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STRATEGIES

FOR SWITCHING

TO LONG-ACTING
INJECTABLES A

Think it’s too early to consider a long-
acting injectable antipsychotic (LAID)

in recently diagnosed patients? It’s not,
say experts. Here’s why.

S0E SOPBL PIPOINL

«
«
sy

LAIs, long regarded as a strategy for counteracting antipsychotic non-
adherence and ensuring constant steady-state medication levels, tradi-
tionally have been reserved for later-stage patients who struggle to follow
an oral regimen or who pose a potential danger to themselves or others.
However, as recent studies have shown the effectiveness of LAIs in re-
ducing schizophrenia-related morbidity, and as more injectable formula-
tions of second-generation antipsychotics have become available, physi-
cians are focusing on their use earlier in the disease course. In fact, data
show that LAIs, administered solely by a healthcare provider, can prevent
relapses in early-stage schizophrenia and after a first relapse.'?
“Starting an LAI early on in patients, who arguably have the most
to gain and the most to lose, will enable them to benefit from not be-
ing destabilized by insufficient medication-taking, to not have relapses,
and to pursue their goals while they are still able to function,” explains
Christoph U. Correll, MD, Professor of Psychiatry and Molecular Medicine
at the Zucker School of Medicine at Hofstra/Northwell (Hempstead, NY).
“Together with ongoing psychosocial support, LAIs enhance patients’
chances of remaining stable and pursuing the goals that matter to them.”
Continued on p. 4 »
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Who should get
an LAl and who
shouldn’t?
Almost any patient with schizo-
phrenia who requires aregular
antipsychotic regimen should
be considered for an LAI, Dr.
Correll advises. “Nonadherence
is part of the human condition.
Anyone whois currently adher-
ent has a high likelihood of not
being adherent in the future,”
henotes, citing nonadherence
drivers such as cognitive disabil-
ity, inadequate social support,
lack of insight into illness, per-
ceived lack of need for the med-
ication and adverse side effects.
Butwhile preemptive schizo-
phrenia treatment is strongly
preferred over a reactive strat-
egy, LAIs also can help estab-

following a prescribed
antipsychotic regimen

+ Demonstrate poor insight
toward their illness or
treatment

+ Have little or no social
support

+ Have a comorbid
substance use disorder

+ Remain symptomatic
on an oral antipsychotic
with an LAI equivalent.
This could signal “pseudo
resistance.”

LAIs, however, are not suit-
able for some patients with
schizophrenia, Drs. Correll
and Goldberg note. This in-
cludes patients who are well
controlled on their current oral
antipsychotic and unwilling to

“TOGETHER WITH ONGOING
PSYCHOSOCIAL SUPPORT, LAIs
ENHANCE PATIENTS’ CHANCES OF

REMAINING STABLE AND PURSUING
THE GOALS THAT MATTER TO THEM.”

—Christoph U. Correll, MD

lish control in patients grap-
pling with acute symptoms.
“Consider suggesting an LAl to
any patient with schizophrenia
for whom there is reason to sus-
pect poor adherence,” adds Jo-
seph F. Goldberg, MD, clinical
professor of psychiatry at Icahn
School of Medicine at Mount Si-
nai (New York, NY). He says this
includes patients who:
« Have a history of relapse
or hospitalization
- Posed a danger to
themselves or others at
last relapse
« Report difficulty with
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consider switching to an LAI;
well controlled on clozapine, a
“last-resort” oral second-gener-
ation antipsychotic for which
no injectable formulation ex-
ists; or not responding to any
antipsychotic with an inject-
able equivalent.

Making the switch

As with other treatments,
switching from an oral antipsy-
chotictoan LAl equivalentisa
multistep process that requires
constant communication be-
tween clinician and patient, Drs.
Correll and Goldberg note. A

frank discussion with the pa-
tient about the disease’s per-
sonal impact, what the patient
wants to achieve and motivat-
ing the patient to achieve those
goals is critical to successfully
resetting treatment.

While there are several mo-
tivational interviewing tech-
niques, the GAIN method is
associated with high rates
of patient acceptance of, and ad-
herence to, an LAL® It includes:
+ Goal setting
+ Action planning
- Initiating treatment
+ Nurturing motivation

Ask patients to discuss re-
cent setbacks, such asan arrest
or job loss, then ask about fu-
ture goals. Consider their point
of view, offer sensitive feedback
and identify areas where you
agree, but also use the dispari-
ty between the patient’s recent
troubles and future goals to es-
tablish the need for a treatment
change.? Also discuss current
treatment and ask aboutissues
that could be contributing to
nonadherence.? “It’s import-
ant to identify and under-
stand what’s important to pa-
tients and their lives, and then
link this to medication stability
and to the data pointing to LAI
effectiveness,” Dr. Correll says.

Next, help the patient set
positive but attainable goals.
Find out what is most important
to the patient’s life (e.g., hold-
ingajob, living independently),
then help the patient identify
lor 2 “SMART” goals that are:
+ Specific
+ Measurable
- Attainable
+ Relevant
+ Time-bound

This involves setting reach-
able, short-term goals (e.g.,
walking with a family member
twice weekly, medication adher-
ence) that can help the patient
achieve the larger, longer-term
goals of staying connected, be-
ing active and remaining stable.
The short-term goals need to
be attainable based on the pa-
tient’s life situation and the se-
verity of the disease. “If the goal
is somethinglike building a cas-
tle in the sky, the patient will
never get there and will become
discouraged,” Dr. Correll says.
“When some patients have un-
realistic goals, such as ‘I want
agirlfriend,’ I'll say, ‘First, let’s
get you stable, and then we’ll
see how we can achieve that.””

