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COVID-19

Whose Turn Should It Be? 
The Ethics of COVID-19 Vaccine Allocation 
» Cynthia Geppert, MD, MA, MPH, 
MSBE, DPS, MSJ, HEC-C, FACLP, DFAPA O n December 11, 2020, the US 

Food and Drug Administra-
tion (FDA) announced it is-

sued an emergency use authorization 
(EUA) for the Pfizer-BioNTech coro-
navirus disease 2019 (COVID-19) 
vaccine1; a week later, on December 
18, the FDA announced it had granted 
an EUA for the Moderna vaccine.2

(See related article on p26 of this is-
sue—Ed.) Investigators overcame 
unprecedented scientific obstacles to 
develop these 2 vaccines and reach 
governmental authorization.3 Yet the 
ethical challenges of vaccine alloca-
tion may be even more daunting. 

COMMENTARY

» Amilcar Arnaldo Tirado, MD, MBA

O n the front cover of the 2020 March issue, Psychiatric TimesTM featured the story, “The New Game 
of Microbiology Clue: The Who, When, Where, & Why of the Novel Coronavirus.” When Nidal 
Moukaddam, MD, and Asim Shah, MD, began writing the story in January 2020, most of the pub-

lic (and even much of the health care industry) knew very little of the virus that was devastating Wuhan and 
other parts of China. It seemed worlds away from our safe haven in the United States. By the time the issue 
arrived in our mailboxes, the country was on lockdown thanks to the coronavirus disease 2019 (COVID-19). 

COMMENTARY
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Missing doses of oral antipsychotics can 
cause repeated relapse. With each relapse 
comes the risk of losing the progress that 
you have made together.

Please see additional Important Safety Information and Brief Summary of the full Prescribing Information for 
INVEGA SUSTENNA® on following pages of this advertisement.

INDICATION

INVEGA SUSTENNA® (paliperidone palmitate) is indicated for the treatment of:

• Schizophrenia in adults.

IMPORTANT SAFETY INFORMATION FOR INVEGA SUSTENNA® (paliperidone palmitate)

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. 
INVEGA SUSTENNA® is not approved for use in patients with dementia-related psychosis.

* The study was not powered to compare the effi  cacy 
of INVEGA SUSTENNA® with that of individual oral 
antipsychotics.

Consider transitioning appropriate adult 
patients to INVEGA SUSTENNA®

FOR THE TREATMENT OF SCHIZOPHRENIA 
IN ADULTS

IT’S 
ABOUT 
TIME

To view the data, simply 
scan this QR code or visit 
InvegaSustennaHCP.com 

See the safety and effi  cacy results of a 
study where INVEGA SUSTENNA®

signifi cantly delayed time to relapse vs 
commonly prescribed oral antipsychotics2*

#1 PRESCRIBED ONCE-MONTHLY LONG-ACTING INJECTABLE ATYPICAL ANTIPSYCHOTIC1

Actor Portrayal

 DON’T WAIT UNTIL
THERE’S NOTHING
 LEFT TO LOSE
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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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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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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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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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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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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
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extended-release injectable suspension, for intramuscular use
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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
Manufactured for: 
Janssen Pharmaceuticals, Inc. 
Titusville, NJ 08560
© 2009 Janssen Pharmaceutical Companies
cp-78652v1
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FROM THE CHAIRMAN

An Affair 
to Remember 
I

t is hard to believe a year has passed since Psychiatric TimesTM first ex-

plored the coronavirus disease 2019 (COVID-19) and potential impacts 

in March 2020. When the article was written, we thought the virus was 

mostly contained in China, potentially affecting some of Europe. Naïvely, 

we felt safe in our country. By the time the issue was delivered to readers, 

the world had been turned upside down. We were on lockdowns, facing a 

new reality that loved ones, schools, and other outings and gatherings were 

not just dangerous but potentially lethal. Overnight, a new world befell us.

Fortunately, since then much has been learned about the virus, human 

nature, as well as our fractured health care infrastructure. Amilcar Arnaldo 

Tirado, MD, MBA, who first wrote about his own experience as a patient 

with COVID-19, now reflects on how this pandemic has played out. His 

unique perspective as a health care worker who faced down the virus pro-

vides insight into the small steps we continue to take toward recovery and 

engenders hope. We have stared down the virus and become stronger and 

better, having faced the greatest health challenge in a century. We have 

demonstrated we can and will triumph.

Every new piece of information has, in turn, created new questions and 

challenges, and the field of psychiatry has risen to the occasion. As it be-

came necessary to stay home, psychiatry took the lead in providing tele-

health. Mental health experts also emphasized the importance of staying 

connected, even if it means in a different format—online or phone instead 

of in-person visits with family and friends. With limited resources, the ques-

tion has now turned to the issue of deciding who should get the vaccine and 

when? And whether vaccines should be mandatory, especially for health 

care workers? Cynthia Geppert, MD, MA, MPH, Psychiatric TimesTM eth-

icist and editorial board member, explores these tough questions in this is-

sue. As resistance to the vaccine has increased, even by frontline workers 

and health care workers, advisory board member Nidal Moukaddam, MD, 

PhD, and colleagues debunk many of the myths that have added stress to the 

successful rollout of the vaccine. The article in this issue provides tips for 

talking with patients and colleagues. 

This month, Psychiatric TimesTM also sheds light on the clinical topics 

that continue to cause confusion and controversy. Although research shows 

cannabis can have a positive impact on care, lack of open dialogue and 

proper oversight has triggered a new Wild West. The pieces in this month’s 

Cannabis Conundrum Special Report dissect the claims and problems as-

sociated with cannabis to provide you with the clinical insights to success-

fully navigate this new and uncharted territory. 

Thus, as we reflect on this past year with COVID-19, there are also many 

reasons to look forward. Armed with lessons learned and new research on 

the horizon, Psychiatric TimesTM is ready help you tackle the latest chal-

lenges and find positive solutions for your patients. ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life SciencesTM
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FROM THE EDITOR

Psychiatry 2021: 
Team Psychiatry 
John J. Miller, MD | Editor in Chief

I ndividuals with mental illness 
continue to struggle with access 
to treatment in the United States, 

including in metropolitan hubs. De-
spite the huge unmet need for addi-
tional psychiatrists in the United 
States, the number of graduating 
medical students choosing psychia-
try as their specialty training sadly 
remains quite low. Thomas et al es-
timated that ap-
proximately 96% 
of the 3140 US 
counties had an 
unmet need for 
practicing psychi-
atrists, and this 
need was higher 
in rural areas and 
areas with low per 
capita income.1 In 
2013, 70% of US 
psychiatrists were 
over the age of 
50,2 suggesting 
this shortage will 
only increase as current practi-
tioners retire in the years ahead. I 
live in Exeter, New Hampshire, a 
mere hour north of Boston, Massa-
chusetts, where the waiting time for 
an initial outpatient psychiatric 
evaluation is anywhere from 2 to 6 
months.

I was introduced to my first psy-
chiatric mental health advanced 
practice registered nurse (PMH-
APRN) when I joined a private psy-
chiatric group practice in 1995 in 
Newburyport, Massachusetts. This 
was a multispecialty outpatient prac-
tice with a wide range of clinical spe-
cialties: therapists of various de-
grees, a neuropsychologist, 6 
psychiatrists, and a psychiatric nurse 
practitioner (psych NP—the title 
used at that time). To be honest, I was 
clueless that this advanced nursing 
degree even existed. Having com-
pleted my psychiatry residency 
training 4 years earlier, and then 
working in the Worcester County 
area since that time, I had never 
crossed paths with a psych NP. 

Initially I was skeptical and, 
frankly, put off by the fact this per-
son was prescribing medications 
with relatively little formal training. 

With the overconfidence (or maybe 
insecurity) of my 12 years of train-
ing in biochemistry, medical school, 
internship, and psychiatry residency, 
it was hard for me to believe that the 
Commonwealth of Massachusetts 
would license a nurse with a few 
years of additional training to prac-
tice clinical psychiatry—and to pre-
scribe medications no less! The 6 

psychiatrists who 
had worked with 
this psych NP for 
years continually 
reassured me that 
the nurse was 
clinically solid 
and competent. 
Over time I came 
to the same con-
clusion. We be-
came, and remain, 
colleagues. I now 
refer patients to 
her without any 
reservation.

Over the next 10 years I served 
as the supervising psychiatrist to 5 
PMH-APRNs in various clinical 
settings in Newburyport, as a legal 
supervision contract was required 
by the Massachusetts Board of Reg-
istration in Nursing. For the first 5 
years, I met with these PMH-
APRNs weekly. After relocating to 
New Hampshire and shifting my 
practice to a community mental 
health center (CMHC) in 2007, my 
supervision transformed to a con-
sultation role per the New Hamp-
shire Board of Nursing require-
ments. I continue to thoroughly 
enjoy these consultation meetings, 
and I remain impressed with these 
individuals’ clinical skills, eager-
ness to learn, and commitment to 
improve their patients’ functioning.

In New Hampshire, PMH-
APRNs fill a huge void by provid-
ing psychiatric treatment that other-
wise would not exist. I know this 
from direct personal experience. 
There are 10 CMHCs in New 
Hampshire, and collectively they 
employ roughly equal numbers of 
PMH-APRNs and psychiatrists. At 
our CMHC, we have 9 psychiatrists 
and 4 PMH-APRNs. We have in-

“Approximately 
96% of the 
3140 US 

counties had 
an unmet need 
for practicing 
psychiatrists.”
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creased our access in the community 
by having these PMH-APRNs work 
in our community hospital’s emer-
gency department, spend time at the 
local homeless shelter, and schedule 
onsite hours at nearby community 
health centers (CHCs). Additionally, 
the waiting time for an initial evalua-
tion has decreased.

Similarly, throughout the United 
States, CHCs and CMHCs experi-
ence a disproportional shortage of 
psychiatric prescribers. Over the past 
20 years, one growing resource has 
been the utilization of PMH-APRNs. 
In 2010, the American Psychiatric 
Nurses Association chose this new 
title and acronym to replace 2 older 
titles: psychiatric nurse practitioner 
and psychiatric clinical nurse spe-
cialist. For the interested reader, 
Mary D. Moller, DNP, ARNP, PM-
HCNS-BC, CPRP, FAAN, provides a 
historical review of the specialty of 
PMH-APRN from its beginnings at 
Rutgers University in 1954 to its cur-
rent status.3

Currently, each state maintains its 
own licensing requirements and 

range of prescription privileges for 
PMH-APRNs. Yang et al reviewed 
the number of mental health-related 
visits at CHCs during the years 2006 
through 2011 in states where nurse 
practitioners had “independent prac-
tice authority” (NP-IPA), as com-
pared with states where they did not.4

Not surprisingly, in states with NP-
IPA, there was a significant increase 
in mental health-related treatment/
prescriptions by the NPs, which 
demonstrates increased utilization of 
NPs for mental health visits in CHCs. 
Most recently, in the January 2021 
issue of Psychiatric Services, Fris-
sora and Ranz from the Department 
of Psychiatry at Columbia University 
Medical Center in New York discuss 
how PMH-APRNs serve an import-
ant role in providing access to psy-
chiatric treatment, especially in rural 
areas, urban neighborhoods, CHCs, 
and other settings with significant 
unmet mental health access. The au-
thors describe their development of a 
federally qualified health center’s 
Community Psychiatry Nurse Practi-
tioner Fellowship, and the success of 
this program.5

I have lectured in 47 states, includ-
ing many rural and economically de-
prived areas. In all clinical settings, 
but especially these, the majority of 
frontline psychiatric treatment is de-
livered by PMH-APRNs. The local 
primary care physicians, clinics, and 
hospitals count on them. In my view, 
PMH-APRNs have become well-
needed colleagues that are an integral 
part of our national health care sys-
tem and allow us to fulfill our primary 
oath as physicians: “Do no harm.” 
There simply are not enough of us 
psychiatrists in the United States. Pe-
riod. Engaging with PMH-APRNs as 
essential team members only serves 
to improve access and quality of treat-
ment for all of our patients.

Let me be clear, PMH-APRNs do 
not have the depth of training or the 
clinical acumen equal to ours as 
trained and board-certified psychia-
trists. In my experience, this should 
not negate the clinical knowledge 

and experience that they do offer, and 
the value they can bring to raising the 
level of psychiatric care to individu-
als experiencing mental illness. 

Psychiatry is not the only field 
turning to this group to extend care. 
Most medical practices, hospitals, 
clinics, emergency rooms, walk-in 
acute care centers, CHCs, CMHCs, 
and other types of health care deliv-
ery utilize specialized APRNs as an 
integral part of their treatment teams. 
Two years ago, my mother’s health 
was rapidly declining from advanced 
congestive heart failure, which re-
sulted from open heart surgery at age 
39 at the Massachusetts General 
Hospital (MGH) in Boston. She re-

mained a patient at MGH for 44 years 
after her open heart surgery. During 
the last year of her life, I would bring 
her intermittently to meet with her 
cardiology team at MGH, which in-
cluded 3 different cardiology subspe-
cialists. Significantly, for every 2 of 
her 3 monthly visits she was evalu-
ated exclusively by a cardiac APRN. 
After my mom died, we sent flowers 
to this cardiac APRN in appreciation 
of her time, skill, and compassion for 
my mother. 

Similarly, this past fall, for my 
routine 10-year screening colonos-
copy, my anesthesia was managed by 
a nurse anesthetist. I had full confi-
dence in her competence. Due to a 
health insurance policy change, I re-
cently transferred my primary care to 
a local family practice physician. The 
practice consists of himself, a family 
APRN, and a physician’s assistant. 

My first appointment was with the 
APRN, and I left feeling good about 
my new health care team.

PMH-APRNs have become an in-
tegral part of health care in the United 
States. For us in psychiatry, I con-
sider them an integral part of our 
treatment teams: psychiatrists, PMH-
APRNs, psychiatric nurses, psychol-
ogists, neuropsychologists, pharma-
cists, therapists, case managers, 
occupational therapists, emergency 
service clinicians, students in train-
ing of all types, and more. What is 
important is that each professional 
member on Team Psychiatry knows 
what we each know, what we don’t 
know, and to seek out consultation as 

needed. Each of us has unique train-
ing, responsibilities, limitations, and 
value. Collectively we can rise to the 
challenge of providing quality men-
tal health care in all treatment set-
tings in the United States.
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Approximately 83 million people 
have been infected by COVID-19 and 
1.8 million souls worldwide were lost, 
according to The New York Times and 
several other news outlets. In 2020, the 
United States alone saw approxi-
mately 19 million cases of individuals 
infected with COVID-19 and around 
350,000 deaths. The highest sin-
gle-day death toll in the United States 
occurred on December 30, 2020, on 
which 3808 individuals died.1-3 The 
closest the country has ever come to 
that astonishing number was Septem-
ber 16, 1928, when about 3000 indi-
viduals died from the Okeechobee 
hurricane.4 Figure 1 puts the death toll 
in further perspective, by comparing 
death rates from other events.

Lessons Learned From My 
Recovery
I, too, became a part of these statis-
tics—contracting COVID-19 in 
March 2020. After my hospitaliza-
tion,5 I still had residual symptoms, 
including shortness of breath, fa-

tigue, and decreased exercise toler-
ance. I was concerned that I would 
not be able to work and about the 
effect this would have on my pa-
tients. I wondered when—if—I 
would be able to work at the same 
pre–COVID-19 level of intensity. 
Would my symptoms be lifelong? 

Like so many Americans, I worried 
about the potential financial strain.

I knew that if I was to get back to 
being a psychiatrist, I needed to get 
my shortness of breath and fatigue 
under better control. To help im-
prove my lung function, strengthen 

my exercise tolerance, and for my 
own mental health, I went for pro-
gressively longer walks with my 
French bulldog, Principe Azul. 
Gradually, my shortness of breath 
improved, but not to the point where 
I felt able to work onsite at the hos-
pital. 

Fortunately, I was offered the op-
portunity to work remotely. Not only 
was this my first time working in the 
realm of telepsychiatry, but I was the 
test pilot for my department. Suffice 

to say there was a learning curve, but 
I already had an interest in this area 
of psychiatry. Although I was not 
fully recovered, I improved enough 
to see my patients virtually. I believe 
work has multiple therapeutic bene-
fits and is part of who I am. 

My journey has been filled with 
one small step followed by another, 
each heading in the right direction. To 
date I continue to experience short-
ness of breath, chest tightness, peri-
odic fatigue, and decreased exercise 
tolerance. My recovery has been a 
process, and the same will be true 
about our country’s slow and hope-
fully steady march out of this dark 
chapter. 

A Cautionary Yet Hopeful 
Tale of 2 New Years
Although many of us were surprised 
by the severity and devastation of 
COVID-19, there is evidence that 
our top officials knew more in the 
early days of the pandemic than we 
suspected. Several news networks 
have reported that former President 
Donald Trump received warnings 
about COVID-19’s lethality and its 
serious political and economic con-
sequences as early as January 2020, 
yet the administration purposely 
downplayed the virus’ threat.6,7 Un-
fortunately, this tactic resulted in the 
lack of a unified and scientific ap-
proach to address the pandemic. 

On the other hand, 2021 kicked off 
with significant positive events: 2 
mRNA COVID-19 vaccines (Pfizer/
BioNTech and Moderna) continue to 
be rolled out,8,9 and 2 additional 
COVID-19 vaccines (Johnson & 
Johnson’s double-stranded DNA sin-
gle shot and AstraZeneca’s chimpan-

zee adenovirus 2 shot COVID-19) are 
likely to be released as this issue goes 
to print.10 Newly installed President 
Joe Biden has embarked on initiatives 
to conquer the virus. Yet, there have 
been several days in 2021 for which 
the reported daily death toll surpassed 
2020’s highest daily death toll. We 
still have a long way to go.

Here’s Looking at You, Kid: 
Health Care Workers
In March 2020, when New York City 
was the epicenter of the pandemic, 
both New York Governor Andrew 
Cuomo and New York City Mayor 
Bill de Blasio requested help from 
health care retirees and medical stu-
dents to staff the front lines.11 Sure 
enough, one of the nurses who cared 
for me when I was hospitalized was 
a retired US Army nurse. I was re-
lieved that a seasoned peer came out 
of retirement to help keep me alive.

We are a society that often dis-
misses and neglects its older and 
more experienced individuals (and 
yet they ran to our rescue). Perhaps 
that is why our most vulnerable citi-
zens in nursing homes were first to 
be devastated by this virus. It is cru-
cial that we protect the vulnerable 
and honor the experienced among 
us. 

The level of professionalism and 
dedication among health care work-
ers shined throughout the pandemic. 
With loved ones no longer allowed 
to visit patients, health care workers 
took on the role of surrogate family, 
comforting patients with COVID-19 
and other medical issues as they con-
fronted their own mortality. They 
also went the extra mile to update 
families and loved ones, so they did 
not feel so alone and helpless.

This level of commitment has not 
come without cost. Stress, anxiety, 
depression, and grief are among the 
constellation of symptoms affecting 
health care workers.12-14 They have 
faced the constant fear of contracting 
the virus and bringing it home to a 
loved one. They witnessed the suf-
fering of people with COVID-19, as 
well as prolonged separation from 
family and loved ones.15,16  

Although there has been some 
recognition of the efforts and risks, 
support comes in waves. Early in the 
pandemic we heard and saw nightly 
clapping for health care workers in 
New York City and around the coun-
try. It remains unclear what the new 
administration will do to meaning-
fully recognize this service via fi-
nancial and nonfinancial compensa-
tion (ie, hazard pay, tax incentives, 
student loan forgiveness, a national 
monument to commemorate those 

One year with COVID-19
Continued from Cover

“Our country saw the proliferation of 
antimaskers who vocally denied the severity of the 

virus. They defied social distancing 
recommendations, gathered in large numbers, 

and caused superspreader events.”

including shortness of breath, fa- prove my lung function, strengthen 

Source: https://www.washingtonpost.com/history/2020/11/19/ranking-covid-deaths-american-history/
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we lost to COVID-19 and recognize 
our frontline workers, etc).17

“COVID Karens,” Antimask-
ers, and Pandemic Deniers
The pandemic also put the spotlight 
on those who refused to listen to sci-
ence. Our country saw the prolifera-
tion of antimaskers who vocally de-
nied the severity of the virus. They 
defied social distancing recommen-
dations, gathered in large numbers, 
and caused superspreader events.18,19 

As psychiatrists, we have ex-
plored and discussed the multitude of 
reasons for the antimask cam-
paigns.20 Some of these individuals 
closely followed the lead of President 
Trump, who continued to dismiss the 
severity of the virus, even when he 
contracted it. Some have a sense of 
entitlement—the “COVID Karens,” 
who appeared regularly in videos on 
the news. Others suffered from pan-
demic fatigue or experienced signifi-
cant financial or jobs loss because of 
the pandemic, or simply did not want 
to have to confront the fear and ram-
ifications of COVID-19.21 

Unfortunately, many of these indi-
viduals took their plight to the ones 
fighting the virus on the front lines. 
There are documented incidents of 
COVID-19 nonbelievers blocking, 
harassing, and interfering with health 
care workers’ jobs, adding insult to 
injury. Health care workers have had 
to not only rise above this noise but 
also manage their own countertrans-
ference. 

Perhaps COVID-19 has taught us 
the importance of sharing clear infor-
mation from the onset as well as 
teaching our country about science 

and health care.

Science and Strategies for 
the Long Haul
Since the onset of the pandemic, we 
have learned a great deal more about 
this virus. We now know clinical pre-
sentations are variable in severity, 
ranging from asymptomatic to more 
severe cases.22,23 

Similarly, we recognize that the 
effects of COVID-19 is not limited to 
an acute insult; sometimes the virus 
haunts its host long after infection 
apears to be gone. Huang et al pub-
lished a cohort study of patients 6 
months after their acute infection.24 
They found patients continued to suf-
fer from fatigue, muscle weakness, 
sleep difficulties, anxiety, and de-
pression. Further studies are needed 
to gain insight into and understand-
ing of the long-term effects of the 
virus and how to address them. Like 
my recovery, this will require small, 
continued steps. 

Unraveling Neuropsychiat-
ric Manifestations
Regardless of COVID-19 infection 
or history of mental illness, there has 
been a communal experience of post-
traumatic stress disorder, anxiety, 
depression, hopelessness, and de-
spair.12,13,15 These symptoms may not 
necessarily reach DSM-5 diagnostic 
thresholds but nonetheless have been 
present for many people throughout 
the pandemic.25 

In addition, there is growing liter-
ature that suggests some acutely ill 
patients may also develop neuropsy-
chiatric symptoms.13,26,27 Multiple 
potential mechanisms have been pro-

posed by which severe acute respira-
tory syndrome coronavirus-2 
(SARS - CoV-2) induces mental sta-
tus changes.23,26 Currently, there are 
no official guidelines on the manage-
ment of these symptoms in patients 
with COVID-19.28 

Mental Illness During the 
COVID-19 Pandemic
Researchers have found that individ-
uals with psychiatric disorders are 
more susceptible to COVID-19 and 
its complications. In one study, for 
example, investigators found that pa-
tients with a recent diagnosis of a 
mental disorder had a significantly 
increased risk of COVID-19 infec-
tion. The effect was strongest for de-
pression and schizophrenia, with an 
adjusted odds ratio of 7.64 and 7.34, 
respectively.29 To protect our pa-
tients, we need to do more to secure 
their overall well-being, such as en-
suring proper housing, teaching cop-
ing skills, and boosting resilience. 

 Fortunately, not all patients with 
mental illnesses have experienced a 
worsening of their psychiatric symp-
toms.30-32 In my clinical practice, for 
example, some patients with anxiety 
spectrum disorders have reported no 
appreciable worsening of their anxi-
ety during the pandemic. Instead, 
they noted they felt like the rest of the 
world was catching up to their base-
line daily level of anxiety. Perhaps 
the pandemic has taught us to better 
help our patients celebrate their 
strengths. 

Technology’s Lifeline to a 
Brave New World 
So much has been said about the 
boom of telepsychiatry. The 
COVID-19 pandemic gave medicine 
(and government regulators and insur-
ance companies) the gigantic push we 
all needed to leap into this brave new 
world. There is still much to be 
learned, but it looks like telepsychia-
try is here to stay, in one form or an-
other. Hopefully, we will continue to 
see the support needed to keep this 
option open not only for our patients, 
but also for ourselves. As Nathaniel P. 

Morris, MD, commented, “By allow-
ing clinicians to work remotely, telep-
sychiatry may not only help existing 
hospital-based staff provide care 
during the COVID-19 pandemic, but 
may also attract new cohorts of mental 
health professionals who might other-
wise not consider working in these 
settings.”33

The Deepening Divide of 
Discrimination
Although the virus does not discriminate, 
it has disproportionately negatively af-
fected minorities.33,34 Black people and 
Latinos have died at 3.6 times and 2.5 
times, respectively, the rate of White peo-
ple (Figures 2, 3).13,34,36 Although this is a 
travesty, it serves as a wake-up call. 
American Psychiatric Association chief 
executive officer and medical director 
Saul Levin, MD, MPA, stated: “It is time 
that the FDA [Food and Drug Adminis-
tration] convene an expert group of mi-
nority experts to create a road map of 
implantable steps to address the illnesses 
in which health inequity has exponen-
tially increased morbidity and mortality 
in underrepresented minorities.”13,36 

The death of Jamaican-born phy-
sician Susan Moore, MD, gained na-
tional attention. Moore died of 
COVID-19 related complications 2 
weeks after posting a video on social 
media on December 4, 2020.13,36,37 
She wrote that her physician dis-
missed her complaints, made her feel 
like a drug addict, and conveyed that 
he did not respect her as a fellow phy-
sician.35,37 

Moore’s experience made me re-
flect on my own when I was hospital-
ized for COVID-19. As a Puerto Rican 
and cisgender gay male psychiatrist, I 
am blessed to live, receive medical 
care, and practice psychiatry in one of 
the most liberal and ethnically diverse 
cities in the world: New York City. I 
was lucky that the team who treated me 
was ethnically diverse. 

Most of my patients are African 
American and Latino, who are in the 
low socioeconomic status bracket. 
Many underrepresented minorities 
often are working in jobs that are not 
amenable to teleworking, and they 

Figure 2

https://www.cdc.gov/coronavirus/2019-ncov/community/health-equity/racial-ethnic-
disparities/increased-risk-illness.html
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use public transportation that puts 
them at risk for exposure to 
COVID-19.38,39 Several of my pa-
tients have lost their jobs or have 
been offered fewer hours. The finan-
cial strain that this causes has had 
negative impacts on my patients’ 
mental health.5

This pandemic has brought to 
light the inequity in health care ser-

vices minorities receive throughout 
the United States. It serves as an op-
portunity for the medical and psychi-
atric community to better address the 
needs of this patient population, 
while maintaining appropriate safety 
precautions and public health mea-
sures.38

Missed Opportunities, 
Family, and Travel
Throughout the year, we were asked 
to avoid family gatherings, holiday 
functions, and unnecessary travel. 
Leisure escape time was no longer 
safe. Public health officials, includ-
ing Anthony Fauci, MD, pleaded 
with Americans to stay home and 
only socialize with their pods. Unfor-
tunately, time and again, Americans 
did not listen. We saw spikes in cases, 
hospitalizations, and deaths after 
each of the summer holidays and 
even more so after Thanksgiving and 
Christmas. According to the New 
York Times, the daily death toll for 
the US during the second wave of 
COVID-19 started to pick up in early 
November and has been steadily in-
creasing since then.1

On the other hand, some Ameri-
cans did listen, and many stayed 
home. The year 2020 was not the 
year to travel. For the safety of our 
elderly and immunocompromised 

friends and family, we had to em-
brace creative ways to “see” each 
other. The COVID-19 pandemic 
forced us to embrace virtual commu-
nication in almost every aspect of our 
lives—from how we work, receive, 
and give our medical care, and con-
nect with loved ones. It is not every-
thing. It is not the same. But it is the 
hand the world was dealt. It is en-

couraging that many of us are trying 
to do the best we can under such 
challenging circumstances. It is im-
perative that we work together so 
that we may move into calmer waters 
and brighter days. 

The Next Chapter
It has been 1 year since COVID-19 
turned our world upside down. The 
COVID-19 outbreak will eventually 
end, but public health experts expect 
this will not be the last pandemic. 
Will we have learned the right les-
sons so we can more successfully 
weather the next one?

Dr Tirado is a forensic psychiatrist at 
Lincoln Medical Center in the Bronx, 
New York, and assistant clinical profes-
sor of psychiatry at Weill Cornell 
Medicine, New York, New York. The au-
thor reports no conflicts of interest con-
cerning the subject matter of this article.
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“The COVID-19 outbreak will eventually end, but public 
health experts expect this will not be the last pandemic. 

Will we have learned the right lessons so we can 
more successfully weather the next one?”
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Since at least 1962, when the FDA 
first grappled with the conundrum of 
who should get access to the novel 
dialysis machine,4 health care profes-
sionals, bioethicists, and public 
health leaders have wrestled with 
how to justly distribute the angel of 
life-saving resources when the devil 
is in the details precisely because the 
resource is scarce. Sadly, not every-
one who needs and could benefit 
from life-saving care can receive it. 
Allocation decisions for COVID-19 
vaccines are especially weighty, 
given that the virus has thwarted 
most other therapeutics, besieged the 
health care system, collapsed the 
economy, and caused widespread so-
cial disruption. 

Resource Allocation
There are many vexing ethical issues 
surrounding COVID-19 vaccine allo-
cation. Fortunately, we are not alone 
in navigating this moral labyrinth. In 
the past few months, several of the 
most respected public health institu-
tions in the world have published re-
ports that provide ethical frameworks 
for allocating the COVID-19 vaccine 
(Table1-3, 5,6). Any ethical framework 
must consider those with serious 
mental illness, and the hundreds of 
members of our specialty who are on 
the front line delivering COVID-19 
care. (Note: future Psychiatric 
TimesTM articles will consider exactly 
where individuals with mental health 
illness should fall in the vaccine pri-
oritization queue.) 

Several observations about the 
ethics of COVID-19 vaccine alloca-
tion in the United States can be drawn 
from these summaries. First, the 3 
American frameworks summarized 
in the Table contain principles of dis-
tributive and procedural justice.7 In 
the context of allocating scarce re-
sources, “distributive justice” con-
cerns the outcomes that are sought 
when competing ethical values, prin-
ciples, and interests must be bal-
anced. For example, ethical vaccine 
prioritization must balance utility in 
maximizing the reduction of severe 
disease and mortal i ty from 
COVID-19, ensuring groups with 
health disparities have fair access to 
the vaccine and promoting respect 
for the dignity of vulnerable popula-
tions, such as those with disabilities.

 “Procedural justice” concerns the 
process of specifying and weighing 
these many values, principles, and 
interests. For vaccine allocation plan-

ning and execution, an ethical pro-
cess requires wide stakeholder input, 
transparent decision-making, and a 
clear mechanism for adjusting crite-
ria in response to new scientific data 
and logistic developments. 

