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Abstract

These guidelines for depot antipsychotic treatment in schizophrenia were developed during a two—day consensus conference held on
July 29 and 30, 1995 in Siena, Italy.

Depot antipsychotic medications were developed in the 1960s as an attempt to improve the long-term treatment of schizophrenia (and
potentially other disorders benefiting from long—term antipsychotic medication). Depot drugs as distinguishable from shorter acting
intramuscularly administered agents can provide a therapeutic concentration of at least a seven day duration in one parenteral dose.

The prevention of relapse in schizophrenia remains an enormous public health challenge worldwide and improvements in this area can
have tremendous impact on morbidity, mortality and quality of life, as well as direct and indirect health care costs. Though there has been

debate as to what extent depot (long-acting injectable) antipsychotics are associated with significantly fewer relapses and rehospitaliza-
tions, in our view when all of the data from individual trials and metaanalyses are taken together, the findings are extremely compelling in
favor of depot drugs. However in many countries throughout the world fewer than 20% of individuals with schizophrenia receive these
medications.

The major advantage of depot antipsychotics over oral medication is facilitation of compliance in medication taking. Non-compliance is
very common among patients with schizophrenia and is a frequent cause of relapse. In terms of adverse effects, there are not convincing

data that depot drugs are associated with a significantly higher incidence of adverse effects than oral drugs. Therefore in our opinion any
patient for whom long-term antipsychotic treatment is indicated should be considered for depot drugs.

In choosing which drug the clinician should consider previous experience, personal patient preference, patients history of response
(both therapeutic and adverse effects) and pharmacokinetic properties.

In conclusion the use of depot antipsychotics has important advantages in facilitating relapse prevention. Certainly pharmacotherapy

*Corresponding author. Tel: +39 2 20488331; Fax: +39 2 29403673;
e-mail: brunello@imiucca.csi.unimi.it
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must be combined with other treatment modalities as needed, but the consistent administration of the former is often what enables the
latter. © 1998 Elsevicr Science BM/ECNP.

Keywords: Depot antipsychotics; Schizophrenia; Treatment; Relapse

 

1. Introduction

These guidelines were developed during a two-day
consensus conference held on July 29 and 30, 1995 in

Siena, Italy. The need for this effort was based on the

recognition that the prevention of relapse in schizophrenia
remains an enormous public health challenge world wide

and that improvements in this area can have tremendous

impact on morbidity, mortality and quality of life, as well
as direct and indirect health care costs. Despite over-

whelming evidence that non-compliance in medication-

taking is a major contributing factor to unnecessarily high

relapse rates, there is still inadequate attention being paid

to strategies which can enhance medication acceptance and

adherence, ranging from better psychoeducation directed at

patients and families to the more extensive use of depot

antipsychotic administration. Estimates suggest that in
many countries throughout the world fewer than 20% of
individuals with schizophrenia receive long-acting inject-

able medication. It is hoped that the promulgation of clear

and concise guidelines for the use of depot drugs will help

to remedy one important aspect of this problem.

1.1. Schizophrenia and the need for long-term treatment

Schizophrenia is a chronic illness usually beginning in
late adolescence or early adulthood. The condition is

characterized by remissions and exacerbations, though a

proportion of patients remain persistently ill. There is
evidence that after 10 to 20 years some patients may

improve in terms of their overall level of psychopathology
and community adjustment. The disease affects 1% of

lnost populations of the Western World, but consumes a
disproportionate share of health care costs. A large number
of persons with schizophrenia are permanently disabled,
and in many countries, homeless.

The risk of suicide may be as high as l in 10,

particularly in the early years after illness onset and among
males (Miles, 1977; Drake et al., 1984). Mortality is also
higher due to accidental deaths and other causes (Bland et
al., 1976). Patients suffering from this illness often receive

sub-optimal general medical care and frequently have
undiagnosed comorbid medical conditions.

The treatment of schizophrenia requires an integration of

biologic, psychologie and psychosocial perspectives. There
is increasing evidence that early diagnosis and appropriate

treatment can improve long-term outcome (May et al.,

1981). Antipsychotic drugs are a critical modality in

managing this disease in all phases — acute, stabilization

and relapse prevention. These drugs cannot only alleviate

or improve psychopathology, but may also enhance psy-

chosocial and vocational adjustment and improve subjec-

tive well being. Although medications can be highly

effective, response varies and some patients derive con-

siderably less benefit than others. Despite heterogeneity in

drug responsiveness, antipsychotic drugs are indicated for

all patients with schizophrenia.

Long-term treatment with medication is critical in

optimizing outcome and is the focus of these guidelines.

1.2. Definition and measurement of relapse

The participants defined relapse as “the appearance,

reappearance or exacerbation of symptoms (typically psy-

chotic) of schizophrenia which may require a change in
clinical care.”

When a relapse is observed, clinicians should make a

differential diagnosis and assess possible contributing
factors, e.g. natural course of the illness, non-compliance,

underdosage (or drug discontinuation), stress, comorbid
conditions, drug abuse, medical illness, adverse effects,
etc.

Alternative clinical interventions should be considered

such as increased surveillance or intervention of a psycho—

therapeutic/psychosocial or pharmacotherapeutic nature

(e.g. reinstitute drug treatment, increase dosage, prescribe

adjunctive pharmacotherapy, change antipsychotic).
Given the fluctuating course of this illness, an important

aspect of treatment focuses on the maintenance of thera-

peutic gains and the prevention of clinical exacerbation,

relapse and rehospitalizations. This is a concern not only

because of the immediate personal and psychosocial
disruption, but also because frequent relapses can increase
the likelihood of poorer long-term outcome.

