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More Reasons for Concern About 

Adolescent Cannabis Use

“He’s addicted to ‘Fortnite’!” is a chief complaint I have heard numerous times over the 

past 2 years in my treatment of children and adolescents. However, even before “Fortnite” 

became a household name, I was seeing young patients for whom gaming had transformed 

into something far more serious than a carefree pastime. It was almost becoming a recog-

nizable pattern: child starts playing a videogame, child won’t stop playing videogame, 

parents remove access to videogame, child flies into a rage with sometimes terrifying 

consequences. Yet, while this pattern was often predictable, it was difficult to name.
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C
annabis is a widely used drug of 

abuse in adolescents. With legal-

ization of marijuana, adolescent 

cannabis use may increase substantial-

ly. Clinicians are often faced with a de-

pressed, anxious, or suicidal adolescent 

who uses cannabis to self-medicate 

symptoms and is unwilling to stop us-

ing cannabis. Several recent studies 

provide further evidence of the adverse 

mental health consequences of canna-

bis use in adolescents.

Depression, anxiety, suicidality
A systematic review and meta-analysis 
examined the risk of adolescent canna-
bis use in the development of major 
depression, anxiety, and suicidal be-
havior.1 The analysis included longitu-
dinal and prospective studies of canna-
bis use in adolescents aged younger 
than 18 years who were then assessed 
in young adulthood (aged 18-32 
years). Eleven studies for a total sam-
ple of 23,317 adolescent cannabis us-
ers were included in the analysis.

The risk of depression (odds ratio 
[OR] = 1.4), suicidal ideation (OR = 
1.5), and suicide attempt (OR = 3.5) in 
young adulthood was significantly 
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Gaming disorder seems to be a fitting diagnosis, but 
its existence as an independent mental health condition 
remains highly controversial, with many researchers 
and clinicians divided on this issue. In May 2019, the 
World Health Organization (WHO) finally took an of-
ficial stance; gaming disorder will be classified as a 
medical illness in ICD-11. Gaming disorder should be 
of “sufficient severity to result in significant impair-
ment in personal, family, social, educational, occupa-
tional or other important areas of functioning” and 
would “normally have been evident for at least 12 
months.”1 Their decision is based on “reviews of avail-
able evidence and reflects a consensus of experts from 
different disciplines and geographical regions that 
were involved in the process of technical consultations 
undertaken by WHO in the process of ICD-11 devel-
opment.”

Diagnostic controversy
WHO is arguably the most influential organization to 
weigh in on this debate thus far, and as such, their des-
ignation has already generated a significant amount of 
international criticism. Numerous representatives from 
the video gaming industry banded together to deliver a 
joint statement, stating “The World Health Organiza-
tion knows that common sense and objective research 
prove video games are not addictive. . . . We strongly 
encourage WHO to reverse direction on its proposed 
action.”2 The gaming industry is not alone in its criti-
cism of WHO’s decision.

Andrew Przybylski, experimental psychologist 
and Director of research at the Oxford Internet Insti-
tute responded to the proposed designation as early as 
last year, stating that “WHO’s tentative move to 
pathologize digital play is premature.”3 In 2017, 
Przybylski and more than 20 other researchers pub-
lished an open debate paper responding to the possi-
ble ICD-11 designation; they expressed concerns that 
with this designation, individuals who play video 
games without developing pathological use will be 
inappropriately stigmatized.4 However, criticism of 
gaming disorder goes well beyond concerns regard-
ing its potential impact on “healthy” gamers.

Preliminary evidence for pathological gaming
One criticism against making gaming disorder an in-
dependent disorder is that the neurobiological conse-
quences of other addictive disorders are extensively 
documented, while those associated with gaming 
disorder are not. Imaging studies of gaming disorder 
are few and have significant design limitations (eg, 
homogenous samples, wide diversity in type of gam-
ing).

However, despite the undeniable need for addi-
tional research, preliminary evidence does suggest 
possible behavioral and physiological changes from 
increased gaming. Individuals meeting criteria for 
internet-gaming disorder (IGD) appear to exhibit de-
creased loss sensitivity, enhanced reactivity to gam-
ing cues, and aberrant reward-based learning, similar 
to changes seen with pathological gambling behav-
ior.5 Neuroimaging studies, specifically fMRI, also 
indicate changes in brain regions associated with ad-
diction, rewards, and emotional processing; com-
pared with controls, individuals with IGD may have 
increased activation in areas such as the nucleus ac-

cumbens, amygdala, anterior cingulate, dorsolateral 
prefrontal cortex, and insula. Moreover decreased 
gray matter volumes have been found in the cerebel-
lum, orbitofrontal cortex, anterior cingulate cortex, 
and supplementary motor area of individuals with 
IGD.6

These neurobiological changes may be more pro-
nounced for certain types of video games, specifical-
ly related to how reward delivery is designed within 
a game. For example, many popular video games 
now include “loot boxes,” where gamers can pay real 
money to purchase a random selection of virtual re-
wards. The gamer hopes that in that selection will be 
a highly sought-after reward of great value within the 
video game itself. The trick is that like the slot ma-
chine, the odds of obtaining a valuable item are both 
unpredictable and slim, prompting the gamer, in es-
sence, to gamble. Loot boxes are not the only method 
video game designers use to perpetuate gaming, but 
the sheer number of, and variability between, video 
games makes it tremendously difficult to generalize 
neurobiological findings to all individuals with 
pathological gaming issues.

Limited treatment options
Another potential barrier to recognizing “gaming dis-
order” is that there are limited treatment options for 
the disorder. There is a long-standing adage in medi-
cine that once a physician officially recognizes and 
documents a problem, the onus is then on the physi-
cian to figure out how to fix it. For gaming disorder, 
the lack of standardized research makes treatment 
decisions exceedingly challenging.

What little evidence there is suggests that treat-
ment options similar to those used in addictive disor-
ders (eg, bupropion, cognitive behavioral therapy) 
may provide some benefit, and that treating comorbid 
conditions (eg, ADHD, depression) may be helpful.7 
However, in order to discern effective treatment op-
tions for IGD, a standardized definition, diagnosis, 
and screening method are crucial; therefore, without 
international recognition of IGD and subsequent 
standardization of diagnostic criteria and screening, 
treatment studies will likely continue to be inade-
quate.

Pathological gaming as a stand-alone diagnosis
Perhaps the most significant debate over the existence 
of IGD relates to the question of whether pathological 
gaming and internet use are associated phenomena re-
sulting from mental health disorders, rather than sepa-
rate entities. IGD has been found to be comorbid with 
numerous psychiatric diagnoses, including depression 
and anxiety. A 2016 study found low intercorrelation 
between addictive online variables and evidence that 
psychiatric diagnoses contributed significantly to any 
noted variance between addictive internet and gaming 
behaviors.8

Regardless of these findings, there are few diagno-
ses that exist in true isolation in psychiatry, and even if 
pathological gaming is the result of a preexisting psy-
chiatric disorder, a teenager who begins engaging in 
excessive alcohol use to cope with MDD will often get 
both a diagnosis of alcohol use disorder and MDD. If 
another teenager begins engaging in pathological gam-
ing as a coping mechanism for managing the same 
depressive symptoms, it is worth questioning why giv-
ing the dual diagnoses of MDD and the addictive dis-
order would be appropriate in the former, but not the 
latter.

Pathological gaming and psychiatric symptoms
Certainly, there are valid points in support of and 
against the creation of a gaming disorder diagnosis, but 
it is pathological gaming’s impact on our patient pop-
ulation that should prompt attention from the field of 
psychiatry. While the percentage of total gamers that 
meets proposed gaming disorder criteria appears quite 
small, the noted comorbidity between psychiatric diag-
noses and pathologic gaming suggests that individuals 
who meet IGD criteria may be more likely to be our 
patients.9 As psychiatrists we must recognize this 
pathological behavior and help address it, just as we 
would help manage binge eating or cannabis use disor-
ders—whether maladaptive coping skills or stand-
alone diagnoses.

Psychiatry’s recognition of the disorder is especial-
ly important considering that pathological gaming may 
have a more negative impact on those with existing 
psychiatric illness. Among individuals seeking treat-
ment for IGD, those with higher scores on baseline 
Beck Depression Inventory (BDI) rating scales re-
quired extended IGD treatment and individuals who 
endorse comorbid ADHD symptoms also appear to 
have more severe IGD.10,11

Thus, while support of a gaming disorder diagnosis 
might risk stigmatizing or incorrectly assigning patho-
logic behavior to healthy gamers, it might also help to 
advance international knowledge of IGD in vulnerable 
populations with comorbid psychiatric illness. More-
over, WHO’s designation of gaming disorder may also 
be a necessary first step toward improving research on 
internet addiction, or problematic internet use (PIU). 
PIU research is similarly plagued by use of many differ-
ent diagnostic criteria and screening tools although indi-
viduals with PIU alone appear to be in a different demo-
graphic than those with gaming disorder, with different 
comorbidities (eg, individuals with only gaming disor-
der are more likely to be male).8 PIU similarly appears 
to pose a unique risk to those with existing psychiatric 
illness. For example, psychiatrically hospitalized ado-
lescents with PIU are more likely to exhibit both suicid-
ality and aggression than psychiatrically hospitalized 
adolescents without PIU.12

Conclusion
If the American Psychiatric Association decides to fol-
low WHO’s example and officially recognize gaming 
disorder in DSM, they will be making an important 
statement of national support for funding of well-de-
signed studies to elucidate further the effects of digital 
media on patients. Critics of WHO’s recognition of 
gaming disorder attribute the designation in part to its 
caving under political pressure from Asian countries, 
some of which have been pushing for formal recogni-
tion of gaming disorder for years.13 Gaming addiction 
has become a significant public health concern in coun-
tries like South Korea, with governments going so far as 
to enact public policies and laws to target the problem.

While it’s true that gaming in the US has not yet 
become the crisis that it has become in other countries, 
DSM inclusion of the disorder might similarly help to 
inspire interventions beyond the level of the individual 
here in the US, ideally including policy proposals for 
primary prevention. American politicians are already 
taking notice of gaming and internet addiction. The 
most notable example is the CAMRA Act, a bipartisan 
bill drafted by congress in 2018 that proposes the allot-
ment of $95 million for government funding to the 
NIH in support of projects studying the effects of tech-
nology and media on youth.14

Gaming Addiction
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The internet and video gaming are 
not going away, and game designers 
will continue to prioritize habitual 
gaming over the health of players, 
leaving the burden of pathological 
gaming on users and their families. 
For one couple in South Korea, the 
burden was the death of their infant 
child when they neglected the child’s 
care in order to play video games.15 
For a mother in Ohio, it was the loss of 
her life when she found her 16-year-
old son playing Halo, reportedly for up 
to 18 hours a day; when she took the 
game away in disapproval, her son 
shot and killed her.16

While these examples are rare and 
extreme, not every individual who 
drinks alcohol drinks to the point of 
cirrhosis, and yet we screen for alcohol 
use regularly, assessing for when so-
cial use has become an alcohol use 
disorder. For many of our patients and 
their frustrated parents, the risks of 
psychiatry’s continued avoidance of a 
potential gaming disorder may already 
be too high.

Dr Gansner is Instructor in Psychiatry, 

Cambridge Health Alliance, 

Cambridge, MA. She reports no con-

flicts of interest concerning the sub-

ject matter of this article.
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higher in adolescent cannabis users 
than in nonusers; a significantly in-
creased risk was not found for the de-
velopment of anxiety disorders (odds 
ratio = 1.2). It is important to note that 
the increased risk of depression and 
suicidal behavior in young adulthood 
was present even in the absence of a 
premorbid psychiatric condition. 
Based on this study, the researchers 
concluded that the estimated popula-
tion attributable risk of depression 
from cannabis use is 7.2% in adoles-
cents; approximately 413,326 cases 
of adolescent depression are poten-
tially attributable to cannabis use.

Age, cannabis use frequency, and 
mental health problems
The effects of age on cannabis use 
frequency and cannabis use disorder 
on psychotic, depression, and anxiety 
symptoms in adolescents and adults 
were evaluated by Leadbeater and 
colleagues.2 A randomly recruited 

sample of 662 adolescents aged 12 to 
18 years was assessed over a 10-year 
period.

More frequent cannabis use was 
significantly associated with more 
depressive symptoms from ages 16 to 
19 and after age 25. Furthermore, 
cannabis use was significantly associ-
ated with psychotic symptoms after 
age 22. There was no association be-
tween frequency of cannabis use and 
anxiety symptoms in the study sam-
ple. With regard to cannabis use dis-
order, there was an association with 
higher depressive symptoms at ages 
19 to 20 and after age 25; psychotic 
symptoms after age 23 were associat-
ed with adolescent cannabis use dis-
order. Cannabis use disorder was also 
associated with higher anxiety symp-
toms at ages 26 to 27.

Adolescent cognitive 
development
Morin and colleagues3 examined the 
relationship between cannabis use 
and cognitive development in adoles-
cents. The study sample included 

CONTINUED ON PAGE 8
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Erratum: There were inaccuracies in the CME article, “Identification, Assessment, 

and Clinical Management of Tardive Dyskinesia: An Update,” which ran in the July 

issue of Psychiatric Times. We have since updated Table 6 online (https://www.

psychiatrictimes.com/cme/identification-assessment-and-clinical-management-

tardive-dyskinesia-update) but wanted to let our readers know that we’ve 

removed the “Other considerations” row from the Table. Deutetrabenazine does 

not have a black box warning for depression and suicide for tardive dyskinesia; 

we’ve also added, CYP2D6 in the “Primary metabolism” row under the 

Valbenazine column.
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3826 seventh graders (mean age, 12.7 
years) from 31 schools in the Montre-
al area. These youth were assessed 
annually for 4 years (grades 7-10) on 
cannabis use, alcohol use, and cogni-
tive functioning, including recall 
memory, perceptual reasoning, inhi-
bition, and working memory. The as-
sessments were completed via a con-
fidential annual web-based survey 
during class time to assess cognition 
and substance use.

Adolescent cannabis and alcohol 
use were associated with lower work-
ing memory, perceptual reasoning, 
and inhibitory control. Of particular 
concern, cannabis use showed neuro-
plastic (concurrent effect) and neuro-
toxic (lasting effect) of cannabis, 
which was not found for alcohol use. 
For example, when adolescent canna-
bis use increased in frequency in a giv-
en year, there was a reduction in de-
layed recall memory and perceptual 
reasoning in that same year.

Cannabis use in a given year was 
also associated with impaired inhibi-
tory control and working memory a 
year later. These findings are particu-
larly worrisome given that cannabis 
use in this sample was low and infre-
quent, yet cognitive changes were 
detected with small increases in can-
nabis use.

Decreased threat responsiveness as 
a function of cannabis use disorder has 
been reported in adolescents.4 
Eighty-seven adolescents with canna-
bis use disorder and/or alcohol use dis-
order were scanned with fMRI during 
a looming threat task. During this task, 
adolescents were shown images of 
threatening or neutral human faces or 
animals that appeared to be looming 
(increasing size over time) or receding 
(decreasing size over time).

Adolescents with higher severity 
of cannabis use disorder symptoms 
showed decreased response to loom-
ing stimuli within the rostral frontal 
and fusiform gyrus and amygdala. 
There were no associations with alco-
hol use disorder symptoms. The re-
searchers speculate that decreased 
threat responsiveness may be a neu-
rotoxic effect of cannabis abuse and 
related to conduct problems (less 
concern about negative consequenc-
es) associated with cannabis use dis-
order.

Mental health effects and 
increasing cannabis potency
The potency of cannabis with rising 
concentration of delta(9)tetrahydro-
cannabinol (THC) has been increasing 

over the past few decades. Wilson and 
colleagues5 reviewed the effects of in-
creasing cannabis potency on adoles-
cent health.

High-potency cannabis was asso-
ciated with five times higher proba-
bility of having a diagnosis of a psy-
chotic disorder compared with 
cannabis nonusers. Increased risk of 
relapse following first episode of psy-
chosis was associated with frequent 
use of high-potency cannabis. In 
cross-sectional studies, high-potency 
cannabis use was associated with de-
pression and anxiety in adolescent 
cannabis users. These findings are 
concerning because adolescents typi-
cally have little information about the 
potency of cannabis that they are us-
ing.

Clinical implications
These recent studies add significantly 
to the evidence that cannabis use in 
adolescents has adverse effects on 
mental health with risk for depression, 
psychosis, and cognitive impairment, 
especially inhibitory control. Adoles-
cents and their parents need to be in-
formed about the adverse consequenc-
es of cannabis use, whether the 
adolescent is or isn’t currently using 
substances. Many psychiatric disor-
ders increase the risk for cannabis use 
and conversely frequent cannabis use, 
especially higher potency cannabis, 
increases the likelihood of psychiatric 
disorders. With pending legalization 
of marijuana and increased access for 
adolescents, the public needs to be in-
formed about the deleterious mental 
health effects of cannabis use in ado-
lescents.

Dr Wagner is Professor and Chair, 

Department of Psychiatry and 

Behavioral Sciences, University of 

Texas Medical Branch, Galveston, TX. 

She is President of the American 

Academy of Child and Adolescent 

Psychiatry.
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PAIN MANAGEMENT

Psychiatric Disorders and Pain
» Steven A. King, MD, MS

T
he association between psychi-

atric disorders, most notably 

depression and anxiety, and 

pain is well established. However, 

mental health professionals, and es-

pecially psychiatrists, are still often 

excluded from treating patients with 

pain as many of our non-psychiatrist 

physician colleagues still often be-

lieve that there is little for them to do 

in the care of patients with pain un-

less it is clearly secondary to a psy-

chiatric disorder. The results of two 

new studies highlight the importance 

of addressing mental health prob-

lems in patients with pain.

Total knee arthroplasty
The first study examined the effects 

of MDD on the outcomes for 260 pa-

tients who underwent total knee ar-

throplasty (TKA).1 Patients complet-

ed baseline measures before the 

surgery that included the Patient 

Health Questionnaire to evaluate the 

presence of MDD and others to eval-

uate pain, level of functioning, and 

overall quality of life. The testing 

was repeated at a year following the 

surgery.

The patients were divided into four 

groups:

1 
Those who didn’t suffer from MDD 

either at baseline or follow-up

2 
Those who suffered MDD at 

baseline but not at follow-up

3 
Those who didn’t suffer MDD at 

baseline but did at follow-up

4 
Those who suffered MDD both 

at baseline and follow-up

At baseline there were no signifi-

cant differences between the groups 

with regard to knee function. How-

ever, there were significant differenc-

es between them at one-year follow-

up. Patient with MDD at both baseline 

and follow-up were found to have 

significantly less net improvement 

than patients in the other three groups. 

Patients who did not have MDD at 

baseline but did at follow-up also had 

less improvement than patients who 

never had MDD or those with MDD 

that had resolved by follow-up. Pa-

tients in the latter two groups had 

similar levels of improvement.

Visser and colleagues conclude 

that patients with MDD can still ben-

efit from TKA. They emphasize that 

the presence of the psychiatric disor-

der is not a contraindication to the sur-

gery, but it is important to at least be-

gin to treat symptoms before patients 

undergo TKA. Moreover, it is impor-

tant to monitor the mental health of 

patients who have undergone the sur-

gery to determine whether depression 

is developing and needs to be treated. 

Also noted was the difficulty in deter-

mining whether the psychiatric disor-

der caused the reduction in benefits 

from the surgery or if the reason for 

continuing or new-onset depression 

was the lower level of improvement 

following the surgery.

Chronic low back pain
The second study comprised 284 pa-

tients with chronic low back pain 

(CLBP) with or without radiculopa-

thy who were evaluated on their first 

visit to chronic pain clinics in Portu-

gal.2 The instruments used to evaluate 

patients included the Hospital Anxi-

ety and Depression Scale (HADS), 

Brief Pain Inventory, and the Short-

ened Treatment Outcomes in Pain 

Survey. The latter two were again 

used at one-year follow-up to gauge 

the levels of pain and physical func-

tioning.

During the year, the patients un-

derwent what was described as “the 

usual multidisciplinary approach” to 

CLBP. Although the article does not 

include what was meant by this, it 

notes that among the services pro-

vided by the clinics were “general 

medical therapy, invasive approach-

es, physical therapy, and psychologi-

cal assessment and/or cognitive be-

havioral therapy.”

At baseline, 51.4% of patients had 

depression and anxiety symptoms on 

the HADS while 21.5% had only 

anxiety, 6.7% only depression, and 

20.4% neither. Study findings indi-

cate that patients who suffered from 

both depression and anxiety symp-

toms at baseline had significantly 

worse outcomes with pain severity 

and disability at the one-year follow-

up. The presence of either depression 

or anxiety alone at baseline also af-

fected both of these measures but at a 

lesser level.

The researchers concluded that 

depression and anxiety symptoms at 

the onset of treatment of CLBP were 

predictive of treatment outcomes 

even at the pain clinics where it was 

expected that psychological issues 

would be addressed.

Conclusion
Both studies highlight the potentially 

significant impact the presence of 

psychiatric disorders and/or their 

symptoms can have on response to 

treatments for chronic pain. In pa-

tients with chronic pain, the presence 

of depression or anxiety is often dis-

counted as being secondary to the 

pain and therefore expected to re-

solve once the pain improves. Fur-

thermore, because of this, once treat-

ments for the pain are instituted, the 

psychiatric disorders may be ignored.

Patients with CLBP may be ex-

pected to be offered some psycho-

logically based treatments at a pain 

clinic, but that is not always guaran-

teed. Moreover, it is much less likely 

that someone undergoing a TKA 

would be offered similar services. 

Even if that person was in treatment 

for MDD, it is quite possible that the 

issue of pain may not come up during 

treatment because patients and psy-

chiatrists may think that knee pain 

and the response to surgery may have 

little connection with one’s mental 

state. Even if MDD is identified prior 

to surgery, it may be overlooked as a 

possible factor in the level of a pa-

tient’s benefits as a result of the TKA.

These studies demonstrate that for 

many patients with chronic pain con-

ditions and even those who undergo 

appropriate surgical therapies such as 

TKAs, the assessment of mental 

health at the onset and throughout 

treatment is of vital importance. 

Without the active involvement of 

mental health professionals includ-

ing psychiatrists in the care of pa-

tients with pain, the effectiveness of 

treatment may be markedly reduced.

Dr King is in private practice in 

Philadelphia.
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For many patients with chronic pain 
conditions . . . the assessment of mental 

health at the onset and throughout 
treatment is of vital importance.
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WHY PSYCHIATRISTS ARE PHYSICIANS FIRST

» Sharon Packer, MD

M
at was big, blonde, and a 

bully. She was also a Bud-

dhist who didn’t eat meat 

or drink beer. She called herself 

Mat, short for Matilda, using a 

gender-neutral name long before it 

became fashionable.

Mat was the proverbial “Big 

Nurse” who bulldozed residents, 

attendings, and even ward chiefs. 

Her concern for patients distin-

guished her from the diabolical 

Nurse Ratched—although some 

med students compared her to 

Nurse Diesel from Mel Brooks’s 

spoof, High Anxiety (1977).

Had Mat told me that she secret-

ly called herself “Brunhild” rather 

than “Mat,” and dressed like a 

Valkyrie in private, and imagined 

herself leaving her day job and au-

ditioning for an operatic role in the 

Ring Cycle, I would have believed 

her. But, to us, she was Mat, the 

head nurse. It is she who is the star 

of this story, more than I, and more 

than the unfortunate patient, the pic-

colo player, whose preliminary di-

agnosis surfaced through our com-

bined efforts.

Nick, as I shall call him, was a 

youngish male who was sent “up-

stairs” from the emergency depart-

ment (ED). The ED doc called, and 

said, “it’s probably just drugs. You 

know how they are . . . I couldn’t 

send him home in his condition, so 

I sent him upstairs to psych. At least 

he’ll be safe there, till everything 

wears off.” Nick had started sob-

bing uncontrollably in an all-male 

dance hall near the hospital. “He 

should have been happy,” said the 

ER doc, who parroted the words of 

Nick’s friend, who said that Nick 

was thrilled by his Lincoln Center 

audition and would soon graduate 

from a conservatory upstate.

We assumed that Nick had been 

medically cleared in the ED. But 

there’s a reason why we should 

never assume, and there is no need 

to repeat that reason here. The tim-

ing was also telling. It was the 

early eighties, before medicine 

knew much about the plague brew-

ing in the West Village and in San 

Francisco. All we knew was that 

Nick was too inconsolable to relate 

a coherent story.

Unable to speak without sob-

bing, he pulled out his wallet, and 

showed his school ID. He was in-

deed about to become a profession-

al piccolo player. He was not some-

one who set up shop on the subways, 

or street corners, waiting for tourists 

to drop tips into his hat. Hoping to 

learn more about him, I asked to 

speak with someone from home. He 

nodded “yes,” so I asked him to call 

his brother on the phone.

That’s when it became apparent 

that something much more was 

amiss. I slid the phone across the 

desk, near Nick’s hand. It was a 

push button model in an era that 

had not yet envisioned auto-dial 

cell phones, much less speech-acti-

vated Siri. But this conservatory-

trained piccolo player couldn’t dial 

the phone. His fingers stumbled 

around the keypad. His digits 

didn’t flip fast enough, even though 

he presumably had far better fine 

movement control that almost any-

one around, save for some select 

neurosurgeons.