The Table also illustrates the criti-
cal difference between the clinical 
ethics most of us practice, in which 
the preferences and needs of the indi-

vidual patient are the locus of deci-
sion-making, and public health ethics, 
in which the common good is the fo-
cus.8 Another key distinction between 
the clinical and public health ethics is 
that legal, social, and even political 
factors wield much more powerful 
and pervasive influence in public 
health deliberations.9 The distinguish-
ing pathophysiology and unique epi-
demiology of the COVID-19 crisis, 
stressing the nation at one of the most 

divisive 
times in 
US history, 
has revealed as never before the fault 
lines in American health care. The leg-
acy of health disparities and structural 
racism have enabled the COVID-19 
pandemic to savagely afflict commu-
nities of color.10 This made it morally 
incumbent upon the expert multidisci-
plinary panels who crafted these 
frameworks to incorporate not only 

Whose turn should it be?
Continued from Cover

Table. Ethical Frameworks for Vaccine Allocation1-3, 5,6

Institution Ethical principles Initial prioritization

The National 
Academy of 
Sciences, 
Engineering, 
and Medicine5

Maximum benefit 
  Protect public health
  Promote socioeconomic well-being

Equal concern
  Treat every individual as having equal dignity, worth and 

value

Mitigation of health inequities
  Address populations with heaviest burden of COVID-19 due 

to health disparities

Fairness
  Engage those most affected by COVID-19
  Make impartial allocation decisions and apply criteria fairly

Transparency
  Communicate to public openly, clearly, accurately about all 

aspects of framework allocation

Evidence-based
  Base entirety of framework on the best available and 

constantly updated scientific information and data

Phase 1a
  High-risk health workers
  First responders

Phase 1b
  Any adult with comorbid conditions that place them 

at significantly higher risk
  Older adults living in congregate or overcrowded 

settings 

Phase 2
  K-12 teachers, staff childcare workers
  Essential workers in industries critical to social 

function who are at higher risk of exposure
  Individuals of all ages at moderate risk due to 

comorbidities
  Individuals in homeless shelters, group homes, with 

disabilities, including serious mental illness, and 
staff 

  Individuals in prisons, jails, and staff
  All older adults not included in phase 1

Advisory 
Committee on 
Immunization 
Practices1-3

Maximize benefits and minimize harms
  Use best available data to promote public health and 

minimize death and severe illness

Mitigate health inequities
  Reduce health disparities in the burden of COVID-19 

disease and death and ensure all individuals have 
opportunity to be healthy 

Promote justice
  Treat affected groups, populations, communities fairly
  Remove unfair and avoidable barriers to vaccination

Promote transparency
  Make decisions that are clear, understandable, open for 

review 
  Promote public participation in creation and review of 

decision processes

Phase 1a
  Health care personnel
  Residents of long-term care facilities

Phase 1b
  Individuals 75 years or older
  Frontline essential workers

Phase 1c
  Individuals 65 to 74 years old
  Individuals 16 to 64 years old with high-risk medical 

conditions
  Essential workers not included in phase 1b

Johns Hopkins 
Center for 
Health 
Security9

Promoting common good
  Promote public health
  Enable social and economic activity

Treat individuals fairly and promote social equity
  Address racial/ethnic disparities in COVID-19 mortality
  Recognize contributions of essential workers previously 

overlooked

Promotion of legitimacy, trust, and ownership
  Respect diversity of values and beliefs of pluralistic society
  Make decisions that are clear, understandable, open for 

review 
  Promote public participation in creation and review of 

decision processes

Tier 1
  Those most essential in sustaining ongoing COVID-

19 response
  Those at greatest risk of severe illness and death, 

and their caregivers
  Those most essential to maintaining core societal 

functions

Tier 2
  Those involved in broader health provision
  Those who face greater barriers to accessing care if 

they become seriously ill
  Those contributing to maintenance of core social 

functions
  Those whose living or working conditions place 

them at elevated risk of infection even if their risk of 
severe illness and death is lower
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traditional principles 
of utility and benefi-
cence, but also the 
democratic values of 
equity and the dignity 
of all individuals. 

The importance of 
remedying racial 
health inequities is one of 
the most difficult issues re-
lated to COVID-19 vac-
cine allocation. Some 
thought-leaders argue race 
should be directly ad-
dressed, as in prioritizing 
race as a health factor, 
while others recommend priori-
tizing the comorbidities that are 
more common among disadvan-
taged groups.11 Each of these and 
many other questions require eth-
ical trade-offs, which are mea-
sured in human lives and eco-
nomic disruption so long as there 
is not an adequate supply of vac-
cine and functional distribution 
plan and infrastructure.

Prioritization
As can be seen from the 3 primary 
American ethical frameworks for 
vaccine distribution, there is a gen-
eral agreement that health care 
workers and other first responders 
on the front line of health care should 
also be among the first to receive the 
vaccine. There are multiple rationales 
to support the primacy of health care 
workers: they are among the popula-
tions at highest risk for exposure; they 
are a scarce resource, without which 
the health care system collapses, lead-
ing to more disease and death; and 
they are owed reciprocity for putting 
their professional obligation to care 
for the sick above their personal inter-
ests. The critical role of health care 
workers has led some in the public 
health field to contend that vaccina-
tion should be mandatory for employ-

ment. Although it has 
gained legal traction, 
this proposition violates 
the ethos of liberty and 
autonomy that has been 
the hallmark of Ameri-
can professionalism.12

Similarly, all but the 
most utilitarian among us 
will support vaccinating 
older, sicker Americans 
before younger ones, espe-
cially those in congregate 
living situations, along 
with the staff who care for 
these vulnerable patients. 

Data have consistently shown a 
higher risk of morbidity and mor-
tality from COVID-19 with age 
and comorbidities such as diabe-
tes and hypertension.12 Individu-
als in nursing homes, group 
homes, and residential programs, 
many of whom are patients with 
mental health disorders, often 
have overlapping comorbidities 
that reduce their ability to protect 
themselves from infection.13 Sim-
ilarly, there is an over-representa-
tion of ethnic and social groups 
with greater health disparities in 
lower-paying caregiver jobs.14 
That being said, there is an alter-
native position arguing that it is 

those in the prime of life who should 
preferentially receive scarce re-
sources, as their investment in soci-
ety has not yet been returned, and 
they have the best chance of recovery 
when stricken with the virus.15 From 
these perspectives the thrust of our 
efforts should be on vaccinating 
younger cohorts in whom vaccina-
tion is likely to be more effective in 
reducing transmission.16

A Fragile Consensus 
For ethical guidance to be flexible 
enough to respond to the rapidly 
evolving scientific knowledge and 

dynamic nature of conditions on the 
ground, it cannot be overly prescrip-
tive or rigid. This leaves latitude for 
interpretation, especially among the 
states where the actual implementa-
tion occurs and, hence, room for dis-
agreement, especially as we move 
down the levels of the framework. A 
clear example of this phenomenon 
was when the federal government en-
couraged states to begin vaccinating 
all those 65 years and older. But 
when the nationwide immunization 
effort lagged the schedule, the De-
partment of Health & Human Ser-
vices modified prior US Centers for 
Disease Control and Prevention 
guidance, ruling that 75 years of age 
should be the cutoff for 1b vaccine 
prioritization.17 
 Among the most problematic 
questions is “Who is an essential 
worker?” For a single mother, it is 
essential that her school-age child’s 
teacher be vaccinated so schools can 
open, so the mom can return to work. 
On the other hand, mass transit and 
social services workers may be nec-
essary for survival for an urban fam-
ily whose breadwinner has lost their 
job due to the pandemic. Even rea-
soned efforts to choose the most cru-
cial groups raise the specter of social 
worth criteria, by which some indi-
viduals are deemed more valuable 
than others.

The Neglected Cohort 
A careful review of these frame-
works suggests that they overlook 
patients with mental illness and 
mental health care professionals. Pa-
tients with mental illness and those 
who care for them are often sidelined 
during major health care initiatives; 
that other struggle for parity and eq-
uity extends to vaccine allocation in 
this pandemic. 
 Mental health has been dis-
counted in a range of health care sce-
narios, from representation on the 
expert panels that produced the re-
ports to inclusion of psychiatrists in 
essential health care worker catego-
ries to specific attention to the needs 
and challenges of vaccinating pa-
tients with mental illness. An ethical 
analysis of how our profession and 
patients should fit into vaccine allo-
cation frameworks, and practical 
recommendations for promoting im-
munity in our community, remain to 
be done. 

Dr Geppert is professor, Department 
of Psychiatry and Internal Medicine, 
and director of Ethics Education, 
University of New Mexico School of 
Medicine in Albuquerque, New 

Mexico; she is also health care ethicist, 
Ethics Consultation Service, VA 
National Center for Ethics in Health 
Care and adjunct professor of bioeth-
ics, Alden March Bioethics Institute 
Albany Medical College. 
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» Thomas R. Kosten, MD,  
and Christopher D. Verrico, PhD  

T his Special Report contains articles about cannabis 
use and its potential complications, including can-
nabis use disorder (CUD). 

The first piece highlights the use of cannabinoids 
among the geriatric population. Cannabis and cannabi-
diol (CBD) use in older adults has become more preva-
lent as a result of reduced stigma; leniency in state re-
strictions on possession and sale; and advertisements 
touting benefits for chronic pain, peripheral neuropathy, 
stress, anxiety, depression, insomnia, headaches, and the 
adverse effects of chemotherapy. Medical marijuana use 
by individuals 65 and older has increased more than 
8-fold in recent years. The article nicely summarizes 
how heavy marijuana use can cause mild functional and 
structural brain impairments, affecting attention, pro-
cessing speed, motor coordination, verbal memory, and 
executive function. Overall, every older patient, along 
with their caregivers, should be queried as to their use of 
cannabis products. They should also be cautioned that 
those with preexisting neurocognitive impairment, such 
as Alzheimer disease, might be particularly vulnerable to 
adverse effects such as drowsiness, dizziness, fatigue, 
and mood changes. 

We have a changing cultural ethos regarding canna-
bis acceptability; nevertheless, many users will suffer 
from its use. Some will develop CUD, and many can 
damage their educational achievement, work lives, 
health, and relationships. The next article in this Special 
Report includes an overview of clinical insights about 
the increasing number of cannabis users who experience 
negative effects, ranging from the annoying to the cata-
strophic. As noted, these effects arise from 3 sources: 
potential users’ sharply decreased perception of risk in 
recent years, easy availability of cannabis, and increased 
potency of Δ-9-tetrahydrocannabinol (THC)  in legal and 
illegal cannabis sources. In recent years, THC concentra-

tions in smoked cannabis doubled to 17.1% in 2017. Due 
to these high THC concentrations, clinicians need to rec-
ognize psychiatric complications of heavy repeated can-
nabis use, such as depression, anxiety, psychosis and, 
although rare, the cannabinoid hyperemesis syndrome. 

Furthermore, although subtle compared with alcohol 
or opioid withdrawal, cannabis withdrawal does occur 
and includes irritability, anxiety, depression, insomnia, 
disturbing dreams, anorexia, abdominal pain, tremors, 
sweating, fever, chills, headache, and craving. Off-label 
use of medications for withdrawal are suggested and 
might include gabapentin and the THC analogue 
dronabinol, and limited amounts of benzodiazepines to 
relieve anxiety and insomnia. However, there has been 
little efficacy in the treatment of CUD. 

The final article focuses on patients with schizophre-
nia. It synthesizes the large literature on cannabis and 
psychosis risk. The piece also reviews the literature on 
genetic associations, earlier age of onset, poorer treat-
ment outcomes, and cognition. For example, a critical 
meta-analysis found an association between better cog-
nitive performance and cannabis use in schizophrenia, a 
finding that merits careful replication because another 
analysis of first-episode schizophrenia found patients 
with psychosis and current cannabis use had signifi-
cantly lower premorbid and current IQ scores.

We hope that you find that this educational Special 
Report enhances your understanding of the rapidly 
changing field of cannabinoids and their clinical impli-
cations, particularly for our geriatric population and pa-
tients with schizophrenia.

Dr Kosten is the Jay H. Waggoner Endowed Chair and 
co-founder at the Institute for Clinical and Translational 
Research. He is also a professor of psychiatry, neurosci-
ence, pharmacology, and immunology at Baylor College 
of Medicine in Houston, Texas. Dr Verrico is an assistant 
professor of psychiatry research at Baylor College of 
Medicine.  ❒
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» Marc Agronin, MD

A new question must be added to 
the list that mental health clini-
cians ask their older patients 

while taking a history, regardless of 
age: “Have you used any cannabis 
products recently?” 

I learned this lesson during a fol-
low-up appointment with an 82-year-
old man with Alzheimer disease. He 
reported some rather abrupt cognitive 
decline, and I asked him and his wife 
about recent medical changes without 
finding any clear precipitant. Finally, 
his wife sheepishly confessed that 
their son had sent them a grab bag of 
cannabis-derived products that the pa-
tient was taking. The family was des-
perate for anything to help his cogni-
tive decline and they had heard that 
cannabis was a miracle cure for Alz-
heimer disease and many other condi-
tions. Unfortunately, the patient re-
ceived no benefit but did experience 
some mild, noticeable adverse effects. 
Without my probing, I never would 
have known. The next patient I asked 
explicitly about using cannabis prod-
ucts responded in an equally explicit 
manner: “No I haven’t,” he said, “but 
can you get me some?” It was clear 
that the age of cannabis had arrived.

Older individuals with psychiatric 
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disorders are increasingly using can-
nabis, largely in the form of prescribed 
medical marijuana and cannabidiol 
(CBD). This trend has been driven by 
several factors: reduced stigma, lifted 
restrictions on possession and sale by 
most states, and the enormous prolif-
eration of articles and ads that tout 
supposed benefits of cannabis for 
many conditions that afflict the el-
derly, including chronic pain, periph-
eral neuropathy, stress, anxiety, de-
pression, insomnia, headaches, and 
the adverse effects of chemotherapy.1,2 
As a result, medical marijuana use by 
individuals 65 or older has increased 
more than 8-fold in recent years, from 
less than 0.5% in 2006 to 4.2% in 
20183 (Figure). In a survey of 345 
adults in Colorado, 16% had used 
medical marijuana since legalization, 
with half the users being 75 or older.4 
CBD has seen a particularly enormous 
surge in interest and availability after 
it was exempted from federal regula-
tions in the 2018 US Farm Bill. Since 
then, it is estimated that 6.4% of adults 
aged 45 to 55 and 3.7% of those 55 or 
older have used CBD at least once.5 

Cannabis, Cognition, and 
Quality of Life  
Although the cannabis sativa plant 
contains hundreds of chemicals 
known as cannabinoids, the 2 main 
ac t ive  chemica ls  a re  Δ-9-
tetrahydrocannabinol (THC) and 
CBD. THC has both psychotropic 
and euphoric properties and confers 
the high associated with marijuana, 
while CBD is noneuphoric because it 

does not activate the cannabinoid 1 
receptor like THC does. The same 
plants that produce THC also pro-
duce CBD. Both THC and CBD 
come in a variety of forms; they can 
be smoked, vaped, eaten, ingested as 
liquids, used as oils, and applied via 
creams and cosmetics. 

The psychotropic effects of both 
THC and CBD are mainly because of 
their interaction with endogenous 
cannabinoid receptors in the brain, as 
well as activation of a variety of other 
cannabinoid and noncannabinoid re-
ceptors (ie, serotonergic, glutaminer-
gic, µ-opioid, and α1

-adrenergic) in 
the central nervous system and on 
immunologic cells. Based on their 
known and theorized properties, mar-
ijuana and CBD have been proposed 
as remedies to modulate symptoms 
of stress, insomnia, pain, inflamma-
tion, and cognitive impairment, par-
ticularly in older individuals. As a 
result, there are many unsubstanti-
ated claims that THC and/or CBD 
can treat Alzheimer disease, Parkin-
son disease, schizophrenia, and anxi-
ety and mood disorders.6 

Several small case series have sug-
gested a tentative basis for some of 
these claims. For example, a study 
looked at the use of an oral spray con-
taining THC and CBD for peripheral 
nerve pain and found that it was well 
tolerated and showed a trend toward 
improvement in pain and sleep.7 
Medical marijuana use has been asso-
ciated with some improvement in 
both movements and neuropsychiat-
ric symptoms in individuals with Par-
kinson disease.6 One small case series 
found improvement in behavioral and 
psychological symptoms of dementia 
from cannabis oil containing THC.8  
A related randomized control trial of 
50 individuals with dementia and as-
sociated neuropsychiatric symptoms 
did not see any benefit from THC, but 
did find it was well tolerated and with 
no appreciable effect on memory.9 
Despite these limited data, agitation 
associated with dementia is a qualify-
ing condition for medical marijuana 

in several states.10 
Gruber and colleagues studied a 

sample of middle-aged individuals 
using medical marijuana over 3 
months and found improvements in 
executive function and reductions in 
depression, insomnia, and impulsiv-
ity.1,11 They also saw a reduction in the 
use of benzodiazepines and opioids as 
well as a normalization of brain acti-
vation waves to states seen in normal 
controls. It is not clear, however, if 
these neurocognitive results were the 
direct result of the medical marijuana 
or an indirect benefit of decreases in 
pain, anxiety, and insomnia.

Although there are many other in 
vivo, in vitro, and animal studies of 
THC and CBD, it is clear that evi-
dence is limited, and there are few 
randomized controlled trials to sup-
port most of their theorized clinical 
benefits. In addition, these studies are 
based on a variety of cannabis prod-
ucts from multiple sources and with 
variable contents.12 The 2 exceptions 
include a Food and Drug Administra-
tion (FDA)-approved form of syn-
thetic THC known as dronabinol, 
which is used for treating appetite 
and weight loss resulting from AIDS 
as well as nausea and vomiting from 
chemotherapy, and a medication con-
taining CBD for the treatment of 2 
rare childhood seizure disorders. 
Dronabinol has also been studied in 
Alzheimer disease to treat anorexia 
and agitation and was found to be 
well tolerated with variable efficacy 
for both conditions.13 In the European 
Union, nabiximols, a CBD-THC 
combination, has been approved for 
the treatment of muscle spasms asso-
ciated with multiple sclerosis.   

The Downside of Cannabis 
Use
The use of medical marijuana and 
CBD in older adults must be ap-
proached with caution because there 
are several potential adverse effects. 
It has been well established that 
heavy marijuana use in both young 
and middle-aged adults can cause 
mild functional and structural brain 
impairments affecting attention, pro-
cessing speed, motor coordination, 
verbal memory, and executive func-
tion.14,15 Although these effects may 
be more variable with lighter use in 
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older adults, they may be amplified 
by preexisting brain impairment as 
well as by underlying pulmonary and 
cardiovascular conditions, especially 
when medical marijuana is smoked 
or vaped.16 One review of 184 older 
patients (median age, 82) who were 
on medical marijuana for 6 months 
found that approximately 80% re-
ported some benefit for the treated 
symptoms, but one-third reported ad-
verse effects, including dizziness 
(12%) and sleepiness and fatigue 
(11.2%).17 Other reported adverse ef-
fects from a national epidemiologic 
survey included changes in mood and 
cognition, psychosis, increased heart 
rate and blood pressure, urinary re-
tention, and blurred vision.18 In addi-
tion, THC has been associated with 
impaired driving in young adults, 
which could also be a problem in 
older drivers who may be impaired at 
baseline.19

A meta-analysis of CBD use 
found that it is generally well toler-
ated with few adverse effects, the 
most common one being diarrhea.20 
Other adverse effects associated with 
CBD include nausea, drowsiness, fa-
tigue, dry mouth, and mood changes. 
Keep in mind that CBD is an inhibi-
tor of several cytochrome P450 en-
zymes,  including CYP1A2, 
CYP2B6, CYP2C9, CYP2D6, and 
CYP3A4. CBD can lead to drug-
drug interactions with several com-
monly used medication groups in 
older patients, including blood thin-
ners, antibiotics, anticonvulsants, an-
tidepressants, and antipsychotics. 

What To Ask Patients, and 
What To Tell Them
In this new era of medical marijuana 
and CBD, there are several important 
takeaways for clinicians working 
with older patients. Do not assume 
that because a patient is elderly and 
has physical or cognitive limitations 
that they do not fit the profile of a 
cannabis user. To the contrary: Every 
older patient along with their care-

givers should be queried as to their 
use of cannabis, whether recreation-
ally, from mail order or friends and 
family, or through a prescription. To 
this end, every clinical history should 
include questions about the use of 
cannabis products, including the 
stated reasons for use, the type of 
marijuana or CBD being used, and 
observed benefits and adverse ef-
fects. Concomitant medical condi-
tions must be reviewed for potential 
vulnerabilities, such as an individual 
with hypertension using a product 
that increases blood pressure or heart 
rate, or an individual with chronic 
obstructive pulmonary disease using 
vaping oils. Potential drug-drug in-
teractions also need to be considered, 
with a focus on the categories of 
medications discussed in the article. 

Patients and their caregivers need 
to understand that nearly all benefit 
claims are largely unsubstantiated, as 
they lack a rigorous scientific basis. 
Slick articles and ads generally exag-
gerate potential benefits, or they refer 
to in vitro or animal studies and anec-
dotal reports, making them sound as 
if they constitute direct evidence of 
clinical effects. They also need to un-
derstand the differences between 
THC and CBD, along with the fact 
that production is largely unregu-
lated, so products can have many dif-
ferent ingredients and properties. 
Several studies have found wide dis-
crepancies between labels for canna-
bis products and their actual contents, 
especially when it comes to the 
amount of THC or CBD.5 Thus, 
many products that claim only to 
have CBD actually have varying de-
grees of THC present. This lack of 
consistency often accounts for both 
inconsistent clinical effects as well as 
adverse effect issues, and these fac-
tors lead many older adults to discon-
tinue use of cannabis products.

Finally, keep in mind that older 
patients with preexisting neurocogni-
tive impairment such as in Alzheimer 
disease might be particularly vulner-
able to adverse effects such as drows-
iness, dizziness, fatigue, and mood 
changes, which in turn can account 
for significant and unpredictable 
fluctuations in cognition and behav-
ior. Such unpredictability (in the 
amount of drug being ingested over 

time and the ensuing effects on brain 
and body) is exactly the sort of vari-
ability that can be hazardous in the 
older patient. Compounding these 
risks is the fact that many individuals 
will use products such as CBD oil 
without the knowledge and supervi-
sion of a knowledgeable clinician. 

The bottom line is that more rigor-
ous scientific study using randomized 
controlled trials is needed to substanti-
ate the proposed benefits of cannabis 
and more fully understand the range 
and impact of common adverse effects.

Dr Agronin is the chief medical offi-
cer at MIND Institute at Miami Jewish 
Health.
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» Laurence M. Westreich, MD

L ost in the various public policy arguments fu-
eling cannabis decriminalization and legal-
ization laws across the United States is the 

fact that a percentage of individuals who use can-
nabis will experience negative effects, ranging 
from bothersome to the catastrophic. These diffi-
culties arise from a sharply decreasing perception 
of risk, easy availability of the drug, and increased 
potency of Δ-9-tetrahydrocannabinol (THC) 
preparations. The arithmetic of cannabis remains 
immutable: Best estimates are that about 9% of 
individuals who use cannabis will become depen-
dent on the substance at some point in their life,1 

and if the number of those who use cannabis goes 
up, the total number of those experiencing prob-
lems with the substance will rise also. Clinicians 
must learn to manage cannabis-related problems 
in this growing population.

The acute and chronic problems cannabis-de-
pendent individuals face are serious, dishearten-
ing, and deserving of treatment. National Survey 
on Drug Use and Health (NSDUH) data on 
505,796 Americans2 show that between 2008 and 
2016 individuals aged 12 to 17, who met criteria 
for a cannabis use disorder (CUD), were 25% 
more common in states that had enacted Recre-
ational marijuana laws (RMLs) as opposed to 
those who did not. In addition, the THC content of 
the various preparations of cannabis has risen over 
the past 10 years. Studies show that the mean THC 
concentration in smokable marijuana increased 
from 8.9% in 2008 to 17.1% in 2017,3 and half of 
those who frequently use marijuana ingest concen-
trates of at least 80% THC.4 In 2014, THC concen-
trate in Colorado had an average THC percentage 
of 56.6%, while by 2017 the average was 68.6%, 
with some retail stores cheerfully advertising a 
95% THC rate in their products.5

Cannabis-related problems, like lack of motiva-
tion, usually become apparent after many years of 
use. Given cannabis’ pharmacological designation 
as a sedative-hypnotic substance, it is hardly sur-
prising that common complaints on presenta-
tion to treatment include acute intoxication 
with high-potency edible THC preparations6; 
psychiatric phenomena such as depression, 
anxiety, and psychosis7; and cannabinoid 
hyperemesis syndrome (CHS).8  

Clinicians should at least consider their 
patients’ cannabis use as a precipitating or 

exacerbating factor in any psychiatric or medical 
syndrome. Also, although the DSM-59 contains a 
useful list of cannabis-related signs and symptoms, 
many individuals with cannabis-related problems 
do not meet the full criteria for CUD. For instance, 
while the casual cannabis smoker may present with 
a depressive picture but meet no other criteria for 
CUD, cessation of cannabis use may be necessary 
to achieve resolution of the patient’s dysphoria, an-
hedonia, and fatigue. CHS, cyclic episodes of nau-
sea and vomiting often relieved with hot baths, can 
be a confusing emergency department presenta-
tion. Other medical presentations of heavy canna-
bis smoking include cough, bronchitis, lung hyper-
inflation,10 as well as acute lung injury from 
vaping.11 Legal12 or employment13 concerns related 
to cannabis may also generate first visits with a cli-
nician.

As shown in Table 1, the DSM-5 criteria list the 
myriad problems that can arise from cannabis use. 
To fulfill criteria for CUD, the patient must demon-
strate at least a yearlong “problematic pattern of 
cannabis use” and meet at least 2 of the criteria. 
However, the clinician would do well to consider 
any cannabis-related problem as a possible contrib-
utor to the patient’s reason for presentation.

The patient should be offered a coherent psy-
chotherapy aimed at first minimizing the harms of 
cannabis use, and then achieving abstinence from 
the substance. Treatment of any co-occurring psy-
chiatric conditions should be initiated concurrently 
with the below strategies, focused on cannabis ces-
sation. Manualized techniques like cognitive be-
havioral therapy,14 motivational enhancement ther-
apy,15 and contingency management16 have shown 
measurable, if modest, improvements in outcome 
criteria such as frequency of cannabis use, number 
of dependence symptoms, quantity of cannabis 
use, and negative consequences of cannabis use. 
These effective treatments share a good under-
standing of the addictive process, practical and eas-
ily deployed interventions, and a focus on small 
gains. Most clinicians use a mix of therapeutic 
techniques, which often include cannabis-specific 

interventions (Table 2).24,25

Peer-led support groups like Alcoholics Anony-
mous, although commonly recommended as an 
adjunct to the treatment of substance use disorders, 
should be carefully selected if recommended for 
the individual who uses cannabis. Members of peer 
support groups can be wrongly dismissive of those 
who only use cannabis. If possible, clinicians 
should recommend groups like Marijuana Anony-
mous,17 or specific groups which are known to un-
derstand the seriousness of CUD. Similarly, inpa-
tient treatment or intensive outpatient programs 
should be carefully selected for their focus on or at 
least understanding of CUD.

A common—and counterproductive—fallacy 
about cannabis is that the substance does not cause 
withdrawal. In fact, the withdrawal syndrome from 
cannabis, though unlikely to cause serious medical 
problems, is uncomfortable and a leading reason 
that individuals who use cannabis do not stop their 
use of the substance. Withdrawal therefore requires 
treatment. Common phenomena associated with 
cannabis withdrawal include irritability, anxiety, 
depression, insomnia, disturbing dreams, anorexia, 
abdominal pain, tremors, sweating, fever, chills, 
headache,18 and craving.19

A powerful first step in engaging the patient in 
treatment to beat their dependence on the drug is 
the clinician’s acknowledgement of the withdrawal 
syndrome and offer to find symptomatic relief. Pa-
tients should remain well-hydrated, eat a healthy 
diet, and exercise regularly during the withdrawal 
period. Although no medications have been ap-
proved by the US Food and Drug Administration 
(FDA) to treat cannabis withdrawal, symptom-re-
lief medications like gabapentin20 and the THC 
analogue dronabinol21 can be prescribed. Judicious 
use of benzodiazepines to relieve anxiety and in-
somnia is indicated in some cases. 

Treatment of cooccurring psychiatric illnesses 
with the appropriate medications is vital to the 
treatment of CUD. Although no medications have 
FDA-approved indications for the specific treat-
ment of CUD, 2 have shown suggestive data in 
studies, and can be prescribed for patients needing 
additional pharmacological support. In small stud-
ies, the anticonvulsant topiramate22 demonstrated 
improved retention in treatment over placebo and 
gabapentin19 showed better treatment retention and 
a decrease in cannabis use and depressive symp-
toms. Various trials of dronabinol and nabilone, 

Cannabis 2021
What Clinicians Need to Know
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both THC analogues; nabiximols, a combination of 
THC and CBD; and N-acetylcysteine, a glutama-
tergic modulating dietary supplement, have shown 
little efficacy in the treatment of CUD.23

Individuals who use cannabis may question any 
need for addressing their use by noting the ongoing 
success of cannabis legalization in the US, canna-
bis’ lack of lethality (as compared to opioids), and 
the natural provenance of the smokable varieties of 
cannabis. Clinicians should focus instead on the 
clinical issues that have brought the individual to 
treatment. Has the drug contributed to problems at 
work or school? Is there a psychiatric condition 
that would be better treated by psychotherapy or an 
actual medication? Have medical problems like 
hyperemesis developed? Although some individu-
als who use cannabis arrive in the clinic simply 
because a family member disapproves of cannabis 
use, the vast majority come in became they are be-

ing harmed in some way by their use of cannabis. 
Despite the changing cultural ethos regarding 

cannabis, many individuals will suffer from prob-
lems related to their use of the substance. Some 
will meet criteria for CUD, and some will find their 
educational achievement, work lives, health, and 
relationships profoundly damaged by the drug. 
Along with the clinician’s attitude of encourage-
ment and hope about recovery, effective relapse 
prevention therapies should be deployed. When 
necessary, medications for co-occurring psychiat-
ric conditions should be used, as should the few 
available pharmacologic remedies for cannabis 
withdrawal. Clinicians engaging with patients 
should model a non-judgemental attitude about the 
substance, be realistic about the effects of canna-
bis, and encourage the path for reducing or stop-
ping its use.

Dr Westreich is an associate professor of clinical psy-
chiatry in the Division of Alcoholism and Drug Abuse, 
Department of Psychiatry, New York University 
School of Medicine in New York, New York. He also 
serves as the consultant on behavioral health to the 
commissioner of Major League Baseball.
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1 Cannabis is often taken in larger amounts or over a longer period than was intended.

2 There is a persistent desire or unsuccessful efforts to cut down or control cannabis use. 

3
A great deal of time is spent in activities necessary to obtain cannabis, use cannabis, or recover 
from its effects.

4 Craving, or a strong desire or urge to use cannabis   

5 Recurrent cannabis use results in failure to fulfill role obligations at work, school, or home.        

6
Continued cannabis use, despite having persistent or recurrent social or interpersonal problems 
caused or exacerbated by the effects of cannabis. 