Inthe process, recommend-
ing an LAI and discussing ad-
herence should include shared
decision-making and motivat-
ingthe patient. “Don’t say, ‘Take
this drug, so that you don’t hear
voices,’ which patients may not
see as their main concern,” Dr.
Correll says. “Instead, tell the
patient: ‘The last time you didn’t
take your medication, you had
to be admitted to the hospital;
you were very unhappy about
this, and your parents had to
call the police. Maybe taking
yourmedication more regularly
can help you stay with your par-
ents and even help you get back
to school—two goals that you
have told me are important.””

Getting family members or
other peoplein the patient’s life
involved in the switching pro-
cess alsois critical, Drs. Correll
and Goldberg stress. Because
schizophrenia is chronic and
LAI treatment likely is long-
term, social supportis critical to
ensuring that the patient keeps

reporting for regular injections,
Dr. Correll says.

“Support from peers orim-
mediate family members canbe
crucial, not only for promoting
adherence and influencing at-
titudes about medication, but
also for more comprehensively
monitoring howwell the patient
is functioning in everyday life,”
Dr. Goldberg adds. “Absence of
social support can drive isola-
tion and leave patients feeling
more disengaged with the world
around them. Negative social
support, such as criticism about
taking medications or having
side effects, can drive stigma,
denial of symptoms or the need
fortreatment, and contribute to
poorer patient self-care.”

Once you’ve had the dia-
logue, data suggest that most
patients will agree to the LAI
ifit’s offered appropriately.' Of
576 patients with first-episode
and early-phase schizophrenia
who were invited to the Preven-
tion of Relapse in Schizophre-
nia (PRELAPSE) study in which
they were offered a switch toan
LAI, only 83 (14.4%) declined to
participate because they would
not consider LAl therapy; 91% of
the remaining patients accept-
ed andreceived LAl treatment.?

Prescribing LAls

If the patient agrees to try an
LAI, then either prescribe the
injectable equivalent of the pa-
tient’s current antipsychotic or
switch to an oral antipsychot-
ic with an injectable equiva-
lent, Dr. Correll notes. If start-
ing anew antipsychotic, ensure
that at least two oral doses 24
hours apart are administered
to ensure the patient can tol-
erate the medication before

Choosing an LAI:
Which option is best?

Nearly all patients with
schizophrenia are candidates for
long-acting injectable (LAI)
therapy at any time during the
course of disease, says Leslie
Citrome, MD, MPH, Clinical
Professor of Psychiatry and
Behavioral Sciences, New York
Medical College, Valhalla, NY. The
only patients who should not
receive an LAl are 1) those who
require clozapine after all other
drug options have failed; 2) those
who are responding to an oral
antipsychotic that is not available
in injectable form; or 3) those who
cannot tolerate any available LAI.

When deciding on which agent
to use, it’s important to consider
the patient’s medical history and
preferences. The availability of
different forms of LAl antipsychotic
medication makes it easier than
ever to customize therapy, notes Dr.
Citrome. “Having the same active
molecule available in different
formulations allows for greater
choice in terms of different features,
he says, adding that the following
should be considered:

i

* How often are the injections
administered?

* What is the needle gauge?
¢ What is the injection volume?
e |s there a choice of injection site?

* Does this product require
reconstitution?

* |s oral supplementation required?

e Does storage of this product
require refrigeration?

e Are there any special requirements
for post-injection observation?

e Are there any important drug-
drug interactions and can
they be remedied?

e Missed doses: What is the “grace
period?”

* |s reimbursement an issue if used
“off-label”?

* In case of reimbursement
obstacles, can | easily access a
patient assistance program?



@ MODEL OF CARE

starting the injectable version
in an acute setting. In many in-
stances, clinicians and patients
may prefer alonger treatment
interval (e.g., several weeks) with
the oral medication to ensure
the patient is tolerating and re-
spondingto the agentas desired
before switching to the LAIL
Depending on which LAI is
prescribed, the patient may
need to take both the oral and
injectable antipsychotic for-
mulations for 2 to 3 weeks un-
til adequate levels of the drug
are reached; in some cases, a
second injectionisneeded when
starting the LAI or 7 days lat-
er, Dr. Correll notes. One ex-
ception is when switching to a
subcutaneous risperidone for-
mulation that reaches adequate
blood levels in 6 to 24 hours. “In
that case, you can stop the oral
risperidone and move over,” he
adds. Another exceptionis anin-
tramuscular aripiprazole formu-
lation that requires only a 1-day
overlap for both the oral and in-
jectable versions but requires
two injections on the first day.
FDA-approved, long-acting
forms of the second-genera-
tion antipsychotics aripipra-
zole, olanzapine, paliperidone
and risperidone are available,
as are injectable forms of the
first-generation antipsychotics
haloperidol and fluphenazine.
The routes of administration (in-
tramuscular vs. subcutaneous
injection) differamong the LAIs,
as do the injection schedules,
which range from biweekly to
once every 6 months.'*
Ultimately, choosing a spe-
cific LAI comes down to patient
preference. “Does the patient
want a subcutaneous or deep
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intramuscular injection?” Dr.
Correll says. “And what dosing
intervalis preferred?” (For more
considerations, see box on p. 5).