His gait was unimpaired, and 

his speech was clear, without slur-

ring. The common signs of intoxi-

cation were absent. This strange 

sign prompted me to perform some 

impromptu “bedside” neurological 

tests even before asking the stan-

dard mental status questions used 

to assess memory and cognition.

Instead, I asked him to touch 

each finger with the opposing 

thumb, and then flip their hands 

right side up and upside down, as I 

observed for speed. Not surprising-

ly, Nick could not perform these 

simple tests any better than he could 

dial a phone. He had “dysdiadocho-

kinesia,” a neurological sign of cer-

ebellar dysfunction. Whatever ailed 

him, it was not strictly psychiatric, 

and it probably was more than the 

recreational drugs that the ED resi-

dent suspected.

Dysdiadochokinesia was a hard 

word to remember—and an impos-

sible one to forget. The differential 

diagnosis for dysdiachokinesia 

was ominous: MS for starters in 

someone his age. Cerebellar tu-

mors occur in much younger per-

sons, as well as more obscure dis-

orders, and some newer diagnoses 

also.

I was still contemplating the sig-

nificance of this unexpected neuro-

logical sign, when Mat burst into 

the room, yelling, “stop.” She was a 

bully, for sure, but she was not an 

alarmist. In her hands were plastic 

gloves and a blue paper surgical 

gown, the kind that would pop up 

throughout hospitals soon enough. 

“Don’t draw bloods before you put 

this on,” she said, eyeing the syringe 

and tubes that I had lined up on a 

crash cart, expecting to order more 

laboratory tests than the ones done 

at Nick’s short ED encounter.

Having commandeered my at-

tention, Mat beckoned me to exit 

the exam room. I pushed the cart 

ahead. With the patient still in 

sight, but outside of ear range, she 

whispered that she saw “thick 

white stuff” in his throat when she 

inserted the thermometer to take 

his temperature. She thought it was 

thrush.

The ED staff made no mention 

of this finding and recorded 

“WNL” in the HEENT section. Yet 

Mat was unmoved. A throat swab 

was already on the way. For some-

one who was ordinarily so persua-

sive, Mat nevertheless needed 

some persuasion to support her 

suspicions. Mat flinched when I 

told her about the dysdiadochoki-

nesia that was evident during ordi-

nary activity, even before a formal 

neurological exam.

Thrush had many meanings to 

the medical eye and ear, but in this 

case, where it appeared in a young 

previously healthy (and probably 

gay) adult male, who was not on 

corticosteroids and was not dia-

betic and was not receiving chemo-

therapy, it said “AIDS.” And AIDS 

meant blood-born transmission, 

and a need for extreme caution to 

avoid acquiring or transmitting the 

still-deadly and ill-understood in-

fection.

The HIV test had not yet been 

born. We did not yet know that the 

retrovirus could affect the CNS sys-

tem directly. We knew that systemic 

candida could afflict immunocom-

promised individuals or cancer pa-

tients or persons on complicated 

antibiotic regimens that wiped out 

less pernicious organisms. And now 

it seemed likely that Nick would be 

the next unfortunate recipient of this 

diagnosis.

A few phone calls later, Nick was 

on his way to a medical ward, which 

offered a more targeted work-up and 

more nursing attention, at least in the 

short run. Over the next few months, 

more “Nicks” would arrive in the 

ER, some with neuropsychiatric 

symptoms and nothing but, and 

some who were sick enough to enter 

ICU immediately. Over the next few 

weeks, white splotches surfaced on 

Nick’s skin.

If only Nick’s story ended as 

nicely as Mozart’s The Magic 

Flute, where Papageno the bird 

catcher meets his partner. But that 

was not meant to be. It was painful 

to imagine Nick’s last act. At very 

best, he entered Valhalla as hero-

ically as the deities who died in 

Wagner’s opera, after the skies 

blazed red like fire. Happy endings 

were not available to people like 

Nick in the early 1980s, but times 

changed by the year 2000. On the 

other hand, I could easily imagine 

how badly things might have turned 

out for more people on the ward, 

myself included, had Mat not been 

so astute—and had I not been a 

physician first, who noticed subtle 

neurological signs as much as 

straightforward psychiatric symp-

toms.

Dr Packer is Assistant Clinical 

Professor of Psychiatry and 

Behavioral Sciences at Icahn School 

of Medicine at Mt Sinai, New York, 
NY. ❒

The Piccolo Player and 
His Last Tragic Tune

It was painful to imagine Nick’s last act. At very 
best, he entered Valhalla as heroically as the 
deities who died in Wagner’s opera, after the 
skies blazed red like fire.
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FROM THE EDITOR

A Drug’s Journey: From the 
Pill Bottle to the Toilet
John J. Miller, MD | Editor in Chief

A mythology exists that creates one 

of the most significant nemeses for 

the practicing clinician in psychiatry: 

drug formularies that impose drug 

dosage and dispensing limitations 

that quite often result in an unneces-

sary and burdensome obstacle to our 

goal of effectively treating patients. 

Many of us older psychiatric clini-

cians reminisce back to a time absent 

of drug formularies when we could 

dose a medication unencumbered to 

maximize the benefit to our patient. 

Sadly, we have surrendered our pow-

er to the insurance magnates who pre-

tend to be more knowledgeable than 

we are about the medication choices 

and doses that will provide the best 

treatment—and hence outcome—for 

our patients.

A medication’s dosage used in 

phase 3 clinical trials is chosen to cre-

ate the highest likelihood of clinically 

significant separation from placebo, 

while minimizing adverse effects. Ad-

ditionally, as required by the FDA to 

create as clean a treatment population 

as is possible, participants in clinical 

trials are not illustrative of the patients 

we treat on a day-to-day basis in our 

clinical practices. For most phase 3 

clinical trials, subjects can have no 

psychiatric comorbidity, no signifi-

cant medical problems, no recent or 

active substance use disorder, and no 

serious acute symptoms. They cannot 

be pregnant, must be of a specific age 

range, and must be competent to un-

derstand and consent to the treatment 

protocol—and this is just the short list. 

The enrollment requirements would 

exclude more than 90% of the patients 

that I have treated at Seacoast Mental 

Health Center, where I have practiced 

for the past 12 years.

It is only after a medication is FDA 

approved, and we prescribe it to hun-

dreds of thousands of patients—all 

with unique factors that will deter-

mine a serum drug level for each indi-

vidual patient—that we learn the true 

clinical range of a new drug. Two 

common examples of this are risperi-

done, which we initially dosed too 

high (based on the FDA approved ini-

tial product insert), and ziprasidone, 

which we initially dosed too low 

(based on the FDA approved initial 

product insert). In a time when cost 

savings is the driving force behind in-

surance company policies, it would 

seem wise and prudent to allow treat-

ing clinicians to choose the medica-

tion they deem most appropriate for a 

specific patient, and dose it as aggres-

sively as is clinically indicated to im-

prove the patient’s symptoms and 

functioning and minimize toxicity to 

the brain.

Let us look at the many variables, 

unique to each patient, that influence 

a medication’s serum level. In clinical 

reality, it is the serum level of the 

drug, and not the dose of the drug, 

that determines clinical response. So, 

let us follow the journey of a drug 

from the pill bottle to the toilet.

Getting the medication into the 
body
The first step in the process of getting a 

clinically effective drug level is getting 

it into the body. The best route of ad-

ministration is determined by the many 

pharmacokinetic and pharmacody-

namic properties of the drug. The most 

common delivery system is that of oral 

administration, where the medication 

is simply swallowed. Even with this 

route of administration significant rules 

may apply to obtain consistent and ad-

equate serum levels. One common ex-

ample is that of levothyroxine, which 

needs to be taken on an empty stomach. 

Other drugs may require the presence 

of a specific number of calories to max-

imize absorption, or a specific pH of 

the stomach.

Other drugs are best administered 

sublingually. This route of adminis-

tration in some cases is required. The 

classic case in psychiatry is asena-

pine, which is primarily metabolized 

by a phase 2 enzyme that is highly 

prevalent in the gut. If asenapine is 

swallowed, up to 99% of it is trans-

formed into an inactive metabolite by 

UGT (uridine 5-diphosphate glucu-

ronosyltransferase) 1A4 (family = 1, 

subfamily = A, gene = 4). To maxi-

mize sublingual absorption, the tablet 

is kept under the tongue for 10 min-

utes, and ideally no swallowing oc-

curs during this time.

In most cases, the fastest way to 

get a drug into the body is through in-

travenous injection, which usually 

results in the highest bioavailability 

of the dose. A close second is admin-

istration through intramuscular injec-

tion and subcutaneous injection. 

These two routes of administration 

are often used to inject drugs avail-

able in a long-acting delivery system 

that can allow for weekly, monthly, 

bi-monthly, and even tri-monthly ad-

ministration.

Another route of absorption shown 

to have advantages for various clini-

cal and pharmacological reasons is 

transdermal administration, whereby 

a transdermal matrix/patch is adhered 

to the skin that releases the drug. Ex-

amples include selegiline, nicotine, 

rivastigmine, buprenorphine, and 

methylphenidate. Additional delivery 

systems include intranasal spray and 

nebulizer inhaler.

Absorption from the 
gastrointestinal tract
Early in drug development, it is deter-

mined what the best route of adminis-

tration is for a specific drug. Some 

drugs have multiple routes of admin-

istration, which provides a broader 

range of options to better suit clinical 

variables. Currently, oral drug admin-

istration remains the most common 

route, and creates a wide range of ab-

sorption variables that can signifi-

cantly affect how much or how little 

drug actually makes it into the body’s 

circulation.

The first challenge is keeping the 

drug intact as it moves through the 

stomach. Variables include the pH of 

the stomach, the rate of gastric emp-

tying, and in some cases, drug ab-

sorption by the stomach. If a patient 

has had gastric surgery, including 

gastric bypass/stapling/lap band 

placement, the result can be a “dump-

ing” syndrome where the drug’s visit 

in the stomach is all too brief. When I 

have a patient scheduled for gastric 

bypass surgery, I check a 12-hour 

post-dose serum level of all of the 

drugs that I prescribe to get a baseline 

serum level before the mechanics of 

the stomach are forever altered. One 

month post-gastric bypass I repeat 

these drug levels, which allows me to 

adjust the dose to re-create the serum 

level the patient had been previously 

stable on.

Once passage through the stom-

ach is complete, next is the long and 

winding road through the small and 

large intestines. Many of the body’s 

drug metabolizing systems exist in 

the intestines, as well as the liver and 

other organ systems. Three primary 

drug metabolic processes are already 

at work at the lining of the gut: P-gly-

coprotein activity, phase 1 cyto-

chrome P-450 metabolism, and 

phase 2 conjugation. This makes 

sense, as the site of absorption by the 

gastrointestinal (GI) tract is the per-

fect location for a first-line defense 

against potentially toxic molecules. 

P-glycoproteins serve to pump back 

out into the gut lumen potentially 

dangerous molecules, and phase 1 

and phase 2 metabolism serve to in-

activate through enzymatic drug 

modification any potentially toxic 

molecules ingested by the local food 

sources.

Transit time through the intestine 

can dramatically alter drug absorp-

tion. A patient with irritable bowel 

syndrome with rapid transit time may 

see an intact medication tablet or cap-

sule mixed in with his or her stool. 

This can be more common with an 

extended-release delivery system. 

Certain food products, or other medi-

cations may bind to a drug and carry 

it further down the GI tract where ab-

sorption is poorer.

Drug metabolism
As many will remember from anato-

my class, the superior and inferior 

mesenteric veins, which carry all 

substance absorbed by the intestines, 

merge with the splenic vein to form 

the portal vein, which then filters its 

content through that great metabolic 

factory—the liver. This first-pass me-

tabolism process provides the meta-

bolic pathways to modify drug struc-

tures to be more water soluble, so 

they can eventually leave the body 

through renal excretion, or in other 

cases adds various structures to en-

hance passage out with the bile. 

There are two primary types of meta-

bolic pathways1:

(CONTINUED ON PAGE 18)
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A
ssessment of suicidal risk in ado-

lescents is a solemn professional 

obligation that involves obtain-

ing as much information as possible 

from family members or caregivers. 

Evaluation of mood disorders is an es-

sential part of the assessment.

When DSM-V took a significant 

step beyond previous editions to in-

clude the mixed features specifier for 

unipolar major depression, the already 

contentious area of child and adoles-

cent mood disorders became even 

more challenging. It is also an oppor-

tunity, however, to expand our under-

standing of mood disorders and to pro-

vide safer treatment for affected 

youths.

What’s past is prologue
Numerous authors have reviewed 

Kraepelin’s original conceptualization 

of mixed features. In recent decades, 

research on mixed features has re-es-

tablished Kraepelin’s thinking and has 

provided insights that challenge estab-

lished dogma about depression and 

mania and show how overlooking 

mixed symptoms can increase suicide 

attempts and completed suicides in ad-

olescents and adults.

Another major contributor to our 

understanding of mixed features in de-

pressive states is Athanasios Kou-

kopoulos. Verdolini and colleagues1 

place one of Koukopoulos’s core crite-

ria, mood lability (or affective lability), 

which they define as “the predisposi-

tion to rapidly reversible and marked 

shifts in affective states that are ex-

tremely sensitive to environmental 

events with intense behavioral re-

sponses” (as distinguished from 

DSM-defined “mood reactivity” in 

response to positive stimuli), near the 

center region of their Revised Affec-

tive Spectrum that bridges the contin-

uum from pure depression to pure ma-

nia. These researchers explain that 

affective lability was excluded from 

the DSM-5 “with mixed features” 

specifier, possibly leaving many cases 

of mixed depression undiagnosed and 

subsequently inadequately treated.

Studies clearly indicate that mixed 

presentations are the rule rather 

than the exception in adolescents:

�  “This study showed that bipolar 

spectrum disorders in youth are 

episodic disorders most often 

characterized by subsyndromal 

episodes and, less frequently, by 

syndromal episodes, with mainly 

depressive and mixed symptoms 

and rapid mood changes.”2

�  “The mixed state was the most 

common presentation for bipolar 

adolescents who were in the midst 

of an MDE at the time of 

presentation to a mental health 

clinic.”3

�  “Mixed hypomania was a common 

phenomenon in pediatric bipolar II 

patients.”4

Mixed features: non-overlapping vs 
overlapping
What counts as a mixed feature? 

DSM-5 has expanded the concept sub-

stantially over DSM-IV, allowing the 

specifier to be used for both depressive 

and manic episodes yet restricting it to 

three symptoms each of the opposite 

pole of 4 days’ duration or 2 weeks’ 

duration, respectively (Table 1). The 

non-overlapping mixed feature criteria 

have limited support in the literature.

In contrast, the so-called overlap-

ping criteria listed in Table 2 are sup-

ported in the literature. Given that the 

majority of adolescents present as de-

pressed with mixed features rather 

than with pure depressive or manic 

episodes, our assessment of youth at 

risk may need to extend beyond cur-

rently defined DSM mixed criteria. 

Balázs and colleagues5 found that “ir-

ritability, distractibility and psycho-

motor agitation were present in more 

than 90% of the subjects with mixed 

depression.”

According to Ghaemi,6 the frequen-

cy of DSM-5 defined “MDD with 

mixed features” as a percentage of all 

major depressive episodes (MDEs) is 

10%; however, the frequency of 

“mixed depression” using Koukopou-

los’s criteria as a percentage of all 

MDEs is 50%.

Suicidal risk and the hidden story
When an adolescent presents with de-

pression, mixed features are the symp-

toms that are least likely to be assessed. 

For various reasons, “major depres-

sion” has remained the default diagno-

sis for youth with suicidal ideation, 

while widely available validated 

screening tools such as the Mood Dis-

order Questionnaire (MDQ) for Par-

ents of Adolescents remain underuti-

lized.

Hypomanic symptoms are rarely 

volunteered by patients or their parents 

when youths present with suicidal ide-

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
 ◗ To diagnose a pure unipolar major depression in an adolescent (or adult), first rule 

out mixed features and prior hypomanic/manic episodes. 

 ◗ Obtain a detailed family history.

 ◗ Obtain the developmental course of symptoms.

 ◗ Remember that treatment is only as good as your diagnosis.

TABLE 1.  DSM-5 non-overlapping mixed feature criteria

◗  If an individual is predominantly manic or hypomanic but also presents with 

depressive symptoms, the mixed features specifier may be considered. 

Depressive symptoms may include depressed mood, diminished interest or 

pleasure, slowed physical and emotional reaction, fatigue or loss of energy, 

and recurrent thoughts of death. At least three of these symptoms must be 

present nearly every day during the most recent week of a manic episode or 

during the most recent four days of a hypomanic episode.

◗  Conversely, if an individual is predominantly depressed with some manic or 

hypomanic symptoms, the mixed features specifier may also be 

considered. These manic or hypomanic symptoms may include elevated 

mood, inflated self-esteem, decreased need for sleep, and an increase in 

energy or goal-directed activity. At least three of these symptoms must be 

present nearly every day during the most recent 2 weeks of the major 

depressive episode.

Mixed Features, Suicide, and 
Adolescents at Risk

ation or an attempt. Eliciting mixed 

symptoms and subsyndromal hypo-

manic symptoms requires additional 

time and effort to delve beyond de-

pressive symptoms to the hidden story 

of mixed features, where the real diag-

nosis may lie. Frequently, the diagno-

sis is not simply uncomplicated unipo-

lar depression. There is often a cursory 

rule-out comment in the medical re-

cord such as “patent denies manic 

symptoms” with no mention of mixed 

features.

Many youths who receive a misdi-

agnosis of MDD are given repeated 

courses of antidepressants without 

benefit, with worsening of depression 

and mixed features, or “mixity,” and 

increased suicidal activation. Balázs 

and colleagues5 conclude: “Irritability 

and psychomotor agitation were the 

strongest predictors of suicide attempt. 

From a public health standpoint, our 

data highlight the necessity of detect-

ing and treating mixed (bipolar) de-

pression in the prevention of suicidal 

behavior.”

Other studies also underscore the 

link between mixed features and 

suicide:

�  “More prevalent in suicidal versus 

non-suicidal subjects by 

multivariate analysis were: 

depressive symptoms, hyper-

emotionality, younger-at-first-

affective-episode, family suicide 

history, childhood mood-swings, 

and adolescence low self-

esteem.”7

�  “Those with MDD and mixed 

features were 5 times more likely to 

experience suicidal ideation and 3 

times more likely to engage in 

suicidal behavior, both of which 

were statistically significant 

increases.”8

�  “Suicidality might be conferred by 

a combination of both the excited 

(mixed) depressive and agitated 

CHILD AND ADOLESCENT PSYCHIATRY

MOOD DISORDERS
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(melancholic) clusters,” and, “Our 

analyses delineate a mixed 

depressive substrate at risk for 

suicidality.”9

All too frequently in the medical 

record there is a lack of consideration 

of the course or trajectory of prodro-

mal symptoms. Faedda and col-

leagues10 write: “Precursors of bipolar 

disorder include mood lability, sub-

syndromal and major depression, sub-

syndromal hypomanic symptoms with 

or without major depression, cyclothy-

mia and bipolar not otherwise speci-

fied, major depression with psychotic 

features, and other psychotic disor-

ders. Bipolar disorder was also pre-

dicted by juvenile onset of major de-

pression as well as frequency and 

loading of hypomanic or depressive 

symptoms.” This suggests that mixed 

features may precede and predict a bi-

polar disorder. Ghaemi6 considers the 

course of prodromal symptoms to be 

the most important diagnostic valida-

tor in conjunction with family history.

Screening tools
While there are screening tools to elic-

it bipolar symptoms—such as the 

MDQ for Parents of Adolescents, 

Young Mania Rating Scale, University 

of Pittsburg Risk Calculator for Kids, 

Parent General Behavior Inventory 

(GBI), and Parent-Child Mania Rating 

Scale-10 (CMRS-10)—until recently 

there have been no screening tools for 

mixed features. Tavormina11 writes: 

“The knowledge of the clinical fea-

tures of the mixed states and of the 

symptoms of the ‘mixity’ of mood dis-

orders is crucial: to mis-diagnose or 

mis-treat patients with these symp-

toms may increase the suicide risk and 

worsen the evolution of mood disor-

ders. The rating scale ‘G.T. MSRS’ 

has been designed to improve the clin-

ical effectiveness of both psychiatrists 

and GPs by enabling them to make an 

early ‘general’ diagnosis of mixed 

states.” This scale awaits further vali-

dation but is noteworthy for an in-

creased recognition of mixed features. 

Sani and colleagues12 have provid-

ed validation for the Koukopoulos 

Mixed Depression Rating Scale (KM-

DRS): “KMDRS was a reliable and 

valid instrument to assess MxD (mixed 

depression) symptoms.”

Treatment
In the past, the standard of practice 

was to treat any symptoms of depres-

sion with an antidepressant. Often this 

would occur without an adequate dif-

ferentiation between unipolar and bi-

polar depression. The new paradigm 

elaborated by Stahl and colleagues13 is 

to treat any subsyndromal manic 

symptoms and/or dysphoric agitation 

with an antipsychotic and/or mood sta-

bilizer rather than an antidepressant. 

While there are no FDA-approved 

medications for mixed features, treat-

ment guidelines for bipolar depression 

are probably most applicable to de-

pression with mixed features.

There is general consensus that an-

tidepressants are contraindicated as 

monotherapy when clear manic symp-

toms are present; however, consensus 

is less clear as to the role of antidepres-

sants in the presence of mixed features 

or even the existence of mixed features 

in a given adolescent. Koirala and as-

sociates14 conclude: “Findings of the 

study indicate that a substantial pro-

portion of young MDD subjects share 

BPD illness characteristics. These 

high risk subjects, if treated with anti-

depressants, need to be monitored for 

development of BPD.” In addition, 

Akiskal and colleagues15 note that “re-

ports of increased risk of suicidal idea-

tion and/or behavior in some depressed 

patients treated by antidepressant 

monotherapy or combinations thereof 

might be attributed to baseline psych-

omotor activation/agitation as part of 

an unrecognized bipolar mixed state.”

Because of the significantly elevat-

ed risk of suicide in adolescents with 

mixed features, it would behoove psy-

chiatrists to err on the side of overdiag-

nosing mixed features and considering 

mood stabilizers and/or second-gener-

ation antipsychotics as first-line thera-

TABLE 2.  Overlapping 

mixed features in either a 

manic or depressive 

episode16,17

◗  Psychomotor agitation

◗  Irritability

◗  Distractibility

◗  Elevated mood, increased self-

esteem, and decreased need for 

sleep are the three least common 

symptoms for mixed features

CHILD AND ADOLESCENT PSYCHIATRY
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F
rom drug company mergers to 

government watchdogs, impor-

tant trends as the pharmaceuti-

cal industry balances the need for 

innovation with the need for financial 

support for that innovation are 

emerging this summer.

AbbVie announced the $63 billion 

acquisition of Allergan, which would 

make the new company a $48 billion 

enterprise.1 While AbbVie’s current 

top-selling drug is Humira (adalim-

umab), it has recently invested in 

neuroscience, investigating potential 

drugs for Parkinson disease, multiple 

sclerosis, and Alzheimer disease. 

Meanwhile, Allergan has concentrat-

ed on oncology, virology, and neuro-

science products. Allergan’s current 

neuroscience lineup includes Vraylar 

(cariprazine), Viibryd (vilazodone), 

Saphris (asenapine), Fetzima (le-

vomilnacipran), Namenda (meman-

tine), and Namzaric (memantine and 

donepezil).

The merger could have a positive 

impact on the psychiatric drug pipe-

line, which has been largely ignored 

in the recent past. In a note to inves-

tors, Canaccord Genuity analyst 

Sumant Kulkarni shared, “We are 

encouraged by the focus that ABBV 

[AbbVie] is placing on AGN 

[Allergan]’s neurology/psychiatry 

assets.”1 He added that the neurosci-

ence market drugs could get more 

competitive because of this merger, 

since the combined companies are 

expected to invest in migraine and 

schizophrenia/bipolar depression 

candidates.

“We believe this deal brings some 

attention back to the scarcity value of 

later-stage/filed neuro-related as-

sets,” Kulkarni wrote. “While several 

major pharmas have deemphasized 

neuroscience, ABBV is one that has 

a presence in neuroscience, which 

will get even larger if the AGN acqui-

sition closes.”1

Other recent mergers include 

Bristol-Myers Squibb and Celgene, 

Pfizer and Array BioPharma, Eli Lil-

ly and Loxo Oncology, and Roche 

and Spark Therapeutics.2

Accusations against UK antidepres-
sant suppliers
In the United Kingdom, four antide-

pressant suppliers found themselves 

in hot water with the Competition 

and Markets Authority (CMA) re-

garding anti-competitive conduct. 

