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Abstract 
Objective: To evaluate the long-term 
effects of once-daily valbenazine (40 or 
80 mg) on tardive dyskinesia (TD) in 
elderly adults (age ≥65 years). 

Methods: Data were pooled from two 
48-week studies, KINECT 3 extension 
(NCT02274558) and KINECT 4 
(NCT02405091), with analyses 
performed over time in elderly 
participants (≥65 years) and at Week 
48 by age group (<65 and ≥65 years). 
Outcomes included mean change in 
Abnormal Involuntary Movement Scale 
(AIMS) total score, AIMS response 
thresholds (≥30% and ≥50% 
improvement from baseline), and 
response threshold for Clinical Global 
Impression of Change–TD (CGI-TD) and 

Patient Global Impression of Change 
(PGIC), defined as a score ≤2 (“much 
improved” or “very much improved”). 
Safety assessments included 
treatment-emergent adverse events 
(TEAEs) and psychiatric symptom 
scales (eg, Positive and Negative 
Syndrome Scale). 

Results: Of the pooled analysis population 
(N = 304), 55 (18.1%) were ≥65 years of 
age. The mean change from baseline in 
AIMS total score (±standard error) in the 
≥65-year age group increased from 
Week 8 (−4.5 ± 0.7; first visit after dose 
escalation in KINECT 4) through Week 48 
(−8.8 ± 0.9). These robust and sustained 
improvements were consistent with the 
percentage who met response 
thresholds at Weeks 8, 24, and 48: 
AIMS ≥30% improvement (58.0%, 88.5%, 

and 89.3%); AIMS ≥50% improvement 
(40.0%, 65.4%, and 82.1%); CGI-TD 
score ≤2 (33.3%, 88.5%, and 92.9%); and 
PGIC score ≤2 (43.1%, 84.6%, and 85.7%). 
The most common TEAEs among elderly 
participants were urinary tract infections 
(10.9%) and somnolence (10.9%). 
Psychiatric status remained stable during 
the studies. 

Conclusion: Valbenazine was safe and 
effective in elderly adults who received 
up to 48 weeks of treatment. Long-term 
treatment led to substantial and 
sustained TD improvements per clinician 
assessment (AIMS, CGI-TD) and patient 
report (PGIC), with no impact on 
psychiatric stability. 
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O lder age is associated with an increased risk for 
tardive dyskinesia (TD), a persistent and often 
disabling hyperkinetic movement disorder 

associated with exposure to antipsychotics and other 
dopamine receptor blocking agents (DRBAs).1 Per the 
American Psychiatric Association, TD symptoms 
generally emerge after 3 or more months of DRBA 
exposure and can appear long after the offending agent is 
stopped. However, individuals aged 60 years and older 
may develop TD after as little as 1 month of exposure.2 

The association between older age and increased TD 
risk was demonstrated in 2 prospective studies of 
patients ≥55 years old and initiating antipsychotic 
treatment. One study found the cumulative incidence of 

TD to be 25% after 1 year of exposure to first-generation 
antipsychotics (FGAs) and 53% after 3 years, which was 
3–5 times higher than had been reported in younger 
adults.3 The other study found the cumulative risk for TD 
with second-generation antipsychotics (SGAs) to be 
5%–7% after 1 year of exposure and 7%–11% after 
2 years, with even higher risks among women, African 
Americans, and patients with no prior antidepressant 
treatment.4 Consistent with these results, a meta- 
analysis of data from 41 studies showed a significant 
association between higher TD prevalence and increased 
mean age.5 

As a movement disorder that can affect all body 
regions, TD can have substantial impacts in elderly 
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adults.6–9 Abnormal involuntary movements in the lower 
limbs can lead to impaired gait or balance.10,11 Orofacial 
movements can cause or exacerbate eating/swallowing 
difficulties and dental problems, while truncal dyskinesia 
can impede breathing and complicate respiratory 
conditions.10,12–14 Moreover, elderly adults may be 
particularly prone to the social isolation often associated 
with TD and have a greater need for caregiver 
assistance.8,15,16 In a real-world study of patients with 
clinician-confirmed suspected TD, older patients 
(≥55 years) reported that their uncontrolled movements 
had “some” or “a lot” of impact on their ability to continue 
daily activities (41.4%), socialize (40.5%), or take care of 
themself (29.7%).8 

