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Purpose: Tardive dyskinesia (TD) is a hyperkinetic movement disorder in which patients
experience abnormal involuntary movements that can have profound negative impacts on
physical, cognitive, and psychosocial functioning. Use of measures to assess the functional
impact of TD in routine clinical practice is lacking. To address this gap, an advisory panel of
experts in psychiatry and movement disorder neurology was convened to develop consensus
recommendations on assessment of the impact of TD on patients’ functioning that can be
used in clinical practice.

Methods: An advisory panel provided recommendations using an iterative process, begin-
ning with a narrative literature review regarding current practices for assessing the impact of
TD in clinical settings. A detailed summary was generated, and the advisory panel provided
comments about the content and answered questions about assessing TD impact in clinical
practice. The panelists’ responses were discussed during a virtual meeting held on
August 28, 2020. A second meeting on September 25, 2020, focused on developing and
refining recommendations for assessment of the impact of TD in clinical practice. At the
conclusion of the second meeting, general consensus was reached on all recommendation
statements.

Results: As part of routine clinical practice, it is imperative to assess the impact of TD on
the patient’s life to help guide treatment decisions. Key domains for assessing the overall
impact of TD include social, physical, vocational, and psychological functioning and the
impact of TD on the underlying psychiatric disorder. Assessment of TD impact should be
performed at every patient visit. Impact assessments should include consultation with
patients, caregivers, and family members. Shared decision-making to initiate TD treatment
should consider impact.

Conclusion: The impact of TD should be assessed routinely, including the key domains of
social, physical, vocational, and psychological functioning and the impact of TD on the
underlying psychiatric disorder.
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Introduction

Tardive dyskinesia (TD) is a hyperkinetic movement disorder in which patients
experience abnormal involuntary movements that occur most often in the orofacial
region but can also occur in the neck, trunk, upper and lower extremities, and other
muscles (eg, diaphragmatic and pharyngeal musculature).' TD can occur during
or after stopping treatment with dopamine receptor antagonists or partial agonists,
including typical (first-generation) and atypical (second-generation) antipsychotics,
used to treat disorders, such as

and some medications gastrointestinal

metoclopramide.®®® The lifetime prevalence of TD in patients treated with
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antipsychotics is estimated to be between approximately
15% and 40%, with higher rates reported in older (age >55
years) patients’; higher rates are also observed among
women who are postmenopausal.®'°

TD can have a profound negative impact on
patients’ day-to-day functioning and may lead to negative
physical, cognitive, and psychosocial outcomes.''"'? TD
that all first-

and second-generation antipsychotics have the potential

underdiagnosis, lack of awareness
to cause TD, and lack of generally accepted and adopted
objective measures for the accurate clinical assessment of
the impact of TD are current shortcomings in managing
care for individuals with TD.'® Although several different
instruments have been suggested or preliminarily tested
for assessing TD impact (eg, the modified Craniocervical
Dystonia Questionnaire [mCDQ-24],
mance- and cognition-based assessments, the Tardive
Dyskinesia Rating Scale [TDRS], the Dyskinesia
Identification System: Condensed User Scale [DISCUS],
and items 9 and 10 of the Abnormal Involuntary

various perfor-

Movement Scale [AIMS)]), clinicians have expressed resis-
tance or lack of time for utilizing such scales to assess TD
impact.'*'® Furthermore, no single tool is adequate to
evaluate the potentially broad overall impact of TD on
functioning.

Effectively assessing the impact of TD is essential for
clinicians as they determine whether and how urgently to
treat TD and to develop an individualized plan for treat-
ment optimization that will reduce the impact of TD on the
patient’s life. To address the gap in current guidance on the
assessment of TD impact, an advisory panel was convened
with the goal of establishing consensus recommendations
on the importance of key elements in assessing the impact
of TD on patients’ functioning that can be used in routine
clinical practice.