The CMA accused King Pharmaceu-

ticals and Auden Mckenzie of “shar-

ing out” the antidepressant nortripty-

line, with Auden Mckenzie only 

supplying 10-mg nortriptyline tablets 

while King only supplied the 25-mg 

tablets. The agency also accused 

King, Alissa, and Lexon of “ex-

changing commercially sensitive in-

formation, including information 

about prices, volumes and entry 

plans, to try to keep Nortriptyline 

prices high.”3

Evergreening bill introduced
On this side of the pond, legislators 

took aim at the pharmaceutical in-

dustry tactic known as “evergreen-

ing,” in which companies make mi-

nor changes to a popular drug and file 

for patents to extend their exclusivity 

and higher prices. Introduced by 

Representatives Hakeem Jeffries (D) 

from New York and Doug Collins 

from Georgia (R), the bipartisan Ter-

minating the Extension of Rights 

Misappropriated (TERM) Act of 

2019 places the burden of proof on 

the pharmaceutical companies to 

demonstrate “distinct inventions” to 

qualify for a new patent. “The bipar-

tisan TERM Act will curb patent 

abuses in order to expedite the en-

trance of lower cost generic drugs to 

market,” explained Jeffries.4

Pharmaceutical companies are 

great innovators that create life-sav-

ing cures and treatments for families 

everywhere,” added Collins. “Unfor-

tunately, some manufacturers simply 

file additional patents to delay ge-

neric drugs from coming to market. I 

co-sponsored the TERM Act to make 

it easier and fairer for generic phar-

maceutical companies to challenge 

trivial patents, which ultimately 

means that patients get access to 

more drug options faster.4

Judge blocks direct-to-consumer 
rule
All this comes about as President 

Trump’s attempt to control drug pric-

es in the US met failure. Through his 

health care initiatives, the Depart-

ment of Health & Human Services 

(HHS) issued a rule in May that di-

rect-to-consumer (DTC) advertise-

ments must note the prices of drugs 

exceeding $35 per month if those 

drugs are covered by Medicare and 

Medicaid.5 The goals were to inform 

patients of costs and to put pressure 

on pharmaceutical companies to 

keep prices in check.

In presenting the rule in May, 

HHS Secretary Alex Azar (and for-

mer president of the Eli Lilly US di-

vision) said, “Patients have a right to 

know [the prices of medications], 

and if you’re ashamed of your drug 

Mergers and More Rock 
the Pharmaceutical Industry
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prices, change your drug prices. It’s 

that simple.”5

Not surprisingly, the industry did 

not take the rule lightly. Eli Lilly, 

Merck, Amgen, and the Association 

of National Advertisers (ANA) filed 

a joint lawsuit alleging that the HHS 

rule was unconstitutional and in-

fringed on their First Amendment 

rights to free speech.6 They also ar-

gued that the cost may change from 

patient to patient, as the out-of-

pocket costs vary depending on in-

surance coverage and other pro-

grams; this, in turn, could mislead 

consumers. ANA and the companies 

argued that it was not in the purview 

of HHS to make the ruling. Ulti-

mately, US District Judge Amit P. 

Mehta agreed with ANA and the 

pharmaceutical companies.

To be clear, the court does not 

question HHS’s motives in adopting 

the … disclosure rule,” explained 

Mehta in blocking the HHS rule. 

“Nor does it take any view on the 

wisdom of requiring drug companies 

to disclose prices. That policy very 

well could be an effective tool in halt-

ing the rising cost of prescription 

drugs. But no matter how vexing the 

problem of spiraling drug costs may 

be, HHS cannot do more than what 

Congress has authorized. The re-

sponsibility rests with Congress to 

act in the first instance.7

For their part, the pharmaceutical 

industry seemed pleased with the 

outcome. “We believe strongly in 

providing patients and their caregiv-

ers the meaningful information they 

need to make informed health care 

decisions. That is why we initiated 

this action,” a Merck spokesman said 

in a statement following the ruling.8

A Lilly spokeperson added, “We 

are committed to working with stake-

holders across the health care system 

to find better solutions for the larger 

issue, namely, lowering out-of-pock-

et costs for Americans who still 

struggle to pay for their medicines.”8

Credit should be given to the Phar-

maceutical Research and Manufac-

turers of America (PhRMA) for be-

ing proactive on DTC advertising 

and pricing. In October 2018, they 

enhanced their 2006 voluntary DTC 

principles, Guiding Principles on 

Direct-to-Consumer Advertisements 

About Prescription Medicines. The 

principle states:

All DTC television advertis-

ing that identifies a medicine 

by name should include di-

rection as to where patients 

can find information about 

the cost of the medicine, such 

as a company-developed web-

site, including the list price 

and average, estimated, or 

typical patient out-of-pocket 

costs, or other context about 

the potential cost of the med-

icine.9

It is interesting to note that Eli 

Lilly was the first company to add 

pricing information. They currently 

list cost information for six of their 

branded pharmaceuticals.8

What’s next?
What’s next is anyone’s guess. Caitlin 

Oakley, HHS spokesperson, noted 

that the administration “will be work-

ing with the Department of Justice on 

next steps related to the litigation.”7 

Meanwhile, Senate Finance Commit-

tee Chairman Chuck Grassley (R-Io-

wa) and Senator Dick Durbin (D-Ill) 

have introduced a bipartisan transpar-

ency bill that would require pharma-

ceutical companies to list prices of 

their prescription drugs in DTC adver-

tisements.10 And the ANA’s Group Ex-

ecutive Vice President for Govern-

ment Relations added, “ANA will 

continue to vigorously uphold the vi-

tal First Amendment rights of the ad-

vertising community.”11
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Neuroprotective Effects of 

Antidepressants in First-

Episode Schizophrenia

» Brian Miller, MD, PhD, MPH

N
egative symptoms, subsyndromal depres-

sive symptoms, and functional impairment 

often persist in patients with first-episode 

schizophrenia (FES). Although there is evidence 

that antidepressants may reduce negative symp-

toms in patients with chronic schizophrenia, they 

are not recommended for maintenance treatment 

for patients with FES who are not depressed.1,2 

No previous studies have investigated the efficacy 

of antidepressants for psychopathology in pa-

tients with FES.

Goff and colleagues3 hypothesized that citalo-

pram would be neuroprotective over the first 12 

months of illness and associated with improve-

ments in negative and depressive symptoms in 

FES. They undertook a 52-week, randomized 

placebo-controlled trial of citalopram, in adjunct 

to clinician-determined atypical antipsychotics in 

patients with FES who did not meet criteria for 

MDD. The primary outcomes were improvement 

in depression as measured by the Calgary Depres-

sion Scale for Schizophrenia and negative symp-

toms as measured by the Scale for the Assessment 

of Negative Symptoms. Duration of untreated 

psychosis (DUP) was also considered as a predic-

tor of response.

Participants were enrolled at one of four sites 

between 2010 and 2014. Inclusion criteria were a 

DSM IV-TR diagnosis of first-episode schizo-

phrenia or schizophreniform disorder; aged 15 to 

40 years with onset of psychosis before age 35; 

cumulative antipsychotic treatment for 4 to 24 

weeks; no antidepressant treatment within 4 

weeks; a score less than 7 on CDSS, and a score 

of less than 3 on the Clinical Global Impression 

Scale for Suicidality (CGI-SS). Exclusion criteria 

were substance use (except cannabis) within past 

3 months, unstable medical illness, and a QTc 

higher than 500 ms on electrocardiogram.

The patients were randomized (1:1 ratio 

stratified by site) to add-on citalopram or pla-

cebo. Citalopram was started at 20 mg once 

daily and increased to 40 mg after one week. 

Doses in the range of 10 mg to 40 mg daily 

were allowed during the trial. All participants 

also received 16 weekly sessions, followed by 

8 monthly session of psychoeducation and re-

lapse prevention. If participants scored a 3 on 

the CGI-SS or 7 or higher on the CDSS at any 

point during the trial, they received 12 sessions 

of cognitive behavior therapy for depression.

Participants who continued to meet these 

criteria after 4 weeks or those who scored 4 or 

higher on the CGI-SS or 10 or higher on the 

CDSS were removed from double-blind treat-

ment and could have an unblinded prescription 

for an antidepressant. Data were analyzed us-

ing an intent-to-treat linear mixed model of 

CDSS and SANS with Area Under the Curve 

(AUC) as the primary outcome measures.

A total of 129 participants were screened and 95 

were randomized (49 to citalopram and 46 to pla-

cebo); 73 completed 6-month assessments and 52 

completed 12-month assessments, with no differ-

ence in completion rates between the groups. The 

mean daily dosage of citalopram was 36 mg daily 

and adherence rates were approximately 90% in 

both groups. Mean antipsychotic dose in chlor-

promazine units was 374 mg daily. There were no 

differences in baseline demographic and clinical 

variables between the groups, although completers 

had lower psychopathology and higher cognition 

scores compared with non-completers.

There was a significant reduction in depres-

sion scores in the placebo group compared with 

the citalopram group. By contrast, there was a 

significant reduction in negative symptom 

scores in the citalopram group compared with 

the placebo group, particularly for the avolition 

subscale. A shorter DUP predicted greater pla-

cebo response for improvement in negative 

symptoms. Rates of new-onset depression did 

not differ between the groups. Sexual adverse 

effects were more common with citalopram, 

but there was no difference in overall treat-

ment-emergent adverse effects.

The bottom line
The researchers concluded that adjunctive citalo-

pram may reduce negative symptoms, particular-

ly in patients with a longer DUP, but was not ben-

eficial for subsyndromal depressive symptoms in 

patients with FES. This pattern of findings sug-

gests a primary effect for the benefit of citalopram 

on negative symptoms, rather than a secondary 

effect of antidepressant response.

Dr. Miller is Associate Professor, Department of 

Psychiatry and Health Behavior, Medical College of 

Georgia at August University, Augusta, GA. He re-

ports that he has received research support from the 

NIMH, the Brain and Behavior Research Foundation, 

and the Stanley Medical Research Institute.
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The 
Magistrates
Richard M. Berlin, MD

My musician patient in a fetal curl,

Tchaikovsky’s “Meditation” plays

an endless loop against this climate controlled

conspiracy of monitors and machines,

scattered clouds in the picture window

behind him arranged like crash cart cotton,

the volunteers’ rose garden a hemorrhage

of reds punctuated by river birch

more radiant than my white coat,

two crows perched motionless on a branch,

dusky beaks and brown eyes trained

on our window, wild magistrates

judging the way I broke bad news—

how I pressed his hand, absorbed tears,

held our silence inside Tchaikovsky’s

embrace, sky suddenly cinematic,

thunderhead crescendo, curtains of rain,

trees bowed in musical submission,

courtyard cleared, only the crows

clawed down to deliver a verdict,

room blacked out, machines mute,

midnight wings spread to cloak

a partner lit by lightning.

Dr Berlin is Instructor in Psychiatry, University of 

Massachusetts Medical School, Worcester, MA. ❒
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Fasten Your Seatbelts
Hyperthymic 
Temperament

» David N. Osser, MD,
SERIES COORDINATOR

I
n the past several years at the VA Na-

tional Tele-Bipolar Disorder Expert 

Consultation Program, my colleagues 

Drs Eric Smith, Laszlo Gyulai, and I 

have been writing monthly educational 

newsletters for clinicians (nationwide) 

who have been requesting telemedicine 

consultation on diagnostic and treatment 

problems of patients with bipolar disorder 

or possible bipolar disorder.1 Over 2500 

consultation requests have been received 

over more than 8 years and 2100 consulta-

tion notes have been delivered, so our 

group has developed considerable experi-

ence with this challenging disorder and the 

wide variety and complexity of the clinical 

scenarios and comorbidities that are en-

countered.

The newsletters are designed for easy 

and quick reading: all are one typed page 

in length, with one to three reference cita-

tions. The Editor and Board of Psychiatric 

Times learned of these newsletters and re-

quested to have them published (after re-

view) and made available to their reader-

ship. The first one follows on the right. 

The content of these newsletters does not 

reflect the position of the Department of 

Veterans Affairs and is solely the product 

of the authors.

As the coordinator of these publica-

tions, I should introduce myself. I have an 

appointment as Associate Professor of 

Psychiatry at Harvard Medical School at 

the VA Boston Healthcare System, Brock-

ton Division. My area of clinical and aca-

demic expertise is in the development of 

evidence-derived algorithms for the psy-

chopharmacology of psychiatric disorders, 

an endeavor I have been dedicated to since 

1985. These algorithms have been pub-

lished and republished in updated versions 

and (since 1995) converted to web-based 

applications that enable rapid and interna-

tional access to the recommendations 

through the (free) website of the Psycho-

pharmacology Algorithm Project at the 

Harvard South Shore Residency Training 

Program (psychopharm.mobi).

Dr Robert Patterson, a psychiatrist affil-

iated with McLean Hospital, created the 

technology for translating the algorithms 

into their web versions. Psychiatric Times 

has published articles over the years about 

the algorithms.2,3 There are algorithms for 

10 disorders. There is no commercial ac-

tivity associated with the website nor have 

we received any funding for our work from 

pharmaceutical firms or others: it has been 

a labor of love for Dr Patterson and me and 

about 25 collaborators on the different al-

gorithms. It was a great privilege in 2011 

to be offered the opportunity to do these 

consultations and see these complex pa-

tients and refine my thinking about their 

needs and the optimal application of the 

evidence-base to their care.

To introduce the columns, I begin with 

a few brief comments about the challenges 

of diagnosing bipolar disorder. On this, the 

evidence is clear: the condition is fre-

quently both underdiagnosed and overdi-

agnosed.4 Patients having manic episodes 

may be functioning fairly well (or, as they 

see it, very well indeed) when manic and 

may not recognize or want to acknowledge 

the abnormal mood state, and may not 

seek care. Erroneous diagnoses and incor-

rect treatment can continue for many 

years.

The rate of suicide in bipolar disorder is 

quite high. Hence, the most important ini-

tial advice we can give readers of this col-

umn is to please pull out your DSM-5 and 

review the criteria for mania and hypoma-

nia. Take the time to carefully assess the 

patient using these criteria, looking partic-

ularly for a history of discreet episodes 

lasting at least 3 to 4 days. It can help to 

have a significant other who knows the pa-

tient well give input as to whether these 

discreet episodes have been occurring. 

Avoid making a positive diagnosis of ma-

nia or hypomania after hearing about or 

observing just a couple of symptoms (eg, 

racing thoughts, rapid speech, tangential 

speech). Quick diagnosis on a hunch is a 

very error-prone process with bipolar dis-

order. Patients with rapid or overly pro-

ductive speech and thoughts could have 

ADHD, PTSD, substance use disorders, or 

other problems—or all of them at once. If 

so, each needs to be treated separately—

prioritized in order of importance.

Fasten your seatbelts, Psychiatric Times 

readers. There will be some surprises com-

ing in future issues!

Dr Osser is a Consulting Psychiatrist, US 

Department of Veterans Affairs, National 

Telemental Health Center, Bipolar Disorders 

Telehealth Program, Brockton, MA.
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» David N. Osser, MD

C
urrent estimates are that 4% to 5% of the population 

is at risk for a disorder on the bipolar spectrum. 

Among the patients in the so-called soft portion of 

that spectrum are those with a disturbance of temperament 

in the direction of hypomania.

The concept of temperament is a product of German 

nosological research from a century ago starting with 

Kraepelin. In the US, the concept has been championed by 

Hagop Akiskal, MD and his colleagues. Akiskal is now the 

editor emeritus of the Journal of Affective Disorders. The 

notion of depressive temperament has been incorporated 

into DSM-5 nosology in the form of “persistent depressive 

disorder” (previously called dysthymia). The other pole 

was called hyperthymia by the Germans. DSM commit-

tees have considered adding hyperthymia but have not do-

ne so. The research base on it is still, to many, unconvinc-

ing. However, it seems that in clinical practice one 

encounters individuals who have chronic low-grade hypo-

manic symptoms—high energy, need for less sleep than 

others, chronic optimism, chronic risk taking. These indi-

viduals can be prone to 

major depressions and 

can become severely 

suicidal.

Akiskal and col-

leagues have been de-

scribing these patients 

for almost 40 years. 

Their research criteria 

for hyperthymic temper-

ament include onset be-

fore age 21, habitual 

sleep of less than 6 hours 

even on weekends, ex-

cessive use of denial, 

and traits (described originally by Schneider et al) that in-

clude being overoptimistic, self-assured, grandiose, over-

talkative, warm and people-seeking, uninhibited, promis-

cuous, and meddlesome.1 Neurobiological studies have 

suggested the individuals have dopaminergic dysregula-

tion.2

Treatment issues have focused on what medications to 

use when hyperthymic individuals become depressed. The 

studies have all been uncontrolled. However, it seems that 

antidepressants are ineffective for these depressions and 

often trigger a mixed state or frank mania at times. Mood 

stabilizers and medications effective for bipolar depres-

sion may be more appropriate for the depressions in these 

patients.Usually their sunny temperament itself doesn’t 

require treatment and may, in fact, foster excellent produc-

tivity and creativity during much of their lifespan.

Dr Osser is a Consulting Psychiatrist, US Department of 

Veterans Affairs, National Telemental Health Center, Bipolar 

Disorders Telehealth Program, Brockton, MA.
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PHASE 1 CYTOCHROME P-450 

(CYP450) ENZYME METABOLISM. In 

humans, there are approximately 60 

CYP450 enzymes, which are 

differentiated by the nomenclature of 

family (Arabic numeral), sub-family 

(uppercase letter), and gene (Arabic 

numeral). The best studied CYP450 

enzyme is CYP450 2D6, which itself 

has many genetic polymorphisms. 

These polymorphisms create a wide 

range of phenotypic functionality for 

CYP450 2D6 (poor metabolizer, 

intermediate metabolizer, extensive 

metabolizer, and ultra-rapid 

metabolizer), which results in a wide 

range of drug serum levels in 

individuals who appear identical by 

all other measures.

The CYP450 enzymes can be 

significantly turned on or off by drug-

drug interactions, further 

complicating the picture. At each 

CYP450 enzyme, a drug can be a 

substrate, inducer, or inhibitor. In 

psychiatry, many antidepressants 

and antipsychotics are metabolized 

by CYP2D6, and it is one of only four 

genes that have been deemed 

clinically actionable by both the 

Clinical Pharmacogenetics 

Implementation Consortium and the 

International Society of Psychiatric 

Genetics.

PHASE 2 CONJUGATION 

METABOLISM. Although as 

important as phase 1 metabolism, 

phase 2 metabolism is much less 

understood. It involves adding a 

water-soluble molecule to a drug. 

These reactions result in strong 

covalent bonds of the drug with 

amino acids, sulfate, glucuronic acid, 

and other molecules. Common 

examples of phase 2 metabolism of 

psychiatric drugs include 

divalproate, lamotrigine, asenapine, 

and lorazepam. Like CYP450 

enzymes, there is a wide range of 

genetically determined functional 

activity for each of these enzymes as 

well as drugs that can induce and 

inhibit them.

Phase 1 and phase 2 metabolism 

can occur in other organ systems. 

CYP450 and UGTs are common in 

the gut. Recent studies have demon-

strated that the brain contains micro-

environments where activity of 

CYP450 enzymes are different than in 

the liver.2 This suggests that cerebro-

spinal fluid (CSF) levels can differ 

from serum levels of the same drugs.

Variability in the brain
Our job as psychopharmacologists 

would be too easy if the concentration 

of a drug in the CSF were the same as 

the serum drug level. But, of course, 

this is not at all the case. As mentioned 

above, metabolic enzyme activity in 

the brain can differ from the same 

pathways in the rest of the body. 

Moreover, each drug has its own 

unique rules as to how it crosses the 

blood-brain barrier.

One property is that of lipophilic-

ity. The more fat soluble a drug is, the 

easier it is for it to slide across the 

blood-brain barrier; however, some 

of these drugs are then pumped out of 

the brain through adenosine triphos-

phate (ATP)-driven transport pumps. 

These pumps, called P-glycoproteins 

(P for permeability), are well estab-

lished transport pumps that are found 

in many organs throughout the body. 

The blood-brain barrier’s endothelial 

cells contain a large population of di-

verse P-glycoproteins that, like the 

phase 1 and phase 2 metabolic en-

zymes, have significant genetic vari-

ability, as well as being subject to 

induction and inhibition by other 

drugs.

Although still in its infancy, phar-

macogenomics is demonstrating that 

genetic variability of specific genes 

for neurotransmitter receptors and 

transport pumps can make a specific 

drug either more or less potent at its 

target in the brain.

Other variables affecting drug 
serum levels
Well-established mechanisms can 

vary among individuals or within a 

single person over time, which can 

impact the serum level of a drug. 

These include: protein binding, cardi-

ac output, degree of hydration, amount 

of adipose tissue, body mass index, 

muscle mass, comorbid medical con-

ditions, co-prescribed medications, 

substance use and/or abuse, daily in-

halation of smoke from any source, 

and age of the patient.

Exiting the body
For a drug to complete its journey to 

the toilet, it needs to leave the body. 

Most drugs, after journeying through 

the various metabolic systems 

throughout the body, find their way 

into urine through renal excretion. 

Hence, renal impairment—tempo-

rary, permanent, mild, or progres-

sive—will have a direct impact on the 

drug’s half-life, hence affecting 

steady-state blood levels. Other exit 

pathways for drugs include: biliary 

excretion, GI non-absorption, sweat-

ing it out, breathing it out, and hemo-

dialysis.

Conclusion
So, there you have it—the drug’s 

journey. There are so many numerous 

unique and unpredictable variables 

that will determine the dosage of a 

medication required to achieve the 

optimal serum drug level for our pa-

tients. Thus, it is comical that drug 

formularies have established fire 

walls to limit our prescribing deci-

sions.

Dear Medicaid, Medicare, and 

Insurance Company drug for-

mularies:

Please allow me to prescribe 

the medication that, based on 

my extensive education and 

clinical experience, I deem 

clinically appropriate for my 

patient that you have never 

met or evaluated. Additionally, 

please do not obstruct my clin-

ical dosing decisions for my 

patient, which I based upon my 

assessment of all the factors 

discussed above. You might be 

pleasantly surprised by the 

subsequent cost savings: im-

proved patient symptoms, im-

proved patient functioning, 

decreased hospital stays, de-

creased emergency room visits, 

decreased polypharmacy, im-

proved long-term functioning 

with improved vocational en-

gagement and social function-

ing, and a healthier population 

of individuals to pay your in-

surance premiums.

Well, just thought I would ask!
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Continued from page 11

py rather than antidepressants, espe-

cially when the patient has a first-degree 

relative with a bipolar condition. Given 

the heritability of bipolar disorder with 

a first-degree relative, this is a crucial 

factor in any evaluation.

Conclusion
I propose that mixed features be in-

cluded as a primary risk factor for sui-

cide in adolescents. Every teenager 

who presents with depressive symp-

toms should be evaluated for mixed 

features before unipolar depression is 

diagnosed and antidepressants are pre-

scribed.

Dr Yost provides telemedicine psychi-

atric services in several states for both 

adults and adolescents in hospitals 

and clinics. He reports no conflicts of 

interest concerning the subject matter 

of this article.
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The Changing Face of Psychiatry Over 50 Years: 

Remembering Integrities Lost and Found

» Lawrence H. Climo, MD

W
e remember the goal: making psychiatric care more available, acces-

sible, and affordable while maintaining the highest standards. We 

remember the challenge: accomplishing this with limited resources. 

What we forget is the role played by our bad habits back then, our unverified 

claims of effective treatment, our poor record keeping and interminable ther-

apies, and our readiness to opine about complex political matters as if we 

didn’t have a political agenda of our own, to name a few. Medical Handlers 

would be calling the game from here; they’d be the ones dealing the cards.

By the 1990s business and political leaders were on board and licensing 

authorities, agency administrators, state regulators, and health maintenance 

organizations in place, almost none medically trained, while a fiction of a 

timeless medical authority provided legal and reimbursement cover. Our 

role as psychopharmacologist-employee began expanding. Our other psy-

chiatrist responsibilities began transferring to social workers, psycholo-

gists, and nurses who picked up that slack.

Adjusted schedules and adjusting relationships
More and more psychiatrist-therapists who formerly prescribed medica-

tions for symptom relief and optimal functioning were now salaried psy-

chopharmacologist-employees seeing patients for 15 or 20 minutes and 

writing prescriptions lasting months to make time for increasing caseloads. 

Close monitoring for medication tolerance, effect, and adverse reactions 

was no longer feasible and a therapy relationship with patients impossible. 

The assigned therapist or counselor over whom the psychiatrist had no 

authority meanwhile was surreptitiously contributing to a stealthily dys-

functional silo-like alignment of the institution’s organizational tree that 

had the effect of souring intra-institutional collaboration.

Our new language of smoke and mirrors
We psychiatrists, for whom the clarity of words and their meaning tradi-

tionally held center stage, were now finding ourselves helpless to challenge 

an emerging vocabulary that peddled misinformation and bias and that 

compelled us to become unwitting carriers of misleading euphemisms and 

bogus concepts. 

1 
The patient as consumer. 
With medical practice now a busi-

ness and with profit the dominant ethic, 

truth-in-advertising was monitored, 

and placebo fell out of use. Patients 

were now consumers, presumably to 

spare them the indignity of the label, 

patient, and doctors became service 

providers, to help dispel their elitist im-

age. However, this new product label-

ling process had the unintended conse-

quence of what was jokingly called the 

medicalization-of-life, where half the 

population would one day be in therapy 

with the other half. Activities, from art 

to exercise to assistance finding work 

to assistance in obtaining affordable 

housing, began appearing, not as part 

of a service plan but as part of a treat-

ment plan, while teachers of language, 

art, and exercise were beginning to 

self-identify as language therapists, art 

therapists, and exercise therapists.