7
Important social, occupational, or recreational activities are given up or reduced because of 
cannabis use.

8 Recurrent cannabis use in situations in which it is physically hazardous.

9
Cannabis use continues despite knowledge of having a persistent or recurrent physical or 
psychological problem that is likely to have been caused or exacerbated by cannabis. 

10 Tolerance

11 Withdrawal

Table 1. Diagnostic Criteria for CUD9

Table 2. Cannabis-Specific 
Psychotherapeutic Techniques24,25

 Acknowledge the patient’s ambivalence about 
cutting down or stopping use

 Treat other psychiatric symptoms/disorders at 
the same time

 Provide respectful psychoeducation on the 
actual effects of cannabis

 Manage cues to use cannabis

 Be alert for hidden consequences of cannabis 
use
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Diagnosis and treatment of attention 
deficit hyperactivity disorder (ADHD) 
are associated with a variety of prac-

tical and clinical challenges. In a recent 
Psychiatric Times™ Viewpoints custom video 
program, available at PsychiatricTimes.com, 
Timothy Wilens, MD, a child and adoles-
cent psychiatrist at Massachusetts General 
Hospital in Boston, Massachusetts, led a 
discussion regarding the multidisciplinary 
management of ADHD, the diagnostic and 
treatment obstacles during the coronavirus 
disease 19 (COVID-19) pandemic, and the 
effect of medication abuse. This article re-
caps the key clinical pearls and takeaways 
from the conversation. 

Diagnosis Is Key
ADHD is the most common presenting neu-
robehavioral disorder that pediatricians and 
child psychiatrists will see in their course 
of practice and is second only to asthma 
when ranked among all chronic pediatric 
illnesses, Wilens explained as he opened the 
discussion. The prevalence of ADHD among 
children is between 6% to 9%, regardless of 
country of origin. 

Diagnosis can be made as young as age 
4. Behavioral interventions are the first-line 
treatment option. When deemed appropriate 
and necessary, stimulant medications are 
the first-line choice for pharmacotherapy, 
according to the 2019 American Academy 
of Pediatrics guidelines for the care of ADHD. 

A key challenge associated with ADHD is 
making an accurate diagnosis, Robert L. 
Findling, MD, MBA said, noting that a count-
less number of things may make a child 
appear inattentive or fidgety. 

“[Diagnosis] can only be done by a care-
ful assessment, both cross-sectionally and 
over time, [and] pediatricians are particularly 
well-equipped to do such a thing because 
[they] have the benefit of watching children 
grow up,” Findling explained. He added that 
comorbidities, such as oppositional defiant 
disorder, anxiety, depression, and bipolarity, 
are the rule and not the exception in the 
setting of ADHD. These can complicate the 
clinical picture and, when left undiagnosed 
or untreated, can mask the benefits from 
ADHD medication. “You have to know the 
whole child,” he said. “There are many things 
… that will not respond to ADHD treatment.”  

Approximately 70% to 75% of kids with ADHD 
have a comorbid medical or psychiatric 
disorder or coexisting psychosocial or envi-
ronmental problems, Harlan R. Gephart, MD 
added. “Autistic spectrum disorder, family 
issues, divorce, [a] parent’s separation, [the] 
death of a parent … [can] look like ADHD 
[and] would give you a positive Vanderbilt 
Rating Scale for ADHD,” he said. “[They can] 
make you inattentive and distractable. That 
all has to be sorted out.” 

To help manage ADHD, pediatricians and 
child psychiatrists would benefit through 
collaboration, Findling said. “Sometimes 
it just takes a bunch of people working 

together, putting the kid right in the center,” 
he explained. 

However, Mark Wolraich, MD explained 
that communication between all players 
remains an issue. Information asymmetry 
between parents, schools, pediatricians, 
child psychiatrists, and therapists is com-
mon in ADHD management. “Some [of these 
barriers] are there for protection of health 
information, but they [can] really decrease 
the communication,” he said. 

ADHD Management During 
the COVID-19 Pandemic

In addition to these challenges, the panel-
ists discussed several downstream conse-
quences of the COVID-19 pandemic and 
ADHD management; some of them have 
been positive, others have not. 

Telemedicine
For years, telemedicine was not a reimburs-
able intervention for physicians, Wolraich 
pointed out. However, that changed dur-
ing the pandemic when delivery of goods 
and services shifted to a more contactless 
approach. Telemedicine, Wolraich noted, is 
beneficial for ADHD management because 
it allows for better observation of the child in 
their more natural home environment and 
is more conducive to the shorter follow-up 
intervals required during rapid dose titration 
of ADHD medication. 

Navigating New Challenges 
in the Management of ADHD 
Multidisciplinary insights on helping patients with 
ADHD during the COVID-19 pandemic, medication 
abuse, and other factors affecting care. 
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“Patients can come to appointments much 
easier,” Wilens said. “[Parents] don’t have to 
drive far distances, [they] don’t have to take 
off a half day of work, kids don’t have to 
miss sports [or] school. Our no-show rates 
[have] dropped precipitously.” 

In addition, as ADHD stimulant medications 
are scheduled drugs, Wilens also observed 
that the relaxing of regulatory oversight 
during the pandemic for prescribing con-
trolled substances via telehealth visit has 
proven helpful.  

The downside of increased telemedi-
cine include access to adequate internet 
bandwidth, technical glitches, and a loss of  
in-person human connection, the panel-
ists noted.

Virtual Schooling
Another challenge associated with a more 
virtual world in the wake of the COVID-19 
pandemic, is not all children are back to 
in-person learning at schools. This can be 
problematic for patients with ADHD, the pan-
elists noted. “For many kids and families, 
it’s an absolute disaster,” Ann Childress, MD  
said. “[Kids with ADHD] can’t sit [still] in front 
of the camera … they are getting in trouble 
… they can’t figure out what link they’re sup-
posed to [click on for] the next class … they’re 
running around the house.” Parents fear their 
kids are falling behind and are considering 
quitting their jobs until in-person school 
resumes, she added. 

But it’s not just concerns over learning, 
children with ADHD have strengths that can’t 
be observed virtually, Findling said. “[So] 
now they have lost the chance to succeed 
in domains that they might have been suc-
cessful at when [school] was in person and 
not via screen,” he explained.

Medication Access 
COVID-19 has also made for supply chain 
issues that have created access barriers 
for stimulant medications. “We’re dealing 
with distribution problems, [and] people are 
having more problems finding stimulants 
… they may have to go to 3 or 4 different 
pharmacies,” Wilens said. 

Because pharmacies will not always tell 
someone over the phone if they have a 
particular stimulant medication in stock 
over robbery concerns, a parent may drive 
there only to learn the medication isn’t avail-
able. “Then I have to … go back and send 
[the e-script] to another pharmacy, [and] 

it takes up a lot of time just to try and get 
somebody their medicine,” Childress said. 

Unfortunately, COVID-19 has forced many 
people out of work and that has also 
meant loss of health insurance for families,  
making it difficult to afford brand-name 
ADHD medications that they have already 
been taking. “I’m having to do things that I 
don’t like to do, and that’s switch people to 
immediate-release [agents] that they can 
afford,” Childress said. 

How to Curb ADHD 
Stimulant Drug Abuse

The last big challenge in the management 
of ADHD that the panelists discussed is the 
misuse of prescription stimulant drugs.

Nonmedical use of prescription stimulants—

using the drug differently than was prescribed 
or using the drug without a prescription—has 
now outpaced opioid [use] among teens 
and young adults, Wilens explained, with 
the highest rates of abuse aggregating at 
colleges and universities.     

“It turns out that about 40% of stimulant 
misuse is intranasal,” Wilens said. “This is 
a huge concern … [because] if you use [it] 
intranasal[ly] or intravenous[ly], you have a 
20-fold [higher] likelihood of serious medical 
morbidity or even death.” 

The panelists offered several suggestions 
for curbing nonmedical use of prescrip-
tion stimulants: prescribe extended-release 
formulations, monitor pill counts, and write 
[scripts] for the number of tablets the patient 
needs. Extended-release formulations have 
less intranasal abuse potential versus their 
immediate release counterparts, while pill 
counting and not writing for extra tablets 
helps prevent stockpiling. 

Several stimulant drugs in development 
may also help control medication abuse  
because they are being made with ma-
nipulation-resistant technology, Childress 
explained. “There are about 40 drugs in the 
pipeline in various places,” she said. For in-
stance, one product is a capsule containing 
crush-resistant pellets of an immediate-re-
lease amphetamine. The difficulty of grinding 
the pellets down into a powder for snorting 
prevents misuse intranasally. Other products 
in development use prodrugs which must 
undergo conversion in the gastrointestinal 
tract before becoming active. Nonstim-
ulant drugs currently being investigated 
for use in ADHD have mechanisms similar  
to antidepressants. 

“[It’s] really exciting to hear that we have 
new potential alternatives [for use in ADHD] 
… [and that] they are trying to make them 
safer,” Wilens said. 
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Adult-Onset ADHD Raises Questions
» Chris Aiken, MD

F our recent studies may have 
turned what we know about at-
tention-deficit/hyperactivity 

disorder (ADHD) on its head. By fol-
lowing large cohorts from early 
childhood to adulthood, they claim to 
have discovered that ADHD can start 
in adults who did not have the disor-
der before the DSM-5 cutoff of 12 
years. However, before we rewrite 
the DSM and start prescribing stimu-
lants to every adult who cannot con-
centrate, it is important to take a 
closer look at this research.

In 3 of the 4 papers, the adult-on-
set ADHD actually began in the teen-
age years.1-3 Furthermore, many of 
these teenaged-onset cases (29% to 
75%) had symptoms of ADHD in 
their childhood that were either be-
low the threshold for the full diagno-
sis or were classified as part of a re-
lated disorder (eg, conduct disorder 
or oppositional-defiant disorder).

The fourth paper claimed to iden-
tify new-onset ADHD in middle-
aged adults, and it made the biggest 
headlines.4 The study followed a 
group of more than 1000 residents of 
New Zealand from aged 3 to 38 years 
as part of a larger investigation on the 
effects of adverse birth experiences 
on health. Researchers gathered 
symptoms of ADHD at 3 time points: 
ages 5 to 7; 11 to 15; and finally at 
age 38. What they discovered sur-
prised them. Most of the children 
with ADHD no longer had the full 
disorder as adults, and most of the 
adults who met criteria for ADHD in 
middle age did not have the full dis-
order in childhood. The problem with 
this surprise discovery is that they did 
not ask the participants when their 
ADHD symptoms began, so these 
may have been teenaged-onset cases 
like we saw in the other 3 studies.

Comorbid Confounders 
and Other Confusions
The New Zealand study counted 27 
adults with ADHD who did not have 
the full disorder in their childhood. A 
quick breakdown of those cases sug-
gests that other disorders could have 

caused the attention problems en-
dorsed by these patients.4 Specifi-
cally, 10 patients had conduct disor-
der in childhood; 15 had substance 
use disorders as adults; and 15 sought 
treatment for major psychiatric disor-
ders as adults.

Two other studies that looked at 
purported cases of adult-onset 
ADHD concluded that the majority 
(93% to 95%) of the cases were bet-
ter explained by sleep disorders, sub-
stance use disorders, or another psy-
chiatric disorder.5,6

If adult-onset ADHD does exist, it 
may not be the same disorder as child-
hood-onset ADHD. Indeed, most 
cases of adult-onset ADHD can be 
better explained as true ADHD that 
was partially expressed in childhood; 
false positives in patients whose 
symptoms are due to another disorder; 
or false positives in healthy people 
who overendorsed their symptoms 
during the diagnostic interview.

But what if there remains a small 
number of individuals whose ADHD 
genuinely begins in adulthood? 
These studies point to that possibil-
ity, but they do not tell us whether 
these cases share common biological 
markers, familial patterns, and treat-
ment response with childhood-onset 
ADHD. The gender distribution, for 
example, was different, with more 
males in the childhood-onset cases.

False Positives and  
Negatives
When someone goes through the ef-
fort to see a psychiatrist, there is a 
good chance that they have a real 
psychiatric problem. Or, as Groucho 
Marx put it, “Anyone who goes to a 

psychiatrist ought to have their head 
examined.” With community sam-
ples, the working assumption is that 
the participants are “normal,” which 
is why this kind of research is so 
prone to false positives. The false 
positives in these community studies 
were further elevated by the reliance 
on self-report.7

Although these studies attempted 
to rule out other causes of adult-onset 
ADHD, those exclusions are ham-
pered by false-negative rates. For ex-
ample, it is not unusual for patients to 

forget past episodes of mania or psy-
chosis, and those episodes often cause 
long-standing cognitive problems 
that could be mistaken for ADHD. 
Some important causes, like autism 
spectrum or personality disorders, 
were not evaluated in these studies.

The Bottom Line
If nothing else, these studies are a 
good reminder to look for a cause be-
fore you reach for a stimulant. In 
practice, the first thing to do when a 
patient presents with adult-onset 
ADHD is to screen for other psychi-
atric disorders that might explain the 
symptoms. Medical and environmen-
tal factors, including age-related cog-
nitive decline, sleep deprivation, 
sleep apnea, inflammation, obesity, 
air pollution, chemical exposure, and 
excessive use of digital media, can 
also cause ADHD-like symptoms.8-12 
Patients who suffer from these prob-
lems might ask their doctor for a 
stimulant, but none of those syn-
dromes require a psychopharmaco-
logic approach.

Dr Aiken is the Mood Disorders 

Section Editor for Psychiatric TimesTM, 
the editor in chief of The Carlat 
Psychiatry Report, and the director of 
the Mood Treatment Center. He has 
written several books on mood disor-
ders, most recently The Depression 
and Bipolar Workbook. The author 
does not accept honoraria from phar-
maceutical companies but receives 
royalties from PESI for The 
Depression and Bipolar Workbook 
and from W.W. Norton & Co. for 
Bipolar, Not So Much.
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Before we rewrite the DSM and start prescribing 
stimulants to every adult who cannot concentrate, it 
is important to take a closer look at this research.
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Early Warnings: Neuropsychiatric 
Manifestations of Huntington Disease
» Rajesh R. Tampi, MD, MS, 
DFAPA, DFAAGP, Monica Weber, 
MBA, MSSA, CCTP, LISW-S, and 
Gilbert A. Masterson, MD

F irst recognized in 1872 by 
George Huntington, MD, Hun-
tington disease (HD) is a neuro-

degenerative disorder that is charac-
terized by progressive decline in 
motor functioning, cognition, and 
behaviors.1 In North America, ap-
proximately 30,000 individuals have 
this illness, and an additional 150,000 
individuals are at risk for developing 
it.2 HD tends to occur more com-
monly among individuals of Euro-
pean descent, with a prevalence rate 
of 10 to 15 per 100,000. The inci-
dence of HD is approximately 4.7 to 
6.9 new cases per million per year in 
the Western population.3 The median 
age of diagnosis for HD is approxi-
mately 40 years.2 It is rare for HD to 
be diagnosed among individuals 20 
years or younger, or among individu-
als 65 years or older. HD affects men 
and women equally. 

Neuropathology of HD
The neuropathological hallmark 
among individuals with HD is the pro-
gressive atrophy of caudate nucleus 
and putamen due to neuronal loss.4 

The clinical features of HD occur due 
to the loss of medium-sized projection 
spiny neurons in the dorsal striatum, 
which express the dopaminergic type 
1 or 2 receptors. As the illness pro-
gresses, global neuronal loss and gen-
eralized cerebral atrophy occur, and 
the overall brain weight can decrease 
by up to 40%. These medium-sized 
projection spiny neurons use the in-
hibitory transmitter γ-aminobutyric 
acid and either dynorphin, enkepha-
lin, or substance P as cotransmitters. It 
is thought that the loss of inhibitory 
input from the medium-sized spiny 
neurons, which usually exert an in-
hibitory effect, is the reason for the 
uncontrolled movements characteris-
tic of individuals with HD. Individuals 
with HD also have intranuclear inclu-
sions and protein aggregates in the 
dystrophic neurons of both the stria-
tum and cortex.5 Additionally, the 
number of cortical inclusions corre-
lates directly with the length of the 
CAG repeat expansion and the age of 
onset of the illness. Furthermore, 
these intranuclear inclusions tend to 
appear before the loss in brain weight. 
The loss of brain weight precedes the 
loss of body weight and the onset of 
neurological symptoms. 

Clinical Features of HD
There is significant variability in the 

type, timing, and progression of clini-
cal symptoms.4 The clinical course 
can be divided into premanifest and 
manifest periods.6 The premanifest 
period can be further divided into pre-
symptomatic and prodromal periods. 
During the presymptomatic period, 
which is approximately 10 to 15 years 
before the onset of symptoms, indi-
viduals are not clinically distinguish-
able from those individuals without 
HD. During the prodromal period, 
individuals present with subtle motor, 
cognitive, and behavioral symptoms. 
Once individuals enter the manifest 
period with prominent motor, cogni-
tive, and behavioral symptoms, the 
symptoms continue to progress and 
worsen, and the illness is ultimately 
fatal. The median survival time from 
the onset of motor symptoms is ap-
proximately 18 years.3

The symptoms of HD can be di-
vided into 2 broad categories: progres-
sive motor symptoms and neuropsy-
chiatric symptoms.2 A diagnosis of HD 
is made only when the characteristic 
motor features manifest, even among 
individuals who are gene positive. 

The motor symptoms of HD can be 
divided into 2 main categories: abnor-
mal involuntary movements and im-
paired voluntary movements.1 Among 
individuals with HD, the most com-
mon abnormal movements are char-

acteristic of chorea, which is among 
the early presenting symptoms, espe-
cially among individuals with adult-
onset HD. Impaired voluntary move-
ments are more common among 
individuals with earlier-onset HD 
(younger than 21 years).7 They are 
seen among patients with adult-onset 
HD during the severe stages of the ill-
ness. Impaired voluntary movements 
include motor incoordination, brady-
kinesia, rigidity, dystonia, gait distur-
bances, and eye movement abnormal-
ities.4 Dysarthria and dysphagia are 
seen in later stages of the illness, often 
leading to choking and aspiration. 
Table 1 describes common treatments 
for motor symptoms.1,8 

Manifestations 
Neuropsychiatric symptoms are of-
ten present well before the motor 
symptoms manifest, sometimes de-
cades prior, and include depression, 
irritability/aggression, executive dys-
function (eg, apathy, obsessive-com-
pulsive behaviors), psychosis, cogni-
tive decline, and dementia.1,7 

Individuals with the HD gene who 
are presymptomatic exhibit a higher 
prevalence of neuropsychiatric 
symptoms.4 Neuropsychiatric com-
plaints are the presenting symptom in 
approximately half of individuals. 
Among symptomatic individuals, 
more than 70% have neuropsychiat-
ric symptoms, with symptoms often 
waxing and waning. Neuropsychiat-
ric symptoms are often multifactorial 
in origin and are considered to be the 
most burdensome symptoms for 
caregivers and family members.9 

In a study of 1993 individuals 
with HD mutations from 15 Euro-
pean countries, 73% of the partici-
pants had some neuropsychiatric 
symptom within the past month.10 
Moderate to severe apathy and de-
pression were seen in 28.1% and 
12.7% of the participants, respec-
tively. Similarly, irritable and aggres-
sive symptoms were present in 13.9% 
of the participants, and 13.2% of the 
participants showed obsessive/com-
pulsive behaviors (OCBs). However, 
moderate to severe psychotic symp-
toms were found in only 1.2% of the 
participants. Apathy was more preva-
lent in advanced stages of the disease 
(11% in early stages vs 54.6% in ad-
vanced stages); it may be the only 
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Table 1. Treatments for Motor Symptoms1,8 

Class Name Adverse effects

Vesicular monoamine 
transporter type 2 inhibitor

  Tetrabenazine 
  Deutetrabenazine

  Depression, drowsiness, anxiety, 
parkinsonism, fatigue, akathisia, 
gastrointestinal distress, neuroleptic 
malignant syndrome (rare)

  Adverse effects are dose-related
  Boxed warning for use among individuals 

who are actively suicidal or have 
inadequately treated depression

Dopamine receptor blockers   Typical antipsychotics 
(haloperidol, pimozide, 
fluphenazine, tiapride)

  Atypical antipsychotics 
(olanzapine, quetiapine, 
risperidone)

  Weight gain, drowsiness, parkinsonism, 
tardive dyskinesia, akathisia, 
hyperprolactinemia, neuroleptic malignant 
syndrome

  Same as above plus metabolic effects

Glutamate release inhibitor Riluzole Depression, diarrhea, nausea, headache, 
fatigue

Noncompetitive N-methyl-D-
aspartic acid–type glutamate 
receptor antagonist

Amantadine Depression, drowsiness, anxiety, 
parkinsonism, fatigue, akathisia, 
gastrointestinal distress, psychosis, 
neuroleptic malignant syndrome (rare) 

Deep brain stimulation (DBS) Bilateral globus pallidus interna DBS Decline in ambulation and cognition
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neuropsychiatric symptom that is 
linearly related to progressive neuro-
degeneration. Additionally, the pres-
ence of all neuropsychiatric symp-
toms during the previous month was 
associated with a positive psychiatric 
history, and a past episode of depres-
sion was particularly associated with 
neuropsychiatric symptoms, except 
for psychosis. 

DEPRESSION. Depressed mood, loss of 
interest, guilt, and suicidality were 
more indicative of depression than so-
matic symptoms (eg, poor appetite, 
sleep disturbances, and psychomotor 
slowing) .7 In patients with HD, depres-
sion is more common among women.10 
Independent correlates of depression 
include a positive psychiatric history 
for depression, OCBs, a previous sui-
cide attempt, and the use of benzodiaz-
epines or antidepressants.

Suicidal ideation is also common 
in individuals with HD (Figure).11 
According to a recent review, lifetime 
rates of suicide attempts range from 
6.4% to 16%, and the percentage of 
deaths from suicide range from 2.2% 
to 10%. The risk factors include the 
presence of psychiatric comorbidi-
ties, especially depression, followed 
by anxiety, aggression, and previous 
suicide attempt. Other related risk 
factors include irritability, apathy, 
OCBs, psychosis, history of suicidal 
ideation, alcohol abuse, and the use 
of antidepressants. No consistent evi-
dence showed that the risk for suicide 
was associated with sex, ethnicity, 
having children, history of incarcera-
tion, severity of motor dysfunction, 
disease stage, and specific neuronal 
loss or pathophysiologic circuit. 

Examining the neuropsychiatric 
symptoms in a European HD cohort 
(REGISTRY) study, 24.7% of indi-
viduals with HD reported mild irrita-
bility/aggression, and 13.9% re-
ported moderate to severe irritability/
aggression.10 The prevalence of mod-
erate to severe irritability and aggres-
sion increased as disease stage pro-
gressed, from 10.4% in the milder 
stages to 19.6% in the later stages. 
Independent correlates included 
male sex, younger age, history of de-
pression, psychosis, and a previous 
suicide attempt.

OBSESSIVE-COMPULSIVE DISORDER. One 
review found the prevalence of OCBs 
ranged from 5% to 52%, whereas 
perseverative behaviors (PBs)  oc-
curred in approximately 75% of the 
individuals.12 Individuals with pre-
manifest HD reported more OCBs 
when compared with gene-negative 
controls. However, individuals with 

Table 2. Treatments for Common Neuropsychiatric Manifestations 

Symptoma Treatment

Apathy   Encourage social and physical activities 

  Reduce and/or discontinue medications that may worsen apathy (eg, antipsychotics, 
tetrabenazine)

  Treat underlying depression, if present

  Use an activating antidepressant or a stimulant drug, if needed

Depression   Encourage social and physical activities 

  Treat underlying medical conditions (eg, hypothyroidism)

  Reduce and/or discontinue medications that may worsen depression (eg, 
antipsychotics, tetrabenazine)

  Use selective serotonin reuptake inhibitors (SSRIs), selective noradrenergic reuptake 
inhibitors (SNRIs), mirtazapine, and bupropion (consider that bupropion’s dopamine 
reuptake inhibition may potentially worsen movement disorder and choreiform 
movements) 

Irritable/aggressive 
symptoms

  Identify and treat comorbid conditions, including pain, medical, neurological, drug-
related, substance-related, or psychiatric disorders

  Modify environmental factors, including an overstimulating environment 

  Use behavioral strategies to prevent or reduce agitated or aggressive behaviors.

  For acute agitation that responds poorly to behavioral strategies, consider a 
benzodiazepine or an antipsychotic 

  For chronic agitation, use an antipsychotic or a mood-stabilizing anticonvulsant drug

Obsessive compulsive 
behaviors (OCBs)

  Modify environmental factors 

  Treat underlying medical conditions (eg, hyperthyroidism)

  Use selective SSRIs, SNRIs, or clomipramine (anticholinergic adverse effect may 
further impair cognition), SNRIs

  Use antipsychotics in combination with SSRIs, clomipramine, or SNRIs to treat 
refractory OCBs

Psychotic symptoms   Identify and treat comorbid conditions, including pain, medical, neurological, drug-
related, substance-related, or psychiatric disorders

  Modify environmental factors, including an overstimulating environment 

  Use behavioral strategies to prevent or reduce agitated or aggressive behaviors

  Use antipsychotics (preferably atypicals) to treat symptoms. Do not exceed dosing 
limits for drugs. Combining antipsychotic drugs is not recommended due to the 
significant risk for adverse effects

  Treatment with clozapine is recommended only for psychotic symptoms that are 
refractory to other antipsychotics

Anxiety symptoms   Encourage social and physical activities 

  Modify environmental factors 

  Treat underlying medical conditions (eg, hyperthyroidism)

  Reduce or discontinue medications that may worsen anxiety (eg, bupropion) 

  For acute anxiety, use benzodiazepines at the lowest effective dose for the shortest 
possible duration 

  Use SSRIs, SNRIs, or mirtazapine for long-term treatment 

Sleep disorders   Identify and treat comorbid conditions, including pain, medical, neurological, drug-
related, substance-related, or psychiatric disorders

  Modify environmental factors (eg, overstimulating environment)

  Use behavioral strategies to improve sleep (ie, sleep hygiene) 

  If behavioral strategies do not help, consider melatonin, mirtazapine, quetiapine, 
olanzapine, or clomipramine

  Benzodiazepines are discouraged among ambulatory individuals except in refractory 
cases

Cognitive dysfunction   Identify and treat comorbid conditions, including pain, medical, neurological, drug-
related, substance-related, or psychiatric disorders

  Modify environmental factors, including an understimulating or overstimulating 
environment 

  Use behavioral strategies, including the use of memory aids, to help prevent or 
reduce cognitive decline 

  Use acetylcholinesterase inhibitors if the patient and their family agree, although 
results of controlled trials did not show benefit with these medications

aSymptoms include comorbidity and environmental factors.
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manifest HD reported a higher rate of 
OCBs when compared with those 
with premanifest HD. Both OCBs 
and PBs are associated with duration 
and severity of HD, but they tend to 
decrease in the most advanced stage 
of the disease. A formal diagnosis of 
obsessive-compulsive disorder is 
also more prevalent than in the gen-
eral population, and it is often classi-
fied as “obsessive-compulsive and 
related disorders due to another med-
ical condition” using the DSM-5 cri-
teria. OCBs tend to cause significant 
distress and impairment in function-
ing. PBs often occur without the indi-
vidual’s full awareness or insight into 
their occurrence. 

PSYCHOSIS. A recent study of 7966 par-
ticipants with manifest HD found that 
12.95% had a history of psychosis.13 
Only 2.83% of participants with pre-
manifest HD had a history of psycho-
sis. The mean age of psychosis onset 
was 48.34 years, and these individu-
als had mild-to-moderate psychosis. 
A family history of psychosis in a 
first-degree relative was documented 
in 27.5% of participants with psycho-
sis. Factors associated with psychosis 
in manifest HD included lower edu-
cation level, unemployment, single 
marital status, depression, decreased 
verbal fluency score, and decreased 
total functional capacity. Psychosis 
was also associated with younger age 
of clinical HD diagnosis and younger 
age of motor symptom onset, and it 
was correlated with a general de-
crease in cognitive capacity. 

ANXIETY DISORDERS. Available evidence 
indicates that between 13% and 71% 
of individuals may present with 
symptoms of anxiety.4 Anxiety can 
occur at any stage of the disorder, in-
cluding the prodromal stage, but it 
does not appear to be a measure of 
disease progression.14 Anxiety may 
present as generalized anxiety, social 
anxiety, anticipatory anxiety, or 
panic, or as posttraumatic stress dis-
order, and it may co-occur with de-
pression. Anxiety may occur as a re-
sult of environmental factors as well 
as cognitive and physical impair-
ments. It can also be confused with 
akathisia, which occurs as a result of 
medications (eg, antipsychotics or 
tetrabenazine) used to treat HD 
symptoms. 

SLEEP DISORDERS. Approximately 90% 
of individuals report sleep problems, 
including insomnia, difficulties in fall-
ing asleep, frequent nocturnal awak-
enings, and excessive daytime sleepi-
ness.15 Available evidence indicates 
that some sleep disorders are found in 
the early phase of the disease, even 
during the illness’ premanifest 
stage. These disorders may be associ-
ated with comorbid psychiatric disor-
ders, especially mood and anxiety 
disorders. Involuntary movements 
and increased motor activity may also 
contribute to sleep difficulties. Many 
drugs that are used to improve the core 
symptoms of HD may also contribute 
to sleep disturbances, including aman-
tadine, clonazepam, diazepam, L-
DOPA olanzapine, quetiapine, rilu-
zole, sodium valproate, tetrabenazine, 
deutetrabenazine, and venlafaxine.

COGNITION. Due to the degenerative na-
ture of HD, individuals develop grad-
ually progressive cognitive decline.7 
Individuals develop the prototypical 
frontal-subcortical type of dementia, 
with frontal-executive disturbances, 
attentional deficits, and reductions in 
processing speed.16 These symptoms 
are the result of striatal and thalamic 
degeneration as well as degeneration 
in the caudate nucleus and putamen. 
As the illness progresses, abnormali-
ties in visuomotor integration, visual 
perception, mental rotation, language 
production, and organization occur. 
However, the rate of progression of 
cognitive decline varies significantly 
among individuals, suggesting that 
other mechanisms (including envi-
ronmental and genetic variables) 
may contribute to the neuropatho-
logical and clinical progression of 
cognitive decline. 

Treatment 
Available evidence indicates a com-
prehensive and multidisciplinary ap-
proach is required. Given the com-

plexity of the illness’ clinical 
presentation, it should be treated by a 
group of providers including physi-
cians, nurses, occupational and speech 
therapists, physical therapists, and so-
cial workers.9 Both nonpharmacologi-
cal and pharmacological management 
strategies have benefited individuals 
with HD-associated neuropsychiatric 
symptoms.14 The use of nonpharma-
cological treatment strategies often 
complements pharmacological treat-
ments. A thorough multidisciplinary 
team assessment can assist in identify-
ing the environmental and medical 
triggers and causes of neuropsychiat-
ric symptoms, which then can be used 
in developing individualized treat-
ment plans. Cognitive dysfunction 
can be reduced by structured daily 
schedules, providing cues, and having 
regular routines. In addition, respite 
care may significantly relieve care-
giver burden.

