed 
and a referral for psychotherapy given 
if it is indicated.

Family and school functioning are 
also assessed and family or other 
caretaker support (in case an adoles-
cent lives in out of home care) and 
advocacy in schools to ensure a safe 
and affirming environment may be 
necessary. Finally, it is essential to 
inform the adolescent and the family 
of the pros and cons of medical inter-
ventions with lifelong consequences, 
including consequences for fertility 
and sexuality, and assess the adoles-
cent’s decision-making capacity for 
informed consent.

After the assessment, medical treat-
ment options for adolescents can be di-

vided in fully reversible puberty block-
ers, partially reversible affirming 
hormone treatment (estrogens or andro-
gens) and fully irreversible surgeries (eg, 
mastectomy, vaginoplasty). Current 
guidelines differ with regard to age lim-
its for these different treatment options; 
some use age 11 to 12 for puberty block-
ers, age 14 to 16 for hormones and age 
16 to 18 for mastectomy and age 18 for 
genital surgeries. It has been argued that 
psychological maturity might be a better 
indicator than age, but how to assess this 
is not yet established.

Medical treatment is usually pro-
vided in subsequent steps from fully 
reversible to fully irreversible. The 
fully reversible blockers provide the 
adolescent with rest before any deci-
sion with more permanent effects is 
made. Ongoing counseling and sup-
port is offered. Gender affirming hor-
mones may have partially irreversible 
effects (low voice, breast growth), but 
still provide time before completely 
irreversible gender affirming surger-
ies are performed. Some transboys 
prefer a different order and want to 
have chest surgery before hormonal 
treatment and some non-binary iden-
tifying adolescents prefer either sur-
gery or hormones only. The multifac-
eted quality of these interventions 
call for involvement of a multidisci-
plinary care team, in which mental 
health professionals collaborate with 
(pediatric) endocrinologists, sur-
geons, and fertility specialists.

Controversies and 
challenges
Transgender care for adolescents is 
surrounded by controversies, chal-
lenges, and uncertainties. At present, 
the aforementioned increase in prev-
alence, the shift in sex ratio, and the 

presentations of non-binary gender 
identities are yet to be understood. 
Long-term outcome studies of early 
medical interventions still come from 
a limited number of clinics and in-
clude only binary identifying trans-
gender adolescents with prepubertal 
onset gender incongruence.

Whether puberty blocking at a 
young age is effective and safe for 
non-binary and post-puberty onset 
transgender adolescents is unknown. 
Long-term physical consequences of 
puberty blocking on bone density, 
fertility, duration, and surgical op-
tions are uncertain. Various ethical 
dilemmas exist around the capacity 
for informed consent of adolescents, 
parents’ role in treatment, and wheth-
er the right for best care for transgen-
der children should include the right 
for medical transitioning.

Conclusion
Some clinicians may be hesitant in their 
work with transgender adolescents. 
Transgender adolescents and their fami-
lies experience barriers to care and spe-
cialized providers might not always be 
available. However, the work with trans-
gender adolescents can be rewarding. 
Transgender youth can profit enormous-
ly by the psychological, emotional, and 
social support that mental health profes-
sionals can give by showing their com-
passion and understanding.
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Gender dysphoria: Psychological distress 
due to the incongruence between one’s experi-
enced and assigned gender at birth; the classifica-
tion used in DSM-5. Not all individuals with gender 
incongruence experience dysphoria.

Gender incongruence: Individuals whose 
gender identity and gender assigned at birth do 
not match; also the classification used in ICD-11. 
Gender assigned at birth.

Birth sex: Gender assigned to an infant at 
birth, generally based on observed physical char-
acteristics (eg, genitalia).

Gender identity, experienced gender: 
the individual’s personal sense of gender.

Gender expression: The outward presen-
tation of gender identity, e.g., clothing

Gender role: A characteristic or social role 
that is considered “masculine” or “feminine” by 
a particular culture.

Transgender: Usually used as an umbrella 
term and refers to the broad spectrum of individu-
als who identify with a gender other than that as-
sociated with their birth sex.

Transboy: A transgender adolescent who 
identifies as boy/male (typically with a female 
birth sex).

Transgirl: A transgender adolescent who iden-
tifies as girl/female (typically with a male birth 
sex).

Cisgender: Refers to persons whose experi-
enced gender aligns with birth-assigned gender.

Non-binary: Identification with gender identi-
ties outside the female/male binary.

Gender variant, gender diversity, 
gender non-conforming: Describe the 
wide range of gender identity identifications out-
side conventional gender categories.

Gender queer: Gender identities that are not 
experienced as exclusively male or female.

Gender fluid: Someone who fluctuates be-
tween genders.

Gender affirming treatment/surgery: 
Treatments aimed at supporting an individual’s ex-
perienced gender identity. This can relate to psy-
chological support, medical treatment (hormones 
and/or surgery), and legal aspects of care.

Terminology Associated With Gender Dysphoria
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ABILIFY MAINTENA® (aripiprazole) for extended-release injectable suspension, for intramuscular use

BRIEF SUMMARY OF PRESCRIBING INFORMATION (For complete details, please see Full Prescribing Information and 
Medication Guide.)

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
See full prescribing information for complete boxed warning.

• Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death
• ABILIFY MAINTENA is not approved for the treatment of patients with dementia-related psychosis

INDICATIONS AND USAGE: ABILIFY MAINTENA (aripiprazole) is an atypical antipsychotic indicated for:
• Treatment of schizophrenia in adults
• Maintenance monotherapy treatment of bipolar I disorder in adults  

CONTRAINDICATIONS: ABILIFY MAINTENA is contraindicated in patients with a known hypersensitivity to aripiprazole. 
Hypersensitivity reactions ranging from pruritus/urticaria to anaphylaxis have been reported in patients receiving aripiprazole.

WARNINGS AND PRECAUTIONS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients 
with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of 17 placebo-
controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death 
in drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course of a typical 
10-week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the 
placebo group.

Although the causes of death were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden 
death) or infectious (e.g., pneumonia) in nature. Observational studies suggest that, similar to atypical antipsychotic drugs, 
treatment with conventional antipsychotic drugs may increase mortality. The extent to which the findings of increased mortality 
in observational studies may be attributed to the antipsychotic drug as opposed to some characteristic(s) of the patients is not 
clear. ABILIFY MAINTENA is not approved for the treatment of patients with dementia-related psychosis.

Cerebrovascular Adverse Reactions, Including Stroke in Elderly Patients with Dementia-Related Psychosis: In placebo-
controlled clinical studies (two flexible dose and one fixed dose study) of dementia-related psychosis, there was an increased 
incidence of cerebrovascular adverse reactions (e.g., stroke, transient ischemic attack), including fatalities, in oral aripiprazole-
treated patients (mean age: 84 years; range: 78-88 years). In the fixed-dose study, there was a statistically significant dose 
response relationship for cerebrovascular adverse reactions in patients treated with oral aripiprazole. ABILIFY MAINTENA is not 
approved for the treatment of patients with dementia-related psychosis.

Neuroleptic Malignant Syndrome: A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant 
Syndrome (NMS) may occur with administration of antipsychotic drugs, including ABILIFY MAINTENA. Rare cases of NMS 
occurred during aripiprazole treatment in the worldwide clinical database.

Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability 
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated 
creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is important to exclude 
cases where the clinical presentation includes both serious medical illness (e.g., pneumonia, systemic infection) and untreated 
or inadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, drug fever, and primary central nervous system pathology.

The management of NMS should include: 1) immediate discontinuation of antipsychotic drugs and other drugs not essential to 
concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treatment of any concomitant serious 
medical problems for which specific treatments are available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction of drug therapy should be 
carefully considered. The patient should be carefully monitored, since recurrences of NMS have been reported.

Tardive Dyskinesia: A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated 
with antipsychotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly 
women, it is impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment, which patients 
are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is 
unknown.

The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are believed to increase as the duration 
of treatment and the total cumulative dose of antipsychotic drugs administered to the patient increase. However, the syndrome 
can develop, although much less commonly, after relatively brief treatment periods at low doses.

Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, 
however, may suppress (or partially suppress) the signs and symptoms of the syndrome and, thereby, may possibly mask the 
underlying process. The effect of symptomatic suppression on the long-term course of the syndrome is unknown.

Given these considerations, ABILIFY MAINTENA should be prescribed in a manner that is most likely to minimize the occurrence 
of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients who suffer from a chronic illness 
that 1) is known to respond to antipsychotic drugs and 2) for whom alternative, equally effective, but potentially less harmful 
treatments are not available or appropriate. In patients who do require chronic treatment, the smallest dose and the shortest 
duration of treatment producing a satisfactory clinical response should be sought. The need for continued treatment should be 
reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient treated with ABILIFY MAINTENA drug discontinuation should 
be considered. However, some patients may require treatment with ABILIFY MAINTENA despite the presence of the syndrome.

Metabolic Changes: Atypical antipsychotic drugs have been associated with metabolic changes that include hyperglycemia/
diabetes mellitus, dyslipidemia, and weight gain. While all drugs in the class have been shown to produce some metabolic 
changes, each drug has its own specific risk profile. 

Hyperglycemia/Diabetes Mellitus: Hyperglycemia, in some cases extreme and associated with diabetic ketoacidosis, 
hyperosmolar coma, or death, has been reported in patients treated with atypical antipsychotics. There have been reports 
of hyperglycemia in patients treated with aripiprazole. Assessment of the relationship between atypical antipsychotic use 
and glucose abnormalities is complicated by the possibility of an increased background risk of diabetes mellitus in patients 
with schizophrenia and the increasing incidence of diabetes mellitus in the general population. Given these confounders, the 
relationship between atypical antipsychotic use and hyperglycemia-related adverse reactions is not completely understood. 
However, epidemiological studies suggest an increased risk of hyperglycemia-related adverse reactions in patients treated with 
the atypical antipsychotics.
Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should be monitored 
regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history of 
diabetes), who are starting treatment with atypical antipsychotics should undergo fasting blood glucose testing at the beginning 
of treatment and periodically during treatment. Any patient treated with atypical antipsychotics should be monitored for 
symptoms of hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of 
hyperglycemia during treatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases, 
hyperglycemia has resolved when the atypical antipsychotic was discontinued; however, some patients required continuation of 
anti-diabetic treatment despite discontinuation of the atypical antipsychotic drug.
In a short-term, placebo-controlled randomized trial in adults with schizophrenia, the mean change in fasting glucose was 
+9.8 mg/dL (N=88) in the ABILIFY MAINTENA-treated patients and +0.7 mg/dL (N=59) in the placebo-treated patients. Table 1 
shows the proportion of ABILIFY MAINTENA-treated patients with normal and borderline fasting glucose at baseline and their 
changes in fasting glucose measurements.

Table 1: Proportion of Patients with Potential Clinically Relevant Changes in Fasting Glucose from a 12-Week Placebo-
Controlled Monotherapy Trial in Adult Patients with Schizophrenia

Category Change (at least once) from Baseline Treatment Arm n/Na %

Fasting 
Glucose

Normal to High 
(<100 mg/dL to ≥126 mg/dL)

ABILIFY MAINTENA 7/88 8.0

Placebo 0/75 0.0

Borderline to High 
(≥100 mg/dL and <126 mg/dL to ≥126 mg/dL)

ABILIFY MAINTENA 1/33 3.0

Placebo 3/33 9.1
a N = the total number of subjects who had a measurement at baseline and at least one post-baseline result.
n = the number of subjects with a potentially clinically relevant shift.

During a 52-week, open-label bipolar I disorder study in those patients who initiated ABILIFY MAINTENA treatment, 1.1% with 
normal baseline fasting glucose experienced a shift to high while receiving ABILIFY MAINTENA and 9.8% with borderline fasting 
glucose experienced a shift to high. Combined, 2.9% of these patients with normal or borderline fasting glucose experienced 
shifts to high fasting glucose during this trial.

Dyslipidemia: Undesirable alterations in lipids have been observed in patients treated with atypical antipsychotics.

Table 2 shows the proportion of adult patients from one short-term, placebo-controlled randomized trial in adults with 
schizophrenia taking ABILIFY MAINTENA, with changes in total cholesterol, fasting triglycerides, fasting LDL cholesterol and 
HDL cholesterol.

Table 2:  Proportion of Patients with Potential Clinically Relevant Changes in Blood Lipid Parameters From a 
12-Week Placebo-Controlled Monotherapy Trial in Adults with Schizophrenia

Treatment Arm n/Na %

Total Cholesterol 
Normal to High (<200 mg/dL to ≥240 mg/dL)

ABILIFY MAINTENA 3/83 3.6

Placebo 2/73 2.7

Borderline to High (200~<240 mg/dL to ≥240 mg/dL)
ABILIFY MAINTENA 6/27 22.2

Placebo 2/19 10.5

Any increase (≥40 mg/dL)
ABILIFY MAINTENA 15/122 12.3

Placebo 6/110 5.5

Fasting Triglycerides 
Normal to High (<150 mg/dL to ≥200 mg/dL)

ABILIFY MAINTENA 7/98 7.1
Placebo 4/78 5.1

Borderline to High
(150~<200 mg/dL to ≥200 mg/dL)

ABILIFY MAINTENA 3/11 27.3
Placebo 4/15 26.7

Any increase (≥50 mg/dL)
ABILIFY MAINTENA 24/122 19.7

Placebo 20/110 18.2

Fasting LDL Cholesterol 
Normal to High (<100 mg/dL to ≥160 mg/dL)

ABILIFY MAINTENA 1/59 1.7

Placebo 1/51 2.0

Table 2:  Proportion of Patients with Potential Clinically Relevant Changes in Blood Lipid Parameters From a 
12-Week Placebo-Controlled Monotherapy Trial in Adults with Schizophrenia

Treatment Arm n/Na %

Borderline to High (100~<160 mg/dL to ≥160 mg/dL)
ABILIFY MAINTENA 5/52 9.6

Placebo 1/41 2.4

Any increase (≥30 mg/dL)
ABILIFY MAINTENA 17/120 14.2

Placebo 9/103 8.7

HDL Cholesterol 
Normal to Low (≥40 mg/dL to <40 mg/dL)

ABILIFY MAINTENA 14/104 13.5

Placebo 11/87 12.6

Any decrease (≥20 mg/dL)
ABILIFY MAINTENA 7/122 5.7

Placebo 12/110 10.9
a N = the total number of subjects who had a measurement at baseline and at least one post-baseline result.
 n = the number of subjects with a potentially clinically relevant shift.

During a 52-week, open-label bipolar I disorder study in those patients who initiated ABILIFY MAINTENA, shifts from baseline 
in fasting cholesterol from normal to high were reported in 2.1% (total cholesterol) and 2.2% (LDL cholesterol) and shifts from 
baseline from normal to low were reported in 8.5% (HDL cholesterol). Of these patients with normal baseline triglycerides, 3.6% 
experienced shifts to high, and 0.0% experienced shifts to very high. Combined, 1.0% of these patients with normal or borderline 
fasting triglycerides experienced shifts to very high fasting triglycerides during this trial.

Weight Gain: Weight gain has been observed with atypical antipsychotic use. Clinical monitoring of weight is recommended.

In one short-term, placebo-controlled trial in adult patients with schizophrenia with ABILIFY MAINTENA, the mean change in 
body weight at Week 12 was +3.5 kg (N=99) in the ABILIFY MAINTENA-treated patients and +0.8 kg (N=66) in the placebo-
treated patients.

Table 3 shows the percentage of adult patients with schizophrenia with weight gain ≥7% of body weight in a short-term, placebo-
controlled trial with ABILIFY MAINTENA.

Table 3: Percentage of Patients From a 12-Week Placebo-Controlled Trial in Adult Patients with Schizophrenia with 
Weight Gain ≥7% of Body Weight

Treatment Arm Na Patients n (%)

Weight gain ≥7% of body weight
ABILIFY MAINTENA 144 31 (21.5)

Placebo 141 12 (8.5)
 a N = the total number of subjects who had a measurement at baseline and at least one post-baseline result. 

During a 52-week, open-label bipolar I disorder study in those patients who initiated ABILIFY MAINTENA, 1.8%  discontinued 
ABILIFY MAINTENA treatment due to weight increase. ABILIFY MAINTENA was associated with mean increase from baseline 
in weight of 1.0 kg at week 52. In this trial, 21.4% of these patients demonstrated ≥7% increase in body weight and 15.4% 
demonstrated a ≥7% decrease in body weight.

Pathological Gambling and Other Compulsive Behaviors: Post-marketing case reports suggest that patients can experience 
intense urges, particularly for gambling, and the inability to control these urges while taking aripiprazole. Other compulsive 
urges, reported less frequently, include: sexual urges, shopping, eating or binge eating, and other impulsive or compulsive 
behaviors. Because patients may not recognize these behaviors as abnormal, it is important for prescribers to ask patients or 
their caregivers specifically about the development of new or intense gambling urges, compulsive sexual urges, compulsive 
shopping, binge or compulsive eating, or other urges while being treated with aripiprazole. It should be noted that impulse-
control symptoms can be associated with the underlying disorder. In some cases, although not all, urges were reported to have 
stopped when the dose was reduced or the medication was discontinued. Compulsive behaviors may result in harm to the patient 
and others if not recognized. Consider dose reduction or stopping the medication if a patient develops such urges.

Orthostatic Hypotension: ABILIFY MAINTENA may cause orthostatic hypotension, perhaps due to its D
1
-adrenergic receptor 

antagonism. In the short-term, placebo-controlled trial in adults with schizophrenia, the adverse event of presyncope was 
reported in 1/167 (0.6%) of patients treated with ABILIFY MAINTENA, while syncope and orthostatic hypotension were 
each reported in 1/172 (0.6%) of patients treated with placebo. During the stabilization phase of the randomized-withdrawal 
(maintenance) study in adult patients with schizophrenia, orthostasis-related adverse events were reported in 4/576 (0.7%) 
of patients treated with ABILIFY MAINTENA, including abnormal orthostatic blood pressure (1/576, 0.2%), postural dizziness 
(1/576, 0.2%), presyncope (1/576, 0.2%) and orthostatic hypotension (1/576, 0.2%).

In the short-term placebo-controlled trial in adults with schizophrenia, there were no patients in either treatment group with a 
significant orthostatic change in blood pressure (defined as a decrease in systolic blood pressure ≥20 mmHg accompanied by 
an increase in heart rate ≥25 bpm when comparing standing to supine values). During the stabilization phase of the randomized-
withdrawal (maintenance) study in adult patients with schizophrenia, the incidence of significant orthostatic change in blood 
pressure was 0.2% (1/575).

Falls: Antipsychotics, including ABILIFY MAINTENA, may cause somnolence, postural hypotension, motor and sensory 
instability, which may lead to falls and, consequently, fractures or other injuries. For patients with diseases, conditions, or 
medications that could exacerbate these effects, complete fall risk assessments when initiating antipsychotic treatment and 
recurrently for patients on long-term antipsychotic therapy.

Leukopenia, Neutropenia, and Agranulocytosis: In clinical trials and post-marketing experience, leukopenia and neutropenia 
have been reported temporally related to antipsychotic agents, including ABILIFY MAINTENA. Agranulocytosis has also been 
reported.

Possible risk factors for leukopenia/neutropenia include pre-existing low white blood cell count (WBC)/absolute neutrophil count 
(ANC) and a history of drug-induced leukopenia/neutropenia. In patients with a history of a clinically significant low WBC/ANC or drug-
induced leukopenia/neutropenia, perform a complete blood count (CBC) frequently during the first few months of therapy. In such patients, 
consider discontinuation of ABILIFY MAINTENA at the first sign of a clinically significant decline in WBC in the absence of other 
causative factors.

Monitor patients with clinically significant neutropenia for fever or other symptoms or signs of infection and treat promptly if 
such symptoms or signs occur. Discontinue ABILIFY MAINTENA in patients with severe neutropenia (absolute neutrophil count 
<1000/mm3) and follow their WBC counts until recovery.

Seizures: As with other antipsychotic drugs, use ABILIFY MAINTENA cautiously in patients with a history of seizures or with 
conditions that lower the seizure threshold. Conditions that lower the seizure threshold may be more prevalent in a population 
of 65 years or older.

Potential for Cognitive and Motor Impairment: ABILIFY MAINTENA, like other antipsychotics, may impair judgment, thinking, or 
motor skills. Instruct patients to avoid operating hazardous machinery, including automobiles, until they are reasonably certain 
that therapy with ABILIFY MAINTENA does not affect them adversely.

Body Temperature Regulation: Disruption of the body’s ability to reduce core body temperature has been attributed to 
antipsychotic agents. Appropriate care is advised when prescribing ABILIFY MAINTENA for patients who will be experiencing 
conditions which may contribute to an elevation in core body temperature, (e.g., exercising strenuously, exposure to extreme 
heat, receiving concomitant medication with anticholinergic activity, or being subject to dehydration).

Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use, including 
ABILIFY MAINTENA. ABILIFY MAINTENA and other antipsychotic drugs should be used cautiously in patients at risk for 
aspiration pneumonia.

ADVERSE REACTIONS: The following adverse reactions are discussed in more detail in other sections of the labeling:

• Increased Mortality in Elderly Patients with Dementia-Related 
Psychosis Use

 • Cerebrovascular Adverse Reactions, Including Stroke in 
Elderly Patients with Dementia-Related Psychosis 

• Neuroleptic Malignant Syndrome •  Tardive Dyskinesia 

 • Metabolic Changes  • Pathological Gambling and Other Compulsive Behaviors

 • Orthostatic Hypotension  • Falls

 • Leukopenia, Neutropenia, and Agranulocytosis  • Seizures

 • Potential for Cognitive and Motor Impairment • Body Temperature Regulation

• Dysphagia

Clinical Trials Experience: Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice.

Safety Database of ABILIFY MAINTENA and Oral Aripiprazole: Oral aripiprazole has been evaluated for safety in 16,114 adult 
patients who participated in multiple-dose, clinical trials in schizophrenia and other indications, and who had approximately 
8,578 patient-years of exposure to oral aripiprazole. A total of 3,901 patients were treated with oral aripiprazole for at least 
180 days, 2,259 patients were treated with oral aripiprazole for at least 360 days, and 933 patients continuing aripiprazole 
treatment for at least 720 days.

ABILIFY MAINTENA has been evaluated for safety in 2,128 adult patients in clinical trials in schizophrenia, with approximately 
2,633 patient-years of exposure to ABILIFY MAINTENA. A total of 1,229 patients were treated with ABILIFY MAINTENA for 
at least 180 days (at least 7 consecutive injections) and 935 patients treated with ABILIFY MAINTENA had at least 1 year of 
exposure (at least 13 consecutive injections). ABILIFY MAINTENA has been evaluated for safety in 804 adult patients in clinical 
trials in bipolar I disorder, with approximately 530 patient-years of exposure to ABILIFY MAINTENA. A total of 419 patients were 
treated with ABILIFY MAINTENA for at least 180 days (at least 7 consecutive injections) and 287 patients treated with ABILIFY 
MAINTENA had at least 1 year of exposure (at least 13 consecutive injections). 

The conditions and duration of treatment with ABILIFY MAINTENA included double-blind and open-label studies. The safety data 
presented below are derived from the 12-week double-blind placebo-controlled study of ABILIFY MAINTENA in adult patients 
with schizophrenia.

Adverse Reactions with ABILIFY MAINTENA:

Most Commonly Observed Adverse Reactions in Double-Blind, Placebo-Controlled Clinical Trials in Schizophrenia

Based on the placebo-controlled trial of ABILIFY MAINTENA in schizophrenia, the most commonly observed adverse reactions 
associated with the use of ABILIFY MAINTENA in patients (incidence of 5% or greater and aripiprazole incidence at least twice 
that for placebo) were increased weight (16.8% vs 7.0%), akathisia (11.4% vs 3.5%), injection site pain (5.4% vs 0.6%) and 
sedation (5.4% vs 1.2%).

Commonly Reported Adverse Reactions in Double-Blind, Placebo-Controlled Clinical Trials in Schizophrenia

The following findings are based on the double-blind, placebo-controlled trial that compared ABILIFY MAINTENA 400 mg 
or 300 mg to placebo in patients with schizophrenia. Table 4 lists the adverse reactions reported in 2% or more of 
ABILIFY MAINTENA-treated subjects and at a greater proportion than in the placebo group.

ABILIFY MAINTENA® (aripiprazole) 
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Both bipolar disorder and border-
line personality disorder (BPD) 
are significant public health 

problems. Both disorders are associ-
ated with impaired functioning, high 
utilization of psychiatric services, 
high rates of substance use disorders, 
and suicidality. Despite the psycho-
social morbidity and risk for prema-
ture mortality, both disorders are fre-
quently underdiagnosed. As a result, 
calls for improved recognition have 
been voiced for both disorders.1,2

For years there has been debate as 
to how to conceptualize the relation-
ship between BPD and bipolar disor-
der. Some experts have suggested that 
BPD is part of the bipolar spectrum. 
Review articles have summarized the 

evidence supporting and opposing the 
bipolar spectrum hypothesis, with 
most of the recent reviews concluding 
that BPD and bipolar disorder are 
valid and distinct diagnostic entities. 
And since each disorder suggests dif-
ferent treatment emphases—a focus 
on pharmacotherapy with possible 
adjunctive psychotherapy for patients 
with bipolar disorder versus a focus 
on psychotherapy with possible ad-
junctive medication for patients with 
BPD—making the differential diag-
nosis is that much more important. 
Meanwhile, many authors and clini-
cians have described the diagnostic 
uncertainty and the challenges in de-
termining if a patient has bipolar dis-
order or BPD.

The comorbidity: borderpolar
The most frequently researched as-
pect of the relationship between BPD 
and bipolar disorder has been the fre-
quency of their co-occurrence. Sev-
eral reviews report an estimated 20% 
overlap in diagnostic frequency.3 
That is, approximately 20% of pa-
tients with bipolar disorder have co-
morbid BPD and approximately 20% 
of patients with BPD have bipolar 
disorder. Thus, while only a minority, 
there is a meaningful number of pa-
tients with a comorbid diagnosis.

Meanwhile, reviews and com-
mentaries have focused on identify-
ing clinical characteristics that distin-
guish the two disorders to help with 
differential diagnosis. This approach 
implies that the diagnosis is an either/
or decision. Framing the discussion 
as a dichotomous choice underplays 
the fact that one-fifth of patients have 
both disorders. The almost exclusive 
focus on differential diagnosis might 
discourage clinicians from making 
both diagnoses when appropriate and 
can result in overlooking an impor-
tant comorbidity in patients with the 
greatest need.

Frias and colleagues4 reviewed the 
literature on the clinical impact of 
one disorder on the other. Overall, 
they found that there have been far 
more studies that compared patients 
who have bipolar disorder with and 
without BPD than there have been of 
patients with BPD who do and do not 
have bipolar disorder. The research-

ers also noticed that amongst patients 
with bipolar disorder, those with co-
morbid BPD reported more mood 
episodes, an earlier age of onset of 
bipolar disorder, greater suicidality, 
greater hostility, and a higher preva-
lence of substance abuse. Of note, 
they found little research that exam-
ined treatment response, psychoso-
cial functioning, time unemployed, 
disability payments, or prospectively 
observed longitudinal course.

The MIDAS project
It has been my clinical experience that 
patients with both bipolar disorder 
and BPD (hereafter referred to as bor-
derpolar) are a group at elevated risk 
for suicide and marked impairment; 
they also are high utilizers of the most 
costly levels of care. My colleagues 
and I recently examined this issue in 
the Rhode Island Methods to Improve 
Diagnostic Assessment and Services 
(MIDAS) project. We compared psy-
chiatric outpatients with borderpolar 
to patients with BPD without bipolar 
disorder and patients with bipolar dis-
order without BPD. We hypothesized 
that the borderpolar patients would 
exhibit significantly more psychoso-
cial morbidity than patients with only 
one of these disorders.

The Rhode Island MIDAS project 
represents an integration of research 
methodology into a community-
based outpatient practice affiliated 
with an academic medical center.5 
Psychiatric outpatients presenting for 
treatment were evaluated with semi-
structured interviews. We compared 
the demographic, family history, and 
clinical characteristics of three non-
overlapping groups of patients: bor-
derpolar (n = 59), BPD without bipo-
lar disorder (n = 330), and bipolar 
disorder without BPD (n = 128).

The results showed that signifi-
cantly more patients with borderpo-
lar had diagnoses of three or more 
Axis I disorders than patients with 
bipolar disorder. Borderpolar pa-
tients also reported significantly 
more PTSD, obsessive-compulsive 
disorder (OCD), substance use disor-
der, and somatoform disorder com-
pared with the patients with bipolar 
disorder. Similarly, patients with bor-
derpolar reported significantly more 
OCD than patients with BPD.

In terms of risk factors, the 
MIDAS study found that borderpolar 
patients had the most psychopathol-
ogy in their first-degree relatives. 
Compared with patients with bipolar 
disorder, the morbid risk for depres-
sion, bipolar disorder, PTSD, specif-
ic phobia, drug and alcohol use disor-
ders was significantly higher in the 
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Borderpolar: Patients with 
Borderline Personality Disorder 
and Bipolar Disorder 

CONFERENCE REPORTER

A colleague approached me and said that she was 
referring a patient to the partial hospital program 
who had borderpolar. Having not previously heard 
this term, clarification was sought, and it was 
explained that the patient had both borderline 
personality disorder and bipolar disorder. My 
colleague further explained that this term is 
frequently used in the psychiatrist chat room she 
visits as a shorthand for patients with both disorders 
who are severely ill and have high levels of 
psychosocial morbidity. A Pubmed search on the term 
borderpolar did not turn up any citations.

» Mark Zimmerman, MD
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Table 4: Adverse Reactions in ≥2% of ABILIFY MAINTENA-Treated Adult Patients with Schizophrenia in a 12-Week 
Double-Blind, Placebo-Controlled Trial a

Percentage of Patients Reporting Reactiona

System Organ Class ABILIFY MAINTENA Placebo

 Preferred Term (n=167) (n=172)

Gastrointestinal Disorders

Constipation 10 7

Dry Mouth 4 2

Diarrhea 3 2

Vomiting 3 1

Abdominal Discomfort 2 1

General Disorders and Administration Site Conditions

Injection Site Pain 5 1

Infections and Infestations

Upper Respiratory Tract Infection 4 2

Investigations

Increased Weight 17 7

Decreased Weight 4 2

Musculoskeletal and Connective Tissue Disorders

Arthralgia 4 1

Back Pain 4 2

Myalgia 4 2

Musculoskeletal Pain 3 1

Nervous System Disorders

Akathisia 11 4

Sedation 5 1

Dizziness 4 2

Tremor 3 1
Respiratory, Thoracic and Mediastinal

Nasal Congestion 2 1
a This table does not include adverse reactions which had an incidence equal to or less than placebo.

Other Adverse Reactions Observed During the Clinical Trial Evaluation of ABILIFY MAINTENA: The following listing does not 
include reactions: 1) already listed in previous tables or elsewhere in labeling, 2) for which a drug cause was remote, 3) which 
were so general as to be uninformative, 4) which were not considered to have significant clinical implications, or 5) which 
occurred at a rate equal to or less than placebo.
Reactions are categorized by body system according to the following definitions: frequent adverse reactions are those occurring 
in at least 1/100 patients; infrequent adverse reactions are those occurring in 1/100 to 1/1000 patients; rare reactions are those 
occurring in fewer than 1/1000 patients:
Blood and Lymphatic System Disorders: rare - thrombocytopenia
Cardiac Disorders: infrequent - tachycardia; rare - bradycardia, sinus tachycardia
Endocrine Disorders: rare - hypoprolactinemia
Eye Disorders: infrequent - vision blurred, oculogyric crisis
Gastrointestinal Disorders: infrequent - abdominal pain upper, dyspepsia, nausea; rare - swollen tongue
General Disorders and Administration Site Conditions: frequent - fatigue, injection site reactions (including erythema, induration, 
pruritus, injection site reaction, swelling, rash, inflammation, hemorrhage); infrequent - chest discomfort, gait disturbance; 
rare - irritability, pyrexia
Hepatobiliary Disorders: rare - drug induced liver injury
Immune System Disorders: rare - drug hypersensitivity
Infections and Infestations: rare - nasopharyngitis
Investigations: infrequent - blood creatine phosphokinase increased, blood pressure decreased, hepatic enzyme increased, liver 
function test abnormal, electrocardiogram QT-prolonged; rare - blood triglycerides decreased, blood cholesterol decreased, 
electrocardiogram T-wave abnormal
Metabolism and Nutrition Disorders: infrequent - decreased appetite, obesity, hyperinsulinemia
Musculoskeletal and Connective Tissue Disorders: infrequent - joint stiffness, muscle twitching, trismus; rare - rhabdomyolysis
Nervous System Disorders: infrequent - extrapyramidal disorder, hypersomnia, lethargy; rare - bradykinesia, convulsion, 
dysgeusia, memory impairment, oromandibular dystonia
Psychiatric Disorders: frequent - anxiety, insomnia, restlessness; infrequent - agitation, bruxism, psychotic disorder, suicidal 
ideation; rare - aggression, hypersexuality, panic attack
Renal and Urinary Disorders: rare - glycosuria, pollakiuria, urinary incontinence
Reproductive System and Breast Disorders: infrequent - ejaculation delayed
Vascular Disorders: infrequent - hypertension

Demographic Differences: An examination of population subgroups was performed across demographic subgroup categories 
for adverse reactions experienced by at least 5% of ABILIFY MAINTENA subjects at least twice the rate of placebo (i.e., increased 
weight, akathisia, injection site pain, and sedation) in the double-blind placebo-controlled trial. This analysis did not reveal 
evidence of differences in safety differential adverse reaction incidence on the basis of age, gender, or race alone; however, there 
were few subjects ≥65 years of age.

Injection Site Reactions of ABILIFY MAINTENA: In the data from the short-term, double-blind, placebo-controlled trial with 
ABILIFY MAINTENA in patients with schizophrenia, the percent of patients reporting any injection site-related adverse reaction 
(all reported as injection site pain) was 5.4% for patients treated with gluteal administered ABILIFY MAINTENA and 0.6% for 
placebo. The mean intensity of injection pain reported by subjects using a visual analog scale (0=no pain to 100=unbearably 
painful) approximately one hour after injection was 7.1 (SD 14.5) for the first injection and 4.8 (SD 12.4) at the last visit in the 
double-blind, placebo-controlled phase.

In an open-label study comparing bioavailability of ABILIFY MAINTENA administered in the deltoid or gluteal muscle, injection 
site pain was observed in both groups at approximately equal rates.

Extrapyramidal Symptoms (EPS): In the short-term, placebo-controlled trial of ABILIFY MAINTENA in adults with schizophrenia, 
the incidence of reported EPS-related events, excluding events related to akathisia, for ABILIFY MAINTENA-treated patients was 
9.6% vs. 5.2% for placebo. The incidence of akathisia-related events for ABILIFY MAINTENA-treated patients was 11.5% vs. 
3.5% for placebo.

Dystonia: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible individuals 
during the first few days of treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes progressing to 
tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can 
occur at low doses, they occur more frequently and with greater severity with high potency and at higher doses of first generation 
antipsychotic drugs. An elevated risk of acute dystonia is observed in males and younger age groups. In the short-term, placebo-
controlled trial of ABILIFY MAINTENA in adults with schizophrenia, the incidence of dystonia was 1.8% for ABILIFY MAINTENA 
vs. 0.6% for placebo.

Neutropenia: In the short-term, placebo-controlled trial of ABILIFY MAINTENA in adults with schizophrenia, the incidence of 
neutropenia (absolute neutrophil count ≤1.5 thous/μL) for ABILIFY MAINTENA-treated patients was 5.7% vs. 2.1% for placebo. 
An absolute neutrophil count of <1 thous/μL (i.e. 0.95 thous/μL) was observed in only one patient on ABILIFY MAINTENA and 
resolved spontaneously without any associated adverse events.

Adverse Reactions Reported in Clinical Trials with Oral Aripiprazole: The following is a list of additional adverse reactions that 
have been reported in clinical trials with oral aripiprazole and not reported above for ABILIFY MAINTENA:

Cardiac Disorders: palpitations, cardiopulmonary failure, myocardial infarction, cardio-respiratory arrest, atrioventricular block, 
extrasystoles, angina pectoris, myocardial ischemia, atrial flutter, supraventricular tachycardia, ventricular tachycardia
Eye Disorders: photophobia, diplopia, eyelid edema, photopsia
Gastrointestinal Disorders: gastroesophageal reflux disease, swollen tongue, esophagitis, pancreatitis, stomach discomfort, 
toothache
General Disorders and Administration Site Conditions: asthenia, peripheral edema, chest pain, face edema, angioedema, 
hypothermia, pain
Hepatobiliary Disorders: hepatitis, jaundice
Immune System Disorders: hypersensitivity
Injury, Poisoning, and Procedural Complications: heat stroke
Investigations: blood prolactin increased, blood urea increased, blood creatinine increased, blood bilirubin increased, blood 
lactate dehydrogenase increased, glycosylated hemoglobin increased
Metabolism and Nutrition Disorders: anorexia, hyponatremia, hypoglycemia, polydipsia, diabetic ketoacidosis
Musculoskeletal and Connective Tissue Disorders: muscle rigidity, muscular weakness, muscle tightness, decreased mobility, 
rhabdomyolysis, musculoskeletal stiffness, pain in extremity, muscle spasms
Nervous System Disorders: coordination abnormal, speech disorder, hypokinesia, hypotonia, myoclonus, akinesia, bradykinesia, 
choreoathetosis
Psychiatric Disorders: loss of libido, suicide attempt, hostility, libido increased, anger, anorgasmia, delirium, intentional 
self-injury, completed suicide, tic, homicidal ideation, catatonia, sleep walking
Renal and Urinary Disorders: urinary retention, polyuria, nocturia
Reproductive System and Breast Disorders: menstruation irregular, erectile dysfunction, amenorrhea, breast pain, gynecomastia, 
priapism
Respiratory, Thoracic, and Mediastinal Disorders: nasal congestion, dyspnea, pharyngolaryngeal pain, cough
Skin and Subcutaneous Tissue Disorders: rash (including erythematous, exfoliative, generalized, macular, maculopapular, 
papular rash; acneiform, allergic, contact, exfoliative, seborrheic dermatitis, neurodermatitis, and drug eruption), hyperhidrosis, 
pruritus, photosensitivity reaction, alopecia, urticaria

Post-marketing Experience

The following adverse reactions have been identified during post-approval use of oral aripiprazole or ABILIFY MAINTENA. 
Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate 
their frequency or establish a causal relationship to drug exposure: occurrences of allergic reaction (anaphylactic reaction, 
angioedema, laryngospasm, pruritus/urticaria, or oropharyngeal spasm), pathological gambling, hiccups and blood glucose 
fluctuation.

DRUG INTERACTIONS: Drugs Having Clinically Important Interactions with ABILIFY MAINTENA

Table 5: Clinically Important Drug Interactions with ABILIFY MAINTENA:

Concomitant Drug Name or 
Drug Class

Clinical Rationale Clinical Recommendation

Strong CYP3A4 Inhibitors 
(e.g., ketoconazole) or 
strong CYP2D6 inhibitors 
(e.g., paroxetine, fluoxetine) 

The concomitant use of oral aripiprazole 
with strong CYP3A4 or CYP2D6 inhibitors 
increased the exposure of aripiprazole.

With concomitant use of ABILIFY MAINTENA 
with a strong CYP3A4 inhibitor or CYP2D6 
inhibitor for more than 14 days, reduce the 
ABILIFY MAINTENA dosage.

Strong CYP3A4
Inducers (e.g.,
carbamazepine)

The concomitant use of oral aripiprazole and 
carbamazepine decreased the exposure of 
aripiprazole.

Avoid use of ABILIFY MAINTENA in 
combination with carbamazepine and other 
inducers of CYP3A4 for greater than 14 days.

Antihypertensive Drugs
Due to its alpha adrenergic antagonism, 
aripiprazole has the potential to enhance the 
effect of certain antihypertensive agents.

Monitor blood pressure and adjust dose 
accordingly.

Benzodiazepines
(e.g., lorazepam)

The intensity of sedation was greater with the 
combination of oral aripiprazole and lorazepam 
as compared to that observed with aripiprazole 
alone. The orthostatic hypotension observed 
was greater with the combination as compared 
to that observed with lorazepam alone.

Monitor sedation and blood pressure. Adjust 
dose accordingly.

Drugs Having No Clinically Important Interactions with ABILIFY MAINTENA: Based on pharmacokinetic studies with oral 
aripiprazole, no dosage adjustment of ABILIFY MAINTENA is required when administered concomitantly with famotidine, 
valproate, lithium, lorazepam.

In addition, no dosage adjustment is necessary for substrates of CYP2D6 (e.g., dextromethorphan, fluoxetine, paroxetine, 
or venlafaxine), CYP2C9 (e.g., warfarin), CYP2C19 (e.g., omeprazole, warfarin), or CYP3A4 (e.g., dextromethorphan) when 
co-administered with ABILIFY MAINTENA. Additionally, no dosage adjustment is necessary for valproate, lithium, lamotrigine, 
lorazepam, or sertraline when co-administered with ABILIFY MAINTENA.

USE IN SPECIFIC POPULATIONS: Pregnancy: Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to ABILIFY during pregnancy. 
For more information contact the National Pregnancy Registry for Atypical Antipsychotics at 1-866-961-2388 or visit                        
http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/.

Risk Summary: Neonates exposed to antipsychotic drugs, including ABILIFY MAINTENA, during the third trimester of 
pregnancy are at risk for extrapyramidal and/or withdrawal symptoms. There are insufficient data with ABILIFY MAINTENA 
use in pregnant women to inform a drug-associated risk. Consider the benefits and risks of ABILIFY MAINTENA and possible 
risks to the fetus when prescribing ABILIFY MAINTENA to a pregnant woman. Advise pregnant women of potential fetal risk.