Behavioral health replaced mental 

health, signaling that it was how a person 

behaved—not how he or she thought or 

felt—that became the core issue requir-

ing attention (see #4 Chemical restraint).

2  
Blurred boundaries. Social 

workers began suggesting medica-

tions and dose changes as did case man-

agers in lieu of reporting observations—

their particular asset—with the harried 

prescribing doctor dutifully if mind-

lessly making the recommended medi-

cation adjustments. Case managers and 

coordinators identified adverse medica-

tion reactions as allergic reactions, 

which then became part of medical re-

cords and, not surprisingly, tilted subse-

quent emergency department (ED) in-

terventions accordingly. Also, they not 

uncommonly copied doctors’ orders 

incorrectly with patients receiving in-

correct doses, even incorrect medica-

tions. Quality control was nowhere; 

empowerment overreach—everywhere.

3 
The fiction of confidentiality. 
When prescriptions were phoned 

in, one had to provide evidence of med-

ical necessity to ensure payment, and 

for that the insurer had to know the 

medication’s purpose. But, because the 

word purpose was unwisely consid-

ered interchangeable with diagnosis by 

our non-medical handlers, the hospital 

and clinic staffs, including doctors and 

clerical staff, were routinely and inap-

propriately directed to phone in diag-

noses, a personal detail neither required 

nor requested and in clear violation of 

patient confidentiality. The irony was 

seeing hospital and clinic walls and el-

evators replete with signs: “Patient 

Confidentiality Is Our Priority.”

4 
Chemical restraint. A lawyer’s 

metaphor applied in his courtroom 

argument against forced antipsychotic 

medication for his client (a case he 

won), along with his glib description of 

psychotic talk as creative speech, 

became enshrined in case law in 

Massachusetts.1 As a result, the concept 

of chemical restraint took on a mantle of 

literal reality, even among psychiatrists.

Most psychiatrists, of course, un-

derstood that antipsychotic medica-

tions don’t act as physical restraints, 

they restore one’s thinking and the 

person does the restraining him or her-

self. But we nevertheless abetted the 

spread and legitimization of this false 

belief by applying the term, chemical 

restraint, in our practice and on offi-

cial medical forms.

How could such endorsement of a 

blatantly bogus concept, along with its 

misleading language, not promote the 

perception that a psychiatric hospital’s 

principal objective was managing 

risky behaviors and, as such, was an 

instrument of social control? And how 

could such a perception that we psy-

chiatrists were essentially managers 

of behavior for social control not sug-

gest a political agenda on our part? 

More than a few former patients had 

already begun viewing psychiatry as 

dangerous, psychiatrists as their ene-

my, and themselves as survivors.

5 
Contracts for safety. This im-

portant and useful contract, a 

promise not to hurt oneself, signed by 

a patient feeling suicidal, along with 

his or her trusted therapist, was a sen-

sible and effective intervention to help 

that desperate person keep going, 

hang in there until the next appoint-

ment. How was expecting such a dis-

tressed person to sign such a contract 

with a total stranger in an ED anything 

more than a gesture to protect emer-

gency staff and the hospital from lia-

bility?

6 
Informed consent. And then 

this orphan member of our psy-

chiatrist family to-do list. This term, 

with origins in a patient’s permission 

for a surgical operation, meaning for 

an invasive procedure, translates deli-

cately to psychiatric practice, which 

features no invasive procedures let 

alone hands-on contact, just ques-

tions, insights, suggestions, and pre-

scriptions. The relevant part of that 

particular doctor-patient interaction 

and relationship centered on our tak-

ing into account our patient’s ability to 

retain and process information, espe-

cially details about the medication and 

its effects.

That’s why consent in psychiatry, 

especially psychopharmacology, is es-

sentially a process, an ongoing patient 

learning experience. But it rarely is. 

There’s no time. Instead it’s a confus-

ing form that, some insist, the doctor 

signs and the patient keeps, while oth-

ers insist it’s a form the patient signs 

and the doctor keeps. Either way it’s a 

one-shot affair and suspiciously like an 

exercise in covering one’s back (the 

doctor’s) and endorsing empowerment 

(the patient’s). What it is not is a trust-

building collaborative relationship.

7 
Signing off. A requirement that 

certain medications prescribed by 

Massachusetts doctors had to be inde-

pendently approved as appropriate led 

to doctors writing down their orders 

and then, further down the page, check-

ing a box indicating that he or she ap-

proves of the action just taken, an ac-

tion as humiliating as it is ridiculous.

Doctors were expected to sign-off 

this way on another doctor’s meds in 

the absence of an identified target-

symptom or a form filled out by a case 

manager without verification for ac-

curacy. We were expected to sign off 

on involuntary hospitalization forms 

that had information that failed to 

meet the legal standard for involuntary 

hospitalization. We were expected to 

sign off on medical affidavits despite 

disagreeing with additional content a 

lawyer added, and all “under pain and 

penalty of perjury.” We were expected 

CONTINUED ON PAGE 28
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to sign off on approving things we 

knew nothing about (eg, ability to 

drive safely), sign off on meetings we 

never attended, and cases we never 

reviewed, and we were expected to 

make judgment calls on matters we 

had no way of judging (eg, capacity to 

sit on a jury, handle funds, use public 

transportation, write a will, or learn 

civics). It’s what team players did.

We ad-libbed (eg, in admitting a pa-

tient under commitment and being di-

rected, as admitting officers, to check 

one of two boxes on the admission 

form to verify that the patient had ei-

ther willingly signed in or had refused 

to sign in following an explanation of 

his or her rights). What do you check 

when the patient arrives unconscious? 

We asked. “It doesn’t really matter,” 

we were told, “No one ever reads this,” 

or “It’s only a signature.” Right.

We sensed that if we didn’t sign the 

forms as directed the job would be 

transferred to some non-questioning 

non-psychiatrist who’d be a compliant 

team-player. Integrity should always 

trump convenience, but livelihood has 

a way of trumping integrity.

8 
Observable symptoms, mea-
surable progress, and the 

revolving door. For payment of ser-

vices there had to be improvement 

goals, and for evidence of improve-

ment there had to be observable and 

measurable changes, observable symp-

toms, as our handlers put it. So, in place 

of asylum and hospital sanctuary there 

were now half-way houses with a care-

system aimed, not at relapse prevention 

but at interminable progress, meaning 

improvement without end.

This, of course, led to hapless pa-

tients pushed to the point of their in-

competency, following which patients 

would inevitably end up re-hospital-

ized. (I suspect that that process con-

tributed to, if not created, the system’s 

revolving door phenomenon.)

9 
Contaminating legalities. At 

that time, there emerged with greater 

intensity the operational fiction that if 

something is not written down it offi-

cially never happened. Conversely, if 

something is written down it did happen; 

encouraging, of course, bogus notes in 

records while promoting defensive prac-

tice and a culture of indifference.

10 
Gaming the system. No sur-

prise that some people suffering 

mental illness whose behavior fell 

short of behavioral criteria for hospital 

care (ie, danger to oneself or others or 

inability to care for oneself) learned to 

threaten danger as their key to enter-

ing a hospital for safety, relief, and 

healing. No surprise that that behavior 

was labelled, gaming the system, a no-

tion that, ironically, both empowers 

and diminishes that erstwhile patient 

while sadly missing the point.

An unexpected and ironic dividend
Over the years we psychiatrists have 

discovered and demonstrated an apti-

tude for psychopharmacology and for 

contributing to its reach and effective-

ness. About the placebo, it remains a 

transference presence. Its effect is not-

ed and respected, but we no longer pre-

scribe the placebo. We are the placebo.

Dr Climo is the author of Psychiatrist 

on the Road: Encounters in Healing 

and Healthcare, an account of his 

Locum Tenens experience.
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RUMINATIONS OF A PSYCHIATRIST

Reviewed by 
Karen B. Rosenbaum, MD

True crime has become increasingly 

popular, as evidenced by the well-at-

tended “Death Becomes Us” True 

Crime convention in New York City 

in March 2019; numerous podcasts 

on true crime; and increasing num-

bers of novels, documentaries, and 

dramatic series depicting true crime. 

For example, the podcast Serial 

(2014) about the murder of Baltimore 

teenager Hae Min Lee recently be-

came an HBO documentary series 

(2019). In the popular podcast My Fa-

vorite Murder, Karen Kilgariff and 

Georgia Hardstark tell each other true 

crime stories each week with comic 

interludes. Their tagline, “Stay sexy 

and don’t get murdered.”

Consistent with the true crime 

trend, in Family Murder: Pathologies 

of Love and Hate, Susan Hatters 

Friedman, MD, (and other authors on 

behalf of the Committee on Psychia-

try and the Law of the Group for the 

Advancement of Psychiatry) uses a 

high-profile true crime vignette at the 

beginning of each chapter to illustrate 

its subject matter. In the introduction, 

Susan Smith, a notorious mother who 

drowned her two sons in a lake in 

1994, is presented, and her story is 

used again in chapter six as an exam-

ple of child murder by parents. The 

high-profile case of Lyle and Erik 

Menendez, which was recently made 

into a Law and Order miniseries 

(“Law and Order True Crime: The 

Menendez Murders”), was used to 

introduce parricide in chapter eight.

In addition to addressing compel-

ling material, the comprehensive book 

on family murder serves as a guide to 

all psychiatrists—not only those who 

practice forensic psychiatry—on how 

to handle cases in each chapter. This 

book also would be relevant to general 

psychiatrists who may encounter pa-

tients with a history of violence or vi-

olent thoughts against family mem-

bers, or patients who have been 

exposed to traumatic familial inci-

dents. Topics covered include intimate 

partner homicide by men and women, 

feticide, neonaticide, fatal maltreat-

ment and child abuse resulting in mur-

der, child murder by parents, siblicide, 

parricide, intimate partner homicide 

in elderly populations, and familicide.

Each chapter is divided into multi-

ple subsections—including the true 

crime introduction, background infor-

mation, epidemiology, motivations, 

and multiple references—and address-

es prevention, risk assessment, after-

math, and legal issues. All chapters of-

fer guidance for the psychiatrist on the 

mentally ill offender and information 

on whether mental illness is a common 

contributor in the type of family mur-

der. The statistics are often surprising. 

For example, when antisocial personal-

ity disorder is dropped, fewer than 5% 

of mentally ill parents have maltreated 

their children. The authors explain 

throughout the book that although a 

great deal of publicity surrounds the 

murder of family members, such mur-

ders are rare and, therefore, research 

and data in this area are limited.

I spoke to editor and author, Susan 

Hatters Friedman, MD, about the mo-

tivations for writing the book. She 

explained, “We sought to bring to-

gether comprehensive data about 

murder within the family, as well as 

real-life stories of this tragedy. We 

hope that the book is helpful to those 

completing evaluations after the 

fact—but, moreover, helpful to the 

ultimate goal of prevention.”

An interesting aspect of family mur-

der described in the book is that there 

are often motivations of “love” as well 

as “hate,” as indicated in the subtitle, 

and the motivations are generally com-

plicated. For example, in the story de-

scribed in chapter nine, an 88-year-old 

man had shot his 86-year-old wife in a 

hospital room and planned to shoot 

Forensic Psychiatrists Explore 
True Crime and Family Murder

Book Review

himself as well but was apprehended. 

He explained clearly to authorities his 

altruistic motive that his wife had been 

begging to die.

Family Murder is an in-depth 

guidebook that synthesizes the availa-

ble research. It will be helpful for fo-

rensic psychiatrists who are evaluat-

ing someone who killed a family 

member or intimate partner and for 

general psychiatrists who are seeing 

patients for whom they are worried 

about the risk of family violence. The 

book will also be of interest to attor-

neys involved with these cases, as well 

as to the general public interested in 

true crime, since it is well written and 

concise. It will broaden the true crime 

fan’s knowledge about family murder, 

as the book situates the case vignette 

within what is known in the literature 

about that type of murder.

Dr Rosenbaum is a general and foren-

sic psychiatrist in New York City and 

on faculty at New York Presbyterian-

Cornell Weill and New York University 

Langone Medical Center. ❒
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SPECIAL REPORT 

»  Angela S. Guarda, MD
Special Report Chairperson

E
ating disorders, including anorexia nervosa, 

bulimia nervosa, binge eating disorder, and 

the newly defined avoidant-restrictive food in-

take disorder (ARFID), affect more than 5% of the 

population and are associated with high rates of 

morbidity and functional impairment. The etiology 

of these behavioral conditions is multifactorial and 

includes predisposing, precipitating and perpetuat-

ing factors.

Genetic vulnerability predisposes at-risk individu-

als to an eating disorder. Onset can be precipitated by 

dieting, puberty, exercise, or stressful life events; and 

as the disorder progresses physiological and neural 

changes arising from disordered eating and weight 

control behaviors feed forward to sustain the driven 

nature of these conditions. This two-part Special Re-

port—beginning in this issue and continuing in the 

October issue—focuses on several topics ranging 

from recent research on the underlying neural mech-

anisms that maintain disordered eating in anorexia 

nervosa to guidelines on when to refer patients to 

higher levels of care as well as information on recog-

nizing and treating ARFID.

What, when, and how we eat is controlled by the 

brain’s mesolimbic reward circuitry and by hormonal 

and neural gut – brain hunger and satiety signaling. 

Additionally, stress and sociocultural pressures shape 

the learning of eating behavior. Dysregulation in 

these controls of eating is no more apparent than in 

anorexia nervosa, where goal-directed dieting gradu-

ally takes on a compulsive nature and is no longer 

controlled by the homeostatic or hedonic drives to eat. 

As dietary restriction and weight control behaviors 

become progressively driven, affected individuals 

grow anxious about deviating from their eating and 

weight-control routines and increasingly unrespon-

sive to escalating negative consequences of their be-

havior. Indeed, recent research implicates neural cir-

cuits relevant to addiction, anxiety disorders, and 

OCD in anorexia nervosa.

Two articles in this Special Report focus on how 

understanding the neurobiological and neurocogni-

tive processes underlying anorexia nervosa inform 

new treatments and improve existing interventions 

for this challenging condition. Impairments in instru-

mental learning and a shift from goal-directed to ha-

bitual behavior, along with disturbances in ap-

proach-avoidance to food may contribute to the 

disorder’s tenacious persistence. Improved behavio-

ral meal-based strategies that target fear of consuming 

calorie-dense foods, together with supportive and 

neurobiologically informed educational patient and 

family interventions, may help augment existing 

treatment approaches.

A related article focuses on interoception, the abil-

ity to sense and feel what’s going on inside the body 

and to integrate bodily sensation, cognitive processes, 

and emotions. Gut dysmotility and visceral hypersen-

sitivity are frequent consequences of starvation and of 

binge-purge behaviors. Although largely reversible 

with normalization of eating behavior, altered somat-

ic and visceral sensations may help sustain disordered 

eating and cognitions during the illness. Disturbances 

in interoception are also relevant to the heterogeneous 

group of patients subsumed under the new diagnostic 

category of ARFID, the focus of another article in this 

Special Report.

Two articles describe advances in the treatment of 

eating disorders and personalized care. Pharmacolog-

ical interventions have only modest effects, and over 

75% of clinical cases either go undetected or do not 

receive evidence-based care. The latter favors behav-

iorally based treatments that target normalizing eating 

and weight control behaviors. In patients who are un-

derweight, starvation exacerbates cognitive and affec-

tive symptoms making weight restoration a treatment 

imperative.

Across diagnoses and interventions, early behav-

ior change is consistently emerging as an important 

prognostic indicator. Manualized treatments with the 

strongest empirical support include family-based 

treatment (FBT) for adolescent anorexia nervosa and 

cognitive-behavioral therapy (CBT) for bulimia ner-

vosa and binge eating disorder. With both treatments, 

shorter courses appear as effective as longer interven-

tions. However, dissemination of these approaches 

has been slow among general psychiatrists and other 

mental health practitioners. One of the articles re-

views reasons for the poor uptake of existing evi-

dence-based treatments and presents emerging solu-

tions that promise to facilitate training and improve 

implementation.

Finally, one of the articles spotlights the care of 

eating disorders in intensive treatment settings. Most 

specialty programs employ a structured behavioral 

protocol, supervised meals, multidisciplinary team 

support, and group therapies that emphasize recov-

ery-oriented behavior change, and weight restoration 

for patients who are underweight.

For individuals with anorexia nervosa, body mass 

index at program discharge is correlated with risk of 

relapse. Approximately 50% of fully weight-restored 

patients achieve recovery. Whenever possible, meal-

based nutritional rehabilitation is preferable to naso-

gastric feeding. Despite historical concerns regarding 

risk of refeeding syndrome, recent literature supports 

the safety and effectiveness of higher calorie diets and 

faster rates of weight gain on the order of 3 to 4 

pounds a week as safe and effective when adminis-

tered in the setting of close medical monitoring and 

prompt correction of hypophosphatemia and other 

glucose and electrolyte imbalances. Faster rates of 

weight gain are important as they help shorten both 

time in higher level of care treatment settings and the 

high cost of 24-hour daily specialty care.

We hope readers will find the articles in this Spe-

cial Report on eating disorders a helpful update for 

formulating cases, talking to patients and improving 

management of these complex behavioral disorders. 

Eating disorders are common, making knowledge of 

diagnosis and management as well as basic familiar-

ity with first-line interventions of importance for all 

psychiatrists. Treating eating disorders can feel chal-

lenging because patients are typically ambivalent 

about changing their behavior; however, it is also re-

warding, as full recovery is possible even in the most 

chronically and severely ill patients.

Dr Guarda is the Stephen and Jean Robinson 

Associate Professor of Eating Disorders and 

Associate Professor of Psychiatry and Behavioral 

Sciences, Johns Hopkins School of Medicine, 

Baltimore, MD. She reports that she receives research 

funding from the Klarman Family Foundation. ❒
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EATING DISORDERS: PART 1

How Anxiety and Habits Contribute 

to Anorexia Nervosa
» Teresa Rufin and 
Joanna Steinglass, MD

A
norexia nervosa (AN) is a severe 

and debilitating illness with one 

of the highest mortality rates of 

any psychiatric disorder. Epidemio-

logic studies show that AN affects 

males and females, children and 

adults, and individuals of all races and 

ethnicities, although some data sug-

gest that it is most prevalent among 

white females.1 AN is characterized by 

severe food restriction leading to an 

unhealthily low body weight, as well 

as body image distortion and intense 

fear of weight gain.

The illness course is often long, re-

covery is slow, and the rates of full re-

covery are low. Currently, treatments 

that emphasize behavioral change 

(with monitoring of eating and weight) 

are the most useful, with no one mo-

dality emerging as the treatment of 

choice. Medications have been gener-

ally disappointing, and none to date 

have been approved by the FDA for 

treatment of AN. A recent, large rand-

omized controlled trial suggests a po-

tential benefit of olanzapine for outpa-

tients with AN.2

Eating behavior in AN is, in many 

ways, impressively stereotyped. 

When food intake has been carefully 

measured through observation or lab-

oratory studies, individuals with AN 

have been shown to limit caloric in-

take, and to specifically limit intake 

from fat. Dietary restriction occurs 

during acute illness and does not nor-

malize with weight restoration.3 Food 

restriction can begin for a wide range 

of reasons beyond intent to lose 

weight. Some individuals, for exam-

ple may experience weight loss due to 

a medical illness, or after joining a 

new sports team.

Once restrictive eating behaviors 

are established, they become remarka-

bly similar across individuals with 

AN: low-calorie diets with limited 

food variety and in particular, avoid-

ance of fat. Eating is also associated 

with high anxiety and often accompa-

nied by ritualized behaviors. Eating 

behavior studies underscore that the 

salient and central problem of AN is 

maladaptive eating.

Specialized behavioral inpatient 

units are highly successful in helping 

individuals with AN get renourished.4 

Unfortunately, relapse rates post-hos-

pitalization are high. One challenge in 

treating AN is that maladaptive eating 

patterns persist even after acute treat-

ment and have been shown to predict 

worse outcomes in the longer term.5 

Individuals who were eating a wider 

variety of foods, and consuming food 

with higher energy density toward the 

end of their inpatient stay were more 

likely to be doing well one year after 

hospital discharge. Understanding 

how these patterns form and why they 

persist can provide insights into how to 

better treat this disorder.

Anxiety and AN
Links between anxiety disorders and 

AN have long been noted. Comorbid 

presentations are common, especially 

with OCD or social phobia.6 It is also 

common that an individual with AN 

had an antecedent anxiety disorder in 

childhood. Anxious personality traits 

including neuroticism, perfectionism, 

and harm avoidance are common 

among patients with AN.7 Under-

weight patients with AN report a range 

of anxious symptoms and score high 

on measures of anxiety. Significant 

amelioration of anxiety symptoms oc-

curs with treatment, although 

weight-restored individuals endorse 

significantly more anxiety symptoms 

than healthy controls.

Mealtime anxiety, specifically, is 

very common and contributes to lim-

ited intake, which may be important 

in the persistence of illness. Neuro-

imaging studies have used fMRI to 

measure activity in neural circuits 

while patients with AN are passively 

viewing disorder-related stimuli (eg, 

food, bodies). These studies have 

shown activation of fear-related cir-

cuits that differs from healthy indi-

viduals.8 While these studies may 

support a role for fear circuitry in the 

persistence of AN, links with actual 

maladaptive behavior are not com-

monly tested.

High anxiety and the use of avoid-

ance behaviors to manage anxiety lead 

to the proposal that eating-related anx-

iety is the cause of the persistence of 

illness, and it may be a useful treat-

ment target.9 In the anxiety-centered 

approach to AN, avoidance behaviors 

and rituals around food are seen as ak-

in to phobic behaviors, and rituals 

around eating are seen as akin to com-

pulsions of OCD.

Habit and AN
The entrenched persistence of restric-

tive eating in AN has also led to con-

sideration of the possibility that these 

behaviors have become habitual.10 

Habits are defined as behaviors that 

are learned—not innate—and through 

repetition have become nearly auto-

matic and highly resistant to change. 

Consistent with this model, restrictive 

eating is a learned behavior, and it is 

often described by patients as having 

been rewarding initially.

The rewards can be quite individu-

alized: one person may have received 

compliments for weight loss that were 

rewarding, while another may find in-

trinsic reinforcement from a feeling of 

self-control. These experiences likely 

activate reward pathways in the brain 

(ie, ventral striatum, orbitofrontal cor-

tex), which in turn support the contin-

uation of food restriction. As restric-

tive eating continues, the goal-directed 

behaviors that were once reinforcing 

become more automatic. As behavior 

is repeated and entrained, it can be-

come more tightly linked to the cues 

(external and internal) that stimulated 

the behavior and less linked to the pre-

viously rewarding outcome.

The process of habit formation is 

accompanied by a shift in neural corre-

lates.11 Neural pathways implicated in 

habits include the dorsal striatum and 

the dorsolateral prefrontal cortex (dlP-

FC). Disturbances in the dlPFC and 

dorsal striatum are thought to underlie 

other psychiatric disorders character-

ized by repetitive, maladaptive behav-

iors, such as OCD and substance abuse.

For patients with AN, cues may in-

clude the expectation of food, changes 

in mood, or life stressors. In this hab-

it-centered framework, the ritualistic, 

compulsive behaviors of the illness, 

such as cutting food into small pieces 

or body checking, have become linked 

with cues and are relatively independ-

ent of the outcome—and thereby more 

automatic. For example, body check-

ing may have once served as a reward-

ing behavior for a patient who was 

monitoring her weight loss but has 

since become a nearly reflexive action 

occurring any time she eats.

In a first test of the role of habit in 

maladaptive eating behavior in AN, 

participants were asked to make choic-

es about what food to have as a snack 

during fMRI scanning. Among indi-

viduals with AN, choice was associat-

ed with greater activity in the dorsal 

striatum compared with healthy con-

trols.12 Activity in the dorsal striatum 

was correlated (ie, functionally con-

nected) with a region in the dlPFC. 

These findings suggest that dorsal fron-

tostriatal circuitry underlies maladap-

tive restrictive food choice in AN and 

provide support for the habit model.

Stress, habit, and anxiety in AN
Broadly speaking, stress may link anx-

iety and habit into one integrated mod-

el of AN. Stress induces alterations in 

various neurotransmitter systems (eg, 

dopamine, glutamate) and can facili-

tate habitual action patterns. Acutely 

ill patients with AN have been found to 

have chronically elevated cortisol lev-

els that normalize with weight resto-

ration.13 Chronic stress further 

strengthens habitual responses as den-

dritic morphology in brain areas such 

as the nucleus accumbens and dorso-

lateral striatum is altered.14

Moreover, starvation alters multiple 

hormonal systems that may influence 

learning and habit formation through 

neuromodulation. Combined, stress 

and starvation may have epigenetic ef-

fects that influence risk for AN or 

maintain the disorder.15

Importance of behavior-based 
treatments
Successful treatment for AN may re-

quire both interruption of maladaptive 

habits (ie, excessive exercise and di-

etary restraint) combined with reduc-

tion in anxiety and avoidance behav-

ior. These approaches differ in their 

mechanisms, but both emphasize a 

focus on behavior. Behavior therapy 

components are in many ways well es-

tablished as useful in the treatment of 

eating disorders.