Note: Intramuscular LAI
formulations are contraindi-
cated in patients taking anti-
coagulants due to the risk of
bleeding, Dr. Correll notes. Of-
fer these patients a subcutane-
ous LAI instead.

Following up

Once an LATis started, maintain-
ing the therapeutic alliance is
critical to keeping the patient
motivated and on track, says
Dr. Correll. Upon seeing patients
after their first injection, ask
them if they’re noticing pos-
itive lifestyle changes. If they
don’t answer, take the lead or
ask a family member or friend
for feedback. “You might say,
‘Since you're taking this medica-
tion, you're not asirritable and
you’re not using as many sub-
stances. You’re even now par-
ticipating in family activities.
Your parents really like that. Do
you like that, too?’”

Importantly, clinical neces-
sity and severity of illness—not
LAI dosing intervals—should
determine follow-up visit fre-
quency to ensure continued
treatment success and adher-
ence. “The more unstable the
patient is, the more psychoso-
cial support or medication re-
newals are needed, the more fre-
quent the visits need to be,” Dr.
Correll stresses.

Although LAIs have been
shown toimprove antipsychotic
adherence,'nonadherence toan
LAI still can happen, Dr. Gold-
berg says. “If a patient misses an
LAl injection and the prescrib-

erisnot doing the injection, the
prescriber usually is notified by
whomever is performing the in-
jections,” he says. “This makes
it easy to address missed doses
directly with the patient. From
there, you can approach the pa-
tient about formulating a strate-
gy to help with keeping appoint-
ments.”

—by Pete Kelly
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IMPROVING
ADHERENCETO
PHARMACOTHERAPY
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Treatment failure in patients
with schizophrenia is com-
mon, and inadequate adher-
ence or nonadherence is often
the cause.! Asmany as 3 out of 4
patients with schizophrenia
stop taking their antipsychot-
ics, often within 1 year of start-
ing them—which subsequently
increases their risk of relapse,
hospitalization and the poten-
tially catastrophic consequenc-
es of an acute episode.?®

Of course, adherence prob-
lems are widespread throughout
medicine: Approximately half
of'patients with chronic condi-
tions skip doses or cease medi-
cations without telling their cli-
nicians, some of which may be
attributed to human nature.®
“People, in general, don’t want
totake amedication unless they
sense a significant benefit with
no side effects, and that’s true
of very few medications,” says
Erik Messamore, MD, PhD, As-
sociate Professor, Department
of Psychiatry, Northeast Ohio
Medical University in Rootstown.
Factor in the negative self-per-
ceptions that often come with
schizophrenia, and convinc-
ing newly diagnosed patients
tostartan antipsychotic can be
difficult. Anosognosia, or lack
of awareness or insight of their
condition, is alsocommon. “First
ofall, the patient has to come to
terms with their diagnosis, and
stigma often gets in the way of
that,” Dr. Messamore says. “Sec-
ond, you have to convince the pa-
tient to start a medication that
comes with potentially serious
ordisfiguringe.g,, extrapyrami-
dal] side effects. Taken togeth-
er, that’s alot to ask of anyone.”

Laying the foundation
To head off potential adher-
ence problems, experts advise

setting patients up for success
with these approaches:

Build trust

and discuss goals.

Gaining the patient’s trust from
the startis crucial to promoting
medication adherence. “The ini-
tial conversation needs to focus
on the patient’s strengths and
goals and not just the illness,”
Dr. Messamore says. “Medi-
cation should be framed as a
tool toward reaching the goal of
remission.”

Involve family
members—and make

sure they’re on board.
‘When possible, family members
shouldbe present at the patient’s
appointment. “I'm a strong be-
liever in having whoever is in-
volved with the patient’s life at
themeeting,” says Ralph Aquila,
MD, a New York-based psychi-
atrist and Medical Director of
Fountain House, which helps
adults with serious mental ill-
nessre-enter society. “I want to
be part of a team that is mov-
ing the patient forward.” He says
thisallows you to gauge whether
the patient’s family understands
the need for medication. “The
family’s attitude likely will be
your patient’s attitude.”

Start patients who are
antipsychotic-naive at a
lower dosage to reduce

the risk of side effects.

Dr. Messamore notes that dos-
age recommendations on an-
tipsychotic labeling are based
ondata from clinical trials that
have enrolled volunteers with
long-standing schizophrenia
who have received multiple pri-
ormedications. Butinreal-world
practice, he says, many newly di-
agnosed patients respond well

to an antipsychotic agent given
at alower dosage.

Ask about adherence

at every visit.

Some patients may be reluc-
tant to disclose their nonadher-
ence, either because they don’t
want to disappoint their physi-
cian or fear being switched to
amore intolerable agent. “The
simple question, ‘Are you tak-
ing your medication?’ is cru-
cial to keeping the adherence
conversation going,” says Dr.
Aquila. It’s also helpful to ask for
specifics since patients may per-

“RECEIVING AN

ANTIPSYCHOTIC INJECTION
EVERY 1TO 3 MONTHS

IS CONSIDERABLY MORE
CONVENIENT, AND LESS
STIGMATIZING, THAN
REMEMBERING TO TAKE

A PILL EVERY DAY.”