There are no controlled trials for 
the pharmacotherapy of neuropsy-
chiatric manifestations of HD, but 
evidence has been gathered from 
published case reports, case series, 

and an expert-based consensus 
guideline (Table 2).8,9,14,17 

Concluding Thoughts
HD is a progressive and often fatal 
neurodegenerative disorder that is as-
sociated with severe motor and neu-
ropsychiatric manifestations. The 
neuropsychiatric manifestations of 
HD can occur decades before the mo-
tor symptoms of HD become appar-
ent, and they are associated with 
pathological changes that occur 
within the striatum and cortical re-
gions of the brain, including the fron-
tal lobes. Only apathy appears to be 
linearly related to the progressive 
neurodegeneration associated with 
HD. These manifestations are associ-
ated with significant disabilities and 
cause distress to both the individual 
with HD and their caregivers. 

Currently, there are no disease-
modifying strategies for the treatment 
of individuals with HD. Available 
treatment strategies focus on compre-
hensive multidisciplinary assessments 
and appropriate management of symp-

toms. There are no controlled studies 
for the treatment of neuropsychiatric 
manifestations of HD, but available 
evidence indicates efficacy for both 
nonpharmacological and pharmaco-
logical treatment modalities. The goal 
of treatment is to improve the quality 
of life for both the individual with HD 
and their caregivers. 
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Health Social Work, Cleveland Clinic 
Akron General, Akron, Ohio. Dr 
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Figure. Suicidal Ideation in Individuals With HD

DURING THE PREVIOUS 2 WEEKS 4.3% - 6.3%

DURING THE PREVIOUS 4 WEEKS
OVERALL LIFETIME

6.7% - 20%

18.9% - 34%

Neuropsychiatric manifestations can occur decades 
before the motor symptoms become apparent and 
are associated with pathological changes that occur 
within the striatum and cortical regions of the brain.
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A lthough vitamin deficiencies and their asso-
ciated adverse effects are usually considered 
a public health problem in the developing 

world, they remain an important clinical consider-
ation for select populations across the globe. In 
fact, there is concern that we may be confronted 
with increased negative consequences of poor nu-
trition due to decreased testing and screening and 
less education in our medical institutions about the 
importance of good nutrition to optimal health.1

Vital Amines
Casimir Funk, PhD, discovered that key nutrients, 
which he termed vital amines, are essential to 
maintaining good health and that deficiencies in 
these key nutrients led to pathognomonic disease 
states. This realization was a result of observing 
birds that were fed a diet of polished rice and de-
veloped a diffuse polyneuritis (beriberi). The same 
birds were then fed a diet of brown rice, and their 
“nervous symptoms rapidly disappeared.”2 This 
experiment helped establish the importance of vi-
tal amines, later shortened to “vitamin.” 

Vitamins can be broadly delineated into water-
soluble and fat-soluble categories. Water-soluble 
vitamins are typically absorbed very quickly via 
the gastrointestinal tract and widely distributed in 
various tissues throughout the body. However, be-
cause these vitamins are water soluble, they are 
not efficiently stored in tissues. Therefore, this 
class of vitamins requires regular consumption 
(either through diet or supplementation) to avoid 
deficiency. Conversely, fat-soluble vitamins are 
more easily stored, typically in adipose tissue; 
therefore, they require less frequent intake.3 Ex-
amples of water-soluble and fat-soluble vitamins 
can be found in Table 1.3

What Is Vitamin B9? 
Vitamin B9, also known as folate or folic acid, is 
crucial for DNA synthesis and repair, as well as 
the metabolism of amino acids involved in meth-
ylation reactions.4 In women who are pregnant, 
folate deficiency can lead to neural tube defects in 

the fetus.5 In adults, folate deficiency can result in 
multiple neuropsychiatric symptoms. These 
symptoms may include cognitive impairment, in-
somnia, psychosis, depression, peripheral sensory 
deficits, and weakness. These manifestations are 
very similar to those of vitamin B12 deficiency. In 
patients with depression, folate deficiency can 
contribute to severity and can impede depression 
treatment.6

What Causes Folate Deficiency? 
Folate, which is absorbed in the small intestine, is 
obtained via diet or supplementation. Select food 
sources of folate or folic acid can be found in Ta-
ble 2.7 Most serum folate is found in its active 
form, methyltetrahydrofolate (methyl THF). 
Methyl THF undergoes a B12-dependent enzy-
matic reaction, donating its methyl group to form 
tetrahydrofolate, which, in turn, is later involved 
in DNA formation. Any disruption in this process 
can lead to a deficiency in folate and its associated 
manifestations.8

Folate deficiency can manifest from several 
different causes. High anabolic states, such as 
pregnancy, can result in increased utilization and 
depletion of folate stores. Similarly, chronic alco-
hol abuse causes poor absorption, impaired me-

tabolism, and increased destruction of folate. Even  
moderate amounts of alcohol (for instance, 8 oz of 
red wine or 2.7 oz of vodka per day for a 2-week 
period) have been shown to reduce folate levels in 
otherwise healthy men.9 Certain medications have 
been shown to contribute to folate deficiency. A 
summary of common medications as well as their 
mechanism of folate deficiency can be found in 
Table 3.10

Who Is at Risk? 
Patients who appear to be at highest risk for defi-
ciency include individuals with alcohol depen-
dence; individuals who take the noted medications 
(Table 3); patients who require increased intake of 
folate (eg, pregnancy, hemodialysis, chronic ane-
mias); and those patients with poor absorption 
because of intestinal dysfunction from surgery or 
inflammatory bowel syndromes. Women of child-
bearing age are also considered to be at risk. Ac-
cording to the National Health and Nutrition Ex-
amination Survey, nearly 20% of women aged 14 
to 30 years have inadequate serum levels of folate. 
The survey also found that almost 25% of non-
Hispanic Black women have insufficient intake of 
folate compared with 13% of non-Hispanic White 
women.11

Vital Amines: The Who, What, When, 
Where, Why, and How of Folate Deficiency
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Table 1. Water-soluble vs Fat-soluble Vitamins3

WATER SOLUBLE
B1 (thiamine) 
B2 (riboflavin)

B3 (niacin)
 B5 (pantothenic acid)

B6 (pyridoxine)
B7 (biotin)

B9 (folate)
B12 (cobalamin)

C (ascorbic acid)

Figure. Homocysteine and MMA Pathways8

CoA, coenzyme A; MMA, methylmalonic acid; THF, tetrahydrofolate.

HOMOCYSTEINE METHYMALONIC ACID

METHYLMALONYL-CoA
B12METHIONINE

SYNTHASE

METHYL THF

THF

METHYLMALONYL-CoA
MUTASE

METHIONINE SUCCINYL-CoA

FAT SOLUBLE
A (retinol)

D (ergocalciferol) 
E (tocopherol)

K1 (phytonadione)
VS

PSY0321_028-029_Communities-DeMoss.indd   28PSY0321_028-029_Communities-DeMoss.indd   28 2/26/21   8:58 AM2/26/21   8:58 AM



march 2021 29P S Yc hI aT rIc T ImE S

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

Communities

What About Prevention?
Screening and testing should occur in individuals 
who are at high risk, have evidence of a macrocy-
tosis or hyper-segmented neutrophils, and have 
unexplained neuropsychiatric conditions (eg, 
weakness, ataxia, paresthesia, dementia, delirium, 
depression, and psychosis).

Folic acid supplementation is recommended for 
all individuals who are at high risk. Evidence sug-
gests that pregnant women should take at least 600 
μg of folic acid daily to prevent neural tube de-

fects.12 Folic acid is also typically given to patients 
on methotrexate to reduce adverse effects, although 
the dose given varies among rheumatologists.13 Pa-
tients with chronic hemolytic states and renal di-
alysis are recommended to take 5 mg daily to 
weekly, depending on requirement.14  

What About Folate Deficiency? 
In 2018, a systematic review of survey data exam-
ined global folate status in women of childbearing 
age. Despite methodological limitations such as 
nonuniform measurement techniques and/or cutoff 
values, Rogers et al15 determined that the preva-
lence of folate deficiency was more than 20% in 
lower income countries and less than 5% in higher 
income countries. In January 1998, the United 
States implemented a mandate to fortify grain 
products with folate in an effort to reduce the inci-
dence of fetal neural tube defects.16 Since then, fo-
late deficiency has become very rare in the United 
States, with a prevalence of less than 1%.15

How Do You Diagnose and Treat It? 
Patients exhibiting macrocytic anemia on initial 
complete blood count and peripheral blood smear 
should be evaluated for both folate and vitamin B12 
deficiency because these 2 conditions often present 
simultaneously. The diagnosis of folate deficiency 
is usually made when serum levels are less than 2.0 
mcg/L.17 Measurement of serum homocysteine and 
methylmalonic acid (MMA) can also aid in differ-
entiating between folate and B12 deficiencies. In 
folate deficiency, only serum homocysteine levels 
are elevated. In B12 deficiency, both homocysteine 
and MMA levels are elevated because B12 is in-
volved in both homocysteine and MMA metabo-
lism. Folate, on the other hand, has a role in only 
the homocysteine pathway17 (Figure8). Clinically 
elevated homocysteine can result in increased risk 
of thrombosis and its complications, such as myo-
cardial infarction.18

Oral replacement of folate is the recommended 
treatment. If the patient is unable to take oral med-
ications, intravenous repletion is acceptable. The 
typical dose is dependent on the deficiency severity 
but ranges from 1 mg to 5 mg daily.19 Folate-defi-
cient megaloblastic anemia due to dietary insuffi-
ciency or medications should be treated with 5 mg 
of folic acid daily for 4 months. Patients with mal-
absorptive states should be treated with up to 
15 mg daily for 4 months.14
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Department of Psychiatry at The University of North 
Texas Health Science Center at Fort Worth in Texas. 
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Table 2. Select Food Sources of  
Folate and Folic Acid7 

Food 

Percent 
daily 
value 

Vegetables 
Spinach, boiled, ½ cup 33%

Asparagus, boiled, 4 spears 22%

Brussels sprouts, frozen, boiled,  
½ cup

21%

Lettuce, romaine, shredded, 1 cup 16%

Avocado, raw, sliced, ½ cup 15%

Spinach, raw, 1 cup 15%

Broccoli, chopped, frozen, cooked,  
½ cup

13%

Fruits and nuts
Peanuts, dry roasted, 1 ounce 10%

Orange, fresh, 1 small 7%

Papaya, raw, cubed, ½ cup 7%

Banana, 1 medium 6%

Cantaloupe, raw, 1 wedge 4%

Meats, poultry, fish, eggs 
Beef liver, braised, 3 ounces 54%

Egg, whole, hard boiled, 1 large 6%

Fish, halibut, cooked, 3 ounces 3%

Ground beef, 85% lean, cooked,  
3 ounces

2%

Chicken breast, roasted, ½ breast 1%

Legumes
Black-eyed peas (cowpeas), boiled, 
½ cup

26%

Green peas, frozen, boiled, ½ cup 12%

Kidney beans, canned, ½ cup 12%

Vegetarian baked beans, canned,  
½ cup

4%

Dairy 
Milk, 1% fat, 1 cup 3%

Yogurt, whole milk, plain, ½ cup 2%

Bread and grains 
Breakfast cereals, fortified 25%

Rice, white, medium grain, cooked,  
½ cup

23%

Spaghetti, cooked, enriched, ½ cup 21%

Bread, white, 1 slice 11%

Table 3. Select Common Medications Associated With Folate Deficiency10

Mechanism Inhibit folate metabolism Affect folate absorption and utilization

Drugs Antineoplastic 
agents
 Methotrexate
 Hydroxyurea
 Fluorouracil 

Immunomodulators
 Azathioprine
 Leflunomide

Antimicrobials
 Trimethoprim
 Sulfonamides

Antimicrobials 
 Tetracyclines
 Penicillins
 Nitrofurantoin
 Erythromycin
 Antimalarial 
agents 

Antiepileptic drugs 
 Phenobarbital
 Phenytoin
 Carbamazepine
 Primidone
 Valproate

Others
  Oral contraceptive 

pills
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T o help in the prevention of the 
coronavirus disease 2019 (CO-
VID-19), the Food and Drug 

Administration (FDA) issued an 
emergency use authorization (EUA) 
for the Pfizer-BioNTech vaccine on 
December 11, 2020. One week later, 
the same action was issued for the 
Moderna vaccine (Table 1).1,2 The 
availability of vaccines against CO-
VID-19 has provided a sense of opti-
mism, as many have endured pro-
longed isolation and quarantine, the 
mental health effects of the pandemic, 
and the morbidity and mortality of the 
disease. However, for vaccines to 
achieve the desired affect there must 
be a minimum number of individuals 
who accept it. Vaccine hesitancy is 
not a new issue; it has been widely 
studied. In fact, the World Health Or-
ganization identified it as 1 of the top 
10 global health threats in 2019.3

A large survey by the Pew Re-
search Center found the intent to get 
the COVID-19 vaccine dropped from 
72% in May 2020 to 51% by Septem-
ber 2020.4 Of those respondents, 77% 
reported a concern that vaccine 
swould be prematurely approved 
without long-term safety data. 
Among the individuals who did not 
want the vaccine, 76% expressed 
concern about its potential adverse 
effects, whereas 72% wanted to 
know more about its efficacy before 
administration. Of the individuals 
who intended to get the vaccination, 
19% expressed a great deal of confi-
dence about safety and efficacy, 45% 
reported a fair amount of confidence, 
and 35% reported not much or no 
confidence at all (Figure 1).4 The in-
tent to get vaccinated increased in 
December 2020, as 60% of Ameri-
cans said that they would “definitely” 
and “probably” get COVID-19 vac-
cination once it is possible.5

More recently, the Kaiser Family 

Foundation (KFF) surveyed 1676 
adults in the United States from No-
vember 30 to December 8, 2020. 
They found that 71% of respondents 
reported they would “definitely” or 
“probably” get the COVID-19 vac-
cine, whereas 27% expressed concern 
and were hesitant to receive it.6 The 
sample was randomized to represent 
the population, including Hispanic 
and non-Hispanic Black adults. Vac-
cine hesitancy was high in individuals 
identifying as Republicans (42%), 
rural residents (35%), and Black 
adults (35%) (Figure 2).6 For com-
parison, during the 2009 influenza A 
H1N1 pandemic, the early estimates 
of vaccine acceptability were be-
tween 50% and 64%.7 To address lag-
ging hesitancy and resistance, vac-
cine myths and disinformation need 
to be addressed, and clear and consis-
tent messages should be delivered to 
the community about the importance 
of receiving the vaccine. Psychiatrists 
can and should take time to address 
these issues with their patients.

Types of Vaccines
Messenger RNA (mRNA) vaccines. In the 
2 COVID-19 vaccines currently 

available, the mRNA carries instruc-
tions to make the severe acute respi-
ratory syndrome coronavirus  2 
(SARS-CoV-2) attach, or spike, pro-
tein to the host cells. After the vac-
cine is injected, the mRNA is taken 
up by the macrophages near the in-
jection site and instructs these cells to 
make the spike protein. This spike 
protein then appears on the surface of 
the macrophages inducing an im-
mune response.8,9 

Viral vector vaccines. These types of 
vaccines take another virus and re-
place its genetic material with the 
sequence coding for the SARS-
CoV-2 spike protein. The virus acts 
as a delivery system, or vector, for 
this genetic sequence.10 

Replication-defective adenovirus vector 
vaccines. The AstraZeneca/Oxford 
University vaccine uses a simian ad-
enovirus vector, and the Johnson & 
Johnson vaccine uses a human ade-
novirus vector to carry the DNA cod-
ing for the spike protein to the host 
cells and deliver it to the nucleus.10 
The cell’s machinery produces the 
spike protein, which then induces the 

immunologic response.10 The virus 
contained in this vaccine does not 
replicate inside cells, as the genes re-
sponsible for replication have been 
deactivated. These vaccines are not 
authorized in the US.

Replication-competent viral vectors. 
Merck’s vaccine uses a recombinant 
vesicular stomatitis virus (rVSV) 
vector.10 The researchers replaced 
part of its RNA sequence with RNA 
coding for the spike protein. Unlike 
the adenoviruses, this vector displays 
the spike protein on its surface. Be-
cause rVSV is replication competent, 
this platform more closely mimics a 
real viral attack.10 This vaccine is still 
in clinical trial. 

Protein subunit vaccines. These include 
SARS-CoV-2 spike protein but no 
genetic material. Novavax’s investi-
gational vaccine, NVX-CoV2373, is 
made from recombinant nanoparti-
cles studded with coronavirus spike 
proteins.11 It is awaiting results from 
phase 3 trials from multiple sites.

COVID-19 Vaccine Safety
The mRNA vaccines are classified as 

Breaking the Spell: Fighting  
Myths About COVID-19 Vaccination

cLINIcaL 

Table 1. Efficacy and Safety Data for the Pfizer-BioNTech and Moderna Vaccines 

Efficacy of COVID-19 mRNA Vaccines

Pfizer (BNT162b2 mRNA) Vaccine Trial8 Moderna (mRNA-1273) Vaccine Trial7

  Ongoing multinational, placebo-controlled, observer 
blinded trial

  99 centers (in the United States), placebo–controlled, 
observer-blinded trial

  43,548 participants, 16+ years, randomized to receive 
either placebo or vaccine (2 doses, 21 days apart)

  30,420 volunteers, 18+ years, randomized to receive 
either placebo or vaccine (2 doses, 28 days apart)

  At least 7 days after the second dose, there were only 8 
cases of COVID-19 infection in the vaccine recipients 
compared with 162 cases among those receiving 
placebo. The vaccine was 95% effective in preventing 
COVID-19. 

  Symptomatic COVID-19 infection was confirmed in 
11 participants in the vaccine group versus 185 
participants in the placebo group. Vaccine efficacy 
was 94.1%, quite comparable to the Pfizer vaccine.

  Among the 10 cases of severe COVID-19 with onset 
after the first dose, 9 occurred in placebo recipients and 
1 occurred in the vaccine group. The vaccine therefore 
provides protection from severe COVID infection.

  Severe COVID-19  illness occurred in 30 participants 
with 1 fatality. All 30 were in the placebo group.

  Safety over a median of 2 months was similar to that of 
other viral vaccines.

  Aside from transient local and systemic reactions, no 
safety concerns were identified.
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reactogenic: They generate a brisk 
immune response, which is expected 
to cause some adverse effects in most 
individuals who receive them. The 
most common reported reaction has 
been pain at the injection site.12 Other 
commonly reported systemic adverse 
effects have included chills, fatigue, 
headache, and joint and muscle pain.1 
In most individuals who received the 
vaccine, these effects resolved within 
a couple of days.12 In general, the ad-
verse effects are more common in 
younger vaccine recipients, with the 
second dose predictably producing 
more adverse effects than the first 
one.1 

Severe allergic reactions (anaphy-
laxis) have been reported in some 
recipients shortly after the first dose.13 
A review in JAMA Network notes 
that anaphylaxis is rare, with an esti-
mated rate of 11.1 cases per million 
doses of the vaccine.12 The likely cul-
prit for these reactions is polyethyl-
ene glycol, a compound in the Pfizer-
BioNTech and Moderna vaccines.13 
Following these reports, post-vacci-
nation observation has been made 
mandatory: 30 minutes for those with 
a history of severe allergic reactions 
of any kind and 15 minutes for every-
one else.12,14 The number of cases of 
Bell palsy reported in the trials of 
both mRNA vaccines was small and 
not more frequent than expected in 
the general population. Hence, it is 
not certain whether the vaccine 
caused the paralysis.15

Mental Illness Exacerba-
tion in Context of Vaccine 
Hesitancy
Mental health professionals can ex-

pect anxiety, paranoia, and even de-
lusions in the context of vaccine 
hesitancy. Widespread conspiracy 
thinking can make it more difficult to 
achieve proper control of the pan-
demic and promote adherence to 
healthy behaviors. Vigilant fact-
checking and challenging irrational 
thinking are essential. Stressful cir-
cumstances could trigger or exacer-
bate mental illness, and the debunk-
ing of vaccine-related myths should 
include an assessment of whether the 
beliefs represent mental symptoms 
that need treatment.

Anxiety about vaccine safety and 
adverse effects correlates with in-
creasing scores on the Vaccine Con-
spiracy Belief Scale,16 obtaining in-
formation from social media, and 
lower educational status. Conspirato-
rial beliefs are inversely correlated 
with adhering to safety restrictions 
and behaviors, and related to pseudo-
scientific practices and vaccine hesi-
tancy.17 Studies also found that indi-
viduals with strong COVID-19 
conspiracy beliefs tended to have 
lower education.18

The right framing can present the 
vaccine as a gain instead of a risk.19 
Prospect theory posits that in the con-
text of uncertainty, a behavior ex-
pected to prevent a loss is more likely 
to be selected.20 Anecdotally, indi-
viduals who have lost loved ones to 
the illness are likelier to accept the 
vaccine. Current conspiracy theories 
suggest that vaccines are riskier than 
reality and downplay the risks of CO-
VID-19 illness. Current misinforma-
tion suggests the vaccine is related to 
infertility, poisoning, and other imag-
ined severe effects. This risk-benefit 

analysis, of course, does not stand up 
to scientific scrutiny, but careful de-
bunking of misinformation in the 
context of a positive therapeutic alli-
ance can result in a more realistic and 
balanced view of the situation. 

In individuals with mental illness, 
the propensity to overinflate threats 
and avoid risks may contribute to 
vaccine hesitancy, as in the case in 
anxiety disorders.21 The same mecha-
nism could apply to psychotic disor-
ders but has not been formally stud-
ied (Table 2).

Confronting and Overcom-
ing Vaccine Myths and 
Misconceptions 
A survey conducted by the Yale New 
Haven Health System showed that 1 
out of 6 health care workers ex-
pressed reluctance to getting the vac-
cine in the first wave, with the most 
common reason being medium- and 
long-term safety issues.22,23 Health 
care staff also expressed concerns 
about lack of existing research and 
data transparency, uncertainty about 
the inclusion of minority groups in 
the trials, a rushed process, RNA 
technology, underlying or preexist-
ing conditions not studied, political 
influence, and length of expected im-
munity from the vaccine.23 The KFF’s 
vaccine monitoring system found 
similar hesitancy trends in the gen-
eral population.6 

A probing yet nonconfrontational 
approach combined with directing 
individuals toward objective re-
sources may work best in addressing 
some of the common misconcep-
tions. Motivational interviewing 
techniques can also tackle vaccine 
hesitancy.24

“The vaccine will alter my DNA/make me 
infertile.” The concept of using mRNA 
as a novel therapeutic tool dates to 
the early 1990s.25 The mRNA is not 
designed to integrate with host DNA, 
nor can it typically do so given its 
rapid degradation.22 In the COVID-19 
vaccine, once the immune response 
is initiated against the spike protein, 
mRNA is degraded by the cells.22

“I already had COVID-19, so I do not need 
the vaccine.” The Centers for Disease 
Control and Prevention recommends 
that individuals who previously had 
COVID-19 get vaccinated. Health ex-
perts do not know how long the im-
munity lasts postinfection because 
this can be variable depending upon 
the individual.26

“Not everyone with COVID-19 dies, so I 
will be fine without the vaccine.” As of 

February 2, 2021, there were 
26,034,475 cases of COVID-19 in 
the US and 439,955 deaths.27 The 
long-term effects are still unknown, 
but COVID-19 is suspected to cause 
dysautonomia, cardiovascular, and 
neurologic sequelae. Thus, vaccina-
tion is recommended not only to pro-
tect oneself immediately, but also in 
the long run and for those who are at 
high risk.22

“By taking the vaccine I will get the CO-
VID-19 infection or will test positive for 
COVID-19.” The COVID-19 vaccine 
does not contain the live virus, and 
vaccines are unable to trigger the full 
disease. An individual who has re-
ceived the vaccine will not test posi-
tive for COVID-19 in the absence of 
infection.26

“Would the vaccine make me psychotic or 
does it have a microchip?” Pfizer-BioN-
Tech and Moderna have made their 
vaccine ingredients available to the 
public. They both contain mRNA 
along with lipids and other ingredi-
ents that help to maintain the pH for 
stability.22 Patients with mental ill-
ness, especially those with schizo-
phrenia spectrum disorder, can be-
come paranoid about vaccine 
contents.28 Initially, direct the indi-
vidual to the drug companies’ web-
sites and ingredient lists. Address this 
particular concern with a careful as-
sessment of psychosis in vulnerable 
patients.

“Vaccines cannot be trusted, as they were 
rushed in the process of their develop-
ment.” During the clinical trials, the 
companies used the vaccine in a large 
sample of volunteers to establish its 
safety and efficacy. It took a few 
months for the clinical trials to col-
lect substantial data, which was fur-
ther scrutinized by the experts in the 
FDA, and the 2 vaccines received 
EUA. In addition, many vaccine 
safety monitoring systems are in 
place: the V-safe, National Health-
care Safety Network, and others are 
tasked with identifying adverse 
events not encountered in clinical tri-
als.26 The only missing piece, in fact, 
is long-term effectiveness data, as 
most adverse effects with vaccines 

Table 2. Myths About COVID-19 Vaccination

1. The vaccine will alter my DNA/make me infertile.
2. I already had COVID-19, so I do not need the vaccine.
3. Not everyone with COVID-19 dies, so I will be fine without the vaccine.
4.  By taking the vaccine I will get the COVID-19 infection or will test positive 

for COVID-19.
5. The vaccine may make me psychotic or have a microchip.
6.  Vaccines cannot be trusted, as they were rushed in the process of their 

development.

Figure 1. Concerns and Confidence About the Vaccines

Concerns about adverse effects

A great deal of confidence

rEaSONS FOr NOT WaNTING ThE VaccINE

cONFIDENcE IN ThE VaccINES’ SaFETY aND EFFIcacY

76%

19%

Waiting to learn more about the vaccines’ efficacy

A fair amount of confidence

Not much confidence, or none at all

72%

45%

35%

Figure 2. Groups Hesitant to 
Receive the Vaccine5 

42%Republicans

35%

35%

Rural residents

Black adults
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tend to occur in the first 6 weeks after 
administration. To refute this mis-
conception, point out that the pan-
demic’s impact led to unprecedented 
collaboration between governments 
and pharmaceutical companies and 
considerably shortened bureaucratic 
wait times. 
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Swift Action: A Look at President 
Biden’s Health Care Executive Orders 
» Keith A. Reynolds

T
he newly minted White House administration wasted no time in enacting its health 

care agenda, as President Joseph R. Biden Jr  signed a flood of executive orders during 

his first 48 hours in office. Among the top priorities are the nation’s coronavirus dis-

ease 2019 (COVID-19) response and mental health issues.

Here is a look at some of Biden’s actions 
since taking office:

IMPROVING AND EXPANDING ACCESS TO COVID-19 
CARE AND TREATMENTS. This order directs officials 
to support studies and clinical trials for new 
COVID-19 interventions, create 
recommendations for expanding health care 
facility capacity, and improve access to quality 
and affordable treatments.

ENACTING DATA-DRIVEN RESPONSE TO COVID-19. 
The heads of all executive departments and agen-
cies are ordered to help in the gathering and dis-
semination of COVID-19 data to assist in the pan-

demic response. Because this order also seeks to 
improve public health data collection and analyt-
ics going forward, it also orders them to help en-
hance data collection and collaboration capabili-
ties in future public health threats. 

SHORING UP THE PUBLIC HEALTH SUPPLY CHAIN. 
Biden invoked the Defense Production Act to in-
ventory all COVID-19 response supplies, take 
steps to address pricing of pandemic response 
supplies, and facilitate the access to the strategic 
national stockpile by indigenous people.

PROTECTING WORKER HEALTH AND SAFETY. Using 
the Occupational Safety and Health Act, the secre-

tary of labor will issue revised guidance to employ-
ers on workplace safety during the COVID-19 pan-
demic.

PROHIBITING DISCRIMINATION BASED ON GENDER 
IDENTITY AND SEXUAL ORIENTATION. Advocates and 
mental health care professionals believe this will 
help improve the overall well-being for LGBTQ 
populations.

OPENING A SPECIAL ENROLLMENT PERIOD FOR A 
NEW SUBSIDIZED HEALTH INSURANCE PLAN. This al-
lows people who are uninsured to log on to the 
federal website and choose a health plan to obtain 
coverage, which especially has importance with 
the pandemic. 

These are just a sample of the actions taken, and 
it is believed that Biden will continue to tackle 
mental health issues, including the opioid crisis. ❒

read more at: https://bit.ly/3ccy7Bv
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» Brian Miller, MD, PhD, MPH

P resently, there is limited evi-
dence for significant procogni-
tive effects for antipsychotics 

and other pharmacologic approaches.1

Therefore, treatment of cognitive im-
pairment in schizophrenia represents 
a tremendous area of unmet need.

There has been significant re-
search on the effects of exercise on 
brain structure and functional perfor-
mance.2 A meta-analysis found that 
aerobic exercise exerted a positive 
effect on global cognition and some, 
but not all, cognitive domains in pa-
tients with schizophrenia. Unfortu-
nately, findings are limited by small 
samples, as well as variable types and 
intensity of exercise and study de-
signs.3

CASE VIGNETTE

“Mrs Morris” is a 48-year-old Black 
woman with a history of chronic 
schizophrenia. During hospitalization 
for an episode of illness exacerbation, 
her antipsychotic medication was 
modified. Over the next 4 months, 
she gained approximately 50 lb. Mrs 
Morris declined to lower the dose of 
her antipsychotic or change medica-
tions because of her clinical improve-
ment. She worried about risk of an-
other illness relapse. However, she 
was receptive to the recommenda-
tion for increased physical activity for 
weight loss. 

Mrs Morris started walking with a 
neighbor for about 30 minutes at a 
moderate pace at least 3 times per 
week. Over the next year, she lost 36 
lb. Although there were no clinically 
appreciable changes in her cognitive 
function, she reported feeling better 
as a result of her exercise regimen.

Exploring the Research
To further elucidate this issue, Huang 
and colleagues performed a 12-week 

randomized controlled trial of the ef-
fects of aerobic walking on cognitive 
function in patients with schizophre-
nia.4 The goal was to determine if the 
intensity of aerobic walking is associ-
ated with changes in cognition. Pa-
tients were randomized 1:1 based on 
age and sex to usual treatment with 
antipsychotics with or without aero-
bic walking. Inclusion criteria were 
20 to 60 years, DSM-5 diagnosis of 
schizophrenia, stable antipsychotic 
dose for at least 1 month, Positive and 
Negative Syndrome Scale (PANSS) 
total score < 95, no history of major 
physical illness, and no physical dis-
ability that caused difficulty walking.

The Aerobic Protocol
The program comprised 150 min-
utes/week of outdoor walking, typi-
cally divided over 3 to 5 sessions and 
each with a 5-minute warm-up, fol-
lowed by a 5-minute cool-down. 
Transportation was provided to the 
exercise sessions as needed. Partici-
pants wore a Fitbit to monitor heart 
rate and exercise intensity and were 
supervised by research staff who pro-
vided guidance based on heart rate. 
The patients could rest if needed. 
Participants were stratified into high- 
and low-intensity groups based on 
the average in-session heart rate re-
serve. Cognition was evaluated with 
the Brief Assessment of Cognition in 
Schizophrenia (BACS).