The background risk of major birth defects and miscarriage for the indicated population are unknown. In the U.S. general 
population, the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% 
and 15-20%, respectively.

Clinical Considerations: Fetal/Neonatal Adverse Reactions: Extrapyramidal and/or withdrawal symptoms, including agitation, 
hypertonia, hypotonia, tremor, somnolence, respiratory distress and feeding disorder have been reported in neonates who 
were exposed to antipsychotic drugs (including oral aripiprazole) during the third trimester of pregnancy. These symptoms 
have varied in severity. Some neonates recovered within hours or days without specific treatment; others required prolonged 
hospitalization. Monitor neonates exhibiting extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately.

Lactation: Risk Summary: Aripiprazole is present in human breast milk; however, there are insufficient data to assess the 
amount in human milk, the effects on the breastfed infant, or the effects on milk production. The development and health benefits 
of breastfeeding should be considered along with the mother’s clinical need for ABILIFY MAINTENA and any potential adverse 
effects on the breastfed infant from ABILIFY MAINTENA or from the underlying maternal condition.

Pediatric Use: ABILIFY MAINTENA has not been studied in children 18 years of age or younger. 

Geriatric Use: Clinical studies of oral aripiprazole did not include sufficient numbers of subjects aged 65 years and over to 
determine whether they respond differently from younger subjects. Other reported clinical experience and pharmacokinetic data 
have not identified differences in responses between the elderly and younger patients. In general, dose selection for an elderly 
patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased 
hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

In single-dose and multiple-dose pharmacokinetic studies, there was no detectable age effect in the population pharmacokinetic 
analysis of oral aripiprazole in schizophrenia patients. No dosage adjustments are recommended based on age alone. 
ABILIFY MAINTENA is not approved for the treatment of patients with dementia-related psychosis.

CYP2D6 Poor Metabolizers: Dosage adjustment is recommended in known CYP2D6 poor metabolizers due to high aripiprazole 
concentrations. Approximately 8% of Caucasians and 3–8% of Black/African Americans cannot metabolize CYP2D6 substrates 
and are classified as poor metabolizers (PM).

Hepatic and Renal Impairment: No dosage adjustment for ABILIFY MAINTENA is required on the basis of a patient’s hepatic 
function (mild to severe hepatic impairment, Child-Pugh score between 5 and 15), or renal function (mild to severe renal 
impairment, glomerular filtration rate between 15 and 90 mL/minute).

Other Speci�c Populations: No dosage adjustment for ABILIFY MAINTENA is required on the basis of a patient’s sex, race, or 
smoking status.

OVERDOSAGE: Human Experience: The largest known case of acute ingestion with a known outcome involved  
1260 mg of oral aripiprazole (42 times the maximum recommended daily dose) in a patient who fully recovered.

Common adverse reactions (reported in at least 5% of all overdose cases) reported with oral aripiprazole overdosage (alone 
or in combination with other substances) include vomiting, somnolence, and tremor. Other clinically important signs and 
symptoms observed in one or more patients with aripiprazole overdoses (alone or with other substances) include acidosis, 
aggression, aspartate aminotransferase increased, atrial fibrillation, bradycardia, coma, confusional state, convulsion, blood 
creatine phosphokinase increased, depressed level of consciousness, hypertension, hypokalemia, hypotension, lethargy, loss 
of consciousness, QRS complex prolonged, QT prolonged, pneumonia aspiration, respiratory arrest, status epilepticus, and 
tachycardia.

Management of Overdosage: In case of overdosage, call the Poison Control Center immediately at 1-800-222-1222.

To report SUSPECTED ADVERSE REACTIONS, contact Otsuka America Pharmaceutical, Inc. at 1-800-438-9927 or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.

For more information, go to www.abilifymaintenahcp.com or call 1-800-441-6763.

Distributed and marketed by: Otsuka America Pharmaceutical, Inc., Rockville, MD 20850 USA

Marketed by: Lundbeck, Deerfield, IL 60015 USA

ABILIFY MAINTENA is a registered trademark of Otsuka Pharmaceutical Company.

© 2017, Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan                                     09US17IBR0022                            07/2017
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borderpolar patients. Compared with 
patients with BPD, borderpolar pa-
tients had significantly higher mor-
bid risks for bipolar disorder, PTSD, 
and drug and alcohol use disorder.

 Furthermore, psychosocial mor-
bidity was greatest in the borderpolar 
patients. Compared with bipolar disor-
der patients, the borderpolar patients 
reported more episodes of depression, 
more anger, suicidal ideation, history 
of suicide attempts, childhood trauma, 
chronic and persistent unemployment, 
impaired social functioning, and psy-
chiatric hospitalizations. These patients 
were also more likely to receive dis-
ability payments and they exhibited 
significantly more psychosocial mor-
bidity than the patients with BPD. The 
borderpolar patients reported more 
episodes of depression, childhood trau-
ma, chronic and persistent unemploy-
ment, history of suicide attempts, and 
psychiatric hospitalizations.

The results from the MIDAS proj-
ect indicate that patients with both bi-
polar disorder and BPD are more se-
verely ill than patients with only one 
of these disorders. While clinicians 
might seek diagnostic parsimony and 
diagnose only one disorder, it is im-
portant that they not overlook the po-
tential presence of the other disorder.

Looking forward
During the past decade, significant 
effort has been put forth to improve 
the recognition of bipolar disorder in 
depressed patients. Several screening 
scales for bipolar disorder have been 
developed, and they have been exten-
sively researched.  Similarly, peer 
reviewed journals have published re-
view articles and commentaries 
about the importance of recognizing 
bipolar disorder in patients present-
ing for treatment of depression. 
Much less has been written about the 
importance of improving the recog-
nition of BPD. Just as it is important 
for clinicians to include questions to 
screen for a history of manic or hypo-
manic episodes in their evaluation of 
depressed patients, it is important to 
screen for the presence of BPD in pa-
tients with mood disorders.6

To date, practically no research 
has examined potential treatments 
for patients with both diagnoses. 
There are only a small number of 
open-label trials of medication, one 
controlled medication trial, and no 
controlled psychotherapy trials of pa-
tients with both disorders.7

While the literature has clearly 
demonstrated that bipolar disorder 
and BPD are distinct disorders, the 

importance of diagnosing both disor-
ders when comorbid has gotten lost 
in the dialogue. It is our hope that by 
giving this group of severely ill pa-
tients a unique name—borderpolar—
the recognition of this comorbidity 
will increase. And, as such, there will 
be increased efforts to identify the 
most effective treatment approaches.

Concluding thoughts
The ongoing debate as to whether 
BPD belongs on the bipolar spec-
trum, which has generated a robust 
empirical data base establishing that 
these are distinct diagnostic entities, 
has sidetracked researchers and clini-
cians from recognizing the impor-
tance of diagnosing both disorders 
when both are present. Patients with 
comorbid bipolar disorder and BPD 
(ie, borderpolar) represent a group 
with severe psychosocial morbidity 
who are often unemployed, suicidal, 
and utilize more costly forms of 
health care services. Efforts to iden-
tify effective approaches towards 
treating these patients have been 
minimal and are needed.

Dr Zimmerman is Professor of 
Psychiatry and Human Behavior at 
The Warren Alpert Medical School of 

Brown University and Director, Partial 
Hospital Program and Adult 
Outpatient Psychiatry at Lifespan. He 
presented “Borderpolar: Diagnosis 
and Treatment of Patients With 
Bipolar Disorder and Borderline 
Personality Disorder”at the 2019 Psych 
Congress in San Diego, CA.
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SEX AND SEXUALITY

» Brian Holoyda, MD, MPH, MBA

F rom diagnosis to treatment, 
paraphilias and paraphilic dis-
orders present unique challeng-

es for the general psychiatrist. Indi-
viduals with paraphilic disorders 
typically do not present in a general 
outpatient setting for management of 
sexual thoughts and behaviors. Once 
an individual discloses thoughts, 
feelings, or behaviors concerning for 
a paraphilic disorder, the psychiatrist 
must identify the range and extent of 
atypical sexual interests and stratify 
the individual’s risk in order to deter-
mine appropriate treatment options.

If the treatment is accepted, the 
patient must undergo detailed in-
formed consent due to the potential 
adverse effects of the medications 
used to address problematic sexual 
behaviors. It is therefore crucial that 
the general psychiatrist understand 
the basics of diagnosis and treatment 
for paraphilic disorders.

Definitions
The publication of DSM-5 marked 
the first time that the authors of the 
manual defined a category of para-
philic disorders as distinct from para-
philias. The text defines a paraphilia 
as “any intense and persistent sexual 
interest other than sexual interest in 
genital stimulation or preparatory 
fondling with phenotypically nor-
mal, physically mature, consenting 
human partners.”

The Sexual and Gender Identity 
Disorders Work Group, responsible 
for the paraphilic disorders chapter, 
differentiated between paraphilias 
and paraphilic disorders “sought to 
draw a line between atypical human 
behavior and behavior that causes 
mental distress to a person or makes 
the person a serious threat to the psy-
chological and physical well-being 
of other individuals.”1 A paraphilic 
disorder, then, is a paraphilia “that is 
currently causing distress or impair-
ment to the individual or a paraphilia 
whose satisfaction has entailed per-
sonal harm, or risk of harm, to oth-
ers.”

DSM-5 delineates criteria for 
eight specified paraphilic disorders. 
Table 1 lists these paraphilic disor-
ders and the associated atypical sex-

ual interest. In order to make a diag-
nosis of a paraphilic disorder, an 
individual must have a history of re-
current and intense sexual arousal to 
the atypical focus lasting at least 6 
months that manifests as sexual fan-
tasies, urges, or behaviors. This 
means that an individual who engag-
es in atypical sexual behaviors, for 
instance while intoxicated, but lacks 
the requisite duration and intensity of 
arousal, does not have a paraphilia or 
paraphilic disorder.2 DSM-5 also 
provides diagnoses of other specified 
paraphilic disorder or unspecified 
paraphilic disorder for clinicians who 
see patients who present with atypi-
cal sexual interests that do not meet 
the criteria for one of the specified 
disorders.

Diagnostic considerations
Individuals with atypical sexual in-
terests or problematic sexual behav-
iors rarely present to the general psy-
chiatrist for evaluation and treatment. 
Stigma or fear of embarrassment 
may deter some individuals, whereas 
legitimate concerns regarding the le-
gal consequences of disclosure of 
sexual fantasies or behaviors to a 
mandated reporter may prevent oth-
ers. These individuals may not be 
aware of treatment options for prob-
lematic sexual behaviors, or their 
sexual thoughts and behaviors may 
be ego-syntonic, so they do not see a 
need to change. Occasionally a pa-
tient may reveal atypical sexual inter-
ests in the context of a long-term re-
lationship with a provider, for 
example during psychodynamic psy-
chotherapy.

Psychiatrists practicing psycho-
therapy commonly learn about pa-
tients’ sexual fantasies and behav-
iors, which may be typical or 

atypical. In such cases it may be im-
portant for the psychiatrist to deter-
mine if a patient’s sexual interest is 
evidence of a paraphilia, paraphilic 
disorder, another psychiatric disor-
der, or something more benign, such 
as sexual experimentation. It is also 
necessary to assess if the sexual in-
terest causes the individual any im-
pairment, emotional distress, or risk 
of harm and if it requires any inter-
vention.

Even when patients voluntarily 
present for psychiatric care related to 
atypical sexual interests, concerns 
about stigma, shame, and embarrass-
ment may prevent them from fully 
sharing their sexual history and the 
breadth and extent of the sexual be-
havior, which can make diagnosis 
and treatment problematic. Early re-
search on paraphilic interests demon-
strated that most individuals with 
paraphilic interests have more than 

one atypical sexual interest and many 
have more than five, a phenomenon 
referred to as “cross-over.”3

Furthermore, an incomplete un-
derstanding of the breadth of a pa-
tient’s atypical sexual interests pre-
cludes effective treatment planning. 
Table 2 lists strategies to overcome 
patients’ hesitancy to describe their 
history of sexual behaviors. One 
method to improve a patient’s com-
fort with disclosure is to provide a 
detailed self-report questionnaire pri-
or to the initial psychosexual evalua-
tion. Patients may find it easier to 
complete such an assessment in the 
privacy of their own home, rather 
than in a physician’s office. The clin-
ical interview can then focus on spe-
cific areas in which the patient has 
responded affirmatively to the ques-
tionnaire.4

As is often the case, collateral 
sources of information may also be 
helpful. Prior relationship and/or sex-
ual partners may be able to elaborate 
on a patient’s sexual behaviors. Col-
lateral documentation sources in-
cluding prior treatment records and 
police reports may also be useful. 
Police reports can document sexual 
offending behaviors associated with 
a patient’s paraphilic interest and 
may signal a greater need for treat-
ment.

Specific tests are not needed to 
make a diagnosis of a paraphilic dis-
order. When there is concern for in-
accurate reporting of fantasies and 

Paraphilias  
From Diagnosis to Treatment

Table 1. DSM-5 specified paraphilic disorders

Disorder Atypical sexual interest

Voyeuristic disorder Observing an unsuspecting person who is 
naked, disrobing, or engaging in sexual 
activity

Exhibitionistic disorder Exposure of one’s genitals to an 
unsuspecting person

Frotteuristic disorder Touching or rubbing against a 
nonconsenting person

Sexual masochism 
disorder

Being humiliated, beaten, bound, or 
otherwise made to suffer

Sexual sadism 
disorder

Physical or psychological suffering of 
another person

Pedophilic disorder Prepubescent children

Fetishistic disorder Nonliving objects or nongenital body parts

Transvestic disorder Cross-dressing

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
Paraphilias are defined by the presence of atypical sexual interests and 
may be considered disordered if they are distressing to the individual or 
harmful to oneself or others. Treatment options are limited and must 
include a thorough informed consent procedure.

 ◗ DSM-5 distinguishes between paraphilias and paraphilic disorders.

 ◗ Recommended biological treatment options include SSRIs and antiandrogen 

medications.

 ◗ Treatment should be more aggressive based on the risk posed by the individual.
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arousal patterns, however, psycho-
physiologic assessments may assist 
to clarify whether a paraphilic inter-
est is present.5 Visual reaction time 
(VRT) and penile plethysmography 
(PPG) are two types of psychophysi-
ologic assessment. They are typically 
available only in forensic contexts or 
specialized sexual disorders clinics.

VRT describes the relative amount 
of time that an individual observes an 
image. People typically spend more 
time looking at images that are sexu-
ally appealing to them. Computer 
programs can assess VRT by display-
ing images of male and female adults 
and children on a computer screen 
and having a patient click through the 
images and rate his self-reported in-
terest in them. Increased VRT for pre-
pubescent images may signal the 
presence of a pedophilic interest. 
PPG, on the other hand, measures the 
change in penile circumference or 
volume in response to potentially 
arousing auditory or visual stimuli. 
PPG is also used to assess for pedo-
philic interest, but it can also be used 
to identify the presence of sexual re-
sponse to other stimuli, such as sadis-
tic themes, animals, etc.

Treatment options and risk 
stratification
There are limited treatment options 
for paraphilic disorders. Although not 
all individuals with paraphilic disor-
ders are sexual offenders, much of the 
literature used to guide treatment in 
patients with paraphilic disorders de-
rives from studies of sexual offenders. 
Sexual offender treatment programs 
typically utilize various forms of psy-
chotherapy, though there is little evi-
dence that such approaches are helpful 
at reducing recidivism. A 2012 Co-
chrane review failed to demonstrate a 
reduction in sexual offense recidivism 
from psychological interventions in 

sexual offenders.6 Similarly, a recent 
large-scale study of a sexual offender 
therapy-based intervention delivered 
to over 15 thousand prisoners in the 
UK found that treated men had an in-
creased risk of recidivism compared to 
untreated men.7

Mild paraphilias and sub-diagnos-
tic atypical sexual interests and fanta-
sies may be managed with psycho-
therapies such as cognitive-behavioral 
therapy. For paraphilic disorders, 
however, medications should be a 
mainstay of treatment. Table 3 sum-
marizes the different classes of medi-
cations used to treat paraphilic disor-
ders, as well as their mechanisms of 
action and beneficial effects on para-
philic disorders. SSRIs frequently 
cause sexual dysfunction in patients 
treated for other conditions such as 
depression and anxiety. Such impair-
ment may be desirable in patients with 
paraphilic disorders, so SSRIs can be 
used to induce dysfunction in libido, 
arousal, and orgasm.

Antiandrogen medications, in-
cluding synthetic steroidal analogs 
like medroxyprogesterone acetate 
and gonadotropin releasing hormone 
analogs like leuprorelin, reduce tes-
tosterone levels by different mecha-
nisms with the goal of decreasing sex 
drive and eliminating paraphilic fan-
tasies and urges. They have the added 
benefit of injectable, long-acting for-
mulations that can improve patient 
adherence to the treatment regimen.

Data regarding the effectiveness of 

these treatments are limited. Studies 
tend to have small sample sizes com-
posed primarily of sexual offenders, 
only some of whom have paraphilic 
disorders. In addition, the primary 
endpoint for most studies is sexual of-
fense recidivism, as opposed to sub-
jective improvement in paraphilic 
symptoms and related distress. A 2015 
Cochrane review of pharmacologic 
interventions for individuals have who 
sexually offended or are at risk of of-
fending evaluated the evidence for 
each medication category.8 The re-
searchers did not identify any studies 
that used SSRIs or gonadotropin re-
leasing hormone (GnRH) analogs; 
only six studies that used synthetic 
steroidal analogs were found. The 
overall evidence was found to be poor.

In their 2010 guidelines for the bi-
ological treatment of paraphilias, the 
World Federation of Societies of Bi-
ological Psychiatry (WFSBP) was 
able to provide recommendations on 
the three categories of medication 
with only level C evidence, or “mini-
mal research-based evidence to sup-
port the recommendation.”9 Despite 
the lack of evidence, the WFSBP 
published practical guidelines to as-
sist clinicians in making rational 
treatment decisions for paraphilic 
disorders.9 The guidelines indicate 
that treatment should be more rigor-
ous and based on the severity of or 
risk of harm posed by an individual’s 
paraphilia or paraphilic disorder.

 Table 4 briefly describes the lev-

els of treatment need and recom-
mended treatments per the WFSBP. 
Escalating severity of the paraphilic 
disorder and risk for violence indi-
cate the need for antiandrogen treat-
ment, including a combination of a 
GnRH analog and synthetic steroidal 
analog for the most severe cases. The 
general psychiatrist should exercise 
caution, however, as formulating es-
timates of sexual violence risk is out-
side the realm of general psychiatric 
and even most forensic psychiatric 
practice. If a clinician encounters a 
patient and has concern for sexual of-
fending due to a paraphilic disorder, 
consultation with or referral to a fo-
rensically trained sexual disorders 
specialist is warranted.

Informed consent
Informed consent is an essential ele-
ment of any clinical encounter, but it 
is particularly relevant to consider 
when working with patients with 
paraphilic disorders. Although dis-
cussing SSRIs and their associated 
risks with patients may be second na-
ture to practicing psychiatrists, an-
tiandrogen medications may be less 
familiar.

Psychiatrists treating patients with 
antiandrogen agents should be aware 
of the various adverse effects and ed-
ucate patients accordingly. Medroxy-
progesterone acetate, for example, 
commonly causes weight gain and 
headache and is also associated with 
the development of gallstones, 
thromboembolism, hot flashes, in-
somnia, and other distressing symp-
toms.2 GnRH analogs tend to be bet-
ter tolerated than the synthetic 
steroids, but can cause hot flashes, 
headache, and nausea.

Another relevant issue in provid-
ing informed consent to a patient 
with a paraphilia or paraphilic disor-
der is mandated reporting. Clinicians 

Table 3. Medication treatments for paraphilic disorders

Medication class Mechanism of action Effect on paraphilic disorder

SSRIs (eg, fluoxetine, sertraline) Inhibition of serotonin reuptake via SERT; 
enhanced activation of 5HT2 receptor

Impaired libido, arousal, and orgasm; reduction 
in obsessive paraphilic fantasies and urges and 
compulsive paraphilic sexual behaviors; 
management of comorbid anxiety and 
depressive symptoms/disorders

Synthetic steroidal analogs (eg, MPA) Increased hepatic catabolism of testosterone; 
suppression of hypothalamic-pituitary-gonadal 
axis; increased testosterone protein binding; 
decreased cellular uptake of androgens

Suppression of sex drive; reduction of intensity 
and frequency of sexual urges

GnRH analogs (eg, leuprorelin) Suppression of physiologic, pulsatile release of 
luteinizing hormone (hormone responsible for 
stimulating testes to produce testosterone)

Reduction of paraphilic fantasies and behaviors

SERT, serotonin transporter; MPA, medroxyprogesterone acetate; GnRH, gonadotropin releasing hormone.

Table 2. Strategies for obtaining a complete sexual 
behavior history

•  Detailed, self-report questionnaire regarding patient’s history of 
sexual behaviors, completed prior to initial evaluation

•  Collateral source interview of prior relationship and/or sexual 
partners or family members

• Collateral documentation from police reports or prior treatment

(CONTINUED ON PAGE 23)
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L esbian, gay, bisexual, transgen-
der and/or queer (LGBTQ) in-
dividuals often face significant 

barriers when accessing mental 
health services. Barriers to care in-
clude discomfort or fear of disclosing 
LGBTQ identity because of real or 
perceived homophobia, biphobia, 
and/or transphobia, a patient’s own 
internalized homophobia, biphobia, 
and/or transphobia, and heterosexist 
and/or cisgenderist assumptions on 
intake forms and during health care 
encounters.1

Moreover, the historic and con-
tinued pathologization of LGBTQ 
identities by the medical/psychiatric 
community, including previous expe-
riences or stories of “corrective” or 
“reparative” therapies as well as the 
historical inclusion of homosexuality 
in DSM (removed in 1973) and the 
controversial continued inclusion of 
gender dysphoria in the DSM IV, 
may contribute to mistrust of mental 
health professionals on the part of in-
dividuals who identify as being part 
of sexual and/or gender minority 
groups.2

Dual alienation
The concept of “dual alienation” is 
the idea that individuals who belong 
to more than one marginalized group 
are doubly marginalized.3 Individu-
als with mental health issues who 
identify as LGBTQ belong to at least 
two traditionally marginalized 
groups. If they also happen to belong 
to other marginalized groups because 
of their race, ability, socioeconomic 
status, or any other factor, the mar-
ginalization they experience is cumu-
lative and much more complex.4

Increased risk
Moreover, individuals who identify 
as members of sexual and gender mi-
norities experience increased risk for 
some mental health issues. For exam-
ple, LGB-identified individuals have 
a 2 to 6 times higher lifetime risk of 

suicide and/or depression than the 
general  population.5 Among 
trans-identified individuals, the statis-
tics on suicidality are staggering, with 
77% of respondents in one Canadian 
study reporting that at some time in 
their lives they had seriously consid-
ered suicide and 43% reporting they 
had made at least one suicide at-
tempt.6 In a large study of people who 
identify as gender variant (6450 par-
ticipants), 41% reported attempting 
suicide at some point in their lives.7

 This increased risk for various 
mental health conditions in this pop-
ulation is mostly a result of discrimi-
nation, marginalization, and ho-
mophobia ,  b iphobia  and/or 
transphobia, rather than something 
inherent to having an LGBTQ identi-
ty. LGBTQ-identified individuals 
experience increased vulnerability to 
mental health issues due to a variety 
of factors, including bullying, vio-
lence, discrimination, heterosexism/
cisgenderism, homophobia, biphobia 
and/or transphobia, and potentially, 
the loss of support and rejection by 
friends and family.8 As an example of 
the potential detrimental effects of 
rejection by family, in a large study 
of LGB-identified youth, those who 
came from highly rejecting families 
were more than 8 times as likely to 
have attempted suicide than LGB 
peers who reported no or low levels 
of family rejection.9

Treatment approaches
While there are some unique mental 
health risks and concerns among 
LGBTQ-identified individuals, it 
should be emphasized that LGBTQ 
people also have many of the same 
concerns as the general population. 
Mental health clinicians should be 
mindful of taking a holistic, pa-
tient-centered approach by treating 
each patient as a whole, unique indi-
vidual, rather than a collection of 
risk factors.

 Another important issue to re-
member is that while LGBTQ popu-
lations are often combined as a single 
entity for research and/or clinical 
purposes, each of these identities rep-
resents a distinct population with 
their own specific health needs. The 
experiences of LGBTQ individuals 
are not uniform and are shaped by 
intersectional identities and factors 
such as race, ethnicity, socioeconom-
ic status, geographical location, dis-
ability, religion, and age.4

Education and training
In most health care education pro-
grams, there is a lack of training on 
LGBTQ-related issues. In a study of 
over 150 medical schools in North 
America, the median number of 
hours of education dedicated to 
LGBTQ-related issues was only 5 
hours and more than half of all med-
ical schools reported zero hours of 
clinical training in LGBT health.10

This lack of education on LGBTQ-re-
lated issues has a negative effect on 
patient care for this population and 
contributes to the barriers faced by 
LGBTQ individuals in accessing 
high quality, culturally safe, and ap-
propriate mental health care.

Some clinicians adopt a neutral 
position on the issue of patients’ sex-
ual orientation and gender identity, 
believing that these issues do not or 
should not affect their treatment in 
any way. However, neutrality can 
equate to dismissiveness in that this 
stance does not take into account an 
important part of a person’s identity 
and life experiences (ie, does not in-
corporate an understanding of ho-
mophobia, biphobia and/or transpho-
bia as well as other experiences of 
marginalization).4

Access and quality of care
To improve access to and quality of 
mental health care for individuals 
who identify as LGBTQ, it is import-
ant for clinicians to become allies to 
this marginalized community. Table 
1 describes some tips on how to sup-
port LGBTQ communities. Creating 
a positive space in health care set-
tings requires more than simply plac-
ing a rainbow sticker on the clinic 
office door; it requires multiple lay-
ers of action that demonstrate to 
LGBTQ patients that their identity 
and concerns are important and nor-
malized as part of the diversity that 

LGBTQ Mental Health: What  
Every Clinician Needs to Know

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
This article highlights key concepts that every mental health clinician 

should be aware of when working with individuals who identify as LGBTQ:

 ◗ An overview of mental health disparities affecting LGBTQ-identified people

 ◗ A brief review of terminology related to LGBTQ identities

 ◗ Resources for becoming an ally and creating LGBTQ-positive health care spaces

Table 1. How to be an ally

•  Reflect on your own reactions and feelings

•  Examine your own language use

•  Speak up when you see discrimination, insensitivity, and gaps in 
knowledge action

•  Advocate for policy changes that are LGBTQ-affirmative

•  Include gender identity, gender expression and sexual orientation 
in a zero-tolerance discrimination policy at your organization

• Come out as an ally!

Table 2. Suggestions for creating a positive space of 
safety and acceptance

• Use inclusive language in interviews and intake forms

•  Reflect back the language used by your patient, including using 
preferred name and pronouns

•  Do not make any assumptions about patient’s sexual orientation 
or gender identity

•  Display posters, pamphlets and/or signs that are inclusive of 
LGBTQ people and issues

• Offer gender-inclusive bathrooms

•  Post a non-discrimination policy that includes sexual orientation, 
gender identity, and gender expression

• Accept and celebrate diversity
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exists within all patient populations.
 Table 2 offers suggestions on 

how to create an LGBTQ-positive 
space in health care settings. There 
are many resources available for 
mental health clinicians to educate 
themselves about LGBTQ-related is-
sues. A variety of useful online re-
sources related to LGBTQ health are 
provided in Table 3.
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Ally: A person who supports and advocates for members of a commu-
nity other than his or her own, reaching across differences to achieve 
mutual goals.

Bisexual: A person who is attracted to and may form emotional, ro-
mantic, and/or sexual relationships with both men and women, al-
though not usually equally or simultaneously.

Cisgender: A person who conforms to gender and/or sex-based ex-
pectations of society (also referred to as gender normative).

Cisgenderism: Assuming that every person is cisgender, therefore 
marginalizing people who identify as transgender. Believing cisgender 
people are superior, holding people to traditional expectations based on 
gender, and/or excluding people who do not conform to traditional gen-
der expectations.

Disorders/differences of sex development (DSD): Congeni-
tal conditions in which development of chromosomal, gonadal, or ana-
tomic sexual organs are atypical.

Gay: A person whose primary sexual orientation is to members of the 
same sex. Gay can refer to men and women, although many women 
prefer the term lesbian.

Gender-confirming surgeries: Surgical procedures by which a 
person’s physical appearance and function of existing sexual characteris-
tics are altered to resemble that of the sex to which they are transitioning.

Gender expression: The way in which a person expresses gender 
identity through clothing, behavior, posture, mannerisms, patterns of 
speech, activities, and more.

Gender identity: Internal and psychological sense of oneself as 
male, female, both, or neither.

Gender nonconforming: A person who does not conform to soci-
ety’s expectations of gender expression based on the gender binary or 
expectations of masculinity and femininity.

Heterosexual: A primary sexual orientation towards members of the 
other sex (also referred to as straight).

Heterosexism: The assumption that everyone is or should be hetero-
sexual and that heterosexuality is inherently superior to and preferable 
to all other sexual orientations.

Heterosexual privilege: Benefits derived automatically by being 
(or being perceived as) heterosexual that are denied to people who 
identify as having non-heterosexual orientations.

Homosexual: A primary sexual orientation towards members of the 
same sex or gender. As this term is historically associated with a medi-
cal model of homosexuality, most people prefer to self-identify as gay, 
lesbian, or queer.

Glossary of LGBTQ-Related Terms
Homophobia: The irrational fear or hatred of, aversion to, and dis-
crimination against people who identify as gay, lesbian, or queer.

Internalized homophobia: The experience of guilt, shame or 
self-hatred in reaction to one’s feelings of attraction for a person of the 
same sex or gender as a result of societal homophobia and heterosexism.

Intersex: A condition in which sex-related chromosomes, gonads, or 
anatomy do not develop in a way that is typically male or female. Inter-
sex is an umbrella term that includes many different conditions (ie, dis-
orders and/or differences of sex development).

Lesbian: A woman whose primary sexual orientation is to other women.

Non-binary: A spectrum of gender identities that are not exclusively 
masculine or feminine. Non-binary people may identify as being 
multi-gender, having no gender, moving between genders, or having a 
fluctuating/fluid gender identity, being third gender or other-gender 
(genderqueer is an earlier term with a similar meaning to non-binary).

Queer: In contemporary usage, queer is an inclusive, unifying, 
socio-political and self-affirming umbrella term encompassing a broad 
range of sexual and gender expression, including people who identify as 
gay, lesbian, bisexual, transgender, intersex, genderqueer or any other 
non-heterosexual sexuality or nonconforming gender identity. Queer is 
a reclaimed term, which was previously seen as derogatory, but many 
people (though not all people) within the LGBTQ community are com-
fortable using this term to describe themselves.

Questioning: A self-identification sometimes used by people who are 
exploring their sexual orientation and/or gender identity.

Sexual orientation: An inherent or immutable enduring emotional, 
romantic, or sexual attraction to people of the same gender, different 
gender, or more than one gender.

Transgender or trans: Someone whose gender identity or expres-
sion differs from conventional expectations of masculinity or femininity. 
Often used as an umbrella term that includes people who identify as 
cross-dressers, transsexuals, two-spirit, intersex, and genderqueer.

Transition: A complicated, multi-step process that can take years as 
transgender people align their anatomy and/or their gender expression 
with their gender identity.

Transphobia: Irrational fear or hatred of, aversion to, and discrimina-
tion against people who identify as transgender.

Two-spirit: A term used by some North American indigenous cultures 
to describe people in their communities whose nature is comprised of 
both male and female spirits. People who identify as two-spirit may also 
identify as gay, lesbian, bisexual, transgender, intersex, or have multiple 
gender identities.

Adapted from Veltman and Chaimowitz.5
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Table 3. Useful Online Resources Regarding LGBTQ Health

Health care professional organizations devoted to LGBTQ health
• World Professional Association for Transgender Health: http://www.wpath.org

• Gay and Lesbian Medical Association: http://www.glma.org

• Association of Gay and Lesbian Psychiatrists: https://www.aglp.org/

Standards of care for transgender individuals
•   World Professional Association for Transgender Health (WPATH) Standards of Care 

https://s3.amazonaws.com/amo_hub_content/Association140/files/Standards%20of%20Care%20
V7%20-%202011%20WPATH%20(2)(1).pdf

•   Sherbourne Health Centre Guidelines and Protocols 
http://sherbourne.on.ca/wp-content/uploads/2014/02/Guidelines-and-Protocols-for-Comprehensive-
Primary-Care-for-Trans-Clients-2015.pdf

•  TransCare BC: Primary Care Toolkit 
http://www.phsa.ca/transgender/Documents/Primary%20Care%20Toolkit.pdf

Suicide prevention in LGBTQ communities
• The Trevor Project : www.thetrevorproject.org

• It Gets Better Project: www.itgetsbetter.org

Other useful websites
• 2 Spirited People of the First Nations: www.2spirits.com

• Accord Alliance: www.accordalliance.org/

• The Fenway Institute: www.fenwayhealth.org

• LGBT Mental Health Curriculum: www.aglp.org/gap/

• TransPulse Project: www.transpulse.ca

• Queer Queering and Questioning Project: www.youtube.com/watch?v=IiL5-aMaQQ42 Spirited

Table 4. Brief overview of WFSBP paraphilia/paraphilic disorder treatment algorithm7

Level Description Recommendation

1 Paraphilias that do not affect conventional sexual activity Psychotherapy (eg, CBT)

2 Mild cases of hands-off paraphilic disorders with low risk of 
sexual violence

SSRI

3 Hands-on paraphilic disorders with fondling but without 
penetration; paraphilic sexual fantasies without sexual sadism

SSRI with low-dose antiandrogen

4 Moderate and high risk of sexual violence without sexual sadism Full dosage synthetic steroidal analog

5 High risk of sexual violence and severe paraphilic disorders Long-acting GnRH analog

6 Catastrophic cases GnRH analog with synthetic steroidal analog; may consider SSRI

WFSBP, World Federation of Societies of Biological Psychiatry.

should be aware of what specific be-
haviors or crimes require reporting in 
their jurisdiction, as they can vary 
state by state.10 For example, some 
states mandate reporting of the use of 
child pornography, whereas others do 
not. The limits of confidentiality 
should be fully discussed with pa-
tients prior to initiation of treatment.

Conclusion
Paraphilic disorders are rarely en-
countered in general psychiatric 
practice and pose numerous chal-
lenges for the treating clinician. Pa-
tients may be hesitant to seek or en-
gage in treatment for atypical sexual 
interests; there is limited evidence by 

which to guide treatment decisions 
and medication selection; and the use 
of hormone-altering agents can have 
severe adverse effects that require pa-
tient education and careful informed 
consent procedures prior to imple-
mentation.

For difficult or high-risk cases, 
consultation with or referral to a sexu-
al disorders specialist is essential. De-
spite these concerns, both patients and 
society at large can benefit from the 
effective management of paraphilic 
disorders. Treatment can curb pa-
tients’ unwanted, distressing sexual 
urges and fantasies and reduce the risk 
of harmful sexual behavior. Psychia-
trists should therefore be aware of this 
class of disorders, feel comfortable 
conducting a complete sexual behav-
iors history, and be able to discuss 

treatment options, even if the patient 
ultimately receives care elsewhere.
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Chair, Sexual Offenders Committee, 
American Academy of Psychiatry and 
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no conflicts of interest concerning the 
subject matter of this article.
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M any times, as psychiatrists, in 
a psychosocial assessment 
we inquire about an individ-

ual’s sexual behavior and social be-
havior. But, as the social habits of our 
patients change, are we keeping cur-
rent of the changes we need to make 
to identify problems that may lead to 
psychiatric sequelae in the future? 
Specifically, what is the impact of 
online sexual behavior and associat-
ed factors that have become so prev-
alent in our current society.

 Over the course of human histo-
ry, there have always been periods of 
evolution and transformation of ex-
isting thought processes in the social, 
political, and cultural climate. More-
over, personal, artistic, and sexual 
expression has also evolved over 
time. From “free love,” to the Play-
boy era, to the women’s sexual liber-
ation movement there have been ma-
ny examples of paradigm shifts in 
adult sexual expression. As with 
most social shifts, some of these 
changes have brought unforeseen 
and unintended consequences and, 
ultimately, the need for society to ad-
dress these consequences and associ-
ated risks.

The advent of sexting
The rise of the Internet and smart 
phones has created a proliferation of 
“sexting” between adults and, even 
more concerning, youths. The term 
sexting is used generally to encom-
pass a wide variety of digital activi-
ties: sending, receiving, or forward-
ing sexually explicit messages, 
photographs, or images. Although 
mobile phones are the most common 
vehicle for sexting, the term can also 
apply to sending sexually explicit 
messages through any digital media 
such as email, instant messaging, 
and/or social media sites.

 Sexting is somewhat of a natural 
marriage of previous forms of sexual 
expression and modern day technol-
ogy. It was once treated as deviant 
behavior but was not thought to be 
widespread. But, as we have learned 
over the past few years, it is actually 
a widely prevalent phenomenon and 
is often rapidly replacing more tradi-
tional forms of sexual expression and 
sexual communication. In this re-
gard, mental health professionals 

should be addressing this behavior as 
a natural expression of normative 
sexual behavior between consenting 
adults.

 However, we must also be aware 
of the potential of sexting to cause 
catastrophic consequences in vulner-
able populations susceptible to vic-
timization such as women, minors, 
and persons with mental health is-
sues. That is why psychiatrists need 
to be informed of the practice of sex-
ting and how to talk to patients open-
ly about these behaviors to mitigate 
psychosocial consequences and psy-
chological risks.

Sexual sharing
Sexting is becoming a more accept-
able and widely used form of sexual 
communication within the adult pop-
ulation. One study from 2016 includ-
ed 58045 single adults from the aged 
21 to 75 years.1 Findings from this 
study by Garcia and colleagues indi-
cate that 21% of participants reported 
sending and 28% reported receiving 
sexually explicit text messages.
 One concerning fact is that 
22.9% of those who received a sext 
shared it with others and some of this 
sharing was without the permission 
of the original sender. Almost 3 out 
of 4 people reported discomfort with 
unauthorized sharing of sext beyond 
the intended recipient.

 These statistics raise an import-
ant point that we should be talking to 
patients about: the unintended conse-
quences of individuals sharing sexts 
without permission. The ease of 
transmission and ability to rapidly 
disseminate this type of personal and 
sensitive information on the Internet 
without permission increases the risk 
of victimization and psychological 
consequences that individuals in-
volved in sexting may have not con-
sidered.

 The adults in this study reported 
concern about the potential conse-
quences of sexting on their social 
lives, careers, and psychosocial 
well-being, which shows the pres-
ence of a more mature thought pro-
cess. But what about the individuals 
who may not have the biological or 
psychological ability to engage in 
this mature process and, therefore, 
unintentionally open themselves up 
to significant emotional, social, and 
psychological risks with sexting be-
haviors?

Increased risk for youths
The most vulnerable populations are 
minors. The prevalence of sexting 
among youths is generally unknown, 
reported estimates vary widely from 
1.3% to 60%. What complicates the 
issue is that different teenage popula-
tions often have individualized defi-
nitions of what sexting is. In a 2012 
study of teens, after being asked gen-
erally if they had engaged in sexting, 
when specifically asked if they had 
sent a naked photo of themselves, the 
rates were much lower.2 This might 
mean that they considered sending 
sexually explicit material such as 
SnapChat videos, Instagram posts, or 
sexual “memes,” as sexting instead of 
naked photos of themselves.

 In a study by Temple and col-
leagues,3 teenagers were specifically 
asked about texting nude photos of 
themselves or others; however, not 
all current studies have controlled for 
that distinction. Therefore, we cannot 
know the exact prevalence of teenage 
sexual messaging. This is an import-
ant factor that highlights the impor-
tance of asking specific questions 
about messaging behaviors of young 
patients.

 Furthermore, a distinction has to 
be made between the texting that oc-
curs within a sexual relationship be-
tween teens versus the sexting of 
nude pictures. One study showed that 
young adults were using more text 
messaging in emerging sexual rela-
tionships.4

Cautionary tales
Under federal law, any sexually ex-
plicit images of minors under age 18 
are considered child pornography, 
even if the minors created the images 
themselves. Many minors are not 
aware of the legal and social ramifi-
cations of sexting. And, even more 
concerning, the unintended social 
and psychological consequences that 
can occur secondary to sexting be-
havior such as humiliation, bullying, 
and the effect on their future.

 These social and psychological 
consequences can often lead to de-
pression, anxiety, social isolation, a 
negative self-image, and even suicid-
al thoughts and self-harm behaviors. 
With all of these factors, why do the 
rates of sexting among youths con-
tinue to rise? Part of the problem is 
that teens use sexually explicit words 
and posts on social media to promote 

themselves. Many of the celebrity 
role models that youths are looking 
up to these days are part of the “selfie 
effect” and often these pictures can 
be quite provocative for attention.

 Additionally, with the competi-
tion for number of “likes” develops 
into a form of positive reinforcement 
that fuels the motivation to post more 
often and further test limits. Youth 
that engage in sexting can have more 
difficulties detecting and regulating 
their own emotion, which can result 
in depression and anxiety as well as 
low self-esteem, anger, loneliness, 
and attention seeking.

 In a 2014 study of college stu-
dents, more than half reported sex-
ting as minors.5 About one-third re-
ported sending pictures, others 
endorsed sending sexually explicit 
text messages or social media mes-
sages. More than half (61%) of the 
students who reported sexting as mi-
nors said they were not aware that 
sending a sexually explicit text could 
be considered child pornography un-
der federal law; 59% said that had 
they known it was a prosecutable of-
fence it “would have or probably 
would have deterred their behavior.” 
This highlights an opportunity for 
discussion points with adolescents 
regarding the potential consequences 
of sexting behaviors. Another point is 
that only 2% reported telling a teach-
er or adult about a sext they received, 
this also highlights the need for more 
open communication about risky on-
line behavior in youth between par-
ents, providers, and responsible 
adults.