—Jose M. Rubio, MD

ceive they’re taking their med-
ication but are missing doses.
For example: “How many dos-
es of medication do you take
every day? About how many
doses do you miss? Is it hard
toremember to take it at the
right time?”

Overcoming barriers

to adherence

By maintaining a strong thera-
peuticalliance with patients and
their family members, you'll be
in a better position to help pa-
tients overcome these common
causes of nonadherence:

Adverse effects.
Urge patients to contact you
as soon as they feel anything

PRACTICE PEARLS




unusual after starting an anti-
psychotic, says Dr. Aquila. He
points out that sometimes pa-
tients experience a side effect
from a medication but don’t at-
tribute it to the agent. On the
other hand, patients who expe-
rience areduction in symptoms
may assume they just “have to
live with” troublesome side ef-
fects, such as anticholinergic ef-
fects, which range from consti-
pation, dry mouth and urinary
retention to blurred vision and
cognitive impairment.”" “Stress
to patients you will work togeth-
ertofind agents and dosages that
maximize efficacy and minimize
adverse effects,” emphasizes Jose
M. Rubio, MD, who specializes
in schizophrenia treatment at
the Donald and Barbara Zucker
School of Medicine at Hofstra/
Northwell and The Zucker Hill-
side Hospital in Glen Oaks, NY.

Perceived lack of need.

Too often, when an antipsychot-
icimproves positive symptoms,
patients believe they are “cured”
and stop taking the medication.
“I’ve never met a patient who
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doesn’t stop taking a medication
prematurely because he feels
better,” says Dr. Messamore, who
suggests reviewing treatment
goals at each visit, and then dis-
cussing the long-term plan to
help the patient achieve those
goals. “Explain that dopamine
signals are usually too intense
during psychosis and can cause
thebrain to generate mispercep-
tions, and medications are de-
signed tonormalize or rebalance
these signals. Also, explain that
we will use the lowest effective
dose to achieve symptom remis-
sion and help patients get their
lives back on track.”
Inaddition, Dr. Rubio suggests
reviewing the treatment history
with patients. During this review,
the patient may see a pattern of
relapsing every time treatment
is stopped, reinforcing the need
to continue or resume medica-
tion. “Many patients taking an
antipsychotic may not feel it is
working, when in fact it is.”

Stigma.
Some patients who have schizo-
phrenia may harbor negative

self-perceptions of how others
will view them. This self-stigma
oftenworsens the disease course,
negatively affects overall treat-
ment and increases the risk
of nonadherence.? The initial
treatment conversation is cru-
cial to helping break the stigma.
Frame schizophrenia as a prob-
lemto overcome, ratherthanasa
strange and disabling disease, Dr.
Messamore says. Also, effective
treatment may reduce stigma by
controlling symptoms, adds Dr.
Rubio, so point out this benefit
of adherence as well.

Inability to follow
their oral regimen.
Positive symptoms of schizophre-
nia discourage adherence.? Dis-
organized thinking or memory
loss can cause patients to forget
doses, and medication may be
the farthest thing from an agi-
tated patient’s mind. Or patients
may have awork or school sched-
ule that makes it difficult to take
their medication as prescribed.
Insuch cases, consider switch-
ing to a long-acting injectable
(LAI) antipsychotic. Research

Illustration by Jeannie Phan

shows improved adherence
among patients receiving an
LAI compared with oral agents,
as well as a lower risk of relapse
and significantly longer time to
relapse compared with oral anti-
psychotics.* “At the very least,
I can see whether the patient is
taking the medication,” says Dr.
Aquila, noting that LAIs must
be administered in-office by a
healthcare professional. Dr. Rubio
adds, “Receiving an antipsychot-
icinjection every1to 3 monthsis
considerably more convenient,
and less stigmatizing, than re-
membering to take a pill every
day.” In addition, Dr. Messamore
says, “Part of the problem is that
taking an oral antipsychotic each
day is like a ritual in which the
person must be reminded they
have a problem with theirbrain,”
he says. “Getting the medication
outof sight and out of mind most
days will improve the patient’s
quality of life.”

Co-occurring depression

or substance use disorder.

Either disorder can thwart main-

tenance therapy, and both are

common in people who have
schizophrenia:

+ Nearly half of patients with
schizophrenia develop an al-
cohol orillicit narcotic use dis-
order and a majority use nico-
tine, at arate of approximately
three times that of the general
population.’ Any of these sub-
stances can worsen the pa-
tient’s disease course.

+ Approximately 40% of schizo-
phrenia patients develop ade-
pressive disorder.” Depression
worsens schizophrenia out-
comes, increases the risk of
relapse, can impair function-
alrecovery and quality of life
and raises an already height-
ened risk of suicide.>°

Therefore, it’s crucial to ad-
dress these disorders up front if
schizophrenia treatmentis tobe
effective, Dr. Rubio says. For de-
pression, standard treatments,
such as cognitive behavioral
therapy and antidepressants,
should be initiated. In addition,
certain antipsychotics are ap-
proved for treating major de-
pressive disorder.

