From the

Editor

10 devastating consequences
of psychotic relapses

It breaks my heart every time young
patients with functional disability
and a history of several psychotic epi-
sodes are referred to me. It makes me
wonder why they weren't protected
from a lifetime of disability with the
use of one of the FDA-approved long-
acting injectable (LAI) antipsychotics
right after discharge from their initial
hospitalization for first-episode psy-
chosis (FEP).

Two decades ago, psychiatric research
discovered that psychotic episodes
are neurotoxic and neurodegenera-
tive, with grave consequences for the
brain if they recur. Although many
clinicians are aware of the high rate of
nonadherence in patients with schizo-
phrenia—which inevitably leads to a
psychotic relapse—the vast majority
(>99%, in my estimate) never pre-
scribe an LAI after the FEP to guar-
antee full adherence and protect the
patient’s brain from further atrophy
due to relapses. The overall rate of
LAI antipsychotic use is astonishingly
low (approximately 10%), despite the
neurologic malignancy of psychotic
episodes. Further, LAIs are most often
used after a patient has experienced
multiple psychotic episodes, at which
point the patient has already lost a
significant amount of brain tissue and
has already descended into a life of
permanent disability.

Oral antipsychotics have the same
efficacy as their LAI counterparts, and
certainly should be used initially in
the hospital during FEP to ascertain
the absence of an allergic reaction after
initial exposure, and to establish toler-
ability. Inpatient nurses are experts at
making sure a reluctant patient actually
swallows the pills and does not cheek
them to spit them out later. So patients
who have had FEP do improve with
oral medications in the hospital, but
all bets are off that those patients will
regularly ingest tablets every day after
discharge. Studies show patients have a
high rate of nonadherence within days
or weeks after leaving the hospital for
FEP! This leads to repetitive psychotic
relapses and rehospitalizations, with
dire consequences for young patients
with schizophrenia—a very serious
brain disorder that had been labeled
“the worst disease of mankind”? in the
era before studies showed LAI second-
generation antipsychotics for FEP had
remarkable rates of relapse prevention
and recovery*

Psychiatrists should approach FEP
the same way oncologists approach
cancer when it is diagnosed as Stage 1.
Oncologists immediately take action to
prevent the recurrence of the patient’s
cancer with chemotherapy and/or radi-
ation therapy, and do not wait for the
cancer to advance to Stage 4, with wide-
spread metastasis, before administering
these potentially life-saving therapies
(despite their toxic adverse effects). In
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schizophrenia, functional disability is
the equivalent of Stage 4 cancer and
should be aggressively prevented by
using LAIs at the time of initial diag-
nosis, which is Stage 1 schizophrenia.
Knowing the grave consequences of
psychotic relapses, there is no logi-
cal reason whatsoever not to switch
patients who have had FEP to an LAI
before they are discharged from the hos-
pital. A well-known study by a UCLA
research group that compared patients
who had FEP and were assigned to oral
vs LAI antipsychotics at the time of dis-
charge reported a stunning difference at
the end of 1 year: a 650% higher relapse
rate among the oral medication group
compared with the LAI group!® In light
of such a massive difference, wouldn’t
psychiatrists want to treat their sons or
daughters with an LAI antipsychotic
right after FEP? I certainly would, and
I have always believed in treating every
patient like a family member.

Catastrophic consequences
This lack of early intervention with LAI
antipsychotics following FEP is the main
reason schizophrenia is associated with
poor clinical and functional outcomes.
Patients are prescribed pills that they
often take erratically or not at all, and
end up relapsing repeatedly, with mul-
tiple catastrophic consequences, such as:
1. Brain tissue loss. Until recently,
psychiatry did not know that psycho-
sis destroys gray and white matter in
the brain and causes progressive brain
atrophy with every psychotic relapse.®”
The neurotoxicity of psychosis is attrib-
uted to 2 destructive processes: neuro-
inflammation®® and free radicals.”
Approximately 11 cc of brain tissue is
lost during FEP and with every sub-
sequent relapse.® Simple math shows
that after 3 to 5 relapses, patients’ brains
will shrink by 35 cc to 60 cc. No won-
der recurrent psychoses lead to a life of
permanent disability. As I have said in

a past editorial," just as cardiologists do
everything they can to prevent a second
myocardial infarction (“heart attack”),
psychiatrists must do the same to pre-
vent a second psychotic episode (“brain
attack”).

2.Treatment resistance. With each psy-
chotic episode, the low antipsychotic
dose that worked well in FEP is no lon-
ger enough and must be increased. The
neurodegenerative effects of psychosis
implies that the brain structure changes
with each episode. Higher and higher
doses become necessary with every
psychotic recurrence, and studies show
that approximately 1 in 8 patients may
stop responding altogether after a psy-
chotic relapse.”