Valbenazine is a once-daily, single-capsule, vesicular 
monoamine transporter 2 (VMAT2) inhibitor that is 
approved for the treatment of TD in the US, Japan, 
Singapore, Thailand, Indonesia, Malaysia, and South 
Korea and is under regulatory review in Taiwan. In the 
US, it is also approved for chorea associated with 
Huntington disease (HD).17,18 Valbenazine is the only US 
Food and Drug Administration–approved medication for 
TD with enough data in the elderly to specifically have a 
statement in the label that no dose adjustment is 
required for patients aged 65 years and older.17 

The characteristics of valbenazine (ie, no titration 
required to reach an effective and tolerable dose, once- 
daily dosing, no extended-release coating) and its 
formulations (ie, 3 effective dosage strengths sprinkle 
formulation that can be mixed with soft foods) make it 
potentially uniquely appropriate for elderly patients with 
TD. Data from in vitro studies indicate that acceptable 
levels of valbenazine are recovered when contents of the 
capsules are removed, manually crushed, and added to a 
wide range of soft foods and liquids or dispersed in water 
and passed through a gastrostomy tube.19 These 
alternative modes of delivery may be particularly 
valuable for elderly patients who have difficulty 
swallowing whole pills due to TD or other impairments. 
The prescribing information for deutetrabenazine (also 

approved for TD and HD chorea) specifically prohibits 
chewing, crushing, or breaking the tablets, including the 
extended-release form.20 

A previous post hoc analysis of valbenazine data in 
adults aged ≥55 years demonstrated robust TD 
improvements in this age group.21 However, aging 
populations are important considerations—both in the 
US, with the number of people aged ≥65 years projected 
to increase from 57.8 million in 2022 to 82.1 million by 
2050,22 and globally, with the proportion of persons 
aged ≥65 years projected to increase from 10% in 2022 to 
16% in 2050.23 In spite of these demographic trends, 
there is still a relative paucity of information on 
valbenazine efficacy and safety in relation to increasing 
age. To address this gap, data from 2 long-term studies, 
KINECT 3 extension (NCT02274558) and KINECT 4 
(NCT02405091),24,25 were analyzed post hoc in 
participants aged 65 years and older. 

METHODS 

Study Design and Participants 
Detailed methods and results of the long-term 

valbenazine clinical trials have been previously 
published.24,25 Study protocols were approved by the 
institutional review board at each site, and all 
participants provided written informed consent. 

KINECT 3 included a 6-week double-blind placebo- 
controlled (DBPC) period followed by a 42-week 
extension period with double-blinded valbenazine 
dosing (40 or 80 mg, once-daily). In KINECT 4, 
participants received 48 weeks of open-label valbenazine, 
starting at 40 mg for 4 weeks followed by an escalation to 
80 mg based on efficacy and tolerability. In both studies, 
participants unable to tolerate 80 mg were allowed a dose 
reduction to 40 mg; those unable to tolerate 40 mg were 
discontinued. 

Participants in both studies met the following criteria: 
Diagnostic and Statistical Manual of Mental Disorders 
(DSM) diagnosis of schizophrenia, schizoaffective 
disorder, or mood disorder; DSM diagnosis of 
neuroleptic-induced TD for ≥3 months prior to screening; 
and psychiatric stability prior to study entry (eg, Brief 
Psychiatric Rating Scale score <50 at screening). Key 
exclusion criteria included the following: active, clinically 
significant, and unstable medical condition within 
1 month prior to screening; comorbid movement 
disorder more prominent than TD; and significant risk for 
active suicidal ideation, suicidal behavior, or violent 
behavior. Both studies allowed concomitant use of all 
medications required to treat participants’ medical and 
psychiatric conditions, including FGAs and SGAs, 
antidepressants, and anticholinergics (eg, benztropine, 
trihexyphenidyl), provided that no changes in dosing, 
dosing frequency, or medication (starting or 