Data were analyzed using inten-
tion-to-treat and per-protocol analy-
ses. Multivariate general linear model 
repeated measures were used to in-
vestigate the effects of time, group, 
and the time x group interaction on 
cognition, controlling for illness du-
ration. The authors randomized 67 
patients to treatment as usual (TAU, n 
= 34) or aerobic walking (n = 33) who 
completed the baseline assessment. 
Thirty-three patients in the TAU and 
31 in the aerobic walking group com-
pleted the 12-week trial (Table). At 
baseline, participants in the aerobic 
walking group scored approximately 
0.5 standard deviations lower on 

global cognition than the TAU group. 
The mean duration of aerobic walk-
ing was 129 minutes/week. Eleven 
patients achieved high-intensity 
walking and 22 maintained low-in-
tensity. In the entire intent-to-treat 
sample, the authors found a trend for 
a group effect for greater improve-
ment in verbal fluency in the aerobic 
walking group. They also found a sig-
nificant group effect on attention and 
processing speed in high- versus low-
intensity aerobic walking.

Exploring the Findings
This was the first trial of the effects of 
aerobic walking and exercise intensity 
on cognitive function in schizophrenia, 
according to the study authors. Most 
(> 90%) patients completed the trial 
with a mean of 3 days of exercise per 
week. The findings suggest that this 
intervention is feasible and acceptable 
to patients, and that supervision and 
transportation are associated with re-
tention. Study limitations included the 
modest sample size (especially in the 
high-intensity group) and a relatively 
short study duration, as well as the in-
ability for blinding to the intervention.

The Bottom Line
A supervised aerobic walking program 
involving moderate-intensity exercise 

is feasible and acceptable in patients 
with schizophrenia. Higher intensity 
aerobic exercise may have modest pro-
cognitive effects in these patients. Con-
sidering the other health benefits of 
aerobic walking, these programs can be 
useful for patients with schizophrenia.

Dr Miller is a professor in the 
Department of Psychiatry and Health 
Behavior, Augusta University, 
Augusta, Georgia. He is on the 
Editorial Board and serves as the 
schizophrenia section chief for 
Psychiatric TimesTM. The author re-
ports that he receives research sup-
port from Augusta University, the 
National Institute of Mental Health, 
the Brain & Behavior Research 
Foundation, and the Stanley Medical 
Research Institute.
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Exercise and Cognition in 
Schizophrenia: Is There a Link?
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Mean age = 42 years
Mean BMI = 27 
Mean PANSS total score = 79
Male/Female: 42% / 58%

Table. Participant 
Characteristics 
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» David N. Osser, MD

M any patients with bipolar disorder (BD) have 
comorbid substance use disorders, includ-
ing nicotine use. Some reports suggest 70% 

of patients with BD smoke.1 Importantly, data show 
that continuing to smoke reduces the chances of suc-
cessfully addressing other substance use.2,3 The 
mechanisms of nicotine and other substances are 
similar, so it is necessary to stop all substances that 
are maintaining the pathological processes. Patients, 
and some clinicians, erroneously believe it is OK to 
wait to address cigarette and other nicotine use. 

The most effective smoking cessation medica-
tion is varenicline. The EAGLES study, a random-
ized, double-blind, placebo-controlled trial 
(N=8144) compared varenicline, bupropion, and 
nicotine replacement therapy 
(NRT). The results confirmed 
many smaller studies that vare-
nicline treatment had the best 
outcome (defined as abstinence 
at weeks 9-12).4 The investiga-
tors also studied the effects 
among various diagnoses by di-
viding patients into 2 equal co-
horts—one with and the other 
without psychiatric disorders 
(70% unipolar and bipolar 
mood disorders, 20% anxiety 
disorders, and 10% psychotic 
disorders). The study found varenicline performed 
the best of the 4 treatments in both groups. In the 
nonpsychiatric cohort, abstinence rates were 38% 
for varenicline vs 26% on other active treatments 
and 14% on placebo. In the psychiatric cohort, ab-
stinence occurred in 29% on varenicline, 19% to 
20% on the other medications, and 11% on placebo.  

The safety results may surprise some clinicians 
and patients. No differences were reported in mod-
erate to severe neuropsychiatric adverse effects 
(eg, depression, suicidality, aggression) between 
varenicline and placebo in either cohort. In fact, as 
a result of the EAGLES findings, the US Food and 
Drug Administration removed the longstanding 
black box warning regarding such adverse effects. 
Interestingly, these neuropsychiatric adverse 
events can occur, but they are not more common if 
the patient is on varenicline. The effects are pro-
posed to be due to nicotine withdrawal. These 
safety results are consistent with many other stud-
ies, and the call to “stop ringing the alarm bell” was 
in the literature even before EAGLES.5 Previous 
studies included patients with stabilized BD, and 

findings showed excellent efficacy and safety re-
garding precipitation of mood swings. There seem 
to be no significant drug interactions with any bi-
polar medications. 

If smoking cessation fails on varenicline, con-
trolled studies have shown augmentations with NRT 
or bupropion can add efficacy.6,7 Bupropion, how-
ever, is probably not a good choice for a patient with 
BD. The preferred augmentation would be NRT 
with patch and oral agents followed by slow taper; 
this strategy may blunt the nicotine withdrawal and 
increase success rates.

One minor adverse effect of varenicline is insom-
nia. Nightmares and disturbed awakenings associ-
ated with posttraumatic stress disorder (PTSD) may 
increase with varenicline. Before initiating vareni-
cline, sleep disturbance associated with PTSD 

should be managed with prazo-
sin. Five out of 8 placebo-con-
trolled studies have found effi-
cacy for prazosin. (Prazosin for 
PTSD in BD will be discussed in 
a future article; dosing and pro-
cedures with prazosin are best 
exemplified by Raskind et al.8

Prazosin may need to be in-
creased if the nightmares re-
sume or increase after starting 
varenicline.)

The hydrocarbons in ciga-
rette smoke increase the activ-

ity of cytochrome P450 1A2, which metabolizes 
olanzapine and clozapine. Smoking cessation will, 
therefore, result in gradual deinduction of this en-
zyme, and plasma levels of these antipsychotics 
will increase over a week or 2.  

Dr Osser is associate professor of psychiatry at 
Harvard Medical School and colead psychiatrist at 
the US Department of Veterans Affairs, National 
Telemental Health Center, Bipolar Disorders 
Telehealth Program, Brockton, Massachusetts.
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Is Varenicline the Answer?
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-Boston, 1976

The elevator squeaks up to seven, 

worn carpet, a muffled, Come in! 

when I knock and enter a room dimmed 

to twilight, Freud’s bust, the graybeard 

interviewer’s face blurred in shadow,

his hand waving me toward a chair 

angled to obscure him from view,

and he gives a strange command:

Tell me a little bit about yourself.

Only a little bit? At a job interview?

But his head is nodding Yes, and I talk— 

med school for psychiatry, patients 

I loved, books that kidnapped my attention, 

growing up with a sick father, 

and the helpless feeling I’d become a doctor 

and still couldn’t save him, the professor 

laying low in shadow, breathing Hmmm, 

Uh-huh, in rhythm with my words 

until that moment an hour deep 

when he suddenly stands and thanks me 

for coming in, for sharing so much,  

my life pasted on his wall to analyze, 

the flash of insight: training had begun.

Dr Berlin has been writing a poem about his 
experience of being a doctor every month for the 
past 23 years in Psychiatric TimesTM in a column 

called “Poetry of the Times.” He is 
instructor in psychiatry, University 
of Massachusetts Medical School, 
Worcester,  Massachusetts. ❒

Some reports 
suggest that 70% 
of patients with 
bipolar disorder 
smoke nicotine.
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Jack Weinberg Memorial Award 
in Geriatric Psychiatry

The American Psychiatric Association (APA) and 
the APA Foundation have selected Rajesh R. 
Tampi, MD, MS, DFAPA, as the recipient of the 
2021 Jack Weinberg Memorial Award in Geriatric 
Psychiatry. The award, instituted in 1983, recog-
nizes a psychiatrist who has devoted their career to 
geriatric psychiatry. The awardee also exemplifies 
leadership and goes above and beyond in the areas 
of clinical practice, educational training and men-
torship, and important research.1

Tampi’s passion—to promote the care of older 
adults with mental health disorders and to train the 
next generation of leaders in psychiatry and geriat-
ric psychiatry—certainly falls within these param-

eters. His clinical interests in-
clude not only late-life 
psychiatric disorders but also 
legal matters and ethics, neu-
rodegenerative disorders, and 
integrated geriatric-psychiat-
ric care. He has been a propo-
nent of undergraduate and 
postgraduate education in 
both psychiatry and geriatric 
psychiatry. 

“I am honored and hum-
bled to receive the award,” Tampi told Psychiatric 
TimesTM. “It was the support of Cleveland Clinic, 
the Yale School of Medicine, the American Asso-
ciation of Geriatric Psychiatry, and the APA that has 
allowed me the opportunity to pursue my passion 
for clinical excellence, teaching, mentorship, re-
search, writing, and advocacy,” he added.

When asked what drew him to geriatric psy-
chiatry as a specialty, Tampi replied, “It provides 
compassionate care for vulnerable, older adults 
with mental health disorders who face so many 
hardships in their life. In addition, the field of geri-
atric psychiatry offers the perfect interface be-
tween psychiatry, medicine, and neuroscience to 

practice the science and art of healing.” 
Tampi is chairman of the Department of Psy-

chiatry & Behavioral Sciences, Cleveland Clinic 
Akron General in Akron, Ohio. He also is professor 
of medicine, Cleveland Clinic Learner College of 
Medicine of Case Western Reserve University, as 
well as professor of psychiatry at North East Ohio 
Medical University. He is adjunct professor of psy-
chiatry at Yale School of Medicine, New Haven, 
Connecticut.

In addition to his appointment as Geriatric Psy-
chiatric Section Editor for Psychiatric TimesTM, 
Tampi is editor-in-chief of the World Journal of 
Psychiatry and associate editor of Drugs in Con-
text (Psychiatry). He is also copresident of the 
American Association for Geriatric Psychiatry. A 
prolific writer, Tampi’s published works include 
nearly 200 publications and 46 book chapters; he 
also is editor of 9 books in psychiatry. His most 
recent book is Absolute Geriatric Psychiatry Re-
view. Essential Questions and Answers (Springer 
International Publishing; 2021).  

Tampi lives in Ohio, with his wife Deena, a fre-
quent collaborator with him on articles and book 
projects, and their children Alexa, Vaishnav, Julia, 
Olivia, Poki, Smoki, and Oreo Cookie. 

All award recipients will be recognized in the 
online 2021 American Psychiatric Association An-
nual Meeting Convocation. 

Seymour Pollack Award

The American Academy of Psychiatry and the Law 
(APPL) presented James L. Knoll IV, MD, with the 
Seymour Pollack Award, for notable achievements 
in the education and teaching of forensic psychia-
try. The award was presented at the 51st APPL An-
nual Meeting.2

Knoll, director of forensic psychiatry and pro-
fessor of psychiatry at State University of New 
York (SUNY) Upstate Medical University in Syra-
cuse, said he was honored and humbled to receive 
the award. He added that it was the support of 

AAPL, SUNY Upstate, and New York State’s Of-
fice of Mental Health that has allowed him the op-
portunity to pursue his passion for teaching, writ-
ing, and forensic investigation. He added that the 
award further inspires him to explore the interface 
between psychiatry and the law, as well as to train 
the next generation of forensic psychiatrists.

Editor in chief emeritus of Psychiatric TimesTM

from 2010 to 2014, Knoll is a nationally recog-
nized expert in forensic psychiatry who has made 
significant contributions to the 
research on mass murder and 
violence. He is chair of the 
Threat Assessment Subcom-
mittee of the Syracuse School 
Safety Task Force and has 
spoken nationally and con-
sulted with law enforcement, 
including the Department of 
Justice, the National Institute 
of Justice, and the Federal 
Bureau of Investigation 
(FBI).

Knoll is one of only a handful of psychiatrists in 
the country to be accepted as an associate fellow of 
the International Criminal Investigative Analysis 
Fellowship; the fellowship meets regularly at the 
FBI National Academy in Quantico, Virginia. Be-
fore moving to New York, he was the director of 
Psychiatric Treatment Services for the New Hamp-
shire state prison system, where he was responsible 
for the oversight of New Hampshire’s insanity ac-
quittee patient population. Knoll has served as an 
expert witness in cases of national prominence, 
such as the “Cleveland Strangler” serial murder 
case of Anthony Sowell, and the “137 shots” 
Cleveland Police shooting case. He has served as a 
stalking risk assessment consultant for law en-
forcement and for victims of stalking for more than 
20 years.

A prodigious writer, Knoll’s works include:

 Articles for Psychiatric TimesTM, including the 
series “Tales From the New Asylum.”

 Articles for the Correctional Mental Health 
Report, (for which he served as coeditor and 
contributing editor). 

 Textbooks about forensic psychiatry, including 
Principles & Practice of Forensic Psychiatry, The 
Oxford Textbook of Correctional Psychiatry, the 
Textbook of Forensic Psychiatry, and Clinical 
Assessment of Malingering and Deception.

 A vast compendium of articles on the 
Jonestown mass murder-suicide. 
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Geriatric Psychiatry. Yale School of Medicine. February 4, 2021. Accessed 
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cessed November 6, 2020. https://www.aapl.org/docs/
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eters. His clinical interests in-
clude not only late-life 
psychiatric disorders but also 
legal matters and ethics, neu-
rodegenerative disorders, and 
integrated geriatric-psychiat-
ric care. He has been a propo-
nent of undergraduate and 
postgraduate education in 
both psychiatry and geriatric 
psychiatry. 

RAJESH R. TAMPI, MD

JAMES L. KNOLL IV, MD

Leading psychiatric organizations have recognized the commitment and exemplary 
work of Psychiatric TimesTM Editorial Board members.

» Laurie Martin

Do you know someone in psychiatry who has been honored with an award? 
Please share the good news with us by emailing PTEditor@mmhgroup.com.
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C A P LY TA  F O R  S C H I Z O P H R E N I A  
I N  A D U LT S

        THIS ISN’T JUST A COFFEE RUN.

• Tardive Dyskinesia, a syndrome of potentially irreversible, 
dyskinetic, and involuntary movements which may increase as 
the duration of treatment and total cumulative dose increases. 
The syndrome can develop after a relatively brief treatment period, 
even at low doses.  It may also occur after discontinuation of treatment. 
Given these considerations, CAPLYTA should be prescribed in a manner 
most likely to reduce the risk of tardive dyskinesia. Discontinue 
CAPLYTA if clinically appropriate.

•  Metabolic Changes, including hyperglycemia, diabetes mellitus, 
dyslipidemia, and weight gain. Hyperglycemia, in some cases extreme 
and associated with ketoacidosis, hyperosmolar coma or death, has 
been reported in patients treated with antipsychotics. Measure weight 
and assess fasting plasma glucose and lipids when initiating CAPLYTA 
and monitor periodically during long-term treatment.

• Leukopenia, Neutropenia, and Agranulocytosis 
(including fatal cases). Perform complete blood counts in 
patients with pre-existing low white blood cell count (WBC) or history 
of leukopenia or neutropenia. Discontinue CAPLYTA if clinically 
signifi cant decline in WBC occurs in absence of other causative 
factors.

Important Safety Information
Boxed Warning: Elderly patients with dementia-related 
psychosis treated with antipsychotic drugs are at an 
increased risk of death. CAPLYTA is not approved for the 
treatment of patients with dementia-related psychosis.
Contraindications: CAPLYTA is contraindicated in patients with 
known hypersensitivity to lumateperone or any components of 
CAPLYTA. Reactions have included pruritus, rash (e.g. allergic 
dermatitis, papular rash, and generalized rash), and urticaria.
Warnings & Precautions: Antipsychotic drugs have been 
reported to cause:

•  Cerebrovascular Adverse Reactions in Elderly 
Patients with Dementia-Related Psychosis, including 
stroke and transient ischemic attack. See Boxed Warning above.

•  Neuroleptic Malignant Syndrome, which is a potentially 
fatal reaction. Signs and symptoms include: hyperpyrexia, muscle rigidity, 
delirium, autonomic instability, elevated creatinine phosphokinase, 
myoglobinuria (and/or rhabdomyolysis), and acute renal failure. Manage 
with immediate discontinuation of CAPLYTA and provide intensive 
symptomatic treatment and monitoring. 
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SEE ITS EFFICACY AT CAPLYTAHCP.COM

CAPLYTA is a registered trademark of Intra-Cellular Therapies, Inc.  © 2020 Intra-Cellular Therapies, Inc. All rights reserved. 09/2020 US-CAP-2000519

Please see the accompanying Brief Summary of Prescribing Information on the following page.

Reference: 1. CAPLYTA prescribing information, 2019.

IT’S REAL  
 PROGRESS.        THIS ISN’T JUST A COFFEE RUN.

 ■  Antipsychotic drugs have been reported to cause1:
 •  Hyperglycemia, diabetes, dyslipidemia, and weight gain. Blood 

glucose, weight, and lipids should be monitored periodically 
during long-term treatment

 •  Tardive dyskinesia (TD), which may increase as the duration 
of treatment and cumulative dose increases, and can develop 
after brief treatment periods or after discontinuation. See full 
Important Safety Information, including Boxed Warning, below

Choose CAPLYTA to help control 
your patients’ symptoms—with 
a metabolic, weight, and EPS 
profile similar to placebo in  
4- to 6-week trials1

Drug Interactions: Avoid concomitant use with CYP3A4 inducers, 
moderate or strong CYP3A4 inhibitors and UGT inhibitors.

Special Populations: Neonates exposed to antipsychotic drugs during 
the third trimester of pregnancy are at risk for extrapyramidal and/or  
withdrawal symptoms following delivery. Breastfeeding is not recommended.
Avoid use in patients with moderate or severe hepatic impairment.

Adverse Reactions: The most common adverse reactions in  
clinical trials with CAPLYTA vs. placebo were somnolence/sedation 
(24% vs. 10%) and dry mouth (6% vs. 2%).

•  Orthostatic Hypotension and Syncope. Monitor heart  
rate and blood pressure and warn patients with known cardiovascular  
or cerebrovascular disease. Orthostatic vital signs should be monitored  
in patients who are vulnerable to hypotension.

•  Falls. CAPLYTA may cause somnolence, postural hypotension,  
and motor and/or sensory instability, which may lead to falls and,  
consequently, fractures and other injuries. Assess patients for  
risk when using CAPLYTA. 

•  Seizures. Use CAPLYTA cautiously in patients with a history of  
seizures or with conditions that lower seizure threshold.

•  Potential for Cognitive and Motor Impairment. Advise 
patients to use caution when operating machinery or motor vehicles  
until they know how CAPLYTA affects them.

•  Body Temperature Dysregulation. Use CAPLYTA with  
caution in patients who may experience conditions that may increase 
core body temperature such as strenuous exercise, extreme heat, 
dehydration, or concomitant anticholinergics.

•   Dysphagia. Use CAPLYTA with caution in patients at risk  
for aspiration.
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Brief Summary of Full Prescribing Information.

CAPLYTA™ (lumateperone) capsules, for oral use
Initial U.S. Approval: 2019

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. CAPLYTA is not approved for the 
treatment of patients with dementia-related psychosis.

INDICATIONS AND USAGE 
CAPLYTA is indicated for the treatment of schizophrenia in adults.
CONTRAINDICATIONS
CAPLYTA is contraindicated in patients with history of hypersensitivity reaction to  
lumateperone. Reactions have included pruritus, rash (e.g. allergic dermatitis,  
papular rash, and generalized rash), and urticaria.  
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 the drug-treated patients of between 1.6 to 1.7 times that 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 placebo- 
treated patients.  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. CAPLYTA 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 trials in elderly subjects with 
dementia, patients randomized to risperidone, aripiprazole, and olanzapine had a 
higher incidence of stroke and transient ischemic attack, including fatal stroke. 
CAPLYTA is not approved for the treatment of patients with dementia-related 
psychosis.
Neuroleptic Malignant Syndrome: Neuroleptic Malignant Syndrome (NMS), a 
potentially fatal symptom complex, has been reported in association with admin-
istration of anti-psychotic drugs. Clinical manifestations of NMS are hyperpyrexia, 
muscle rigidity, delirium, and autonomic instability. Additional signs may include 
elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and acute 
renal failure. If NMS is suspected, immediately discontinue CAPLYTA and provide 
intensive symptomatic treatment and monitoring. 
Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially  
irreversible, involuntary, dyskinetic movements, may develop in patients treat-
ed with antipsychotic drugs. The risk appears to be highest among the elderly,  
especially elderly women, but it is not possible to predict which patients are like-
ly to develop the syndrome. Whether antipsychotic drug products differ in their  
potential to cause tardive dyskinesia is unknown. The risk of tardive dyskinesia  
and the likelihood that it will become irreversible increase with the duration of treat-
ment and the cumulative dose. The syndrome can develop after a relatively brief 
treatment period, even at low doses. It may also occur after discontinuation of 
treatment. Tardive dyskinesia may remit, partially or completely, if antipsychotic 
treatment is discontinued. Antipsychotic treatment itself, however, may suppress 
(or partially suppress) the signs and symptoms of the syndrome, possibly mask-
ing the underlying process. The effect that symptomatic suppression has upon the 
long-term course of tardive dyskinesia is unknown. Given these considerations, 
CAPLYTA should be prescribed in a manner most likely to reduce the risk of  
tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved 
for patients: 1) who suffer from a chronic illness that is known to respond to  
antipsychotic drugs; and 2) for whom alternative, effective, but potentially less 
harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, use the lowest dose and the shortest duration of treatment  
producing a satisfactory clinical response. Periodically reassess the need for  
continued treatment. If signs and symptoms of tardive dyskinesia appear in a  
patient on CAPLYTA, drug discontinuation should be considered. However, some 
patients may require treatment with CAPLYTA despite the presence of the syndrome. 
Metabolic Changes: Antipsychotic drugs have caused metabolic changes, including  
hyperglycemia, diabetes mellitus, dyslipidemia, and weight gain. Although 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, in some cases extreme and associated with ketoacidosis,  
hyperosmolar coma or death, has been reported in patients treated with  
antipsychotics. There have been reports of hyperglycemia in patients treated 
with CAPLYTA. Assess fasting plasma glucose before or soon after initiation of 
antipsychotic medication and monitor periodically during long-term treatment. 
In pooled data from short-term (4- to 6-week), placebo-controlled trials of adult 
patients with schizophrenia, mean changes from baseline and the proportion of 
patients with shifts from normal to greater than normal levels of fasting glucose 
in patients treated with CAPLYTA were similar to those in patients treated with  
placebo. In an uncontrolled open-label trial of CAPLYTA for up to 1 year in  
patients with stable schizophrenia, the percentages of patients with shifts in fasting  
glucose and insulin values from normal to high were 8% and 12%, respective-
ly. 4.7% of patients with normal hemoglobin A1c (<6.5%) at baseline developed  
elevated levels (≥6.5%) post-baseline. Dyslipidemia - Antipsychotics have caused 
adverse alterations in lipids. Before or soon after initiation of antipsychotic med-
ications, obtain a fasting lipid profile at baseline and monitor periodically during  
treatment. In pooled data from short-term (4- to 6-week), placebo-controlled trials  
of adult patients with schizophrenia, mean changes from baseline and the proportion  
of patients with shifts to higher levels of fasting total cholesterol and triglycerides  
were similar in patients treated with CAPLYTA and placebo. In an uncontrolled 
open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia,  
the percentages of patients with a shift from normal to high were 8%, 5%, and 4% 
for total cholesterol, triglycerides, and LDL cholesterol, respectively. Weight Gain -  
Weight gain has been observed with use of antipsychotics. Monitor weight 
at baseline and frequently thereafter. In pooled data from placebo-controlled  
trials of adult patients with schizophrenia, mean changes from baseline and 
the proportion of patients with an increase in weight ≥7% from baseline to 
end of study was similar in patients treated with CAPLYTA and placebo. In an  
uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable 
schizophrenia, the mean change in body weight was approximately -2 kg (SD 5.6)  
at Day 175 and approximately - 3.2 kg (SD 7.4) at Day 350.
Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia and neutropenia 
have been reported during treatment with antipsychotic agents, including CAPLYTA.  
Agranulocytosis (including fatal cases) has been reported with other agents in the 
class. Possible risk factors for leukopenia and neutropenia include pre-existing 
low white blood cell count (WBC) or absolute neutrophil count (ANC) and history  
of drug-induced leukopenia or neutropenia. In patients with a pre-existing low 

WBC or ANC or a history of drug-induced leukopenia or neutropenia, perform a  
complete blood count (CBC) frequently during the first few months of therapy. In 
such patients, consider discontinuation of CAPLYTA at the first sign of a clinical-
ly 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  
CAPLYTA in patients with absolute neutrophil count < 1000/mm3 and follow their 
WBC until recovery.
Orthostatic Hypotension and Syncope: Atypical antipsychotics cause orthostat-
ic hypotension and syncope. Generally, the risk is greatest during initial dose  
administration. In these clinical trials the frequencies of orthostatic hypotension for 
CAPLYTA and placebo were 0.7% and 0%, respectively. The rates of syncope for 
CAPLYTA and placebo were 0.2% and 0.2%.  Orthostatic vital signs should be mon-
itored in patients who are vulnerable to hypotension (e.g., elderly patients, patients 
with dehydration, hypovolemia, and concomitant treatment with antihypertensive 
medications), patients with known cardiovascular disease (history of myocardial 
infarction, ischemic heart disease, heart failure, or conduction abnormalities), and 
patients with cerebrovascular disease.  CAPLYTA has not been evaluated in patients 
with a recent history of myocardial infarction or unstable cardiovascular disease. 
Such patients were excluded from pre-marketing clinical trials.
Falls: Antipsychotics, including CAPLYTA, may cause somnolence, postural  
hypotension, and motor and sensory instability, which may lead to falls and,  
consequently, fractures and other injuries. For patients with diseases, conditions 
or medications that could exacerbate these effects, complete fall risk assessments 
when initiating antipsychotic treatment and periodically during long-term treatment.
Seizures: Like other antipsychotic drugs, CAPLYTA may cause seizures. The risk 
is greatest 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 older patients.
Potential for Cognitive and Motor Impairment: CAPLYTA, like other antipsychotics,  
may cause somnolence and has the potential to impair judgment, thinking, and 
motor skills. In short-term (i.e., 4- to 6-week) placebo-controlled clinical trials of 
patients with schizophrenia, somnolence and sedation were reported in 24% of 
CAPLYTA-treated patients, compared to 10% of placebo-treated patients. Patients 
should be cautioned about operating hazardous machinery, including motor vehi-
cles, until they are reasonably certain that therapy with CAPLYTA does not affect 
them adversely.
Body Temperature Dysregulation: Atypical antipsychotics may disrupt the body’s 
ability to reduce core body temperature. Strenuous exercise, exposure to extreme 
heat, dehydration, and anticholinergic medications may contribute to an elevation in 
core body temperature; use CAPLYTA with caution in patients who may experience 
these conditions.
Dysphagia: Esophageal dysmotility and aspiration have been associated with  
antipsychotic drug use. Antipsychotic drugs, including CAPLYTA, should be used 
cautiously in patients at risk for aspiration.

ADVERSE REACTIONS
The following adverse reactions are discussed in detail in other sections of the 
labeling: Increased Mortality in Elderly Patients with Dementia-Related Psycho-
sis; Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with  
Dementia-related Psychosis; Neuroleptic Malignant Syndrome; Tardive Dyskinesia; 
Metabolic Changes; Leukopenia, Neutropenia, and Agranulocytosis; Orthostatic  
Hypotension and Syncope; Falls; Seizures; Potential for Cognitive and Motor Impair-
ment; Body Temperature Dysregulation; 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. The safety of CAPLYTA has been evaluated  
in 1724 adult patients with schizophrenia exposed to one or more doses. Of 
these patients, 811 participated in short-term (4- to 6-week), placebo-controlled  
trials with doses ranging from 14 to 84 mg/day. A total of 329 CAPLYTA-exposed  
patients had at least 6 months of exposure and 108 had at least 1 year of exposure 
to the 42-mg dose of CAPLYTA. There was no single adverse reaction leading to 
discontinuation that occurred at a rate of >2% in CAPLYTA-treated patients. The 
most common adverse reactions (incidence of at least 5% of patients exposed to 
CAPLYTA and greater than twice the rate of placebo) are somnolence/sedation and 
dry mouth. Adverse reactions associated with CAPLYTA (incidence of at least 2% in  
patients exposed to CAPLYTA and greater than placebo) are shown in Table 1. The 
following findings are based on the pooled short-term (4- to 6-week), placebo- 
controlled studies in adult patients with schizophrenia in which CAPLYTA was  
administered at a daily dose of 42 mg (N=406). Table 1 in the full Prescribing  
Information displays Adverse Reactions Reported in ≥2% of CAPLYTA-Treated 
Patients in 4- to 6-week Schizophrenia Trials. Adverse reaction is followed by 
percentage of patients treated with CAPLYTA 42mg (N=406) and Patients treated 
with Placebo (N=412) in parentheses. Somnolence/ Sedation (24%, 10%); Nausea 
(9%, 5%); Dry Mouth (6%, 2%); Dizziness1 (5%, 3%); Creatine Phosphokinase  
Increased (4%, 1%); Fatigue (3%, 1%); Vomiting (3%, 2%); Hepatic Transami-
nases Increased2 (2%, 1%); Decreased Appetite (2%, 1%). 1 Dizziness, dizziness 
postural; 2 ALT, AST, “hepatic enzymes” increased, or liver function test abnormal.
Dystonia: Symptoms of dystonia, prolonged abnormal contractions of mus-
cle 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. Although these symptoms can occur at low doses, 
they occur more frequently and with greater severity with high potency and higher 
doses of first-generation antipsychotic drugs. An elevated risk of acute dystonia is 
observed in males and younger age groups.
Extrapyramidal Symptoms: In the 4- to 6-week, placebo-controlled trials, the fre-
quency of reported events related to extrapyramidal symptoms (EPS), including 
akathisia, extrapyramidal disorder, muscle spasms, restlessness, musculoskeletal 
stiffness, dyskinesia, dystonia, muscle twitching, tardive dyskinesia, tremor, drooling, 
and involuntary muscle contractions was 6.7% for CAPLYTA and 6.3% for placebo. In 
the 4- to 6-week trials, data were collected using the Simpson Angus Scale (SAS) for 
EPS (total score ranges from 0 to 40), the Barnes Akathisia Rating Scale (BARS) for 
akathisia (total score ranges from 0 to 14), and the Abnormal Involuntary Movement 
Scale (AIMS) for dyskinesia (total score ranges from 0 to 28). The mean changes 
from baseline for CAPLYTA-treated patients and placebo-treated patients were 0.1 
and 0 for the SAS, -0.1 and 0 for the BARS, and 0.1 and 0 for the AIMS, respectively.