Materials and Methods

The advisory panel for this project consisted of 7 indivi-
duals with clinical and/or research expertise in TD, with
specialties in psychiatry (R. Jackson [chair], M.N. Brams,
L. Citrome, A.R. Hoberg, and J.M. Kane) or movement
disorder neurology (S.H. Isaacson and R. Kumar). Ethical
approval and informed consent were not applicable.

A narrative literature review was conducted to sum-
marize what has been published on approaches to asses-
sing the impact of TD in clinical research and clinical
practice, which would serve as a foundation for the con-
sensus panel to generate best practice recommendations

for assessing the impact of TD in clinical practice. The
literature searches and preparation of the narrative sum-
mary were performed by Interactive Forums, Inc.
(Conshohocken, PA) under the guidance and direction of
the panel chair, Richard Jackson, MD.

The literature search was performed in
June 2020 utilizing the US National Library of Medicine
PubMed.gov database to English-
language review articles published in the 5 years prior to

initial

identify relevant

May 31, 2020. Search terms included “tardive dyskinesia”

ERINA3 2

AND “diagnosis,” “assessment,” “prevalence,” “risk fac-

tors,” “outcomes,” “clinical management,” “impact assess-
ment,” “social impact,” “functional impact,” “quality of
life,” “psychological functioning,” OR “cognition.”

Additional relevant publications (including several predat-
ing the most recent 5 years) were identified in the refer-
ence lists of pertinent review articles and by ad hoc
PubMed and Google Scholar searches; other data sources
included relevant posters from recent conference proceed-
ings. The results of this literature review were provided to
the advisors on July 17, 2020, and the advisors completed
an assignment prior to Consensus Panel Meeting 1 that
included providing detailed comments about the literature
review summary and answering questions about assessing
TD impact in clinical practice (see Supplementary
Material). The panelists’ responses were compiled for dis-
cussion during Consensus Panel Meeting 1.

The first of two virtual consensus panel meetings was
held on August 28, 2020. This meeting was moderated by
Stephen D. Lande, PhD (Interactive Forums, Inc.) and
included discussion of the literature review summary, revi-
sion to this summary, and generation of recommendations
about assessing TD impact in clinical practice. These
recommendations were condensed into a series of state-
ments that were distributed to the panel for review and
feedback, which were collected before the second consen-
sus panel meeting. As part of an assignment to be com-
pleted prior to Consensus Panel Meeting 2, advisors were
asked to rate their level of agreement with each statement
on a scale from 0 (not at all) to 4 (very much). This
feedback showed that the mean level of agreement
among the advisors (n = 6) for each recommendation
statement was high, with scores ranging from 3.0 to 4.0.

The second virtual consensus panel meeting was held
on September 25, 2020, and was moderated by Dr Lande.
This meeting included discussion and revision of the
recommendations until a general consensus was reached
In total,

on all statements. recommendations were
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developed for six key topics: 1) diagnosis of TD, 2) impor-
tance of assessing the impact of TD, 3) key domains for
assessing the impact of TD, 4) time points for assessing
the impact of TD, 5) approaches to assessing the impact of
TD, and 6) initiating treatment of TD (Box 1). The advi-
sors determined objectives for the project moving forward,
and all 7 participants expressed interest in participating in
the development of this report, which presents the final
consensus recommendations in context with evidence that
guided the development of each statement.

Results
Diagnosis of TD

Recommendation #1: Diagnosis of TD is determined
based on dyskinetic movements in a patient with prior or
current exposure to a dopamine receptor blocking agent. In
clinical settings, observation of any persistent abnormal

movements in one body area is sufficient for a diagnosis of
TD after (eg,
Huntington’s disease or other drug-induced movement dis-

excluding other possible etiologies

orders). The individual may be unaware of the movements
but still meet the criteria for a TD diagnosis.

An accurate TD diagnosis is crucial for all aspects of
disease management for both patients and caregivers.'*
An accurate diagnosis is also the foundation upon which
all recommendations about assessing the impact of TD are
based.