 The largest meta-analysis to date 
focused on sexting behavior in 
youths.6 It included 39 studies with a 
total of 111,380 participants between 
the ages of 11 and 17 (mean age 
15.2). It showed that sexting preva-
lence in this age group has increased 
over time and increases with age. 
Mean prevalence for sending a sext 
was 14.8% and prevalence for receiv-
ing a sext was 27.4%. This shows that 
a smaller percentage of people send 
sexts than receive them, which sug-
gests that a few people are engaging 
in the behavior but the sexts are being 
sent to larger groups of people with 
or without their knowledge. About 1 
in 10 individuals in the analysis re-
ported forwarding a sext without 
consent and just 8% of individuals 
reported that their own sext had been 

Sexting: The Technological Evolution 
of the Sexual Revolution

PSY1219_024-025_SR-Krishna.indd   24 11/27/19   10:44 AM



DECEMBER 2019 25P S YC HI AT R IC T IME S

w w w.p s yc hia t r i c t ime s .c om
S

P
EC

IA
LR

E
P

O
R

T
 

SEX AND SEXUALITY

forwarded without consent. There 
was no significant difference be-
tween boys and girls in sending or 
receiving sexts. This study shows the 
upwards trend of sexting within 
youth populations and identifies ma-
ny points to initiate discussion with 
young patients about their own sex-
ting practices and the associated 
risks.

 Sexting behaviors also show a 
correlation with other risky behaviors 
that parents and psychiatrists should 
be aware of. The study by Temple 
and colleagues3 shows a significant 
association between sexting behav-
iors and having multiple sex partners. 
It also shows that the use of alcohol 
and drugs before sex was higher 
among those who sent, received, or 
asked for a sext.

 Another consequence of the nor-
malization of this type of sexual con-
tent among youth is that it may con-
tribute to a normalized culture of 
sexual violence and exploitation. Ac-
cording to a UK article, sexting is 
linked to generalized physical and 
sexual harassment as well as bullying 
of girls in secondary school.7 The ar-
ticle also highlights the devastation 
and the sexual and emotional ex-
ploitation that the girls felt by having 
their private information sent out 
without their permission. At least one 
girl died by suicide after sexually ex-
plicit material was distributed about 

her. By not addressing the risk for 
sexual violence and exploitation as 
an extreme consequence of sexting 
behavior, we may be leaving our 
youths in a vulnerable position.

Theory of developmental 
vulnerability
The developmental vulnerability the-
ory posits that early victimization re-
sults in vulnerabilities, disinhibiting 
influences, and conditioning of expe-
riences that manifest over time to cre-
ate propensities for sexual and 
non-sexual violence. Sexting can be a 
form of early victimization and in-
crease the threshold for permissible 
sexual behavior. It lowers the thresh-
old for recognizing one’s own sexual 
exploitation or the exploitation of 
others.

 Yoder and colleagues8 looked at 
200 adjudicated male youths aged 13 
to 19 years in the juvenile justice sys-
tem: 65.5% had engaged at least once 
in a sexting experience and the num-
ber rose to 73.5% when age was in-
creased to 20 years. Study data show 
a correlation between exposure to 
violence or adversity in childhood 
and an emotionally disinhibit state 
that allowed for more risky behav-
iors. This study also shows a statisti-
cally significant relationship between 
sexting between friends/acquaintanc-
es and dating violence.

 Another major significance of all 

of these finding is the high risk of 
sexual victimization that can occur 
with sexting. One NY Times article 
reported that more than half of ado-
lescents studied had dated someone 
who tried to monitor or control them 
using digital content by threatening 
to spread rumors, post embarrassing 
or hurtful messages, or making phys-
ical threats. About one-third experi-
enced sexual coercion via digital 
means, they had been pressured to 
have sex, received unwanted sexual 
images, were urged to send sexual 
images, or had their nude photos sent 
to others without permission.

Conclusion
A thorough psychosocial assessment 
and social history should include de-
tails of online activity of all patients 
and should address risks associated 
with any risky online behavior. Pro-
vide information to parents of adoles-
cents on how to ask about and talk 
directly about online risks with their 
children—statistics show that most 
adolescents are aware of sexting 
practices among peers at school.

 Psychiatrists should provide di-
rect education to their patients about 
social, legal, and psychological con-
sequences and risks of sexting. Re-
mind patients that their sensitive in-
formation can easily be disseminated 
without their consent or knowledge. 
Most important is to approach the pa-

tient without judgment and provide 
open, safe communication about sex-
ting practices. 
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no conflicts on interest concerning 
the subject matter of this article

REFERENCES
1. Garcia JR, Gesselman AN, Siliman SA, et al. Sexting 
among singles in the USA: prevalence of sending, 
receiving, and sharing sexual messages and images. 
Sex Health. July 2016 Jul 29 [Epub ahead of print].
2. Mitchell KJ, Finkelhor D, Jones LM, Wolak J. Prev-
alence and characteristics of youth sexting: a nation-
al study. Pediatrics. 2012;129:13-20.
3. Temple JR, Paul J, ven de berg P, et al. Teen sexting 
and its association with sexual behaviors. Arch Pedi-
atric Adoles Med. 2012;166:828-833.
4. Braoddus M, Dickson-Gomez J. The use of Text 
Messaging in Sexual Relationship Scale: associations 
with risky sexual behavior among at-risk African 
American emerging adults. AIDS Ed Prev. 
2016;:28:393-404.
5. McKenchie A. Majority of Minors Engage in Sexting, 
Unaware of Legal Consequences. June 18, 2014.
6. Madigan S, Ly A, Rash C, et al. Prevalence of mul-
tiple forms of sexting behavior among youth: a sys-
tematic review and meta-analysis. JAMA Pediatr. 
2018;172:727-335.
7. Cooper G. Sexting: A New Teen Cyber Bullying Epi-
demic. Telegraph. April 2012.
8. Yoder J, Hansen J, Precht M. Correlates and out-
comes associated with sexting among justice in-
volved youth: the role of developmental adversity, 
emotional disinhibitions, relationship context, and 
dating violence. Child Youth Serv Rev. 2018;94:493-

499. ❒

Sexting Practices: Talking Points for Adults
• Do you often share personal information online?

•  Do you regularly use social media? How often do you share 
personal information?

•  How do you feel about sexting? Have you ever sent or re-
ceived sexts?

•  Did you ever send a sexually explicit photograph of yourself 
to anyone?

•  If you did, do you realize that whoever you sent it to can send 
it to others without your consent?

•  How would you feel if you sent someone a sext, and they 
shared it without your permission?

•  What do you think can happen if unintended people receive 
images/sexts about you?

•  Do you know if anyone has sent a sext about you without your 
permission?

• Has anyone ever tried to force you to share sexts?

•  Has anyone ever threatened to send out sexual material about 
you if you didn’t comply with their demands?

Sexting Practices: Talking Points for Children 
and Their Parents
•  Has anyone ever asked you to send naked picture of yourself 

over the phone?

•  Have you ever sent, received, or posted naked or inappropriate 
photos or words about yourself or someone else?

•  Has anyone ever used inappropriate pictures or words to bully 
you?

•  Since you are a minor do you know that sending sexual pic-
tures of yourself or of any other minor is illegal? What do you 
think that means?

•  What would happen if your siblings, coaches, and/or teachers 
saw those photos? How would that make you feel?

•  Why do you think other people post sexual photo of them-
selves online? What do you think about that?

•   Can you give me an example of someone famous who puts 
sexual posts online? How do you feel about that?
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» Stephen B. Levine, MD

E very person possesses a com-
plexity called sexuality that 
slowly manifests itself in vari-

able ways from childhood to old age. 
Sexuality’s two major elements are 
sexual identity and sexual function, 
each of which has several compo-
nents (Table 1). The components 
evolve predictably over the life cycle, 
but also may abruptly change in re-
sponse to personal, interpersonal, 
mental and physical difficulties, and 
cultural forces. The most central 
component is sexual desire, a com-
plexity that represents the energy/
motivation to socially express one’s 
gender identity, orientation, and in-
tention as well as the force that 
shapes arousal, orgasm, and penetra-
tion experiences.

All of the components of sexuality 
except orientation are used to orga-
nize DSM-5 sexual dysfunction and 
sexual identity diagnoses. A working 
knowledge of all the components 
guides the sexual history. DSM-5 
sexual diagnoses do not capture the 
actual sexual dramas of patients’ 
lives; they only characterize the 
seemingly negative outcomes of life 
processes.

As these processes become illu-
minated by the sexual history, a wide 
array of influential adversities be-
come apparent. These include medi-
cal and psychiatric disorders, infidel-
ity, infertility, preoccupation with 
commercial sex, childhood abuse and 
neglect, attachment problems, sexual 
identity struggles, sexual victimiza-
tion, marital discord, divorce, grief, 
medication effects, ignorance, and 
the like. Sexual life is disrupted by 
many of the same forces that com-
promise mental health.

In discussing a patient’s sexual life, 
consider the following important cau-
tions.

1 Do not consider sexual life 
separate from what you 

already understand about 
biopsychosocial processes during 
the life cycle. Because we 
experience our own sexuality as an 
intensely private subjective matter, 
we assume that patients do as well. 
We may not realize that they 
consider the psychiatrist as more 

knowledgeable than they are about 
this frequently problematic realm. 
They may welcome our inquiries 
and our attempts to understand and 
assist them. Clinical sexual 
expertise grows by the doctor’s 
interest and emerging personal 
comfort rather than the 
accumulation of esoteric 
knowledge.

2 Do not assume the process of 
taking a sexual history is a 

difficult personal process. Ask the 
patients if they have any sexual 
concerns that they would like to 
discuss. When they answer “yes” or 
when they spontaneously mention a 
sexual topic, invite them to tell you 
more: “Please say more about that” 
or “Tell me what you think it is 
important for me to know about 
that.” This shows the patient that 
you are interested and want to be 
helpful.

3 Do not make this a matter of 
gender. While many men and 

women may prefer to discuss their 
concerns with a professional of the 
same gender, others prefer the 
opposite. Regardless of their 
preference, the patient’s discomfort 
quickly dissipates when the 
psychiatrist asks illuminating 
questions.

Concepts that foster competence
There is no such thing as a complete 
sexual history. The clinician’s re-
sponses follow from the patient’s’ 
concern: a 16-year-old who wants to 
change her social presentation; a 
40-year-old who confesses his life-
long premature ejaculation; a 
53-year-old woman who has new 
dyspareunia; a 24-year-old who has 
never had an orgasm; a 67-year-old 

gay man with faltering potency; a 
couple who has not had any sex for 
three years after the wife’s infidelity; 
a man caught in a sting operation for 
watching child pornography; a man 
in the midst of an affair with little de-
sire for his wife, etc. All of these sce-
narios would elicit very different his-
tory taking.

The sexual history evolves. Clinicians 
should not burden themselves with 
the idea that each problem should 
generate a long list of items that must 
be covered during that session. Pa-
tients expect to have the conversation 
continue and will provide additional 
relevant information when the clini-
cian mentions the previous sexual 
concern.

After the first session, the patient 
is either impressed or unimpressed 
with the doctor’s interest. It is not dif-
ficult to engage the patient in the top-

ic during the next session. When the 
concern is the highly prevalent selec-
tive serotonin reuptake inhibitors-in-
duced dysfunction, the patient will 
expect the doctor to follow up on any 
suggestions.

Of course, there are specific things 
that we want to know in each situa-
tion, but these questions naturally 
occur to clinicians after the patients 
tell their stories. If not, it is useful to 
consult a relevant article, readily 
found via PubMed by topic, or a 
book to augment the doctor’s knowl-
edge of the patient’s concern. There 
are numerous comprehensive texts 
covering the broad range of sexual 
concerns, problems, and diagnoses.1,2

Is the problem lifelong or acquired?
This distinction guides the search for 
the causal factors in symptom pro-
duction (Table 2). Without consider-
ing this fundamental distinction, the 
clinician’s work tends to be unfo-
cused, inefficient, and confusing to 
both parties. Premature ejaculation 
and women’s anorgasmia typically 
tend to be lifelong, whereas erectile 
inconstancy and women’s desire/
arousal problems tend to be acquired.

When problems are acquired, we 
zero in on what was occurring before 
the symptom appeared. We want to 
know if an acquired problem is specific 
to one partner or is true in all circum-
stances. Lifelong problems invite a fo-
cus on the patient’s family processes, 
relationship with parents, siblings, and 

Illuminate Life Processes by 
Taking a Sexual History

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
The ongoing care of patients is enhanced by knowledge of the quality of 
their current sexual lives and the nature of their sexual identities. This 
article provides a conceptual roadmap to developing comfort and skill in 

inquiring about a patient’s sexual life.

 ◗ Every person’s sexuality consists of sexual identity and sexual function components.

 ◗ Psychiatrists should expect to have brief, private, contained affective responses to 
some patients’ sexual histories.

 ◗ There is no such thing as a complete sexual history.

Table 1. Sexuality’s components: each component 
has a subjective and a behavioral dimension

Sexual identity Sexual function 

• Gender identity

• Orientation

• Intention

•  Sexual desire: biological drive, psychological 
motivation, cultural values

• Arousal

• Penetration

• Orgasm

Table 2. Subclassification of sexual dysfunction

Lifelong or primary

Acquired or secondary

•  Generalized: Occurring in all sexual circumstances  
(ie, masturbation and every partner)

•  Situational: Different experiences with masturbation and partners 
or different physiological capacities with one partner and another
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experiences of abuse and neglect. We 
are interested in the patient’s sense of 
what historically has influenced the 
pattern. When “I don’t know” is the re-
sponse, it is fine to say, “These patterns 
have multiple influences, but I presume 
you have considered certain ideas. Can 
you share them with me?”

Try to formulate the likely pathway to 
the problem. Understanding the path-
ways to these problems is often nec-
essary to improving patients’ lives. 
Psychiatrists can intervene with a phos-
phodiesterase-5 inhibitor, flibanserin, 
bremelanotide, and an SSRI to address 
erectile dysfunction, sexual interest/
arousal disorder, and premature ejac-
ulation. These prosexual prescrip-
tions are best provided after careful 
listening and questioning, which is 
essential in establishling a trusting 
therapeutic alliance.

The understanding of pathogene-
sis can become more complete with 
each session as we learn more about 
the patient’s experiences, capacities, 
and thinking. Such understanding 
that derives from learning about the 
person’s sexual struggles does not 
mean that every psychiatric patient 
requires a sexual history. But do not 
be shocked when a patient brings up 
the topic in the context of a nonsexu-
al problem.

Confronting our rationalizations
When sexuality is relevant to under-
standing the patient’s problem, some 
psychiatrists deflect the topic with 
comments such as “I am not a sexual 
specialist;” “We don’t have time for 
that subject;” or “Share that with 
your psychotherapist.” Such rejecting 
responses often indicate one or more 

of the following private concerns of 
the psychiatrist.
“My personal sexual life is problemat-
ic. What do I have to offer patients if I 
can’t solve my own sexual issues?” 
The more you know about the univer-
sality of sexual concerns, the fre-
quency of sexual problems, and the 
prevalence of DSM-5 sexual diagno-
ses, the better you will feel about tak-
ing a sexual history. Our difficulties 
can generate interest as well as empa-
thy. A doctor can feel addicted to por-
nography, not have sex with her hus-

band, have difficulty ejaculating, or 
have dyspareunia—yet still be helpful 
to patients. Helping others exposes you 
to considerations that can illuminate an 
avenue of your own concerns.

“I do not know enough about the sub-
ject to help.” Often the clinician 
knows more than they originally 
thought and can readily acquire more 
knowledge. Few psychiatrists have 
in-depth knowledge of all disorders 
(eg, depression, anxiety, psychosis), 
and yet we calmly provide care.

“I am afraid of what I may feel while 
hearing about sexual fantasies and be-
havior.” Transient arousal, envy, attrac-
tion, and disgust may indeed occur 
during a session. These brief feelings 
are not disclosed to the patient; howev-
er, they are often not discussed with the 
supervisor either. Each of these feared 
affects have a different personal mean-
ing that needs to be considered. Envy, 
for example, teaches the psychiatrist 
what they might like to personally ex-
perience, while disgust informs the 
doctor what they considers abnormal. 
No psychiatrist can possibly experi-
ence the full range of human sexual 
behaviors; we should expect a private 
affective response. These transient in-
ternal experiences are stimuli for our 
professional growth.

“My values preclude my dealing with 
sexual minority patients in any depth.” 
The subtle privilege of being a psychi-
atrist is the opportunity for life-long 
learning. In-depth patient experience is 
a powerful source of learning. Your per-
sonal values, whatever their sources, 
create a priori negative judgments that 
you fear will become evident to the 

patient. Getting to know the actual per-
son who has a variation in gender iden-
tity, orientation, or intention is the best 
way to overcome such prejudice.

Each new sexual minority patient 
can be your personal continuing 
medical education course, if only you 
allow yourself to be with the patient 
over time. At one point or another, 
every psychiatrist wants to run away 
from patients whose behavior is so-
cially offensive, but it is a develop-
mental task for clinicians to grow 
comfortable separating themselves 

from the differing lives of patients 
and to counter our morally censori-
ous impulses to live up to our 
time-honored professionalism.

Sexual language
The power of these four rationaliza-
tions help psychiatry residents, fel-
lows, and practicing psychiatrists to 
avoid inquiring or responding to sex-
ual issues and creates a hesitance to 
use words involving sexuality. In ba-
sic seminars, I invite the group to 
speak a series of sexual words out 
loud: penis, vagina, clitoris, scrotum, 
breast, labia minora, labia majora, 
and nipple. This produces mirth. 
Then: menstruation, sexual inter-
course, ejaculation, orgasm, cunni-
lingus, anal intercourse, and fellatio. 
I usually notice some people are skip-
ping some words. It is initially diffi-
cult for both patients and doctors to 
transfer one’s private sexual language 
into professional language. Then I 
ask them to repeat words that some 
patients will use: blow job, eating 
her, going down, dick, snatch. I end 
the desensitization by asking the 
group to call out as many words as 
possible for the penis and then the 
breast. This short anxiety-provoking 
icebreaker precedes a presentation 
about the sexual history.

Conclusion
The sexual history is undertaken un-
der a variety of circumstances; for 
instance, the patient’s sexual com-
plaint, report of an individual’s or a 
couple’s relationship disappoint-
ment, a general review of psychiatric 
symptoms, a joke told to the doctor, a 
casual “by the way” remark, medica-
tion nonadherence, or a lack of men-
tion of this vital aspect of life. Any 
professional delay of the sexual in-
quiry should be temporary.

Sexual life is not just about sexual 

identity and sexual behavior. Sex 
serves other functions such as the il-
lumination of the relational self, the 
ability to love, the ability to remain 
loveable, and the ability to manage 
one’s emotional life.3 Over time, fo-
cusing on sexual life enables doctors 
to converse with patients about these 
larger matters. Patients better under-
stand themselves as a result and 
deeply appreciate their psychiatrist or 
psychotherapist. Doctors’ growing 
comfort with the sexual history en-
ables them to understand their pa-
tients’ sexual lives and psychiatric 
diagnoses in a deeper, more individu-
alistic way.

Welcome to the world of clinical 
sexuality; it all begins with a willing-
ness to be interested!
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Talking With Your Patient 
Cautions

 J  Do not make sexual life separate from what you already 
understand about biopsychosocial processes.

 J  Do not make sexual history-taking a difficult process.  

 J  Do not make this a matter of gender.

Fostering competence
 J Know that there is no such thing as a complete sexual history.

 J Know that the sexual history evolves.

 J Classify the problem as lifelong or acquired in your mind at 
the first session.

 J Continue to formulate the pathway to the patient’s problem at 
each session.

“Sex serves other functions, such as the 
illumination of the relational self, the ability to love, 
the ability to remain loveable, and the ability to 
manage one’s emotional life.”
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INVEGA SUSTENNA®

(paliperidone palmitate) extended-release injectable  
suspension, for intramuscular use
Brief Summary
BEFORE PRESCRIBING INVEGA SUSTENNA®, PLEASE SEE FULL PRESCRIBING 
INFORMATION, INCLUDING BOXED WARNING.

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS 
WITH DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with antipsychotic 
drugs are at an increased risk of death. INVEGA SUSTENNA® is not approved 
for use in patients with dementia-related psychosis. [see Warnings and 
Precautions].

INDICATIONS AND USAGE
INVEGA SUSTENNA® (paliperidone palmitate) is indicated for the treatment of:
•  Schizophrenia in adults [see Clinical Studies (14.1) in Full Prescribing 

Information].
•  Schizoaffective disorder in adults as monotherapy and as an adjunct to mood 

stabilizers or antidepressants [see Clinical Studies (14.2) in Full Prescribing 
Information].

CONTRAINDICATIONS
INVEGA  SUSTENNA® is contraindicated in patients with a known hyper-
sensitivity to either paliperidone or risperidone, or to any of the excipients in 
the INVEGA  SUSTENNA® formulation. Hypersensitivity reactions, including 
anaphylactic reactions and angioedema, have been reported in patients treated 
with risperidone and in patients treated with paliperidone. Paliperidone palmitate 
is converted to paliperidone, which is a metabolite of risperidone.

WARNINGS AND PRECAUTIONS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic 
drugs are at an increased risk of death. Analyses of 17 placebo-controlled trials 
(modal duration of 10 weeks), largely in patients taking atypical antipsychotic 
drugs, revealed a risk of death in drug-treated patients of between 1.6 to  
1.7 times the risk of death in placebo-treated patients. Over the course of a 
typical 10-week controlled trial, the rate of death in drug-treated patients was 
about 4.5%, compared to a rate of about 2.6% in the placebo group. 

Although the causes of death were varied, most of the deaths appeared to 
be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., 
pneumonia) in nature. Observational studies suggest that, similar to atypical 
antipsychotic drugs, treatment with conventional antipsychotic drugs may 
increase mortality. The extent to which the findings of increased mortality in 
observational studies may be attributed to the antipsychotic drug as opposed 
to some characteristic(s) of the patients is not clear. INVEGA SUSTENNA® is 
not approved for the treatment of patients with dementia-related psychosis [see 
Boxed Warning and Warnings and Precautions].

Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with 
Dementia-Related Psychosis
In placebo-controlled trials with risperidone, aripiprazole, and olanzapine in 
elderly subjects with dementia, there was a higher incidence of cerebrovascular 
adverse reactions (cerebrovascular accidents and transient ischemic attacks) 
including fatalities compared to placebo-treated subjects. No studies have 
been conducted with oral paliperidone, INVEGA SUSTENNA®, or the 3-month 
paliperidone palmitate extended-release injectable suspension in elderly 
patients with dementia. These medicines are not approved for the treatment of 
patients with dementia-related psychosis [see Boxed Warning and Warnings 
and Precautions].

Neuroleptic Malignant Syndrome
A potentially fatal symptom complex sometimes referred to as Neuroleptic 
Malignant Syndrome (NMS) has been reported in association with antipsychotic 
drugs, including paliperidone.

Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental 
status, and evidence of autonomic instability (irregular pulse or blood pressure, 
tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may 
include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and 
acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In 
arriving at a diagnosis, it is important to identify cases in which the clinical 
presentation includes both serious medical illness (e.g., pneumonia, systemic 
infection, etc.) and untreated or inadequately treated extrapyramidal signs and 
symptoms (EPS). Other important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, drug fever, and primary 
central nervous system pathology.

The management of NMS should include: (1) immediate discontinuation of 
antipsychotic drugs and other drugs not essential to concurrent therapy;  
(2) intensive symptomatic treatment and medical monitoring; and (3) treatment 
of any concomitant serious medical problems for which specific treatments 
are available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS.

If a patient appears to require antipsychotic drug treatment after recovery 
from NMS, reintroduction of drug therapy should be closely monitored, since 
recurrences of NMS have been reported.

QT Prolongation
Paliperidone causes a modest increase in the corrected QT (QTc) interval. The 
use of paliperidone should be avoided in combination with other drugs that 
are known to prolong QTc including Class 1A (e.g., quinidine, procainamide) or 
Class III (e.g., amiodarone, sotalol) antiarrhythmic medications, antipsychotic 
medications (e.g., chlorpromazine, thioridazine), antibiotics (e.g., gatifloxacin, 
moxifloxacin), or any other class of medications known to prolong the QTc 
interval. Paliperidone should also be avoided in patients with congenital long QT 
syndrome and in patients with a history of cardiac arrhythmias.

Certain circumstances may increase the risk of the occurrence of Torsades  
de pointes and/or sudden death in association with the use of drugs that prolong 
the QTc interval, including (1) bradycardia; (2) hypokalemia or hypomagnesemia; 
(3) concomitant use of other drugs that prolong the QTc interval; and (4) presence 
of congenital prolongation of the QT interval.

The effects of oral paliperidone on the QT interval were evaluated in a double-
blind, active-controlled (moxifloxacin 400 mg single dose), multicenter QT 
study in adults with schizophrenia and schizoaffective disorder, and in three 
placebo- and active-controlled 6-week, fixed-dose efficacy trials in adults with 
schizophrenia.

In the QT study (n=141), the 8 mg dose of immediate-release oral paliperidone 
(n=50) showed a mean placebo-subtracted increase from baseline in QTcLD of 
12.3 msec (90% CI: 8.9; 15.6) on day 8 at 1.5 hours post-dose. The mean steady-
state peak plasma concentration for this 8 mg dose of paliperidone immediate 
release (Cmax ss = 113 ng/mL) was more than 2-fold the exposure observed with 
the maximum recommended 234 mg dose of INVEGA SUSTENNA® administered 
in the deltoid muscle (predicted median Cmax ss = 50 ng/mL). In this same study, a 
4 mg dose of the immediate-release oral formulation of paliperidone, for which 
Cmax ss = 35 ng/mL, showed an increased placebo-subtracted QTcLD of 6.8 msec 
(90% CI: 3.6; 10.1) on day 2 at 1.5 hours post-dose.

In the three fixed-dose efficacy studies of oral paliperidone extended release 
in subjects with schizophrenia, electrocardiogram (ECG) measurements taken 
at various time points showed only one subject in the oral paliperidone 12 mg 
group had a change exceeding 60 msec at one time-point on Day 6 (increase 
of 62 msec).

In the four fixed-dose efficacy studies of INVEGA  SUSTENNA® in subjects 
with schizophrenia and in the long-term study in subjects with schizoaffective 
disorder, no subject experienced a change in QTcLD exceeding 60 msec and no 
subject had a QTcLD value of > 500 msec at any time point. In the maintenance 
study in subjects with schizophrenia, no subject had a QTcLD change > 60 msec, 
and one subject had a QTcLD value of 507 msec (Bazett’s QT corrected interval 
[QTcB] value of 483 msec); this latter subject also had a heart rate of 45 beats 
per minute.

Tardive Dyskinesia
A syndrome of potentially irreversible, involuntary, dyskinetic movements may 
develop in patients treated with antipsychotic drugs. Although the prevalence 
of the syndrome appears to be highest among the elderly, especially elderly 
women, it is impossible to predict which patients will develop the syndrome. 
Whether antipsychotic drug products differ in their potential to cause tardive 
dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood that it will become 
irreversible appear to increase as the duration of treatment and the total 
cumulative dose of antipsychotic drugs administered to the patient increase, but 
the syndrome can develop after relatively brief treatment periods at low doses, 
although this is uncommon.

The syndrome may remit, partially or completely, if antipsychotic treatment is 
withdrawn. Antipsychotic treatment itself may suppress (or partially suppress) 
the signs and symptoms of the syndrome and may thus mask the underlying 
process. The effect of symptomatic suppression on the long-term course of the 
syndrome is unknown.

Given these considerations, INVEGA  SUSTENNA® should be prescribed in 
a manner that is most likely to minimize the occurrence of tardive dyskinesia. 
Chronic antipsychotic treatment should generally be reserved for patients who 
suffer from a chronic illness that is known to respond to antipsychotic drugs. In 
patients who do require chronic treatment, the smallest dose and the shortest 
duration of treatment producing a satisfactory clinical response should be 
sought. The need for continued treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient treated with 
INVEGA  SUSTENNA®, drug discontinuation should be considered. However, 
some patients may require treatment with INVEGA  SUSTENNA® despite the 
presence of the syndrome.

Metabolic Changes
Atypical antipsychotic drugs have been associated with metabolic changes that 
may increase cardiovascular/cerebrovascular risk. These metabolic changes 
include hyperglycemia, dyslipidemia, and body weight gain. While all of the 
drugs in the class have been shown to produce some metabolic changes, each 
drug has its own specific risk profile.

Hyperglycemia and Diabetes Mellitus
Hyperglycemia and diabetes mellitus, in some cases extreme and associated 
with ketoacidosis or hyperosmolar coma or death, have been reported in patients 

INVEGA SUSTENNA® (paliperidone palmitate)  
extended-release injectable suspension, for intramuscular use
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Veterans and Suicide: 
The Last Straw

» Lawrence H. Climo, MD

When I saw the statistic, the number of American vet-
erans who suicide daily, I was shocked. (It’s approx-
imately 20 each day.) When I read about ongoing 

efforts to assess, prevent, and treat potential suicides I was 
impressed. But when I looked at the ostensible causes I was 
disappointed. All the causes listed were essentially stressors, 
symptoms of medical disorders, potential predictors of sui-
cide like moral injury, psychic bruising, and guilt. None 
gave me what I was looking for, that final trigger, that last 
straw that made them do it. I had hoped someone might have 
identified one. I wasn’t surprised, then, when I encountered 

RUMINATIONS OF A PSYCHIATRIST
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treated with all atypical antipsychotics. These cases were, for the most part, 
seen in post-marketing clinical use and epidemiologic studies, not in clinical 
trials. Hyperglycemia and diabetes have been reported in trial subjects treated 
with INVEGA SUSTENNA®. Assessment of the relationship between atypical 
antipsychotic use and glucose abnormalities is complicated by the possibility of 
an increased background risk of diabetes mellitus in patients with schizophrenia 
and the increasing incidence of diabetes mellitus in the general population. 
Given these confounders, the relationship between atypical antipsychotic 
use and hyperglycemia-related adverse events is not completely understood. 
However, epidemiological studies suggest an increased risk of hyperglycemia-
related adverse reactions in patients treated with the atypical antipsychotics.

Patients with an established diagnosis of diabetes mellitus who are started on 
atypical antipsychotics should be monitored regularly for worsening of glucose 
control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history of 
diabetes) who are starting treatment with atypical antipsychotics should undergo 
fasting blood glucose testing at the beginning of treatment and periodically during 
treatment. Any patient treated with atypical antipsychotics should be monitored 
for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia, and 
weakness. Patients who develop symptoms of hyperglycemia during treatment 
with atypical antipsychotics should undergo fasting blood glucose testing. In 
some cases, hyperglycemia has resolved when the atypical antipsychotic was 
discontinued; however, some patients required continuation of anti-diabetic 
treatment despite discontinuation of the suspect drug.

Pooled data from the four placebo-controlled (one 9-week and three 13-week), 
fixed-dose studies in subjects with schizophrenia are presented in Table 1.

Table 1:  Change in Fasting Glucose from Four Placebo-Controlled, 9- to 13-Week, 
Fixed-Dose Studies in Subjects with Schizophrenia

INVEGA SUSTENNA®

Placebo 39 mg 78 mg 156 mg 234/39 mga 234/156 mga 234/234 mga

Mean change from baseline (mg/dL)

n=367 n=86 n=244 n=238 n=110 n=126 n=115

Serum Glucose 
Change from 
baseline

-1.3 1.3 3.5 0.1 3.4 1.8 -0.2

Proportion of Patients with Shifts

Serum Glucose 
Normal to High  
(<100 mg/dL to  
≥126 mg/dL)

4.6%
(11/241)

6.3%
(4/64)

6.4%
(11/173)

3.9%
(6/154)

2.5%
(2/79)

7.0%
(6/86)

6.6%
(5/76)

a  Initial deltoid injection of 234 mg followed by either 39 mg, 156 mg, or 234 mg every 
4 weeks by deltoid or gluteal injection. Other dose groups (39 mg, 78 mg, and  
156 mg) are from studies involving only gluteal injection. [see Clinical Studies 
(14.1) in Full Prescribing Information].

In a long-term open-label pharmacokinetic and safety study in subjects with 
schizophrenia in which the highest dose available (234 mg) was evaluated, 
INVEGA  SUSTENNA® was associated with a mean change in glucose of  
-0.4 mg/dL at Week 29 (n=109) and +6.8 mg/dL at Week 53 (n=100).

During the initial 25-week open-label period of a long-term study in subjects 
with schizoaffective disorder, INVEGA SUSTENNA® was associated with mean 
change in glucose of +5.3 mg/dL (n=518). At the endpoint of the subsequent 
15-month double-blind period of the study, INVEGA SUSTENNA® was associated 
with a mean change in glucose of +0.3 mg/dL (n=131) compared with a mean 
change of +4.0 mg/dL in the placebo group (n=120).

Dyslipidemia
Undesirable alterations in lipids have been observed in patients treated with 
atypical antipsychotics.

Pooled data from the four placebo-controlled (one 9-week and three 13-week), 
fixed-dose studies in subjects with schizophrenia are presented in Table 2.

Table 2:  Change in Fasting Lipids from Four Placebo-Controlled, 9- to 13-Week, 
Fixed-Dose Studies in Subjects with Schizophrenia

INVEGA SUSTENNA®

Placebo 39 mg 78 mg 156 mg 234/39 mga 234/156 mga 234/234 mga

Mean change from baseline (mg/dL)

Cholesterol 
Change from 
baseline

n=366
-6.6

n=89
-6.4

n=244
-5.8

n=232
-7.1

n=105
-0.9

n=119
-4.2

n=120
9.4

LDL  
Change from 
baseline

n=275
-6.0

n=80
-4.8

n=164
-5.6

n=141
-4.8

n=104
0.9

n=117
-2.4

n=108
5.2

HDL  
Change from 
baseline

n=286
0.7

n=89
2.1

n=165
0.6

n=150
0.3

n=105
1.5

n=118
1.1

n=115
0.0

Triglycerides  
Change from 
baseline

n=366
-16.7

n=89
7.6

n=244
-9.0

n=232
-11.5

n=105
-14.1

n=119
-20.0

n=120
11.9

Table 2:  Change in Fasting Lipids from Four Placebo-Controlled, 9- to 13-Week, 
Fixed-Dose Studies in Subjects with Schizophrenia (continued)

INVEGA SUSTENNA®

Placebo 39 mg 78 mg 156 mg 234/39 mga 234/156 mga 234/234 mga

Proportion of Patients with Shifts

Cholesterol 
Normal to High 
(<200 mg/dL to 
≥240 mg/dL)

3.2%
(7/222)

2.0%
(1/51)

2.0%
(3/147)

2.1%
(3/141)

0%
(0/69)

3.1%
(2/65)

7.1%
(6/84)

LDL  
Normal to High  
(<100 mg/dL to 
≥160 mg/dL)

1.1%
(1/95)

0%
(0/29)

0%
(0/67)

0%
(0/46)

0%
(0/41)

0%
(0/37)

0%
(0/44)

HDL  
Normal to Low 
(≥40 mg/dL to 
<40 mg/dL)

13.8%
(28/203)

14.8%
(9/61)

9.6%
(11/115)

14.2%
(15/106)

12.7%
(9/71)

10.5%
(8/76)

16.0%
(13/81)

Triglycerides 
Normal to High 
(<150 mg/dL to 
≥200 mg/dL)

3.6%
(8/221)

6.1%
(3/49)

9.2%
(14/153)

7.2%
(10/139)

1.3%
(1/79)

3.7%
(3/82)

10.7%
(9/84)

a  Initial deltoid injection of 234 mg followed by either 39 mg, 156 mg, or 234 mg 
every 4 weeks by deltoid or gluteal injection. Other dose groups (39 mg, 78 mg, 
and 156 mg) are from studies involving only gluteal injection. [see Clinical 
Studies (14.1) in Full Prescribing Information].

In a long-term open-label pharmacokinetic and safety study in subjects with 
schizophrenia in which the highest dose available (234 mg) was evaluated, the 
mean changes from baseline in lipid values are presented in Table 3.

Table 3:  Change in Fasting Lipids from Long-term Open-label Pharmacokinetic 
and Safety Study in Subjects with Schizophrenia

INVEGA SUSTENNA® 234 mg

Week 29 Week 53

Mean change from baseline (mg/dL)

Cholesterol n=112 n=100
Change from baseline -1.2 0.1

LDL n=107 n=89
Change from baseline -2.7 -2.3

HDL n=112 n=98
Change from baseline -0.8 -2.6

Triglycerides n=112 n=100
Change from baseline 16.2 37.4

The mean changes from baseline in lipid values during the initial 25-week open-
label period and at the endpoint of the subsequent 15-month double-blind period 
in a long-term study in subjects with schizoaffective disorder are presented in 
Table 4.

Table 4:  Change in Fasting Lipids from an Open-Label and Double-Blind Periods 
of a Long-Term Study in Subjects with Schizoaffective Disorder

Open-Label Period
INVEGA SUSTENNA®

Double-Blind Period

Placebo INVEGA SUSTENNA®

Mean change from baseline (mg/dL)

Cholesterol n=198 n=119 n=132
Change from 
baseline

-3.9 -4.2 2.3

LDL n=198 n=117 n=130
Change from 
baseline

-2.7 -2.8 5.9

HDL n=198 n=119 n=131
Change from 
baseline

-2.7 -0.9 -0.7

Triglycerides n=198 n=119 n=132
Change from 
baseline

7.0 2.5 -12.3

Weight Gain
Weight gain has been observed with atypical antipsychotic use. Clinical 
monitoring of weight is recommended.

Data on mean changes in body weight and the proportion of subjects meeting a 
weight gain criterion of ≥ 7% of body weight from the four placebo-controlled (one 
9-week and three 13-week), fixed-dose studies in subjects with schizophrenia 
are presented in Table 5.

INVEGA SUSTENNA® (paliperidone palmitate)  
extended-release injectable suspension, for intramuscular use

INVEGA SUSTENNA® (paliperidone palmitate)  
extended-release injectable suspension, for intramuscular use
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this caveat: “Knowing the reason behind a suicide is difficult or im-
possible, even for family members who knew the victim best.” Clear-
ly I’d have to pursue this alone.

What follows—my understanding and conclusions about at least 
one last straw for at least some veteran suicides—has been drawn 
from published war accounts and memoirs and my own clinical ex-
perience.1 It is not based on academic research.

That said . . . .

Sense of one’s self: So fragile, so crucial (a prisoner’s story)
It’s evening. An agitated street criminal behind bars is explaining to 

the on-call psychiatrist why he needs to be transferred to a psychiat-
ric hospital for his safety. He’s suicidal. He describes how, earlier, on 
the way to chow, several prisoners had taunted him with cruel insults 
and he was unable to respond. His taunters were out of reach. When 
he returned to his cell he was beside himself with rage at that hu-
miliation and the frustration of not being able to get-back, get-even. 
It was in this mental state that he began thinking of killing himself 
and then couldn’t stop. Why kill himself? “I had to kill someone.” he 
explained. His story was deemed threshold-credible, his reasoning 
bizarre, but his desperation genuine. His transfer to the psychiatric 
hospital was approved.

RUMINATIONS OF A PSYCHIATRIST
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Table 5:  Mean Change in Body Weight (kg) and the Proportion of Subjects 
with ≥ 7% Gain in Body Weight from Four Placebo-Controlled, 9- to 
13-Week, Fixed-Dose Studies in Subjects with Schizophrenia

INVEGA SUSTENNA®

Placebo 39 mg 78 mg 156 mg 234/39 mga 234/156 mga 234/234 mga

n=451 n=116 n=280 n=267 n=137 n=144 n=145

Weight (kg) 
Change from 
baseline

-0.4 0.4 0.8 1.4 0.4 0.7 1.4

Weight Gain 
≥ 7% increase 
from baseline

3.3% 6.0% 8.9% 9.0% 5.8% 8.3% 13.1%

a  Initial deltoid injection of 234 mg followed by either 39 mg, 156 mg, or 234 mg every 
4 weeks by deltoid or gluteal injection. Other dose groups (39 mg, 78 mg, and  
156 mg) are from studies involving only gluteal injection. [see Clinical Studies 
(14.1) in Full Prescribing Information].

In a long-term open-label pharmacokinetic and safety study in which the highest 
dose available (234 mg) was evaluated, INVEGA SUSTENNA® was associated 
with a mean change in weight of +2.4 kg at Week 29 (n=134) and +4.3 kg at  
Week 53 (n=113).

During the initial 25-week open-label period of a long-term study in subjects 
with schizoaffective disorder, INVEGA  SUSTENNA® was associated with a 
mean change in weight of +2.2 kg and 18.4% of subjects had an increase in body 
weight of ≥ 7%  (n=653). At the endpoint of the subsequent 15-month double-blind 
period of the study, INVEGA SUSTENNA® was associated with a mean change 
in weight of -0.2 kg and 13.0% of subjects had an increase in body weight of ≥ 7% 
(n=161); the placebo group had a mean change in weight of -0.8 kg and 6.0% of 
subjects had an increase in body weight of ≥ 7% (n=168).