Family-based therapy (FBT), the 

first-line treatment for adolescents 

with AN, as well as specialized behav-

ioral inpatient or day treatment pro-

grams for adolescents and adults, fo-

cus on behavioral elements.4 Out-

patient psychotherapies such as cogni-

tive behavioral and dialectic behavio-

ral therapy for AN utilize behavior 

therapy as well. Yet, treatment out-

comes remain disappointing. Habit 

and anxiety focused approaches may 

suggest new behavioral tools to im-

prove treatment of AN.

Exposure therapy, the gold standard 

treatment for anxiety disorders, has 

http://www.psychiatrictimes.com
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been adapted for treatment of AN. 

Treatment emphasizes confronting—

not avoiding—the feared stimulus and 

having in-session experience of dis-

confirming the feared outcome. These 

approaches have focused on eating-re-

lated stimuli or on body image (via 

mirror-exposure). Other potentially 

useful techniques may include increas-

ing attention to extinguishing fears of 

risk foods in meal-based settings and 

body image therapy following weight 

restoration (as opposed to only during 

weight gain) as well as use of virtual 

reality environments. Most studies are 

small pilot approaches, but results 

have generally been encouraging.16

If maladaptive behaviors are habit-

ual, however, then treatment needs to 

specifically address the cues that lead 

to the behavior (not the feared out-

comes). In one pilot study, patients re-

ceived an adjunctive intervention de-

veloped from habit-reversal therapy. 

The intervention identified cues for 

maladaptive behavior and focused on 

development of new actions in re-

sponse to cues, as well as suppression 

of maladaptive routines. Compared 

with those who received supportive 

psychotherapy, the novel intervention 

was associated with decreased habit 

strength and decreased eating disorder 

symptoms.17

As neural mechanisms of maladap-

tive behavior are identified, new path-

ways for therapeutics emerge. Neuro-

modulation with transcranial magnetic 

stimulation (TMS) may be used to di-

rectly target pathways implicated in 

fear learning and/or in habit formation. 

TMS of the ventromedial prefrontal 

cortex has shown promise in fear ex-

tinction and is beginning to be tested in 

AN.18,19

AN is a severe psychiatric disorder 

and patterns of restrictive eating have 

proven to be very entrenched, contrib-

uting to high rates of persistent illness. 

Current data suggest that these mala-

daptive eating patterns are related both 

to high anxiety and to habits. Neural 

mechanisms underlying this illness 

suggest that brain circuits related to 

fear and to reward learning may relate 

to illness. Behavioral interventions 

aimed at habit and anxiety reduction 

have shown promise, and their success 

provides further support toward future 

research in this area.

Ms Rufin is a graduate student in pub-

lic health, and Dr Steinglass is 

Associate Professor of Clinical 

Psychiatry, Department of Psychiatry, 

Columbia University Irving Medical 

Center/New York State Psychiatric 

Institute, New York, NY. Ms Rufin re-

ports no conflicts of interest; 

Dr Steinglass reports that she has fi-

nancial interests in UpToDate, the 

Klarman Family Foundation, the Hilda 

and Preston Davis Foundation, the 

National Eating Disorders Association, 

and the NIMH.
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M
ore than two-thirds of patients 

with eating disorders also have 

comorbid mood and anxiety 

disorders.2 This suggests that the cur-

rent system of symptom-based diag-

nosis incompletely identifies the un-

der lying pathophysiological 

mechanisms driving these illnesses. 

This article considers how a transdi-

agnostic process called interoception 

may help to advance our understand-

ing and treatment of eating disorders.

Overview of interoception
Consider for a moment the fact that 

every day our brains interpret sensory 

signals from the body in order to keep 

us out of harm’s way. The most com-

mon form of these signals relates to 

our ability to see predators looming in 

the distance, to hear them creeping up 

in the shadows, or to perhaps simply 

smell and avoid a poisonous piece of 

food. While the visual, auditory, and 

olfactory systems are clearly critical 

for survival, our brains are also con-

stantly tracking a completely differ-

ent world of sensory signals—ones 

originating from within our bodies.

Interoceptive sensory signals aris-

ing from the gastrointestinal, cardio-

vascular, respiratory, urogenital, hor-

Interoception in Eating Disorders: 

A Clinical Primer

monal, osmotic, glycemic, and 

acidotic systems are each in their own 

way critical to survival. What would 

happen if you were unable to sense 

when your blood sugar was low—

how would you know whether you 

were hungry? Would you rely on oth-

ers to notice a change in your behav-

ior, such as irritability? If you were 

alone, would you suffer in silence? 

How would you survive? What if you 

could not detect the feeling of thirst? 

Sensing whether it is time to eat, 

drink, sleep, or excrete waste are dai-

ly rhythms that we engage in almost 

unconsciously. But not so for patients 

with eating disorders. Disrupted in-

teroceptive awareness may negatively 

impact the mental health of individu-

als affected by eating disorders.

Interoception in anorexia nervosa
Individuals with anorexia nervosa 

(AN) display a remarkable ability to 

ignore hunger cues and to maintain 

the body in a state of self-starvation, 

despite clamorous signaling from pe-

ripheral orexigenic hormones such as 

ghrelin.3 Contrary to usual settings, 

the corrective action of eating is expe-

rienced aversively by these patients, 

as evidenced by the fact that they re-

port heightened fears at the prospect 

CONTINUED ON PAGE 36

INTEROCEPTION: the 

process by which the 

nervous system senses, 

interprets, and 

integrates cascades of 

these signals from 

within the body in order 

to maintain 

homeostasis.1

INTEROCEPTIVE 

AWARENESS: the act of 

consciously sensing, 

interpreting, and 

integrating information 

about the state of inner 

body systems.

» Sahib S. Khalsa, MD, PhD

SIGNIFICANCE FOR 
PRACTICING 

PSYCHIATRISTS
This article provides a clinical 

summary of the association 

between the brain and the body 

in eating disorders.

 ◗   Eating disorders are conditions in 

which the connection between 

brain and body is disrupted, but 

the mechanisms by which this 

dysfunction occurs are poorly 

understood.

 ◗ More translational and clinical 

research is needed to understand 

the role of interoception in the 

treatment of eating disorders.
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of eating a meal and assiduously 

avoid situations involving food.4 Indi-

viduals with AN show a dysfunction-

al processing of interoceptive signals 

during premeal periods, as evidenced 

by a heightened experience of sympa-

thetically mediated symptoms such as 

palpitations and dyspnea.5 They also 

show abnormal brain activity in areas 

important for interoceptive process-

ing.

Acutely underweight patients 

show reduced functional connectivity 

in a brain network centered around 

the insular cortex, a region that is the 

primary cortical recipient of intero-

ceptive signals relayed through the 

brainstem and thalamus.6 Weight re-

stored patients exhibit greater insula 

activation in association with stom-

ach sensations, but the opposite rela-

tionship happens in the amygdala, 

highlighting the potential role of neg-

ative affect in the body sensing pro-

cess.7

Following recovery these individ-

uals exhibit hyperactivation in the in-

sular cortex during the anticipation 

and resolution of restricted breathing 

loads (dyspnea) but, surprisingly, not 

during the loads themselves.8 Patients 

also abnormally classify taste stimu-

li—AN and bulimia nervosa patients 

have reduced insula responses to in-

gested glucose.9

Taken together, these findings sup-

port the general hypothesis that pa-

tients with AN make erroneous infer-

ences about internal body sensations 

in context-specific (eg, food-related) 

settings. These somatic errors may be 

key drivers of anxiety expression in 

the disorder. As clinicians, we can 

learn much about how these individu-

als perceive the world by studying the 

way their brains actively infer mean-

ing about missing or ambiguously 

perceived interoceptive signals.10

Interoception in bulimia nervosa 
and binge eating disorder
Interoceptive dysfunction plays an 

important role in the periods of un-

controlled and disproportionate food 

ingestion that characterize binge eat-

ing, as well as the periods of expul-

sion that characterize purging. Gas-

tric capacity appears to be increased 

in bulimia nervosa, and patients with 

binge eating disorder demonstrate 

larger meal intake and lower plasma 

ghrelin than non-binge eaters.11 These 

findings suggest physical alterations 

of the gastrointestinal system in both 

disorders.

Abnormalities of interoceptive 

processing have been suggested at the 

neural level in bulimia nervosa, but 

methodological differences in the 

available studies limit firm conclu-

sions.12 Even less is known about the 

effects of purging behaviors on inter-

oception. Further tests that modulate 

gastrointestinal physiology and meas-

ure perceptual responses are needed 

to improve our understanding of the 

role of interoception in these disor-

ders.

Developmental importance of 
interoception in eating disorders
The severe food aversion displayed by 

individuals with AN often develops 

during peripubertal periods, which 

suggests that a complex interplay be-

tween hormonal changes and stressful 

environments contributes to the ex-

pression of psychopathology. This has 

been characterized as a process of ab-

normal learning involving fear extinc-

tion neurocircuitry, one that is driven 

by reduced or markedly fluctuating 

levels of estrogen.13 Even less is 

known about the role of interoceptive 

dysfunction in this process. From that 

standpoint, patient observations can 

sometimes shine a spotlight on areas 

worth investigating. A recent com-

ment from a patient with an eating 

disorder during a diagnostic evalua-

tion seems particularly informative.

CASE VIGNETTE

A 20-year-old female reported the on-

set of AN at age 13, characterized by 

a 30-lb weight loss over the course of 

a year and a resulting body mass in-

dex of 14.0. Moreover, she was 

plagued by fears of weight gain, ac-

tive food avoidance behaviors, and 

body image disturbance (ie, feeling 

fat) despite her weight loss. When re-

calling her initial experience of symp-

toms, she stated, “I would lie in bed 

feeling like I was suffocating. I could 

feel the weight on my ribs and I felt 

like it was suffocating me. I was sure 

it was anxiety, but I just felt like I was 

going to die from the weight I was 

gaining.”

Beyond food-associated discomfort, 

the fact that anxiety and suffocation 

fears were distinctly remembered as a 

key to the onset of her disorder em-

phasizes the importance of comorbid 

anxiety and leads to speculation 

whether signals from associated or-

gan systems, such as the respiratory 

system, might have played a role in 

the development of her illness.

Assessing interoceptive awareness 
in eating disorders
In research settings the accuracy of 

interoceptive sensing is routinely test-

ed; for example, by comparing a per-

son’s actual heartbeat signals against 

a subjective report of them. Unfortu-

nately, there are currently no clinical-

ly validated tests of interoceptive ac-

curacy for gastrointestinal or any 

other interoceptive sensations. Clini-

cians can still assess interoceptive 

awareness in patients with eating dis-

orders during diagnostic assessments 

by focusing on the constituent ele-

ments.

1 
Ask patients to describe daily 

experiences of gastrointestinal, 

cardiovascular, and respiratory 

sensations. Are frequent bloating, 

cramping, palpitations, or dyspnea 

reported? How often do they focus 

their attention on these sensations? 

Is the attentional focus usually 

goal directed, as in frequent body 

scanning (top-down), or driven by 

the emergence of bodily signals 

(bottom-up)?

2 
Where do these sensations 

occur? Do they incorrectly 

localize such sensations (eg, too 

diffusely, or in the wrong area)? Can 

they learn to correctly locate these 

sensations?

3 
When do these sensations 

occur? Do they occur only 

during meal times, or during other 

notable changes in their external or 

internal environment? Examining 

the environmental settings under 

which these perceptions occur may 

help improve the understanding of 

context-specifi c factors.

4 
How intensely do they perceive 

these sensations? Ask them to 

rate them on a scale of 0 to 10 (akin 

to rating the loudness of a speaker 

volume). Are there particular 

affective experiences associated 

with these sensations?

5 
To what degree do they feel they 

are aware of their internal body 

sensations? Do they self-perceive 

the tendency to constantly focus 

on interoceptive signals? How 

does this attitude affect their eating 

disorder? 

Psychometric assessments of in-

teroceptive awareness are available. 

The first questionnaire developed to 

assess interoceptive awareness was 

the Interoceptive Deficits subscale 

within the Eating Disorders Invento-

ry, a self-report measure intended to 

assess eating disorder symptom se-

verity.14 However, only two of the ten 

items actually assess interocep-

tion-related symptoms (eg, confusion 

about hunger, bloating after small 

meals), with the remainder of the 

items preferentially measuring alex-

ithymia (eg, confusion about the 

emotion being felt).

The Multidimensional Assessment 

of Interoceptive Awareness question-

naire captures a broader range of in-

teroceptive experiences relevant for 

clinical settings. It has recently been 

validated in an eating disorders sam-

ple, with body trusting and self-regu-

lation subscales showing the strong-

est correlations with clinical 

symptoms.15

Treating dysfunctional 
interoceptive awareness in eating 
disorders
One approach that has been suggest-

ed to help weaken conditioned asso-

ciations between interoceptive and 

environmental cues is interoceptive 

exposure therapy. Although original-

ly developed for treatment of anxiety, 

it has been conceptually extended to-

wards eating disorders.16 Using the 

process of extinction learning, pa-

tients are engaged in activities intend-

ed to elicit physiological sensations 

that are disorder-related, associated 

with negative affective states, and 

trigger maladaptive behavioral re-

sponses.

Patients may be repeatedly con-

fronted with the sight and smell of 

foods, during which they closely at-

tend to the associated sensations of 

hunger, salivation, or disgust. Over 

time, this weakens the conditioned 

association between the sensory sig-

nal and negative affective state, in 

hopes of reducing food avoidance be-

haviors.

Consumption of food can be incor-

porated into interoceptive exposure 

EATING DISORDERS: PART 1

Interoception
Continued from page 31

. . . when anticipating a meal, individuals with AN 
tend to report false perceptions of interoceptive 
sensation, in the absence of any physiological 
changes.
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therapy. One prominent clinician uti-

lizes a chocolate frog as an exposure 

exercise, with a goal of successfully 

engaging the patient to examine, 

smell, and eventually eat this 

high-calorie food by the end of sever-

al sessions. Other potential interocep-

tive exposures involve gulping water 

(to elicit sensations of fullness or 

bloating), bouncing up and down (to 

elicit sensations of feeling body fat, 

or the movement of skin and muscles 

on the body), pushing the belly out (to 

elicit sensations of a tight belly), or 

sitting in a bean bag chair (to elicit 

sensations of sinking body weight).

An acceptance-based interocep-

tive exposure therapy has been re-

cently described for children. Using 

playful cartoons to engage their curi-

osity about interoceptive sensations 

(eg, Gassy Gus, or Henry Heartbeat), 

the treatment trains children to in-

crease their attention in a positive 

manner in order to decrease aversive-

ness, increase self-awareness, and 

increase food approach behaviors.17 

However, the clinical efficacy of these 

techniques has not been systematical-

ly studied. There are currently no ran-

domized controlled trials that have 

examined the efficacy of interocep-

tive exposure therapy for eating disor-

ders, and further research is needed to 

determine the viability of such ap-

proaches.

Conclusion
We still have much to learn about the 

mechanisms driving food avoid-

ance-approach behaviors in eating 

disorders. Studying interoception 

may provide new insights by charac-

terizing how these individuals active-

ly infer meaning about missing or 

ambiguously perceived interoceptive 

signals. For example, colleagues and 

I recently found that when anticipat-

ing a meal, individuals with AN tend 

to report false perceptions of intero-

ceptive sensation, in the absence of 

any physiological changes.18 The 

presence of these visceral illusions 

during the premeal state, a time 

marked by strong food-related feel-

ings of fear and anxiety, suggests that 

closer attention to patients’ responses 

to environmental cues and behaviors 

leading up to a meal is warranted. It 

may be that the selection of maladap-

tive actions in response to these ex-

pectations (eg, self-starvation to 

avoid the actual sensing of visceral 

sensations) is an underlying core fea-

ture of eating disorders and repre-

sents a transdiagnostic target for clin-

ical intervention.

Dr Khalsa is Director of Clinical Studies, 

Laureate Institute for Brain Research, 

University of Tulsa, Tulsa, OK. Dr 
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concerning the subject matter of this 

article.
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POSITIVE CHANGE AWAITS

Achieving positive change takes a commitment to 

excellence. At Sierra Tucson excellence is at the core 

of our addiction, depression, pain, and trauma 

programs. For over 35 years we’ve been transforming 

lives and providing a lifetime of healing support. 

Call us and we’ll help your clients begin 

(or continue) their journey of change.

844-215-1400 | SierraTucson.com

We work with most insurance.

Why Sierra Tucson? Excellence.
“ I would feel comfortable recommending Sierra Tucson 

to my own family members.” -George B., psychologist 
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Closing the Research-Practice Gap 
in Eating Disorders
Disseminating Evidence-Based Psychological Treatment

» Ellen E. Fitzsimmons-Craft, PhD 
and Denise E. Wilfley, PhD

E
ating disorders (EDs) affect indi-

viduals from every socioeconom-

ic status, race, ethnicity, and gen-

der, with approximately 10% of the 

population affected by an ED at some 

point in their lifetime.1 EDs are asso-

ciated with high medical and psychi-

atric comorbidity, poor quality of life, 

and high mortality, and mortality from 

anorexia nervosa (AN) is the highest 

of all mental disorders.2 Fortunately, 

there are a number of evidence-based 

psychological treatment approaches 

for EDs. Three well-established treat-

ments have emerged for patients who 

are medically and psychiatrically sta-

ble enough for outpatient care.3

Family-based treatment
The basic tenets of family-based treat-

ment—often referred to as the Maud-

sley method—for adolescents with 

anorexia nervosa include4:

1 The family is not blamed as the 

cause of the illness.

2 The adolescent’s acceptance of 

family and parent involvement in 

therapy is crucially important; thus, 

parents are tasked with taking 

charge of weight gain in their 

malnourished child.

3 The entire family is an important 

part of treatment success.

4 Normal adolescent development 

is seen as having been interrupted 

by the illness.

The treatment typically consists of 

10 to 20 sessions over the course of 6 

to 12 months. Full nutrition is viewed 

as a critical first step toward recovery, 

and the early part of treatment is fo-

cused on the therapist coaching the 

parents to provide this nutrition by 

actively feeding their child.

Cognitive-behavioral therapy
Cognitive behavioral therapy (CBT) 

is a treatment for bulimia nervosa and 

binge eating disorder. According to 

the cognitive-behavioral theory of 

EDs, the over-evaluation and control 

of shape and weight is central to ED 

maintenance, with most of the other 

clinical features understood as direct-

ly resulting from this psychopatholo-

gy, including extreme weight-control 

behavior and preoccupation with 

thoughts about eating, shape, and 

weight.

The core components of CBT are 

designed to be delivered in 20 sessions 

over 5 months. Key strategies include 

establishing control over eating with 

behavioral techniques, such as 

self-monitoring and establishing a 

regular pattern of eating and address-

ing maintaining factors (eg, control 

and over-evaluation of shape and 

weight, dietary restraint). In the en-

hanced version of CBT for EDs 

(CBT-E), modules can be added to 

address one or more external process-

es that may be maintaining the ED, 

including perfectionism, low self-es-

teem, and interpersonal problems.

Research findings suggest that 

guided self-help based on CBT can be 

effective in treating bulimia nervosa 

and binge eating disorder as well.5 

Guided self-help can be defined as a 

psychological treatment where the pa-

tient takes home a standardized treat-

ment, which is often written down in 

book form or available through some 

other media, and primarily works 

through it independently but also has 

the guidance of a therapist or coach. 

This guidance is primarily supportive 

or facilitative in nature and is meant to 

support the patient in working through 

the standardized treatment them-

selves.

The amount of contact in guided 

self-help is minimized relative to 

standard treatment approaches. It is 

acceptable to patients, highly cost-ef-

fective, and can be implemented suc-

cessfully by a wide variety of individ-

uals (eg, nurses, non-specialists with 

no formal clinical qualifications). For 

these reasons, as of 2017, the United 

Kingdom National Institute for Health 

and Care Excellence (NICE) guide-

lines for EDs recommend guided self-

help CBT as the first-line treatment 

for adults with bulimia nervosa and 

binge eating disorder.6

Interpersonal psychotherapy
Interpersonal psychotherapy is anoth-

er treatment for bulimia nervosa and 

binge eating disorder. It assumes that 

ED symptoms develop and are main-

tained in an interpersonal context. 

Specifically, interpersonal problems 

may contribute to negative affect and 

low self-esteem, which can in turn 

lead to the use of ED behaviors as a 

coping strategy.7 Engaging in ED be-

haviors can further intensify social 

difficulties, perpetuating the cycle. 

Interpersonal psychotherapy works to 

break this cycle by helping patients 

improve relationships and communi-

cation and resolve interpersonal is-

sues.

Interpersonal psychotherapy typi-

cally includes 15 to 20 sessions over 4 

to 5 months. During the early part of 

treatment, the onset and maintenance 

of the ED are linked to at least one of 

four identified problem areas (ie, in-

terpersonal deficits, interpersonal role 

disputes, role transitions, grief) and 

interpersonal goals are developed. 

The focus of treatment then transi-

tions to working towards these goals. 

During this process, the therapist 

helps the patient recognize the con-

nections between improvement in ED 

symptoms and positive changes in in-

terpersonal functioning.

The research-practice gap
Many international, evidence-based 

clinical treatment guidelines recom-

mend use of these evidence-

based psychological treatments for 

EDs. Despite the recommendations, 

when individuals with EDs receive 

care, it is frequently not evidence-

based treatment. Referred to as the re-

search-practice gap, this is the dis-

crepancy between what is known 

about effective treatment and what is 

actually provided to patients who re-

ceive care. Indeed, the number of ED 

specialist clinicians who report adher-

ing to evidence-based protocols is be-

tween 6% and 35%. Far more clini-

cians report using an eclectic mix of 

techniques derived from both evi-

dence-based treatments and tech-

niques with no evidence for efficacy.8 

Furthermore, even when clinicians 

say they are using an evidence-based 

treatment for EDs, key elements may 

be omitted.9

Disseminating evidence-base 
treatment
Thomas Insel, MD, the past director 

of the National Institute of Mental 

Health has said, “We have powerful, 

evidence-based psychosocial inter-

ventions, but they are not widely 

available . . . A serious deficit exists in 

training for evidence-based psychoso-

cial interventions.”10 The following 

models can be used to increase the 

dissemination of evidence-based 

treatments for EDs (Table).

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
Alarmingly, most patients with eating disorders do not receive evidence-

based treatment, although such treatments are available. This article 

reviews a number of models that can be used to increase the dissemination 

of evidence-based treatments.

 ◗   Available evidence-based treatments include family-based treatment, cognitive-

behavioral therapy, and interpersonal psychotherapy

 ◗   Novel models such as the train-the-trainer approach, web-based training, best-

buy interventions, electronic support tools, and higher-level support and policy 

can be used to increase the dissemination of evidence-based treatments

“We have powerful, 
evidence-based 
psychosocial 
interventions, but they 
are not widely 
available . . .”

CONTINUED ON PAGE 42
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TRAIN-THE-TRAINER. Current approach-

es to training therapists to conduct 

new treatments typically consist of a 

1- or 2-day workshop delivered by an 

expert; attendees are provided with a 

therapy manual. While workshops in-

crease therapists’ knowledge, without 

further consultation their effect may 

be short-lived. Alternatively, there is a 

strong theoretical case for the “train-

the-trainer” approach, which centers 

around an individual (the trainer) from 

a given setting (eg, community mental 

health center, college counseling 

center) who will be trained and will 

then train his or her colleagues. In ad-

dition, the trainer provides consulta-

tion as needed to anyone implement-

ing the new treatment. In this way, the 

trainer becomes an internal coach and 

champion for the treatment.

This approach has been recom-

mended as the most effective means 

of changing therapist behavior.11 The 

train-the-trainer approach also has the 

benefit of being more sustainable and 

cost-effective over time, as the trainer 

can continue to train new cohorts of 

therapists at relatively low cost. There 

is preliminary support for the useful-

ness of this method for guided self-

help CBT.12 This approach is currently 

being tested as a method for training 

college counselors in interpersonal 

psychotherapy for EDs and depres-

sion.13

WEB-CENTERED TRAINING. Another 

method is web-centered training, 

which is scalable and low cost. 

It has several key advantages:

1 
Training can be offered to 

geographically dispersed trainees 

using minimal person-based 

resources.

2 The website can be accessed 

anytime, anywhere to effectively 

accommodate busy schedules.

3 It enables trainees to repeatedly 

review material, reinforcing 

learning.

4 The process can be customized 

to the trainee with quizzes, 

feedback, and refresher courses.

5 The website can be updated 

regularly, facilitating 

incorporation of new information.

6 Data collection on website usage 

can provide valuable information 

on the most accessed program 

features, informing refinement.