If substance use is present,
refer the patient to a treatment

center that specializes in helping
patients with substance use and
comorbid mentalillness, says Dr.
Messamore. Also, ask if the pa-
tientis using a substance to solve
aproblem, then explore alterna-
tives. For example, if a patient
uses amphetamines or nicotine
to counteract a side effect such
as somnolence, discuss switch-
ing to another antipsychotic
medication. In addition, peer
support or social skills training

Continued on p. 20 »
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The key to getting patients on board:

a positive approach

When treating individuals with schizophrenia, it’s important to
remember that nonadherence is neither a moral failing nor the
mark of incompetence or apathy. “Many people have trouble
regularly taking their medicines as prescribed,” says Joseph F.
Goldberg, MD, MS, clinical professor of psychiatry at Icahn School
of Medicine at Mount Sinai in New York City. Engaging patients
with a positive attitude can empower them to adhere to their
regimen. To do this, Dr. Goldberg suggests the following:

1. Encourage them to take ownership. Ask them to express their
opinions and to assume at least partial responsibility for risk-
benefit decisions about medication. “This is harder to do when
patients may have diminished capacity to understand the
nature of their condition and the need for treatment,” he says,
“but clinicians should not assume that patients with psychotic
disorders lack that awareness.” Urge patients to identify the goals
they consider most important, then devise a strategy for meeting
those goals with a medication trial. “Promise that if the patient
does not perceive a benefit within a reasonable period, you can
switch them to a more effective regimen,” he adds.

2. Normalize nonadherence. Without sounding “judgy,” Dr.
Goldberg says, “Ask the patient, ‘How often do you run into
difficulty with taking your medication?’ or ‘How can we help you
take your medications more consistently?’ This opens the door to
a discussion about simplifying dosing frequencies, unrecognized
side effects or discontinuing medicines that may not be having a

clear benefit,” he says.

3. Forge an alliance. Point out ways in which distress, adversity
and suffering are consequences of undertreated mental illness,
as patients may not make the connection. Then suggest ways
in which collaborating with you can help patients identify and
achieve their stated treatment goals. “The mindset really needs to
be “You and me against the iliness’ rather than ‘Me and the illness

against you,” ” Dr. Goldberg says.

1
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IMPORTANT SAF ETY [ NFORMATION-- :
WARNING: INCREASED MORTALITY IN ELDERLY PATIENTs WITH
DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death. UZEDY
is not approved for use in patients with dementia-related
psychosis and has not been studied in this patient population.

CONTRAINDICATIONS: UZEDY is contraindicated in patients with a
known hypersensitivity to risperidone, its metabolite, paliperidone,
or to any of its components. Hypersensitivity reactions, including
anaphylactic reactions and angioedema, have been reported in
patients treated with risperidone or paliperidone.

WARNINGS AND PRECAUTIONS

Cerebrovascular Adverse Reactions: In trials of elderly patients with
dementia-related psychosis, there was a significantly higher incidence
of cerebrovascular adverse events (e.g., stroke, transient ischemic
attack), including fatalities, in patients treated with oral risperidone
compared to placebo. UZEDY is not approved for use in patients with
dementia-related psychosis.

Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal
symptom complex, has been reported in association with antipsychotic
drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity,

irreversible, mvoluntary, dysklnetlc movements, may develop s
patients treated with antipsychatic drugs. Although the prevalence
of the syndrome appears to be highest among the elderly, especially
elderly women, it is impossible to predict which patients will develop
the syndrome. Whether antipsychotic drug products differ in their
potential to cause TD is unknown.

The risk of developing TD and the likelihood that it will become
irreversible are believed to increase with the duration of treatment
and the cumulative dose. The syndrome can develop, after relatively
brief treatment periods, even at low doses. It may also occur after
discontinuation. TD may remit, partially or completely, if antipsychotic
treatment is discontinued. Antipsychotic treatment, itself, however,
may suppress (or partially suppress) the signs and symptoms of the
syndrome, possibly masking the underlying process. The effect that
symptomatic suppression has upon the long-term course of the
syndrome is unknown.

Please see additional Important Safety Information and Brief
Summary of full Prescribing Information for UZEDY, including Boxed
WARNING, on the following pages.

UZEDY

(risperidone)

(50my 75mg 100mg 125mp )
5l]mg 200mg  250mg

extended-release
injectable suspension

AN LAI THAT CLINICIANS AND PATIENTS AGREE ON™

RAPID ABSORPTION

UZEDY rapidly achieves therapeutic levelst in
plasma within 6 to 24 hours of administration
with a single dose'?

STREAMLINED INITIATION

No loading dose or oral supplementation is
required?

FLEXIBLE 1- AND 2-MONTH
DOSING INTERVALS

With 2 dosing intervals and 8 dosing options,
you can tailor the dosing regimen to the
individual patient needs?

IMPORTANT SAFETY INFORMATION

(CONTINUED)

Tardive Dyskinesia (TD) (Continued):

If signs and symptoms of TD appear in a patient treated with UZEDY,
drug discontinuation should be considered. However, some patients may
require treatment with UZEDY despite the presence of the syndrome. In
patients who do require chronic treatment, use the lowest dose and the

shortest duration of treatment producing a satisfactory clinical response.