At the time of diagnosis, many patients present with
what is considered to be “mild” TD based on assessment
of abnormal movements. However, even mild dyskinetic
movements can cause social anxiety and problems with
daily activities, including eating, speaking, breathing, and
ambulation.”'** Because the term mild is subjective and

patient experiences are variable, the advisory panel

Box | Recommendations for the Clinical Assessment of the Impact of Tardive Dyskinesia (TD)

|. Diagnosis of TD

receptor blocking agent.

2. Importance of Assessing the Impact of TD

optimization.

of movement.

3. Key Domains for Assessing the Impact of TD

Social
Physical
Vocational

Psychological

O O O O O

Psychiatric

4. Time Points for Assessing the Impact of TD
can influence treatment decisions.

5. Approaches to Assessing the Impact of TD

individual has limited insight into movements and impact.
6. Initiating Treatment of TD

® Diagnosis of TD is determined based on the presence of dyskinetic movements in a patient with prior or current exposure to a dopamine

® In clinical settings, observation of any persistent abnormal movements in one body area is sufficient for a diagnosis of TD after excluding other
possible etiologies (eg, Huntington’s disease or other drug-induced movement disorders).

® The individual may be unaware of the movements but still meet the criteria for a TD diagnosis.

® |t is imperative to assess the impact of TD on the patient’s life in order to guide TD treatment recommendations and to aid in TD treatment

® The degree of TD impact influences the level of urgency with which symptoms should be addressed.
® The impact of the movements is multifactorial (eg, social withdrawal, stigmatization) and should not be determined based solely on severity

® Information should be garnered when possible from multiple sources, including family/caregivers and professional and nonprofessional staff.

® The following domains represent areas for assessing the overall impact of TD on an individual’s life and function.

® The level of importance of each domain varies from patient to patient, depending upon their normal day-to-day activities, the location and

severity of movements, and the impact reported by the individual combined with the impact perceived by others.

® Assessment of TD impact should be a routine aspect of the evaluation performed at every patient visit because TD impact varies over time and

® The key domains listed in Recommendation #3 should be utilized to assess TD impact.

® When assessing TD impact, clinicians should consult with the patient directly and/or with caregivers/family/friends, especially when the

® A shared decision to initiate treatment of TD, as well as the urgency with which to initiate treatment, should consider the degree of impact.
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recommends against including the word mild when mak-
ing a TD diagnosis. The panel also recommends against
using the term “probable TD,” which is a diagnostic cate-
gory within the Schooler—Kane criteria for the diagnosis of
TD in research settings'®>* but is not suitable for clinical
settings as the use of this term may lead to underdiagnosis
and undertreatment.

Importance of Assessing the Impact of
TD

Recommendation #2: It is imperative to assess the impact
of TD on the patient’s life to guide TD treatment recom-
mendations and to aid in TD treatment optimization. The
degree of TD impact may influence the level of urgency
with which symptoms should be addressed. The impact of
the movements is multifactorial (eg, social withdrawal and
stigmatization) and should not be determined based solely
on severity of movement. Information should be garnered
when possible from multiple sources, including family/
caregivers and professional and nonprofessional staff.
When assessing the impact of TD on a patient’s func-
tioning, all individuals, including family members, care-
givers, health professionals, and nonprofessionals, can
provide valuable insight into how the patient is affected.
A multidisciplinary approach should be adopted for com-

24,25 who

prehensive TD management. Professionals
should be consulted may include psychiatrists, neurolo-
gists, general practitioners, pharmacists, nursing assistants,
front office staff, case managers, social workers, home
health aides, and physical, occupational, and recreational
therapists. Ideally, all members of a multidisciplinary care
team can contribute to assessment of the impact of TD.?
Because TD symptoms can fluctuate during each day and
over time, caregivers and family members are often in the
best position to observe changes in movements and impact
that may not be observed during a clinical examination of
the patient.”