A comprehensive platform for 

training in CBT for EDs has been de-

veloped; findings indicate that the use 

of the platform may increase compe-

tence scores.14,15 Likewise, a compre-

hensive online training program in 

interpersonal psychotherapy has also 

been developed, including tele-

phone-based simulation assessment 

for measurement of adherence and 

competence in the treatment, with 

testing currently underway.16

BEST-BUY INTERVENTIONS. When select-

ing an evidence-based treatment to 

disseminate, selection criteria should 

be based on best-buy interventions 

and include: efficacy, cost-effective-

ness, clinical range, ease of training 

and learning, and mode of treatment 

delivery.17 Transdiagnostic treatments 

may be considered best buys because 

they have the advantage of offering 

greater clinical range and thus more 

practicality, which may enhance 

adoption of the method by therapists. 

In that sense, interpersonal psycho-

therapy might be considered a best-

buy intervention given its ability to not 

only address EDs but also a variety of 

other problems, including depression, 

anxiety, and PTSD.18

Cost-effectiveness is also a key 

consideration in defining a best buy. 

Family-based treatment might be con-

sidered a best buy given that it is cost 

effective compared with weight resto-

ration via inpatient hospitalization. 

Likewise, guided self-help CBT has 

the advantage of being very easy to 

learn and deliver, even by inexperi-

enced practitioners, making it very 

cost-effective.

ELECTRONIC SUPPORT TOOLS. Electronic 

support tools for therapists have the 

potential to enhance quality of care. 

First, checklists can help therapists 

ensure important points are covered 

in session and can also aid in deci-

sion-making. For instance, an elec-

tronic measurement-feedback sys-

tem for routine outcome monitoring 

can be used. Meta-analytic work sug-

gests that routine outcome feedback 

improves patient outcomes, at least 

in the short-term.19 Such monitoring 

can provide therapists with alerts that 

clients are “off track” indicating the 

current course of treatment may be 

ineffective. Furthermore, the detec-

tion of symptom improvements can 

reassure clients they are making pro-

gress and enhance the therapeutic 

alliance.

Electronic support tools can also be 

used to enhance adherence to therapy 

and facilitate transmission of informa-

tion to the therapist. Recovery Record 

is a mobile app that can be used by 

patients with EDs to self-monitor 

meals, thoughts, emotions, and behav-

iors and share this information with 

the therapist.

HIGHER-LEVEL SUPPORT AND POLICY. For 

evidence-based care to dramatically 

increase, higher-level support is re-

quired. Improving Access to Psycho-

logical Therapies (IAPT) is a system-

atic way of organizing the delivery of 

evidence-based psychological treat-

ment, according to the NICE guide-

lines, within England’s National 

Health Service. IAPT services are 

characterized by use of evi-

dence-based treatments, routine out-

come monitoring, and regular and 

outcomes-focused supervision.20 

Routine outcome monitoring not only 

provides the patient and therapist with 

valuable information on symptom im-

provement, but it also provides infor-

mation on whether this is a cost-effec-

tive approach. In the US, the Veterans 

Health Administration (VHA) is ac-

tively implementing a national initia-

tive to disseminate and implement 

evidence-based treatments.21

IAPT and the VHA models involve 

centralized control of money from the 

top and their implementation is man-

dated. Such initiatives have a much 

greater likelihood of success in chang-

ing therapist behavior relative to rely-

ing on individual therapists to volun-

tarily receive training and modify 

their behavior.

Conclusion and future directions
The establishment of several evi-

dence-based psychological treatments 

for EDs, including family-based treat-

ment, CBT, and interpersonal psycho-

therapy, represent an enormous ad-

vance. However, only a minority of 

patients with EDs who access care 

receive one of these treatments. To ad-

dress the research-practice gap and 

ensure that more people obtain 

high-quality, evidence-based care, the 

use of novel approaches are required.

What will be most effective in 

terms of meaningfully addressing the 

research-practice gap is higher-level 

support and policy, which has the 

greatest likelihood of generating 

widespread change. It is important to 

work with policy makers to develop 

research questions that will answer 

important policy-related questions. 

Such an approach may dramatically 

increase access to evidence-based 

care for patients with EDs.

There is an enormous treatment gap 

in the field of EDs, whereby the vast 

majority of patients with EDs 

(≥ 80%) receive no clinical care what-

soever.17 Moving forward, in addition 

to continuing to improve the quality of 

treatment for the minority of individu-

als with EDs who receive services, in-

creased attention needs to be devoted 

EATING DISORDERS: PART 1

TABLE.  Key characteristics of approaches for addressing 

the research-practice gap

TRAIN-THE-TRAINER

•  Expert training is provided to a single therapist

•  Trainer goes on to train other therapists at his/her organization

•  Trainer acts as an internal coach and champion

WEB-CENTERED TRAINING

•  Using the internet to train therapists

•  Lower in cost and more scalable than traditional methods

BEST-BUY INTERVENTIONS

•  Implementation of interventions selected based on their efficacy, cost-

effectiveness, clinical range, ease of training and learning, and mode of 

delivery

•  Originally conceived as an economic tool to help countries select among 

evidence-based strategies to achieve a given amount of change

ELECTRONIC SUPPORT TOOLS

•  Have the potential to enhance quality of care

•  Checklists can help ensure important points are covered and aid in 

decision-making

•  Can also include routine outcome monitoring, including use of electronic 

measurement feedback systems

HIGHER-LEVEL SUPPORT AND POLICY

•  Greater likelihood of success in changing therapist’s behavior relative to 

relying on individual therapists to voluntarily receive training and modify 

their behavior

The Research-Practice Gap
Continued from page 38

CONTINUED ON PAGE 50
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How Catastrophe Can Change Personality
Why EPCACE Is a Clinically Useful Diagnosis

» Gen Tanaka, MD, Hansen Tang, 
Omar Sultan Haque, MD, PhD, and 
Harold J. Bursztajn, MD

A
ny psychiatric diagnosis has the 

potential for empowering the 

clinician to treat the patient’s 

suffering as well as inspiring the pa-

tient to participate in an effective 

treatment. Alas, diagnosis also has 

the potential for stigmatization and 

dehumanization. Whereas diagnoses 

of personality disorder all too often 

have been used to stigmatize patients, 

the rush to eliminate Enduring Per-

sonality Change After Catastrophic 

Experience (EPCACE) from the In-

ternational Statistical Classification 

of Diseases, Revision 11 (ICD-11) is 

foreseeably an instance in which pa-

tients vulnerable to aloneness will be 

less likely to receive effective treat-

ment and thus will become even 

more voiceless, further disempow-

ered, and more vulnerable to humili-

ation throughout the life cycle’s inev-

itable stressors and losses.

EPCACE was incorporated into 

ICD-11 as a form of Complex PTSD 

(cPTSD) as of June 2018. EPCACE 

is defined as an enduring personality 

change lasting for a minimum of 2 

years that a patient experiences fol-

lowing a catastrophic stressor (ICD-

10). The events of the stressor must 

also be so extreme that one should 

disregard any genetic vulnerabilities 

or predispositions that would further 

influence personality changes. These 

experiences can include imprison-

ment in concentration camps, disas-

ters, and long-lasting capture with a 

persistent threat to life.

ICD-10 EPCACE represents the 

experiences of a particularly vulnera-

ble population group, one marked by 

great loss, separation from a commu-

nity, and aloneness. Such isolation 

from nourishing connections is a ma-

jor dimension of deep and enduring 

personality change. Especially in cas-

es of massive psychic trauma such as 

the Holocaust, involving the loss of an 

entire community and its way of life, 

fundamental bonds of social connec-

tion, trust, and support are broken, and 

the individual is left profoundly alone. 

Such affective changes point to the in-

sufficiency of research on survivors 

left in such a devastated state.

We acknowledge that there is 

great variability in the experience 

and suffering of survivors of cata-

strophic events. As with any clinical 

diagnosis, a diagnosis of EPCACE is 

no substitute for a formulation tai-

lored to the needs of the individual 

patient and that patient’s family. An 

EPCACE-based formulation can 

highlight such factors as extreme 

helplessness and aloneness, whether 

human agency was the cause of the 

catastrophic event, whether the event 

involved humiliation of the survivor, 

and whether the survivor remained in 

the zone of danger after the cata-

strophic event. These factors may be 

evident both individually and trans-

generationally, as they are in the suf-

fering of some of the survivors of the 

Holocaust who remained in areas 

where anti-Semitism and its dangers 

continued to be prevalent.1

With careful attention to individu-

alization of formulation, there is evi-

dence for the benefits of EPCACE 

being included in the next revision of 

DSM as its own unique diagnosis. 

While care needs to be taken to avoid 

a reductionist and dehumanizing 

misuse of the diagnosis of EPCACE, 

the presence of this diagnosis in stan-

dard diagnostic taxonomies of psy-

chiatric disorders can guide treat-

ment formulations to good effect. 

Furthermore, EPCACE is an integra-

tive diagnosis that offers clinicians 

the capacity to transcend diagnostic 

categorization by bridging personali-

ty disorder with trauma-related disor-

der, fulfilling an integrated biopsy-

chosocial approach.

History
Our proposal has strong historical 

precedent. By 1992, the concept of 

trauma-inflicted personality changes 

had been well studied, as described 

by Herman and colleagues2 and later 

confirmed by many others, including 

Beltran and Silove,3 Gabbard,4 Weine 

and collegues,5 Tedeschi and col-

leagues,6 Nijenhuis and colleagues,7 

Wöller,8 and Evans and colleagues.9 

In an effort to distinguish personality 

changes as a result of catastrophic 

events from those with other causes, 

the ICD-10 task force decided on the 

inclusion of EPCACE. Personality 

traits such as hostile or distrustful at-

titude toward the world and social 

withdrawal, chronic feelings of emp-

tiness or hopelessness, of being on 

edge as if constantly threatened, and 

estrangement distinguished EP-

CACE from related disorders.

With catastrophic genocidal trau-

ma that includes extreme helpless-

ness, humiliation, and the destruction 

of a validating community, resulting 

in aloneness, there is also a potential-

ly lifelong vulnerability to shame.10 

Such personality traits may emerge 

post-catastrophe and then become 

dormant. Nonetheless, they may re-

emerge with disruptive life-cycle 

events such as helplessness, humilia-

tion, separation, loss, and grief or 

with news events, such as can occur 

for Holocaust survivors when an-

ti-Semitism reemerges. Similar 

events may result in seemingly diver-

gent personality traits emerging 

among survivors or even within a 

survivor, such as when there is an in-

tensification of efforts to avoid mas-

sive grief concurrent with a counter-

phobic adaptation.11

To test the validity of such an EP-

CACE diagnosis, Beltran and col-

leagues12 undertook a comprehensive 

survey of clinical psychologists and 

psychiatrists: 89% of respondents 

agreed that personality can be altered 

by trauma occurring in adulthood. Of 

those 89% of respondents, torture 

and concentration camp exposure 

were identified by 91% and 90% re-

spectively as likely to produce chang-

es to personality, followed by 72% 

for war exposure, 66% for sexual as-

sault, 57% for hostage situations, 

52% for domestic violence, 25% for 

natural disasters, and 24% for motor 

vehicle accidents.

Despite this substantial evidence, 

only 16% of clinicians had ever used 

EPCACE as a diagnosis for their pa-

tients, although it had been a valid 

ICD-10 diagnosis for 7 years before 

Beltran’s survey. Those who re-

sponded to the survey also cited is-

sues of symptom overlap between 

EPCACE and more commonly used 

diagnoses, specifically depressive 

disorders and borderline personality 

disorder. However, EPCACE is 

marked by stable changes in person-

ality, whereas borderline and depres-

sive disorders are marked by instabil-

ity in mood and affect.

It is foreseeable that post-traumat-

ic avoidance of reminders by both 

patient and clinician is even more 

pronounced in catastrophic trauma. 

This may be another factor that con-

tributed to the underutilization of EP-

CACE in its debut as a diagnosis. 

Alas, the underutilization of EP-

CACE is a loss for a significant pro-

portion of patients who might other-

wise have united as a treatment 

community. This loss is compounded 

by the fact that aloneness is often 

seen in the transgenerational trans-

mission of EPCACE-related suffer-

ing. Group therapy is therefore a vital 

modality in EPCACE treatment 

across generations and in fostering 

the transgenerational transmission of 

resilience.1,13

A follow-up study of the validity 

and utility of EPCACE in 2008 by 

Beltran attempted to redefine the 

broad aspects of the diagnosis and 

identify the key criteria that de-

scribed a person with EPCACE. 

Twenty-four mental health clinicians 

who worked with patients who had 

experienced war and sexual assault 

as well as recently displaced refugees 

provided valuable feedback. Not on-

ly were the key attributes of “A hos-

tile or mistrustful attitude toward the 

world, social withdrawal, feelings of 

emptiness or hopelessness, a chronic 

feeling of being ‘on edge,’ as if con-

stantly threatened, and estrange-

ment” identified, but mental health 

practitioners felt significant features 

were excluded from EPCACE’s op-

erational definition. These include 

“somatization, self-injurious/

self-damaging behaviors, sexual dys-

function, and enduring guilt,” which 

if included would differentiate EP-

CACE from complex PTSD and 

strengthen the operational validity of 

the diagnosis.12 Since then, no chang-

es to criteria or follow-up studies 

have been conducted to improve the 

utility of EPCACE.

Research into EPCACE has been 

limited, as manifestations of the core 

symptoms can often differ depending 

on viewpoints and type of trauma. A 

core feature of EPCACE such as “a 

hostile or mistrustful attitude toward 

the world” can be operationally ex-

pressed by multiple symptoms such 

as anger, aggression, and other count-

less variations.12 Holocaust survivors 

who were identified as “feeling as if 
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the Holocaust experience was con-

tinuing” were more likely to suffer 

symptoms of mental disorder, where-

as those who avoided the traumatic 

memories altogether had a higher 

mortality rate due to illness.14 Pa-

tients with a diagnosis of EPCACE 

may isolate themselves not only from 

their communities, but also from 

proper mental health care.

Alternatives to inclusion of EPCACE 
as a distinct diagnosis
Critics of the inclusion of EPCACE 

in diagnostic taxonomy claim that it 

lacks specificity and is insufficiently 

utilized. To address these concerns, 

Maercker and colleagues15 proposed 

to reconceive EPCACE as part of 

cPTSD in ICD-11. Following this 

recommendation, the World Health 

Organization trauma team eliminated 

the diagnosis of EPCACE.16 cPTSD 

incorporates patients with personali-

ty changes as a result of exposure to 

single or multiple traumatic experi-

ences, as long as the requirement of 

three core features of PTSD is met; 

these core features include changes 

in affect, self-concept, and relational 

function.

Alas, modifying the diagnostic 

criteria for cPTSD to consolidate EP-

CACE and other trauma-related dis-

orders may also lead to mislabeling 

and downgrading the seriousness of 

personality changes, as well as over-

looking potentially transgenerational 

personality changes. Because differ-

ent experiences may produce differ-

ent neurological and behavioral ef-

fects, it would be unwise to disregard 

the type of event and its impact on 

affect.

A later study noted a more specif-

ic set of criteria that must be met, as 

well as additional symptoms such as 

changes to somatization, self-injuri-

ous/self-damaging behaviors, and 

sexual dysfunction that would large-

ly be left out of the criteria for 

cPTSD.17 The current criteria for 

cPTSD—which encompass the ma-

jority of EPCACE cases tested by 

Keeley and colleagues18—faced di-

agnostic issues when practitioners 

became aware of the origin of the 

trauma.

Another argument against the di-

agnostic inclusion of EPCACE is 

symptom overlap between EPCACE 

and cPTSD. While there is a spec-

trum of post-traumatic disorders, 

with overlap among diagnostic cate-

gories, the presence of such similari-

ties does not invalidate the clinical 

usefulness of an EPCACE-inclusive 

categorical approach in the initial 

process of clinical reasoning, differ-

ential diagnosis, treatment planning, 

and prognosis. Therefore, future ICD 

workgroups should reconsider EP-

CACE’s inclusion into cPTSD, given 

the weight mental health profession-

als place on traumatic origin, and re-

store EPCACE as a distinct diagno-

sis.

The American Psychiatric Associ-

ation has opted for a more conserva-

tive route in DSM-5 by incorporating 

elements of cPTSD and EPCACE 

into the diagnosis of PTSD. DSM-IV 

had largely suffered from “poor in-

terrater reliability of personality dis-

order diagnoses, poor stability over 

time, poor discriminant validity, and 

poor general coverage of personality 

disorder as well as poor clinical util-

ity.”19 DSM-5 requires that adult pa-

tients being evaluated for stress dis-

orders meet eight symptomatic 

criteria following exposure to trau-

ma. Galatzer-Levy and Bryant19 

found that the current diagnosis for 

PTSD could arise from 636,120 

unique combinations of the eight cri-

teria listed in the newly formulated 

definition. With so many combina-

tions, PTSD has been utilized as an 

all-encompassing definition that 

lacks the specificity needed to ade-

quately diagnose trauma. The diag-

nosis of trauma-related disorder 

should not be done on a one-size-fits-

all basis, but rather should consider 

the elements of trauma and its dispa-

rate effects on individuals.

Why EPCACE should be reborn as a 
distinct diagnosis
As it currently stands, EPCACE has 

lost its core values in the newly re-

vised ICD-11 and the previously 

published DSM-5. Given that EP-

CACE is marked by hostile attitudes 

toward society, withdrawal, empti-

ness, and hopelessness as well as 

constant vigilance and estrangement, 

the salient characteristic of the disor-

der is the sense of aloneness that 

leads to massive social disconnec-

tion. EPCACE has significant fea-

tures in common with the kinds of 

compounding trauma seen in autism 

spectrum disorder or adolescent-on-

set psychosis as a person becomes 

isolated and marginalized. With EP-

CACE, patients suffer a loss of com-

munity and trust with the outside 

world. With the loss of community, 

as in the Holocaust, there is an ev-

er-greater risk of the transgeneration-

al transmission of trauma and far 

fewer transgenerational resources for 

resilience such as loving grandpar-

ents or an extended healthy family.

EPCACE should be a stand-alone 

diagnosis rather than a formulation 

because diagnoses are heuristics for 

formulations, which guide prognosis 

and treatment planning. Also, if diag-

noses are missing key ideas, those 

will also be missing in formulations. 

Aloneness and vulnerability are dis-

tinct factors characteristic of EP-

CACE that are coherent only at the 

diagnostic level. Moreover, with cat-

astrophic experiences the life cycle 

and transgenerational dimensions of 

trauma and resilience are more likely 

to be central.

The majority of mental health cli-

nicians in active practice or complet-

ing graduate education will utilize 

either DSM-5 or ICD-11. When 

Evans and colleagues9 surveyed a 

global sample of psychologists, they 

noted that 78% of respondents opted 

for a diagnosis that is flexible enough 

to account for cultural differences. 

Severity of a diagnosis was highly 

rated as a goal of clinical care, as 

88% of the respondents believed that 

it should take the form either of a 

subtype based on severity or degree 

of functional impairment or of a sep-

arate diagnosis.

Further research has linked trau-

ma to quantifiable changes in person-

ality. In a comparison of late-onset 

personality pathology due to wartime 

trauma with prior personality disor-

ders, 24.3% of patients had a person-

ality disorder develop only after ex-

posure to catastrophic events. When 

compared with those who had preex-

isting personality disorders, those 

with late-onset personality pathology 

had a three-fold higher rate of PTSD 

symptoms. Moreover, there were 

higher rates of suicidal ideation and 

self-reported emotional distress com-

pared with persons with pre-trauma 

pathology.20

Additional research has shown not 

only physical changes to the brain 

but also transgenerational effects that 

pass from parent to offspring.21,22 

Such a link between catastrophic ex-

periences and personality necessi-

tates the use of integrative criteria 

such as EPCACE, which will serve 

the interests of patients and empower 

clinicians in making treatment deci-

sions.

Self-help networks for EPCACE 

patients not only ease personal 

growth but also offer a safe commu-

nal space for patient empowerment. 

For example, since the aftermath of 

World War II, displaced and perse-

cuted populations have found them-

selves unified and united by their 

shared experiences. Illustrative are 

reports of suffering experienced 

throughout Europe by survivors of 

massive psychic trauma with loss of 

their nurturing emotional milieu. 

Having the capacity to identify such 

traumatized populations from vari-

ous countries and backgrounds and 

to unite them under a self-help sup-

port network enables survivors to 

create community for one another 

and foster therapeutic approaches 

which, via an empowering communi-

ty, seek transgenerationally to treat 

the transmission of trauma and en-

courage the transmission of resil-

ience.

Aloneness, along with helpless-

ness about being alone and feeling 

humiliated, has increasingly been 

found to be a major risk factor across 

the illness spectrum. Aloneness 

post-trauma and in the midst of grief, 

to which persons who suffer from 

EPCACE are highly vulnerable, can 

reasonably be expected to compound 

this risk factor. Therefore, the diag-

nosis of EPCACE can be an import-

ant step toward remediation rather 

than exacerbation of the aloneness, 

helplessness, and humiliation that, in 

a vicious cycle, can lead to further 

isolation.

Conclusion
To avoid the misuse of EPCACE, it is 

vital to be aware that some survivors 

of catastrophic experiences in which 

terror involves dehumanization, deg-

radation, and humiliation may there-

fore experience a heightened sensi-

tivity to helplessness and humiliation. 

Receiving any psychiatric diagnosis 

is humiliating; therefore, patients fre-

quently avoid seeking clinically 

based help. However, a newly em-

powered population brought together 

by that very catastrophic experience 

can provide solace, rebuild self-es-

teem, and relieve ongoing collective 

suffering.

All too often, both the fragility of 

aging and disturbing news events 

bring home to EPCACE sufferers 

disturbing reminders of catastrophic 

trauma. When applied with care, EP-

CACE as a diagnosis is not only 

helpful in clinical formulation and 

treatment planning but also has the 

potential to support the creation of 

healing communities for life-cycle 

stressors and losses. EPCACE-in-

formed development of additional 

treatment modalities, such as group 

bereavement therapy and support 

groups outside of the clinical context 

that are focused on supporting survi-

vors’ agency, empowerment, self-re-

spect, connectedness, and creativity, 

has the potential to reduce post-cata-

strophic isolation, demoralization, 

and suffering.
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Green Spaces
» Lorin Young, MD, MSc, FRCPC

When the green woods laugh with the voice of joy,

And the dimpling stream runs laughing by;

When the air does laugh with our merry wit,

And the green hill laughs with the noise of it.

W
illiam Blake was onto some-

thing in his “Laughing 

Song” poem. We need green 

spaces. Not only are they pleasant to 

look at, but these spaces are also 

healing. Almost anyone who has 

spent substantial time in a forest, up 

a mountain, or along a river recog-

nizes that this is healing.

Nature provides both physical and 

psychological benefits. Studies have 

shown improved healing in hospitals 

with green spaces outside windows 

rather than brick walls and decreased 

anxiety and increased workplace sat-

isfaction in offices with plants and/or 

views of nature.1,2

How does this healing through ex-

posure to nature occur? A variety of 

possible mechanisms have been pro-

posed, from improved air quality to 

increased physical activity and en-

hanced social integration. Ming Kuo, 

PhD,3 has studied how green spaces 

affect humans and has postulated that 

there may be at least one common 

pathway toward wellness acting 

through the immune system.

The immune system has been im-

plicated in depressive and anxiety 

disorders, as well as other mental and 

physical health problems. Certainly, 

reduced air pollution, increased 

physical activity, and improved so-

cial ties may all occur with an in-

crease in green spaces and are associ-

ated with improved functioning of 

the immune system. In addition, 

plants produce antimicrobial organic 

compounds called phytoncides that 

change autonomic function and in-

crease immune functioning.4 Walks 

in the forest decrease inflammatory 

cytokine levels.5 Images of nature 

have been shown to increase para-

sympathetic activity and to reduce 

sympathetic activity.6 These changes 

in nervous system activity improve 

both sleep and immune function.

Ruminative processes and the 

subgenual prefrontal cortex may also 

be involved. In persons who are pre-

disposed to depression, the mind fre-

quently wanders into a ruminative 

pattern of negative, self-referential 

thoughts and emotions. The subgen-

ual prefrontal cortex has demonstrat-

ed increased activity during rumina-

tion (in healthy and depressed 

individuals) and has been found to 

have increased connectivity to the 

default mode network in those with 

depression. In a study by Bratman 

and colleagues,7 walking in green 

spaces as compared with walking in 

urban spaces was associated with re-

duced activity in the subgenual pre-

frontal cortex, accompanied by a de-

crease in rumination.

As of 2017, approximately 82% 

of the US population lives in urban 

areas.8 Increased urbanization has 

been associated with a rise in a varie-

ty of mental illnesses, although the 

etiology is not fully understood and 

the mechanisms are likely diverse.

Greater exposure to green spaces 

may help improve mental and physi-

cal well-being. Physicians have be-

gun to prescribe time in nature to 

their patients—I encourage my pa-

tients to get outside daily and into 

nature. Some of the innovative pro-

grams that exist to “prescribe” green 

spaces are available at: https://pre-

scriptiontrails.org/ and http://www.

gwaparkrx.com/.

Urban green spaces can help miti-

gate the effects of climate change. 

Cities account for much of the carbon 

dioxide emissions on our planet. 

Green spaces sequester carbon in 

plants, soil, and water. They also mit-

igate the effects of urban heat islands, 

which develop where buildings, 

parking lots, roads, and other infra-

structure have created impermeable 

and dry areas where vegetation once 

grew. These areas are hotter than ru-

ral areas nearby. Urban heat islands 

pose a risk to human health because 

of higher temperatures and are asso-

ciated with an increase in energy 

used to cool spaces. Trees and other 

vegetation lower the risks and costs 

of urban heat islands by reducing 

temperatures.