DRUG INTERACTIONS
Table 2 in the full Prescribing Information displays Drugs Having Clinically  
Important Interactions with CAPLYTA. Moderate or Strong CYP3A4 Inhibitors: 
Concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors increases 
lumateperone exposure, which may increase the risk of adverse reactions. Avoid 
concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors. Exam-
ples of CYP3A4 inhibitors include: Moderate inhibitors - Amprenavir, ciprofloxacin, 
cyclosporine, diltiazem, erythromycin, fluconazole, fluvoxamine, verapamil. Strong 
inhibitors - Clarithromycin, grapefruit juice, itraconazole, voriconazole, nefazodone, 

ritonavir, nelfinavir. CYP3A4 Inducers: Concomitant use of CAPLYTA with CYP3A4 
inducers decreases the exposure of lumateperone. Avoid concomitant use of  
CAPLYTA with CYP3A4 inducers. Examples of CYP3A4 inducers include:  
Carbamazepine, phenytoin, rifampin, St. John’s wort, bosentan, efavirenz, etravirine,  
modafinil, nafcillin, aprepitant, armodafinil, pioglitazone, prednisone. UGT Inhibitors:  
Concomitant use of CAPLYTA with UGT inhibitors may increase the exposure of 
lumateperone and/or its metabolites. Avoid concomitant use of CAPLYTA with UGT 
inhibitors. Examples of UGT inhibitors include: Valproic acid, probenecid

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 CAPLYTA, 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 ex-
posed to antipsychotic drugs during the third trimester are at risk for extrapyramidal  
and/or withdrawal symptoms following delivery. Available data from case reports on 
CAPLYTA use in pregnant women are insufficient to establish any drug associated  
risks for birth defects, miscarriage, or adverse maternal or fetal outcomes. There 
are risks to the mother associated with untreated schizophrenia and with exposure 
to antipsychotics, including CAPLYTA, during pregnancy. In animal reproduction 
studies, no malformations were observed with oral administration of lumateperone 
to pregnant rats and rabbits during organogenesis at doses up to 2.4 and 9.7 times, 
respectively, the maximum recommended human dose (MRHD) of 42 mg/day on 
a mg/m2 basis. When pregnant rats were administered lumateperone during the 
period of organogenesis through lactation, the number of perinatal deaths of pups 
was increased at 4.9 times the MRHD, with no adverse effects on pups at 2.4 times 
the MRHD. 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 Consider-
ations - Disease associated maternal and/or embryo/fetal risk: There is risk to the 
mother from untreated schizophrenia, including increased risk of relapse, hospital-
ization, and suicide. Schizophrenia is 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 during the third trimester of  
pregnancy. These symptoms have varied in severity. Monitor neonates for extra- 
pyramidal and/or withdrawal symptoms and manage symptoms appropriately. 
Some neonates recovered within hours or days without specific treatment; others 
required prolonged hospitalization. Data - Animal Data: Pregnant rats were treated 
with oral doses of 3.5, 10.5, 21, and 63 mg/kg/day lumateperone (0.8, 2.4, 4.9, 
and 14.6 times the MRHD on a mg/m2 basis) during the period of organogenesis. 
No malformations were observed with lumateperone at doses up to 2.4 times the 
MRHD. Findings of decreased body weight were observed in fetuses at 4.9 and 14.6 
times the MRHD.  Findings of incomplete ossification and increased incidences of 
visceral and skeletal variations were recorded in fetuses at 14.6 times the MRHD, a 
dose that induced maternal toxicity. Pregnant rabbits were treated with oral doses 
of 2.1, 7, and 21 mg/kg/day lumateperone (1.0, 3.2, and 9.7 times the MRHD on 
a mg/m2 basis) during the period of organogenesis. Lumateperone did not cause 
adverse developmental effects at doses up to 9.7 times the MRHD. In a study in 
which pregnant rats were administered oral doses of 3.5, 10.5, and 21 mg/kg/day 
lumateperone (0.8, 2.4, and 4.9 times the MRHD on a mg/m2 basis) during the 
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Exploring Psychiatry and the Human Condition
AFTAB: Can you briefly tell us about the Critical 
Psychiatry Network? Its mission and how it has 
impacted British psychiatry over the years?

MONCRIEFF: When I was a trainee in psychiatry, I 
felt the way psychiatry was portrayed in the 
mainstream—in textbooks and medical jour-
nals—did not match my ideas about the nature of 
mental health problems or my experience of indi-
viduals who were deemed to have such problems. 
I was aware that other trainees felt like this too, 
so I started a club while I was at the Institute of 
Psychiatry in 1997. Initially we had discussions 
about interesting books and articles, and then we 
organized meetings, in conjunction with the 
Maudsley Hospital service-users group, with out-
side speakers, including the likes of Szasz, Niko-
las Rose, PhD, and Andrew Scull, PhD. Around 
this time, we were contacted by some psychia-
trists from another part of the UK, who were con-
cerned about the upcoming review of the Mental 
Health Act. We got together to submit evidence 
to this review, and that was the start of the Criti-
cal Psychiatry Network. Since that time, it has 
functioned as a forum for mutual support, and as 
a mechanism for contributing a critical view of 
psychiatric practice to various parliamentary and 
governmental reviews, the media, and other orga-
nizations. Have we had any impact? I think the 
fact that members of the psychiatric profession 
are challenging mainstream views, particularly 
the dominance of the biological paradigm in psy-
chiatry, is important, and helps to support broader 
movements that are trying to imagine and estab-
lish alternative approaches. 

AFTAB: Models of drug action have been an impor-
tant focus of your work—in particular, the dis-
tinction between the disease-centered model and 
drug-centered model. In the disease-centered 
model, drugs help correct an abnormal brain state 
and the therapeutic effects of drugs are derived 
from their effects on an underlying disease pro-
cess. In the drug-centered model, drugs are psy-
choactive agents that create an abnormal brain 
state, and therapeutic effects are derived from the 
impact of drug-induced states on behavioral and 
emotional problems. Can you elaborate for us 
how ignoring this has distorted our understand-
ing of the treatment of psychiatric conditions and 
has biased our assessments of risks and benefits?

MONCRIEFF: The assumption that drugs work by 
acting on the underlying biological mechanisms 
of mental symptoms, the disease-centered model,  
has obscured the fact that the drugs we use in psy-
chiatry are psychoactive drugs—that is, drugs 
change the brain in ways we do not fully under-
stand and, by doing so, produce more or less sub-
tle alterations to normal mental experiences and 
behavior—what I have called the drug-centered 
model of drug action. Because we have ignored 
the fact that psychiatric drugs are psychoactive 
substances, we have not bothered to properly re-
search or even describe the physical and mental 

physical alterations they produce and all the short- 
and long-term consequences of these. Therefore, 
we are not making fully informed assessments of 
the benefits and harms of drug treatment, and be-
cause we assume we are rectifying an underlying 
abnormality, we tend to over-estimate the benefits 
of treatment and understate its harms. 

Although I think there are some situations in 
which some drugs can be useful—eg, antipsy-
chotics in acute psychosis, benzodiazepines in 
acute agitation—this has led  to millions of indi-
viduals who are taking drugs that are doing them 
little or no good, but are causing them harm; both 
harm that we know about and harm that we have 
not properly researched yet. 

AFTAB: I wonder if the disease-centered model 
conflates instances of disease processes with bio-
logical mechanisms. Let us consider a thought 
experiment. Assume that in patient A, biological 
mechanism X mediates the subjective experience 
of anhedonia. We are not qualifying mechanism 
X as an abnormality or disease, we are simply 
saying that it is a mechanism, among others, of 
generating anhedonia. Patient A takes a medica-
tion M, which has a direct action on X that leads 
to an improvement in anhedonia. Again, we are 
not saying that M is fixing an abnormality in X, 
just that it has a direct action on mechanism X. In 
this thought experiment, M is neither correcting a 
disease process nor is it producing a therapeutic 
effect indirectly from a drug-induced state; it is 
producing a therapeutic effect by a direct action 
on a mechanism that is not necessarily abnormal 
but is nonetheless directly involved in the experi-
ence being targeted. How would your framework 
incorporate such hypotheticals?

MONCRIEFF: I think I make it clear in my writings 
that the disease-centered model I have outlined is 
not restricted to what we think of as diseases, es-
pecially as the use of this term in psychiatry is 
not clear-cut. The disease-centered model con-
sists of the idea that drugs work by targeting un-
derlying biological mechanisms that produce 
what we call the symptoms of mental disorders. 
Hence, your thought experiment is an example of 
the disease-centered model as I have noted. 

My response to your example is this: First of 
all, we have no idea what biological mechanism 
mediates anhedonia or almost any other subjec-
tive experience. The idea that we can pin down 
the biological mechanisms of complex human 
thoughts, feelings, and behaviors is part of the 
problem with our thinking. We cannot do this 
now, and we have no indication that we will be 
able to do so in the future—a view put forward in 
critical neuroscience too, by the way.1-3 

Second, if you give a drug that affects mecha-
nisms P, Q, R, S and some others, and through its 
action produces an altered mental state in anyone 
who takes it regardless of diagnosis, allowing for 
individual variation, you will get some impact on 
emotions, including feelings of anhedonia. This 
may involve mechanisms related to anhedonia, 

» Awais Aftab, MD

Joanna moncrieff, mD, is professor 
of critical and social psychiatry at University College 
London and works as a consultant in community 
psychiatry in London. She has researched and writ-
ten about theories of drug action, drug efficacy, the 
subjective experience of taking psychiatric drugs; 
decision-making; the history of drug treatment; and 
the history, politics, and philosophy of psychiatry 
more generally. She is currently leading a United 
Kingdom (UK) government-funded study of antipsy-
chotic reduction and discontinuation, called the RA-
DAR study (Research into Antipsychotic Discontinu-
ation and Reduction). She is one of the founders and 
the co-chairperson of the Critical Psychiatry Net-
work. She has authored numerous papers and sev-
eral books including The Myth of the Chemical Cure 
(Palgrave Macmillan, 2008); The Bitterest Pills: The 
Troubling Story of Antipsychotic Drugs (Palgrave 
Macmillan, 2013); and A Straight-Talking Introduc-
tion to Psychiatric Drugs (PCCS Publishers, 2013).

Moncrieff’s views on psychopharmacological 
mechanisms of action, although controversial, have 
been influential within the critical psychiatry com-
munity. We have discussed some implications of 
the drug-centered model in an earlier interview 
with Sandra Steingard, MD. Moncrieff’s ongoing 
randomized controlled trial investigating the long-
term impact of gradual antipsychotic dose reduc-
tion and discontinuation in schizophrenia on out-
comes such as psychotic relapse and social 
functioning (versus maintenance treatment) could 
alter how the field approaches management of 
chronic psychotic disorders.

This interview, however, largely focuses on con-
ceptual concerns, exploring her views on the nature 
of psychiatric suffering. My first conscious exposure 
to Moncrieff was at the 2017 annual meeting of the 
Association for the Advancement of Philosophy and 
Psychiatry, where Moncrieff gave the keynote lec-
ture titled “Many Ways of Being Human,” in which 
she challenged the medical view of mental disor-
ders and argued that medical and psychiatric condi-
tions have a different relationship to agency, re-
sponsibility, and selfhood. 

Moncrieff s ideas carry on the legacy of Thomas 
Szasz, MD, and given my own disagreements with 
how Szasz conceptualizes the notion of disease, 
this interview also represents an attempt on my part 
to understand how deep our philosophical disagree-
ments go.

The article in Philosophy, Psychiatry, & Psychol-
ogy referred to by Moncrieff was in press at the time 
this interview was conducted but has since been 
published online. I would also like to add that there 
is a large body of literature critically engaging with 
the ideas of Thomas Szasz, such as the 2019 book 
Thomas Szasz: An Appraisal of his Legacy (Interna-
tional Perspectives in Philosophy and Psychiatry; 
2019), which I would encourage readers to explore. 
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including your hypothetical mechanism X, but it 
may not, since any significant alteration of mental 
state and activity will affect emotions in some 
way. Now this is a drug-centered action, and this 
is what I propose is happening when we use psy-
chiatric drugs. 

We recognize the fact that psychoactive sub-
stances such as alcohol and heroin change our 
mental states and can therefore interact with un-
wanted mental states and feelings. We talk of us-
ing alcohol to drown our sorrows, but we do not 
consider alcohol to be targeting the biological ba-
sis of misery in any specific way. When we recog-
nize that psychiatric drugs have psychoactive 
properties, then we can start to understand what 
they are doing in individuals who suffer from 
mental health problems, and we can start to make 
a thorough and informed judgement about the 
pros and cons of using them. 

AFTAB: When you say, “The idea that we can pin 
down the biological mechanisms of complex hu-
man thoughts, feelings, and behaviors is part of 
the problem with our thinking in my view. We 
cannot do this now, and we have no indication 
that we will be able to do so in the future,” do you 
say that in an epistemological sense, that is, re-
flective of the limits of human knowledge and un-
derstanding, or do you say that in an ontological 
sense, that is, you do not think that complex hu-
man thoughts, feelings, and behaviors are medi-
ated by biological mechanisms? By mediate I 
mean that biological mechanisms are part of the 
causal chain that eventually generates human 
thoughts and behaviors; I am not implying that 
human thoughts and behaviors can be reduced to 
or entirely explained by biological mechanisms.

MONCRIEFF:  It depends what you mean by medi-
ate. The Wittgenstein scholar, Peter Hacker, PhD, 
puts this issue well. For Hacker, the mind is a set 
of capacities of the human organism, like Aristot-
le’s psuche or psyche. The human brain working 
as a whole is necessary to generate these capaci-
ties, but individual mental processes cannot nec-
essarily be pinned down to specific brain mecha-
nisms. Think of emotional states like anger, 
elation, anxiety, and fear. They are all associated 
with increased adrenaline and other arousal 
mechanisms, but they have their own character, 
and this character derives from how the individual 
appraises their worldly situation, not from the na-
ture of the biochemical or physiological reactions.

AFTAB: You give the example of opioid medica-
tions as having disease-centered effects as well as 
drug-centered effects. Given that our understand-
ing of causal mechanisms of serious mental ill-
ness as well as mechanisms of drug action is less 
than comprehensive, how do we know that such 
dual effects are not the case in at least some indi-
viduals with serious mental illness? Because that 
is an empirical matter, I do not think we can rule 
this possibility out on an a priori basis.

MONCRIEFF:  There are many things we cannot rule 
out, but that does not mean they are useful ideas. 
The drug-centered model provides an adequate 
explanation of drug action in mental disorders. 

There is no need to postulate a hypothetical dis-
ease-centered action alongside it.

AFTAB: What is your view of the philosophy of 
psychiatry literature that has emerged, in great 
part thanks to British academics such as Bill Ful-
ford, PhD, and Tim Thornton, PhD? I am particu-
larly thinking of the body of work that is devoted 
to questions of whether the boundary between 
supposedly normal and pathological can be drawn 
on the basis of objective, scientific facts, and what 
is the relationship between meaning and disease, 
ie, Derek Bolton, PhD; and how to best under-
stand and explain causal mechanisms in psychiat-
ric conditions, ie, Ken Kendler, MD, and Peter 
Zachar, PhD. This body of work seems to have 
great relevance to your interests; have you en-
gaged with it in your writings?

MONCRIEFF:  I have followed the work of Fulford 
and, to a lesser extent, the others you mention in 
detail over the past few decades and I am about to 
have a paper published in the journal Philosophy, 
Psychiatry, & Psychology that responds to their 
work.4 However, I think it was Szasz, who I met a 
couple of times in my life, who identified the 
main problem with psychiatry, and few modern 
philosophers seem prepared to engage with his 
core arguments, with the exception of Fulford. 

For Szasz, there is a key distinction between a 
condition of the body and a situation that is char-
acterized by self-directed, human behavior, as op-
posed to involuntary behavior caused by a biolog-
ical process or event. In this, he follows 
antipositivist philosophers, including the later 
work of Ludwig Wittgenstein, PhD, who stress 
the differences between the natural world and the 
human world, and how these entail different 
forms of knowledge. Szasz argues that psychiatry 
mostly deals with self-directed behavior and is 
therefore different from other parts of medicine 
that deal with bodily conditions. 

Much of the psychiatric establishment clearly 
agrees with Szasz’s distinction, because it wants 
to demonstrate that psychiatry too deals with bod-
ies—or more specifically brains—and that psy-
chiatric disorders are, in fact, brain diseases. I 
agree with both Szasz and the biological psychia-
trists that it is important to know whether behav-
ior is the direct result of a specific biological 
mechanism or not. However, I do not think re-
search that finds a slightly higher rate of this or 
that biological feature in the brains of individuals 
with a psychiatric diagnosis compared to alleg-
edly healthy controls demonstrates that mental 
disorders originate in the brain, as opposed to in 
the individual’s agency or character. 

But I also do not think that the behavior that 
characterizes some mental disorders is quite the 

same as fully volitional behavior as Szasz sug-
gests. The thinking and behavior characteristic of 
psychosis, for example, is not rational in a clear-
cut way. Individuals with psychosis do not re-
spond to environmental cues and evidence in the 
usual way, and their purposes are not easily and 
immediately discernible to others. They may not 
have as much control over their behavior as indi-
viduals ordinarily do, either.

Although the behavior we associate with men-
tal disorder is not simply the same as everyday 
behavior, I do not think it is distinct either. It is 
not a biological reflex, and therefore it can be 
viewed as part of the self or character, just as 
other, more clearly voluntary behavior is. This is 
why I refer to mental disorder as “part of the 
range of ways in which human beings live within, 
and interact with, their world.”4

AFTAB: What about psychological experiences that 
are involuntary, unwanted, and distressing, such 
as auditory hallucinations and obsessions? At least 
in some instances, they are perceived to be intru-
sive and threatening to their sense of selves and 
lead to help-seeking behaviors. Do you think of 
those experiences as parts of the self or reflective 
of the individual’s values, desires, and intentions?

MONCRIEFF: This is a good question, and it high-
lights the complexity of our human nature, which 
I cannot do justice here. Certainly, some mental 
processes are not straightforwardly voluntary. 
Our moods and emotions, for example, are not 
brought on at our demand. Yet, although feelings 
are usually unbidden, we can nevertheless usually 
exercise some control over how we behave in re-
sponse to them, and, often, with time and experi-
ence, over the feelings themselves. In the normal 
course of things, we see our moods and emotions 
as being part of ourselves or our character. As I 
put it in my recent paper “the way we express our 
emotions is part of what is characteristic about us 
as individuals.”4

Many symptoms of mental disorders, includ-
ing extreme or prolonged moods, but also obses-
sional thoughts and hallucinations, are of the 
same nature. Individuals who end up in services 
may find their experiences difficult to resist and 
control, but that is true to some degree of many 
mental states and does not mean they are simply 
the meaningless byproducts of biological events.

AFTAB: We know that psychosis can occur in condi-
tions such as Parkinson disease and Alzheimer dis-
ease, and there are phenomenological similarities 
between psychosis in these instances and the psy-
chosis experienced in schizophrenia. I assume 
you consider the former pair to be diseases but the 
not the latter. If we restrict ourselves to examining 

Biological processes are not meaningful, but biology is 
the context in which human agency takes place, and it 

sets the limits of possibility.
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the psychotic experiences only, without consider-
ing the concomitant presence of motor or cogni-
tive symptoms, is there anything in the nature of 
these psychotic experiences that tells you whether 
they should be considered a disease or not?

MONCRIEFF:  Physical states can occasionally 
mimic psychological ones. Thyroid hormone de-
ficiency is famously said to cause depression. Of-
ten there are some phenomenological differences, 
but probably not always. Amphetamine abuse can 
cause psychosis. Again, there are some phenome-
nological differences if you were to look at a 
group level, but you cannot necessarily distin-
guish amphetamine-induced psychosis from an 
idiopathic psychotic episode on the basis of 
symptoms alone. However, this does not mean 
that the majority of instances of psychosis and de-
pression are of the same nature.

As I have said before, many philosophers have 
pointed to how human emotions and mental states 
cannot be understood in a mechanical sense as 
isolated phenomena or events. They are intrinsi-
cally connected to the whole life history and ex-
perience of the individual, and the society in 
which that individual has grown up. Whereas thy-
roid deficiency may provide an adequate explana-
tion of an episode of depression brought on by 
hypothyroidism, and thyroid hormone will usu-
ally provide an adequate treatment, an episode of 
depression has to be understood and treated in 
quite a different way, as a human reaction that re-
quires a human-level response.

AFTAB:You seem to suggest that if a behavior or 
experience can be seen as a meaningful response 
to experiences, environment trauma, social alien-
ation, and so on, then it should not be considered 
the product of a brain disease. Two questions: 
One, human minds are great at conjuring explana-
tions where none may exist. How can we ensure 
that our attributions of meaning are not simply in-
stances of creative storytelling? Second, there is 
no philosophical reason why meaning and biolog-
ical abnormalities should be considered mutually 
exclusive. Someone who is experiencing paranoia 
as a result of cocaine use can still find that para-
noia as imbued with meaning and distorted rea-
son, but there is no denying that it was the result 
of a brain aberration. Your thoughts?

MONCRIEFF:  We can never be sure about meaning. 
It is not a categorical thing—this is one of the 
many aspects in which the activity of human be-
ings differs from the natural world and the form 
of our understanding needs to reflect this differ-
ence. Psychotherapy is premised on the idea that 
meaning is opaque and contested. The therapist’s 

interpretation of feelings and events may be quite 
different from the subject’s and this is not an 
arena where we can ever know the truth as we 
know it in a physical science.

I take issue with your statement that “there is no 
philosophical reason why meaning and biological 
abnormalities should be considered mutually ex-
clusive,” and I argue this point in my recent paper.4 
We are biological beings, and our behavior and ac-
tivity is reflected in our biology, so of course 
“meaning and biological abnormalities” coexist. 
Yet, when we think of behavior, biological causa-
tion trumps meaning and agency. If an action—a 
twitch or a seizure, for example—is caused by a 
biological process, this removes it from the realm 
of agency. It does not make sense to think of an ac-
tion as both caused by a biological reflex and initi-
ated by the self in an intentional fashion. They are 
mutually incompatible situations. 

Biological processes are not meaningful, but 
biology is the context in which human agency 
takes place, and it sets the limits of possibility. In-
dividuals with intellectual disability, Alzheimer 
disease, or other brain diseases may make mean-
ingful choices, but their agency is circumscribed, 
as it is for all of us, by the nature of their brains. 
And so it is for those under the influence of sub-
stances. The biological limitations are not mean-
ingful in themselves, but within these limits, indi-
viduals may still be able to make choices and act 
in an intentional fashion. However, the extent to 
which behavior is driven, changed, or limited by a 
brain disease is not meaningful. 

As I show in my recent philosophical paper, 
Szasz was trying to highlight how this distinction 
plays out in the difference between disease and 
behavior. Only when behavior is the product of a 
specific physical process, such as a brain tumor, 
can it be thought of as the symptom of a disease, 
and in this case, it is not meaningful. Otherwise it 
is part and parcel of the individual’s character; it 
reflects the individual’s values, desires and inten-
tions—in other words it has meaning.

AFTAB: When it comes to schizophrenia, a large 
body of research literature shows that there is a 
robust genetic component, that there are well-rep-
licated associations with obstetrical complica-
tions, infections, inflammatory processes, canna-
bis use, and as a group, individuals with 
schizophrenia show differences in brain volume 
and cognitive functioning. I agree, there is no spe-
cific abnormality of brain structure or function, 
but there is a range of non-specific neurobiologi-
cal factors that have been implicated as risk fac-
tors on a consistent basis. If schizophrenia was 
merely a problem in living or a different way of 
being human, why would we observe this risk 

factor profile in research studies? 

MONCRIEFF:  I would put it another way. Despite 
decades of extremely well-funded research, we 
have yet to identify any specific biological factor 
associated with any type of mental disorder, in-
cluding schizophrenia. There is a genetic compo-
nent to many things, and it is likely this includes 
some aspects of character or temperament that are 
associated with developing schizophrenia. As far 
as other research goes, despite what you and oth-
ers say, findings are not well replicated, and the 
research has failed to control for crucial con-
founding factors such as drug treatment, social 
class, stress, and IQ. 

There are myriad reasons why individuals who 
show unusual behavior that is classified as schizo-
phrenia are likely to have higher rates of obstetric 
complications, inflammatory markers, dopamine 
abnormalities, drug use, etc, when compared with 
stable, employed, middle class individuals that 
become the normal controls in biological studies. 
The most consistent and well-replicated finding 
in individuals with schizophrenia is the evidence 
of smaller brain size and larger brain ventricles, 
yet after years of talk about “schizophrenic 
brains,” it transpires that this is, at least in large 
part, caused by antipsychotic drug treatment. 

AFTAB:Thank you!

Conversations in Critical Psychiatry’s aim is to engage prominent 
experts within and outside the profession who have made mean-
ingful criticisms of psychiatry and have offered constructive alter-
native perspectives to the current status quo. The opinions ex-
pressed in the interviews are those of the participants and do not 
necessarily reflect the opinions of Psychiatric TimesTM. 
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Western Reserve University. He is a member of the 
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Advancement of Philosophy and Psychiatry and has 
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chiatrists and trainees on the intersection of philoso-
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P
silocybin and psilocin are the main psyche-
delic agents of the psychoactive mushroom 
genus Psilocybe.1 Historical and cultural 
use of these psychoactive mushrooms 

dates back 3000 years in Mexico and the South-
western regional areas of the present-day United 
States. Scientifically, psilocybin was isolated and 
identified in 1958, synthesized in 1959, and used 
in various experimental research studies in the 
early 1960s. During that time, psilocybin and 
other psychedelic agents such as lysergic acid di-
ethylamide (LSD) generated considerable contro-
versy. Outside of recreational use, could they be 
used safely as therapeutic interventions? 

The pharmaceutical company Sandoz ceased 
LSD and psilocybin manufacturing in 1965, and in 
1970, the Controlled Substances Act placed psilo-
cybin, LSD, and other psychedelic drugs under the 
Schedule I designation.1,2 This action resulted in a 
cessation of research associated with these agents. 
The revival of research into psilocybin and LSD 
began 25 years later under strict restrictions, when 
preliminary findings displayed promising results 
for a variety of psychiatric disorders. In the past 

several years, there have been more research stud-
ies on psychedelics than at any previous time. 

The FDA approved the psychedelic agent, es-
ketamine nasal spray for treatment-resistant de-
pression (TRD) in 2019; this opened the door to 
the novel therapeutic approaches of psychedelic 
agents. In 2018, the FDA designated psilocybin 
for TRD and 3,4-methylenedioxymethamphet-
amine (MDMA)-assisted psychotherapy for post-

traumatic stress disorder (PTSD) as breakthrough 
therapies.3 Based on these recent studies and ap-
provals, psilocybin may have a growing role in the 
treatment of TRD and other psychiatric disorders. 

Psilocybin reportedly has a low abuse potential 
and yields no physical dependence, based on the 8 
factors of the Controlled Substances Act. It was 
recommended to be rescheduled as a Controlled 
Substance Schedule IV drug with a risk evaluation 
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Significance for Psychiatrists

◗  Psilocybin is considered a prodrug, which is an 
inactive agent, that is rapidly converted in the 
body to psilocin, the active ingredient that 
produces psychological and behavioral effects. 

◗  Psilocin’s pharmacologic action occurs as that 
of a selective 5-hT2a receptor agonist, and it is 
primarily eliminated from the body by renal 
excretion with an elimination half-life of about 3 
hours. 

◗  Typically, psilocybin is administered as a single 
oral dose, with 2 dose administrations and a 

specific time interval of several weeks between 
the 2 doses. 

◗  In small clinical pilot studies, psilocybin 
displayed benefits for treatment-resistant 
depression and a variety of other psychiatric 
conditions.

◗  Based upon these potential benefits, psilocybin 
is under clinical development for such 
psychiatric disorders.

◗  Psilocybin is administered under the 
psychedelic-assisted psychotherapy method.
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mitigation strategy (REMS) if approved by the 
regulatory agencies.4,5

Pharmacology 
The structures of psilocybin (O-phosphoryl-4-hy-
droxy-N,N-dimethyltryptamine) and its active 
metabolite psilocin (4-hydroxy-N,N-dimethyl-
tryptamine) are shown in the Figure, and they 
both belong to the group of tryptamine/indolamine 
hallucinogens that are related to serotonin.1,6 Psi-
locybin can be considered a prodrug, as it is rap-
idly converted to psilocin in the gastrointestinal 
(GI) tract by alkaline phosphatase and nonspecific 
esterases, where 1.0 mol of psilocin is equal to 1.4 
mol of psilocybin.1 Psilocin is the active molecule 
that produces the pharmacologic effects of a selec-
tive agonist of serotonin (5-HT) receptors, which 
include 5-HT

1A
, 5-HT

2A
, 5-HT

2B
, and 5-HT

2C
 re-

ceptor subtypes.1,7 Compared to other similar 
4-OH substituted tryptamines, psilocin has the 
most potent binding affinity (Ki) for 5-HT

2A
 re-

ceptors (6.0 nM), 5-HT
2C

 receptors (10 nM), and 
to a lesser extent, 5-HT

2B
 receptors (410 nM).1,8

Preclinical studies have shown that 5-HT
2A

 re-
ceptor activation in the cortical and subcortical 
structures is the unifying mechanism by which 
psychedelics exert their hallucinogenic and other 
assorted psychological actions.7 Depending upon 
the dose used, the specific psychedelic agent, and 
possibly, the 5-HT

2A
 receptor density in the differ-

ent neuronal areas, psilocybin and other psyche-
delic agents can exert different modulatory actions 
across the various cortical regions. The adminis-
tration of ketanserin (a 5-HT

2A
 receptor antago-

nist) in human clinical studies attenuated the psy-
chological effects of psilocybin, psilocin, and 

LSD.7 The role of 5-HT
1A

 receptors in human psi-
locybin studies remain to be elucidated. 

Besides 5-HT receptors, psychedelic agents 
may possess other pharmacologic actions that 
contribute to their behavioral and psychological 
effects. LSD was reported to interact with consid-
erable affinity at the dopamine receptor with ste-
reospecificity, as d-LSD was 1000 times more 
potent than l-LSD.9 A positron emission tomogra-
phy (PET) study examined the use of psilocybin in 
healthy volunteers (N = 7) and its effects on in vivo 
D2 receptor binding using 11C-raclopride in the 
striatum. Dosed at 0.25 mg/kg orally, psilocybin 
produced changes in mood, thinking disturbances, 
illusions, and visual hallucinations.10 Psilocybin 
also significantly decreased 11C-raclopride bind-
ing potential bilaterally in the caudate nucleus 
(19%) and putamen (20%), which was consistent 
with a reciprocal increase in endogenous dopa-
mine. These findings indicate that 5-HT

2A
 receptor 

activation can be a factor for modulating striatal 
dopamine release in acute psychosis. Psilocybin 
may be a useful pharmacologic agent for examin-
ing the complex interactions between sero-
tonin-dopamine systems and various psychiatric 
conditions, such as schizophrenia. 