Orthostatic Hypotension and Syncope
Paliperidone can induce orthostatic hypotension and syncope in some patients 
because of its alpha-adrenergic blocking activity. Syncope was reported in < 
1% (4/1293) of subjects treated with INVEGA SUSTENNA® in the recommended 
dose range of 39 mg to 234 mg  in the four fixed-dose, double-blind, placebo-
controlled trials compared with 0% (0/510) of subjects treated with placebo. 
In the four fixed-dose efficacy studies in subjects with schizophrenia, 
orthostatic hypotension was reported as an adverse event by < 1% (2/1293) of 
INVEGA SUSTENNA®- treated subjects compared to 0% (0/510) with placebo. 
Incidences of orthostatic hypotension and syncope in the long-term studies in 
subjects with schizophrenia and schizoaffective disorder were similar to those 
observed in the short-term studies.

INVEGA  SUSTENNA® should be used with caution in patients with known 
cardiovascular disease (e.g., heart failure, history of myocardial infarction or 
ischemia, conduction abnormalities), cerebrovascular disease, or conditions 
that predispose the patient to hypotension (e.g., dehydration, hypovolemia, and 
treatment with antihypertensive medications). Monitoring of orthostatic vital 
signs should be considered in patients who are vulnerable to hypotension.

Falls
Somnolence, postural hypotension, motor and sensory instability have been 
reported with the use of antipsychotics, including INVEGA SUSTENNA®, which 
may lead to falls and, consequently, fractures or other fall-related injuries. For 
patients, particularly the elderly, with diseases, conditions, or medications 
that could exacerbate these effects, assess the risk of falls when initiating 
antipsychotic treatment and recurrently for patients on long-term antipsychotic 
therapy.
Leukopenia, Neutropenia, and Agranulocytosis
In clinical trial and/or postmarketing experience, events of leukopenia and 
neutropenia have been reported temporally related to antipsychotic agents, 
including INVEGA SUSTENNA®. Agranulocytosis has also been reported.
Possible risk factors for leukopenia/neutropenia include pre-existing low 
white blood cell count (WBC)/absolute neutrophil count (ANC) and history of 
drug-induced leukopenia/neutropenia. In patients with a history of a clinically 
significant low WBC/ANC or a drug-induced leukopenia/neutropenia, perform 
a complete blood count (CBC) frequently during the first few months of therapy. 
In such patients, consider discontinuation of INVEGA SUSTENNA® at the first 
sign of a clinically significant decline in WBC in the absence of other causative 
factors.

Monitor patients with clinically significant neutropenia for fever or other 
symptoms or signs of infection and treat promptly if such symptoms or signs 
occur. Discontinue INVEGA SUSTENNA® in patients with severe neutropenia 
(absolute neutrophil count < 1000/mm3) and follow their WBC until recovery.

Hyperprolactinemia
Like other drugs that antagonize dopamine D2 receptors, paliperidone elevates 
prolactin levels and the elevation persists during chronic administration. 
Paliperidone has a prolactin-elevating effect similar to that seen with risperidone, 
a drug that is associated with higher levels of prolactin than other antipsychotic 
drugs.

Hyperprolactinemia, regardless of etiology, may suppress hypothalamic GnRH, 
resulting in reduced pituitary gonadotrophin secretion. This, in turn, may inhibit 
reproductive function by impairing gonadal steroidogenesis in both female and 
male patients. Galactorrhea, amenorrhea, gynecomastia, and impotence have 
been reported in patients receiving prolactin-elevating compounds. Long-
standing hyperprolactinemia when associated with hypogonadism may lead to 
decreased bone density in both female and male subjects.

Tissue culture experiments indicate that approximately one-third of human breast 
cancers are prolactin dependent in vitro, a factor of potential importance if the 
prescription of these drugs is considered in a patient with previously detected 
breast cancer. An increase in the incidence of pituitary gland, mammary gland, 
and pancreatic islet cell neoplasia (mammary adenocarcinomas, pituitary and 
pancreatic adenomas) was observed in the risperidone carcinogenicity studies 
conducted in mice and rats [see Nonclinical Toxicology (13.1) in Full Prescribing 
Information]. Neither clinical studies nor epidemiologic studies conducted to 
date have shown an association between chronic administration of this class 
of drugs and tumorigenesis in humans, but the available evidence is too limited 
to be conclusive.

Prolactin data from two long-term, double-blind, placebo-controlled studies 
with INVEGA SUSTENNA® are presented below; one study was in a population 
of patients with schizophrenia; the second study was in patients with 
schizoaffective disorder.

Schizophrenia
In a long-term maintenance trial of INVEGA  SUSTENNA® in schizophrenia 
patients (Study PSY-3001), see Clinical Studies (14.1), elevations of prolactin 
to above the reference range (> 18 ng/mL in males and > 30 ng/mL in females) 
relative to open-label baseline at any time during the double-blind phase were 
noted in a higher percentage of the patients in the INVEGA SUSTENNA® group 
than those in the placebo group in males (51.9% vs. 29.0%) and in females 
(50.5% vs. 42.9%). During the double-blind phase, 4 females (4.2%) in the 
INVEGA SUSTENNA® group experienced potentially prolactin-related adverse 
reactions (amenorrhea N=2; galactorrhea N=1; menstruation irregular N=1), 
while 2 females (2.2%) in the placebo group experienced potentially prolactin-
related adverse reactions (amenorrhea N=1; breast pain N=1). One male (0.9%) 
in the INVEGA SUSTENNA® group experienced erectile dysfunction and 1 male 
(0.9%) in placebo group experienced gynecomastia.

Prior to the double-blind phase (during the 33-week open-label phase of the long-
term maintenance trial), the mean (SD) serum prolactin values at baseline were 
14.9 (22.3) ng/mL in males (N=490) and 35.2 (39.6) ng/mL in females (N=358). At the 
end of the open-label phase, mean (SD) prolactin values were 24.7 (22.5) ng/mL 
in males (N=470) and 59.5 (38.1) ng/mL in females (N=333). During the open-label 
phases 49.2% of females and 47.7% of males experienced elevations of prolactin 
above the reference range relative to baseline, and a higher proportion of 
females experienced potentially prolactin-related adverse reactions compared 
to males (5.3% vs. 1.8%). Amenorrhea (2.5%) in females and no single potentially 
prolactin-related adverse reaction in males were observed with a rate greater 
than 2%.

Schizoaffective Disorder
In a long-term maintenance trial of INVEGA  SUSTENNA® in patients with 
schizoaffective disorder (Study SCA-3004) see Clinical Studies (14.2), elevations 
of prolactin to above the reference range (> 13.13 ng/mL in males and  
> 26.72 ng/mL in females) relative to open-label baseline at any time during the 
15-month double-blind phase were noted in a higher percentage of patients 
in the INVEGA SUSTENNA® group than those in the placebo group in males 
(55.6% vs. 23.2%) and in females (44.3% vs. 25.0%). During the 15-month 
double-blind phase, 11 females (13.9%) in the INVEGA SUSTENNA® group 
had 14 potentially prolactin-related adverse reactions (hyperprolactinemia 
N=3; blood prolactin increased N=4; libido decreased N=1; amenorrhea N=3; 
galactorrhea N=3), while 5 females (5.8%) in the placebo group had 6 potentially 
prolactin-related adverse reactions (hyperprolactinemia N=2; blood prolactin 
increased N=1; amenorrhea N=2; galactorrhea N=1). Six males (7.1%) in the 
INVEGA SUSTENNA® group experienced 6 potentially prolactin-related adverse 
reactions (hyperprolactinemia N=4; libido decreased N=1; erectile dysfunction 
N=1), while 1 male (1.2%) in the placebo group experienced adverse reaction of 
blood prolactin increased.

Prior to the 15-month double-blind phase (during the 25-week open-label phase 
of the long-term maintenance trial), the mean (SD) serum prolactin values at 
baseline were 14.6 (14.0) ng/mL in males (N=352) and 39.1 (44.6) ng/mL in females 
(N=302). At the end of the open-label phase, mean (SD) prolactin values were 
32.8 (17.2) ng/mL in males (N=275) and 72.4 (46.5) ng/mL in females (N=239). 
During the open-label phase, 48.9% of females and 53.3% of males experienced 
elevations of prolactin above the reference range relative to baseline, and 
a higher proportion of females experienced potentially prolactin-related 
adverse reactions compared to males (10.0% vs. 9.0%). Amenorrhea (5.8%) 
and galactorrhea (2.9%) in females and libido decrease (2.8%) and erectile 
dysfunction (2.5%) in males were observed with a rate greater than 2%.

Potential for Cognitive and Motor Impairment
Somnolence, sedation, and dizziness were reported as adverse reactions 
in subjects treated with INVEGA  SUSTENNA® [see Adverse Reactions]. 
Antipsychotics, including INVEGA  SUSTENNA®, have the potential to impair 
judgment, thinking, or motor skills. Patients should be cautioned about 
performing activities requiring mental alertness, such as operating hazardous 
machinery or operating a motor vehicle, until they are reasonably certain that 
paliperidone therapy does not adversely affect them.

Seizures
In the four fixed-dose double-blind placebo-controlled studies in subjects with 
schizophrenia, <1% (1/1293) of subjects treated with INVEGA SUSTENNA® in the 
recommended dose range of 39 mg to 234 mg experienced an adverse event 
of convulsion compared with <1% (1/510) of placebo-treated subjects who 
experienced an adverse event of grand mal convulsion.
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There are steps missing here but these can be deduced. Taunted 
without recourse can leave us feeling diminished, vulnerable, not our 
usual selves. Self is, it seems, at the heart of both wound and recov-
ery. Self-respect, self-image, and self-confidence are in momentary 
abeyance as we prepare to get-even and correct that imbalance. If 
that means violence, a “Dis’ me you die!” mindset, so to speak, then 
that wound must have been near fatal or the sense of self seriously 
fragile and vulnerable at baseline.

That call to get-even: An instinctive path to redemption? (a story 
from five military doctors)

Six military doctors, all fresh recruits and strangers to one another, 
are into their 3rd day at Camp Bullis in Texas on bivouac. The year 
is 1965. This is part of their basic training and officer orientation. 
Late that night, in his tent, the doctor who’d been assigned to be their 
temporary company commander for these training sessions, some-
one who was widely known to be obnoxious and provocative in his 
behavior and universally disliked, is assaulted and beaten up by his 
tent-mates. Several of his ribs are broken, and he needs a medical 
evacuation in the morning by chopper to Brooke Army Medical Cen-
ter.

Because this restorative urge to get-even is so universal, norma-
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Like other antipsychotic drugs, INVEGA SUSTENNA® should be used cautiously 
in patients with a history of seizures or other conditions that potentially lower 
the seizure threshold. Conditions that lower the seizure threshold may be more 
prevalent in patients 65 years or older.

Dysphagia
Esophageal dysmotility and aspiration have been associated with antipsychotic 
drug use. INVEGA SUSTENNA® and other antipsychotic drugs should be used 
cautiously in patients at risk for aspiration pneumonia.

Priapism
Drugs with alpha-adrenergic blocking effects have been reported to induce 
priapism. Although no cases of priapism have been reported in clinical trials with 
INVEGA SUSTENNA®, priapism has been reported with oral paliperidone during 
postmarketing surveillance. Severe priapism may require surgical intervention.

Disruption of Body Temperature Regulation
Disruption of the body’s ability to reduce core body temperature has been 
attributed to antipsychotic agents. Appropriate care is advised when prescribing 
INVEGA  SUSTENNA® to patients who will be experiencing conditions which 
may contribute to an elevation in core body temperature, e.g., exercising 
strenuously, exposure to extreme heat, receiving concomitant medication with 
anticholinergic activity, or being subject to dehydration.

ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
•  Increased mortality in elderly patients with dementia-related psychosis [see 

Boxed Warning and Warnings and Precautions]

•  Cerebrovascular adverse reactions, including stroke, in elderly patients with 
dementia-related psychosis [see Warnings and Precautions]

• Neuroleptic malignant syndrome [see Warnings and Precautions]

• QT prolongation [see Warnings and Precautions]

• Tardive dyskinesia [see Warnings and Precautions]

• Metabolic changes [see Warnings and Precautions]

• Orthostatic hypotension and syncope [see Warnings and Precautions]

• Falls [see Warnings and Precautions]

•  Leukopenia, neutropenia, and agranulocytosis [see Warnings and 
Precautions]

• Hyperprolactinemia [see Warnings and Precautions]

•  Potential for cognitive and motor impairment [see Warnings and Precautions]

• Seizures [see Warnings and Precautions]

• Dysphagia [see Warnings and Precautions]

• Priapism [see Warnings and Precautions]

•  Disruption of body temperature regulation [see Warnings and Precautions]

Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly 
compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in clinical practice.

Patient Exposure
The data described in this section are derived from a clinical trial database 
consisting of a total of 3817 subjects (approximately 1705 patient-years exposure) 
with schizophrenia who received at least one dose of INVEGA SUSTENNA® in 
the recommended dose range of 39 mg to 234 mg and a total of 510 subjects with 
schizophrenia who received placebo. Among the 3817 INVEGA SUSTENNA®- 
treated subjects, 1293 received INVEGA SUSTENNA® in four fixed-dose, double-
blind, placebo-controlled trials (one 9-week and three 13-week studies), 849 
received INVEGA SUSTENNA® in the maintenance trial (median exposure  
229 days during the initial 33-week open-label phase of this study, of whom 205 
continued to receive INVEGA SUSTENNA® during the double-blind placebo-
controlled phase of this study [median exposure 171 days]), and 1675 received 
INVEGA SUSTENNA® in five non-placebo controlled trials (three noninferiority 
active-comparator trials, one long-term open-label pharmacokinetic and safety 
study, and an injection site [deltoid-gluteal] cross-over trial). One of the 13-week 
studies included a 234 mg INVEGA SUSTENNA® initiation dose followed by 
treatment with either 39 mg, 156 mg, or 234 mg every 4 weeks.

The safety of INVEGA SUSTENNA® was also evaluated in a 15-month, long-
term study comparing INVEGA SUSTENNA® to selected oral antipsychotic 
therapies in adult subjects with schizophrenia. A total of 226 subjects received 
INVEGA  SUSTENNA® during the 15-month, open-label period of this study; 
218 subjects received selected oral antipsychotic therapies. The safety of 
INVEGA SUSTENNA® was similar to that seen in previous double-blind, placebo-
controlled clinical trials in adult subjects with schizophrenia. The safety of INVEGA 
SUSTENNA® was also evaluated in a long-term study in adult subjects with 
schizoaffective disorder. A total of 667 subjects received INVEGA SUSTENNA® 
during the initial 25-week open-label period of this study (median exposure 
147 days); 164 subjects continued to receive INVEGA SUSTENNA® during 
the 15-month double-blind placebo-controlled period of this study (median 
exposure 446 days). Adverse reactions that occurred more frequently in the 
INVEGA SUSTENNA® than the placebo group (a 2% difference or more between 
groups) were weight increased, nasopharyngitis, headache, hyperprolactinemia, 
and pyrexia.

Adverse Reactions in Double-Blind, Placebo-Controlled Clinical Trials
Commonly Observed Adverse Reactions: The most common (at least 5% in 
any INVEGA SUSTENNA® group) and likely drug-related (adverse events 
for which the drug rate is at least twice the placebo rate) adverse reactions 
from the double-blind, placebo-controlled trials in subjects with schizophrenia 
were injection site reactions, somnolence/sedation, dizziness, akathisia, and 
extrapyramidal disorder. No occurrences of adverse events reached this 
threshold in the long-term double-blind, placebo-controlled study in subjects 
with schizoaffective disorder.

Discontinuation of Treatment Due to Adverse Events: The percentage of subjects 
who discontinued due to adverse events in the four fixed-dose, double-blind, 
placebo-controlled schizophrenia trials were similar for INVEGA SUSTENNA®- 
and placebo-treated subjects.

The percentage of subjects who discontinued due to adverse events in the open-
label period of the long-term study in subjects with schizoaffective disorder 
was 7.5%. During the double-blind, placebo-controlled period of that study, the 
percentages of subjects who discontinued due to adverse events were 5.5% and 
1.8% in INVEGA SUSTENNA®- and placebo-treated subjects, respectively.

Dose-Related Adverse Reactions: Based on the pooled data from the four fixed-
dose, double-blind, placebo-controlled trials in subjects with schizophrenia, 
among the adverse reactions that occurred with ≥ 2% incidence in the subjects 
treated with INVEGA SUSTENNA®, only akathisia increased with dose. 
Hyperprolactinemia also exhibited a dose relationship, but did not occur at ≥ 2% 
incidence in INVEGA SUSTENNA®-treated subjects from the four fixed-dose 
studies.

Adverse Reactions Occurring at an Incidence of 2% or More in 
INVEGA  SUSTENNA®-Treated Patients: Table 6 lists the adverse reactions 
reported in 2% or more of INVEGA SUSTENNA®-treated subjects and at a greater 
proportion than in the placebo group with schizophrenia in the four fixed-dose, 
double-blind, placebo-controlled trials.

Table 6:  Incidences of Adverse Reactions 2% or More of INVEGA SUSTENNA®-
Treated Patients (and Greater than Placebo) with Schizophrenia in 
Four Fixed-Dose, Double-Blind, Placebo-Controlled Trials

INVEGA SUSTENNA®

System Organ 
Class
   Adverse 
Reactions

Placeboa 
(N=510)

39 mg 
(N=130)

78 mg 
(N=302)

156 mg 
(N=312)

234/39 mgb 
(N=160)

234/156 mgb 
(N=165)

234/234 mgb 
(N=163)

Total percentage 
of subjects 
with adverse 
reactions

70 75 68 69 63 60 63

Gastrointestinal disorders

   Abdominal 
discomfort/
abdominal pain 
upper

2 2 4 4 1 2 4

  Diarrhea 2 0 3 2 1 2 2

  Dry mouth 1 3 1 0 1 1 1

  Nausea 3 4 4 3 2 2 2

  Toothache 1 1 1 3 1 2 3

  Vomiting 4 5 4 2 3 2 2

General disorders and administration site conditions

  Asthenia 0 2 1 <1 0 1 1

  Fatigue 1 1 2 2 1 2 1

   Injection site 
reactions

2 0 4 6 9 7 10

Infections and infestations

  Nasopharyngitis 2 0 2 2 4 2 2

   Upper 
respiratory tract 
infection

2 2 2 2 1 2 4

   Urinary tract 
infection

1 0 1 <1 1 1 2

Investigations

  Weight 
  increased

1 4 4 1 1 1 2

Musculoskeletal and connective tissue disorders

  Back pain 2 2 1 3 1 1 1

   Musculoskeletal 
stiffness

1 1 <1 <1 1 1 2

  Myalgia 1 2 1 <1 1 0 2

   Pain in 
extremity

1 0 2 2 2 3 0

Nervous system disorders

  Akathisia 3 2 2 3 1 5 6

  Dizziness 1 6 2 4 1 4 2

   Extrapyramidal 
disorder

1 5 2 3 1 0 0

  Headache 12 11 11 15 11 7 6

   Somnolence/
sedation

3 5 7 4 1 5 5
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tive, and class-neutral, it’s arguably an instinctive reflex.

Wartime: So many assaults to self, so many ways to get even (a 
traumatized combat soldier’s story)
Not all the participants in the My Lai massacre became thugs. Some 
were, themselves, traumatized. Private Paul Meadlo refused Lt Cal-
ley’s order to murder the 60 or so Vietnamese men he’d gathered to-
gether under Calley’s order and who were now squatting together in 
a group. Calley, who ordered this mission in unmistakable frustration 
over his inability to stop Viet Cong attacks that had successfully and 
repeatedly killed his men before disappearing among the civilians in 

the area, insisted and became angry when Meadlo demurred. This 
was to be Calley’s retaliation, killing an entire village of men, wom-
en, and children. He gave Meadlo a direct order to shoot those villag-
ers. Private Meadlo reluctantly attempted to obey but quickly broke 
down. In tears he handed his weapon to another trooper who contin-
ued the shooting.

Returning home most townspeople supported Meadlo’s participa-
tion in that crime. “Things like that happen in war,” one World War II 
and Korean War veteran assured him. “They always have and they 
always will.” “One has to obey one’s officer,” others said. His mother, 
however, understood. He was a good boy, she recalled with anger. 

RUMINATIONS OF A PSYCHIATRIST

PSY1219_28A-28H_Climo/Long-STYLED.indd   4 11/27/19   10:47 AM



28E
w w w.p s yc hia t r i c t ime s .c om

DECEMBER 2019 P S YC HI AT R IC T IME S

Table 6:  Incidences of Adverse Reactions 2% or More of INVEGA SUSTENNA®-
Treated Patients (and Greater than Placebo) with Schizophrenia in 
Four Fixed-Dose, Double-Blind, Placebo-Controlled Trials (continued)

INVEGA SUSTENNA®

System Organ 
Class
   Adverse 
Reactions

Placeboa 
(N=510)

39 mg 
(N=130)

78 mg 
(N=302)

156 mg 
(N=312)

234/39 mgb 
(N=160)

234/156 mgb 
(N=165)

234/234 mgb 
(N=163)

Psychiatric disorders

  Agitation 7 10 5 9 8 5 4

  Anxiety 7 8 5 3 5 6 6

  Nightmare <1 2 0 0 0 0 0

Respiratory, thoracic and mediastinal disorders

  Cough 1 2 3 1 0 1 1

Vascular disorders

  Hypertension 1 2 1 1 1 1 0

Percentages are rounded to whole numbers. Table includes adverse reactions that 
were reported in 2% or more of subjects in any of the INVEGA SUSTENNA® dose 
groups and which occurred at greater incidence than in the placebo group. 
a  Placebo group is pooled from all studies and included either deltoid or gluteal 

injection depending on study design.
b  Initial deltoid injection of 234 mg followed by either 39 mg, 156 mg, or 234 mg every  

4 weeks by deltoid or gluteal injection. Other dose groups (39 mg, 78 mg, and 156 
mg) are from studies involving only gluteal injection. [see Clinical Studies (14.1) in 
Full Prescribing Information]

Adverse reactions for which the INVEGA SUSTENNA® incidence was equal to or 
less than placebo are not listed in the table, but included the following: dyspepsia, 
psychotic disorder, schizophrenia, and tremor. The following terms were 
combined: somnolence/sedation, breast tenderness/breast pain, abdominal 
discomfort/abdominal pain upper/stomach discomfort, and tachycardia/sinus 
tachycardia/heart rate increased. All injection site reaction-related adverse 
reactions were collapsed and are grouped under “Injection site reactions”.

Other Adverse Reactions Observed During the Clinical Trial Evaluation of 
INVEGA SUSTENNA®

The following list does not include reactions: 1) already listed in previous tables 
or elsewhere in labeling, 2) for which a drug cause was remote, 3) which were 
so general as to be uninformative, or 4) which were not considered to have 
significant clinical implications.
Cardiac disorders: atrioventricular block first degree, bradycardia, bundle branch 
block, palpitations, postural orthostatic tachycardia syndrome, tachycardia

Ear and labyrinth disorders: vertigo
Eye disorders: eye movement disorder, eye rolling, oculogyric crisis, vision 
blurred
Gastrointestinal disorders: constipation, dyspepsia, flatulence, salivary 
hypersecretion
Immune system disorders: hypersensitivity
Investigations: alanine aminotransferase increased, aspartate aminotransferase 
increased, electrocardiogram abnormal
Metabolism and nutrition disorders: decreased appetite, hyperinsulinemia, 
increased appetite
Musculoskeletal and connective tissue disorders: arthralgia, joint stiffness, 
muscle rigidity, muscle spasms, muscle tightness, muscle twitching, nuchal 
rigidity
Nervous system disorders: bradykinesia, cerebrovascular accident, cogwheel 
rigidity, convulsion, dizziness postural, drooling, dysarthria, dyskinesia, dystonia, 
hypertonia, lethargy, oromandibular dystonia, parkinsonism, psychomotor 
hyperactivity, syncope
Psychiatric disorders: insomnia, libido decreased, restlessness
Reproductive system and breast disorders: amenorrhea, breast discharge, 
breast enlargement/breast swelling, breast tenderness/breast pain, ejaculation 
disorder, erectile dysfunction, galactorrhea, gynecomastia, menstrual disorder, 
menstruation delayed, menstruation irregular, sexual dysfunction
Respiratory, thoracic and mediastinal disorders: nasal congestion
Skin and subcutaneous tissue disorders: drug eruption, pruritus, pruritus 
generalized, rash, urticaria

Demographic Differences
An examination of population subgroups in the double-blind placebo-controlled 
trials did not reveal any evidence of differences in safety on the basis of age, 
gender, or race alone; however, there were few subjects 65 years of age and 
older.

Extrapyramidal Symptoms (EPS)
Pooled data from the two double-blind, placebo-controlled, 13-week, fixed-
dose trials in adult subjects with schizophrenia provided information regarding 
EPS. Several methods were used to measure EPS: (1) the Simpson-Angus 
global score which broadly evaluates parkinsonism, (2) the Barnes Akathisia 
Rating Scale global clinical rating score which evaluates akathisia, (3) the 
Abnormal Involuntary Movement Scale scores which evaluates dyskinesia, and 
(4) use of anticholinergic medications to treat EPS (Table 7), and (5) incidence of 
spontaneous reports of EPS (Table 8).

Table 7:    Extrapyramidal Symptoms (EPS) Assessed by Incidence of Rating 
Scales and Use of Anticholinergic Medication – Schizophrenia 
Studies in Adults

Percentage of Subjects

INVEGA SUSTENNA®

 
Scale

Placebo 
(N=262)

39 mg 
(N=130)

78 mg 
(N=223)

156 mg 
(N=228)

 Parkinsonisma 9 12 10 6

 Akathisiab 5 5 6 5

 Dyskinesiac 3 4 6 4

  Use of Anticholinergic Medicationsd 12 10 12 11
a  For parkinsonism, percent of subjects with Simpson-Angus Total score > 0.3 at 

endpoint (Total score defined as total sum of items score divided by the number  
of items)

b  For Akathisia, percent of subjects with Barnes Akathisia Rating Scale global 
score ≥ 2 at endpoint

c  For Dyskinesia, percent of subjects with a score ≥ 3 on any of the first 7 items or 
a score ≥ 2 on two or more of any of the first 7 items of the Abnormal Involuntary 
Movement Scale at endpoint

d  Percent of subjects who received anticholinergic medications to treat EPS

Table 8:   Extrapyramidal Symptoms (EPS)-Related Events by MedDRA Preferred 
Term – Schizophrenia Studies in Adults

Percentage of Subjects

 INVEGA SUSTENNA®

 
EPS Group

Placebo 
(N=262)

39 mg  
(N=130)

78 mg  
(N=223)

156 mg  
(N=228)

Overall percentage of subjects 
with EPS-related adverse events 

10 12 11 11

Parkinsonism 5 6 6 4

Hyperkinesia 2 2 2 4

Tremor 3 2 2 3

Dyskinesia 1 2 3 1

Dystonia 0 1 1 2

Parkinsonism group includes: Extrapyramidal disorder, hypertonia, musculoskeletal 
stiffness, parkinsonism, drooling, masked facies, muscle tightness, hypokinesia
Hyperkinesia group includes: Akathisia, restless legs syndrome, restlessness
Dyskinesia group includes: Dyskinesia, choreoathetosis, muscle twitching, 
myoclonus, tardive dyskinesia
Dystonia group includes: Dystonia, muscle spasms

The results across all phases of the maintenance trial in subjects with 
schizophrenia exhibited comparable findings. In the 9-week, fixed-dose, double-
blind, placebo-controlled trial, the proportions of parkinsonism and akathisia 
assessed by incidence of rating scales were higher in the INVEGA SUSTENNA® 
156 mg group (18% and 11%, respectively) than in the INVEGA SUSTENNA® 78 mg 
group (9% and 5%, respectively) and placebo group (7% and 4%, respectively).

In the 13-week study in subjects with schizophrenia involving 234 mg initiation 
dosing, the incidence of any EPS was similar to that of the placebo group 
(8%), but exhibited a dose-related pattern with 6%, 10%, and 11% in the 
INVEGA SUSTENNA® 234/39 mg, 234/156 mg, and 234/234 mg groups, respectively. 
Hyperkinesia was the most frequent category of EPS-related adverse events in 
this study, and was reported at a similar rate between the placebo (4.9%) and 
INVEGA SUSTENNA® 234/156 mg (4.8%) and 234/234 mg (5.5%) groups, but at a 
lower rate in the 234/39 mg group (1.3%).

In the long-term study in subjects with schizoaffective disorder, EPS reported 
during the 25-week open-label INVEGA SUSTENNA® treatment included 
hyperkinesia (12.3%), parkinsonism (8.7%), tremor (3.4%), dyskinesia (2.5%), and 
dystonia (2.1%). During the 15-month double-blind treatment, the incidence of 
any EPS was similar to that of the placebo group (8.5% and 7.1% respectively). 
The most commonly reported treatment-emergent EPS-related adverse 
events (>2%) in any treatment group in the double-blind phase of the study 
(INVEGA  SUSTENNA® versus placebo) were hyperkinesia (3.7% vs. 2.9%), 
parkinsonism (3.0% vs. 1.8%), and tremor (1.2% vs. 2.4%).

Dystonia
Symptoms of dystonia, prolonged abnormal contractions of muscle groups, 
may occur in susceptible individuals during the first few days of treatment. 
Dystonic symptoms include: spasm of the neck muscles, sometimes progressing 
to tightness of the throat, swallowing difficulty, difficulty breathing, and/or 
protrusion of the tongue. While these symptoms can occur at low doses, they 
occur more frequently and with greater severity with high potency and at higher 
doses of first generation antipsychotic drugs. An elevated risk of acute dystonia 
is observed in males and younger age groups.

Pain Assessment and Local Injection Site Reactions
In the pooled data from the two 13-week, fixed-dose, double-blind, placebo-
controlled trials in subjects with schizophrenia, the mean intensity of 
injection pain reported by subjects using a visual analog scale (0 = no pain to  
100 = unbearably painful) decreased in all treatment groups from the first to the 
last injection (placebo: 10.9 to 9.8; 39 mg: 10.3 to 7.7; 78 mg: 10.0 to 9.2; 156 mg: 
11.1 to 8.8). The results from both the 9-week, fixed-dose, double-blind, placebo-
controlled trial and the double-blind phase of the maintenance trial exhibited 
comparable findings.
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“He fought for his country and look what they done (sic) to him. 
Made him a murderer!”2

All soldiers go through basic training during which one’s con-
science, one’s better nature with its foundational ethics and values, 
becomes superseded by orders and a chain of command. Problem is, 
inevitably there come times when orders from above clash with prin-
ciples from within and rules of engagement don’t help and you have 
to make your own decision. Which will you honor, order or princi-
ple? Which, by default, will you dishonor?

The story of that massacre at My Lai was only the tip of an ice-
berg.

The parts of that iceberg below-the-surface, the parts not talked 
about albeit impossible to forget and impacting many, involve not 
just fear but guilt. If those parts could speak you’d hear, “I shouldn’t 
have done that. I could have refused.” “I could have tried harder.” “I 
should have stayed.” “I could have prevented that.” Such words of 
regret and remorse are clear indications of guilt.

Seeds of guilt are everywhere in the military during wartime. It 
doesn’t matter whether they were sown in the interest of showing off, 
bonding with buddies, or managing anxiety. Crimes are crimes, and 
guilt has its own agenda, the restoration of a balance-that-has-no-
name. The upside? In the military, relief and reassurance are always 
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In the 13-week study involving 234 mg initiation dosing in subjects with 
schizophrenia, occurrences of induration, redness, or swelling, as assessed 
by blinded study personnel, were infrequent, generally mild, decreased over 
time, and similar in incidence between the INVEGA SUSTENNA® and placebo 
groups. Investigator ratings of injection pain were similar for the placebo and 
INVEGA SUSTENNA® groups. Investigator evaluations of the injection site after 
the first injection for redness, swelling, induration, and pain were rated as absent 
for 69-100% of subjects in both the INVEGA SUSTENNA® and placebo groups. At 
Day 92, investigators rated absence of redness, swelling, induration, and pain in 
95-100% of subjects in both the INVEGA SUSTENNA® and placebo groups.

Additional Adverse Reactions Reported in Clinical Trials with Oral Paliperidone
The following is a list of additional adverse reactions that have been reported in 
clinical trials with oral paliperidone:
Cardiac disorders: bundle branch block left, sinus arrhythmia
Gastrointestinal disorders: abdominal pain, small intestinal obstruction
General disorders and administration site conditions: edema, edema peripheral
Immune system disorders: anaphylactic reaction
Infections and infestations: rhinitis
Musculoskeletal and connective tissue disorders: musculoskeletal pain, 
torticollis, trismus
Nervous system disorders: grand mal convulsion, parkinsonian gait, transient 
ischemic attack
Psychiatric disorders: sleep disorder
Reproductive system and breast disorders: breast engorgement
Respiratory, thoracic and mediastinal disorders: pharyngolaryngeal pain, 
pneumonia aspiration
Skin and subcutaneous tissue disorders: rash papular
Vascular disorders: hypotension, ischemia
Postmarketing Experience
The following adverse reactions have been identified during postapproval use 
of paliperidone; because these reactions were reported voluntarily from a 
population of uncertain size, it is not always possible to reliably estimate their 
frequency or establish a causal relationship to drug exposure: angioedema, 
ileus, somnambulism, swollen tongue, thrombotic thrombocytopenic purpura, 
urinary incontinence, and urinary retention.

Cases of anaphylactic reaction after injection with INVEGA SUSTENNA® have 
been reported during postmarketing experience in patients who have previously 
tolerated oral risperidone or oral paliperidone.
Paliperidone is the major active metabolite of risperidone. Adverse reactions 
reported with oral risperidone and risperidone long-acting injection can be found 
in the Adverse Reactions sections of the package inserts for those products.

DRUG INTERACTIONS
Drugs Having Clinically Important Interactions with INVEGA SUSTENNA®

Because paliperidone palmitate is hydrolyzed to paliperidone [see Clinical 
Pharmacology (12.3) in Full Prescribing Information], results from studies with 
oral paliperidone should be taken into consideration when assessing drug-drug 
interaction potential.

Table 9:  Clinically Important Drug Interactions with INVEGA SUSTENNA®

Drugs with Potential for Inducing Orthostatic Hypotension

Clinical Impact Because INVEGA SUSTENNA® has the potential for 
inducing orthostatic hypotension, an additive effect 
may occur when INVEGA SUSTENNA® is administered 
with other therapeutic agents that have this potential 
[see Warning and Precautions]

Intervention Monitor orthostatic vital signs in patients who 
are vulnerable to hypotension [see Warnings and 
Precautions]

Examples Nitrates
Antihypertensive medicines: thiazide diuretics (e.g. 
hydrochlorothiazide); beta blockers (e.g. acebutolol); 
angiotensin-converting enzyme (ACE) inhibitors 
(e.g. lisinopril); angiotensin II receptor blockers 
(ARBs) (e.g. candesartan); calcium channel blockers 
(e.g. amlodipine); alpha-blockers (e.g. prazosin), alpha-
agonists (e.g. clonidine), other diuretics (e.g. loop, 
K-sparing), vasodilators (e.g. hydralazine)

Strong Inducers of CYP3A4 and P-gp

Clinical Impact The concomitant use of paliperidone and strong 
inducers of CYP3A4 and P-gp may decrease the 
exposure of paliperidone [see Clinical Pharmacology 
(12.3) in Full Prescribing Information]

Intervention Avoid using CYP3A4 and/or P-gp inducers with 
INVEGA SUSTENNA® during the 1-month dosing 
interval, if possible. If administering a strong inducer 
is necessary, consider managing the patient using 
paliperidone extended release tablets [see Dosage 
and Administration (2.5) in Full Prescribing Information]

Examples Carbamazepine, rifampin, St John’s Wort

  Table 9:  Clinically Important Drug Interactions with INVEGA SUSTENNA® 

(continued)

Dopamine Agonist

Clinical Impact Paliperidone may antagonize the effect of levodopa 
and other dopamine agonist

Intervention Monitor and manage patient as clinically appropriate

Examples Levodopa, bromocriptine, ropinirole and pramipexole

Drugs Having No Clinically Important Interactions with INVEGA SUSTENNA®

Clinically meaningful pharmacokinetic interaction between INVEGA SUSTENNA® 

and valproate (including valproic acid and divalproex sodium) is not expected.  
Based on pharmacokinetic studies with oral paliperidone, no dosage adjustment 
of INVEGA SUSTENNA® is required when administered with valproate [see 
Clinical Pharmacology (12.3) in Full Prescribing Information]. Additionally, no 
dosage adjustment is necessary for valproate when co-administered with 
INVEGA SUSTENNA® [See Clinical Pharmacology (12.3) in Full Prescribing 
Information].

Pharmacokinetic interaction between lithium and INVEGA SUSTENNA® is also 
unlikely.

Paliperidone is not expected to cause clinically important pharmacokinetic 
interactions with drugs that are metabolized by cytochrome P450 isozymes. 
In vitro studies indicate that CYP2D6 and CYP3A4 may be involved in paliperidone 
metabolism; however, there is no evidence in vivo that inhibitors of these 
enzymes significantly affect the metabolism of paliperidone. Paliperidone is 
not a substrate of CYP1A2, CYP2A6, CYP2C9, and CYP2C19; an interaction with 
inhibitors or inducers of these isozymes is unlikely. [see Clinical Pharmacology 
(12.3) in Full Prescribing Information]

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in 
women exposed to atypical antipsychotics, including INVEGA SUSTENNA®, 
during pregnancy. Healthcare providers are encouraged to register patients 
by contacting the National Pregnancy Registry for Atypical Antipsychotics  
at 1-866-961-2388 or online at http://womensmentalhealth.org/clinical-and-
research-programs/pregnancyregistry/.

Risk Summary
Neonates exposed to antipsychotic drugs during the third trimester of 
pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following 
delivery (see Clinical Considerations). Overall, available data from published 
epidemiologic studies of pregnant women exposed to paliperidone have not 
established a drug-associated risk for major birth defects, miscarriage, or 
adverse maternal or fetal outcomes (see Data). There are risks to the mother 
associated with untreated schizophrenia and with exposure to antipsychotics, 
including INVEGA SUSTENNA®, during pregnancy (see Clinical Considerations). 
Paliperidone has been detected in plasma in adult subjects up to 126 days after a 
single-dose administration of INVEGA SUSTENNA® [see Clinical Pharmacology 
(12.3) in Full Prescribing Information], and the clinical significance of 
INVEGA  SUSTENNA® administered before pregnancy or anytime during 
pregnancy is not known.

The estimated background risk of major birth defects and miscarriage for the 
indicated population is unknown. All pregnancies have a background risk of 
birth defects, loss, or other adverse outcomes. In the U.S. general population, the 
estimated background risk of major birth defects and miscarriage in clinically 
recognized pregnancies is 2-4% and 15-20%, respectively.

In animal reproduction studies, there were no treatment related effects on the 
offspring when pregnant rats were injected intramuscularly with paliperidone 
palmitate during the period of organogenesis at doses up to 10 times the 
maximum recommended human dose (MRHD) of 234 mg paliperidone based on 
mg/m2 body surface area. There were no increases in fetal abnormalities when 
pregnant rats and rabbits were treated orally with paliperidone during the period 
of organogenesis with up to 8 times the MRHD of 12 mg of paliperidone based 
on mg/m2 body surface area. Additional reproduction toxicity studies were 
conducted with orally administered risperidone, which is extensively converted 
to paliperidone (see Animal data).

Clinical Considerations
Disease-associated maternal and/or embryo/fetal risk
There is a risk to the mother from untreated schizophrenia, including increased 
risk of relapse, hospitalization, and suicide. Schizophrenia and bipolar I disorder 
are associated with increased adverse perinatal outcomes, including preterm 
birth. It is not known if this is a direct result of the illness or other comorbid 
factors.

Fetal/Neonatal Adverse Reactions
Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, 
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have 
been reported in neonates who were exposed to antipsychotic drugs, including 
INVEGA SUSTENNA®, during the third trimester of pregnancy. These symptoms 
have varied in severity. Monitor neonates exhibiting extrapyramidal and/or 
withdrawal symptoms and manage symptoms appropriately. Some neonates 
recovered within hours or days without specific treatment; others required 
prolonged hospitalization.

INVEGA SUSTENNA® (paliperidone palmitate)  
extended-release injectable suspension, for intramuscular use

INVEGA SUSTENNA® (paliperidone palmitate)  
extended-release injectable suspension, for intramuscular use

420519101004_6_Invega_ Pg 24F_ISL_1-1.pgs  09.25.2019  02:07    ADVANSTAR_PDF/X-1a  blackyellowmagentacyan

at hand. You’re never alone. There’s no shortage of someone who has 
your back. Downside? There’s no shortage of memories that will pull 
you down once you get home.

Re-entry: The returning veteran’s predicament
While veterans are mustered out of the military none are mus-
tered back into civilian life. The latter has traditionally been a 
patchwork of as-needed processes. The Navaho Nation is the one 
exception I’m aware of, although I suspect all the Indian Nations 
are exceptions. The Diné (Navaho) spiritual leaders have tradi-
tionally stood ready to provide cleansing, blessing, and soul heal-

ing ceremonies to men and women returning from war. They have 
always understood that a balance must be restored to the return-
ing warrior.

How do the rest of us address that imbalance-that-has-no-name, 
those wounds to our self-respect, self-worth, and self-confidence? 
How do we explain our scars of guilt, especially those that don’t 
become evident right away? Or explain why returning to the battle-
field and our comrades there is a good idea? No wonder so many vets 
coming home find it impossible to return to what and who they were, 
or the way they were. Their better nature has been in lock-down for 
so long its surfacing now is not only inconvenient and a burden, it’s 
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Data
Human Data
Published data from observational studies, birth registries, and case reports 
on the use of atypical antipsychotics during pregnancy do not report a clear 
association with antipsychotics and major birth defects. A prospective 
observational study including 6 women treated with risperidone, the parent 
compound of paliperidone, demonstrated placental passage of risperidone 
and paliperidone. A retrospective cohort study from a Medicaid database of 
9258 women exposed to antipsychotics during pregnancy did not indicate 
an overall increased risk for major birth defects. There was a small increase 
in the risk of major birth defects (RR= 1.26, 95% CI 1.02-1.56) and of cardiac 
malformations (RR=1.26, 95% CI 0.88-1.81) in a subgroup of 1566 women exposed 
to the parent compound of paliperidone, risperidone, during the first trimester of 
pregnancy; however, there is no mechanism of action to explain the difference 
in malformation rates.   