Clinical Points 
• Older patients who take antipsychotics or other dopamine 

receptor blocking agents have a higher risk of developing 
tardive dyskinesia (TD), but treatment-related data in more 
elderly patients (≥65 years) had been lacking. This article 
reports on data indicating that once-daily valbenazine is 
effective and well-tolerated in the ≥65-year age group. 

• Valbenazine is the only approved TD medication with 
sufficient clinical trial data indicating that no dose reduction 
is needed in patients who are ≥65 years of age. 
Valbenazine has a sprinkle formulation that can be added 
to soft foods, and there is no prohibition on crushing the 
compacted powder formulation. 
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discontinuing) were made within 30 days prior to 
screening. 

Post Hoc Analyses 
Data were pooled at baseline and postbaseline visits 

as follows: Week 8 (both studies); Week 12/16 (KINECT 
4/KINECT 3); Week 24 (KINECT 4); Week 32/36 
(KINECT 3/KINECT 4); Week 48 (both studies) 
(Supplementary Figure 1). The 40-mg dose group 
included participants who were randomized to 
valbenazine 40 mg at baseline in the KINECT 3 DBPC 
period or did not have a dose escalation in KINECT 4. The 
80-mg dose group included participants who were 
randomized at baseline to valbenazine 80 mg in KINECT 
3 and those who were escalated to 80 mg at Week 4 in 
KINECT 4. Participants who had a dose reduction from 
80 mg to 40 mg in either study were included in the 80- 
mg dose group. Participants who initially received placebo 
in the KINECT 3 DBPC period were excluded from 
analyses, along with those from KINECT 4 who had no 
efficacy assessments at Week 8 (first study visit after dose 
escalation) or later. 

TD Assessments 
Changes in TD were assessed using the Abnormal 

Involuntary Movement Scale (AIMS), as evaluated by 
blinded central video raters in KINECT 3 and on-site 
raters in KINECT 4, the Clinical Global Impression of 
Change-Tardive Dyskinesia (CGI-TD), and the Patient 
Clinical Global Impression of Change (PGIC). 

The following outcomes were analyzed descriptively 
in elderly participants (≥65 years), with no imputation for 
missing values: mean change from baseline in AIMS 
total score (sum of items 1–7); clinically meaningful 
threshold for AIMS response, defined as ≥30% total score 
improvement from baseline26; protocol-defined 
threshold for AIMS response, defined as ≥50% 
improvement; CGI-TD response, defined as a score ≤2 
(1 = “very much improved” or 2 = “much improved”); 
and PGIC response, also defined as a score ≤2. 

At Week 48, these outcomes were analyzed by dose 
(40 mg, 80 mg) and age (<65 years, ≥65 years). 
Differences between the age subgroups were analyzed 
using a 2-sample t test for the mean change in AIMS 
total score and a chi-square test for AIMS, CGI-TD, and 
PGIC response. 

Safety Assessments 
Treatment-emergent adverse events (TEAEs) were 

monitored in all participants throughout both studies. 
The Positive and Negative Syndrome Scale (PANSS) and 
Calgary Depression Scale for Schizophrenia (CDSS) 
scores were administered to participants with 
schizophrenia or schizoaffective disorder. The Young 
Mania Rating Scale (YMRS) and Montgomery-Asberg 
Depression Rating Scale (MADRS) were administered to 

those with a mood disorder. The Barnes Akathisia Rating 
Scale (BARS) and the Simpson-Angus Scale (SAS) scores 
were administered to all participants. 