The activation of 5-HT
2A

 postsynaptic recep-
tors by psilocybin is also believed to increase glu-
tamate release by the subsequent activation of 
postsynaptic α-amino-3-hydroxy-5-methyl-4-
isoxazole propionic acid (AMPA) receptors.7 The 
prefrontal cortex (PFC) and other cortical areas 
that highly express 5-HT

2A
 receptors receive excit-

atory glutamatergic input from thalamic projec-
tions, but also send output to both the cortical and 
thalamic regions. The activation of presynaptic 

5-HT
2A

 receptors in the thalamocortical afferents 
contributes to the psychedelic-induced modula-
tion of glutamatergic transmission to the PFC. 
Thus, these dual actions from the presynaptic and 
postsynaptic 5-HT

2A
 receptors form a cyclic feed-

back process for 5-HT
2A

 receptor activation of glu-
tamate effects in the central nervous system, lead-
ing to a complex cortical-thalamic neurocircuitry.7

Pharmacokinetics
Psilocybin is rapidly converted to the active mole-
cule, psilocin. Specific bioanalytical assay meth-
ods have been developed to quantify psilocin, to 
determine its pharmacokinetic (PK) profile. An 
early study with psilocybin was conducted in 
healthy volunteers (N = 7), in which each partici-
pant received an intravenous (IV) dose of 1 mg 
and an oral dose of 0.224 mg/kg (range 10 to 20 
mg).11 The estimated mean oral bioavailability of 
psilocin was 52.7% ± 20%. The following mean 
PK parameters reported from the oral route were 
the time to maximum effect/concentration (T

max
) 

of 105 ± 37 min; peak plasma concentration (C
max

) 
of 8.2 ± 2.8 ng/mL; and elimination half-life (T

1/2β
) 

of 163.3 ± 63.5 min. An almost immediate phos-
phorylation of psilocybin takes place, and results 
from the IV administration noted a mean psilocin 
T

max
 of 1.9 ± 1.0 min; C

max
 of 12.9 ± 5.6 ng/mL; and 

T
1/2β

 of 74.1 ± 19.6 min. The psychological effects 
reportedly began at 20 to 90 min, and within 2 min 
from the oral and intravenous routes, respectively. 

The major psilocin metabolite formed via glu-
curonidation is psilocin glucuronide (psilocin-G), 
as shown in the Figure.6 Psilocin-G is primarily 
eliminated from the body by renal excretion. The 
amount of psilocin-G produced was determined in 
another healthy volunteer (N = 8) PK study, by giv-
ing a single oral dose of psilocybin 10 to 18 mg 
(mean 14 ± 3 mg), and urine samples were col-
lected over the following 24 hours.12 The mean 
psilocin T

1/2�
 was 3.3 ± 0.6 hours (closely resem-

bling the previous study11) with the additional 
findings of a mean free psilocin amount of 3.4% ± 
0.9% and mean psilocin-G excretion of 60.6% ± 
27.1%, supporting the renal pathway as the pri-
mary elimination route. 

In a population PK study, healthy volunteers (N 
= 12) were given escalating single oral doses of 
psilocybin at 0.3, 0.45, and 0.6 mg/kg, with a min-
imum of a 4-week interval between dosage admin-
istrations.13 The final model developed from the 
PK analysis was a single compartment model with 
linear absorption and clearance. The median area 
under the concentration-time curve (AUC) for psi-
locin was linear at 140 μg-hr/L, 213 μg-hr/L, and 
267 μg-hr/L, corresponding to the doses of 0.3 
mg/kg, 0.45 mg/kg, and 0.6 mg/kg, respectively. 

Once psilocin is formed, it is mainly metabo-
lized to psilocin-G (90%), and a small portion is 
converted to psilocin (10%). This can partially ex-
plain the interpatient variability observed with 
psilocybin administration. The study reported 
only 1.7% of the psilocybin dose found as psilocin 
in the urine, with a calculated psilocin renal clear-
ance of 1 mL/min/kg, which corresponds to 
58% of the creatinine clearance.13 These findings 
suggest that psilocybin dosage reductions are not 
necessary in patients with mild to moderate renal 
impairment.

Figure. Psilocybin Metabolisma

ALDH, aldehyde dehydrogenase; CYC, cytochrome oxidase / Fe+3 non-enzymatic iron; MAO, monoamine oxidase; UGT, 
UDP-glucuronosyltransferase. 
aAdapted from Dinis-Oliveira RJ. Metabolism of psilocybin and psilocin: clinical and forensic toxicological relevance. Drug 
Metab Rev. 2017;49(1):84-91.
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The metabolic profile of psilocybin is presented 
in the Figure. It shows that after conversion to psi-
locin, several metabolic routes are possible. As 
noted, psilocin-G is the major pathway (bold ar-
row line) with 2 minor pathways.1,6 Psilocin-G 
formation occurs via phase 2 metabolism with he-
patic uridine 5’-diphospho (UDP)-glucuronosyl-
transferase (UGT) 1A9 and the small intestine 
UGT1A10. 

In the second minor pathway, psilocin can be 
metabolized to 4-hydroxy-indole-3-acetaldehyde 
by 2 enzymes: aldehyde dehydrogenase (ALDH) 
and monoamine oxidase (MAO). It should be 
noted that alcohol and MAO inhibitors such as 
phenelzine may suggest interesting questions re-
garding potential drug-drug interactions that can 
lead to pharmacokinetic and/or pharmacodynamic 
effects. The metabolite, 4-hydroxy-indole-3-acet-
aldehyde is then further converted to 4-hydroxyin-
dole-3-acetic acid and 4-hydroxytryptophole.14 

The third minor metabolic pathway for psilocin 
takes place via the cytochrome oxidase enzymes 
(it is unknown whether this is related to the cyto-
chrome P450 oxidase enzymes) and non-enzy-
matic Fe3+ to form psilocin iminoquinone.6

Clinical Drug Development
Earlier PK studies established the initial parame-
ters for psilocybin dosing and provided informa-
tion on the onset of its psychological effects for 
drug and product development. The next steps are 
to correlate the psilocybin (psilocin) clinical PK 
effects with its pharmacodynamics. A PET study 
conducted on healthy volunteers (N = 8) who were 
given oral psilocybin (doses ranging from 3 mg to 
30 mg) evaluated plasma psilocin concentrations, 
while assessing 5-HT

2A
 receptor occupancy.15 Par-

ticipants self-assessed their intensity ratings for 
clinical effects using a Likert scale from 1 to 10 (1 
= least intense and 10 = most intense). Plasma psi-
locin C

max
 values displayed a linear correlation 

with doses of 3 mg to 30 mg (2.3 mg/L to 19.3 
mg/L, respectively). The 5-HT

2A
 receptor occu-

pancy (%) results displayed a sigmoidal relation-
ship with doses of 3 mg (42.9%), 15 mg (63.2%), 
and 30 mg (65.2%). Investigators observed a wide 
interpatient variability in psilocin plasma concen-
trations. Generally, the intensity ratings > 5 oc-
curred when receptor occupancy approached 60% 
and psilocin plasma concentrations > 7.5 ng/mL. 

A phase 1 clinical trial with the psilocybin for-
mulation COMP360 was conducted in healthy 
volunteers (N = 89), in which participants ran-
domly received a single 10 mg or 25 mg dose of 
psilocybin or placebo.16 The study aimed to evalu-
ate the  emotional and cognitive responses of par-
ticipants, along with the safety and tolerability 
under strict procedures. The study found that psi-
locybin was well tolerated, and mood alteration 
was the most frequently reported effect. The most 
notable adverse effects were hallucinations and 
illusions, with a slightly higher incidence in the 25 
mg dose than the 10 mg dose. These adverse ef-
fects occurred in about 67% of the subjects on day 
0 of drug dosing and were resolved with cessation 
of any remaining adverse effects by the next day. 
No significant changes were observed in vital 
signs.

These findings showed that COMP360 was 

well tolerated and the psychological effects were 
transient and consistent with those observed in 
previous studies. Although significant changes in 
vital signs were not found,16 prior studies reported 
the following adverse effects with psilocybin 8 to 
12 mg: mydriasis, change in heart rate, hypoten-
sion or hypertension, nausea, reflex tendencies, 
and tremors.14 Furthermore, if participants experi-
enced significant hallucinations, illusions, or other 
psychotic symptoms, treatment with second-gen-
eration antipsychotic agents, such as risperidone 
or olanzapine, was suggested.1,17 Haloperidol was 
reported to alleviate only the euphoric, deperson-
alization, or derealization effects and not the vi-
sual hallucinations.1 It would be interesting to de-
duce the actions of pimavanserin, an antagonist of 
5-HT

2A
 and 5-HT

2C
 receptors. Pimavanserin is 

FDA-approved for Parkinson disease psychosis, 
for which hallucinations (visual and auditory pre-
dominantly) and illusions occur.18

Treatment-Resistant Depression 
Esketamine is a noncompetitive N-methyl D-as-
partate (NMDA) receptor antagonist that is 
FDA-approved for treatment-resistant depression 
(TRD). Esketamine underwent a phase 2 proof-of-
concept study and then proceeded to the phase 3 
clinical trials.18-20 TRD was defined as a failure to 
adequately respond to 2 different antidepressants. 

Esketamine is administered twice weekly at 
doses of 56 mg or 84 mg. Each clinical trial had 
treatment groups administered placebo nasal 
spray plus an oral antidepressant or esketamine 
nasal spray plus an oral antidepressant. Therefore, 
each patient continued to receive treatment with 
an antidepressant as the standard of care. From a 
safety perspective, esketamine was well tolerated. 
However, the incidence of dissociation reactions 
was reported to be about 23%.21 Esketamine is 
available via the REMS program; patients must be 
monitored for 2 hours after nasal spray adminis-
tration for safety.22

These findings regarding esketamine led to the 
development of psilocybin for TRD. The drug and 
product development process for psilocybin will 

likely take a similar approach. An initial open-la-
bel psilocybin study in patients with TRD (N = 12) 
was conducted using 2 psilocybin doses of 10 mg 
and 25 mg.23 The psilocybin doses selected for 
TRD are comparable to those for other psychiatric 
disorders under evaluation (Table 1).2,17,24,25 

For the psilocybin TRD study,23 treatment-re-
sistant was defined as Hamilton Depression Rat-
ing Scale (HAM-D) scores > 17 and a lack of im-
provement with 2 different classes of 
antidepressant medications for at least 6 weeks 
within the current episode. A single dose of psilo-
cybin 10 mg, followed by 25 mg 7 days later was 
administered. Clinical assessments were obtained 
at baseline, at 7 days with administration of the 
second dose, and at 3 months after the second 
dose. The primary efficacy outcome was deter-
mined by the Quick Inventory of Depressive 
Symptomatology (QIDS), and the secondary out-
comes were determined by the HAM-D and Beck 
Depression Inventory (BDI). 

Psilocybin significantly reduced the mean (± 
SD) QIDS scores at 1 week (−11.8 ± 4.9, P = .002) 
and at 3 months (−9.2 ± 6.0, P = .003). The study 
also resulted in significantly reduced HAM-D and 
scores.23 At the 1-week mark, remission (defined 
as reduction in BDI score of ≤  9) was achieved in 8 
patients (67%). At the 3-month follow-up, remis-
sion (defined as a 50% reduction in BDI scores) 
was achieved in 7 patients (58%); 5 patients (42%) 
reached complete remission. Psilocybin was well 

Table 1. Summary of Psilocybin Clinical Studiesa

Psychiatric 
condition N Dose Design Findings

Treatment-
resistant 
depression

12 10 mg, 25 mg Open-label
Significant improvement; clinical 
rating scores; single doses given 
2 weeks apart 

Cancer, 
anxiety/
depression* 92

0.2 mg/kg
0.3 mg/kg

22 or 30 mg/70 
kg

RDBC
RDBCr
RDBCr

6-month follow-up noted 
sustained benefit with significant 
in clinical rating scores

Tobacco 
use disorder 15 20 or 30 mg/70 

kg Open-label
At 6 months, noted 80% of 
participants had lab-verified 
abstinence; 1 year later 67% 

Alcohol use 
disorder 10 0.3 or 0.4 mg/kg Open-label

Significant noted in drinking 
behavior noted for up to 9 
months

Obsessive-
compulsive 
disorder

9
4 different doses
0.025-0.3 mg/kg

Open-label
Improvement noted but not 
dose-dependent; each patient 
received all 4 doses

RDBC, randomized, double-blind control; RDBCr, randomized, double-blind crossover.
aAdapted from references 2, 17, 24, and 25. *3 different clinical studies combined. 

A phase 2b clinical trial is 

underway in the United 

States and Europe, with 

additional clinical trials 

planned.
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tolerated, with only mild transient confusion (N = 
12) and/or transient anxiety (N = 9). Transient nau-
sea (N = 4) was noted during the day of drug ad-
ministration and subsided 1 to 2 days thereafter. 

Because of these findings and the FDA’s desig-
nation of psilocybin as a breakthrough therapy, a 
phase 2b clinical trial is underway in the United 
States and Europe (N = 216), with additional phase 
3 clinical trials planned.25 The phase 2b 
study design uses psilocybin 1 mg (con-
sidered placebo), 10 mg, and 25 mg, 
and the Montgomery-Asberg Depres-
sion Ratings Scales (MADRS) scores 
are considered the primary outcome.17 

As the psilocybin pharmacologic 
mechanism of action involves 5-HT

2A
 

receptor agonist effects, the study de-
sign for patients with TRD may differ 
from that of the esketamine program, in 
which antidepressants were continued. 
For the psilocybin clinical trials, the use 
of antidepressants or other medications 
may need to be discontinued for safety reasons 
and to prevent the possible development of sero-
tonin syndrome.26 

Another reason for antidepressant discontinua-
tion is the suggestion that selective serotonin re-
uptake inhibitors (SSRIs) obstruct potential psilo-
cybin benefits, as the pharmacological actions of 
an antidepressant may downregulate 5-HT

2A
 re-

ceptors.2 The clinical psilocybin study may need 
to include a 2-week (at least) antidepressant with-
drawal and washout phase to place patients, care-
givers, and providers in a state of heightened alert 
to monitor and detect any significant changes in 
the patient’s status. After psilocybin administra-
tion, the next question would be when to restart the 
antidepressant or other medications that were pre-
viously discontinued, with appropriate safety 
monitoring.

Other Potential Uses in Psychiatry
A summary of the other psychiatric disorders for 
which psilocybin has been assessed is shown in 
Table 1.2,17,24,25 These studies enrolled only a small 
number of patients. Patients with cancer often 
have comorbid depression and anxiety and are as-
sociated with a poorer prognosis.17,25 Patients with 
a variety of cancers in 3 clinical studies have been 
reported together. These 3 studies had a control 
group that used either psilocybin low-dose (1 or 3 

mg) or niacin (250 mg), with a double-blind cross-
over or double-blind fixed-dose study design. In 
the 3 studies (shown in Table 1), each patient 
acted as their own control and had 2 treatment ses-
sions in random order (either psilocybin 0.2 mg/kg 
first, and then niacin, or vice-versa) spaced several 
weeks apart. 

The second study was a crossover design that 

used psilocybin 22 mg/70 kg or 1 to 3 mg psilocy-
bin/70 kg (instead of niacin). The third study used 
a crossover design with a higher single dose of 
psilocybin (0.3 mg/kg) and the placebo niacin in a 
randomized order, given 7 weeks apart. All 3 stud-
ies reported consistent results, in which psilocybin 
(not the low-dose group) produced significant de-
creases from baseline in depression (≥ 50% 
HAM-D scores) and anxiety (≥ 50% HAM-A 
scores) symptoms after 5 weeks, which persisted 
throughout the 6-month follow-up. Remission 
HAM-D and HAM-A scores were achieved by 
65% and 57% of the participants, respectively. 
Studies of psilocybin use for depression, anxiety, 
and mood disorders associated with end of life are 
planned for phase 2 evaluation.25 

Patients (N = 9) with treatment-resistant obses-
sive-compulsive disorder (OCD) were given 3 dif-
ferent psilocybin doses in a pilot study. The results 
showed significant decreases in the Yale-Brown 
Obsessive Compulsive Scale (Y-BOCS) for all 
doses without serious adverse effects.17 Testing for 
each dose was administered in a random order and 
conducted over 8 hours in a controlled environ-
ment, with a 1-week separation. The Y-BOCS and 
the visual analog scale (VAS) for overall OCD 
symptom severity were completed at baseline, 4, 
8, and 24 hours post–drug administration. The 
Hallucination Rating Scale was given at the 8-hour 

time point, which showed a significant correlation 
with dose (P = .017) but lacked significant correla-
tions with the Y-BOCS or VAS scores. Based upon 
these preliminary results, 2 ongoing randomized 
phase 2 clinical trials are underway to replicate 
these original findings.25

Both tobacco and alcohol use disorders have 
few therapeutic options; thus, pilot studies are ex-
ploring the use of psilocybin or such conditions 
(Table 1). Psilocybin has yielded significant im-
provements in abstinence, as measured by labora-
tory and behavioral assessments. In 1 pilot tobacco 
cessation clinical study conducted in 2017, partic-
ipants entered a 15-week structured smoking ces-
sation program and were given a single dose of 
psilocybin 20 mg at week 5, and 30 mg at week 7, 
with an optional 30 mg dose at week 13. Urinary 
cotinine levels (< 200 ng/mL) and exhaled carbon 
monoxide (≤  6ppm) were used as the biomarkers 
for abstinence. 

At the end of 6 months, 12 of the 15 (80%) 
participants remained abstinent; 10 (67%) partici-
pants remained abstinent at 1 year; and 9 (75%) at 
2.5 years. This pilot study was expanded to enroll 
95 individuals and is scheduled to be completed in 
2021, depending upon enrollment.25 The other pi-

lot study assessed psilocybin’s efficacy 
in alleviating alcohol dependence, 
which was defined as having at least 2 
heavy drinking days in the previous 30 
days. Participants received a total of 14 
psychotherapy sessions. A single dose 
of psilocybin 0.3 mg/kg was given after 
the first 4 sessions, and a second single 
dose of 0.4 mg/kg was given after an-
other 4 psychotherapy sessions. Each 
psilocybin administration session was 
completed under the Psychedelic-As-
sisted Psychotherapy procedure. (See 
the next section, Psychedelic-Assisted 

Psychotherapy Method and Microdosing.) Absti-
nence was based on self-reporting and was found 
to be significantly increased after the first psilocy-
bin session. Moreover, abstinence was maintained 
for up to 9 months. The study was expanded to 
enroll up to 180 participants with completion 
scheduled for 2020 or 2021.25 

Additional psilocybin clinical trials have been 
conducted for cocaine and opioid disorders, an-
orexia nervosa, and depression in early Alzheimer 
disease.25 Another suggested therapeutic use of 
psilocybin may be for cluster headaches.27 

Psychedelic-Assisted Psychotherapy 
Unlike previous clinical trials in psychopharmacol-
ogy, the use of psychedelic agents, such as psilocy-
bin, LSD, and MDMA, will employ a therapeutic 
technique called “Psychedelic-Assisted Psycho-
therapy,” which is summarized in Table 2.25,28 This 
technique consists of 3 sections: preparatory, med-
ication administration (1 to 3 sessions), and integra-
tion. In the preparatory section, the therapist or 
cotherapist team works with the patient to obtain a 
personal history, help the patient understand their 
symptoms, and prepare for the potential emotional 
or psychological impact of the agent. 

During the medication session, a female-male 
cotherapy team is present to maintain integrity and 
safety, with the patient reclined in a chair or bed. 

Table 2. Summary of the Psychedelic-Assisted Psychotherapy Sessiona

Component Process

Preparatory Therapist or co-therapist team engages the patient and prepares them for 
the experience with an emphasis on potential emotional and psychological 
growth. Patient education of expectations during the psychedelic session is 
reviewed. 

Medication This process can have 1-3 sessions with moderate to high psilocybin doses. 
Therapists accompany the patient for safety and record the patient’s 
comments and reactions. Drug is given in a comfortable room and patient is 
monitored for the next 6-8 hours. Therapist’s goals are to maintain safety, 
trust, and openness. 

Integration Therapists work with patient to interpret the content of the psychedelic 
experience with meaningful long-term changes via identifying insights and 
interpreting thoughts or ideas that occurred during the session.

aAdapted from Reference 22. 

Psilocybin may be useful for 

examining interactions between 

serotonin-dopamine systems and 

various psychiatric conditions, 

such as schizophrenia.
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For the next 6 to 8 hours, the therapists listen to the 
patient, while maintaining safety and facilitating 
trust and openness. Afterward, the therapists in the 
integration session work with the patient to interpret 
the psychedelic experience that arose, with the goal 
of making meaningful long-term changes. If the 
patient becomes highly agitated during the 6- to 
8-hour period after psilocybin administration, while 
responding to the hallucinations or other psycho-
logical effects, a physician or nurse should immedi-
ately assess the need for either a single low-dose 
second-generation antipsychotic (eg, risperidone) 
or pimavanserin as a rescue medication. 

Microdosing is another technique for psilocy-
bin use. With this technique, about one-tenth of 
the full dose is used. Psilocybin dosing ranges are 
as follows: microdose, < 1 mg; very low dose, 3 
mg; low dose, 8 mg; medium dose, 15 mg; and 
high dose, 22 mg or greater.28 Although microdos-
ing has been studied in small open-label studies 
with doses administered about once every 3 to 5 
days, it is unclear how this technique differs from 
the full dose administered for depression and other 
psychiatric disorders.29,30 

Concluding Thoughts
Psilocybin has received considerable renewed in-
terest over the past few years and has been inves-
tigated as a treatment for TRD and other psychiat-
ric conditions. Exploring the use of psilocybin for 
TRD and other potential therapeutic applications 
will be exciting, and would offer unique chal-
lenges for patients, mental health clinicians, as 
well as third-party reimbursement and regulatory 
agencies. 

Dr Jann is professor in the Department of 
Pharmacotherapy at the University of North Texas 
(UNT) System College of Pharmacy located at the 
UNT Health Science Center, Fort Worth, Texas. 
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Top Leading Locum
Psychiatrist Services

Call: 559.799.8344
599.786.5228 / 599.791.0932

Fax: 888.712.2412
Email: imperiallocum@imperiallocum.com
Visit: www.imperiallocum.com

California

New York

Psychiatrist Needed

Psychiatrist Needed

$275 - $325 Plus/hr.
$280 - $290/hr.
$300/hour - group rate
$185 - $265/hr.
$200/hr.

$180-$220/hr.

$200 - $350/hr.

California Correctional Facilities
Department of the State Hospitals

LA-DMH & LA County Jail
Tulare County Adult Jail

$260/hr -  $270/hr.San Diego County Psych Hospital 

Tele-Psychiatry
$160/evaluationSDCPH Telepsychiatry 

Psychiatrist

Ref. Bonus/Signing Bonus up to $2k/$2k (*Certain Rules Apply)
A+ Occurrence Malpractice Through PRMS

All NYC & Upstate Locations Available

MEMBER OF
National Association of 
Physician Recruiters

Imperial Locum has started using 
Jump Recruiter for its updated job posting.
www.JumpRecruiter.com

Califofof rnia
California Correctiona

Cambridge Health Alliance (CHA), a well-respected, nationally recognized and award-
winning public healthcare system, is seeking a full time psychiatrist for the Child and 
Adolescent Inpatient Units. CHA is a teaching affiliate of Harvard Medical School (HMS) 
and Tufts University School of Medicine. 
•  Provide clinical care to patients during periods of  inpatient/partial hospitalization 

•  Develop and maintain comprehensive treatment plans

•  Participate in teaching opportunities with psychiatry residents, fellows, and other mental 
health trainees

•  Work in a collaborative practice environment with an innovative clinical model allowing 
our providers to focus on patient care and contribute to population health efforts 

•  Fully integrated electronic medical record (Epic) and robust interpreter service

•  Academic appointments are available commensurate with criteria of Harvard Medical 
School

Qualified candidates will be BC/BE in psychiatry and share CHA’s passion for providing the 
highest quality care to our underserved and diverse patient population. Please submit CV’s 
through our secure 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.  
In keeping with federal, state and local laws, Cambridge Health Alliance (CHA) policy forbids employees 
and associates to discriminate against anyone based on race, religion, color, gender, age, marital status, 
national origin, sexual orientation, relationship identity or relationship structure, gender identity or 
expression, veteran status, disability or any other characteristic protected by law. We are committed to 
establishing and maintaining a workplace free of discrimination. We are fully committed to equal 
employment opportunity. We will not tolerate unlawful discrimination in the recruitment, hiring, 
termination, promotion, salary treatment or any other condition of employment or career development. 
Furthermore, we will not tolerate the use of discriminatory slurs, or other remarks, jokes or conduct, that in 
the judgment of CHA, encourage or permit an offensive or hostile work environment.

Inpatient Child/Adolescent Psychiatrist Opportunities
Cambridge Health Alliance

UMass Medical School

UMass Memorial Health Care

UMass Memorial Health Care and the University 
of Massachusetts Medical School currently 

have openings within the Department of Psychiatry.

The Department of Psychiatry is a national leader in public sector psychiatry, 
child and adolescent psychiatry, neuropsychiatry, biological psychiatry, psycho-
social rehabilitation, women’s mental health, and addiction psychiatry. We integrate 
our clinical, research, teaching and community partnership activities to help in-
dividuals and families transform their lives through recovery from mental illness 
and addiction. We work in an inclusive, responsive and equitable environment. 
We are interested in having Faculty with diverse backgrounds join our Department 
who are motivated for a career that reflects excellence in clinical practice, schol-
arly activity and clinical research. We are the largest provider of psychiatric 
services in central Massachusetts, with over 400 faculty members and 12 hospi-
tals and community mental health centers. Our settings vary and include urban 
clinics and beautiful shore-side facilities such as Cape Cod.

Our residency program trains 7 residents per year, including general psychiatry 
and specialty tracks for combined adult and child psychiatry and combined neu-
rology. We offer fellowships in Child and Adolescent Psychiatry, Addiction 
Psychiatry, Forensic Psychiatry, Neuropsychiatry, and Adult Developmental Dis-
abilities. Interested candidates should send their curriculum vitae addressed to 
Dr. Kimberly A. Yonkers.  

Facility Medical Director
(Cape Cod and Islands Mental Health Center, Pocasset, MA)

Provides administrative and clinical oversight for the 
DMH-operated and contracted state hospital and community 

support programs. Clinical Care in our Partial Hospital program.

Full-Time Psychiatrist (Worcester Recovery Center and Hospital, Worcester, MA) 
Inpatient Services

Forensic Psychiatrist (Worcester Recovery Center and Hospital, Worcester, MA) 
Inpatient Services

Part-Time Psychologist (Center of Excellence in Addictions, 
Worcester Recovery Center and Hospital, Worcester, MA) 

Addiction Research

Full-Time Psychiatrist (Brockton Multi-Service Center, Brockton, MA)
Outpatient services.

FOR ADDITIONAL INFORMATION, PLEASE CONTACT:
Marie Hobart, MD, Vice Chair, Public Sector Psychiatry 

marie.hobart@umassmed.edu

Interested applicants should apply directly at 
https://academicjobsonline.org/ajo/UMASSMED/Psych

(J-1 and H-1B candidates are welcome to apply)

Chief Medical Officer (Community Healthlink, Worcester, MA)
Supervision of a large group of professionals and participation
in development efforts serving >22,000 individuals each year.

General Adult Outpatient Psychiatrist 
(Community Healthlink, Worcester and Leominster, MA)

Medical Director (Adult Inpatient Psychiatry Marlborough, MA)
Provide psychiatric and medical supervision 

and direction to a 22-bed behavioral health unit 

Interested applicants should submit a letter of interest
and curriculum vitae addressed to Kimberly Yonkers, MD:

c/o: Jessica Saintelus, Physician Recruiter
Jessica.Saintelus@umassmemorial.org

http://jobs.jobvite.com/umassmemorialmedicalgroupphysicians/
search?q=&d=Psychiatry

As the leading employer in the Worcester area, we seek talent 
and ideas from individuals of varied backgrounds and viewpoints.
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At New York City Health + Hospitals/North Central Bronx our goal is to make an 
impact on the communities we serve, each and every day! We are a modern, state-of-the-art 
community hospital located in an attractive and safe residential Bronx neighborhood 
just 20 minutes north of Manhattan. As part of the North Bronx Healthcare Network, 
we are affiliated with Jacobi Medical Center and are a teaching site and academic 
affiliate of the Albert Einstein College of Medicine, offering a full continuum of acute 
care inpatient and outpatient services within diverse Medical and Surgical specialties, 
including Psychiatry.

The Department of Psychiatry has 70 Adult and Geriatric Acute Inpatient Beds, 
a Partial Hospital Program, Psychiatric Emergency Consultation-Liaison Service, an Adult 
Ambulatory Practice, and a community-based Assertive Community Treatment Program. 
The department employs evidence-based best practices in providing the highest level 
of quality care to its patients, all while utilizing a patient-centered approach that is 
respectful of their individuality, culture, and community.

Opportunities are currently available for the following:

n Inpatient Attending
n Director of Psychiatry Emergency Services
n Attending Psychiatrist – Emergency Room

Moonlighting opportunities 
also available!

We offer an easily accessible location within a beautiful residential Bronx neighborhood, 
generous compensation package, as well as unparalleled health benefits, opportunities for 
advancement, retirement plan, malpractice,Sponsorship for H1 & J1 Visas, and much more! 
For immediate confidential consideration, please email your 
CV to Joe Mastov – Physician Recruiter, at: Mastovj@pagny.org 
or call 646-895-3875.

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

An academic appointment at Albert Einstein 
College of Medicine is offered!

Psychiatrists

n  Attending Psychiatrist – 
Partial Hospital Program

n Geriatric Psychiatry
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The Department of Psychiatry at New York City Health + Hospitals/Jacobi
offers Psychiatrists like you, the opportunity to make a real impact! With 89 Adult 
Acute Inpatient beds, a Comprehensive Psychiatric Emergency Program (CPEP), 
a Consultation-Liaison Service, an Adult Ambulatory Practice, and a Community-Based 
Assertive Community Treatment Program, we are well positioned to perform life 
sustaining work. The department employs evidence-based best practices in providing 
the highest quality care to its patients, utilizing a patient-centered approach that is 
respectful of their individuality, culture, and community.

Join our modern, state-of-the-art facility that offers a Level 1 Trauma Center, and 
located in an attractive and safe residential Bronx Neighborhood, just 20 minutes from 
Manhattan. As a North Bronx Healthcare Network hospital, we are affiliated with North 
Central Bronx Hospital and are a teaching site and academic affiliate of the Albert 
Einstein College of Medicine, offering a full continuum of Acute Care Inpatient and 
Outpatient services within diverse Medical and Surgical Specialties, including Psychiatry.

Opportunities are currently available for the following:
n Unit Chief – Behavioral Health n Attending Psychiatrist CPEP
n Inpatient Attending n Child Psychiatrist CPEP

Moonlighting opportunities 
also available!