Periodically reassess the need for continued treatment.

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

LAl, long-acting injectable.

DEMONSTRATED EFFICACY*

UZEDY demonstrated significant reductions in
the risk of relapse vs placebo'?

SUBCUTANEOUS INJECTION

UZEDY is for subcutaneous injection administered
only by a healthcare professional and comes in a
single-dose, prefilled syringe with a short,
5/8-inch needle?

Hyperglycemia and diabetes mellitus (DM), in some cases extreme
and associated with ketoacidosis or hyperosmolar coma or death,
have been reported in patients treated with atypical antipsychotics,
including risperidone. Patients with an established diagnosis of

DM who are started on atypical antipsychotics, including UZEDY,
should be monitored reqularly for worsening of glucose control.
Patients with risk factors for DM (e.g., obesity, family history of
diabetes) who are starting treatment with atypical antipsychotics,
including UZEDY, should undergo fasting blood glucose (FBG) testing
at the beginning of treatment and periodically during treatment.
Any patient treated with atypical antipsychotics, including UZEDY,
should be monitored for symptoms of hyperglycemia including
polydipsia, polyuria, polyphagia, and weakness. Patients who

(continued on next page)

Please see additional Important Safety Information and Brief
Summary of full Prescribing Information for UZEDY, including
Boxed WARNING, on the following pages.

*Data were collected from 83 patients, 24 physicians, and 25 nurses in a prospective, cross-sectional companion survey assessing the perceptions regarding ease of use and satisfaction with
UZEDY. The survey was administered after a minimum of 2 experiences prescribing, administering, or receiving UZEDY. Ninety-six percent of clinicians and 92% of patients reported that they
were satisfied with UZEDY. Ninety-two percent of clinicians and 89% of patients reported that administration of UZEDY was easy. Eighty percent of clinicians and 94% of patients reported

that if given a choice, they would choose a shorter needle over a longer needle.'

The threshold for clinically relevant plasma concentrations of risperidone is defined as levels 10 ng/mL."

The RISE phase 3 study was a randomized, double-blind, multicenter, placebo-controlled, relapse prevention study evaluating the safety and efficacy of UZEDY once monthly or once

every 2 months vs placebo once monthly in 542 patients with schizophrenia.?
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IMPORTANT SAFETY INFORMATION
(CONTINUED)

Metabolic Changes (Continued):
develop symptoms of hyperglycemia during treatment with atypical
antipsychotics, including UZEDY, should undergo FBG testing. In some
cases, hyperglycemia has resolved when the atypical antipsychotic,
including risperidone, was discontinued; however, some
patients required continuation of antidiabetic treatment despite
discontinuation of risperidone.

Dyslipidemia has been observed in patients treated with atypical
antipsychotics.

Weight gain has been observed with atypical antipsychotic use.
Monitoring weight is recommended.

Hyperprolactinemia: As with other drugs that antagonize dopamine
D, receptors, risperidone elevates prolactin levels and the elevation
persists during chronic administration. Risperidone is associated with
higher levels of prolactin elevation than other antipsychotic agents.

Orthostatic Hypotension and Syncope: UZEDY may induce orthostatic
hypotension associated with dizziness, tachycardia, and in some patients,
syncope. UZEDY should be used with particular caution in patients with
known cardiovascular disease, cerebrovascular disease, and conditions
which would predispose patients to hypotension and in the elderly and
patients with renal or hepatic impairment. Monitoring of orthostatic vital
signs should be considered in all such patients, and a dose reduction
should be considered if hypotension occurs. Clinically significant
hypotension has been observed with concomitant use of oral risperidone
and antihypertensive medication.

Falls: Antipsychotics, including UZEDY, may cause somnolence,
postural hypotension, motor and sensory instability, which may lead
to falls and, consequently, fractures or other fall-related injuries.
Somnolence, postural hypotension, motor and sensory instability
have been reported with the use of risperidone. For patients,
particularly the elderly, with diseases, conditions, or medications that
could exacerbate these effects, assess the risk of falls when initiating
antipsychotic treatment and recurrently for patients on long-term
antipsychotic therapy.

Leukopenia, Neutropenia, and Agranulocytosis have been reported
with antipsychotic agents, including risperidone. In patients with a
pre-existing history of a clinically significant low white blood cell count
(WBC) or absolute neutrophil count (ANC) or a history of drug-induced
leukopenia or neutropenia, perform a complete blood count (CBC)
frequently during the first few months of therapy. In such patients,
consider discontinuation of UZEDY at the first sign of a clinically
significant decline in WBC in the absence of other causative factors.
Monitor patients with clinically significant neutropenia for fever

or other symptoms or signs of infection and treat promptly if such
symptoms or signs occur. Discontinue UZEDY in patients with

ANC <1000/mm?) and follow their WBC until recovery.

Potential for Cognitive and Motor Impairment: UZEDY, like other
antipsychotics, may cause somnolence and has the potential to impair
judgement, thinking, and motor skills. Somnolence was a commonly
reported adverse reaction associated with oral risperidone treatment.
Caution patients about operating hazardous machinery, including
motor vehicles, until they are reasonably certain that treatment with
UZEDY does not affect them adversely.