Patients may not spontaneously provide details related
to the impact of TD; thus, it is crucial for clinicians to
directly ask about disease impact.**?’ Some patients may
be reluctant to discuss TD symptoms and impact with their
care team because they fear that their physician may
recommend discontinuation of a medication needed to
manage underlying psychiatric disease.”® Others may be
unable to accurately recognize and describe TD-related
symptoms and impact.’® Lack of awareness of TD
decreases the likelihood that patients will voluntarily

mention abnormal movements at clinical visits.* Thus,
patient education about risk and signs of TD should be
an integral part of the initiation of any antipsychotic med-
ication and is part of the routine informed consent process
when prescribing.

TD has been associated with decreased quality of life,
increased hospitalizations, speech and eating difficulties,
cognitive dysfunction, decreased employment, social with-
drawal, stigmatization, amplified emotional distress, and
increased psychopathology in the underlying psychiatric
disorder when patients with TD are compared with non-
TD counterparts.>'""'>2°3! Although causality has not
been established, and TD may be a marker of more severe
illness for some patients, these potential negative effects
underscore the importance of assessing TD and its impact.

Key Domains for Assessing the Impact of
D

Recommendation #3: The following domains represent
areas for assessing the overall impact of TD on an indivi-
dual’s life and function. The level of importance of each
domain varies from patient to patient, depending upon
their normal day-to-day activities, the location and severity
of movements, and the impact reported by the individual
combined with the impact perceived by others. They may

also change in relevant importance over time.

(A) Social (eg, effect on how the patient is perceived
by others, effect on relationships and interactions,
avoidance of family and friends, avoidance of
appearing in public, isolation, withdrawal, rejec-
tion by others)

(B) Physical (eg, biting tongue or inside of mouth,
difficulty breathing, slurring of speech, difficulty
eating/chewing/swallowing, reduced fine motor
function/difficulty dressing with buttons, impaired
gait/balance)

(C) Vocational (eg, inability or reduced ability to per-
form job duties, challenges obtaining/maintaining
employment, avoidance of people)

(D) Psychological (eg, job and social satisfaction, dis-
tress related to awareness of TD, loss of sense of
purpose, hopelessness, helplessness, frustration,
anger, fear, feelings of loss, embarrassment,
shame)

(E) Psychiatric disorder (eg, effect of TD on underlying

psychiatric condition, compliance with treatment for
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underlying condition, development of other psy-
chiatric symptoms [eg, anxiety] due to TD)

Social Functioning

Social withdrawal and social isolation are increased in
patients with schizophrenia or mood disorders who have
antipsychotic-induced TD.?>*? These types of negative
social effects of TD are experienced by both patients and
caregivers. For example, social isolation has been reported
by 72.7% of the patients with TD and 18.2% of the
caregivers, making it among the most commonly reported
negative impacts of TD.'® In addition, TD in patients with
schizophrenia is correlated to decreased likelihood for
marriage,*” and individuals with orofacial TD symptoms
are perceived as being less socially acceptable and as less
favorable potential friends and romantic partners.**-**
Physical Functioning

Increased TD severity is associated with greater impact
of the disease on multiple aspects of physical function-
ing, and these effects can be debilitating.'®*3-¢ Difficulty
speaking is one of the most commonly reported negative
impacts of TD, reported by 72.7% of the patients and
45.5% of the caregivers. Respiratory irregularities asso-
ciated with TD have also been reported in a small pro-
portion of patients hospitalized long term with
psychiatric disorders.’”** Other physically limiting con-
sequences of TD can include impaired gait, posture,
balance, range of motion, strength, eating/swallowing,
damage to teeth due to bruxism, pain associated with
abnormal posturing (especially of the neck), and reduced
fine motor function (eg, hand dexterity), which can have
a profound impact on the performance of activities of
daily living, such as grooming, dressing, toileting, bath-
ing, ambulation, and transportation.'®:2-3%:37