We offer an easily accessible location within a beautiful residential Bronx neighborhood, 
generous compensation package, as well as unparalleled health benefits, opportunities 
for advancement, retirement plan, malpractice, Sponsorship for H1 & J1 Visas, and 
much more! For immediate confidential consideration, please email your CV to 
Joe Mastov – Physician Recruiter, at: Mastovj@pagny.org or call 646-895-3875.

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

An academic appointment at Albert Einstein 
College of Medicine is offered!

Psychiatrists
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We Offer Our Telepsychiatrists The 
Work-Life Balance They Deserve. 

TELEPSYCHIATRISTS

$260,004 - $311,592 
annual salary (Board Eligible)

$266,844 - $320,640 
annual salary (Board Certified)

California Correctional Health Care 
Services is seeking dedicated and 
compassionate professionals, like  
you, to join our telepsychiatry team.   
We offer some of the most advanced 
technologies available in a clean, 
comfortable, quiet atmosphere.  If you 
are ready to practice within a special 
program where you can help change 
lives, while maintaining the balance  
in your own, consider joining one  
of our office-based teams.

Locations:
• Diamond Bar
• Rancho Cucamonga
• Santa Ana

Take the first step in joining one of our teams and contact  
Blair Eversley at (916) 538-3948 or CentralizedHiringUnit@cdcr.ca.gov.   

You may also apply online at www.cchcs.ca.gov.

FIND YOUR 
CAREER 
BALANCE IN 
CALIFORNIA

In return for your efforts, we offer:
• 40-hour workweek with flexible schedules, 

including 4/10s (affords you true work-life 
balance)

• Generous paid time off and holiday schedule
• 401(k) and 457 plans (tax defer up to  

$39,000 - $52,000 per year)
• State of California retirement that vests in 

five years (visit www.CalPERS.ca.gov for 
retirement formulas)

• $10,000 Thank You Bonus to professionals 
newly hired with the State of California 

• Relocation assistance available to 
professionals newly hired with the State  
of California

• Paid insurance, license, and DEA renewal
• Visa sponsorship opportunities

Effective July 1, 2020, in response to the economic crisis caused by the COVID-19 pandemic, the Personal Leave 
Program 2020 (PLP 2020) was implemented. PLP 2020 requires that each full-time employee receive a 9.23 
percent reduction in pay in exchange for 16 hours PLP 2020 leave credits monthly through June 2022.  EOE
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PSYCHIATRISTS
For clinical staff and leadership positions

 
 

 

 

The State of New Jersey is an Equal Opportunity Employer

wellness recovery prevention
laying the foundation for healthy communities, together

Behavioral 
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The State of New Jersey’s Division of Behavioral Health 
Services is seeking motivated Psychiatrists for full-time 
inpatient work in our Joint Commission accredited State 
psychiatric hospitals and forensic center. Psychiatrists 
with management experience are also needed to 
serve as Chiefs of Psychiatry.

Post Certified - $255,541 (3+ years post certification)  
Board Certified - $237,617
Board Eligible - $224,080
•	 Facilities	are	in	close	proximity	to	metropolitan	

centers of New York City and Philadelphia/N.J. Shore
•	 Psychiatrists	work	with	a	multidisciplinary	team
•	 Primary	care	physicians	provide	for	patient’s	physical	

health care
•	 University	affiliations/opportunities	to	work	with	forensic	

fellows and psychiatry residents
•	 On-site	CME	activities	and	paid	CME	leave	time
•	 35	hour	work	week
•	 Generous	compensation	for	voluntary	on-call	available
•	 Private	Practice	Permitted
•	 12	paid	holidays
•	 Generous	medical	and	dental	benefits	and	retirement	

packages	for	full-time	positions

Candidates must possess N.J. 
medical license

The Department of Health welcomes 
J1 Visa/Conrad 30 Program applicants. 
Additionally, the Department participates 
in a variety of State and federal workforce 
development and incentive programs 
ranging from, but not limited to the 
department’s tuition reimbursement program 
and the Federal Student Loan Redemption 
Program. Additional information provided 
upon request.

Interested candidates should send a cover letter 
and detailed resume to:
Evan Feibusch, M.D.  |  Medical Director, DBHS
Evan.Feibusch@doh.nj.gov  |  609.913.5316

Hospital Locations:
H Greystone Park Psychiatric Hospital      
 Morristown, NJ (Northern NJ)
H Trenton Psychiatric Hospital
 Trenton, NJ (Central NJ)
H Ann Klein Forensic Center
 Trenton, NJ (Central NJ)
H  Special Treatment Unit
 Avenel, NJ (Northern NJ)
H Ancora Psychiatric Hospital
 Hammonton, NJ (Southern NJ)

 

 

 

 

 

 
 

Follow the incredible journey of award winning author, 
Leif Gregersen, in his three memoirs which chronicle his lived 

experience with schizoaffective disorder and anxiety. 
Mr. Gregersen is a trained, experienced public speaker as well. 

 

Contact viking3082000@yahoo.com to order all three – 
 $50 plus postage. Class sets available. 

   

Psychiatrist Opportunities in New York City
In this Psychiatric Times® podcast, Dr. Maryann Popiel
discusses how developments in mental health and an 
evolving public perception of psychiatry have influenced 
her practice in an urban community such as the Bronx. 
She describes career opportunities and a potential 
career path for psychiatrists in Greater New York City, 
in the beautiful Bronx!

psychiatrictimes.com/view/discovering-psychiatry

Supported by:

RECRUITING FULL TIME & PER DIEM PSYCHIATRISTS 
NEW YORK METRO AREAS

Northwell Health’s Behavioral Health Service Line strives to address the diverse mental health needs of the communities we serve by providing a 
continuum of accessible, high quality psychiatric and substance abuse services including emergency, crisis, inpatient, and outpatient programs for people 
of all ages.  Northwell’s clinical programs are complemented by a robust education, training, and research enterprise, including the world-renowned 
Psychiatry Research Department at The Zucker Hillside Hospital, which has led cutting-edge investigations that have meaningfully influenced many lives.

TO BOLSTER OUR NETWORK OF OUTSTANDING CARE PROVIDERS, 
WE ARE RECRUITING BOARD ELIGIBLE/BOARD CERTIFIED PSYCHIATRISTS FOR THE FOLLOWING POSITIONS:

AADDUULLTT IINNPPAATTIIEENNTT PPSSYYCCHHIIAATTRRIISSTT
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

SSoouutthh OOaakkss HHoossppiittaall
AAmmiittyyvviillllee,, NNYY

BBeenneeffiittss aatt NNoorrtthhwweellll HHeeaalltthh iinncclluuddee::

 Nationally competitive salaries
 Comprehensive benefits package
 Four weeks’ vacation plus paid conference/CME time

 Academic appointment commensurate with experience 
 Advanced education opportunities
 College Tuition reimbursement for dependent children

QQuuaalliiffiieedd ccaannddiiddaatteess sshhoouulldd ffoorrwwaarrdd tthheeiirr CCVV ttoo LLaann MMaa:: OOPPRR@@nnoorrtthhwweellll..eedduu

CCOONNSSUULLTTAATTIIOONN LLIIAAIISSOONN PPSSYYCCHHIIAATTRRIISSTT
PPhheellppss MMeemmoorriiaall HHoossppiittaall
SSlleeeeppyy HHoollllooww,, NNYY 

SSttaatteenn IIssllaanndd UUnniivveerrssiittyy HHoossppiittaall
SSttaatteenn IIssllaanndd,,  NNYY

CCHHIILLDD IINNPPAATTIIEENNTT PPSSYYCCHHIIAATTRRIISSTT  
AADDOOLLEESSCCEENNTT UUNNIITT
SSoouutthh OOaakkss HHoossppiittaall
AAmmiittyyvviillllee,, NNYY

PPEERRIINNAATTAALL PPSSYYCCHHIIAATTRRIISSTT
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

EEMMEERRGGEENNCCYY PPSSYYCCHHIIAATTRRIISSTT  –– PPeerr--DDiieemm
CCoohheenn CChhiillddrreenn’’ss MMeeddiiccaall CCeenntteerr,, NNYY
LLoonngg IIssllaanndd JJeewwiisshh MMeeddiiccaall CCeenntteerr,, NNYY

AADDOOLLEESSCCEENNTT IINNPPAATTIIEENNTT 
PPSSYYCCHHIIAATTRRIISSTT  
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

CCOOLLLLEEGGEE UUNNIITT IINNPPAATTIIEENNTT  
PPSSYYCCHHIIAATTRRIISSTT  
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

OOUUTTPPAATTIIEENNTT PPSSYYCCHHIIAATTRRIISSTT  
SSttaatteenn IIssllaanndd UUnniivveerrssiittyy HHoossppiittaall,, NNYY
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With the continued growth of our Department of Psychiatry and our New 
General Psychiatry Residency Programs at Ocean Medical Center and Jersey 

Shore University Medical Center our vision for Behavioral Health is Bright.

As the area’s premier provider of psychiatric services, Hackensack Meridian Behavioral Health Services has provided 
comprehensive mental health and substance abuse services to the residents of Monmouth, Ocean, Middlesex, and Bergen 
Counties for over forty years. Due to continued growth and expansion, we are currently accepting applications for Psychia-
trists to join our Mental Health and Addiction Interdisciplinary Teams in the following positions:

•  Carrier Clinic -Inpatient Attending- Child/Adolescent and Adult/Geriatric–Carrier Clinic (Belle Mead, NJ) 
Carrier Clinic – Inpatient- PT House Physician (weekends) 
On-Call Weekend Rounding Physician

•  Child & Adolescent Section Chief – Includes Pediatric CL: Jersey Shore University Medical Center, (Neptune, NJ)

•  Consultation Liaison Psychiatrists:  Hackensack University Medical Center (Hackensack, NJ), JFK Medical Center (Edi-
son, NJ), Ocean Medical Center (Brick, NJ), Jersey Shore University Medical Center (Neptune, NJ)

•  Outpatient: Ocean Medical Center (Brick, NJ)

•  Staff Psychiatrist for Adult Inpatient Unit: Riverview Medical Center (Red Bank, NJ) and Hackensack University Medi-
cal Center (Hackensack, NJ)

•  Outpatient Child & Adolescent Psychiatrist: Hackensack University Medical  
Center (Hackensack, NJ)

• Geriatric Psychiatry: Hackensack University Medical Center (Hackensack, NJ)

• ED/Crisis Unit: Jersey Shore University Medical Center (Neptune, NJ)

• Telehealth Remote Psychiatrist

Renee.Theobald@hackensackmeridian.org  or call: 908-839-5693

Hackensack Meridian Health is a leading not-for-profit health care network in New Jersey offering a complete range of medical 
services, innovative research, and life  enhancing care aiming to serve as a national model for changing and simplifying health 
care delivery through partnerships with innovative companies and focusing on quality and safety. 

Through a partnership between Hackensack Meridian Health and Seton Hall University, the School of Medicine will re-define 
graduate medical education, research, and clinical practice; reverse the critical physician shortage in both the New York/New 
Jersey metropolitan area and the nation; and stimulate economic development in northern New Jersey.

The School of Medicine will be the anchor in the development of a comprehensive health sciences campus that will also include 
research facilities and biotechnology endeavors – all in service of educating tomorrow’s doctors, discovering novel therapies, 
and facilitating compassionate and effective healthcare that will meet the ever-changing needs of tomorrow’s patients.

The School of Medicine will be the cornerstone of a dynamic venue for the exchange of ideas, the development of healthcare and 
research thought leaders and practitioners, and the discovery of novel therapies to meet the medical challenges of the future.

“Ocean Medical Center’s psychiatry program will be a community-based program,’’ said Ramon Solhkhah, M.D., program direc-
tor for psychiatry as well as founding Chair of Psychiatry & Behavioral Health at the Hackensack Meridian School of Medicine at 
Seton Hall University. “Our new psychiatry residency program will improve clinical care and ultimately encourage future health 
care leaders to build practices in the Jersey Shore area,’’

Department of Psychiatry
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CALIFORNIA

Full-time psychiatrist for a large 
public health & hospital system in 

Silicon Valley

$275,080 -$357,600 annually
36 days of annual leave

Full benefits & retirement
(Above annual salary includes additional pay
for Board Certification and Acute Settings)

Santa Clara Valley Health and Hospital 
System, a public healthcare system in the 
heart of Silicon Valley, is seeking full-time 
BE/BC psychiatrists for a variety of clinical 
settings, including emergency psychiatric 

services, inpatient consultation liaison 
services, jail custody health inpatient 

services, specialty mental health outpatient 
services and primary care behavioral health 

services. 

As the largest public health care system in 
northern California, we offer 

comprehensive healthcare resources to a 
large and diverse patient population. 

Psychiatrists are part of a robust team of 
staff that work in collaboration with other 
medical specialties and behavioral health 

clinicians to provide integrated health care 
to patients.

Psychiatrists are eligible for numerous 
benefits including 36 days of annual leave, 
5 days of educational leave, 12 holidays, 
$4500 educational funds, health benefits, 
life insurance and CalPERS retirement 

plan.  No calls required.

In addition, part-time opportunities for BE/
BC psychiatrists, PGY IIIs and IVs are 

available.

If you are interested in working in a 
dynamic and collegial work environment, 

please submit a CV and letter of interest to 
MD.Recruitment@hhs.sccgov.org.

The County of Santa Clara is an Equal 
Opportunity. 

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. 

Fax your CV to 209-468-2399 or email to 
BHSadministration@sjcbhs.org. EOE

Psychiatrist Position
Excellent Opportunity in California

Imperial County Behavioral Health 
Services is currently recruiting for full-time 
or part-time psychiatrists.  Imperial County, 

a rich farming area with a population of 
180,000, is located 90 miles east of San 

Diego, 90 miles south of Palm Springs, 60 
miles west of Yuma, Arizona, and just north 

of the cosmopolitan city of Mexicali, 
Mexico.  San Diego State University 

maintains a satellite campus in Calexico, 
and there are several private and public 

universities located in Mexicali. Imperial 
County’s location and diversity make it the 

perfect place for any professional. 

The position pays a highly competitive 
salary, including health benefits for you and 
your family, requires no hospital work and 

minimal after-hours work, freeing you up for 
more leisurely activities.  As a Psychiatrist 

with Imperial County Behavioral Health, you 
will be part of a multi-disciplinary treatment 

team that includes therapists, nurses and 
rehabilitation technicians that provide 

comprehensive support and resources to 
assist clients in achieving recovery.

J-1 and H1-B Applicants welcome.  Our 
agency is experienced in successfully 
processing J-1 Waiver and H-1B Visa 

applicants.

Qualified candidates must have a CA 
medical license or ability to obtain.  Send 
CV to Imperial County Behavioral Health 
Services, 202 North 8th Street, El Centro, 

CA 92243.   

For additional information, please 
contact: Kristen Smith (442)265-1606

kristensmith@co.imperial.ca.us

Realize Your Dream
Freedom & Flexibility

Private Practice
Tele-Psychiatry or In-Person

Flexible Work 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

San Diego 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

BE or BC psychiatrist needed. Following 
locations have immediate openings:

• San Jose, CA: Schedule: 24 hours per 
week; Pay Rate: $188 - $230/hour. 
Excellent Benefits! 
• San Mateo, CA: Schedule: 24 hours per 
week; Pay Rate: $192 - $216/hour. 
Excellent Benefits! 
• Stockton, CA: Schedule: 24-40 hours per 
week available; Pay Rate: $144 - $163/hour 
Excellent Benefits!
• San Leandro, CA: Schedule: 40 hours per 
week; Pay Rate: $188 - $230/hour Leadership 
Opportunity and Excellent Benefits!
• For additional listings, please visit: 
www.telecarecorp.com/physician-jobs/

You will work as part of a multidisciplinary 
team. The staff is all very friendly and it is a 

supportive working environment.

Please email your resume to 
Psorecruiting@telecarecorp.com 

FLORIDA

UNIVERSITY OF MIAMI, 
DEPARTMENT OF PSYCHIATRY

EXCEPTIONAL PSYCHIATRY 
OPPORTUNITY

Addiction Psychiatrist

The Department of Psychiatry and 
Behavioral Sciences at the University of 

Miami announce a search for an academic 
psychiatrist with interest and experience in 

Addiction Psychiatry. Applicants with 
clinical translational research background 

and track record of funding are encouraged. 

JOB DESCRIPTION
We are seeking an Associate Professor or 

equivalent to take on a leadership role in the 
Department as Division Chief for Addiction 

Psychiatry and Director of the Addiction 
Fellowship.

QUALIFICATIONS OF
THE PSYCHIATRIST

• Board certification in Psychiatry.
• Board eligibility/certification in Addiction 

Psychiatry 
• Demonstrated record of experience and 

training in addiction psychiatry.

COMPENSATION & BENEFITS 
This dynamic position commands an 

extremely competitive salary enhanced by 
an attractive benefits package, including but 

not limited to:
• Competitive compensation including 

bonus programs and vacation. 
• Comprehensive benefits include health/

dental/vision, paid malpractice, 
and 403(b) plans.

The University of Miami (UM) Miller 
School of Medicine is an academic medical 

center with extensive clinical facilities 
including the UHealth system, Jackson 
Memorial Hospital, and the Miami VA 

Hospital. Department psychiatrists are on 
the faculty of the Miller School of 

Medicine, South Florida’s only academic 
medical center. 

CV’s and letter of interest can be 
directed to: Carmen Alsina at 

calsina@med.miami.edu

Find What You’re
Looking For Now

Log on to
PsychiatricTimes.com/

classifieds
to view our 

extensive list of jobs

A career...a lifestyle...an adventure!A career...a lifestyle...an adventure!
laska
A career...a lifestyle...an adventure!A career...a lifestyle...an adventure!
laskalaskaA

As a non-profit, health care organization, Southcentral Foundation serves Alaska Native 
and American Indian people in the Anchorage service area. Our relationship-based Nuka 
System of Care is one of the nation’s most innovative health care systems. With a focus on 
multidimensional wellness, 4/10 option, outpatient clinics, residential homes for adolescents, 
substance abuse programs, and a behavioral urgent response team.

Some benefits of working at SCF include no call, billing, coding and insurance issues handled 
by a separate department, 10 hours of administrative time per week, and no inpatient care.

Unique Opportunity for Psychiatrists. 

Contact Jon Kasgnoc  |  jkasgnoc@southcentralfoundation.com 
(888) 700-6966 x5   |  southcentralfoundation.com
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Our competitive 
rates can help 
you promote 

physician products 
and services.

UNIVERSITY OF MIAMI, 
DEPARTMENT OF PSYCHIATRY

SYLVESTER COMPREHENSIVE 
CANCER CENTER

EXCEPTIONAL PSYCHIATRY 
OPPORTUNITY

Consultation-Liaison Psychiatrist 
& Psycho-Oncology

The Department of Psychiatry and 
Behavioral Sciences at the University of 
Miami and the NCI-designated Sylvester 

Comprehensive Cancer Center announce a 
search for an academic psychiatrist with 
interest and experience in Consultation 

Liaison Psychiatry. Applicants will work 
collaboratively with fellow psycho-

oncology providers including 
psychologists, psychiatrists, oncology 

social workers and other multidisciplinary 
members providing oncology services. 

JOB DESCRIPTION
The candidate will provide psychiatric 

consultation-liaison services across 
inpatient and outpatient oncology settings.  
As a faculty member of the Department of 
Psychiatry and Behavioral Sciences, the 

candidate will be expected to participate in 
psycho-oncology teaching and training 

activities. Research opportunities in 
psycho-oncology are also available.   

QUALIFICATIONS OF 
THE PSYCHIATRIST

• Board certification in Psychiatry.
• Board eligibility/certification in C-L 

Psychiatry would be preferred but 
experience will be considered. 

• Demonstrated record of interest or 
training in psycho-oncology preferred. 

COMPENSATION & BENEFITS 
This dynamic position commands an 

extremely competitive salary enhanced by 
an attractive benefits package, including but 

not limited to:
• Competitive compensation including 

bonus programs and vacation. 
• Comprehensive benefits include health/

dental/vision, paid malpractice, 
and 403(b) plans.

The University of Miami (UM) Miller 
School of Medicine is an academic medical 

center with extensive clinical facilities 
including the NCI-designated Sylvester 

Comprehensive Cancer Center (Sylvester). 
All Sylvester physicians are on the faculty 
of the Miller School of Medicine, South 
Florida’s only academic medical center. 

CV’s and letter of interest can be 
directed to  Maria Rueda-Lara, MD 
email: mrueda2@med.miami.edu

NEW HAMPSHIRE

Child/Adoleschent Psychiatrist

Beautiful Seacoast area with four seasons, 
55 minutes from Boston.  Expanding 
private, non-profit community mental 
health center seeks a Child/Adolescent 

Psychiatrist to join a staff of ten psychiatrist 
sand 4 APRN’s, for outpatient care.  Vibrant 

collegial atmosphere with competitive 
salary and benefits.

Interested candidates apply at: https://
smhc-nh.org/job-openings

 EOE M/F

SOUTH CAROLINA

Inspire health. Serve with compassion.
Be the difference.

Child & Adolescent Psychiatrist
Greenville, SC

Prisma Health, the largest healthcare 
provider in South Carolina, currently seeks 
BC/BE Child & Adolescent Psychiatrists to 

join our growing psychiatry department. 
The department is expanding our clinical, 
education, and research missions and is 

seeking candidates in all specialties. 
Successful candidates will have the 

opportunity to work within our specialty 
outpatient clinics and/or programs, and 

work across disciplines with other 
departments. Ideal candidates will have an 

interest in teaching and be eligible for 
faculty appointment at University of South 
Carolina School of Medicine Greenville, 

located on Prisma Health’s Greenville 
Memorial Medical Campus.  

Details Include:
• Candidate must be fellowship-trained and 
BE/BC in child and adolescent psychiatry
• Experience in an outpatient mental health 
setting, including telepsychiatry services
• Monday - Friday Outpatient with 1:7 
weekend inpatient coverage
• Academic faculty position working with 
fellows, residents and medical students
• Competitive compensation
• Rich benefits package including relocation, 
malpractice, health and dental insurance
• CME allowance

Prisma Health employs 16,000 people, 
including 1,200+ physicians on staff. Our 

system includes clinically excellent 
facilities with 1,627 beds across 8 

campuses. Additionally, we host 19 
residency and fellowship programs and a 

4-year medical education program: 
University of South Carolina School of 

Medicine–Greenville, located on Prisma 
Health Greenville Memorial Medical 
Campus. We are a designated Level I 
Emergency Trauma Center and have a 

separate research facility.

Greenville, South Carolina is a beautiful 

place to live and work and the Prisma 
Health catchment area is 1.3 million 

people. Greenville is located on the I-85 
corridor between Atlanta and Charlotte, and 

is one of the fastest growing areas in the 
country. Ideally situated near beautiful 

mountains, lakes and beaches, we enjoy a 
diverse and thriving economy, excellent 

quality of life and wonderful cultural and 
educational opportunities.

*Public Service Loan Forgiveness (PSLF) 
Program Qualified Employer*

Qualified candidates should submit 
a letter of interest and CV to: 

Natasha Durham, Physician Recruiter, 
Natasha.Durham@PrismaHealth.org, 

ph: 864-797-6114

Prisma Health is an equal opportunity 
employer which proudly values diversity.

Candidates of all backgrounds are 
encouraged to apply.

Inspire health. Serve with compassion.
Be the difference.

Addiction Psychiatrist
Greenville, SC

Prisma Health, the largest healthcare 
provider in South Carolina, currently seeks 
BC/BE Child & Adolescent Psychiatrists to 

join our growing psychiatry department. 
The department is expanding our clinical, 
education, and research missions and is 

seeking candidates in all specialties. 
Successful candidates will have the 

opportunity to work within our specialty 
outpatient clinics and/or programs, and 

work across disciplines with other 
departments. Ideal candidates will have an 

interest in teaching and be eligible for 
faculty appointment at University of South 
Carolina School of Medicine Greenville, 

located on Prisma Health’s Greenville 
Memorial Medical Campus.  

Details Include:
• Experience in outpatient academic and 
community mental health settings
• Experience seeing patients with substance 
use disorder, co-occurring disorders and MAT
• Monday - Friday Outpatient with 1:10 
weekend inpatient coverage
• Working with fellows, residents, medical 
students, and advanced practice providers
• Collaborative work with community 
partners including acute and residential 
rehab facilities. 
• Competitive compensation
• Rich benefits package including relocation, 
malpractice, health and dental insurance
• CME allowance

Prisma Health employs 16,000 people, 
including 1,200+ physicians on staff. Our 

system includes clinically excellent 
facilities with 1,627 beds across 8 

campuses. Additionally, we host 19 
residency and fellowship programs and a 

4-year medical education program: 
University of South Carolina School of 

Medicine–Greenville, located on Prisma 

Health Greenville Memorial Medical 
Campus. We are a designated Level I 
Emergency Trauma Center and have a 

separate research facility.

Greenville, South Carolina is a beautiful 
place to live and work and the Prisma 
Health catchment area is 1.3 million 

people. Greenville is located on the I-85 
corridor between Atlanta and Charlotte, and 

is one of the fastest growing areas in the 
country. Ideally situated near beautiful 

mountains, lakes and beaches, we enjoy a 
diverse and thriving economy, excellent 

quality of life and wonderful cultural and 
educational opportunities.

*Public Service Loan Forgiveness (PSLF) 
Program Qualified Employer*

Qualified candidates should submit a letter 
of interest and CV to: Natasha Durham, 

Physician Recruiter,        Natasha.
Durham@PrismaHealth.org, ph: 864-797-

6114

Prisma Health is an equal opportunity 
employer which proudly values diversity.

Candidates of all backgrounds are 
encouraged to apply.

WYOMING

M.D./D.O. Psychiatrist
Evanston, Wyoming

$17,000.00 - $20,833.34 Monthly

The Wyoming Department of Health offers 
an excellent benefits package, including 

medical/dental/vision insurance, paid 
vacation and sick leave, paid holidays, state 

retirement plan, deferred compensation 
program and longevity pay.

AGENCY REQUIREMENTS
• Doctor of Medicine (M.D. or D.O.)
• Board certified (or eligible) in Psychiatry
• Eligible for licensure to practice medicine 
in Wyoming.

Contact:
Tara Gerrard tara.gerrard@wyo.gov

307-789-3464 ext 656

Click here to view the State of Wyoming 
Classification and Pay Structure.

URL: http://agency.governmentjobs.com/
wyoming/default.cfm

EOE

CALL TODAY
(609) 495-4367
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Updated features include:
• Simple and flexible interface

• Enhanced search

• Multimedia options

• Streamlined navigation

Online Resources at

As you enjoy the print edition of Psychiatric Times®, take a minute to go to our 
updated website for in-depth coverage and timely news and information.

PsychiatricTimes.com

have a new look!
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The duloxetine your patients require—approved in a sprinkle formulation designed for those who 
cannot or will not swallow solid forms of medication1

• Drizalma Sprinkle™ is available in 4 dosage strengths—20 mg, 30 mg, 40 mg, and  
60 mg—for flexibility and easy titration1

• Drizalma Sprinkle™ can be administered with or without food. Capsules can be opened, and the 
contents sprinkled over applesauce1

Dosing and Administration

• Because delayed-release duloxetine capsules are not able to be crushed, opened, or sprinkled, 
Drizalma Sprinkle™ provides the first and only once-daily, delayed-release dosing option for patients 
who cannot or will not swallow solid medication forms1,5,6

• Drizalma Sprinkle™ provides the same drug release whether it is swallowed whole in capsule form, 
sprinkled over applesauce, or administered via nasogastric tube1

ADVERSE REACTIONS

The most common adverse reactions (≥5% and at least twice the incidence of placebo patients) were nausea, dry mouth, 
somnolence, constipation, decreased appetite, and hyperhidrosis.

DOSING AND ADMINISTRATION

Drizalma Sprinkle™ may be taken with or without food. Drizalma Sprinkle™ may be swallowed whole (do not crush or chew capsule); 
opened and sprinkled over applesauce; or administered via nasogastric tube.

DRUG INTERACTIONS

• Avoid concomitant use with potent CYP1A2 inhibitors
• Consider dose reduction with concomitant use with CYP2D6 substrates

USE IN SPECIFIC POPULATIONS

• Hepatic Impairment: Avoid use in patients with mild, moderate, or severe hepatic impairment
• Renal Impairment: Avoid use in patients with severe renal impairment
• Pregnancy: Advise patients to notify their healthcare provider if they become pregnant or intend to become pregnant during 

treatment with Drizalma Sprinkle™. Third trimester use may increase risk of symptoms of poor adaptation (respiratory distress, 
temperature instability, feeding difficulty, hypotonia, tremor, irritability) in the neonate. Advise patients that Drizalma Sprinkle™ 
use during the month before delivery may lead to an increased risk for postpartum hemorrhage and may increase the risk of 
neonatal complications requiring prolonged hospitalization, respiratory support and tube feeding

IMPORTANT SAFETY INFORMATION (cont’d)

Drizalma Sprinkle™ Capsules Have 
Demonstrated Bioequivalence to Cymbalta® 
(duloxetine delayed-release capsules)1,4

Please see additional Important Safety Information throughout this journal cover wrap, and Brief Summary of Full Prescribing 
Information, including Boxed Warning.
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Published October 2009. Accessed October 2, 2020. 3. Center for Drug Evaluation and Research, US Food and Drug Administration. Size, Shape, and Other Physical 
Attributes of Generic Tablets and Capsules: Guidance for Industry. www.fda.gov/media/87344/download. Published June 2015. Accessed October 2, 2020. 4. Data 
on file. Sun Pharmaceutical Industries, Inc., Princeton, NJ. 5. Institute for Safe Medication Practices. Oral dosage forms that should not be crushed. Published 
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Drizalma Sprinkle is a trademark of Sun Pharmaceutical Industries Limited.
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91% of lives on the top 10 Medicare Part D plans are offered coverage for Drizalma Sprinkle™4

Drizalma Sprinkle™ is Covered on Most Medicare Part D Plans

Drizalma Sprinkle™ is designed for patients who cannot or will not swallow solid medication forms1

Prescribe the Only Formulation of Duloxetine That is Designed to Be Opened and Sprinkled1

Drizalma Sprinkle™ provides effective therapy in one formulation for 
4 different indications1:

• Major Depressive Disorder (MDD) in adults

• Generalized Anxiety Disorder (GAD) in adults and pediatric patients aged 
7 to 17 years

• Diabetic Peripheral Neuropathic Pain (DPNP) in adults

• Chronic musculoskeletal pain in adults

91%

• Lactation: Advise breastfeeding women using duloxetine to monitor infants for sedation, poor feeding and poor weight gain and to 
seek medical care if they notice these signs

To report SUSPECTED ADVERSE REACTIONS, contact Sun Pharmaceutical Industries, Inc. at 1-800-818-4555 or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.

Please see additional Important Safety Information throughout this journal cover wrap, and Brief Summary of Full Prescribing 
Information, including Boxed Warning.

IMPORTANT SAFETY INFORMATION (cont’d)
USE IN SPECIFIC POPULATIONS (cont’d)

To Learn More, Visit: drizalmasprinklehcp.com
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