© 2023 Teva Neuroscience, Inc.
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Seizures During premarketing studies of oral risperidone in adult
patients with schizophrenia, seizures occurred in 0.3% of patients
(9 out of 2,607 patients), two in association with hyponatremia. Use
UZEDY cautiously in patients with a history of seizures or other
conditions that potentially lower the seizure threshold.

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

Priapism has been reported during postmarketing surveillance for other
risperidone products. A case of priapism was reported in premarket
studies of UZEDY. Severe priapism may require surgical intervention.

Body temperature regulation. Disruption of the body’s ability to reduce
core body temperature has been attributed to antipsychotic agents.
Both hyperthermia and hypothermia have been reported in association
with oral risperidone use. Strenuous exercise, exposure to extreme
heat, dehydration, and anticholinergic medications may contribute

to an elevation in core body temperature; use UZEDY with caution in
patients who experience these conditions.

ADVERSE REACTIONS

The most common adverse reactions with risperidone (>5% and
greater than placebo) were parkinsonism, akathisia, dystonia, tremor,
sedation, dizziness, anxiety, blurred vision, nausea, vomiting, upper
abdominal pain, stomach discomfort, dyspepsia, diarrhea, salivary
hypersecretion, constipation, dry mouth, increased appetite, increased
weight, fatigue, rash, nasal congestion, upper respiratory tract
infection, nasopharyngitis, and pharyngolaryngeal pain.

The most common injection site reactions with UZEDY (=5% and
greater than placebo) were pruritus and nodule.

DRUG INTERACTIONS

« Carbamazepine and other strong CYP3A4 inducers decrease plasma
concentrations of risperidone.

Fluoxetine, paroxetine, and other strong CYP2D6 inhibitors increase
risperidone plasma concentration.

Due to additive pharmacologic effects, the concomitant use of
centrally-acting drugs, including alcohol, may increase nervous
system disorders.

UZEDY may enhance the hypotensive effects of other therapeutic
agents with this potential.

UZEDY may antagonize the pharmacologic effects of dopamine
agonists.

Concomitant use with methylphenidate, when there is change in
dosage of either medication, may increase the risk of extrapyramidal
symptoms (EPS)

USE IN SPECIFIC POPULATIONS

Pregnancy: May cause EPS and/or withdrawal symptoms in neonates
with third trimester exposure. There is a pregnancy exposure registry
that monitors pregnancy outcomes in women exposed to atypical
antipsychotics, including UZEDY, during pregnancy. Healthcare providers
are encouraged to register patients by contacting the National Pregnancy
Registry for Atypical Antipsychotics at 1-866-961-2388 or online at
http://womensmentalhealth.org/clinicaland-research-programs/
pregnancyregistry/.

Lactation: Infants exposed to risperidone through breastmilk should

be monitored for excess sedation, failure to thrive, jitteriness, and EPS.

Fertility: UZEDY may cause a reversible reduction in fertility in females.

Pediatric Use: Safety and effectiveness of UZEDY have not been estab-
lished in pediatric patients.

Renal or Hepatic Impairment: Carefully titrate on oral risperidone up
to at least 2 mg daily before initiating treatment with UZEDY.

Patients with Parkinson’s disease or dementia with Lewy bodies can
experience increased sensitivity to UZEDY. Manifestations and features
are consistent with NMS.

Please see Brief Summary of full Prescribing Information for UZEDY on
the following pages.

References: 1. Data on file. Parsippany, NJ: Teva Neuroscience, Inc.
2. UZEDY™ (risperidone) extended-release injectable suspension Current
Prescribing Information. Parsippany, NJ: Teva Neuroscience, Inc.

BRIEF SUMMARY OF PRESCRIBING INFORMATION FOR UZEDY (risperidone)
extended-release injectable suspension, for subcutaneous use
SEE PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION.

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with antipsychotic drugs
are at an increased risk of death. UZEDY is not approved for the treatment of
patients with dementia-related psychosis and has not been studied in this patient
population [see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
UZEDY is indicated for the treatment of schizophrenia in adults.

4 CONTRAINDICATIONS

UZEDY is contraindicated in patients with a known hypersensitivity to risperidone, its
metabolite, paliperidone, or to any of its components. Hypersensitivity reactions, including
anaphylactic reactions and angioedema, have been reported in patients treated with
risperidone or paliperidone.