Animal Data
There were no treatment-related effects on the offspring when pregnant rats were 
injected intramuscularly with paliperidone palmitate extended-release injectable 
suspension during the period of organogenesis at doses up to 250 mg/kg, which is 
10 times MRHD of 234 mg paliperidone based on mg/m2 body surface area.

In animal reproduction studies, there were no increases in fetal abnormalities 
when pregnant rats and rabbits were treated orally with paliperidone during the 
period of organogenesis with up to 8 times the MRHD of 12 mg based on mg/m2 
body surface area.

Additional reproduction toxicity studies were conducted with orally administered 
risperidone, which is extensively converted to paliperidone. Cleft palate was 
observed in the offspring of pregnant mice treated with risperidone at 3 to 4 
times the MRHD of 16 mg based on mg/m2 body surface area; maternal toxicity 
occurred at 4 times the MHRD. There was no evidence of teratogenicity in 
embryo-fetal developmental toxicity studies with risperidone in rats and rabbits 
at doses up to 6 times the MRHD of 16 mg/day risperidone based on mg/m2 body 
surface area. When the offspring of pregnant rats, treated with risperidone at 0.6 
times the MRHD based on mg/m2 body surface area, reached adulthood, learning 
was impaired. Increased neuronal cell death occurred in the fetal brains of the 
offspring of pregnant rats treated at 0.5 to 1.2 times the MRHD; the postnatal 
development and growth of the offspring was delayed.

In rat reproduction studies with risperidone, pup deaths occurred at oral doses 
which are less than the MRHD of risperidone based on mg/m2 body surface area; 
it is not known whether these deaths were due to a direct effect on the fetuses or 
pups or, to effects on the dams (see RISPERDAL® package insert).

Lactation
Risk Summary
Limited data from published literature report the presence of paliperidone 
in human breast milk. There is no information on the effects on the breastfed 
infant or the effects on milk production; however, there are reports of sedation, 
failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and 
abnormal muscle movements) in breastfed infants exposed to paliperidone’s 
parent compound, risperidone (see Clinical Considerations). Paliperidone has 
been detected in plasma in adult subjects up to 126 days after a single-dose 
administration of INVEGA SUSTENNA® [see Clinical Pharmacology (12.3) in Full 
Prescribing Information], and the clinical significance on the breastfed infant is 
not known. The developmental and health benefits of breastfeeding should be 
considered along with the mother’s clinical need for INVEGA SUSTENNA® and 
any potential adverse effects on the breastfed child from INVEGA SUSTENNA® 
or from the mother’s underlying condition.

Clinical Considerations
Infants exposed to INVEGA SUSTENNA® through breastmilk should be monitored 
for excess sedation, failure to thrive, jitteriness, and extrapyramidal symptoms 
(tremors and abnormal muscle movements).

Females and Males of Reproductive Potential
Infertility
Females
Based on the pharmacologic action of paliperidone (D2 receptor antagonism), 
treatment with INVEGA  SUSTENNA® may result in an increase in serum 
prolactin levels, which may lead to a reversible reduction in fertility in females of 
reproductive potential [see Warnings and Precautions (5.10)].

Pediatric Use
Safety and effectiveness of INVEGA SUSTENNA® in patients < 18 years of age 
have not been established.

Juvenile Animal Studies
In a study in which juvenile rats were treated with oral paliperidone from days 
24 to 73 of age, a reversible impairment of performance in a test of learning 
and memory was seen, in females only, with a no-effect dose of 0.63 mg/kg/
day, which produced plasma levels (AUC) of paliperidone similar to those in 
adolescents dosed at 12 mg/day. No other consistent effects on neurobehavioral 
or reproductive development were seen up to the highest dose tested (2.5 
mg/kg/day), which produced plasma levels of paliperidone 2-3 times those in 
adolescents.

Juvenile dogs were treated for 40 weeks with oral risperidone, which is extensively 
metabolized to paliperidone in animals and humans, at doses of 0.31, 1.25, or  
5 mg/kg/day. Decreased bone length and density were seen with a no-effect 
dose of 0.31 mg/kg/day, which produced plasma levels (AUC) of risperidone plus 
paliperidone which were similar to those in children and adolescents receiving 
the MRHD of risperidone. In addition, a delay in sexual maturation was seen 

at all doses in both males and females. The above effects showed little or no 
reversibility in females after a 12-week drug-free recovery period.

The long-term effects of INVEGA SUSTENNA® on growth and sexual maturation 
have not been fully evaluated in children and adolescents.

Geriatric Use
Clinical studies of INVEGA  SUSTENNA® did not include sufficient numbers 
of subjects aged 65 and over to determine whether they respond differently 
from younger subjects. Other reported clinical experience has not identified 
differences in responses between the elderly and younger patients.

This drug is known to be substantially excreted by the kidney and clearance is 
decreased in patients with renal impairment [see Clinical Pharmacology (12.3) 
in Full Prescribing Information], who should be given reduced doses. Because 
elderly patients are more likely to have decreased renal function, adjust dose 
based on renal function [see Dosage and Administration (2.5) in Full Prescribing 
Information].

Renal Impairment
Use of INVEGA SUSTENNA® is not recommended in patients with moderate or 
severe renal impairment (creatinine clearance < 50 mL/min). Dose reduction 
is recommended for patients with mild renal impairment (creatinine clearance 
≥ 50 mL/min to < 80 mL/min) [see Dosage and Administration (2.5) and Clinical 
Pharmacology (12.3) in Full Prescribing Information].
Hepatic Impairment 
INVEGA SUSTENNA® has not been studied in patients with hepatic impairment. 
Based on a study with oral paliperidone, no dose adjustment is required in 
patients with mild or moderate hepatic impairment. Paliperidone has not been 
studied in patients with severe hepatic impairment [Clinical Pharmacology (12.3) 
in Full Prescribing Information].
Patients with Parkinson’s Disease or Lewy Body Dementia
Patients with Parkinson’s Disease or Dementia with Lewy Bodies can experience 
increased sensitivity to INVEGA  SUSTENNA®. Manifestations can include 
confusion, obtundation, postural instability with frequent falls, extrapyramidal 
symptoms, and clinical features consistent with neuroleptic malignant syndrome.

DRUG ABUSE AND DEPENDENCE
Controlled Substance
INVEGA SUSTENNA® (paliperidone) is not a controlled substance.
Abuse
Paliperidone has not been systematically studied in animals or humans for its 
potential for abuse.
Dependence
Paliperidone has not been systematically studied in animals or humans for its 
potential for tolerance or physical dependence.

OVERDOSAGE
Human Experience
No cases of overdose were reported in premarketing studies with 
INVEGA SUSTENNA®. Because INVEGA SUSTENNA® is to be administered by 
healthcare professionals, the potential for overdosage by patients is low.
While experience with paliperidone overdose is limited, among the few cases 
of overdose reported in premarketing trials with oral paliperidone, the highest 
estimated ingestion was 405 mg. Observed signs and symptoms included 
extrapyramidal symptoms and gait unsteadiness. Other potential signs and 
symptoms include those resulting from an exaggeration of paliperidone’s 
known pharmacological effects, i.e., drowsiness and sedation, tachycardia 
and hypotension, and QT prolongation. Torsades de pointes and ventricular 
fibrillation have been reported in a patient in the setting of overdose with oral 
paliperidone.

Paliperidone is the major active metabolite of risperidone. Overdose experience 
reported with risperidone can be found in the OVERDOSAGE section of the 
risperidone package insert.

Management of Overdosage
Contact a Certified Poison Control Center for the most up to date information 
on the management of INVEGA  SUSTENNA® overdosage (1-800-222-1222 or 
www.poison.org). Provide supportive care, including close medical supervision 
and monitoring. Treatment should consist of general measures employed in the 
management of overdosage with any drug. Consider the possibility of multiple 
drug overdosage. Ensure an adequate airway, oxygenation, and ventilation. 
Monitor cardiac rhythm and vital signs. Use supportive and symptomatic 
measures. There is no specific antidote to paliperidone.

Consider the prolonged-release characteristics of INVEGA  SUSTENNA® and 
the long apparent half-life of paliperidone when assessing treatment needs and 
recovery.

INVEGA  SUSTENNA® (paliperidone palmitate) Extended-Release Injectable 
Suspension

Product of Ireland

Manufactured by: 
Janssen Pharmaceutica NV 
Beerse, Belgium
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Janssen Pharmaceuticals, Inc. 
Titusville, NJ 08560

© 2009 Janssen Pharmaceutical Companies
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a threat. It can remind and scold mercilessly, only this time with no 
company of heroes to have your back.

Self under siege: 
Is death before madness a veteran suicide’s story?
You’re feeling isolated and desperate, even in the bosom of a loving 
family. You can’t go on like this. Despite drugs, alcohol, distractions, 
and medications, the torment and dread have become unbearable. 
You feel a heartbeat from unravelling and going mad. At such times 
suicide appears, not as a punishment but as your last hope for ending 
the horror. At last and ironically you can provide yourself a moment 

of self-affirmation, redemption, and finally peace. “I deserve to die,” 
you’ll write in your note, your final statement, to make clear that you 
know what you’re doing and have yourself under control. You have 
at last restored a balance. Your Self is—at last—getting even. 
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» Barbara Long, MD, PhD, Christopher Flinton, MD, 
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and David “Daven” E. Morrison, MD, for the 
Committee on Work and Organizations, GAP

T his article discusses the return to work plan 
as a solution to the clinical and systemic 
problems arising from psychiatric disabil-

ity. The systems that govern administration of 
“disability” benefits should be guided by: 

1 Truth and resolution. The treating 
psychiatrist is relieved of the fear that if he 

or she acknowledges the truth, ie, the presence 
of (or potential for) preserved work capacity, his 
or her patient will suffer.

2 Work-reward relationship. The patient is 
supported for engaging in behaviors that are 

reasonably expected to culminate in restoration of 
the work-reward relationship and a healthy 
patient-psychiatrist-workplace system.

Among many problems inherent in the Amer-
ican disability system is the medicalization of 
work stress and its inappropriate conversion into 
psychiatric diagnoses, which implies impaired 
or loss of ability to function. This “medicaliza-
tion” decouples the normal work-reward dynam-
ic in a way that reinforces disability-seeking 
behaviors. Potential solutions to problems of dis-
ability require a multisystemic approach. In the 
psychiatrist’s office, solutions include the para-
digm of “truth and resolution”; in practice, the re-
coupling of work and reward as a goal, and sup-
port for disability reform (eg, the use of standardized 
functional assessments) but with careful consider-
ation of its possible consequences.

Psychiatrists’ challenges to disability claims
There are challenges to the psychiatrist’s support 
of a patient’s claim for disability. While it seems 
obvious that a psychiatrist simply wants to diag-
nose accurately and make appropriate recommen-
dations, the situation around disability is wrought 
with pitfalls and is quite complicated. The addi-
tion of an economic, potentially income-provid-
ing relationship forever changes the treatment 
dynamic. Supporting a disability claim could 
mean both administrative (in the form of docu-
ments initially justifying, then recertifying the 
claim) and legal (requiring other documentation 
or testimony related to the assessment) liabilities. 
Withholding support for disability benefits could 
lead to anger, violence, medical board complaints, 
negative online reviews, or litigation on the part of 
the patient. The psychiatrist might also feel bur-
dened with significant counter-transference guilt.

A solution to this is “truth and resolution.” 
These best practices allow psychiatrists to con-
duct patient care in such a way that they can ac-
knowledge the objective reality of return to work. 
It includes recognizing the pitfalls of misdiagno-
sis as well as potential excessive physical, emo-

tional, and financial expense to the patient, the 
employer, family members, and medical special-
ists and administrators. These expenses can in-
clude unnecessary workups, treatment referrals, 
and cost to systems as benefits are paid and work 
production is lost, and the beginning of a process 
that can result in lifetime disability for a patient.

“Truth and resolution” as a treatment approach 
ensures that providers “first do no harm.” Impor-
tantly, it requires training in occupational assess-
ment, which has been a noted weakness among 
psychiatrists. This training would include review 
of the difference between impairment and disabil-
ity, discerning patient job requirements in inter-
views, consideration of somatic symptom disor-
ders, and curricula that addresses the implications 
of a patient’s engagement with a disability system 
and prognostic factors affecting a return-to-work.

The work-reward relationship
The idea of promoting patient behaviors oriented 
toward restoring the work-reward relationship is an 
intuitive one which has been investigated in studies 
of disability and return-to-work across several 
medical specialties. Some approaches have fo-
cused on workplace accommodations. A 1998 re-
view found that patients offered modified work 
after a workplace injury were about two times more 
likely to return-to-work than those who were not.1 
A 2005 systematic review found that the duration 
of disability for patients with musculoskeletal and 
other pain conditions was reduced by offers of 
work accommodations and communications be-
tween medical providers and employers.2

Other approaches to the return-to-work have 
considered stress and perception of support at 
work. A 2002 literature review found that a “non-
supportive work environment” was associated 
with disability or retirement for cancer survivors.3 
A later study found that “perceived employer dis-
crimination” led to lower return-to-work rates for 
breast cancer survivors.4 Conversely, a 1998 pro-
spective cohort study found that strong social sup-
port was a feature of patients who returned to 
work after lower extremity fractures.5 This sug-
gests that interventions aiming to encourage ac-
tual or perceived support in the workplace could 
improve chances of a patient’s return.

Investigators have researched therapy when 
high work stress is identified. In a small Dutch 
study, patients with adjustment disorders were 
more likely to return to work and return to work 
earlier if they were treated with an activating, 
stress awareness training much like stress-inocu-
lation training.6 Physician interventions in return-
to-work and disability scenarios have also have 
some limits. Dasinger and colleagues7 found that a 
physician’s proactive communication consisting of 
understanding, questions, and recommendations 
about the patient’s work and workplace was associ-
ated with patients’ return to work within the first 30 
days of disability for low back pain. Moreover, a 
physician’s explicit recommendation for returning 

to work was associated with a nearly 60% increase 
in return-to-work rates in patients with more than 
30 days of disability. Unfortunately, these effects 
disappear in the first case and nearly lose statistical 
significance in the latter case when workers report-
ed “high job strain” in the workplace.

Changes in assessment
In addition to changes in clinical approaches be-
tween doctor, patient, and employer, government 
systems have attempted systemic changes in as-
sessments in attempts to reform disability systems. 
In this process, however, significant consideration 
must be paid to repercussions of changes made to 
vital disability benefit systems. In recent years, the 
United Kingdom has adopted a new functional as-
sessment tool, the Work Capability Assessment 
(WCA). This tool has been used not only to assess 
new disability claimants, but also to reassess more 
objectively over 1 million claimants who had al-
ready been granted disability benefits.

Recently published research reveals that the 
WCA reassessment process was associated with in-
creases in behavioral health symptoms, antidepres-
sant prescribing, and completed suicides.8 To date, 
other nations conducting similar disability system 
reform (eg, the Netherlands, Australia) have not re-
ported such trends. Still, the far-reaching social im-
pact of such programs must be considered before the 
implementation of systemic disability reform.

Dr Long is Committee Chair, Work and Disability 
Consultant Private Industry, the Courts, and the 
Legal Profession; Dr Flinton is a Child and Adolescent 
Fellow in the National Capital Consortium, Walter 
Reed National Military Medical Center, Bethesda, 
MD; Dr Brown is Department Psychiatrist, Boston 
Police Department, Consulting Psychiatrist, Boston 
Fire Department, Work and Disability Consultant, 
Private Industry and Government; Dr Sassano-
Higgins is Adjunct Professor, Department of 
Psychiatry, University of Southern California; Dr 
Morrison is Clinical Assistant Professor of Psychiatry 
and Behavioral Sciences, Chicago Medical School.

The views expressed in this article are those of the author and do 
not reflect the official policy of the Department of Army/Navy/Air 
Force, Department of Defense, or U.S. Government.
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» Marc Agronin, MD

Every clinician who works with 
individuals who have demen-
tia—what we now refer to as ma-

jor neurocognitive disorders—en-
counters states of agitation that can 
worsen function, pose safety concerns, 
and increase caregiver stress. It can be 
both confusing and frustrating to un-
derstand and manage these behaviors, 
but there are several approaches that 
can make all the difference.

Agitation has been defined by the 
International Psychogeriatric Asso-
ciation as involving excessive motor 
activity or verbal or physical aggres-
sion that causes emotional distress 
and excess disability for the affected 
person, and impairs relationships, so-
cial functioning, and activities of 
daily living.1 These behaviors are 
commonly part of a larger constella-
tion of behavioral and psychological 
symptoms that are associated with all 
major forms of dementia, including 
mania, depression, anxiety, apathy, 
and psychosis.2

Agitation has many medical, med-
ication-related, psychiatric, psycho-
logical, and environmental causes—
but underlying all of them is a 
damaged and vulnerable brain that is 
less able to properly regulate affect 
and respond to challenges in an orga-
nized manner. Specifically, agitation 
has been associated with damage to 

key brain nuclei that regulate cholin-
ergic and serotonergic pathways.3,4

A thorough medical and psychiat-
ric evaluation as well as a review of 
the circumstances before, during, and 
after periods of agitation may reveal 
both enduring causes, such as an un-
derlying depression or the use of a 
stimulating medication, and transient 
triggers such as boredom, hunger, or a 
noxious stimulus in the environment. 
The DICE algorithm developed by 
Kales and colleagues5 is an excellent 
tool for clinicians as it guides them to 
describe the behaviors in detail, inves-
tigate potential causes, create a team 
approach to implement various treat-
ments, and then to evaluate the rela-
tive success of the interventions.

Management of agitation involve 
three basic approaches. The first is to 
identify and address potential causes. 
The second is to implement behav-
ioral approaches, ranging from in-
creased therapeutic activities (eg, art 
or music therapy), to redirecting and 
refocusing the person to more posi-
tive activities, especially ones that 
meet the basic function of the agita-
tion in the first place. The third ap-
proach involves the use of psychotro-
pic medications that are targeted 
towards underlying factors such as 
anxiety or psychosis, or primarily 
aimed at reducing agitation by calm-
ing brain activity. Benzodiazepines 
and trazodone are often used emer-
gently but can cause sedation and in-
crease the risk of falling. Antidepres-

sants are being studied since their 
modulation of serotonergic activity is 
aimed at reducing impulsivity and 
aggression. Anticonvulsants have 
been used to inhibit brain activity 
causing agitation, but with limited 
scientific support.

Antipsychotic medications have 
been widely studied, and while there 
is a fair amount of evidence suggest-
ing modest benefit for agitation, there 
are also significant safety concerns, 
including the black box warnings for 
an increased risk of death.6 With any 
pharmacologic approach, the goal is 
to use the least amount of medication 
for the shortest time possible. Finally, 

clinicians need to be aware of the 
many regulations concerning the use 
of psychotropic medications in long-
term care settings, including guide-
lines from the Omnibus Budget Rec-
onciliation Act (OBRA) of 1987 
guidelines, American Geriatrics So-
ciety Beers Criteria, and definitions 
of unnecessary drug use.

The best outcome will always stem 
from a systematic approach that seeks 
to understand and address the under-

lying causes and triggers of agitation, 
and then implements and evaluates 
both behavioral and pharmacologic 
approaches, with a clear eye on safety.

Dr Agronin is a geriatric psychiatrist 
and currently serves as the Senior Vice 
President for Behavioral Health and 
the Chief Medical office at MIND 
Institute at Miami Jewish Health in 
Miami, FL. He is the author of The 
Dementia Caregiver: A Guide to 
Caring for Someone with Alzheimer’s 
Disease and Other Neurocognitive 
Disorders. Dr Agronin was a speaker 
at the 2019 Psych Congress in San 
Diego, CA, he presented “Behavioral 
and Pharmacologic Approaches to 
Agitation and Dementia Associated 
with Major Neurocognitive Disorders.”
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Agitation has been associated with damage to 
key brain nuclei that regulate cholinergic and 
serotonergic pathways.
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» Brian Miller, MD, PhD, MPH

M aternal viral infection during 
pregnancy is a risk factor for 
schizophrenia.1 But there has 

been relatively less research on the 
association between maternal bacte-
rial infection during pregnancy and 
psychosis risk. Maternal infections 
may include forms of sexually trans-
mitted disease (STD), some viral re-
spiratory and bacterial infections, 
toxoplasmosis. One study found that 
maternal bacterial infection was as-
sociated with a two-fold increase in 
schizophrenia risk.2 Findings from 
another study suggest an association 
between pyelonephritis and risk of 
psychosis.3 Moreover, gestational 
immune disruption may dispropor-
tionately affect males with regards to 
psychosis risk.4

Lee and colleagues5 investigated 
the association between maternal 
bacterial infections during pregnancy 
and psychosis risk, including poten-
tial moderating effects of sex and pa-
rental history of psychiatric illness. 
They considered 16,188 live births 
enrolled between 1959 and 1966 at 
the Boston and Providence sites of 
the Collaborative Perinatal project, 
currently known as the New England 
Family Study. Parents and offspring 
(who are now in their 50s) with psy-
chotic disorders were identified.

A total of 15,421 participants were 
included in the final analytic sample. 
Data on infectious disease exposures 
were collected at regular prenatal vis-
its. The primary exposure variable 
was any bacterial infection during 
pregnancy. If women had multiple 
infections, they were counted only 
once. Infections affecting more than 
one major organ system were defined 
as multisystemic (eg, sepsis), and 
those affecting one system were de-
fined as localized (eg, vaginitis).

Cohort members with psychosis 
were identified at ages 32 to 39 years 
through a systematic follow-up. Af-
fected parents and offspring were 
identified via record linkage, direct 
interview, and subject self-report. Af-
ter systematic follow-up and struc-
tured clinical interviews, 116 adult 
offspring were found to have a non-
organic psychotic disorder (n = 52 
schizophrenia or schizoaffective dis-
order, depressed type; and n = 53 
schizoaffective disorder, bipolar 

type, or mood disorder with psychot-
ic features; n = 11 delusional disor-
der, brief psychotic disorder, or psy-
chotic disorder not otherwise 
specified).

The researchers included maternal 
race, study site, maternal education, 
parental socioeconomic index, year 
and season of birth, parental psychi-
atric history, and maternal viral infec-
tion during pregnancy as covariates. 
Logistic regression was used to esti-
mate the odds of psychosis for mater-
nal exposure to bacterial infection 
during pregnancy, adjusting for these 
covariates. The authors also exam-
ined effect modification by offspring 
sex and parental mental illness. They 
also performed sensitivity analyses 
considering only confirmed bacterial 
infection (by antibiotic treatment 
and/or physician diagnosis).

The researchers identifies 399 
(3%) multisystemic and 3191 (21%) 
localized infections during pregnan-
cy. Localized infections included 
vaginitis, urinary tract infections, 
pneumonia, syphilis, gonorrhea, and 

tuberculosis. Maternal bacterial in-
fection was associated with a signifi-
cant increased odds of psychosis (ad-
justed OR = 1.8; 95% CI, 1.2-2.7), 
with stronger effects for multisys-
temic (OR = 2.9; 95% CI, 1.3-5.9) 
compared with localized (OR = 1.6; 
95% CI, 1.1-2.3) infections. Further-
more, the association between mater-
nal bacterial infection and psychosis 
risk was modified by offspring sex.

a psychotic disorder were 3-fold 
more likely to develop in males after 

maternal infection (OR = 2.6; 95% 
CI, 1.6-4.2), whereas there was no 
difference in females (OR = 1.0; 95% 
CI, 0.5-1.9). The pattern of findings 
was similar when considering local-
ized bacterial infections. Additional-
ly, in sensitivity analysis, the associa-
tion remained significant and with 
slightly greater magnitude. By con-
trast, the association was not moder-
ated by parental mental illness.

The authors concluded that mater-
nal bacterial infection during preg-
nancy was significantly associated 
with the development of schizophre-
nia and related psychoses among off-
spring, with stronger effects for mul-
tisystemic than localized infections, 
and in males. Findings underscore 
the potential role of maternal bacte-
rial infections during pregnancy in 
the etiology of psychosis.

The strength of the study is the 
systematically collected prospective 
data in this birth cohort. The authors 
noted potential misclassification of 
exposure and interactions between 
infection and other non-biological 

factors (eg, socioeconomic status) as 
study limitations.

The bottom line
Maternal bacterial infections during 
pregnancy are associated with risk of 
psychosis in the offspring, which is 
moderated by the severity of infec-
tion and gender. Future, larger sam-
ples are needed to address compo-
nents of the potential etiologic 
pathway regarding this connection, 
including gestational timing of expo-
sure and sex-specific transmission. 
Replicated findings would under-
score the need for public health and 
clinical effects to reduce psychosis 
risk by preventing and managing bac-
terial infection in pregnant women.

Dr Miller is Associate Professor of 
Psychiatry, Department of Psychiatry 
and Health Behavior, Augusta 
University, Augusta, Georgia. He is the 
Schizophrenia Section Editor for 
Psychiatric Times. The author reports 
that he receives research support from 
Augusta University, the National 
Institute of Mental Health, the Brain 
and Behavior Research Foundation, 
and the Stanley Medical Research 
Institute.
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According to the Federal Emer-
gency Medical Treatment and Active 
Labor Act (EMTALA), patients with 
acute psychiatric conditions that 
make them either a danger to them-
selves or a danger to others are con-
sidered to have emergency medical 
conditions (EMCs). Because EMCs 
are legally equivalent to serious 
physical ailments, they must be eval-
uated in emergency departments and 
cannot be discharged until they are 
stable and safe, with no further emer-
gent danger.3

Although high-acuity psychiatric 
crises qualify as medical emergencies, 
the general emergency department 
might not be the best location to care 
for these patients. With the close quar-
ters of the typical ED, its strange lights 
and sounds, with busy uniformed per-
sonnel rushing about, this environ-
ment might be disruptive or even 
worsen symptoms for those suffering 
from paranoia, despondency, or anxi-
ety. An alternate, hospital-level emer-
gency setting for crisis patients would 
be preferable. In response, many 
health systems and communities na-
tionwide have created high-acuity ca-
pable psychiatric emergency pro-
grams.

Hospital-level psychiatric emer-
gency programs go by different 
names, including Psychiatric Emer-
gency Services (PESs), Comprehen-
sive Psychiatric Emergency Programs 
(CPEPs), Clinical Decision Units 
(CDUs), and more recently, Emergen-
cy Psychiatry Assessment, Treatment, 
and Healing units EmPATH unit). 
Along with different names, sites 
might even consider themselves to be 
a community location rather than part 
of a general hospital, but all could be 
considered to provide an EMTA-
LA-compliant, hospital-level equiva-
lent site that can work with most pa-
tients regardless acuity of their 
symptoms. These programs can be 
part of a general hospital campus, or 
on the license of a general hospital but 
located away from the main hospital, 
or on free-standing psychiatric cam-
puses. They differ in size, scope of 
services, and environment. 

Most programs share the same 
general philosophy for prompt 
intervention and targeted, 
compassionate care: “The Six 
Goals of Emergency Psychiatry” 
(also known as “Zeller’s Six 
Goals”)

1 Exclude medical etiologies of 
symptoms and ensure medical 

stability

2    Rapidly stabilize the 
acute crisis

3 Avoid coercion 

4 Treat in the least  
restrictive setting

5 Form a therapeutic  
alliance

6 Formulate an appropriate 
disposition and aftercare plan.4

Different approaches on how to 
fulfill these goals has led to various 
models of emergency psychiatric 
care facilities, but while no two sites 
are exactly alike, some basic catego-
ries have become evident. 

This article is the second in a 
three-part series on hospital-level 
psychiatric emergency programs. 
The first described the differences 
between hospital-based psychiatric 
EDs and community crisis centers.5 
This article highlights several differ-
ent operating models of hospital-lev-
el crisis care and their impressive 
outcomes.

Psychiatric Emergency 
Services or Comprehensive 
Psychiatric Emergency 
Programs
Most commonly, a PES (also known 
as CPEP in some locations) is a dis-
tinct hospital operation solely dedi-
cated to managing and treating psy-
chiatric emergencies. Most can 
accept patients around the clock, ei-
ther directly from the field via police 
or ambulance; other times individu-
als self-present. Some units also may 
have mobile crisis teams onsite as 
well as bridge clinics to ensure quick 
follow-up appointments for dis-
charged patients.

These programs are often affiliat-
ed with major academic hospitals or 
government health systems and work 
closely with a nearby medical emer-
gency department. It is not unusual 
for psychiatry residents to provide 
much of the direct care under the su-
pervision of attending psychiatrists. 
While numerous variations exist, ma-
ny programs have individual rooms 
for patients, similar to an inpatient 
psychiatric ward, but will attempt to 
limit stays to less than 24 or 48 hours.

PES programs are considered 
emergency outpatient programs. 
They are staffed by psychiatric phy-
sicians, advanced providers, nurses, 
and therapists. Use of physical re-
straints and injected medication can 
occur, but they typically occur at 
lower rates than a medical ED.

In sharing his experiences, 
Shailinder Singh, MD, Medical Di-
rector of the Psychiatric Emergency 

Room at Metropolitan Hospital in 
New York City, said:  “The Psych ER 
here provides a vital service to an un-
derserved and often overlooked pa-
tient population.” 

“As an emergency psychiatrist, I 
bear witness on a daily basis to gross 
disparities in access to care for pa-
tients who desperately need treat-
ment,” noted Suzanne Bird, MD, 
who leads the Acute Psychiatric Ser-
vice in the Emergency Department of 
Massachusetts General Hospital in 
Boston. “Being an effective and ethi-
cal emergency psychiatrist requires 
relentless advocacy on behalf of the 
vulnerable populations we serve.”

Regional dedicated psychi-
atric emergency programs
While many PES programs are part of 
a single hospital and have a defined 
local catchment area of patients, some 
are designed to be the center of a hub-
and-spoke, large district system, a 
model known as a Regional Dedicat-
ed Psychiatric Emergency Program. 
The prevailing design for these pro-
grams is of a stand-alone psychiatric 
campus, including inpatient beds on-
site along with the emergency psychi-
atric unit. It may feature other onsite 
programs as well, such as outpatient 
clinics, drop-in counseling, and partial 
hospitalization.

Such facilities will accept all emer-
gency psychiatric patients from a 
widespread geographic area, both di-
rectly from the field. They also will 
receive transfers from a number of 
area EDs. These centers are somewhat 
analogous to the relationship between 
a major trauma center and smaller lo-
cal hospitals: they are the higher-lev-
el-of-care ED that accepts patients 
with psychiatric emergences from 
other hospitals. Successful regional 
dedicated programs are in operation in 
California and Arizona, and at the 
Unity Center in Portland, Oregon.

Margaret Balfour, MD, PhD, 
speaks very positively about the Cri-
sis Response Center in Tucson, Ari-
zona, a stand-alone regional psychi-
atric program that sees more than 
1250 adults and children every 
month, stabilizing over two-thirds 
without needing inpatient admis-
sions, and alleviating local ER psy-
chiatric patient boarding. “There are 
a lot of crisis facilities that don’t take 
the most acute patients—the highly 
agitated or violent,” she said. “We 
want them at our facility, instead of 
an ED or jail, because we believe that 
with our staff’s expertise and physi-
cal space, we have a much better 
chance of de-escalating persons in 
crisis and getting them the treatment 
they need. It sometimes seems like 

it’s easier to get into heaven than a 
psychiatric facility. We try not to put 
up barriers and instead instill a cul-
ture of figure out how to say yes rath-
er than look for reasons to say no.”

Tarak Trivedi, MD, MS, an Emer-
gency Medicine physician at Univer-
sity of California, Los Angeles, pub-
lished a study in the past year showing 
that of over 22,000 direct ambulance 
transfers to a regional psychiatric ED 
rather than the traditional destination 
of medical EDs, only 0.3% required 
later transport to a medical ED.6 “Use 
of regional, stand-alone, psychiatric 
emergency services are a safe, effi-
cient, and patient-centered approach 
to managing patients in psychiatric 
crisis,” he reported.

EmPATH units
Although proven effective, not every 
community has the patient volume, 
funding, personnel, or academic sup-
port to operate an expensive 24/7 
PES model. Due to recent innova-
tion, distinct hospital-level psychiat-
ric emergency program can still be 
made available. This scalable solu-
tion, known as the EmPATH unit, is 
now being implemented at sites 
across North America.

An EmPATH unit is a discrete, in-
dependently run program with its 
own staff, which operates in concert 
with the ED and under the same hos-
pital license. Because patients are 
referred only after a medical screen-
ing exam in the general ED, a li-
censed psychiatric provider may not 
need to be on-site at all times. An 
on-demand telepsychiatrist can eval-
uate patients and commence treat-
ment promptly in a cost-effective 
way, which can result in quick relief 
of patient distress. 

In the most common EmPATH 
unit model, patients are initially eval-
uated in a medical ED to rule out or 
stabilize emergency medical condi-
tions, and then immediately moved 
to the more therapeutic EmPATH set-
ting. 

EmPATH units contain a layout 
where prompt medical intervention 
and supervision combine with the 
best features of community wellness 
and recovery programs. Individuals 
are treated concurrently in a large 
common milieu room, where staff 
are always interspersed with patients 
for constant and safe observation and 
reevaluation. Rather than being as-
signed to beds, patients choose their 
own sleeper chairs or recliners, where 
they can sit up to participate in activi-
ties, group or individual therapy, or fold 
flat to nap. Unlike the necessarily con-
fining arrangement of a typical ED, this 
design allows individuals to relax, feel 
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comfortable, and move about freely. 
Easily accessible stations allow pa-
tients to get food, drink, or linens with-
out requiring staff involvement or per-
mission. An overall focus on avoiding 
coercion and causes of frustration has 
resulted in dramatically lower inci-
dence of physical restraints, aggres-
sion, and assaults than more traditional 
units or EDs, even with a highly 
acute patient population under invol-
untary evaluation for dangerousness 
to self and/or others.7

Now operating in two dozen sites 
around the nation, the EmPATH unit 
model contributes significantly to the 
reduction of ED overcrowding and 
throughput times by providing prompt 
transfer to an appropriate psychiatric 
level of care. Sites typically report 75% 
or higher avoidance of psychiatric 
hospitalizations in patients who would 
have been admitted in more standard 
ED systems.

EmPATH units are presently work-
ing on any scale from eight to 48 chairs; 
in urban places like Los Angeles or rural 
settings like Lafayette, Indiana; in aca-
demic hospitals or at small community 
facilities. And given the open floor plan, 
they can often be created by remodeling 
an underutilized large room such as a 

former storage space or shuttered clinic 
with reasonable conversion costs.

As the Chair of Psychiatry at the 
Billings Clinic in Montana, Eric Ar-
zubi, MD, led the creation of an Em-
PATH Unit in April 2018, which to-
day accepts both adults and children, 
and has led to a substantial reduction 
in area psychiatric ED boarding and 
inpatient utilization. 

“A well-designed, well-managed 
EmPATH unit creates value for mul-
tiple stakeholders and, most impor-
tantly, it improves patient care,” he 
explained. “At a time when there is a 
perceived shortage of psychiatric 
hospital beds, a local EmPATH unit 
reduces the demand for such beds, 
allowing the health care system to 
make more effective use of that pre-
cious resource.”

He added, “Public and private 
payers should be jumping all over 
this model of care. We found that, 
due to a lower total hospitalization 
rate and a decreased 30-day readmis-
sion rate, insurers likely saved more 
than 20% on psychiatric inpatient 
hospitalization costs. This, in my 
mind, is among the most powerful 
examples of value-based care in 
medicine.”

Taylor Ford, MSW, LISW, is the 
Assistant Clinical Director of the Em-
PATH unit which opened in October 
2018 at the University of Iowa Hospi-
tals and Clinics. Their 12-chair pro-
gram has led to a nearly 80% reduction in 
ED boarding hours, and they have yet to 
have their first episode of implementing 
physical restraints, despite a very 
high-acuity population. “This allows for 
a more thorough psychiatric evaluation, 
in which we can work more closely with 
the individual to develop a safe and sup-
portive plan in a comfortable setting that 
puts the patient’s needs above all else,” 
she said. “I can’t tell you how many pa-
tients have personally told me that this is 
the best care they’ve ever received in a 
psychiatric setting, and that’s exactly 
what we’re here for.”

Conclusion
As hospital-based psychiatric emer-
gency programs around the country 
demonstrate the ability to minimize 
ED boarding, provide cost-savings, 
and improve patient outcomes and 
clinician satisfaction, the challenge 
will be how to keep these models of 
psychiatric care self-supporting.

In the next and final article in this 
series, we will review reimbursement 

issues that psychiatric EDs face and 
provide strategies to overcome them.

Dr Zeller is Vice President for Acute 
Psychiatry with the physician partnership 
Vituity and Assistant Clinical Professor of 
Psychiatry, Univesity of California, 
Riverside, CA. He is an Editorial Board 
Member of Psychiatric Times.
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T he aim of Conversations in Critical Psychiatry is to engage promi-
nent individuals within and outside psychiatry who have made 
meaningful critiques of psychiatry and have offered constructive 

alternative perspectives to the current status quo.
I first got exposed to Dr Ghaemi’s ideas about 7 years ago through his 

critical commentaries on DSM in Psychiatric Times, I subsequently dis-
covered his wealth of writings on philosophical frameworks in psychiatry 
as well as how these conceptual issues have “real world” implications 
when it comes to the understanding, classification, and treatment of 
mood disorders.

A common refrain in Dr Ghaemi’s work has been that psychiatry has 
lost its way by pursuing a pragmatic, atheoretical framework of under-
standing mental illness (ie, progress requires going beyond pragmatism 
in search of truth). Over the years I have found his ideas to be highly 
thought provoking and engaging and his opinions have been instrumental 
in shaping my own views on psychiatry. Dr Ghaemi exemplifies the spirit 
of a maverick thinker and wields his nuanced understanding of history, 
philosophy, and research methodology to challenge conceptual errors 
rampant in the field.

DR AFTAB: In On Depression, you’ve 
argued that sometimes depression is a 
medical disease but often it is not. You 
write: “It has become de riguer to state 
that depression is a disease. I would 
say the opposite: most depression is 
not a disease. The part of it that is re-
current and episodic, or due to a spe-
cific medical cause, is disease. But the 
part that is not episodic, that is chronic 
and admixed with anxiety, becomes 
indistinguishable from personality.”1p14 
From your perspective, what do you 
mean when you call something a “dis-
ease”? In cases when depression is not 
a disease, should it be considered a 
“disorder”?

DR GHAEMI: The word “disorder” is 
meaningless. It is purposefully 
vague, introduced by DSM-III for ev-
ery one of its 292 diagnoses in an at-
tempt to be atheoretical about the 
causes or nature of those diagnoses. 
DSM-III leaders in 1980 wanted to 
reject psychoanalytic interpretations, 
and they did not want to commit to 
biological causes (diseases), so they 

replaced the earlier term “reaction” 
with the purposefully vague term 
“disorder.”

Disorder means nothing and every-
thing; anyone can interpret it as they 
like. That kind of anarchic eclecticism 
is exactly what DSM-III intended, and 
psychiatry has inherited for 40 years. 
The term disease refers to a biological 
cause of a physical illness. Sometimes 
depressive states have such causation, 
as in manic-depressive disease; some-
times they do not. The term “major 
depressive disorder” vaguely com-
bines many different depressive pre-
sentations, and thus, as a whole, 
means nothing scientifically.

DR AFTAB: It has been noted that the 
description of depression espoused 
by psychiatry has changed dramati-
cally over the decades, from an acute, 
rare, self-limiting illness with favor-
able prognosis to a chronic, common 
illness in which only a minority of 
persons stay well. How do you make 
sense of this change in the conceptu-
alization of depression’s history?

DR GHAEMI: I wouldn’t say that charac-
terization is correct. “Depression,” if 
by that term is meant “melancholia” 
in older usage, was seen as severe 
and episodic and common in Kraepe-
lin’s work. The prognosis was not 
good in the sense that it was recur-
rent: each episode improved, but then 
recurred, and suicide was frequent. 
Neurasthenia reflected what was lat-
er termed neurotic depression. It was 
chronic and rampant in late 19th cen-
tury America. I think American psy-
chiatry simply is ignorant of the his-
tory of mental illnesses.

DR AFTAB: You have long crusaded 
against antidepressant use in bipolar 
disorder, arguing that these drugs 
lack efficacy and hinder recovery in 
patients with bipolar disorder. I think 
psychiatry’s official position has 
slowly shifted in that direction (at 
least for bipolar I), but antidepres-
sants still remain widely prescribed 
for bipolar disorder, and it is com-
mon to hear clinicians say, “I know 
what the research says but antide-
pressants are clearly helping my bi-

polar patients.” What explains this 
persistent notion of anecdotal effica-
cy in clinical practice?

DR GHAEMI: Clinicians often base their 
opinions on their experience, not re-
alizing that—as the old saying 
goes—half of what they see is false; 
they just don’t know which half. The 
same reasoning was the basis for the 
medical profession’s wide accep-
tance for two millennia of the four-
humor theory and of bleeding.

What many clinicians don’t un-
derstand is the importance of con-
founding bias, that all their experi-
ence is confounded by the influence 
of other factors that they cannot know 
or control, foremost among these be-
ing natural history of recovery in an 
episodic illness. Each bipolar depres-
sive episode resolves naturally, usu-
ally within months. Randomized 
placebo-controlled data show that 
antidepressants and placebo produce 
notable and equal improvement. Pla-
cebo is a stand-in for that natural his-
tory. Instead of giving nature the 
credit, as the randomized clinical tri-
als prove, clinicians credit the drugs: 
a classic mistake of the unscientific 
practice of medicine.