Despite the importance of green 

spaces, they are rapidly being elimi-

nated. Cities are expanding, and 

green spaces are being chopped 

down and paved over.

For the health of our patients and 

our planet, we need to expand our 

green spaces, not keep paving them 

over. As psychiatrists, we can advo-

cate for the creation, expansion, and 

protection of green spaces. Using our 

voices as patient and public health 

advocates is an extremely important 

tool. Reach out to city councils, local 

representatives, and groups advocat-

ing for green spaces, and let them 

know your concerns. Educate others 

in your work setting about the impor-

tance of green spaces and, if you 

don’t have a green space, develop a 

team to work on creating one. Your 

patients, your community, your plan-

et, and your body will all thank you.

Dr Young is Associate Professor at the 

Northern Ontario School of Medicine 

in Canada. She is a member of the 

Climate Psychiatry Alliance and the 

Canadian Climate Psychiatry Alliance. 

Dr Young reports no conflicts of inter-

est concerning the subject matter of 

this article.
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Greater exposure to green spaces may help 
improve mental and physical well-being. 

Physicians have begun to prescribe time in 
nature to their patients—I encourage my 

patients to get outside daily and into nature.
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T
he central nervous system (CNS) complica-

tions of human immunodeficiency virus 

(HIV) infection triggered directly by the 

virus and not by an opportunistic pathogen 

were recognized early in the course of this epi-

demic. The initial descriptions were primarily of a 

severe progressive illness termed the AIDS De-

mentia Complex. Several decades later these neu-

rological complications persist with a different 

name and mostly in a milder form, which nonethe-

less can still be disabling.

Natural history of HIV-associated 

neurocognitive disorders

HIV-associated neurocognitive disorders (HAND) 

comprise a spectrum of conditions ranging from 

minor cognitive impairment to severe dementia 

that are felt to be a direct consequence of the infec-

tion.1 HAND generally develops over years and is 

classified into three categories: asymptomatic 

neurocognitive impairment, mild neurocognitive 

disorder, and HIV-associated dementia. The crite-

ria for these stages are outlined in Table 1. They 

became generally accepted following a consensus 

conference held in Frascati, Italy, and they are 

therefore often referred to in the literature as the 

“Frascati” criteria.1

The diagnosis of asymptomatic neurocognitive 

impairment by the Frascati criteria is felt by some 

to be a somewhat liberal interpretation of the cogni-

tive problems of HIV, as it is strictly based upon 

criteria of abnormal neuropsychologic test perfor-

mance without any impairment of clinical function-

ing. However, at least one reasonably large study 

indicated that individuals with asymptomatic neu-

rocognitive impairment are more likely to progress 

to symptomatic HAND, making this an important 

classification and an entity to recognize.2

Because HIV and HAND are global issues, di-

agnosing HAND with tests applicable to re-

source-limited settings is critical. A comprehensive 

5-year study of neurocognitive performance in 

HIV-infected individuals beginning combination 

antiretroviral therapy (cART) in seven underdevel-

oped countries has established neurodiagnostic cri-

teria and a similar worldwide prevalence of HAND.3
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Since the mid-1990s, HIV-associated dementia 

has been relatively uncommon in areas where 

cART is widely available, such as the US. HIV-as-

sociated dementia was described soon after the 

association of HIV with the syndrome of AIDS, in 

the 1980s. In those earlier years of the HIV epi-

demic when treatment was mostly ineffectual, ap-

proximately 20% to 30% of individuals had 

HIV-associated dementia, or AIDS Dementia 

Complex as it was then known.4

HIV-associated dementia is a severe dementing 

illness that begins with disturbances of memory and 

cognition that affect daily living and progresses to 

psychomotor retardation, inability to recognize 

close friends or relatives, and eventual immobility. 

The psychomotor symptoms point to its subcortical 

etiology, consistent with the neuropathology of 

HIV-associated dementia.5 At its height (prior to 

cART) it was so widely recognized that it was im-

mortalized in the second movement of Symphony 

Number 1 (1988-1989) by John Corigliano, who 

describes it musically in one of his friends.

Despite the dramatic decrease in the prevalence 

of HIV-associated dementia (to about 2% with 

cART) the less severe but nonetheless disabling 

form, mild neurocognitive disorder, affects ap-

proximately 15% of virally suppressed HIV-posi-

tive individuals today.6-8 Some studies suggest that 

up to 70% of patients with HAND who are receiv-

ing cART remain stable (at least over several 

years), while about 15% improve and an equal 

percentage further deteriorate.4 An unanswered 

question is how HAND prevalence will change 

over decades of life experienced by many individ-

uals receiving cART.

Evolving brain pathology in HAND

In addition to CD4-positive lymphocytes, produc-

tive HIV infection in the CNS is principally restrict-

ed to macrophages and microglial cells, which are 

principally derived from mesodermal bone marrow 

and yolk sac precursors, respectively. HIV infection 

of the brain occurs within days of systemic infec-

tion, and levels of HIV RNA in the cerebrospinal 

fluid (CSF) correlate with the severity of HAND in 

individuals who are naive to antiretrovial therapy.9

Studies of CSF derived from patients within 

days or weeks of HIV infection suggest a “Trojan 

horse” mechanism of entry of HIV-infected 

CD4-positive T lymphocytes into the brain and 

subsequent adaptation of the virus to infect mac-

rophages and microglia.10 This can establish viral 

reservoirs that are at least partially inaccessible to 

antiretroviral therapy. In patients who receive sup-

pressive cART (ie, with undetectable plasma virus 

levels), the presence and severity of HAND cor-

relate with certain biomarkers of inflammation 

and neuronal injury that are likely initiated and 

amplified by HIV infection of macrophages and 

microglia and immune activation of non-infected 

cells.11

There is some trafficking between the systemic 

cellular precursors of macrophages and the brain, 

and they are often prominent in the perivascular 

spaces; less so for microglia that are parenchymal 

and long-lived, allowing for persistence of HIV in 

the CNS as well as persistence of neuroinflamma-

tion. Macrophages and microglia are the only cells 

in the brain that have the full complement of HIV 

surface receptors (ie, CD4 and CCR5); other brain 

cells may express CXCR4 (another HIV receptor) 

but not in conjunction with CD4, thereby prevent-

ing efficient entry of HIV. Brain autopsy studies 

have identified perivascular macrophages and pa-

renchymal microglia as a major CNS site of pro-

ductive HIV replication and inflammation, al-

though astrocytes (up to approximately 15% 

infection rate) can also contain HIV genomes.12

The pathological hallmark of HIV-associated 

dementia is the postmortem presence of multinu-

cleated giant cells that contain viral proteins and 

RNA/DNA, and are thought to be derived from the 

fusion of infected cells.5 The presence of multinu-

cleated giant cells in autopsy specimens probably 

indicates that these fused cells live for a period that 

is likely to be more than a few minutes or hours; 

specific determination of the timeframe is proba-

bly impossible with current technology.

It is thought that this long antemortem period of 

HIV replication within these giant cells drives the 

pathogenesis of HAND, primarily through elabora-

tion of pro-inflammatory and otherwise toxic sig-

naling cascades in infected cells. Some non-infect-

ed cells may also be activated by the presence of 

multinucleated giant cells. These cells are associat-

ed with severe neuronal injury and death, for which 

several cell death pathways, including apoptosis 

and necrosis, have been implicated. However, in the 

era of cART some individuals with HAND have no 

discernible neuropathological abnormalities de-

spite having functionally significant neurocognitive 

impairment.

Pathophysiology of HAND

The pathophysiology of HAND in the pre- and 

post-cART eras is certainly multifactorial, involv-

ing effects of virus replication, residual brain inju-

ry prior to initiating cART, and variably expressed 

neurotoxicity cascades (Figure). Excluding mul-

tiple comorbid risk factors for brain injury that 

affect many subjects with HAND, its expression is 

likely to depend partly on the presence of varying 

degrees of, and intermittent expression of, neu-

roinflammation and oxidative stress, which are 

reduced but not eliminated by cART suppression 

of HIV replication.13

Direct neurotoxic effects of cART on brain cells 

have also been implicated. In addition, early brain 

injury secondary to disruption of the blood-brain 

barrier within the first weeks after infection or re-

sidual damage from long-standing HIV infection 

before the initiation of cART (ie, legacy effect in 

some individuals) may result in an irreversible level 

of persistent cognitive impairment.7,14,15

Inflammatory and neurotoxic cascades mediated 

by macrophages, microglia, and astrocytes have re-

ceived the most attention. In addition to detection of 

HIV in macrophages and microglia in situ, vi-

rus-specific material (either DNA or proteins) has 

also been detected in other CNS cells, particularly 

astrocytes. However, in most cases the infection is 

not active (ie, not productive of viral progeny). This 

could be a sampling error given the large number of 

astrocytes in the human brain and the possibility 

that only a small proportion could be productively 

infected at any one time. Whether this astrocytic 

infection is pathophysiologically important, wheth-

er it also induces neuroinflammation, and whether 

these cells can serve as a long-term reservoir for 

infection remains a possibility, but it has never been 

incontrovertibly proven and has not been the focus 

of major treatment efforts.

Although analysis of CSF HIV levels in patients 

receiving cART indicates that suppression of HIV 

replication can be achieved within the CNS, surpris-

ingly high rates of HIV escape from suppressive 

cART occur (ie, “blipping” of HIV replication). This 

is determined by sequential sampling of CSF and 

episodic detection of both HIV RNA and markers of 

immune activation of macrophages and microglia in 

individuals felt to be in a state of HIV suppression. 

Studies suggest transient HIV replication occurs in 

approximately 5% to 20% of patients.16

Brain macrophages and microglia are thought 

to contribute to the development of brain injury 

and dysfunction in HAND through several mech-

anisms. Microglia are involved in many neurode-

velopmental functions, such as synaptic/dendritic 

trimming, and are implicated in other neurological 

conditions. Perivascular macrophages, on the 

other hand, are not thought to be involved in neu-

ronal trimming. Rather, they form part of the im-

mune mechanisms of the brain.

Table 1. Frascati criteria for 

the diagnosis of HIV-

associated neurocognitive 

disorder (HAND)1

Asymptomatic neurocognitive impairment

◗  One standard deviation or more below the 

mean in two cognitive domains in standard 

neuropsychological tests but without any 

symptoms of dysfunction; cognitive domains 

usually tested are attention, executive 

function, learning, memory, processing 

speed, motor skills

Mild neurocognitive disorder

◗  One standard deviation or more below the 

mean in two cognitive domains in 

neuropsychological tests with mild 

symptoms or functional impairment (eg, 

difficulty with employment, driving)

HIV-associated dementia

◗  Two standard deviations or more below the 

mean in two cognitive domains in 

neuropsychological tests with severe 

impairment in activities of daily living

Note: HAND can only be diagnosed when other 

potential causes of neurological impairment, such as 

infections, metabolic abnormalities, or malignancy, 

have been ruled out.

The prevalence of HAND 

has not decreased after 

the widespread 

institution of cART; 

however, the distribution 

by severity has changed.
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A unifying hypothesis for the translation of a 

microglia/macrophage infection into a cognitive 

illness suggests that it is the secretion of cytokines 

and other immune mediators from these cells that 

affects neuronal function and perhaps survival. 

This hypothesis is consistent with the role that 

these cells are thought to play in other neurologi-

cal conditions such as Alzheimer disease and 

stroke. It is also possible that infection of microg-

lia interferes with their role in synaptic trimming 

or other intrinsic functions of these cells.

An alternative hypothesis is that some HIV pro-

teins can themselves be toxic to neurons by binding 

at their surface and interfering with normal func-

tions, possibly by excitatory mechanisms. In this 

scenario, secretion from infected macrophages or 

microglia is responsible for HAND abnormalities. 

The larger of the two viral glycoproteins (gp120) 

has been the subject of extensive laboratory studies 

that show various abnormalities in neurons exposed 

to it. Whether free gp120 is present in the brain at 

concentrations consistent with those that mediate 

experimental toxicity has never been formally set-

tled, although it seems unlikely.17

In view of the laboratory and pathophysiologi-

cal studies that implicate viral involvement and the 

dramatic responses of cognitive disorders to 

cART, treatment has been directed at reduction of 

viral load, both systemically and in the brain. In 

either of the two proposed mechanisms discussed, 

reduction of the viral burden and infected macro-

phages/microglia is the most effective target for 

control and improvement of this condition.18

Diagnosis and associated challenges

The CNS is affected by many conditions in indi-

viduals with untreated HIV infection, particularly 

those with low CD4 counts. These include toxo-

plasmosis, progressive multifocal leukoencepha-

lopathy, and neoplasms such as primary CNS lym-

phoma (Table 2). HIV-infected patients frequently 

suffer from contributing or synergistic cogni-

tion-impairing comorbid conditions including de-

pression, traumatic brain injury, developmental 

disability, substance abuse, cardiovascular dis-

ease, and hepatitis-C virus coinfection.7,8 More-

over, affected individuals can manifest behavioral 

features (eg, apathy, depression, delusions, hallu-

cinations, sleep disturbances, mania) in addition to 

cognitive impairment, which may bring them to 

the attention of a psychiatrist.19

Substances of abuse and methamphetamine in 

particular are a major contributing risk factor for 

cognitive dysfunction in patients with HIV with or 

without underlying HAND.20,21 The additional 

risks and adverse effects of methamphetamine 

use, including increased HIV acquisition rates, are 

particularly relevant for men who have sex with 

men, for which risk reduction strategies are being 

evaluated.22,23 Besides behavioral risk effects, 

methamphetamine has neuropathological effects 

such as damage to dopaminergic neurons and en-

hancement of HIV infection of macrophages; each 

can contribute to the worsening of HAND.21,24

An HIV-positive patient who presents with any 

neurological deterioration, particularly involving 

cognition, must have a detailed medical history 

assessment and a battery of diagnostic tests, chief 

among these are brain imaging and CSF analysis. 

Because many patients on cART are well con-

trolled virologically, free of opportunistic infec-

tion, and growing older, conditions associated 

with aging such as Alzheimer disease may confuse 

the clinical picture.

The prevalence of HAND has not decreased 

after the widespread institution of cART; however, 

the distribution by severity has changed. For ex-

ample, in patients with well-controlled HIV, the 

prevalence of HIV-associated dementia is 2.4%, 

considerably lower than in the 1980s.25 World-

wide, the prevalence of HIV-associated dementia 

in virally suppressed HIV patients is also low.3

Furthermore, the diagnosis of asymptomatic 

neurocognitive impairment and mild neurocogni-

tive disorder, which are still common, can vary 

depending on the specific criteria used. To wit, 

Gisslén and colleagues26 have argued for a more 

Table 2. Major HIV/AIDS 

complications with cognitive 

and neuropsychiatric 

symptomatology

◗  HIV-associated neurocognitive disorder 

(HAND), including individuals with viral 

escape in the CNS

◗  Primary CNS lymphoma

◗  Progressive multifocal leukoencephalopathy

◗  Cerebral toxoplasmosis

◗  Neurosyphilis

◗  Cytomegalovirus encephalitis

◗  Cryptococcal meningoencephalitis

◗  CNS tuberculosis (meningitis)

◗  Varicella zoster encephalitis

Figure. Pathogenesis of HIV-associated neurocognitive disorder (HAND)
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rigorous assessment of abnormalities by using 

biomarkers. In reality, it is the prevalence of two 

related but not identical entities that has remained 

constant throughout the HIV pandemic.

HIV-associated dementia, the severe form of 

HAND, occurs primarily in the setting of low CD4 

counts (<200 cells/μL), typically in individuals 

who are untreated. Initial abnormalities are diffi-

culty with memory, inability to function effective-

ly at work particularly in highly demanding pro-

fessions, and eventually psychomotor retardation. 

The latter is characterized by slowness of move-

ment and extrapyramidal signs.

In severe cases, T2-weighted brain MRI may 

demonstrate bilateral non-enhancing white matter 

abnormalities involving virtually both hemi-

spheres. The CSF may have an elevated protein 

and detectable viral RNA, with a variable degree 

of lymphocytic pleocytosis. There are also several 

potential CSF markers such as neopterin and low 

molecular weight neurofilament chain (neurofila-

ment light chain), each of whose levels correlate 

with dysfunction.26

Neopterin, a marker of inflammation, can also 

be present even in asymptomatic patients with ev-

idence of viral replication within the CNS. Neuro-

psychological testing is the gold standard for the 

diagnosis of cognitive problems. Typical testing 

for HAND includes analysis in six functional cog-

nitive domains (Table 1).

While neuropsychological testing is essential 

for individuals whose diagnosis is in doubt and for 

formal epidemiological or biological marker stud-

ies, this testing is generally unnecessary in indi-

viduals with HIV-associated dementia. The diag-

nosis can be clinically based on a history of 

difficulties with activities of daily living and by 

performance using less complex testing such as 

the Montreal Cognitive Assessment (MoCA).27 In 

the current era of cART, many clinicians believe 

that the symptoms of HIV-associated dementia are 

more commonly cortical (impairment of memory, 

difficulty with executive function) than the sub-

cortical dementia with motor symptoms that char-

acterized the initial descriptions of HIV-associated 

dementia. Therefore, tests that do not include 

motor components, such as the MoCA, are ade-

quate for HIV-associated dementia diagnosis.

Combination antiretroviral therapy

The principal goal of treatment of HAND is the 

systemic suppression of HIV; the number of cART 

drugs currently available is robust enough to pre-

clude any detailed discussion of the components 

of cART in this short review. However, one area 

that has received a lot of attention is the impor-

tance of CNS penetration by cARTs, quantified by 

a CSF penetration effectiveness score.28 With the 

exception of HIV-associated dementia, where 

CNS penetration may be important for rapid rever-

sal, most clinicians opt to treat for maximum sys-

temic suppression of viral RNA rather than for 

CNS concentration.

Moreover, there is little evidence that antiretro-

viral drugs with enhanced CNS penetration are 

better as treatment for asymptomatic neurocogni-

tive impairment or mild neurocognitive disorder, 

although this may be due to the difficulty in con-

ducting accurate studies over a relatively long pe-

riod of time. In general, clinicians who are con-

cerned about neurological symptoms avoid 

efavirenz, which is known to have neuropsychiat-

ric adverse effects.

The potential CNS toxicity of other antiretrovi-

ral drugs has also been proposed as a cause for 

persistent asymptomatic neurocognitive impair-

ment or mild neurocognitive disorder in otherwise 

effectively treated individuals and such toxicity 

can be demonstrated in vitro. However, because of 

the likely subtlety of any such toxicity and the 

complexity of many antiretroviral regimens, it has 

been difficult to tease this out.

What is clearer is that in a subset of individuals 

(~5% to 20%), there is persistent presence of viral 

RNA in the CSF in spite of good control in the 

plasma. Typically, the threshold for consideration 

of discordance is a greater than 0.5 log higher con-

centration in the CSF than in the plasma. This CSF 

viremia may arise from endogenous cells such as 

macrophages or microglia or be the result of the 

individual replication of infected T cell clones 

within the neuraxis.29 In either case the CSF virus 

does not necessarily result in neurocognitive ab-

normalities; the CSF virus has been noted in 

asymptomatic individuals as well as in some with 

neurological worsening. Where appropriate—par-

ticularly in symptomatic patients—the usual 

course of action is to alter the specific cART to one 

that is more effective, either empirically or guided 

by genotypic analysis of the CSF viral genome.

Adjunctive therapies

A relatively rare but perplexing syndrome can also 

occur in some patients with low viral (plasma and 

CSF) RNA levels who develop signs of brain 

white matter damage. Brain MRI for these indi-

viduals demonstrates white matter lesions. When 

biopsied the brain tissue is infiltrated with 

CD8-positive lymphocytes. CD8 encephalitis is 

considered part of a spectrum of CD8 infiltrative 

conditions that can involve the lungs and other or-

gans in individuals with HIV infection.30 It has 

also been associated with cART-resistant HIV 

strains. This entity responds to brief treatment 

with steroids sometimes coupled with modifica-

tion of the cART regimen.

Candidate adjunctive neuroprotective therapies 

have been used only with cohorts of HIV-infected 

individuals with symptomatic HAND (mild neu-

rocognitive disorder and/or HIV-associated de-

mentia) with limited evidence of beneficial ef-

fects.18 However, because of emerging evidence of 

early (days to weeks) blood-brain barrier involve-

ment and brain injury after initial HIV infection, 

co-administration of a neuroprotective adjunctive 

therapy at the time of cART initiation should be 

investigated.

Other considerations

The excellent systemic response to cART has re-

sulted in a marked and welcome increase in lifespan 

for individuals living with HIV.31 Researchers have 

raised the possibility that asymptomatic or mildly 

symptomatic forms of HAND, such as asymptom-

atic neurocognitive impairment and mild neurocog-

nitive disorder, will convert to more significant 

problems in combination with the effects of aging 

on the CNS. For example, given its predominantly 

cortical pathophysiology in the era of cART, 

HAND must be differentiated from other disorders 

of cognition that are associated with aging, particu-

larly in patients aged older than 70 years, and in 

those whose treatment with cART may have been 

initiated later in the course of infection.

In older patients there may be some overlap 

with Alzheimer disease, as well as other causes of 

dementia such as vascular disease and Lewy body 

dementia.32 Indeed, several studies have shown a 

marked increase in minor cognitive impairment in 

HIV-seropositive individuals.32 In cases of viral 

suppression, there are no clear-cut additional ther-

apeutic measures that can be undertaken.
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New York City Health + Hospitals/North Central Bronx is a modern, 
state-of-the-art community hospital located in an attractive and safe 
residential Bronx neighborhood just 20 minutes north of Manhattan. It is 
a North Bronx Healthcare Network hospital affiliated with Jacobi Medical 
Center and a teaching site and academic affiliate of the Albert Einstein 
College of Medicine. It offers a full continuum of acute care inpatient and 
outpatient services in 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 quality care to its patients, in a patient-centered 
approach that is respectful of their individuality, culture, and community.

Opportunities are currently available for the following:
• Inpatient Attendings
• Director of Psychiatry Emergency Services
• Attending Psychiatrist – Emergency Room 
• Attending Psychiatrist – Partial Hospital Program

Moonlighting opportunities also available!
An academic appointment at Albert Einstein College of Medicine is offered!

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 contact: Carmen Velez – Office  
of Physician Recruitment: Velezc@pagny.org 646-494-7559

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

Psychiatrists
Bronx, NY    

New York City Health + Hospitals/Jacobi is a modern, state-of-the-art, Level 1 Trauma 
Center located in an attractive and safe residential Bronx neighborhood just 20 minutes 
north of Manhattan. It is a North Bronx Healthcare Network hospital affiliated with 
North Central Bronx Hospital and a teaching site and academic affiliate of the Albert 
Einstein College of Medicine. It offers a full continuum of Acute Care Inpatient and 
Outpatient services in diverse Medical and Surgical Specialties, including Psychiatry.   

The Department of Psychiatry has 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. The 
department employs evidence-based best practices in providing the highest quality care to 
its patients, in a patient-centered approach that is respectful of their individuality, culture, 
and community. 

Opportunities are currently available for the following:

• Inpatient Attendings

• Attending Psychiatrist CPEP

• Child Psychiatrist CPEP

• Consultation and Liaison Psychiatrist

Moonlighting opportunities also available!

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

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 contact: Carmen Velez – Office of Physician 
Recruitment: Velezc@pagny.org 646-494-7559

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

Perinatal Psychiatrist:  Unique Opportunity for Full-time Outpatient Role in Academic Setting 
 

The Department of Psychiatry at the Zucker Hillside Hospital/Long Island Jewish Medical Center and Northwell Health is seeking a full-time board 

eligible/board certified psychiatrist to join our outpatient Perinatal Psychiatry Center.   Though not a prerequisite, completion of advanced training in 

perinatal (reproductive) psychiatry and/or women’s mental health is preferred.     
 

The Perinatal Psychiatry Center is a dynamic specialty Center within our comprehensive Adult Outpatient Psychiatry Department.  This growing specialty 

Center articulates closely with our 22-bed inpatient psychiatry Women’s Unit with perinatal cluster in Zucker Hillside’s modern Behavioral Health Pavilion; 

with the Department of OB-GYN which delivers nearly 40,000 babies annually; with Northwell’s Katz Institute for Women’s Health; and with an elaborate 

and NIH-supported perinatal psychiatry/women’s behavioral health research enterprise under the leadership of pioneering perinatal psychiatry investigators.  

Furthermore, the Center will work closely with emerging behavioral health ‘collaborative care’ programs being integrated into Northwell’s extensive array of 

OB-GYN group practices. 
 

The successful candidate will join our multi-disciplinary behavioral health team of experts. Participants include psychiatrists, nurse practitioners, 

psychologists, social workers and licensed mental health counselors who collectively provide state-of-the-art diagnostics and therapeutics, including sensitive 

and informed psychopharmacological management for this patient population, and applicable evidence-based therapies.     