5 WARNINGS AND PRECAUTIONS
5. Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of 10 weeks),
largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated
patients of between 1.6- to 1.7-times the risk of death in placebo-treated patients. Over the
course of a typical 10-week controlled trial, the rate of death in drug-treated patients was
about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of
death were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure,
sudden death) or infectious (e.g., pneumonia) in nature. Observational studies suggest
that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic
drugs may increase mortality. The extent to which the findings of increased mortality in
observational studies may be attributed to the antipsychotic drug as opposed to some
characteristic(s) of the patients is not clear.
In two of four placebo-controlled trials in elderly patients with dementia-related psychosis,
a higher incidence of mortality was observed in patients treated with furosemide plus oral
risperidone when compared to patients treated with oral risperidone alone or with placebo
plus furosemide. No pathological mechanism has been identified to explain this finding, and
no consistent pattern for cause of death was observed.
UZEDY is not approved for the treatment of patients with dementia-related psychosis [see
Boxed Warning and Warnings and Precautions (5.2)].
5.2 Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with
Dementia-Related Psychosis
Cerebrovascular adverse reactions (e.g., stroke, transient ischemic attack), including
fatalities, were reported in patients (mean age 85 years; range 73 to 97 years) in trials of
oral risperidone in elderly patients with dementia-related psychosis. In placebo-controlled
trials, there was a significantly higher incidence of cerebrovascular adverse reactions in
patients treated with oral risperidone compared to patients treated with placebo. UZEDY is
not approved for the treatment of patients with dementia-related psychosis [see Warnings
and Precautions (5.1)].
5.3 Neuroleptic Malignant Syndrome
Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been
reported in association with antipsychotic drugs. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, altered mental status including delirium, and autonomic
instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac
dysrhythmia). Additional signs may include elevated creatine phosphokinase, myoglobinuria
(rhabdomyolysis), and acute renal failure.
If NMS is suspected, immediately discontinue UZEDY and provide symptomatic treatment
and monitoring.
54 Tardive Dyskinesia
Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic
movements may develop in patients treated with antipsychotic drugs. Although the
prevalence of the syndrome appears to be highest among the elderly, especially elderly
women, it is impossible to predict, which patients will develop the syndrome. Whether
antipsychotic drug products differ in their potential to cause tardive dyskinesia is unknown.
The risk of developing tardive dyskinesia and the likelihood that it will become irreversible
are believed to increase with the duration of treatment and the cumulative dose. The
syndrome can develop, after relatively brief treatment periods, even at low doses. It may
also occur after discontinuation of treatment.
Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is
discontinued. Antipsychotic treatment, itself, however, may suppress (or partially suppress)
the signs and symptoms of the syndrome possibly masking the underlying process. The effect
that symptomatic suppression has upon the long-term course of the syndrome is unknown.
Given these considerations, UZEDY should be prescribed in a manner that is most likely
to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should
generally be reserved for patients: (1) who suffer from a chronic illness that is known to
respond to antipsychotic drugs, and (2) for whom alternative, equally effective, but potentially
less harmful treatments are not available or appropriate. In patients who do require
chronic treatment, use the lowest dose and the shortest duration of treatment producing
a satisfactory clinical response. Periodically reassess the need for continued treatment.
If signs and symptoms of tardive dyskinesia appear in a patient treated with UZEDY, drug
discontinuation should be considered. However, some patients may require treatment with
UZEDY despite the presence of the syndrome.
5.5 Metabolic Changes
Atypical antipsychotic drugs have been associated with metabolic changes that may
increase cardiovascular/cerebrovascular risk. These metabolic changes include
hyperglycemia, dyslipidemia, and body weight gain. While all of the drugs in the class
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have been shown to produce some metabolic changes, each drug has its own specific
risk profile.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia and diabetes mellitus, in some cases extreme and associated with
ketoacidosis or hyperosmolar coma or death, have been reported in patients treated with
atypical antipsychotics including risperidone. Assessment of the relationship between
atypical antipsychotic use and glucose abnormalities is complicated by the possibility
of an increased background risk of diabetes mellitus in patients with schizophrenia
and the increasing incidence of diabetes mellitus in the general population. Given these
confounders, the relationship between atypical antipsychotic use and hyperglycemia-
related adverse events is not completely understood. However, epidemiological studies
suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in
patients treated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-
related adverse events in patients treated with atypical antipsychotics are not available.
Patients with an established diagnosis of diabetes mellitus who are started on atypical
antipsychotics, including UZEDY, should be monitored regularly for worsening of glucose
control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history of
diabetes) who are starting treatment with atypical antipsychotics, including UZEDY, should
undergo fasting blood glucose testing at the beginning of treatment and periodically
during treatment. Any patient treated with atypical antipsychotics, including UZEDY, should
be monitored for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia,
and weakness. Patients who develop symptoms of hyperglycemia during treatment
with atypical antipsychotics, including UZEDY, should undergo fasting blood glucose
testing. In some cases, hyperglycemia has resolved when the atypical antipsychotic,
including risperidone, was discontinued; however, some patients required continuation of
antidiabetic treatment despite discontinuation of risperidone.

Pooled data from three double-blind, placebo-controlled schizophrenia studies and four
double-blind, placebo-controlled studies in another indication with oral risperidone are
presented in Table 2.

Table2:  Change in Random Glucose from Seven Placebo-Controlled, 3- to 8-Week,
Fixed- or Flexible-Dose Studies in Adults with Schizophrenia or Another
Indication with Oral Risperidone
Oral Risperidone
Placebo 1mgto8mgperday >8 mgto16mg per day
Mean change from baseline (mg/dL)
N=555 N=748 N=164
Serum Glucose 14 0.8 0.6
Proportion of Patients with Shifts
Serum Glucose
(<140 mg/dL 0.6% 0.4% 0%
to 2200 mg/dL) (3/525) (3/702) (0/158)

In longer-term, controlled and uncontrolled studies in adults, oral risperidone was associated
with a mean change in glucose of +2.8 mg/dL at Week 24 (N=151) and +4.1 mg/dL at
Week 48 (N=50).

Dyslipidemia

Undesirable alterations i