DR AFTAB: Even outside of bipolar dis-
order, you are not a huge fan of anti-
depressants. Recently when the 
Cipriani and colleagues’2 meta-anal-
ysis was published, you wrote an 
editorial for Medscape commenting 
on how the results actually confirm 
what previous studies have shown, 
that over-all the benefit from antide-

pressants (over and above placebo) 
falls short of clinically meaningful.3 
It is hard to imagine a group of medi-
cations whose efficacy has been as 
closely scrutinized as that of antide-
pressants, and yet despite the largest 
meta-analysis ever conducted, doubts 
about efficacy remain. Why is this is-
sue so controversial and divisive?

DR GHAEMI: The studies are replicated 
and clear: the effect size of benefit 
with antidepressants overall in MDD 
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is small, and short of the cut-off for 
clinically meaningful benefit. On the 
other hand, the natural history of de-
pressive episodes is that they resolve 
and so clinicians see improvement. 
They don’t realize that the benefit oc-
curs almost equally with non-drug 
intervention (placebo). At root, the 
problem is an unwillingness to ac-
cept the verdict of science, as op-
posed to one’s wishes or beliefs.

The psychiatric profession ap-
pears to identify its medical legiti-
macy with the claimed efficacy of its 
drugs. There’s no reason to claim this 
equivalence. In fact, we hurt our le-
gitimacy with the public and with our 
medical colleagues, when we cling to 
our treatments excessively. This pro-
cess is no different now with drugs 
than it was half a century ago in 
American psychiatry with psycho-
analytic extremism. The basic psy-
chiatric attitude is the same, even 
though the treatments are different.

We need to change our basic phi-
losophy and accept a self-critical atti-
tude that submits to scientific judg-
ment, with humanistic sensitivity. This 
basic philosophy is as old as Hip-
pocrates, and reflects being a good doc-
tor, period. It’s the right way to defend 
our medical and scientific legitimacy.

DR AFTAB: The long-term efficacy data 
for antidepressants in MDD are even 
weaker. What is your approach to an-
tidepressant maintenance treatment 
in practice?

DR GHAEMI: Antidepressants have mod-
est short-term symptomatic benefit 
acutely, like aspirin for fever. They do 
not prevent depressive episodes in a 
definitive manner (ie, they are not 
disease-modifying). In my practice, I 
prefer to use them for the short-term, 
but routinely not long-term.

Other agents, especially lithium 
and possibly lamotrigine, have better 
evidence for depressive episodes, ie, 
have long-term disease-modifying 
effects.4 Antidepressants are analo-
gous, in my view, to steroids in con-
ditions such as multiple sclerosis: 
useful in an acute episode, but not 
preventive. Agents like lithium are 
disease-modifying, less relevant for 
active symptoms but indispensable 
for the underlying disease itself.

DR AFTAB: Given your clinical and re-
search experience, what are your 
thoughts on the various approaches 
to new ideas such as mixed symp-
toms in depression?

DR GHAEMI: The views here are strictly 
my own. There are five major players 

in these debates: clinicians, academ-
ics, the insurance industry, the FDA, 
and the pharmaceutical industry. Cli-
nicians, the insurance industry, and 
the pharmaceutical industry are mo-
tivated by the profit motive, at least in 
part. The FDA is not so motivated but 
is affected by political influences (ie, 
the pharmaceutical lobby’s influence 
on Congress).

Academia’s motivations are com-
plex—they believe what they want to 
believe with little outside influence. 
Such academic freedom is good and 
bad, since one is free to continue to 
believe untruths, instead of seeking 
the truth. With new ideas such as 
mixed states, the groups that are clos-
est to economic influences seem to 
be the most pragmatic. This utilitari-
an attitude can be harmful, but it also 
is flexible, and open to new ideas.

In contrast, academia is often a 
major obstacle because there is no 

motivation to change established 
ideas. Some academics think they 
can outsmart the pharmaceutical in-
dustry, or the insurance industry, by 
supporting or opposing certain ideas. 
This is a fool’s errand. What aca-
demia needs to do is to seek the truth 
in as honest a way as possible, giving 
up one’s own favorite notions if 
needed. Only in this way can the oth-
er players be influenced in the right 
direction, converting a vicious cycle 
into a virtuous one.

DR AFTAB: It’s easy to forget the ques-
tion of diagnostic validity in psychia-
try. In the famous 1971 US-UK study 
that suggested that US psychiatrists 
diagnose schizophrenia far more lib-
erally than British psychiatrists, the 
researchers comment: “though one 
may discuss whose concept of 
schizophrenia is more useful, or clos-
er to Bleuler’s original description, 
one cannot meaningfully discuss 
which is right, for we have no exter-
nal criterion . . . .”5

This is a problem that has plagued 
psychiatric classification. We can 
come up with non-DSM syndromic 
criteria and syndromic definitions (as 
you have done for bipolar spectrum 

disorder) but how can we demonstrate 
that one construct is more valid than 
another? Has our notion of validity 
made any progress since Robin and 
Guze6 presented their criteria in 1970?

DR GHAEMI: This is a common claim in 
defense of the theory that underlies 
DSM-III through DSM-5. It’s a self-
fulfilling prophecy: unscientific di-
agnostic constructs are used to claim 
that no definitive scientific validation 
can be made of them. In medicine, 
only psychiatry engages in this kind 
of epistemological solipsism. The 
brain can succumb to diseases, and 
these diseases can have psychologi-
cal symptoms. Our job is to identify 
those diseases, not to create rational-
izations why we shouldn’t search for 
them.

Robins and Guze had good per-
ception: since we had no clear patho-
logical basis for any psychiatric dis-

ease, we could use five lines of 
evidence (symptoms, course, genet-
ics, biological markers, treatment), 
which, if they pointed in the same 
direction, would support the validity 
of a disease. This is the same ratio-
nale as Kraepelin’s emphasis on 
course of illness, not symptoms, as 
the basis of diagnosis. It’s also con-
sistent with traditional medical sci-
ence: symptoms vary among all med-
ical illness, but combination with 
course and laboratory markers vali-
dates diagnosis.

There are many medical condi-
tions in which no clear external cause 
or pathology is known, including sei-
zure disorders, migraine, ulcerative 
colitis, rheumatoid arthritis. In psy-
chiatry, this approach proved very 
successful with the carefully defined 
clinical syndrome of general paraly-
sis of the insane, which was later 
found to correlate with the identifica-
tion of treponema pallidum. Many 
DSM advocates claim that things are 
different now; current diseases are 
harder to define. Maybe so, maybe 
not. But we’ll never know if we keep 
using socially constructed DSM defi-
nitions, as opposed to making an ef-
fort to find the truth.

DR AFTAB: If Robert Spitzer had never 
created DSM-III, do you think the 
field of psychiatry would be in a bet-
ter or a worse place today? In other 
words, do you see the legacy of DSM 
as largely beneficial or harmful?

DR GHAEMI: I have no doubt psychiatry 
would have been better off without 
DSM-III and, more importantly, its suc-
cessors DSM-IV and DSM-5. I know 
the usual mantra: DSM-III provided a 
common language in a time of Freudian 
babble—it allowed for reliability. This 
small advantage is far outweighed by 
what happened with DSM-IV and 
DSM-5: the dictionary of a common 
language became a fundamentalist Bi-
ble that we all have to believe and buy. 
Psychiatry has been frozen in 1980, 
hence the absence of progress since that 
time is no surprise. DSM’s legacy has 
been largely harmful.

DR AFTAB: Thank you!

Dr Aftab is a psychiatrist in Cleveland, 
Ohio. He has been actively involved in 
initiatives to educate psychiatrists and 
trainees on the intersection of philoso-
phy and psychiatry. He reports no 
conflicts of interest concerning the 
subject matter of this article.  
Dr Ghaemi is a psychiatrist with clinical 
and research expertise in mood illness, 
and training in philosophy and public 
health. He is Professor of Psychiatry, 
Tufts University; Psychiatry Lecturer, 
Harvard Medical School; in addition, he 
directs clinical drug discovery research 
in psychiatry at Novartis Institutes for 
Biomedical Research in Cambridge, MA. 
He is the author of Clinical 
Psychopharmacology, and multiple 
other books including The Concepts of 
Psychiatry, The Rise and Fall of the 
Biopsychosocial Model, and A First-Rate 
Madness: Uncovering the Links 
Between Leadership and Mental Illness.

The opinions expressed in this interview are 
those of the participants and do not necessarily 
reflect the opinions of Psychiatric Times.
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F or most patients, bipolar is a 
disorder of depression. It’s here 
that they spend the majority of 

their days, so an atypical antipsy-
chotic that has benefits in depression 
is usually the best choice.1

The atypical antipsychotics are 
complex drugs. No two have the 
same profile, and the line between 
their receptor profile and clinical ef-
fects is a hard one to follow. Only 
four are FDA-approved in bipolar 
depression: cariprazine (Vraylar®), 
lurasidone (Latuda®), olanzapine-
fluoxetine combination (Symbyax®), 
and quetiapine (Seroquel®). The 
Table provides dosage ranges for 
the four atypical antipsychotics that 
are FDA-approved for bipolar de-
pression. Most of the other atypical 
antipsychotics have been tried but 
failed to show efficacy in bipolar de-
pression, including a few that work 
in unipolar depression: aripiprazole, 
ziprasidone, and risperidone.2 Ase-
napine (Saphris®), brexpiprazole 
(Rexulti®), and illoperidone (Inve-
ga®) are untested.

Cariprazine (Vraylar®)
Cariprazine (no equivalent generic 
version equivalent in the US) is FDA-
approved for both manic and depres-
sive episodes in bipolar disorder. It 
has favorable rates of weight gain 
and fatigue, especially in the lower 
dose range. Adverse effects that get 
in the way for patients include akathi-
sia and extrapuramidal symptoms. 
The number needed to treat is higher 
than for other atypical antipsychotics 
for bipolar depression (10 versus 2 to 
6 for remission and response).3

To minimize akathisia, start with 
1.5 mg every other day. Cariprazine’s 
long half-life (2-5 days) allows this 
kind of dosing.

Lurasidone (Latuda®)
Lurasidone (no equivalent generic 
version available in the US) is FDA-
approved for bipolar depression in 
patients as young as 12 years. It has 
favorable rates of weight gain and fa-
tigue and is the only atypical antipsy-

chotic with evidence to improve cog-
nition in bipolar disorder, based on a 
small controlled trial in euthymic bi-
polar I patients.4

No studies have been undertaken 
in patients with mania, although it 
does work in unipolar depression 
with mixed features. It must be taken 
with a meal of more than 350 kcal. 
Nausea and akathisia are common 
causes of discontinuation.

We don’t know the ideal dose of 
lurasidone because it was dosed flex-
ibly in the bipolar depression trials. 
An analysis of that data suggests it 
that higher doses are more effective, 
with a linear dose-response relation-
ship between 20 and 120 mg.5

Olanzapine-fluoxetine 
combo (OFC) (Symbyax)
Statistically speaking, OFC may be 
the most effective therapy for acute 
bipolar depression, with a number 
needed to treat (NNT) of 2 compared 
with 5 to 11 for other FDA-approved 
atypical antipsychotics.3

Olanzapine does not treat depres-
sion on its own so it requires the 
fluoxetine component to work. This 
is a potential draw-back because 
fluoxetine may worsen manic or 
mixed symptoms. The prescription 
can be written as a single combo pill, 
which helps some patients save on 
their copays, or as the two medica-
tions, which is cheaper for patients 
who pay full price for the medicine.

Weight gain and metabolic ad-

verse effects are also significant 
risks with this medicine, but they 
can be ameliorated somewhat with 
metformin. This anti-diabetic agent 
has the best preventative effects for 
weight gain on atypical antipsy-
chotics, and it works better when 
started earlier (500-1000 mg/d with 
food).6

Although ost meta-analyses rank 
OFC at the top of the efficacy list in 
bipolar depression, the story is differ-
ent in unipolar depression, where its 
efficacy usually ranks near the bot-
tom among atypical antipsychotic 
anugmentation agents.7

Quetiapine (Seroquel)
Quetiapine is FDA-approved for both 
manic and depressed episodes in bi-
polar disorder. Moreover, it may im-
prove sleep quality and comorbid 
anxiety.8,9 Quetiapine has favorable 
rates of akathisia and extrapyramidal 
effects.

However, quetiapine’s adverse ef-
fects, particularly sedation and hypo-
tension, are a common cause of dis-
continuation and emergency 
department visits.10 Weight gain and 
metabolic effects are significant long-
term problems. Furthermore, despite 
early hopes, patients on quetiapine 
are at risk for tardive dyskinesia.11

Both the extended release (XR) 
and instant release (IR) versions of 
quetiapine are FDA-approved for bi-
polar depression. For reasons that 
have more to do with its patent than 

its pharmacology, only the XR is ap-
proved in unipolar depression.

Quetiapine IR can be dosed all-at-
night, and this strategy usually re-
sults in less daytime fatigue than the 
XR version. Hypotension, however, 
is lessened with the smoother peaks 
of quetiapine XR, particularly in dos-
es higher that 300 mg.12

Conclusion
None of the atypical antipsychotics 
stands out as the best choice for bipo-
lar depression. Both of the generic 
options are low on tolerability, but 
OFC is the most likely to work and 
quetiapine has additional benefits in 
sleep and anxiety. Cariprazine and 
lurasidone are better tolerated over-
all, unless the problem is akathisia or 
out-of-pocket expense.

Dr Aiken is the Director of the Mood 
Treatment Center and an Instructor in 
Clinical Psychiatry at the Wake Forest 
University School of Medicine. As the 
Editor in Chief of The Carlat Psychiatry 
Report, he hosts a weekly podcast 
with Kellie Newsome on psychiatric 
practice. He is the coauthor with Jim 
Phelps, MD, of Bipolar, Not So Much. 
He does not accept honoraria from 
pharmaceutical companies.
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An Overview of  
Atypical Antipsychotics  
for Bipolar Depression

Table. Atypical antipsychotic dosage ranges for bipolar depression 

Atypical antipsychotic Indication Dosage per day

Cariprazine (Vraylar) Depression 1.5 mg/d

Mania/mixed 3 mg/d

Lurasidone (Latuda) Depression 20-120 mg/d with > 340 kcal meal; 40-80 mg 
range is typical

Mixed (off-label) Varies with intensity of mixed features

Olanzapine-fluoxetine 
combo (Symbyax)

Depression 6/25-12/50 mg/d; mean 7.4/39.3 mg/d

Olanzapine monotherapy Mania/mixed 5-20 mg/d (mean 10-15 mg/d)

Quetiapine (Seroquel) Depression 300 mg/d

Mania/mixed 400-800 mg/d

Mood 
Disorders
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When Medications Affect More 
Than the Patient: Opioids and 
Family Members

PAIN MANAGEMENT

» Steven A. King, MD, MS

W hen physicians prescribe 
medications, usually the on-
ly thing we need to consider 

is how the drugs will affect the per-
son for whom we are prescribing. We 
make choices based on the problems 
for which they are being prescribed 
and the risks and benefits based on 
the overall health of the patients. We 
rarely have to give much consider-
ation to what, if any, impact the med-
ications may have on the medical 
status of the patients’ families.

However, three new studies high-
light how important it is that when 
physicians prescribe opioids there 
can be significant and even potential-
ly fatal consequences for the family 
members of those for whom they are 
being prescribed.

The first study examined opioid 
overdoses among family members of 
people prescribed opioids using data 
supplied by a commercial insurance 
provider that provided information 
on both the patients and family mem-
bers.1 The findings indicate that al-
though opioid overdoses by the fam-
ily members of those prescribed 
opioids were relatively infrequent, 
they occurred at almost three times 
the rate as for members of families 
where no one was prescribed an opi-
oid. Furthermore, the risk of family 
member overdoses correlated with 
the dosage of the prescribed opioids. 
The risk of overdoses was present 
across all age groups from children to 
adults and prescription of long act-
ing/extended release opioids and fen-
tanyl patches increased the risk for 
overdoses.

Certainly one might expect that 
the availability of opioids in a 
household would increase the risk of 
someone other than the patient tak-
ing the medications and overdosing. 

The authors note that the overdoses 
in children are quite probably acci-
dental while those in adolescents 
and adults are more likely to be the 
result of intentionally taking the 
opioids. However, in either case 
they acknowledge that health care 
professionals need to make patients 
aware that they need to closely mon-
itor the opioids prescribed for them 
and do their best to prevent family 
members using them to prevent mis-
use and potentially life threatening 
overdoses from occurring.

A second study examined the as-
sociation between opioids prescribed 
for parents and the risk of suicide at-
tempts by their children aged 10 to 
19 years.2 It, too, found that while 
suicide attempts by children of par-
ents who were prescribed opioids 
were relatively rare, they occurred at 
more than two times the rate for chil-
dren whose parents were not pre-
scribed opioids.

The authors of the study noted 
that other factors such histories of 
substance use disorder, depression, 
or suicide attempts by the parents or 
substance use disorder or depression 
in the children who overdosed did 
not fully explain the results.

It is also worth noting that the 
study found that the great-
est risk for suicide at-
tempts among chil-
dren were those 
where one or both 
parents were tak-
ing a prescribed 
opioid and a medi-
cation for insom-
nia, either a benzo-
diazepine or a “Z 
drug,” although over two 
times as many were using a ben-
zodiazepine rather than a Z drug.

The researchers did not have 
an explanation for their results 
apart from the potential accessi-

bility of medications with which 
children can attempt suicide in their 
home but do recommend that when 
physicians prescribe opioids for par-
ents, they make them aware of the 
issue and tell them and their chil-
dren’s health care providers to watch 
for behaviors that might indicate sui-
cide is being considered.

Finally, a third study looked at 
opioid and benzodiazepine prescrip-
tions for family members of people 
whose prescriptions for these medi-
cations had been discontinued. The 
authors identified patients who had 
filled prescriptions for opioids or 
benzodiazepines for a 30 day or 
more supply during the 10 year pe-
riod between 2007 and 20016. 
Based on the total number of pre-
scriptions filled during the period, 
the 10% of patients who filled the 
most prescriptions were identified 
as “high-volume users” and those 
who were in the bottom 50% with 
regard to the least number filled 
were “low-volume users.”

When opioid prescriptions were 
discontinued among high-volume 
users, 0.2% of family members filled 
a prescription for an opioid within 2 
days and 0.5% within 14 days. The 
same results were found 

among high-volume benzodiazepine 
users with regard to filling a prescrip-
tion for a benzodiazepine during 
those periods.

Among low-volume users, only 
.06% of family members of opioid or 
benzodiazepines users whose pre-
scriptions were discontinued filled 
prescriptions for the respective med-
ications within 2 days after discon-
tinuation while 0.4% of family mem-
bers of low-volume opioid users and 
0.3% of benzodiazepine users filled 
prescriptions for the medications 
within 14 days after discontinuation.

Although the authors appreciated 
that the percentages of family mem-
bers filling prescriptions after dis-
continuations was quite small, they 
noted that their findings did raise the 
concern that family members might 
have sought prescriptions for opioids 
or benzodiazepines in order to con-
tinue to provide the medications to 
those whose prescriptions have been 
discontinued. Another possible ex-
planation is that the patients original-
ly prescribed the medications were 
either willingly or unwillingly 
sharing them with 
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In bipolar depression, the situa-
tion is a little more complicated, but 
in short, aripiprazole has not been 
found to be effective. Two large 
manufacturer-sponsored trials failed 
to show any difference from placebo 
after eight weeks of treatment.3 It is 
not FDA-approved for bipolar de-
pression. What is confusing for cli-
nicians is that aripiprazole is well-
known for its antidepressant effect 
as an augmenter of selective sero-
tonin reuptake inhibitors in unipolar 
depression. It was heavily adver-
tised for that purpose (at least, until 
it recently became generic). It has 
never been studied as an augmenta-
tion for antidepressants in bipolar 
depression.

The use of antidepressants (with 
or without augmenters) in bipolar de-
pression remains controversial at 
best. The exception is the combina-
tion of olanzapine and fluoxetine, 
which is effective and FDA-approved 

for bipolar depression, although one 
usually wants to avoid it because 
olanzapine has severe metabolic ad-
verse effects and induces insulin-re-
sistance.

In the 8-week aripiprazole stud-
ies, there was separation from place-
bo in some of the earlier weeks, but 
by week 8 there was no difference 
(number needed to treat = 44).3 Dos-
age at endpoint reached a mean of 
16.5 mg daily. Some have speculat-
ed that if they had used lower doses 
(eg, starting at 2 to 5 mg and titrat-
ing to 5 to 10 mg), the researchers 
might have found a more sustained 
antidepressant effect. The proposed 
mechanism is that at lower doses 
there could be less akathisia and it 
might have kept working on the de-
pression over the full eight weeks. 
This is possible and deserves study.

However, in the one maintenance 
study of aripiprazole in bipolar disor-
der (which resulted in FDA-approval 
as a maintenance agent in bipolar dis-
order), there was significant benefit 
for reducing manic episodes over six 
months compared with placebo, but 
no efficacy in preventing depressions 

or mixed states with depressive 
symptoms.4

Other antipsychotics used as 
monotherapy have been found effec-
tive for bipolar depression. These in-
clude quetiapine, lurasidone, and 

cariprazine (all FDA-approved). La-
motrigine and lithium have efficacy 
and FDA-approval as maintenance 
treatments in bipolar depression. 
Thus, for many patients with bipolar 
depressions, these five medications 
would be preferred over aripiprazole.

Dr Osser is Associate Professor of 
Psychiatry, Harvard Medical School, 
and Consulting Psychiatrist, US 
Department of Veterans Affairs, 

National Telemental Health Center, 
Bipolar Disorders Telehealth Program, 
Brockton, Mass.
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family members and when the pre-
scriptions were discontinued, the 
family members had to seek their 
own prescriptions in order to contin-
ue their use.

Certainly considering the large 
numbers of patients in the US who 
have opioid prescriptions for chronic 
pain and in light of current recom-
mendations that in most of these cas-
es opioids are not appropriate, doc-
tors may feel they are under increased 
pressure to stop prescribing these 
medications.3 It is possible that fami-
ly members subsequent seeking of 
opioid prescriptions may be a grow-
ing problem and something clini-
cians need to be aware of.

The last two studies highlight con-
cerns physicians should have about 
the over prescription of benzodiaze-
pines, a topic that has unfortunately 
taken a backseat to the opioid epi-
demic. Another new study notes the 
important role that both benzodiaze-
pines and opioids can play in mortal-
ity and ongoing opioid use following 
noncardiac surgery.4 The study ex-
amined the use of opioids and benzo-
diazepines during the 6 months prior 
to surgery and found that patients 
who had been prescribed both medi-

cations had a greater 30 day mortality 
rate and long-term risk of mortality. 

Use of opioids, benzodiazepines, 
or both prior to surgery all were asso-
ciated with persistent opioid use fol-
lowing it. 43% of preoperative opioid 
users and 23% of benzodiazepine 
users were persistent opioid users 
while 65% of those who used both 
medications became persistent users 
of opioids. This was in contrast to on-
ly 12% of patients who took neither 
opioids nor benzodiazepines preop-
eratively who became persistent opi-
oid users.

Despite the fact that there has 
been little literature to support the 
co-prescription of opioids and benzo-
diazepine and much to recommend 
against it, it still continues to occur 
not infrequently. How hard it has 
been to change the habits of doctors 
who are doing the coprescribing is 
demonstrated by another new study.5

This study examined the impact of 
the 2016 Centers for Disease Control 
and Prevention guideline on the use 
of opioids for chronic pain, which 
strongly advised against the co-pre-
scription of these with benzodiaze-
pines. A small but statistically signif-
icant decrease in the rates of 

co-prescription was seen in the two 
years following the release of the 
guideline among patients using opi-
oids for extended periods. However, 
there was no change in what the re-
searchers described as “intensity of 
co-prescription” measured by the 
number of days both medications 
were prescribed concurrently. Curi-
ously, although the study found that 
there was a reduction in co-prescrip-
tion for patients with Medicare Ad-
vantage no reduction was seen among 
patients with commercial insurance.

One other interesting finding of 
the study was that in most cases the 
same physician prescribed both the 
opioids and benzodiazepines, which 
suggests that the problem was not 
due to lack of coordination between 
physicians where different ones were 
prescribing each medication.

None of the findings of any of 
these studies indicate that physicians 
should cease to prescribe either opi-
oids or benzodiazepines to patients 
who truly require them. They do, 
however, highlight the many issues 
associated with their use that they 
may not need to consider when pre-
scribing other medications but do 
with these two classes.

Dr King is in private practice in 
Philadelphia.
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Symptoms of postpartum depression (PPD) can have a negative impact on mothers. 
If left untreated, these symptoms may persist for months or up to a year.1

INDICATION
ZULRESSO™ (brexanolone) CIV is indicated for the treatment of postpartum depression (PPD) in adults.

Select IMPORTANT SAFETY INFORMATION for ZULRESSO 

WARNING: EXCESSIVE SEDATION AND SUDDEN LOSS OF CONSCIOUSNESS
 Patients treated with ZULRESSO are at risk of excessive sedation or sudden loss of 
consciousness during administration. 
 Because of the risk of serious harm, patients must be monitored for excessive 
sedation and sudden loss of consciousness and have continuous pulse oximetry 
monitoring. Patients must be accompanied during interactions with their child(ren).
 Because of these risks, ZULRESSO is available only through a restricted program 
under a Risk Evaluation and Mitigation Strategy (REMS) called the ZULRESSO REMS.

Not an actual patient.

Please see Full Important Safety Information and Brief Summary of Full Prescribing Information, including Boxed Warning, 
on adjacent pages.
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DAY 3

 Individual results may vary. 

Select IMPORTANT SAFETY INFORMATION
WARNINGS AND PRECAUTIONS
Excessive Sedation and Sudden Loss of Consciousness:
In clinical studies, 5% of ZULRESSO-treated patients compared 
to 0% of placebo-treated patients experienced sedation and 
somnolence that required dose interruption or reduction. Loss of 
consciousness or altered state of consciousness was reported in 
4% of ZULRESSO-treated patients compared with 0% of placebo-
treated patients. 
During the infusion, monitor patients for sedative effects every 
2 hours during planned, non-sleep periods. Immediately stop the 
infusion if there are signs or symptoms of excessive sedation. 
After symptoms resolve, the infusion may be resumed at the

same or lower dose as clinically appropriate. Immediately stop the 
infusion if pulse oximetry reveals hypoxia. After hypoxia, the infusion 
should not be resumed.
Concomitant use of opioids, antidepressants, or other CNS 
depressants such as benzodiazepines or alcohol may increase 
the likelihood or severity of adverse reactions related to sedation. 
Patients must be accompanied during interactions with their 
child(ren) while receiving the infusion because of the potential for 
excessive sedation and sudden loss of consciousness. 
Patients should be cautioned against engaging in potentially 
hazardous activities requiring mental alertness, such as 
driving, after infusion until any sedative effects of ZULRESSO 
have dissipated.

STUDY DESIGN2,3

The effi  cacy of ZULRESSO in the treatment of PPD was demonstrated in two multicenter, randomized, double-blind, placebo-controlled studies 
(referred to as Studies 1 and 2) in women (18 to 45 years) with PPD who met the Diagnostic and Statistical Manual of Mental Disorders criteria 
for a major depressive episode (DSM-IV) with onset of symptoms in the third trimester or within 4 weeks of delivery. Women were enrolled up 
to 6 months postpartum. In these studies, patients received a 60-hour continuous intravenous infusion of ZULRESSO or placebo and were 
then followed for 4 weeks. Study 1 (NCT02942004) included patients with severe PPD (HAM-D score ≥26), and Study 2 (NCT02942017) included 
patients with moderate PPD (HAM-D score of 20 to 25). A titration to the recommended target dosage of 90 mcg/kg/hour was evaluated in both 
studies (patients received 30 mcg/kg/hour for 4 hours, 60 mcg/kg/hour for 20 hours, 90 mcg/kg/hour for 28 hours, followed by a taper to 
60 mcg/kg/hour for 4 hours and then 30 mcg/kg/hour for 4 hours). A titration to a target dosage of 60 mcg/kg/hour (patients received 
30 mcg/kg/hour for 4 hours, 60 mcg/kg/hour for 52 hours, then 30 mcg/kg/hour for 4 hours) was also evaluated in Study 1.

The safety of ZULRESSO was evaluated across 3 clinical trials (a Phase II study, Study 1, and Study 2) in 140 women who were exposed to 
ZULRESSO. The Phase II study evaluated 21 women with severe PPD, 10 of whom received a dose of 90 mcg/kg/hour of ZULRESSO. Baseline oral 
antidepressant use was reported for 23% of patients.

The primary endpoint was the mean change from baseline in depressive symptoms as measured by the HAM-D total score at the end of the 
infusion (Hour 60). A pre-specifi ed secondary effi  cacy endpoint was the mean change from baseline in HAM-D total score at Day 30.

Not an actual patient. 

ZULRESSO, the FIRST AND ONLY FDA-approved treatment 
indicated for postpartum depression.

Each. Day. Matters.
RAPID AND SIGNIFICANT IMPROVEMENT OF DEPRESSIVE SYMPTOMS IN 2.5* DAYS2

Study 1
62.3% reduction in mean HAM-D total score at 
Hour 60 with ZULRESSO 90 mcg/kg/hour (n=41)† vs 
49.0% with placebo (n=43†; P=0.0252‡)

In a group of 38 patients in Study 1, a ZULRESSO titration to a 
target dose of 60 mcg/kg/hour was also superior to placebo in 
improvement of depressive symptoms.

Study 2
64.6% reduction in mean HAM-D total score at 
Hour 60 with ZULRESSO 90 mcg/kg/hour (n=51)† vs 
53.3% with placebo (n=53†; P=0.0160‡)

target dose of 60 mcg/kg/hour was also superior to placebo in 
improvement of depressive symptoms.

The recommended dosage of ZULRESSO is 90 mcg/kg/hour.
HAM-D=Hamilton Depression Rating Scale.

*2.5 days=Hour 60.
†Intention to treat population.
‡ Statistically signifi cant after multiplicity adjustments.

Select IMPORTANT SAFETY INFORMATION
ZULRESSO Risk Evaluation and Mitigation Strategy (REMS): 
Notable requirements of the ZULRESSO REMS include:
•  Healthcare facilities must enroll in the program and ensure that 

ZULRESSO is only administered to patients who are enrolled in 
the ZULRESSO REMS 

•  Pharmacies must be certifi ed with the program and must only 
dispense ZULRESSO to healthcare facilities who are certifi ed in 
the ZULRESSO REMS

•  Patients must be enrolled in the ZULRESSO REMS prior to 
administration of ZULRESSO

•  Wholesalers and distributors must be registered with the 
program and must only distribute to certifi ed healthcare 
facilities and pharmacies

Further information, including a list of certifi ed healthcare 
facilities, is available at www.zulressorems.com or call 
1-844-472-4379

Because of the risk of serious harm resulting from 
excessive sedation or sudden loss of consciousness, 
ZULRESSO is available only through a restricted 
program called the ZULRESSO REMS.

Warnings and precautions for ZULRESSO include: 
risk of excessive sedation, risk of sudden loss of 
consciousness, and suicidal thoughts and behaviors.

Most common adverse reactions (incidence ≥5% and 
at least twice the rate of placebo) were sedation/
somnolence, dry mouth, loss of consciousness, and 
fl ushing/hot fl ush.

Use in specifi c populations:

• Pregnancy: May cause fetal harm

•  Avoid use in patients with end stage renal disease (ESRD)

Please see Full Important Safety Information and Brief Summary of Full Prescribing Information, including Boxed Warning, 
on the following pages.

For more information about ZULRESSO treatment and access, visit ZulressoHCP.com

References: 1. Vliegen N, Casalin S, Luyten P. The course of postpartum depression: a review of longitudinal studies. Harv Rev Psychiatry. 2014;22(1):1-22. 
2. ZULRESSO Prescribing Information. Cambridge, MA: Sage Therapeutics, Inc; 6/2019. 3. Meltzer-Brody S, Colquhoun H, Riesenberg R, et al. Brexanolone 
injection in post-partum depression: two multicentre, double-blind, randomised, placebo-controlled, phase 3 trials. Lancet. 2018;392(10152):1058-1070.
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for a major depressive episode (DSM-IV) with onset of symptoms in the third trimester or within 4 weeks of delivery. Women were enrolled up 
to 6 months postpartum. In these studies, patients received a 60-hour continuous intravenous infusion of ZULRESSO or placebo and were 
then followed for 4 weeks. Study 1 (NCT02942004) included patients with severe PPD (HAM-D score ≥26), and Study 2 (NCT02942017) included 
patients with moderate PPD (HAM-D score of 20 to 25). A titration to the recommended target dosage of 90 mcg/kg/hour was evaluated in both 
studies (patients received 30 mcg/kg/hour for 4 hours, 60 mcg/kg/hour for 20 hours, 90 mcg/kg/hour for 28 hours, followed by a taper to 
60 mcg/kg/hour for 4 hours and then 30 mcg/kg/hour for 4 hours). A titration to a target dosage of 60 mcg/kg/hour (patients received 
30 mcg/kg/hour for 4 hours, 60 mcg/kg/hour for 52 hours, then 30 mcg/kg/hour for 4 hours) was also evaluated in Study 1.

The safety of ZULRESSO was evaluated across 3 clinical trials (a Phase II study, Study 1, and Study 2) in 140 women who were exposed to 
ZULRESSO. The Phase II study evaluated 21 women with severe PPD, 10 of whom received a dose of 90 mcg/kg/hour of ZULRESSO. Baseline oral 
antidepressant use was reported for 23% of patients.

The primary endpoint was the mean change from baseline in depressive symptoms as measured by the HAM-D total score at the end of the 
infusion (Hour 60). A pre-specifi ed secondary effi  cacy endpoint was the mean change from baseline in HAM-D total score at Day 30.
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62.3% reduction in mean HAM-D total score at 
Hour 60 with ZULRESSO 90 mcg/kg/hour (n=41)† vs 
49.0% with placebo (n=43†; P=0.0252‡)

In a group of 38 patients in Study 1, a ZULRESSO titration to a 
target dose of 60 mcg/kg/hour was also superior to placebo in 
improvement of depressive symptoms.
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64.6% reduction in mean HAM-D total score at 
Hour 60 with ZULRESSO 90 mcg/kg/hour (n=51)† vs 
53.3% with placebo (n=53†; P=0.0160‡)

target dose of 60 mcg/kg/hour was also superior to placebo in 
improvement of depressive symptoms.
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HAM-D=Hamilton Depression Rating Scale.

*2.5 days=Hour 60.
†Intention to treat population.
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ZULRESSO Risk Evaluation and Mitigation Strategy (REMS): 
Notable requirements of the ZULRESSO REMS include:
•  Healthcare facilities must enroll in the program and ensure that 

ZULRESSO is only administered to patients who are enrolled in 
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•  Pharmacies must be certifi ed with the program and must only 
dispense ZULRESSO to healthcare facilities who are certifi ed in 
the ZULRESSO REMS

•  Patients must be enrolled in the ZULRESSO REMS prior to 
administration of ZULRESSO

•  Wholesalers and distributors must be registered with the 
program and must only distribute to certifi ed healthcare 
facilities and pharmacies

Further information, including a list of certifi ed healthcare 
facilities, is available at www.zulressorems.com or call 
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Because of the risk of serious harm resulting from 
excessive sedation or sudden loss of consciousness, 
ZULRESSO is available only through a restricted 
program called the ZULRESSO REMS.

Warnings and precautions for ZULRESSO include: 
risk of excessive sedation, risk of sudden loss of 
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Most common adverse reactions (incidence ≥5% and 
at least twice the rate of placebo) were sedation/
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For more information about ZULRESSO treatment and access, visit ZulressoHCP.com
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INDICATION
ZULRESSO™ (brexanolone) CIV is indicated for the treatment of 
postpartum depression (PPD) in adults.
IMPORTANT SAFETY INFORMATION for ZULRESSO 

WARNING: EXCESSIVE SEDATION AND SUDDEN LOSS 
OF CONSCIOUSNESS
 Patients treated with ZULRESSO are at risk of excessive 
sedation or sudden loss of consciousness during 
administration. 
 Because of the risk of serious harm, patients must be 
monitored for excessive sedation and sudden loss of 
consciousness and have continuous pulse oximetry 
monitoring. Patients must be accompanied during 
interactions with their child(ren).
 Because of these risks, ZULRESSO is available only through a 
restricted program under a Risk Evaluation and Mitigation 
Strategy (REMS) called the ZULRESSO REMS.

WARNINGS AND PRECAUTIONS
Excessive Sedation and Sudden Loss of Consciousness:
In clinical studies, 5% of ZULRESSO-treated patients compared 
to 0% of placebo-treated patients experienced sedation and 
somnolence that required dose interruption or reduction. Loss of 
consciousness or altered state of consciousness was reported in 
4% of ZULRESSO-treated patients compared with 0% of placebo-
treated patients.
During the infusion, monitor patients for sedative effects every 
2 hours during planned, non-sleep periods. Immediately stop the 
infusion if there are signs or symptoms of excessive sedation. 
After symptoms resolve, the infusion may be resumed at the same or 
lower dose as clinically appropriate. Immediately stop the infusion if 
pulse oximetry reveals hypoxia. After hypoxia, the infusion should not 
be resumed.
Concomitant use of opioids, antidepressants, or other CNS 
depressants such as benzodiazepines or alcohol may increase 
the likelihood or severity of adverse reactions related to sedation. 
Patients must be accompanied during interactions with their 
child(ren) while receiving the infusion because of the potential for 
excessive sedation and sudden loss of consciousness.
Patients should be cautioned against engaging in potentially 
hazardous activities requiring mental alertness, such as driving, after 
infusion until any sedative effects of ZULRESSO have dissipated.
ZULRESSO Risk Evaluation and Mitigation Strategy (REMS): 
ZULRESSO is available only through a restricted program under 
a REMS called the ZULRESSO REMS because excessive sedation 
or sudden loss of consciousness can result in serious harm.
Notable requirements of the ZULRESSO REMS include:
•  Healthcare facilities must enroll in the program and ensure that 

ZULRESSO is only administered to patients who are enrolled in the 
ZULRESSO REMS 

•  Pharmacies must be certifi ed with the program and must only 
dispense ZULRESSO to healthcare facilities who are certifi ed in 
the ZULRESSO REMS

•  Patients must be enrolled in the ZULRESSO REMS prior to 
administration of ZULRESSO

•  Wholesalers and distributors must be registered with the 
program and must only distribute to certifi ed healthcare
facilities and pharmacies

Further information, including a list of certifi ed healthcare facilities, 
is available at www.zulressorems.com or call 1-844-472-4379.
SUICIDAL THOUGHTS AND BEHAVIORS 
In pooled analyses of placebo-controlled trials of chronically 
administered antidepressant drugs (SSRIs and other antidepressant
classes) that include appro imately 77,000 adult patients and 4,500 
pediatric patients, the incidence of suicidal thoughts and behaviors 
in antidepressant-treated patients age 24 years and younger was 
greater than in placebo-treated patients. There was considerable 
variation in risk of suicidal thoughts and behaviors among drugs, but 
there was an increased risk identifi ed in young patients for most 
drugs studied. There were differences in absolute risk of suicidal 
thoughts and behaviors across the different indications, with the 
highest incidence in patients with major depressive disorder (MDD).
ZULRESSO does not directly affect monoaminergic systems. 
Because of this and the comparatively low number of exposures to 
ZULRESSO, the risk of developing suicidal thoughts and behaviors 
with ZULRESSO is unknown. If depression becomes worse or 
patients experience emergent suicidal thoughts and behaviors, 
consider changing the therapeutic regimen, including discontinuing 
ZULRESSO.
ADVERSE REACTIONS
The most common adverse reactions (incidence ≥5% and at least 
twice the rate of placebo) were sedation/somnolence, dry mouth, 
loss of consciousness, and fl ushing/hot fl ush.
USE IN SPECIFIC POPULATIONS
•  Pregnancy: ased on fi ndings from animal studies of other drugs 

that enhance GABAergic inhibition, ZULRESSO may cause fetal 
harm 

  There is a pregnancy exposure registry that monitors pregnancy 
outcomes in women exposed to antidepressants, including 
ZULRESSO, during pregnancy. Healthcare providers are 
encouraged to register patients by calling the National Pregnancy 
Registry for Antidepressants at 1-844-405-6185 or visiting online at 
https://womensmentalhealth.org/clinical-and-research-programs/
pregnancyregistry/antidepressants/

•  Lactation: Brexanolone is transferred to breastmilk in nursing 
mothers. There are no data on the effects of ZULRESSO on a 
breastfed infant. The developmental and health benefi ts of 
breastfeeding should be considered along with the mother’s clinical 
need for ZULRESSO and any potential adverse effects on the 
breastfed child from ZULRESSO or from the underlying maternal 
condition

•  Pediatric Use: The safety and effectiveness of ZULRESSO in 
pediatric patients have not been established

•  Renal Impairment: No dosage adjustment is recommended in 
patients with mild, moderate, or severe renal impairment. Avoid use 
of ZULRESSO in patients with end stage renal disease (ESRD)

CONTROLLED SUBSTANCE
ZULRESSO contains brexanolone, a Schedule IV controlled substance 
under the Controlled Substances Act.
To report SUSPECTED ADVERSE 
REACTIONS, contact Sage 
Therapeutics, Inc. at 
1-844-4-SAGERX (1-844-472-4379) 
or FDA at 1-800-FDA-1088 
or www.fda.gov/medwatch.