The definition of relapse has been an important Variable
in studies of long-term treatment in schizophrenia. The
basis on which we strongly recommend continued antipsy-

chotic drugs is the significant reduction in relapse rate

(despite variability in definition) across numerous studies

with treatment as compared to untreated cases or placebo—

treated controls. The manner in which relapse is defined,

however, takes on critical importance in understanding the

clinical implications of those findings as well as making

comparisons across studies. The efficacy of specific treat—

ment strategies may vary depending upon what definitions

of relapse are applied.

Gilbert et al. (1995) recently reviewed 66 studies

involving neuroleptic withdrawal. They found that 22
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studies did not provide any definition of relapse. In 11

studies relapse was defined as “a return to active medica-

tion”. The remaining 33 studies defined relapse as either

the emergence of “behavioral worsening” (with agitation,

aggression, insomnia, anxiety, hallucinations, delusions, or
assaultive or suicidal behavior). Some of these inves-

tigations utilized a specified change seen on particular

items on a clinical rating scale such as the Brief Psychiat—

ric Rating Scale (BPRS). In one large scale study

(Schooler et al., 1995), psychotic relapse was defined by a

rating of “moderate" or greater representing an increase of

at least two scale points on any of five psychotic items of

the BPRS (conceptual disorganization, grandiosity, suspi-

ciousness, hallucinatory behavior and unusual thought

content). This increase in psychotic symptoms had to

persist for two successive scheduled ratings separated by
four weeks or a scheduled rating and an unscheduled rating

associated with the initiation of open (non—blind) active
medication.

Similar criteria were employed by Kane et a1. (1983) in
a previous study. Marder et a1. (Marder et al., 1984, 1987)
defined three levels of unfavorable outcome that would

lead to an antipsychotic dosage increase. When patients
had an increase of 3 or more points on the BPRS cluster
scores for thought disturbance or paranoia they were

considered to have had a “psychotic exacerbation”. These
exacerbations were relatively mild and seldom led to

rehospitalization. Clinicians were allowed to essentially

increase the dosage by up to 100%. If symptoms could not
be adequately controlled within this range, they were
considered to have had a “relapse”. The third level of

outcome was rehospitalization. Those criteria for relapse,
therefore, not only involved an objective measure of
worsening psychopathology, but also failure to respond to
a specified clinical intervention.

As can be seen from these examples in defining relapse,

a number of key factors need to be considered:

1. Absolute degree of increase in psychopathology

2. Nature of psychopathology increasing (i.e. psychotic or
non—psychotic)

3. Degree of increase in psychopathology relative to the
“baseline” state of the patient

4. Duration of the exacerbation

. Response of the exacerbation to treatment intervention
(which may be pharmacologic and/or non pharmaco-
logic)

LII

The critical question in attempting to define relapse is the
desired balance between specificity and sensitivity. This
judgment will in turn be influenced by the relative risk

associated with acting on the basis of a false positive and
not acting on the basis of a false negative. The potential

consequences of a relapse for that given individual based

on history, current life situation, etc., must be factored into

Mylan v. Janssen (IPR2020-00440) EX. 1009, p. 005

the ultimate clinical judgment. Though at present we are

not aware of significant risks associated with treatment of a

false positive “relapse”, there is some reason to be

concerned about unnecessary increases in antipsychotic

drug dosage in relation to the development of tardive

dyskinesia (Kane, 1995).

Definitions of relapse which can be used by clinicians in

routine practice will never be a substitute for experienced

clinical judgment, but can provide a useful frame of

reference for organizing and systematizing the decision

making process.

1.3. Benefits and risks of neuroleptic I'naintemmce
treatment

Several extensive reviews have appeared in recent years

summarizing the data on the impact of continued antipsy—

chotic medication on rates of relapse in schizophrenia
(Davis et al., 1989; Gilbert et al., 1995). There is over—

whelming evidence that the use of medication can have a

significant (clinical and statistical) benefit in improving
outcome. The consequences of relapse are diverse and

often unpredictable ranging from loss of confidence and

self-esteem, disruption in psychosocial and vocational

adjustment and family burden to risk of suicide or aggres-

sive behavior. There is no question that relapse is associ-
ated with substantial increase in the costs associated with

the illness (both direct and indirect). In addition, there is

some suggestion that with each subsequent episode time to

recovery and degree of recovery are not as good previous-
ly. It is possible that this reflects the natural course of the

disease as well, but prevention of relapse is a goal which
may have long-term impact on the ultimate course of the
disease. ,

The risks associated with long-term neuroleptic treat-

ment are largely those related to a variety of adverse
reactions, particularly neurologic effects such as tardive

dyskinesia or tardive dystonia. Other side effects such as

drug-induced parkinsonism, akathisia, weight gain and
sedation can also pose problems to some patients.

Those adverse reactions which are of most concern in

terms of potential-seriousness and persistence are the
abnormal involuntary movement disorders associated with

long-term neuroleptic treatment. Although prevalence esti-

mates vary widely, on average 15—20% of patients
chronically—treated with neuroleptic medication manifest

some degree of tardive dyskinesia (Kane et al., 1992).

Incidence studies (Kane, 1995; Glazer and Kane, 1992)

suggest that approximately 5% of young to middle—aged
adult patients develop some evidence of abnormal involun—

tary movements with each year of neuroleptic treatment.

The majority of these cases are mild and nonprogressive
and a substantial proportion can in fact improve or remit

entirely if neuroleptic dosage is reduced (Kane et al.,

1992) or they are switched to a drug such as clozapine
(Lieberman et al., 1991).

This mate-rial wastepiefl
at the N LM a mi may be
Subjeet‘ US {iupyright‘ Laws

  
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

aeiven
Text Box
Mylan v. Janssen (IPR2020-00440) Ex. 1009, p. 005


https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