3. Disability. Functional disability, both
vocational and social, usually begins
after the second psychotic episode,
which is why it is so important to pre-
vent the second episode.” Patients usu-
ally must drop out of high school or
college or quit the job they held before
FEP. Most patients with multiple psy-
chotic episodes will never be able to
work, get married, have children, live
independently, or develop a circle of
friends. Disability in schizophrenia is
essentially a functional death sentence.™*

4. Incarceration and criminalization. So
many of our patients with schizophrenia
getarrested when they become psychotic
and behave erratically due to delusions,
hallucinations, or both. They typically
are taken to jail instead of a hospital
because almost all the state hospitals
around the country have been closed. It
is outrageous that a medical condition
of the brain leads to criminalization of
patients with schizophrenia.”® The only
solution for this ongoing crisis of incar-
ceration of our patients with schizophre-
nia is to prevent them from relapsing
into psychosis. The so-called deinstitu-
tionalization movement has mutated
into trans-institutionalization, moving
patients who are medically ill from state



hospitals to more restrictive state pris-
ons. Patients with schizophrenia should
be surrounded by a mental health team,
not by armed prison guards. The rate
of recidivism among these individuals
is extremely high because patients who
are released often stop taking their med-
ications and get re-arrested when their
behavior deteriorates.

5. Suicide. The rate of suicide in the
first year after FEP is astronomical. A
recent study reported an unimaginably
high suicide rate: 17,000% higher than
that of the general population.’® Many
patients with FEP commit suicide after
they stop taking their antipsychotic
medication, and often no antipsychotic
medication is detected in their postmor-
tem blood samples.

6. Homelessness. A disproportionate
number of patients with schizophre-
nia become homeless.” It started in the
1980s, when the shuttering of state hos-
pitals began and patients with chronic
illnesses were released into the commu-
nity to fend for themselves. Many per-
ished. Others became homeless, living
on the streets of urban areas.

7. Early mortality. Schizophrenia has
repeatedly been shown to be associ-
ated with early mortality, with a loss
of approximately 25 potential years of
life."” This is attributed to lifestyle risk
factors (eg, sedentary living, poor diet)
and multiple medical comorbidities
(eg, obesity, diabetes, hypertension).
To make things worse, patients with
schizophrenia do not receive basic
medical care to protect them from
cardiovascular morbidity, an appall-
ing disparity of care.”® Interestingly,
a recent 7-year follow-up study of
patients with schizophrenia found
that the lowest rate of mortality from
all causes was among patients receiv-
ing a second-generation LAL" Relapse
prevention with LAIs can reduce mor-
tality! According to that study, the
worst mortality rate was observed

in patients with schizophrenia who
were not receiving any antipsychotic
medication.

8. Posttraumatic stress disorder (PTSD).
Many studies report that psychosis trig-
gers PTSD symptoms® because delu-
sions and hallucinations can represent a
life-threatening experience. The symp-
toms of PTSD get embedded within
the positive and negative symptoms
of schizophrenia, and every psychotic
relapse serves as a “booster shot” for
PTSD, leading to depression, anxiety,
personality changes, aggressive behav-
ior, and suicide.

9. Hopelessness, depression, and demor-
alization. The stigma of a severe psychiat-
ric brain disorder such as schizophrenia,
with multiple episodes, disability, incar-
ceration, and homelessness, extends to
the patients themselves, who become
hopeless and demoralized by a
chronic illness that marginalizes them
into desperately ill individuals. The
more psychotic episodes, the more
intense the demoralization, hopeless-
ness, and depression.

10. Family burden. The repercussions
of psychotic relapses after FEP leads
to significant financial and emotional
stress on patients’ families.”> The heavy
burden of caregiving among family
members can be highly distressing,
leading to depression and medical ill-
ness due to compromised immune
functions.

Preventing relapse: It is not
rocket science

It is obvious that the single most impor-
tant therapeutic action for patients with
schizophrenia is to prevent psychotic
relapses. Even partial nonadherence
must be prevented, because a drop of
25% in a patient’s serum antipsychotic
level has been reported to lead to a psy-
chotic relapse.” Preventing relapse after
FEP is not rocket science: Switch the
patient to an LAI before discharge from

There is no logical
reason whatsoever
not to switch a patient
who has had FEP to a
long-acting injectable

antipsychotic before they
are discharged from the

hospital
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| have witnessed
firsthand how stable and
functional a patient who
has had FEP can become
when started on an LAI
very soon after the onset
of theillness
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the hospital, * and provide the clinically
necessary psychosocial treatments at
every monthly follow-up visit (support-
ive psychotherapy, social skill training,
vocational rehabilitation, and cognitive
remediation). I have witnessed firsthand
how stable and functional a patient who
has had FEP can become when started
on a second-generation LAI very soon
after the onset of the illness.

I will finish with a simple ques-
tion to my clinician readers: given the
many devastating consequences of
psychotic relapses, what would you
do for your young patient with FEP?
I hope you will treat them like a fam-
ily member, and protect them from
brain atrophy, disability, incarceration,
homelessness, and suicide by starting
them on an LAI antipsychotic before
they leave the hospital. We must do no
less for this highly vulnerable, young
patient population.

//%7 AN g e

Henry A. Nasrallah, MD
Editor-in-Chief
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