For more information about ZULRESSO treatment and access, visit ZulressoHCP.com

ZULRESSO, the ZULRESSO logo, SAGE THERAPEUTICS, and the SAGE 
THERAPEUTICS logo are trademarks of Sage Therapeutics, Inc. All other 
trademarks referenced herein are the property of their respective owners. 
©2019 Sage Therapeutics, Inc. All rights reserved. 10/19 PP-US-ZUL-0233
trademarks referenced herein are the property of their respective owners. Please see Brief Summary of Full Prescribing Information, 

including Boxed Warning, on the following pages.
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Rx only
BRIEF SUMMARY OF PRESCRIBING INFORMATION 
(For complete details, please see Full Prescribing Information, including Boxed Warning, and Medication Guide.)

WARNING:  EXCESSIVE SEDATION AND SUDDEN LOSS OF CONSCIOUSNESS
•  Patients are at risk of excessive sedation or sudden loss of consciousness during 

administration of ZULRESSO.
•  Because of the risk of serious harm, patients must be monitored for excessive sedation 

and sudden loss of consciousness and have continuous pulse oximetry monitoring. 
Patients must be accompanied during interactions with their child(ren).

•  Because of these risks, ZULRESSO is available only through a restricted program 
called the ZULRESSO REMS. 

1 INDICATIONS AND USAGE: ZULRESSO™ is indicated for the treatment of postpartum 
depression (PPD) in adults.

2 DOSAGE AND ADMINISTRATION
A healthcare provider must be available on site to continuously monitor the patient, and intervene as 
necessary, for the duration of the infusion.
Administered as a continuous intravenous infusion over 60 hours (2.5 days) as follows:

• 0 to 4 hours: Initiate with a dosage of 30 mcg/kg/hour 
• 4 to 24 hours:  Increase dosage to 60 mcg/kg/hour 
•  24 to 52 hours: Increase dosage to 90 mcg/kg/hour (alternatively consider a dosage of 

 60 mcg/kg/hour for those who do not tolerate 90 mcg/kg/hour)
• 52 to 56 hours: Decrease dosage to 60 mcg/kg/hour 
•  56 to 60 hours: Decrease dosage to 30 mcg/kg/hour 

Dilution required prior to administration. 

4 CONTRAINDICATIONS: None.

5 WARNINGS AND PRECAUTIONS
5.1 Excessive Sedation and Sudden Loss of Consciousness In clinical studies, ZULRESSO caused 
sedation and somnolence that required dose interruption or reduction in some patients during the infusion 
(5% of ZULRESSO-treated patients compared to 0% of placebo-treated patients). Some patients were 
also reported to have loss of consciousness or altered state of consciousness during the ZULRESSO 
infusion (4% of the ZULRESSO-treated patients compared with 0% of the placebo-treated patients).  
Time to full recovery from loss or altered state of consciousness, after dose interruption, ranged from 
15 to 60 minutes. A healthy 55-year-old man participating in a cardiac repolarization study experienced 
severe somnolence and <1 minute of apnea while receiving two times the maximum recommended 
dosage of ZULRESSO (180 mcg/kg/hour). All patients with loss of or altered state of consciousness 
recovered with dose interruption.

There was no clear association between loss or alteration of consciousness and pattern or timing of dose. 
Not all patients who experienced a loss or alteration of consciousness reported sedation or somnolence 
before the episode.During the infusion, monitor patients for sedative e�ects every 2 hours during planned, 
non sleep periods. Immediately stop the infusion if there are signs or symptoms of excessive sedation. 

After symptoms resolve, the infusion may be resumed at the same or lower dose as clinically appropriate.

Immediately stop the infusion if pulse oximetry reveals hypoxia. After hypoxia,the infusion should not be resumed.

Patients should be cautioned against engaging in potentially hazardous activities requiring mental alertness, such 
as driving after infusion until any sedative e�ects of ZULRESSO have dissipated. Patients must be accompanied 
during interactions with their child(ren) while receiving the infusion because of the potential for excessive sedation 
and sudden loss of consciousness. Concomitant use of opioids, antidepressants, or other CNS depressants such as 
benzodiazepines or alcohol may increase the likelihood or severity of adverse reactions related to sedation.

Because of the risk of serious harm resulting from excessive sedation or sudden loss of consciousness, 
ZULRESSO is available only through a restricted program under a Risk Evaluation and Mitigation Strategy 
(REMS) called the ZULRESSO REMS.

5.2 ZULRESSO Risk Evaluation and Mitigation Strategy (REMS) ZULRESSO is available only through a 
restricted program under a REMS called the ZULRESSO REMS because excessive sedation or sudden loss 
of consciousness can result in serious harm. Notable requirements of the ZULRESSO REMS include:

•  Healthcare facilities must enroll in the program and ensure that ZULRESSO is only 
administered to patients who are enrolled in the ZULRESSO REMS 

•  Pharmacies must be certified with the program and must only dispense ZULRESSO to 
healthcare facilities who are certified in the ZULRESSO REMS

•  Patients must be enrolled in the ZULRESSO REMS prior to administration of ZULRESSO.
•  Wholesalers and distributors must be registered with the program and must only distribute  

to certified healthcare facilities and pharmacies
Further information, including a list of certified healthcare facilities, is available at  
www.zulressorems.com or call 1-844-472-4379.

5.3 Suicidal Thoughts and Behavior In pooled analyses of placebo-controlled trials of chronically 
administered antidepressant drugs (SSRIs and other antidepressant classes) that included approximately 
77,000 adult patients and 4,500 pediatric patients, the incidence of suicidal thoughts and behaviors in 
antidepressant-treated patients age 24 years and younger was greater than in placebo-treated patients. 
There was considerable variation in risk of suicidal thoughts and behaviors among drugs, but there was an 
increased risk identified in young patients for most drugs studied. There were di�erences in absolute risk 
of suicidal thoughts and behaviors across the di�erent indications, with the highest incidence in patients 

with major depressive disorder (MDD). The drug-placebo di�erences in the number of cases of 
suicidal thoughts and behaviors per 1000 patients treated are provided in Table 1.

Table 1: Risk Di�erences of the Number of Patients with Suicidal Thoughts or Behaviors in the 
Pooled Placebo-Controlled Trials of Antidepressants in Pediatric* and Adult Patients

Age Range (years) Drug-Placebo Di�erence in Number of Patients with Suicidal 
Thoughts or Behaviors per 1000 Patients Treated

Increases Compared to Placebo

<18 14 additional patients

18-24 5 additional patients

Decreases Compared to Placebo

25-64 1 fewer patient

*ZULRESSO is not approved in pediatric patients.

ZULRESSO does not directly a�ect monoaminergic systems. Because of this and the comparatively 
low number of exposures to ZULRESSO, the risk of developing suicidal thoughts and behaviors with 
ZULRESSO is unknown. Consider changing the therapeutic regimen, including discontinuing ZULRESSO, in 
patients whose depression becomes worse or who experience emergent suicidal thoughts and behaviors.

6 ADVERSE REACTIONS The following adverse reactions are discussed in more detail in other 
sections of the labeling:

•  Excessive Sedation and Sudden Loss of Consciousness

6.1 Clinical Trials Experience Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in clinical practice.

The data described below reflect exposure to ZULRESSO in 140 patients with postpartum depression 
(PPD). A titration to a target dosage of 90 mcg/kg/hour was evaluated in 102 patients and a titration to a 
target dose of 60 mcg/kg/hour was evaluated in 38 patients. Patients were then followed for 4 weeks. 

The most common adverse reactions (incidence ≥5% and at least twice the rate of placebo) were 
sedation/somnolence, dry mouth, loss of consciousness, and flushing/hot flush (Table 2).  

Adverse Reactions Leading to Discontinuation, Dosage Interruption, or Dosage Reduction

In the pooled placebo controlled-studies, the incidence of patients who discontinued due to any adverse 
reaction was 2% of ZULRESSO-treated patients compared to 1% of placebo treated patients. The adverse 
reactions leading to treatment discontinuation in ZULRESSO-treated patients were sedation-related (loss 
of consciousness, vertigo, syncope, and presyncope) or infusion site pain.

In the pooled placebo controlled-studies, the incidence of patients who had an interruption or reduction of the dosage 
due to any adverse reaction was 7% of ZULRESSO treated patients compared to 3% of placebo-treated patients. 
The adverse reactions leading to dose reduction or interruption in ZULRESSO-treated patients were sedation-related 
(loss of consciousness, syncope, somnolence, dizziness, fatigue), infusion site events, changes in blood pressure, or 
medication error due to infusion pump malfunction. Three ZULRESSO-treated patients who had a dosage interruption 
because of loss of consciousness subsequently resumed and completed treatment after resolution of symptoms;  
two patients who had dosage interruption because of loss of consciousness did not resume the infusion.

Table 2 presents the adverse reactions that occurred in ZULRESSO-treated PPD patients at a rate of at 
least 2% and at a higher rate than in the placebo-treated patients during the 60 hour treatment period.

Table 2: Adverse Reactions in Placebo-Controlled Studies in Patients with PPD Reported  
in ≥ 2% of ZULRESSO-Treated Patients and Greater than Placebo-Treated Patients

Placebo
(n=107)

Maximum dosage 
60 mcg/kg/hour 

(n=38)

Maximum dosage 
90 mcg/kg/hour

(Recommended dosage)
 (n=102)

Cardiac Disorders

Tachycardia  -  - 3%

Gastrointestinal Disorders

Diarrhea 1% 3% 2%

Dry mouth 1% 11% 3%

Dyspepsia - - 2%

Oropharyngeal pain - 3% 2%

Nervous System Disorders

Dizziness, presyncope, 
vertigo 7% 13% 12%

Loss of consciousness - 5% 3%

Sedation, somnolence 6% 21% 13%

Vascular Disorders

Flushing, hot flush - 5% 2%

ZULRESSO™ (brexanolone) injection      , for intravenous use
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7 DRUG INTERACTIONS   
7.1 CNS Depressants Concomitant use of ZULRESSO with CNS depressants (e.g., opioids, 
benzodiazepines) may increase the likelihood or severity of adverse reactions related to sedation.

7.2 Antidepressants In the placebo-controlled studies, a higher percentage of ZULRESSO-treated 
patients who used concomitant antidepressants reported sedation-related events.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Exposure 
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed 
to antidepressants during pregnancy. Healthcare providers are encouraged to register patients 
by calling the National Pregnancy Registry for Antidepressants at 1-844-405-6185 or visiting 
online at https://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/
antidepressants/.

Risk Summary 
Based on findings from animal studies of other drugs that enhance GABAergic inhibition, ZULRESSO 
may cause fetal harm.  There are no available data on ZULRESSO use in pregnant women to determine 
a drug-associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. 
In animal reproduction studies, malformations were not seen in rats or rabbits at plasma levels up 
to 5 and 6 times the maximum recommended human dose (MRHD), respectively. Developmental 
toxicities were seen in the fetuses of rats and rabbits at 5 and ≥3 times the plasma levels at the 
MRHD, respectively.  Reproductive toxicities were seen in rabbits at ≥3 times the plasma levels at 
the MRHD. These e�ects were not seen in rats and rabbits at 2 and 1.2 times the plasma levels at 
the MRHD. Brexanolone administered to pregnant rats during pregnancy and lactation resulted in 
lower pup survival at doses which were associated with ≥2 times the plasma levels at the MRHD and 
a neurobehavioral deficit in female o�spring at 5 times the plasma levels at the MRHD. These e�ects 
were not seen at 0.8 times and 2 times the plasma levels at the MRHD, respectively. 

In published animal studies, administration of other drugs that enhance GABAergic inhibition to 
neonatal rats caused widespread apoptotic neurodegeneration in the developing brain. The window 
of vulnerability to these changes in rats (postnatal days 0-14) corresponds to the period of brain 
development that takes place during the third trimester of pregnancy in humans.

The estimated background risk of major birth defects and miscarriage for the indicated population 
is unknown. All pregnancies have background risk of birth defect, loss, or other adverse outcomes. 
In the U.S. general population, the estimated background risk of major birth defects and miscarriage 
in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively. 

Data 
Animal Data
In pregnant rats and rabbits, no malformations were seen when brexanolone was given during the 
period of organogenesis at continuous intravenous doses up to 60 and 30 mg/kg/day, respectively. 
These doses were associated with maternal plasma levels 5 and 6 times the plasma levels at the 
MRHD of 90 mcg/kg/hour, in rats and rabbits, respectively. In rats, a decrease in fetal body weights 
was seen at 60 mg/kg/day (5 times the plasma level at the MRHD). In rabbits, increased numbers of 
late resorptions and a decrease in fetal body weights were seen at doses equal to and greater than 
15 mg/kg/day (3 times the plasma levels at the MRHD) with fewer live fetuses and a higher post 
implantation loss seen at 30 mg/kg/day (6 times the plasma levels at the MRHD) in the presence of 
maternal toxicity (decreased food consumption and decreased body weight gain and/or body weight loss). 
E�ects in rats and rabbits were not seen at 2 and 1.2 times the plasma levels at the MRHD, respectively.

When brexanolone was administered to pregnant rats by continuous intravenous administration at 
30 and 60 mg/kg/day (2 and 5 times plasma levels at the MRHD, respectively) during the period 
of organogenesis and throughout pregnancy and lactation, increased numbers of dead pups and 
fewer live pups at birth were seen.  This e�ect was not seen at 0.8 times the plasma levels at the 
MRHD. Decreased pup viability between postnatal day 0 and 4 in the presence of maternal toxicity 
(decreased body weight gain and food consumption during lactation) was seen at 5 times the 
plasma levels at the MRHD. These e�ects were not seen at 2 times the plasma levels at the MRHD.  
A neurobehavioral deficit, characterized by slower habituation in the maximal startle response in the 
auditory startle test, was seen in female o�spring of dams dosed at 5 times the plasma levels at the 
MRHD. This e�ect was not seen at 2 times the plasma levels at the MRHD. 

8.2 Lactation
Risk Summary 
Available data from a lactation study in 12 women indicate that brexanolone is transferred to 
breastmilk in nursing mothers. However, the relative infant dose (RID) is low, 1% to 2% of the 
maternal weight-adjusted dosage. Also, as ZULRESSO has low oral bioavailability (<5%) in adults, 
infant exposure is expected to be low. There were no reports of e�ects of ZULRESSO on milk 
production. There are no data on the e�ects of ZULRESSO on a breastfed infant.  Available data on 
the use of ZULRESSO during lactation do not suggest a significant risk of adverse reactions to breastfed 
infants from exposure to ZULRESSO. The developmental and health benefits of breastfeeding should be 
considered along with the mother’s clinical need for ZULRESSO and any potential adverse e�ects on the 
breastfed child from ZULRESSO or from the underlying maternal condition.

Data
A study was conducted in twelve healthy adult lactating women treated with intravenous ZULRESSO 
according to the recommended 60-hour dosing regimen (maximum dosage was 90 mcg/kg/hour). 
Concentrations of ZULRESSO in breast milk were at low levels (<10 ng/mL) in >95% of women by  
36 hours after the end of the infusion of ZULRESSO. The calculated maximum relative infant dose 
for ZULRESSO during the infusion was 1% to 2%.

8.4 Pediatric Use The safety and e�ectiveness of ZULRESSO in pediatric patients have not been 
established. 

8.5 Geriatric Use PPD is a condition associated with pregnancy; there is no geriatric experience 
with ZULRESSO. 

8.6 Hepatic Impairment Dosage adjustment in patients with hepatic impairment is not necessary. 
Modest increases in exposure to unbound brexanolone and modest decreases in exposure to total 
brexanolone were observed in patients with moderate to severe hepatic impairment (Child-Pugh≥7) 
with no associated change in tolerability.

8.7 Renal Impairment No dosage adjustment is recommended in patients with mild (eGFR 60  
to 89 mL/minute/1.73 m2), moderate (eGFR 30 to 59 mL/minute/1.73 m2) or severe (eGFR 15 to  
29 mL/minute/1.73 m2) renal impairment.

Avoid use of ZULRESSO in patients with end stage renal disease (ESRD) with eGFR of  
< 15 mL/minute/1.73 m2 because of the potential accumulation of the solubilizing agent,  
betadex sulfobutyl ether sodium.

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance ZULRESSO contains brexanolone, a Schedule IV controlled substance 
under the Controlled Substances Act.

9.2 Abuse In a human abuse potential study, 90 mcg/kg, 180 mcg/kg (two times the maximum 
recommended infusion rate), and 270 mcg/kg (three times the maximum recommended infusion rate) 
ZULRESSO infusions over a one hour period were compared to oral alprazolam administration  
(1.5 mg and 3 mg). On positive subjective measures of “drug liking”, “overall drug liking”, “high”  
and “good drug e�ects”, the 90 mcg/kg dosage produced scores that were similar to placebo.  Scores 
on these positive subjective measures for both dosages of ZULRESSO 90 mcg/kg and 180 mcg/kg 
were lower than both alprazolam doses. However, the scores on the positive subjective measures 
for ZULRESSO 270 mcg/kg dosage were similar to those produced by both doses of alprazolam.  In this 
study, 3% of subjects administered ZULRESSO 90 mcg/kg and 13% administered ZULRESSO 270 mcg/kg 
reported euphoric mood, compared to none administered placebo during the one-hour administration.    

9.3 Dependence In the PPD clinical studies conducted with ZULRESSO, end of treatment 
occurred through tapering. Thus, in these studies it was not possible to assess whether abrupt 
discontinuation of ZULRESSO produced withdrawal symptoms indicative of physical dependence. 
It is recommended that ZULRESSO be tapered according to the dosage recommendations, unless 
symptoms warrant immediate discontinuation.

10 OVERDOSAGE
Human Experience
There is limited clinical trial experience regarding human overdosage with ZULRESSO. In premarketing 
clinical studies, two cases of accidental overdosage due to infusion pump malfunction resulted in 
transient loss of consciousness. Both patients regained consciousness approximately 15 minutes 
after discontinuation of the infusion without supportive measures.  After full resolution of symptoms, 
both patients subsequently resumed and completed treatment.  Overdosage may result in excessive 
sedation, including loss of consciousness and the potential for accompanying respiratory changes.

Management of Overdose
In case of overdosage, stop the infusion immediately and initiate supportive measures as  
necessary.  Brexanolone is rapidly cleared from plasma. Consult a Certified Poison Control Center  
at 1-800-222-1222 for latest recommendations.

PATIENT COUNSELING INFORMATION
Advise the patient or caregiver to read the FDA-approved patient labeling  
(Medication Guide).

Manufactured for: 
Sage Therapeutics, Inc.,
Cambridge, MA 02142 USA

© 2019 Sage Therapeutics, Inc. All rights reserved.  
ZULRESSO, the ZULRESSO logo, SAGE THERAPEUTICS, and the SAGE THERAPEUTICS logo are 
trademarks of Sage Therapeutics, Inc. All other trademarks referenced herein are the property of 
their respective owners.
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Reviewed by Sarah Helland, MD

Can kindness help determine who gets sick and 
who stays healthy? It is a question Dr Kelli 
Harding answers in her inaugural book, The 

Rabbit Effect, when she invites us to take a leap of 
faith into the world of self-help by following the 
story of a white rabbit, just as Alice and Neo did 
before us. Her book is an illuminating exploration 
of a new vision of the practice of medicine and 
health that demonstrates what our lives could be 
like if we targeted our “hidden factors of health,” 

looked more often to our social world for solutions 
to our health woes, and recognized how beneficial 
and transformative the use of kindness is.

The story begins in 1978 with Dr Robert Nerem 
and his lab of researchers who as a group per-
formed a study on rabbits in order to establish the 
relationship between a high-fat diet and heart 
health. Instead of the expected now long-proven 
result, his discovery that kindness can cause rabbits 
to be healthier was a potentially much larger para-
digm shift. In his study, Dr Nerem analyzed the 
number of fatty deposits in the small blood vessels 
of a group of New Zealand White rabbits after they 

were fed a diet high in fat. The 
team expected that the rabbits 
would have fatty deposits in their 
small blood vessels that were 
commensurate with their high 
cholesterol levels, but instead the 
unexpected result was that a sig-
nificant number of the rabbits did 
not. After much examination, the 
team discovered that the group of 
rabbits with far healthier blood 
vessels was under the care of an 
especially kind post-doctoral stu-
dent who treated the animals with 
love and patience when handling 
them. A second similar study fo-
cusing on the type of care the rab-
bits received was done, which 
confirmed that kind treatment can 
in fact lead to healthier rabbits.

Dr Harding uses the study de-
scribed above to introduce the 
more profound ideas that both rab-
bits and people thrive in commu-
nity, that health is bolstered by 
“love, connection and purpose,” 
and that kind treatment in general 
can modify health on a molecular, 
individual, interpersonal, and 
global level. Unfortunately, many 
people have few opportunities for 
positive interaction, and suffer 
preventable health consequences 
that cannot be reversed by our lim-
ited biomedical model of practice. 
To illustrate the effects of kindness 
or the lack thereof, she leads the 
reader down the path of her career 
through her education and practice 
of medicine, all the while provid-
ing concrete examples using sto-
ries drawn from interactions she 
has with her own patients as well 
as providing the hard, scientific 
evidence needed to back up her 
hypothesis.

In each chapter she focuses on 
the different categories of family, 
work, relationships, community, 

neighborhood, and passions, which she defines as 
the “hidden factors of health.” The chapters start 
with various far-ranging problems or barriers to 
health and happiness she identifies within each cat-
egory such as chronic loneliness, mental illness, 
isolation, adverse childhood events, and clinician 
bias, to name a few. But the chapters are also re-
plete with a variety of easily adopted solutions that 
include participation in everything from the “No 
One Eats Alone Program,” which is implemented 
in middle schools across the country on certain 
days when no child is allowed to eat alone in order 
to combat social isolation and promote a sense of 
belonging in school-aged children, to the “Happy 
Café Network,” which includes a group of cafés 
designated by sticker where one can go to meet 
other like-minded individuals in a safe space in or-
der to build new friendships. More locally she 
highlights the “Thrive NYC” program, which 
trains laypeople to educate their communities 
about mental health in order to combat stigma and 
administer mental health first aid. At the end of 
each chapter there is a list of simple activities to 
peruse for those with truly limited free time. Her 
overarching goal is to provide tools to empower 
individual to create a healthier, more meaningful 
life by building a variety of satisfying relationships 
with others in their community.

This book is well worth reading whether you are 
a doctor or just interested in a self-help book whose 
creative solutions seem both plausible and achiev-
able. For my doctor colleagues, I give this book a 
glowing recommendation as Dr Harding not only 
courageously critiques the current medical estab-
lishment, but also provides inspiration and a need-
ed reminder that we as doctors, and specifically 
psychiatrists, have lots of power in our relation-
ships with patients and when we treat them with 
care and support we may be the only ones who do 
so. She believes that our acts of kindness in the 
treatment room will not only ripple out through the 
actions of our patients but will also provide us with 
greater satisfaction in our own professional and 
personal lives. We can choose to spread joy and Dr 
Harding gives us many ways to do so.

Dr Helland is a Resident in Psychiatry, Montefiore 
Medical Center, Bronx, NY. ❒
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S Not Guilty

Richard M. Berlin, MD

Our daughter’s first day of Med School

ten years ago, computer charged, a career choice

nourished by frozen yogurt she inhaled

in the hospital café, her too-sick-for-school days

spent watching videos from a call room bed,

our spooky trips to the sub-basement morgue,

dinners that orbited depression, dialysis,

dengue fever, and death, our complaints

about administrators and managed care,

moments she witnessed the weight

of a doctor’s responsibility when we left

the table to answer a suffering patient’s call.

We never told her, “Become a doctor,”

but today at 5 pm we hear her last sign out

from training, a married mother who absorbed

her parents the way bodies soak up sugar and salt,

relieved to know she witnessed the arc and ache

of our lives in Medicine and judged us “Not guilty”

of crimes we committed in the name of healing.

Dr Berlin is Instructor in Psychiatry, University of 
Massachusetts Medical School, Worcester, MA. ❒
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Toward A Bio-Psycho-Social-Eco 
Model of Psychiatry

» H. Steven Moffic, MD

M y epiphany came a dozen or 
so years ago, soon after my 
third grandchild was born. I 

was sent to the corner grocery for 
some supplies. As I was checking 
out, the clerk asked: “Paper or plas-
tic”? Usually, my answer came 
quickly, but not this time. I froze. Fi-
nally, I muttered “neither,” grabbed 
the items, and left, shaken.

Later that day, I wondered what 
had happened? What was the right 
answer? Did my professional work 
as a community psychiatrist have 
anything to do with this community 
interaction?

The answer to plastic or paper was 
easy to find out. Bring your bag was 
obviously the best for the environ-
ment. But the relevance of psychiatry 
was unclear. Other than immediately 
following a natural disasters, psy-
chiatrists tend not to think about our 
natural environment much. Sure, I 
had heard a little about global warm-
ing and climate change, but we psy-
chiatrists and organized psychiatry 
did not seem concerned at that time, 
even if human behavior was the main 
causative factor.

Yet, if this experience had some-
thing to do with my grandchildrens’ 
future, I needed to keep looking. I 
learned from the other mental health 
disciplines such as psychology, 
which were already trying to help. 
Slowly, but surely, other psychiatrists 
and psychiatry joined in. I founded 
the informal Psychiatrists for Envi-

ronmental Action & Knowledge 
(PEAK), which later morphed into 
the Climate Psychiatry Alliance 
(CPA). We now know that the climate 
and many other environmental prob-
lems are indeed of psychiatric rele-
vance.

About a generation ago, there was 
a call for psychiatrists and organized 
psychiatry to pay attention to how 
our ecology affected health and men-
tal health. We even prayed for it at the 
American Psychiatric Association 
(APA) Annual Meeting in 1985 when 
the psychiatrist and minister E. Man-
sell Pattison offered a prayer to open 
the meeting.

This focus on ecology followed a 
focus on the subject by the American 
Psychiatric Association in the late 
1970s. During that time, the APA es-
tablished a Task Force to examine 
what we knew about the relationship 
of the environment to mental health 
and illness, using the term “ecopsy-
chiatry.” Interest then waned and sev-
eral decades passed when nothing 
much happened. About 10 years ago, 
spurred by societal attention to cli-
mate change, ecology got the atten-
tion of psychiatry once again.

A model for our times
Our traditional model for psychiatry 
and general medicine is the bio-psy-
cho-social one. However, this model 
has had its limitations. It has not pre-
vented psychiatry from becoming 
dominated by biology, as in the criti-

cized bio-bio-bio revision of the 
model.1 Nor has it included such as-
pects as the spiritual, which would 
goes beyond the psychological to 
beliefs of meaning that cannot be 
(yet) verified by science.

Occasionally, there is confusion 
about whether to use the term ecology 
or environment. Ecology is generally 
broader, referring to the relationships 
of organisms, including humans, to 
the environment in which we live. 
That is why I use the term ecology 
(eco), as in ecopsychiatry and the rec-
ommendation to have a bio-psycho-
social-eco model of medicine.

Climate change
Climate change, or climate instabili-
ty, or climate crisis—whichever term 
is used—has recently had the most 
extensive coverage because of its det-
rimental effects on our ecology. Like 
all the major ecological threats to our 
mental health, there is a two-way 
street between humans and the envi-
ronment in a kind of ongoing feed-
back loop. Indeed, in the Torah, there 
were two different genesis stories 
that predated the development of dif-
ferent groups of people: one in which 
humans were masters of the environ-
ment for their own use, the other in 
which humans were shepherds of the 
environment.

Climate change is somewhat 
unique in that its major effects will be 
seen in the future—when our chil-
dren or their children come of age. 
This is particularly difficult for our 
minds to appreciate and address, giv-
en our evolutionary tendency to pay 
attention to immediate dangers and 

problems. Nevertheless, there are al-
ready concrete repercussions (eg, 
stronger and more frequent storms, 
more droughts and wildfires).

Given our understanding of how 
patients recognize and respond to 
chronic mental illness, we should 
have a particular expertise in helping 
people respond to real or perceived 
threats of climate change. Such pa-
tients can deny that such problems 
exist and prioritize other problems 
first. We can help our patients under-
stand that optimism is essential to 
avoid feeling helpless in the face of 
environmental threat.

Pollution
The environmental problem that is 
perhaps the most similar to climate 
change is air pollution. However, air 
pollution has different causes and 
brain repercussions, and it has the 
potential to be redressed more quick-
ly. Despite federal clean air stan-
dards, risk continues. Air pollution 
has been found to be toxic to the 
brain. An increased prevalence of 
psychiatric symptoms was seen in 
adolescents exposed to nitrogen di-
oxide and nitrogen oxides released 
by diesel vehicles.2 Prenatal and in-
fant exposure to pesticides increases 
the risk of autism spectrum disor-
ders.3 Moreover, air pollution may be 
responsible for brain diseases such 
as autism in children and dementia in 
older adults.4

Toxins. Toxic causes of mental ill-
ness are often overlooked. The con-
sequences of the unprecedented 
number of substances that have been 
released into the atmosphere are not 

Earth provides enough to satisfy every man’s needs, 
but not every man’s greed.  – Mahatma Gandhi

 K
O

RN
 V

.@
ST

O
CK

.A
DO

BE
.C

O
M

PSY1219_044-045_Climate-MofficAiken-mood.indd   44 11/27/19   3:52 PM



DECEMBER 2019 45P S YC HI AT R IC T IME S

w w w.p s yc hia t r i c t ime s .c omCLIMATE CHANGE

yet fully understood. However, the 
potential toxicity to the brain from 
heavy metals, pesticides, plasticizers, 
and other compounds is likely to be 
the underlying factor responsible for 
cognitive dysfunction, memory dis-
turbance, and subtle alterations in 
mood and/or behavior. For example, 
higher than normal levels of lead 
have been linked to brain damage.5

Noise pollution. Probably the 
most studied urban variable on health 
is noise. The ear picks up the sound 
wave and transmits it to the temporal 
lobe for interpretation, and the brain 
determines whether that sound is un-
wanted, unpleasant, or disturbing. 
Noise can trigger a strong stress re-
sponse. Loud noise has been linked 
to an increased prevalence depres-
sion and anxiety.6

Chronic noise can impair a child’s 
development, including the acquisi-
tion of cognition and language skills.7 
When the noise causes hearing dam-
age and job loss, a secondary out-
come is often depressive and/or trau-
matic symptoms. Psychiatrists know 
how important it is to have sound-
proof offices; however, people in 
general seem to have an ambivalent 
attitude toward noise.

Clinical implications
The health and mental health conse-
quences of these environmental 
changes are becoming clearer. Given 
that the adverse effects of environ-
mental change threaten our basic 
psychological needs of safety and 
security, how could that be other-
wise? Moreover, once we realize our 
own role in these environmental 
changes, some guilt, conscious or un-
conscious, is inevitable.

All these adverse environmental 
effects may show up in the clinician’s 
office. Patients can run the gamut 
from being apathetic to being overre-
active to environmental change. Those 
who are apathetic are a particular 
challenge and require a sensitive clini-
cal response. The ecologically astute 
clinician will look for denial of risk, a 

focus only on immediate problems, or 
an attitude of passivity.

Another clinically challenging 
group are “environmental activists.” 
They may become overly frustrated 
with a lack of progress, leading to 
existential despair. This despair does 
not call for medication, but rather 
meaning-based psychotherapy that 
is used in other tragic situations. 
Treatment interventions include 

mindfulness and cognitive behav-
ioral therapy to help patients accept 
adverse events and to stay engaged 
in activities that give their life mean-
ing. At both individual and commu-
nity levels, transformational resil-
ience can be supported by the 
clinician. At the societal level, psy-
chiatrists can help bridge the con-
flicts between conflicting points of 
view on climate change.

Getting out into nature can help 
concentration and decrease anxiety. 
Taking time to be in gardens is often 
calming and refreshing. Biophilia, 
that is, the love of nature and living 
things, seems to be part of human na-
ture. Similarly, hortophilia, the desire 
to interact with and tend to nature, 
also seems to be ingrained in us. 
When outdoor exposure is particu-
larly difficult, being able to look out-
side into nature or bringing nature 
inside with plants and flowers can be 
helpful. When the clinician’s office 
decor reflects an appreciation for na-
ture, it can be both soothing and pro-
vide a model for the patients.

Conclusions
Taken together, the environmental 

factors in addition to climate 
change—air pollution, toxins, 
noise—seem to have detrimental 
psychological repercussions. Al-
though the climate is receiving the 
most attention right now in psychia-
try and society, that is only one of the 
harmful environmental processes im-
pairing health and mental health. 
There is overlapping brain damage 
from environmental poisons, includ-

ing agricultural pesticides that be-
come ingrained in our food, micro-
scopic particles of carbon and other 
pollutants in the air, and lead in the 
water.

Humans have played an essential 
role in these harmful developments. 
Virtually all the major categories of 
mental disorders, including ADHD, 
MDD, and anxiety disorders as well 
as psychotic conditions, seem to have 
an associated increase in prevalence. 
New syndromes are being described 
and named, such as ecological grief 
and eco-anxiety. The environment, 
like genetics, involves conjoined and 
complex networks of many interact-
ing elements that influence mental 
processes that can lead to mental dis-
orders. This exosome research is still 
in its infancy, but promising. Most of 
the environmental risks are highest 
among the poor, including those from 
climate change, dwindling social re-
sources, and any future nuclear disas-
ters.8

We can hope that we are moving 
beyond the time when psychiatrist 
leaders thought that environmental 
risks were irrelevant to the everyday 
practice of patient care. The everyday 

ongoing relevance of environmental 
changes must change our conception 
of disaster. Instead of focusing on 
acute disasters, we must pay atten-
tion to slowly developing disasters, 
ranging from a nuclear disaster to 
global warming. Indeed, by now, 
paying attention to our ecology is an 
ethical priority.

Ecology consists of the relation-
ship of humans and the environment. 
At least in the US, virtually all the 
major ecological problems are hu-
man made by for-profit corporations, 
primarily by fossil fuel industries. 
With the international relationships 
between psychiatrists around the 
world, we have the potential to work 
together globally to improve the en-
vironments in which we live. The 
World Psychiatric Association is the 
logical organization to help coordi-
nate such a challenge.

Dr Moffic is retired from clinical work 
and his tenured professorship at the 
Medical College of Wisconsin in 2019, 
but he continues to write, his latest 
book is Combating Physician Burnout: A 
Guide for Psychiatrists. He is on the edi-
torial board of Psychiatric Times. 
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» Gary W. Small, MD

A ge is the greatest risk factor for 
memory loss and dementia, de-
fined as a cognitive decline that 

interferes with independent function-
ing. By age 45, the objective memory 
performance of average individuals 
is lower than it was during their twen-
ties, but for most, these mental slips 
are minimal and do not progress.

For those with a family history of 
Alzheimer disease (AD), these age-
related memory complaints cause 
considerable anxiety: patients worry 
that their normal aging symptoms are 
the initial indication of a progressive 
cognitive impairment that they have 
observed in their relatives.

Differential diagnosis and 
assessment
AD is the most common cause of de-
mentia. It has a gradual onset and pro-
gression and leads to abnormal pro-
tein deposits—amyloid plaques and 
tau tangles—that accumulate in the 
brain regions that control thinking 
and memory. However, many other 
conditions can cause dementia, such 
as depression, adverse effects of med-
ications, thyroid imbalances, and 
other medical illnesses. Treating these 
underlying medical conditions may 
cure a reversible dementia or lead to 
partial symptom improvement.

Other irreversible neurodegenera-
tive diseases that cause dementia in-
clude Lewy body disease, vascular 
dementia, and frontotemporal degen-
eration. Even if there is no cure for 
the underlying cause of a dementia, 
treatments are available that stabilize 
symptoms and help people remain 
healthier longer.

A clinical assessment of cognitive 

issues includes a search for risk fac-
tors, such as smoking history, lack of 
sleep, prior head trauma, or history of 
untreated high blood pressure or high 
cholesterol. A detailed inventory of 
the patient’s medications is essential. 
Many prescription and over-the-
counter drugs for allergies (diphen-
hydramine) or sleep (eg, Sominex, 
which also contains diphenhydr-
amine) can impair cognition. Sedat-
ing medicines, narcotic agents, hista-
mine H2-receptor antagonists (eg, 
famotidine, cimetidine) for gastroin-
testinal problems, cardiac medica-
tions such as digoxin and beta-block-
ers, corticosteroids, NSAIDs (eg, 
naproxen, ibuprofen), and antibiotics 
are all among the list of medicines 
that may contribute to symptoms.

A mental status assessment will 
help determine the patient’s degree of 
cognitive impairment, as well as the 
presence of depression or anxiety 
that can worsen memory. A brief 
evaluation of cognitive abilities will 
determine degree of cognitive im-
pairment, and neuropsychological 
cognitive testing may be ordered to 
detail these deficits through neuro-
psychological testing.

A physical and neurological ex-
amination and screening blood tests 
for thyroid, metabolic, and other pos-
sible abnormalities are recommend-
ed to uncover medical causes of con-
fusion. To ensure that a tumor, stroke, 
or other brain abnormality is not 
present, a computed tomography 
(CT) or magnetic resonance imaging 
(MRI) scan is performed.

Treatments for Alzheimer dementia
For patients with a diagnosis of Al-
zheimer dementia, symptomatic 
medications temporarily stabilize 
symptoms but do not cure the dis-

ease. These medicines help patients 
remain at a higher functional level 
longer than if they did not take the 
medicine and may benefit patients 
with other forms of dementia such as 
Lewy body disease and vascular de-
mentia.

Patients are often started on a cho-
linergic medicine, such as donepezil 
or a rivastigmine patch (if patients 
have adverse effects from the for-
mer). Cholinergic medicines are 
thought to exert their effects by in-
creasing availability of acetylcho-
line, which is important for normal 
cognitive functioning.

Once the patient is stabilized on 
one of these cholinergic drugs, the 
clinician often adds a second symp-
tomatic medication, the N-methyl-d-
aspartate (NMDA) receptor antago-
nist memantine. We know that 
combining a cholinergic drug with 
memantine leads to a better outcome 
than using either type of medication 
alone. In addition to helping with 
cognitive symptoms of dementia, 
these symptomatic medicines have 
been shown to delay the emergence 
of agitation and other behavioral 
symptoms associated with dementia.

It is important for clinicians to 
manage patient and family expecta-
tions about medication benefits. One 
strategy is to explain that if the pa-
tient tolerates the drug, then that pa-
tient will do significantly better than 
without the medication after a year, 
but some patients do experience tem-
porary improvement. However, if 
there is an expectation of definite im-
provement and it does not emerge, 
patients and family members may 
become discouraged and premature-
ly discontinue the medicine.

It is also helpful to inform patients 
and families that symptoms eventu-

ally progress. However, remaining 
on the medicine when that occurs 
will lead to a slower rate of cognitive 
decline than discontinuing the medi-
cation.

Other interventions for dementia
Recent research has shown that a 
healthy lifestyle can protect brain 
health as people age. A healthy brain 
lifestyle includes regular physical ac-
tivity, balanced nutrition, stress man-
agement, and mental stimulation.

Healthy lifestyle programs that 
seem most effective include three el-
ements: educating patients about the 
association between daily habits and 
brain health; setting reasonable goals 
that are not too daunting; and provid-
ing feedback of initial success to mo-
tivate participants.

Many families express interest in 
volunteering for research protocols 
involving new dementia interven-
tions. Usually patients can remain on 
their symptomatic treatments while 
participating in research.

A variety of interventions are cur-
rently being tested, including new 
medications, vaccines, supplements, 
antibody blood infusions, nasal insu-
lin spray (diabetes increases dementia 
risk), and focused ultrasound waves 
targeting the brain’s hippocampal 
memory center in attempts to activate 
these neural circuits. Most of the clin-
ical trials are testing disease-modify-
ing treatments, which would lead to 
an enduring change in the clinical 
progression of AD by interfering with 
the underlying pathophysiological 
mechanisms of the disease.

Dr Small is Parlow-Solomon Professor 
on Aging, Professor of Psychiatry and 
Biobehavioral Sciences, David Geffen 
School of Medicine at UCLA; Director 
of the UCLA Longevity Center; and 
Director, Geriatric Psychiatry Division 
at Semel Institute for Neuroscience 
and Human Behavior, Los Angeles. At 
the 2019 Psych Congress in San Diego, 
CA, Dr Small presented, “Age-Related 
Cognitive Decline: Clinical Applications 
of New Research.” ❒
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A
lthough both internet and non-internet por-
nography may share features, the avail-
ability of pornography on the internet has 
altered consumption patterns, which may 

have a significant effect on psychiatric and physi-
cal health, intimate relationships, and other as-
pects of functioning. The contributing factors in-
clude convenience and perceived anonymity of 
pornography use on the internet, affordability, 
accessibility, and the opportunity to escape from 
reality. Practically speaking, the seemingly end-
less and diverse sexual material may fit with all 
sorts of sexual fantasies. The material can be ac-
cessed anonymously, irrespective of time and 
place—this ease of use may become problematic 

for individuals who have characteristics that put 
them at increased risk for addiction.

Classification and diagnostic criteria
Compulsive sexual behavior disorder (CSBD), in-
cluding problematic pornography use, is included 
in ICD-11 as an impulse-control disorder. As such, 
problematic pornography use may be considered 
a form of CSBD. Although CSBD is classified as 
an impulse-control disorder, the diagnostic criteria 
for the disorder are very similar to those for disor-
ders due to addictive behaviors. A comparison of 
diagnostic criteria for CSBD and disorders due to 
addictive behaviors (using gaming disorder as an 
example) is provided in Table 1.

Dr Brand is Professor, General Psychology: Cognition and 
Center for Behavioral Addiction Research (CeBAR), 
University of Duisburg-Essen, and Erwin L. Hahn Institute 
for Magnetic Resonance Imaging, Essen, Germany. 

Ms Blycker is a Clinician and Educator, College of 
Nursing, University of Rhode Island, Kingston, RI, 
Hälsosam Therapy, Jamestown, RI, and Department of 
Psychiatry, Yale University School of Medicine, New 
Haven, CT. 