  

Examples of treatment foci in women with either new or existing psychopathology include:   

x Planning pregnancy  

x Seeking one-time psychotropic medication consultation  

x Maintaining psychiatric and psycho-social stability during pregnancy  

x Struggling with unexpected pregnancy outcomes such as miscarriage  

x Emerging and evolving psychiatric symptoms during pregnancy 

x Novel approaches in high-risk and/or treatment-refractory patients  

x Pregnant or post-partum women with complicated medical or social issues 
 

Opportunities also exist for a significant teaching and supervisory role for psychiatry residents, consultation/liaison psychiatry fellows (including those 

participating in a specialized women’s/perinatal track), medical students, nursing and NP students, and psychology externs, interns and post-doctoral fellows; 

and for participation in cutting-edge funded research protocols.   
 

Highly competitive compensation, benefits and perquisites highlight our employment package.   Academic appointment at our exciting new medical school, 

The Donald and Barbara Zucker School of Medicine at Hofstra/Northwell, is available, commensurate with background and experience.  

 

The Zucker Hillside Hospital at Long Island Jewish Medical Center is located in Glen Oaks, approximately 15 miles east of Manhattan on the border of 

Nassau and Queens Counties.  The area is noteworthy for desirable housing options in pleasant townships and easy access to diverse Long Island-based 

recreational activities (e.g. beaches, biking, parks, cultural attractions, and shopping). 
 

Interested applicants should forward an introductory cover letter and current CV to: 

For additional information and to apply, please contact  

Lan Ma, Sr. Physician Recruiter, Office of Physician Recruitment at 516-823-8022 or email: OPR@northwell.edu 
 

Northwell Health is New York’s largest private employer (with over 68,000 employees) and health care provider (with 23 hospitals and more than 700 

outpatient facilities). 

mailto:Velezc@pagny.org
http://www.pagny.org
mailto:Velezc@pagny.org
http://www.pagny.org
mailto:OPR@northwell.edu
https://www.nychealthandhospitals.org/
https://www.nychealthandhospitals.org/
https://www.northwell.edu/
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NewYork-Presbyterian Psychiatry 

New York City 
�

NewYork-Presbyterian has one of the highest-ranked 

psychiatry programs in the country, according to U.S. News & 

World Report.  We work in close collaboration with 

Columbia University College of Physicians and Surgeons 

and Weill Cornell Medicine in a shared mission to advance 

the field of diagnostic precision and develop the most 

effective treatments for individuals of all ages. Our 

multidisciplinary treatment teams are driven by our mission to 

restore patients to living healthy and functional lives.  From 

early onset through late life, we provide expertise across all 

psychiatric disorders. Across the lifespan and over a vast 

spectrum of illnesses, NewYork-Presbyterian is growing our 

ability to respond to the most complex behavioral health 

needs of the diverse communities we serve. 
 

We are currently recruiting BC/BE psychiatrists for our 

in-patient and telepsychiatry programs at 

NewYork-Presbyterian Hospital. 
 

We offer competitive salaries, as well as 

generous benefits packages. 
 

Please for your CV for consideration: Laura Screeney, 

FASPR, NYP Director of Physician Recruitment, 

las9150@nyp.org 
 

NewYork-Presbyterian is an equal opportunity employer 
�

�

�

�
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NATIONWIDE

Aligned Telehealth, Inc. – California

Our mission is to be the leader in

innovative, high quality, accessible

behavioral health solutions. Explore

opportunities in multiple states.

Hiring MULTIPLE Psychiatrists for

Telemedicine and Onsite positions in

the following states

CA, TX, NV, AZ, FL, OR, and

Many other states. Full time and Part Time

positions are available.

We offer competitive salaries and

excellent benefits!

Immediate Need for BC Psychiatrist FL

Medical license – Onsite

VERO BEACH, FL

SIGN ON BONUS- RELOCATION

PROVIDED. OUTSTANDING

SALARYAND BENEFITS

Immediate Need for BC Psychiatrist

with CA license for several outpatient

and inpatient sites

Contact Sandra Williams at 818-814-7790

or email me your current CV to

swilliams@alignedth.com

To be considered for these

great opportunities.

ARIZONA

Show Low, AZ!

Come practice in the beautiful White 

Mountains of Arizona! Enjoy a great 

quality of life, a thriving practice and a 

rewarding Medical Director position! 

Horizon Health, in partnership with 

Summit Healthcare Regional Medical 

Center in Show Low, AZ, is seeking a 

Medical Director for a new 12-bed 

geriatric inpatient psychiatric program. The 

Medical Director will provide rounding and 

treatment on patients for the inpatient 

program, as well as program administration 

and oversight services regarding service 

line policies, practice, development, 

compliance, and performance 

improvement. Compensation package 

includes a competitive base salary, full 

employed benefits, sign-on bonus, 

relocation, and a director’s stipend. 

For more information contact: 

Mark Blakeney, Voice: 972-420-7473, 

Fax: 972-420-8233; 

email: mark.blakeney@horizonhealth.com 

EOE.

CALIFORNIA

Locum Psychiatrists needed

Ref/Sign Bonuses

CA State Hospitals $275 to $280/hr

$1/2 Million to ¾ Million plus/year.

$185-$300/hr.

CA Counties, Prisons, DMH-LA,

Telepsychiatry, A+ Occurrence Insurance

www.imperiallocum.com

Call: 559-799-8344 Fax: 888-712-2412

Email: Locumjobs@Imperiallocum.com

Psychiatrist Position

J-1 Visa Opportunity in California

Imperial County Behavioral Health Services 

is currently recruiting for a full time 

psychiatrist. Imperial County is located 90 

miles by freeway to the city of San Diego to 

the west, and 90 miles to Palm Springs to the 

north. Located in a rich farming area, 

Imperial County has a population of 180,000 

and borders with Yuma, Arizona and with the 

cosmopolitan city of Mexicali, Mexico 

population 1.2 million. San Diego State 

University maintains a satellite campus in 

Calexico and there are a number of private 

and public universities located in Mexicali, 

the state capital of Baja California Norte. 

Imperial County’s location and diversity 

make it the perfect place for a psychiatrist to 

relocate under the J-1 Visa program or for 

any reason.

The position pays a highly competitive 

salary, including health benefits for you and 

your family, and requires no hospital work 

and minimal after hours work freeing you up 

for more leisurely activities. 

The successful candidate diagnoses and 

treats patients with mental, emotional, and 

behavioral disorders. Qualified candidate 

must have CA medical license or ability to 

obtain.

Send CV to Imperial County Behavioral

Health Services, 202 North 8th Street,

El Centro, CA 92243.

J-1 applicants welcome.

For additional information,

please contact:

Kristen Smith (442)265-1606

kristensmith@co.imperial.ca.us

Worn out from clinical work? We need 

Psychiatrists for Clinical Research Trials.

Be an investigator helping discover new 

treatments and solutions for the future. Part 

time. flexible schedule, rewarding work. 

Citrials needs additional psychiatrists to 

participate in Pharmaceutical Clinical 

Research trials at our locations throughout 

Southern California (Riverside, Santa Ana, 

Bellflower) Valid California license pay 

range from $150 to $500/hour depending 

on experience, responsibilities, trial 

activity. 

Please email your CV to 

david@citrials.com.

Psychiatrist for Private Practice

Full Time or Part Time

Includes health benefits, vacation, 401K, 

and excellent competitive compensation, 

other arrangement

Please contact

Human Resources

Phone: 916-628-7654

Fax 916-930-6100

Hisham.solimanmd@gmail.com

Outpatient Psychiatry Opportunity

San Joaquin County Behavioral Health 

Services is seeking to fill Outpatient Adult 

[General], and Sub-Specialty Psychiatry 

(Child Psychiatry, Geriatric, Forensic, 

Addiction and Psychosomatic Medicine) 

positions in a multidisciplinary, recovery-

oriented clinical setting. Services are 

provided either on-site or using a hybrid 

model of on-site and tele-psychiatry 

practice. The positions offer a very 

competitive salary with a guaranteed base, 

plus incentive opportunities, board certified 

Psychiatrists have the potential to easily earn 

over 300K+ a year; comprehensive health 

insurance; up to three retirement and pension 

programs; 35 days of vacation and CME 

time that increase with tenure. Signing and 

moving bonuses are also available. 

Interested J-1 and H-1B candidates are 

welcome to apply. 

Contact Khurram Durrani, MD at: 

kdurrani@sjcbhs.org; 

Fax CV to 209-468-2399. EOE.

Our competitive rates

can help you promote

physician products and

services.
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(203) 523-7026

Find What You’re
Looking For Now

Log on to:
www.PsychiatricTimes.com/

classifieds
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CLASSIFIEDSSEPTEMBER 2019

Qualify For A Free Subscription Online @ www.psychiatrictimes.com

The doctors  of  TRADITIONS 

BEHAVIORAL HEALTH are the largest 

provider of MD psychiatric services to adult 

populations in institutional and community 

based programs in California. We provide 

services to the seriously and persistently 

mentally ill and have openings in the San 

Francisco Bay Area, Santa Barbara, San 

Diego and Los Angeles. Overall we plan to 

add 50 more Fulltime psychiatrists in 

California to bring our medical staff team to 

400 psychiatrists. Our packages vary from 

a minimum of $300,000 per year plus 

$10,000 in bonuses and a benefit package 

valued at approximately $90,000, to up to 

$500,000, for the industrious physician. 

Our generous benefit package includes 

almost 7 weeks paid time off per year. If you 

are creative and think outside the box, if you 

value diversity and cultural competency, if 

you like innovative programs that are patient 

driven, using a rehabilitative, rather than 

illness model, if you want more time to work 

with patients, to get the best results, then TBH 

is the company for you. To learn more about 

the specific job openings and salary and 

benefit packages, check out our Website at: 

www.tbhcare.com or Email your letter of

interest and CV to our company President,

Gary A. Hayes, Ph.D. at: 

Drhayes3@tbhcare.com 

TBH is an equal opportunity employer

FLORIDA

UNIVERSITY OF MIAMI, 

DEPARTMENT OF PSYCHIATRY

SYLVESTER COMPREHENSICE 

CANCER CENTER

EXCEPTIONAL PSYCHIATRY 

OPPORTUNITY

Consultation-Liaison Psychiatrist

The Department of Psychiatry at the 

University of Miami and The Sylvester 

Comprehensive Cancer Center announces a 

search for an academic psychiatrist with 

interest and experience in psychosomatic 

medicine and psycho-oncology. Applicants 

can anticipate working collaboratively with 

fellow psycho-oncology providers including 

five psychologists, a psychiatrist and a team 

of oncology social workers.

JOB DESCRIPTION

Providing psychiatric consultation-liaison 

services in either inpatient, outpatient or www.psychiatrictimes.com

5 5

Leading Locum Psychiatrist Services

 Psychiatrists Needed NOW

GREAT NEWS WITH TOP DOLLAR PAY!!!

BEST PAY IN THE PSYCHIATRIST PLANET!!!

EASILY MAKE ½ A MILLION DOLLARS PLUS PER YEAR!!! 

BEST WEATHER & BEACHES IN THE AREA!!!

DEPARTMENT OF STATE HOSPITALS

• Atascadero State Hospital $275-$280 per hour

• Colinga State Hospital $275-$280 per hour

• Napa State Hospital $275-$280 per hour

• Patton State Hospital $275-$280 per hour

 

( Part time & full time positions available )

Payment Plan: Monthly/Delayed

*Free Direct Deposit*

Ref. bonus/signing Bonus will be $1.5k/$2.5k starting September 2019

(certain rules applies)

A+ Occurrence Malpractice Through PRMS

Phone: 559. 572. 6088 Fax: 559. 328. 0065

Email: pinnaclehealthservices@pinnaclehealthservicesinc.com

Website: http://www.pinnaclehealthservicesinc.com

Apply Now

both oncology settings across the oncology 

enterprise

Participation as a member of the Department 

of Psychiatry and Behavioral Sciences

Participating in teaching activity for 

advanced trainees to ensure the highest level 

of educational excellence.

 

QUALIFICATIONS OF THE 

PSYCHIATRIST

•  Board certification in Psychiatry.

•  Board eligibility/certification in C-L 

Psychiatry would be preferred but 

experience will be considered. 

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, vacation 

•  Comprehensive benefits include: health/

dental/vision, paid malpractice, 403(b) plan

The University of Miami (UM) Miller School 

of Medicine is an academic medical center 

with extensive clinical facilities including the 

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

IDAHO

Outpatient Psychiatry Supervisor 

Position

The Boise VA Medical Center seeks a full-

time BC/BE outpatient psychiatry supervisor 

clinician. Ideal candidates would join our 

collegial staff in embracing compassionate 

care, clinical excellence, teamwork, and 

enthusiasm for teaching. In addition to an 

outpatient caseload, responsibilities may 

include telepsychiatry, integrated care 

collaboration, and supervision of medical 

students and PGY3/4 psychiatry residents 

from the University of Washington School of 

Medicine. 25% of time is administrative and 

involves supervision of our outpatient 

psychiatrists (approximately 8), including 

scheduling and performance appraisals. On-

call duties are approximately 1 in 10. Come 

join our mission to make a difference in the 

lives of the veterans we serve.

Boise, Idaho has a temperate climate, 

affordable housing, good schools, low crime 

rate, a family friendly culture, world class 

outdoor activities, and all the amenities of a 

state capital and university city.

Salary range: $220k to $292k. Pay is based on 

credentials and experience. Recruitment/

Relocation incentives and Education Debt 

Reduction are available.

For more information please contact 

Warren Harbison, M.D., Chief, Psychiatry at 

(208) 422-1000, ext. 4105 or 

warren.harbison@va.gov. To learn more and 

to apply online, go to usajobs.gov 

using search criteria Dept of Veterans Affairs 

in ZIP code 83702. 

EOE.

MASSACHUSETTS

Psychiatry Opportunities - Cambridge 

Health Alliance (CHA)

CHA, a well-respected, nationally 

recognized and award-winning public 

healthcare system, is seeking full- and part-

time Psychiatrists and Psychologists. We 

are comprised of three campuses and an 

integrated network of primary and specialty 

outpatient care practices.

CHA offers comprehensive mental health 

services for all ages and in many languages. 

Opportunities are available both inpatient 

and outpatient in our Adult, Child/

Adolescent, Psychiatry Access Service 

(PAS), and Primary Care Integration. 

Find What You’re
Looking For Now

http://www.psychiatrictimes.com
http://www.tbhcare.com
mailto:Drhayes3@tbhcare.com
http://www.psychiatrictimes.com
mailto:pinnaclehealthservices@pinnaclehealthservicesinc.com
http://www.pinnaclehealthservicesinc.com
mailto:mrueda2@med.miami.edu
mailto:warren.harbison@va.gov
https://www.vituity.com/
https://tbhcare.com/
https://umiamihealth.org/
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CHA offers a collaborative practice 

environment with an innovative clinical 

model. As a teaching affiliate of Harvard 

Medical School; academic appointments are 

available commensurate with medical school 

criteria.

Ideal candidates will possess excellent 

clinical/communication skills and a strong 

commitment to and passion for our 

multicultural, underserved patient 

population. 

Please visit www.CHAproviders.org 

to learn more and apply. CV and cover letter 

may be sent directly to 

ProviderRecruitment@challiance.org. 

CHA is an equal opportunity employer and 

all qualified applicants will receive 

consideration for employment without 

regard to race, color, religion, sex, sexual 

orientation, gender identity, national origin, 

disability status, protected veteran status, or 

any other characteristic protected by law.

MICHIGAN

Horizon Health seeks a Board Certified 

Psychiatrist, with special interest in Adult 

Psychiatry for the White Pines Behavioral 

Health program at our client hospital 

HealthSource Saginaw in Saginaw, MI. 

HealthSource Saginaw is the leading 

healthcare provider in Central Michigan. 

Position will offer attractive salary ($300K - 

$335K, based on experience), sign on bonus, 

relocation and CEU allowance, along with 

full benefits to include Health, Dental, Life 

and Group Liability Insurance, along with 

Health FSA, Pension Plan, Tuition 

Reimbursement and generous PTO. Practice 

in a fully staffed program with excellent 

clinical team, dedicated marketing support 

and outstanding resources from the nation’s 

largest psychiatric contract management 

company. 

For more information contact: 

Mark Blakeney, Voice: 972-420-7473, 

Fax: 972-420-8233; 

email: mark.blakeney@horizonhealth.com 

EOE.

NEW JERSEY

If you are a board certified/eligible Child & 

Adolescent Psychiatrist, who would enjoy 

growing in a multidisciplinary practice, not 

dependent on managed care, we have a part-

time/full-time position available. 

Responsibilities include: Psychiatric 

Evaluations, Medication Management and 

Psychotherapy to an affluent, suburban 

community, 30 miles from New York City. 

Generous compensation and benefits are 

available.

Send resumes to:

sanderson@bartkyhealth.com

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 Psychiatrists to join 

our Mental Health and Addiction Interdisciplinary Teams in the following positions:

•  Medical Director of Adult Inpatient Unit Riverview (Red Bank, NJ)

•  Carrier Clinic -Inpatient Attending-  

 o Child/Adolescent–Carrier Clinic (Belle Mead, NJ)

 o Adult/Geriatric–Carrier Clinic (Belle Mead, NJ)

•  Residency Training Program Director – Ocean Medical Center, (Brick, NJ)

•  Pediatric Psychiatry Collaborative 

•  Consultation Liaison Psychiatrists:  

 o Hackensack University Medical Center (Hackensack, NJ) 

 o Raritan Bay Medical Center (Perth Amboy, NJ)

•  Staff Psychiatrist for Adult Inpatient Unit: 

 o Riverview Medical Center (Red Bank, NJ)

 o Hackensack University Medical Center (Hackensack, NJ)

•  Outpatient Child& Adolescent Psychiatrist: Hackensack University Medical Center 

(Hackensack, NJ)

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

Renee.Theobald@hackensackmeridian.org or call: 732 751-3597

HackensackMeridianHealth.org

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 director 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
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.

Psychiatry Residency Training

Program Director

Ocean Medical Center, Brick, New Jersey

Hackensack Meridian Health is seeking a Residency Training Program Director to lead a unique community-

engaged psychiatry residency program. 

Located in the heart of one of the largest and fastest growing counties in the state, Ocean Medical Center has 

become a vital part of the community since its opening in 1984. 

Ocean Medical Center has been ranked as the top rated hospital for quality in Ocean County, and among the 

best in the state of New Jersey. We have been rated as the top hospital in the county for the treatment of heart 

attack, congestive heart failure, and surgical care improvement. In fact, Ocean Medical Center was named one 

of the safest hospitals in the state of New Jersey by Forbes Magazine.

Requirements: Candidates must have an MD or DO degree; Completion of an ACGME Accredited Psychiatry 

residency; Current board certification by the American Board of Psychiatry and Neurology; Three years of 

experience as a member of a teaching faculty or as an educational administrative leader; and have a strong 

track record of scholarship. 

Hackensack Meridian Health is committed to improving the health and well-being of the residents of New 

Jersey by providing quality, patient-centered health care services delivered in hospital, community and in-

home settings, and to advancing medicine through clinical education and research.

We foster a culture of excellence within a collaborative environment. We actively seek innovative solutions, 

technologies and partnerships to support sustainable financial growth and to ensure communities we serve 

have access to a comprehensive continuum of integrated services that meet their present and future health 

care needs

In addition to our collegial work environment, we offer a highly competitive compensation package which 

includes: medical/dental plans, 403(b) retirement plan, and relocation assistance. 

For immediate consideration, please contact Renee Theobald, at: Renee.Theobald@
hackensackmeridian.org or call: 732 751-3597

HackensackMeridianHealth.org

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 director 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
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.
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NEW YORK

Locum Psychiatrists needed

Ref/Sign Bonuses

$200-$250/hr.

Up to $1/2 Million plus/year.

State Hospitals/OMH NYC and Upstate

All Locations, A+ Occurrence Insurance

www.imperiallocum.com

Call: 559-799-8344 Fax: 888-712-2412

Email: Locumjobs@Imperiallocum.com

NORTH CAROLINA

We Want You to Join Our Behavioral

Health Team!

Cape Fear Valley Behavioral Health is one 

of the largest comprehensive, multi-tiered 

behavioral health services in North 

Carolina. Behavioral Health Care’s mission 

is to meet and respond to the mental health 

needs of the community. We offer evidence-

based, best practice treatments. Staffed by 

psychiatrists, psychologists, clinical social 

workers, psychiatric nurses, licensed 

professional counselors, and other mental 

health professionals, Cape Fear Valley 

Behavioral Health Care provides a team 

approach to mental wellness. Behavioral 

Health Care is accredited by The Joint 

Commission and licensed by the State of 

North Carolina.

The Health System is seeking providers for 

the following due to regional volumes and 

commitment to expand services:

Emergency Opportunity

•  Two BE/BC providers with experience

in ED or trained in ED/Psychiatry.

The Emergency Department maintains

a Psychiatric Unit of 9 beds for patients

in crisis. Support team is specialty

trained. Schedule consists of 16 hour

shifts, approximately 10 shifts per month.

Adult Outpatient Opportunity

•  BE/BC provider with training/experience

in a variety of mental health treatment

conditions as well as Chemical 

Dependency and Substance Abuse. 

Candidate

with experience in treatment of Bipolar

Disorder, Borderline Personality Disorder,

and Mood Disorders is preferred. 

Additionally, ECT training and experience

is highly desirable. Well established

adult team is flexible and transparent for

either or both inpatient and outpatient

services. Clinic hours are Monday - 

Friday with limited call

Child Outpatient Opportunity

•  BE/BC Child & Adolescent providers.

The current structure is for 90% outpatient 

Monday through Friday work schedule.

We offer best in class compensation plus 

generous benefits including Paid Malpractice, 

CME Time and Allowance, Accrued Paid 

Time Off, 403(b) match and 457(b), Health, 

Dental, and other desirable benefits.

Please contact Suzy Cobb,

Physician Recruiter for more details

at (910) 615-1889

or scobb2@capefearvalley.com.

OKLAHOMA

Medical Director

St. Mary’s Regional Medical Center, 

located in Enid, OK, is now hiring a 

Psychiatrist to provide inpatient and 

outpatient services. Enjoy providing much-

needed services in an attractive Midwestern 

location work while benefitting from the 

support of a progressive administrative 

team that values a strong work/life balance. 

Opportunity Highlights

•  Hospital-employed position

•  Position includes treatment of adult 

patients in a 15-bed inpatient wing as 

well as a busy outpatient practice

•  Program is fully staffed and includes a 

receptionist, LPN and clinic manager. 

There is also an NP to assist the 

physician

•  Position includes a Medical Directorship, 

with clinical oversight of the program

•  Compensation package includes a 

competitive base salary, full employed 

benefits, sign-on bonus, relocation, and a 

director’s stipend. 

St. Mary’s Regional Medical Center is a 

229-bed facility and is one of the two 

hospitals in Enid. It serves a ten-county 

service areas with a population of 

approximately 200,000. Most specialties 

are represented on the medical staff.

Just 90 miles from Oklahoma City, Enid 

offers many of the advantages of larger 

cities without the associated high cost of 

living. One of Good Morning America’s 

“Five Hot Real Estate Markets”, Enid offers 

the best of Midwestern living - fine dining, 

shopping, historical sites, and recreational 

activities in abundance. If you’re looking 

for exceptional quality of life, consider 

Enid. You’ll see why we’re known as the 

“Bright Star of the Great Plains”! 

For more information, contact: 

Mark Blakeney, Phone: 972.420.7473, or 

email: mark.blakeney@horizonhealth.com

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:

GERIATRIC�OUTPATIENT�PSYCHIATRIST

The�Zucker�Hillside Hospital

Glen�Oaks,�NY

ADULT�INPATIENT�PSYCHIATRIST

South�Oaks�Hospital

Amityville,�NY

Northern�Westchester� Hospital

Mt.�Kisco,�NY

Staten�Island�University�Hospital

Staten�Island,�NY

Huntington�Hospital

Huntington,�NY

DIRECTOR,�OUTPATIENT�MENTAL�

HEALTH�CLINIC

Lenox�Hillside�Hospital�(MEETH)

Manhattan,�NY

Benefits�at�Northwell�Health�include:

9 Nationally�competitive�salaries

9 Comprehensive�benefits�package

9 Four�weeks’�vacation�plus�paid�conference/CME�time

9 Academic�appointment�commensurate�with�experience�

9 Advanced�education�opportunities

9 College�Tuition�reimbursement�for�dependent�children

Qualified�candidates�should�forward�their�CV�to Lan�Ma:�OPR@northwell.edu

TELEPSYCHIATRIST

Greenwich�Village�HealthPlex

Greenwich�Village,�NY

CONSULTATION�LIAISON�PSYCHIATRIST

LIJMC� Forest�Hills�Hospital,�NY

Staten�Island�University�Hospital,�NY

CONSULTATION�LIAISON�PSYCHIATRIST

Phelps�Hospital

Mt.�Kisco,�NY�

http://www.psychiatrictimes.com
http://www.imperiallocum.com
mailto:Locumjobs@Imperiallocum.com
mailto:scobb2@capefearvalley.com
mailto:mark.blakeney@horizonhealth.com
mailto:OPR@northwell.edu
https://www.imperiallocum.com/
https://www.northwell.edu/
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