Vocational Functioning

TD is associated with increased likelihood of unemploy-
ment and underemployment. For example, in a Malaysian
study of 71 patients with antipsychotic-related TD, 75% of
the patients were unemployed, although most patients had
only mild psychotic symptoms and had completed second-
ary education.>® Similarly, a prospective cohort study of
739 patients with antipsychotic exposure found that indi-
viduals with TD were significantly less likely to be work-
ing or studying than those without TD. More than half of
patients with TD reported that their employment status
was “disabled” (P = 0.0027 vs patients without TD).?

lead to
a perception that individuals with orofacial symptoms are
than TD. 334
Negative effects on employment may also be a result of

Stigma associated with TD can also

less employable individuals without
patients with uncontrolled TD avoiding public places and

attempting to hide their abnormal movements.>’

Psychological Functioning

TD can cause patients to develop odd postures and move-
ments that can invite ridicule and ostracism.'® As a result,
many patients with TD report feeling embarrassed by their
medical condition (eg, feeling like people are staring at
them in public places).'*?**!* Many patients and care-
givers describe emotional and social impacts of TD as the
most debilitating features of this disease.”’ For example, in
a series of qualitative interviews, Farber and colleagues'®
found that unwanted attention related to TD was the most
common negative effect of disease, reported by 90.9% of
the patients and 45.5% of the caregivers In another study,
75.5% of the patients with TD reported feelings of self-
consciousness or embarrassment related to their involun-
tary movements.'"

Underlying Psychiatric Disorders
Patients with severe or refractory schizophrenia or other
psychosis may be prescribed higher doses of antipsycho-
tics, which are known to increase the risk for TD.>”** Use
of higher antipsychotic doses may explain observations
that TD appears to be associated with a worse long-term
disease course of schizophrenia.'®*' Thus, studies exam-
ining the relationship between severity of TD and severity
of schizophrenia can be confounded by antipsychotic dose.
In many cases, doses of antipsychotic medications are
reduced in an attempt to prevent or ameliorate symptoms
of TD. However, this strategy can result in insufficient
control or relapse of the underlying psychiatric illness

and may also cause withdrawal dyskinesias.':'*4!4?

Time Points for Assessing the Impact of
TD

Recommendation #4: Assessment of TD impact should be
a routine aspect of the evaluation performed at every
patient visit because TD impact varies over time and can
influence treatment decisions.

The ongoing monitoring of impact is consistent with
the American Psychiatric Association recommendation to
use the AIMS or a similar instrument to periodically
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monitor for the development of worsening movements in
patients treated with antipsychotics.**

Frequent assessment of TD impact is important
because of the variable and often unstable nature of the
condition over time.'? Additionally, TD impact may
change in response to treatment, external circumstances,
or changes in personal situations (eg, employment).
Given the potentially broad impact of TD on all aspects
of life, the patient’s entire health care team should be
involved in the assessment process.

Despite the importance of measuring TD impact, there
has been limited progress toward implementation of impact-
specific instruments or assessment procedures in routine
clinical practice. In research settings, several tools have
been used to assess the severity of TD symptoms, such as
accelerometers, position transducers, electromyography, gait
analysis, computerized analysis of motor speech disorders,
pegboard and spiral-drawing tests, measurement of hand and
postural tremors, isometric strength assessment, cognition-
based assessments, and other TD-specific patient-reported
outcome measures.'>***> However, use of these research
tools is limited in clinical settings.

When patients are treated for TD, assessment of
changes in the degree of impact in response to treatment
should be part of routine clinical evaluations.' In patients
with untreated TD, routine monitoring should be per-
formed to quickly identify any worsening of the condition
or its impact, which may warrant the initiation of treatment
for TD."'?