Dr Potenza is Professor, Department of Psychiatry, Yale 
University School of Medicine, Department of 
Neuroscience and Child Study Center, Yale University, 
Connecticut Council on Problem Gambling, Wethersfield, 
CT, and Connecticut Mental Health Center, New Haven, CT.

ACTIVITY GOAL
The goal of this activity is to provide an understand-
ing of problematic pornography use and how it 
relates to compulsive sexual behavior disorder.

LEARNING OBJECTIVES

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

• Discuss the classification of and diagnostic criteria for compulsive 
sexual behavior disorder;

• Define the potential risk factors for problematic pornography use;

• Identify the proposed psychological and neurobiological mecha-
nisms involved in problematic pornography use;

• Recognize the dichotomy of problematic behavior and moral 
incongruence.

TARGET AUDIENCE
This continuing medical education activity is intended for psychia-
trists, psychologists, primary care physicians, physician assistants, 
nurse practitioners, and other health care professionals who seek to 
improve their care for patients with mental health disorders.

CREDIT INFORMATION
CME Credit (Physicians): This activity has been planned and imple-
mented in accordance with the Essential Areas and policies of the 
Accreditation Council for Continuing Medical Education (ACCME) 
through the joint providership of CME Outfitters, LLC, and Psychiatric 
Times. CME Outfitters, LLC, is accredited by the ACCME to provide 
continuing medical education for physicians.

CME Outfitters designates this enduring material for a maximum 
of 1.5 AMA PRA Category 1 Credit  ™. Physicians should claim only 
the credit commensurate with the extent of their participation in the 
activity.

Note to Nurse Practitioners and Physician Assistants: AANPCP and 

AAPA accept certificates of participation for educational activities cer-

tified for AMA PRA Category 1 Credit  ™.

DISCLOSURE DECLARATION
It is the policy of CME Outfitters, LLC, to ensure independence, balance, 
objectivity, and scientific rigor and integrity in all of their CME/CE 
activities. Faculty must disclose to the participants any relationships 
with commercial companies whose products or devices may be 
mentioned in faculty presentations, or with the commercial supporter 
of this CME/CE activity. CME Outfitters, LLC, has evaluated, identified, 
and attempted to resolve any potential conflicts of interest through a 
rigorous content validation procedure, use of evidence-based data/
research, and a multidisciplinary peer-review process.

The following information is for participant information only. It is not 
assumed that these relationships will have a negative impact on the 
presentations.
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Based on extant data, problematic pornography use 
may be considered a behavioral addiction. A more de-
tailed discussion of classification and diagnostic pro-
cedures can be found in a recent systematic review of 
literature related to problematic pornography use.1 
Prevalence estimates for CSBD have not been system-
atically evaluated, but may be roughly between 5% 
and 12%, with males being twice as likely to experi-
ence features of CSBD or related phenomena.

Prevalence estimates are currently imprecise 
because different scales have been used across 
studies; moreover, most studies do not distinguish 
problematic pornography use from other (hyper)
sexual behaviors. However, one national sample 
showed “clinically relevant levels of distress and/
or impairment associated with difficulty con-
trolling sexual feelings, urges, and behaviors” in 
8.6% of individuals (10.3% of men and 7.0% of 
women).2 In another report sexual impulsivity was 
acknowledged by 14.7% of individuals (18.9% of 
men and 10.9% of women).3 These data suggest 
that a large proportion of US adults are experienc-
ing clinically relevant features of CSBD.

Problematic internet pornography use can also 
be a concern in individuals with normal/average 
socio-sexual behaviors, which means that these 
individuals have a specific problem in controlling 
their internet pornography consumption, but not 
hypersexual behaviors in other domains. It is 
therefore important to define whether problems 
related to pornography are only one component of 
CSBD that may co-exist with compulsive sexual 
behaviors offline (eg, frequent sexual intercourse 
with multiple partners, going to prostitutes, anon-
ymous sexual contacts). When making treatment 
decisions, it is important to consider potentially 
addictive aspects of the behavior, such as experi-
encing gratification and cravings (eg, responses to 
triggers or pornography-related stimuli) as well as 
impaired control of pornography consumption de-
spite adverse consequences.

Risk factors
Specific socio-demographic variables may repre-

sent risk factors for problematic pornography use, 
with males more likely to be affected. Co-occur-
ring depression, anxiety, and substance-use disor-
ders exist in individuals with problematic pornog-
raphy use. Another factor that has been linked to 
problematic pornography use is hypersexuality, 
which may include high general sexual excitabili-
ty and high trait sexual motivation.4 These and 
other potential risk factors are summarized in  
Table 2. (For a systematic review of risk factors, 
please see Wéry and Billieux.5)

Psychological and neurobiological 
mechanisms
The psychological and neurobiological mecha-
nisms underlying problematic pornography use 
show similarities with substance-use disorders as 
well as gambling and gaming disorders. The mech-
anisms have been summarized in the updated theo-
retical Interaction of Person-Affect-Cognition-Ex-
ecution (I-PACE) model of addictive behaviors.6 
Cue-reactivity and craving in combination with re-
duced inhibitory control, implicit cognitions (eg, 
approach tendencies), and gratification are linked to 
pornography use. Furthermore, compensatory 
mechanisms over time may underlie problematic 
pornography use and other internet-use behaviors. 
Neuroscientific studies suggest the involvement of 

addiction-related brain circuits, including the ven-
tral striatum and other parts of fronto-striatal loops, 
in the development and maintenance of problemat-
ic pornography use.7

A role for moral incongruence
Problems related to pornography use may involve 
feelings of moral incongruence related to pornog-
raphy and may not represent excessive or real ad-
dictive use.8 Moral incongruence may be defined 
as feelings or thoughts related to specific behav-
iors (eg, using pornography) that are in opposition 
to one’s core set of beliefs or values. Questions 
remain whether the processes underlying prob-
lematic pornography use as an addictive behavior 
and problems related to pornography use due to 
moral incongruence are alike or different.9 ICD-
11, however, states in the criteria for CSBD that 
“distress that is entirely related to moral judg-
ments and disapproval about sexual impulses, urg-
es, or behaviors is not sufficient to meet this 
[CSBD] requirement.”

For clinical practice, it is important to consider 
both pornography-related problems in the contexts 
of compulsive or addictive use and moral incon-
gruence. In working with patients, psychiatrists 
should examine explicitly patterns of pornography 
use, diminished control over pornography use, 

Table 1. Comparison of ICD-11 criteria for CSBD, gaming disorder, and  
the criteria for gaming disorder adopted to pornography-use disorder

Criteria for CSBD Criteria for gaming disorder Potential criteria for pornography-use 
disordera

Persistent pattern of failure to control 
intense, repetitive sexual impulses or urges 
resulting in repetitive sexual behavior

Impaired control over gaming (eg, onset, 
frequency, intensity, duration, termination, 
context)

Impaired control over pornography use (eg, 
onset, frequency, intensity, duration, 
termination, context)

Symptoms may include repetitive sexual 
activities becoming a central focus of the 
person’s life to the point of neglecting health 
and personal care or other interests, 
activities, and responsibilities

Increasing priority given to gaming to the 
extent that gaming takes precedence over 
other life interests and daily activities

Increasing priority given to pornography to 
the extent that pornography use takes 
precedence over other life interests and daily 
activities

Numerous unsuccessful efforts to 
significantly reduce repetitive sexual 
behavior; continued repetitive sexual 
behavior despite adverse consequences or 
deriving little or no satisfaction from it

Continuation or escalation of gaming despite 
the occurrence of negative consequences

Continuation or escalation of pornography 
use despite the occurrence of negative 
consequences

Behavior causes marked distress or 
significant impairment in personal, family, 
social, educational, occupational, or other 
important areas of functioning

Behavior pattern is of sufficient severity to 
result in significant impairment in personal, 
family, social, educational, occupational, or 
other important areas of functioning

Behavior pattern is of sufficient severity to 
result in significant impairment in personal, 
family, social, educational, occupational, or 
other important areas of functioning

ªAdopted from criteria for gaming disorder.

Table 2. Potential risk factors for developing  
problematic pornography use

Characteristic/domain Motivation/specification

Motives for using pornography Stress reduction, emotion regulation, compensating 
for experiencing unfulfilled sexual fantasies in real life

Past negative life events or trauma Past sexual abuse, PTSD

Attachment style Insecure attachment style, attachment anxiety, 
attachment avoidance

Sexual excitability High trait sexual motivation, high sexual arousal in 
response to pornographic stimuli, positive implicit 
cognitions about pornography
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and, importantly, distress and impairment related 
to pornography use in considering addictive use 
and moral incongruence.

Treatment approaches
In treating individuals with problematic pornogra-
phy use and CSBD, case reports and proof-of-con-
cept studies suggest the efficacy of pharmacolog-
ical interventions. Drugs targeting dopamine, 
norepinephrine, serotonin, and opioidergic sys-
tems have shown efficacy to varying degrees. An 
open-label case report indicates that cognitive-be-
havioral therapy may help reduce pornography 
consumption. However, in this setting of reduced 
consumption craving increased, which decreased 
with 50 mg naltrexone administration daily.10

Data from an open-label case series of 20 mg 
paroxetine daily show that paroxetine treatment 
was associated with reductions in pornography 
consumption and anxiety.11 However, new prob-
lematic sexual concerns emerged relating to pay-
ing for sex or engaging in extra-marital affairs.

Assessing for multiple possible outlets for 
CSBD is important in treating individuals with 
problematic pornography use. Furthermore, ran-
domized placebo-controlled clinical trials are 
needed to demonstrate potential short- and long-
term efficacies and tolerabilities of pharmacolog-
ical interventions, given that many studies of prob-
lematic pornography use have methodological 
limitations.12 Currently there are no medications 
with an approved Food and Drug Administration 
indication for CSBD.

Psychotherapeutic options warrant consider-
ation. Cognitive-behavioral therapy and mindful-
ness-based interventions, perhaps accompanied 
by acceptance and commitment therapy, may be 
effective in reducing pornography use and increas-
ing quality of life.13,14 Systematic studies are 
scarce, and clinicians should consider treatment 
motivations and individual goals of those seeking 
treatment for problematic pornography use. 
Among male pornography viewers, approximate-
ly one in seven has reported interest in seeking 
treatment for pornography use, and those interest-
ed in treatment reported more pornography use 
and hypersexuality.15

These findings are in line with those indicating 
that slightly more than 80% of men in treatment 
for hypersexuality have reported problems with 
pornography use.16 Specific situations or emotion-
al states have been reported to link to perceived 
difficulties in controlling pornography use (eg, 
when using the internet and experiencing stress or 
negative mood states), and decreased self-efficacy 
in these situations has been linked to pornography 
use frequency and hypersexuality; as such, they 
may represent treatment targets in therapy.17 Other 
treatment options include online forums: NoFap 
and Reboot Nation were founded to help young 
males quit pornography viewing, with some men 
experiencing erectile dysfunction, which they at-
tributed to altered sexual arousal altered resulting 
from use of pornography.

Systematic studies on the efficacies of preven-
tion and treatment efforts for problematic pornog-
raphy use are an important topic for future research 
and practice. Referral to therapists who focus on 
sexual and relational health may be indicated. Sev-

eral programs (eg, the American Association of 
Sexuality Educators, Counselors [AASECT], Inter-
national Institute for Trauma and Addiction Profes-
sionals [IITAP], and Society for the Advancement 
of Sexual Health [SASH]) provide training and 
certification for therapists who treat individuals 
with CSBD and other sexual and relational con-
cerns. However, before making referrals, psychia-
trists and other clinicians should identify concerns 
that are often not disclosed without direct question-
ing because of shame, guilt, or ambivalence.

Clinical implications and tips 
Given the high comorbidity of problematic pornog-
raphy use with depression, anxiety, and other psycho-
logical disorders and given that some people feel ashamed 
of their pornography use, clinicians might overlook prob-
lems related to pornography use if they do not ask specif-
ic questions. To elicit information from patients, begin by 
acknowledging the interconnected nature of physical, 
mental, and sexual health. Since there are individual dif-
ferences and variability in sexual orientation and expres-
sion as well as gender identity and expression, sexual 
health comprises multiple expressions. The following 
are some tips for beginning the conversation.

1 Ask patients about any potential barriers to 
healthy sexual expression or experiences as 

well as potential excessive and risky behaviors, 
including pornography use.

2 Ask patients about impairment related to 
pornography use, understanding that such 

impairment may be in relational, occupational, 
educational, or other domains. In order not to 
over-pathologize behaviors, it is important to 
assess functional impairment in everyday life 
related to pornography use (see ICD-11 criteria 
for CSBD and those for other disorders such as 
gaming disorder). The diagnosis is justified only 
if the pattern of sexual behaviors including 
pornography use results in significant 
impairment in personal, family, soci al, 
educational, occupational, or other important 
areas of functioning.

3 Examine symptom severity of problematic 
pornography use including impairment, poor 

control, preoccupation, and continued use 
despite negative consequences instead of only 
asking for time and frequency of pornography 
use. Given that behavioral addictions are not 
defined by the objective amount of time spent 
with the behavior, it is important to consider the 
symptoms and distress and impairment, including 
those listed in ICD-11 criteria for CSBD.

4 Examine potential conflicts between 
pornography use and moral values. Explore 

individuals’ personal perspectives and beliefs 
regarding what promotes their sexual health and 
support them in a process of their own harm 
assessment. It is important to distinguish 
between distress resulting from a conflict 
between pornography use and moral values and 
functional impairment due to addictive use of 
pornography, although these factors are not 
mutually exclusive.

5 Examine individual goals and treatment 
motivation. Treatment goals may be different 

(eg, abstinence or reducing the behavior, gaining 

better control over the behavior, increasing 
acceptance of the [reduced] behavior). Consider 
these goals to provide individualized care and 
optimal treatment.

CASE VIGNETTE

“Dr Jones” has a 26-year history of problematic por-
nography use, paying for sex during times of stress 
as well as untreated compulsive sexual behaviors 
that damaged trust, led to sexual disconnection, and 
contributed to a divorce.

In his 30s, Dr Jones sought treatment twice to ad-
dress his concerns of problematic pornography use, 
about which he started to feel guilty and wondered 
whether it was interfering with situational sexual 
functioning during dyadic sex with his first wife. He 
met with therapists who minimized his distress and 
normalized his pornography use. Without his con-
cerns being addressed, the negative consequences 
became more severe over the next three years.

At age 37 he was compelled to enter into couples 
therapy with his first wife. However, once again, his 
compulsive sexual behaviors were not addressed. 
The treatment represented another missed opportu-
nity for a therapeutic behavioral intervention to ad-
dress some of the underlying compulsive sexual 
behaviors that were contributing to the barriers to 
his sexual and emotional health.

By not identifying and addressing the problems, 
his treatment providers may have unwittingly en-
abled his growing denial of compulsive sexual be-
haviors. He did not take responsibility for his contri-
butions to the sexual problems in the marriage for 
which he initially blamed his wife. At age 38, he was 
divorced; he remarried at age 42 to his current wife.

During this current marriage, he continued past 
patterns of behaviors that directed his sexual energy 
and attention to secret pornography use despite a 
commitment to himself and to his wife to stop. Be-
cause it was no longer as pleasurable or stimulating 
as it had been in the past, his use of pornography 
escalated to continually more extreme sexually ex-
plicit content. He engaged in risky sexual behaviors 
that included viewing pornography during work 
hours and sexting with a staff member at work, 
which crossed professional boundaries and resulted 
in a sexual misconduct violation.

At age 47, after the sexual misconduct violation 
and the relational and professional consequences 
he experienced from his compulsive sexual behav-
iors, Dr Jones entered mindfulness-based treatment 
for CSBD. He has engaged in this treatment for 1.5 
years. The treatment plan included mindful-
ness-based therapy weekly meetings, attending 
weekly 12-step Sex and Love Addicts Anonymous 
(SLAA) meetings, building a relationship with a 
sponsor, and installing internet accountability soft-
ware to his digital devices for one year.

Early in therapy, he created a working abstinence 
list that included identifying and detailing specific 
problematic behaviors with a comprehensive plan 
for avoidance of or non-engagement in the identified 
behaviors. Through self-awareness and mindful-
ness-based therapy, he integrated healthy bound-
ary-promoting behaviors including a mindful and 
compassion practice that helped him manage the 
mental and physical effects of stress. He practiced 
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healthy communication, honesty, and transparency 
with his wife and family and emotional vulnerability 
with trusted people. He utilized materials from a 
mindfulness-based relapse prevention program that 
included listening to Stop, Observe, Breath, Expand, 
Respond (SOBER)-breathing and urge-surfing guid-
ed meditations.18

Mindful inquiries were also utilized during treat-
ment, which expanded the connection and integra-
tion of his mind, body, and emotions.13 Early in treat-
ment when learning to be present while mindfully 
observing his inner experiences in the moment, he 
noted that “The thoughts and intense feelings 
change and go away.” He integrated this practice 
and habit of being present during his experiences of 
intense feelings, urges, and cravings, and this 
strengthened his tolerance of uncomfortable states 
without acting out to escape them.

He also proactively developed healthy ways to 
manage stress. Through mindful inquiries, he be-
came aware of the part of himself that felt sad about 
letting go of the anticipation of engaging in the ex-
hilarating pornography use and other compulsive 
sexual behaviors that were a part of his escape from 
stress. He realized that his coping habits of seeking 
intense excitement were short-term experiences 
that created more problems and led to growing feel-
ings of shame. Letting go of compulsive sexual be-
haviors felt less like deprivation or loss when he 
identified how many healthy pleasures he had been 
integrating into his life during recovery.

He shared his new insights: “I notice my thoughts 
seeking to blame others. I see how this enables my 
feeling powerless and how this leads to feeling re-
sentment.” This awareness allowed him to practice 
curiosity about this pattern in relational dynamics, 
and he was able to make positive changes that ben-
efitted him and many of his personal and profes-
sional relationships.

Practicing mindful management of sexual desire 
and expression and exploring practices that contrib-
uted to health, balance, and boundaries helped him to 
change his patterns of seeking to engage in risky or 
problematic sexual behaviors when he experienced 
stress or frustration. In addition to reducing problem-
atic and harmful behaviors, he engaged in a process 
of integrating healthy practices that provided tools to 
help promote mental and sexual wellness.

Throughout the course of treatment, he experi-
enced more emotional stability, which led to avoiding 
problematic use of pornography for short-term plea-
sure at the cost of long-term harm. He is now able to 
manage healthy boundaries personally and profes-
sionally, and he continues on a shared path of explo-
ration of mindful sexual connection with his wife.

Table 3 explores examples of the connections 
between ICD-11 criteria for CSBD and the Case 
Vignette.

Conclusion
Theoretical considerations and empirical evidence 
suggest that the psychological and neurobiologi-
cal mechanisms involved in addictive disorders 
may apply to problematic pornography use. Sys-
tematic studies that address potential treatment 
strategies are a main area for future research. In 
addition, disentangling further the potential over-

laps and differentiations between problematic por-
nography use that may or may not co-exist with 
other forms of CSBD, and other types of dysfunc-
tional use of the internet for sexual purposes (eg, 
sexting, excessive use of dating apps, Instagram 
with sexual content) should be addressed in future 
studies. Such research could provide support for 
evidence-based prevention and treatment of prob-
lematic pornography use.
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Table 3. Links between ICD-11 criteria for  
CSBD and case vignette

ICD-11 criteria for CSBD Examples from the case vignette

Persistent pattern of failure to control 
intense, repetitive sexual impulses or urges 
resulting in repetitive sexual behaviour

Continued patterns of behaviors that 
directed sexual energy and attention to 
secret pornography use and other sexual 
behaviors despite a commitment to stop

Symptoms may include repetitive sexual 
activities becoming a central focus of the 
person’s life to the point of neglecting health 
and personal care or other interests, 
activities, and responsibilities

Strong sexual urges and preoccupations 
leading to limited activities with his wife; 
sexual behaviors escalated—engaged in 
risky sexual behaviors that included viewing 
pornography during work hours and sexting 
with a staff member at work, which crossed 
professional boundaries and resulted in a 
sexual misconduct violation

Numerous unsuccessful efforts to 
significantly reduce repetitive sexual 
behavior and continued repetitive sexual 
behaviour despite adverse consequences or 
deriving little or no satisfaction from it

Treatment four times over the course of 14 
years; use of pornography not as 
pleasurable or stimulating as it had been in 
years past; seeking more extreme sexually 
explicit content that would feel more exciting

The pattern of failure to control intense, 
sexual impulses or urges and resulting 
repetitive sexual behaviour is manifested 
over an extended period of time (eg, ≥6 
months), and causes marked distress or 
significant impairment in important areas of 
functioning

Problematic behavior occurred over the 
course of 26 years and contributed to one 
divorce and one professional conduct 
violation, as well as psychological distress

Distress that is entirely related to moral 
judgments and disapproval about sexual 
impulses, urges, or behaviours is not 
sufficient to meet this requirement

Distress was not related to moral 
disapproval, and consequences involved 
significant relational and occupational 
impairments
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For immediate confidential consideration, please contact: Mary Cordoba – Office of Physician 
Recruitment: Cordobam@pagny.org 646-532-1071

www.pagny.org
Physician Affiliate Group of New York [PAGNY] provides services to NYC Health + Hospitals Corporation (H + H),  
the largest public healthcare system in the United States. EOE M/F/D/V
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    CME Events 
 

 

AACAP’s 2020 Pediatric Psychopharmacology Update Institute 
Translating Advances in Pediatric Psychopharmacology into Practice:  
Molecules, Mechanisms, and Medications 
January 31–February 1, 2020 ۰ Long Beach, CA  ۰ Westin Long Beach 
 

James J. McGough, MD, and Manpreet Kaur Singh, MD, MS, Co-Chairs 
 
This Institute highlights the shifting emphasis to neuroscience-based medication nomenclature and  
understanding the pharmacology of psychotropic medications that provide the basis for contemporary  
approaches to medication management across the range of clinical conditions commonly treated by child 
and adolescent psychiatrists. Discounted early bird rates are available until December 12, 2019.  
 
Visit: www.aacap.org/psychopharm-2020 for more information!  
 
 

AACAP’s Douglas B. Hansen, MD, 45th Annual Update 
Course in Child and Adolescent Psychiatry 
 

March 30–May 8, 2020 ۰ Entirely Online!  
 

Gabrielle A. Carlson, MD, and Shawn S. Sidhu, MD, Co-Chairs 
 
Over a 6-week period, our newly redesigned course will allow you to interact with experts and learn about 
the most sought-after topics in the field—all on your own schedule, in your home or office. Topics include 
aggression, gender identity, trauma, vaping, and much more! Earn up to 16 AMA PRA Category 1 Credits TM. 
Discounted early bird rates are available until February 13, 2020. 
 

Visit: www.aacap.org/UpdateCourse-2020 for more information!  
 

AACAP’s 67th Annual Meeting 
 

October 19-24, 2020 ۰ San Francisco, CA  
James J. McGough, MD, Program Chair 
 

Submissions to the Call for Papers for AACAP’s 67th Annual Meeting will open in 
December and will be due February 13, 2020, or June 4, 2020, for (late) New  
Research Posters. The online Call for Papers submission form is available at  
www.aacap.org/AnnualMeeting-2020; all submissions must be made online. Abstract proposals are prereq-
uisites for acceptance of any presentation. Topics may include any aspect of child and adolescent psychiatry.  

 

 
For information about all of AACAP’s meetings and to register, 

visit www.aacap.org, email meetings@aacap.org, or call 202.966.7300, ext. 2006. 
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NATIONWIDE

Aligned Telehealth, Inc. – California
Our mission is to be the leader in

innovative, high quality, accessible
behavioral health solutions. Explore

opportunities in multiple states.

Hiring MULTIPLE Psychiatrists for
Telemedicine and Onsite positions in

the following states

CA, TX, CO, FL, AZ, OR, and
Many other states. Full time and Part Time

positions are available.

We offer competitive salaries and
excellent benefits! Malpractice covered.

Immediate Need for BC Psychiatrist -CA
Medical license – Onsite San Jose

Immediate Need for BC Psychiatrist 
with CAMedical license – 

Onsite position, Antelope Valley, CA / 
Sign On Bonus!

Immediate Need for BC Psychiatrist -CO
Medical license – Medical Director-PT

Contact Sandra Williams at 818-814-7790
or email me your current CV to

swilliams@alignedth.com
To be considered for these

great opportunities.

CALIFORNIA
Realize Your Dream 

Looking for the Freedom & Flexibility
Private Practice

Choose your own hours
Clinical Freedom

Unlimited Vacations
No Calls

100% Outpatient
H1 Visa Welcome

Earn over $350K/Year

Benefits includes:
Malpractice ins, 401K, Medical

Dental, Vision & LTD ins

We are looking for Adult and 
Child Psychiatrists in

San Francisco Bay Area
Los Angeles/Orange County Area

Sacramento Area
Comprehensive Psychiatric Services

Mansoor Zuberi, M.D.
P) 925-944-9711 F) 925-944-9709

drzuberi@psych-doctor.com
www.psych-doctor.com

Psychiatrist for Private Practice
Full Time or Part Time

Includes health benefits, vacation, 401K, 
and excellent competitive compensation, 

other arrangement
Please contact

Human Resources
Phone: 916-628-7654

Fax 916-930-6100
Hisham.solimanmd@gmail.com

Outpatient Psychiatry Opportunity

San Joaquin County Behavioral Health 
Services is seeking to fill Outpatient Adult 
[General], and Sub-Specialty Psychiatry 
(Child Psychiatry, Geriatric, Forensic, 
Addiction and Psychosomatic Medicine) 
positions in a multidisciplinary, recovery-
oriented clinical setting. Services are 
provided either on-site or using a hybrid 
model of on-site and tele-psychiatry 
practice. The positions offer a very 
competitive salary with a guaranteed base, 
plus incentive opportunities, board certified 
Psychiatrists have the potential to easily earn 
over 300K+ a year; comprehensive health 
insurance; up to three retirement and pension 
programs; 35 days of vacation and CME 
time that increase with tenure. Signing and 
moving bonuses are also available. 

Interested J-1 and H-1B candidates are 
welcome to apply. 

Contact Khurram Durrani, MD at: 
kdurrani@sjcbhs.org; 

Fax CV to 209-468-2399. EOE.

The doctors  of  TRADITIONS 
BEHAVIORAL HEALTH are the largest 
provider of MD psychiatric services to adult 
populations in institutional and community 
based programs in California. We provide 
services to the seriously and persistently 
mentally ill and have openings in the San 
Francisco Bay Area, Santa Barbara, San 
Diego and Los Angeles. Overall we plan to 
add 50 more Fulltime psychiatrists in 
California to bring our medical staff team to 
400 psychiatrists. Our packages vary from 
a minimum of $300,000 per year plus 
$10,000 in bonuses and a benefit package 
valued at approximately $90,000, to up to 
$500,000, for the industrious physician. 
Our generous benefit package includes 
almost 7 weeks paid time off per year. If you 
are creative and think outside the box, if you 
value diversity and cultural competency, if 
you like innovative programs that are patient 
driven, using a rehabilitative, rather than 
illness model, if you want more time to work 
with patients, to get the best results, then TBH 
is the company for you. To learn more about 
the specific job openings and salary and 
benefit packages, check out our Website at: 

www.tbhcare.com or Email your letter of
interest and CV to our company President,

Gary A. Hayes, Ph.D. at: 
Drhayes3@tbhcare.com 

TBH is an equal opportunity employer

Psychiatrist Position

J-1 Visa Opportunity in California
Imperial County Behavioral Health Services is 
currently recruiting for a full time psychiatrist. 
Imperial County is located 90 miles by freeway 
to the city of San Diego to the west, and 90 
miles to Palm Springs to the north. Located in

 a rich farming area, Imperial County has a 
population of 180,000 and borders with Yuma, 
Arizona and with the cosmopolitan city of 
Mexicali, Mexico population 1.2 million. San 
Diego State University maintains a satellite 
campus in Calexico and there are a number of 
private and public universities located in 
Mexicali, the state capital of Baja California 
Norte. Imperial County’s location and diversity 
make it the perfect place for a psychiatrist to 
relocate under the J-1 Visa program or for any 
reason.

The position pays a highly competitive 
salary, including health benefits for you and 
your family, and requires no hospital work 
and minimal after hours work freeing you up 
for more leisurely activities. 

The successful candidate diagnoses and treats 
patients with mental, emotional, and behavioral 
disorders. Qualified candidate must have CA 
medical license or ability to obtain.

Send CV to Imperial County Behavioral
Health Services, 202 North 8th Street,

El Centro, CA 92243.

J-1 applicants welcome.
For additional information,

please contact:

Kristen Smith (442)265-1606
k r i s t e n s m i t h @ c o . i m p e r i a l . c a . u s

COLORADO

BOULDER, CO.  Seeking FT/PT  BC/BE 
Psychiatrist to join our private practice team. 

No call, no weekends. 
Full-time potential up to 400K, 
Child/Adol. experience a plus.

Michael Zona, M.D. 310-261-0035.
www.advancedmedicalgroup.us

CALL FOR MORE 
INFORMATION

(609) 495-4367

Leading Locum Psychiatrist Services
  Psychiatrists Needed NOW – GREAT NEWS

BEST PAY IN THE PSYCHIATRIST PLANET!!!
BEST WEATHER & BEACHES IN THE AREA!!!

DEPARTMENT OF STATE HOSPITALS

*Free Direct Deposit*

$280/hr – Weekly
$290/hr – Delayed

Up to 1 Million plus

APPLY NOW

• Atascadero State Hospital
• Napa State Hospital

• Colinga State Hospital
• Patton State Hospital

Referral Bonus/Signing Bonus will be 1k/2k (Certain Rules Apply)
A+ Occurrence Malpractice Through PRMS

Phone: 559. 572. 6088     Fax: 559. 328. 0065
Email:  pinnaclehealthservices@pinnaclehealthservicesinc.com

Website: http://www.pinnaclehealthservicesinc.com
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The Department of Behavioral Health at 
Denver Health & Hospital (DHHA) is 

seeking a full-time Adult Psychiatrist to 
join our outpatient psychiatry service 

team.  Denver Health is an integral part 
of a Level 1 525-licensed hospital with a 
mission of providing quality health care 
for all citizens of Denver regardless of 
ability to pay.  As Colorado’s primary 
safety net institution, DH has provided 

billions of dollars in uncompensated care. 

We seek a psychiatrist who enjoys 
working in a team-based and multi-

disciplinary approach to deliver 
compassionate, evidence-based 

psychiatric care for persons 
experiencing mental health crises. 

Responsibilities include direct patient 
care, coordination with nurse 

practitioner, and teaching of medical 
school students and psychiatry 

residents.  The successful candidate 
will have completed a medical degree 
(MD), be BC/BE in Adult Psychiatry, 
and be eligible for a Colorado medical 

license.  Candidate will have an 
academic appoint at the University of 

Colorado School of Medicine and 
Health Sciences at an academic rank of 

Assistant Professor. 

Interested candidates should send a 
cover letter and Curriculum Vitae to:

Aar on  Or t i z
Aar on .or t i z @ d h h a.or g  

Department of Physician Recruitment 
Denver Health & Hospital Authority

777 Bannock Street
Denver, CO 80204

MASSACHUSETTS

In p a t i e n t  Ps y c h i a t r i s t  Op p o r t u n i t i e s  
C a m b r i d g e  H e a l t h  Al l i a n c e  ( C H A)

Cambridge Health Alliance is a well-
respected, nationally recognized and award-
winning public healthcare system. CHA is a 
teaching affiliate of both Harvard Medical 
School (HMS) and Tufts University School of 
Medicine. Our system is comprised of three 
hospital campuses and an integrated network 
of both primary and specialty outpatient care 
practices in Cambridge, Somerville and 
Boston’s Metro North Region

•  Inpatient, Outpatient, Adult, Child/
Adolescent, Primary Care Integration, 
and Consultation-Liaison services 
opportunities available

• Full-time or part-time 
•  Work with multidisciplinary teams serving 

the local community
•  Provide high quality care to our underserved 

and diverse patient population
•  Fully integrated electronic medical record 

(EPIC) is utilized

•  CHA is a teaching affiliate of Harvard 
Medical School (HMS) and academic 
appointments are available commensurate 
with medical school criteria

CHA offers competitive compensation and a 
comprehensive benefits package including 
health and dental insurance, 403b retirement 
accounts with matching, generous PTO, CME 
allotment (time and dollars) and much more.

Qualified candidates may submit their CV 
through our website at 

www.CHAproviders.org,
or by email to Melissa Kelley at 

ProviderRecruitment@challiance.org.
The Department of Provider Recruitment 

may be reached by phone at
(617) 665-3555 or by fax (617) 665-3553.

CHA is an equal opportunity employer and 
all qualified applicants will receive 
consideration for employment without 
regard to race, color, religion, sex, sexual 
orientation, gender identity, national origin, 
disability status, protected veteran status, or 
any other characteristic protected by law.

Our competitive rates
can help you promote

physician products and
services like these:

For details call

(609) 495-4367

• Medical transcription
• Practice management
• Medical billing
• Computer Software
• Marketing
• Internet Services
• Insurance
• Legal services

m Psychiatric Times    1x      2.8125

www.comcounseling.org

Psychiatrist
New graduates, J1 and H1-B visa applicants are welcome 
to apply. Responsibilities include outpatient psychiatric 
evaluation, treatment planning and integrated psychiatric 
treatment and medication management services.  
This position also has the potential to become Associate 
Medical Director for BC candidates. 
We offer competitive salary, flexible schedule, educational 
leave, 403(b) retirement contribution plan with employer 
matching, fully integrated EHR, and excellent practice 
supports.
Applicants should submit a cover letter and curriculum 
vitae to: 
Andrew Dawley, Chief Operating Officer 
ADawley@comcounseling.org 
Community Counseling of Bristol County 
One Washington St., Taunton, MA 02780  
AAEOE

Community Counseling of Bristol  
County (CCBC), a leading community 
mental health center serving southeast-
ern Massachusetts, seeks a full-time  
BC/BE outpatient Psychiatrist.   

Top Leading Locum Psychiatrist Services
Please call to ask for details

Ref. Bonus/signing bonus up to $1.5k (Certain Rules Apply)
Free Direct Deposit

A+ Occurrence Malpractice Through PRMS
Phone: 559. 799. 8343 Fax: 888. 712. 2412 Email: Locumjobs@

imperiallocum.com imperiallocum@imperiallocum.com
Website: www.imperiallocum.com

New York
$200 - $325/hr.Psychiatrist

All NYC & Upstate NY 
Locations Available

California
$250+
$280 - $290/hr.
$185 – $265/hr.
$200/hr.
$180-$225/hr.

$150 - $255/hr.
$65 -$110/hr.

California Correctional Facilities
Department of the State Hospitals
LA-DMH & LA County Jail
Tulare County Adult Clinic
Tele-Psychiatry

Medical Doctors
NP / PA

Find What You’re Looking For Now
Log on to:

www.PsychiatricTimes.com/classifieds
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established adult team is flexible and 
transparent for either or both inpatient and 
outpatient services. Clinic hours are 
Monday -  Friday with limited call

Child Outpatient Opportunity

•  BE/BC Child & Adolescent providers. 
The current structure is for 90% outpatient  
Monday through Friday work schedule.

We offer best in class compensation plus 
generous benefits including Paid Malpractice, 
CME Time and Allowance, Accrued Paid 
Time Off, 403(b) match and 457(b), Health, 
Dental, and other desirable benefits.

Please contact Suzy Cobb,

Physician Recruiter for more details

at (910) 615-1889

or scobb2@capefearvalley.com.

with our treatment team, which consists 
of an array of mental health profession-
als, including: LMHCs, PAs, N PP-Cs, 
Psychiatrists and Social Workers. Under 
the direction of Laura Hunt, LCSW-R 
ACSW, Pinnacle Behavioral Health IPA, 
LLC provides all administrative services, 
including scheduling, billing, office 
space, equipment, electronic records and 
secretarial services, as well as assistance 
in credentialing. We offer integrative 
health services for individual, group, and 
ancillary therapy, as well as psychiatric 
services.

Q ualified candidates have the opportu-
nity to join the newly established

TMS center, medical cannabis, subox-
one, and telehealth programs. We re-
cently opened a TMS center in March of 
2019 . We are looking for psychiatrists to 
assist in the TMS program. Pinnacle 
Health also offers holistic practices. At 
the heart of our philosophy is the under-
standing that the process of healing and 
personal growth can be challenging. We 
are committed to creating a caring envi-
ronment by providing individualized 
support. We identify goals and clinical 
approaches tailored to each patient’s 
needs and wellness. Please review our 
website for further information: https://
www.pinnaclebehavioralhealth.com/

Responsibilities for the available 
positions:

•  Medication management
•  Psychotherapy and education
•   Opportunity to join the medical 

cannabis, suboxone, and telehealth 
programs

•   Opportunity to work in the TMS 
center

•  Clinical Reviews
•  Provider meetings
•   Panel membership with the insurance 

companies is a plus
•   Must be able to work a minimum of 

20 hours per week
•   Optional medical benefits available: 

AF LAC, Allstate, CDPHP

Apply Method:
Send letter of interest and

curriculum vitae

The Care Y ou N eed, The 
Empowerment Y ou Deserve.

J ob Type: F ull-time
Salary: $125,000.00 to

$300,000.00 /year

Please contact
Rocco at 518-689- 0244 x 22 or 

email rpezzulo@
pinnaclebehavioralhealth.com 

MICHIGAN

Ps yc h i at r y Pos i t i on  w i t h
S p ar r ow  M e d i c al  G r ou p

Sparrow Medical G roup (SMG ), a 
multispecialty physician group and the 

premier physician organization of 
Sparrow Health System (SHS), located 

in Lansing, Michigan, is seeking  
d yn am i c  BC / BE p s yc h i at r i s t s  f or  an  
ad u l t  i n p at i e n t  p os i t i on  an d  al s o a 
M e d i c al  Di r e c t or  f or  Be h avi or al  

H e al t h  S e r vi c e s .  Both positions are 
hospital-employed and offers excellent 
compensation and benefits including 

relocation assistance, 401(k) with 
matching funds, generous CME 

benefits and malpractice insurance that 
includes tail coverage.

Le ar n  m or e  ab ou t  t h e s e   
p os i t i on s  b y c on t ac t i n g:

Barbara Hilborn, Manager Provider 
Recruitment Office: 1.800.968.3225
Email: barbara.hilborn@ sparrow.org

V i s i t  ou r  w e b s i t e  at  w w w .s p ar r ow .or g

M or e  i n f or m at i on  o n  t h e  Lan s i n g 
ar e a c an  b e  ob t ai n e d  at  

w w w .l an s i n g.or g
 
NEW YORK

Ps yc h i at r i s t
Pinnacle Behavioral Health, IPA, LLC

Albany, N Y
Salary

**D epending on experience and 
certifications**

J ob type
Independent Contractor- 20-40 hours a 

week
J ob Description

**B ON US OF F ERED F OR 30+  
Hours**

Ps yc h i at r i s t
Pinnacle Behavioral Health IPA, LLC, 
located in Albany, N Y , is a multi  disci-
plinary mental health practice, servicing 
children, adolescents and adults in the 
Capital District region for 17 years. Pin-
nacle is seeking full  time board certified 
or board eligible Psychiatrists. Experi-
ence with adolescents to adults preferred;  
f l e xi b l e  h ou r s  w h i c h  you  d e c i d e , M on -
d ay t h r ou gh  F r i d ay 8: 30A M - 9P M , in 
a caring and professional environment. 
The qualified candidate will collaborate 

NORTH CAROLINA

We Want You to Join Our Behavioral 
Health Team!

Cape Fear Valley Behavioral Health is one of 
the largest comprehensive, multi-tiered be-
havioral health services in North Carolina. 
Behavioral Health Care’s mission is to meet 
and respond to the mental health needs of the 
community. We offer evidence-based, best 
practice treatments. Staffed by psychiatrists, 
psychologists, clinical social workers, psychi-
atric nurses, licensed professional counselors, 
and other mental health professionals, Cape 
Fear Valley Behavioral Health Care provides 
a team approach to mental wellness. Behav-
ioral Health Care is accredited by The Joint 
Commission and licensed by the State of 
North Carolina.

The Health System is seeking providers for 
the following due to regional volumes and 
commitment to expand services:

Emergency Opportunity

•  Two BE/BC providers with experience in 
ED or trained in ED/Psychiatry. The 
Emergency Department maintains a 
Psychiatric Unit of  
9 beds for patients in crisis. Support team 
is specialty trained. Schedule consists of 
16 hour  shifts, approximately 10 shifts 
per month.

Adult Outpatient Opportunity

•  BE/BC provider with training/experience 
in a variety of mental health treatment 
conditions as well as Chemical 
Dependency and Substance Abuse. 
Candidate with experience in treatment of 
Bipolar Disorder, Borderline Personality 
Disorder, and Mood Disorders is 
preferred. Additionally, ECT training and 
experience is highly desirable. Well 

Our  
competitive rates

can help you promote
physician products 

and services.

UP TO $1 MILLION PLUS PER YEAR

New York
$200 - $325/hr.

All NYC & Upstate NY Locations Available

California

Ref. Bonus/signing bonus up to $1.5k (Certain Rules Apply)
*Free Direct Deposit

A+ Occurrence Malpractice Through PRMS
Phone: 805-703-3729   Fax: 559-321-0065    

Email: Intuitivehealthservices@intuitivehealthservices.com Website: 
www.intuitivehealthservices.com  

$250+
$275 - $290/hr.
$180 – $225/hr.

$150 - $255/hr.
$65 -  $110/hr.

California Correctional Facilities
Department of the State Hospitals
Tel-Psychiatry

Medical Doctors
NP / PA

Find What You’re
Looking For Now

Log on to:
www.PsychiatricTimes.com/

classifieds
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