Approaches to Assessing the Impact of
D

Recommendation #5: The

Recommendation #3 should be utilized to assess TD impact.

key domains listed in
When assessing TD impact, clinicians should consult with
the patient directly and/or with caregivers, family, and
friends, especially when the individual has limited insight
into their abnormal movements and their impact on function.

The key domains proposed here are more specific than
AIMS items 9 and 10, which are global measures of incapa-
citation and distress.*® Ttem 9 is a global judgment of inca-
pacitation due to abnormal movements, rated from 0 = none/
normal to 4 = severe, and item 10 rates the patient’s aware-
ness of abnormal movements and level of distress due to the
abnormal movements on an adjusted scale from 0 = no

awareness to 4 = awareness with severe distress.*’

Initiating Treatment of TD

Recommendation #6: A shared decision to initiate treat-
ment of TD, as well as the urgency with which to initiate
treatment, should consider the degree of impact.

Treatment of TD is a shared decision between the
patient, his or her caregiver(s), and the clinician to be
evaluated on a case-by-case basis, considering the levels
of distress and impairment to the patient resulting from
dyskinetic movements.'' Clinicians should be aware that
each person may be impacted in different ways than other
individuals experiencing similar degrees of abnormal
movements, depending upon each individual’s personal
situation.”* The impact of TD for each individual may
change over time (eg, for a person who had not planned
to have a job but then received an employment
opportunity).”*

Even if a patient’s dyskinetic movements are considered
mild, the impact of TD may be significant to that
individual.** Other elements to consider when pursuing TD
treatment include the individual’s risk for worsening TD and
the impact of treatment on the underlying psychiatric
illness.'®"! Treatment of TD is appropriate when the impact
of TD outweighs the risk of treatment.” Examples of factors
that may worsen TD and TD impact include antipsychotic
medication, anticholinergic medication, and external cir-
cumstances/stressors (eg, the current global pandemic).*’

Discussion

TD can have a profound negative impact on many differ-
ent functional domains. Physical symptoms of TD can
impact communication; swallowing, eating, dentition;
gait and posture; and ability to perform activities of daily
living (eg, writing, use of technology, self-care).'” These

effects
3234

physical can significantly impact social

relationships and the ability to obtain or maintain
employment?; can lead to feelings of shame, embarrass-
ment, and helplessness; and can impair psychological
functioning.!" TD can also have a negative impact on

a patient’s underlying psychiatric illness.

Current Unmet Needs and Future

Directions

There is currently no single clinical tool that can facilitate
measuring of the impact of TD.'? Current methods used
for the evaluation of TD movements and impact are often
informal and their use is restricted due to lack of time
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during patient visits and the perception of added burden
when using standardized rating scales.

A concise easy-to-use validated instrument would be
valuable for the assessment of the potentially broad-
ranging social, physical, vocational, psychological, and
psychiatric impacts of TD. Now that approved pharma-
cotherapies are available to treat TD, a validated tool
would also be helpful to assess whether the impact of TD
is reduced in treated patients and whether these improve-
ments are maintained over time. Having a baseline assess-
ment using this type of tool would aid in decisions about
when to initiate or modify treatment of TD."?

To fill this unmet need, a simple TD impact scale could
be developed using the key domains identified by this
consensus panel (ie, social, physical, vocational, and psy-
chological functioning and the impact of TD on the under-
lying psychiatric disorder). Ideally, such an instrument
would be relatively short (eg, with 1-2 questions per
domain) and would have uniform rating scales for each
question based on either frequency or severity of impact.

Conclusion

Overall, the recommendations presented here are intended
to provide consensus-based guidance on assessment of the
impact of TD across a broad range of functional domains,
including social, physical, vocational, and psychological
functioning, and the impact of TD on the underlying
psychiatric disorder. Timely assessment of TD impact
has the potential to better inform shared clinical treatment
decision-making to reduce the overall impact of TD, and
to hopefully improve long-term patient outcomes.
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