The incidence of TEAEs, including serious TEAEs and 
TEAEs leading to discontinuation, were analyzed by age 
(<65 years, ≥65 years) using a χ2 test. Mean changes 
from baseline in psychiatric symptom scales (PANSS, 
CDSS, YMRS, MADRS) and abnormal movement scales 
(BARS, SAS) were analyzed descriptively by study visit in 
the elderly subgroup, with no imputation for missing 
values. At Week 48, these outcomes were analyzed by 
dose (40 mg, 80 mg) and age (<65 years, ≥65 years). 
Differences between the age subgroups were analyzed 
using a 2-sample t test. 

RESULTS 

Participants 
The pooled analysis population included 

304 participants, 55 (18.1%) of whom were 65 years and 
older (“elderly”). Overall, 181 (59.5%) reached the Week 
48 visit with no statistically significant difference 
between elderly participants (50.9% [28/55]) and 
younger participants (61.4% [153/249]). 

Ages in the elderly subgroup ranged from 65 to 
83 years, and the mean age was 69.8 years (Table 1). 
Compared to the younger subgroup, a higher percentage 
of elderly participants were female (52.7% vs 45.4%) and 
white (76.4% vs 59.0%). AIMS total score was 
approximately 12 points at baseline in both age 
subgroups. 

Valbenazine Effects on TD 
In participants ≥65 years of age who received either 

dose of valbenazine (40 mg or 80 mg), AIMS total score 
improvement exceeded the estimated minimal clinically 
important difference (MCID26) of −2 points for 
valbenazine in TD at all analysis timepoints (Figure 1A, 
left panel). Mean changes at Weeks 8, 24, and 48 in the 
≥65-year group were −4.5 ± 0.7 (n = 50), −8.6 ± 0.9 
(n = 26), and −8.8 ± 0.9 (n = 28), respectively. By end of 
treatment at Week 48, substantial improvements were 
observed with both valbenazine doses in both age 
groups: <65 years (40 mg: −5.5 [n = 46]; 80 mg: 
−8.3 [n = 105]); ≥65 years (40 mg: −6.4 [n = 8]; 80 mg: 
−9.8 [n = 20]) (Figure 1A, right panel). 

The proportion of elderly participants who met the 
clinically meaningful ≥30% threshold for AIMS response 
increased from Week 8 (58.0%) to Week 24 (88.5%) and 
was sustained through Week 48 (89.3%) (Figure 1B, left 
panel). Similar results were found using the more 
stringent ≥50% threshold for response baseline, with 
percentages increasing from Week 8 (40.0%) to Week 24 
(65.4%) and through Week 48 (82.1%) (Figure 1C, left panel). 
In both age subgroups, a greater proportion of participants 
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met the AIMS response thresholds with valbenazine 80 mg 
than with 40 mg (Figures 1B and 1C, right panels). 

AIMS outcomes in the elderly subgroup were 
supported by results from the CGI-TD and PGIC analyses. 
With both scales, the percentage of elderly participants 
who had a score ≤2 (“much improved” or “very much 
improved”) increased from Week 8 to Week 24 and then 
was sustained through Week 48 (Figures 2A and 2B, left 
panels). At Week 48, 92.9% of elderly participants had a 
CGI-TD score ≤2, which was significantly higher than the 
76.5% of younger participants who met this threshold of 
improvement (Figure 2A, right panel). For PGIC, 85.7% of 
elderly participants had a score ≤2 at Week 48, which was 
not statistically significant relative to the younger 
subgroup (Figure 2B, right panel). 

Adverse Events 
There were no statistically significant differences 

between age subgroups for the incidence of TEAEs or 
serious TEAEs (Table 2). Urinary tract infection was 
common in both elderly and younger participants (10.9% 
and 8.4%, respectively), as was somnolence (10.9% and 
7.2%). A significantly higher percentage of elderly 
participants discontinued due to a TEAE compared to the 
younger subgroup (25.5% vs 13.3%, P = .023). Somnolence 
and hematuria led to discontinuation in 2 elderly 
participants; all other TEAEs leading to discontinuation 
occurred in 1 elderly participant. 

Two deaths occurred in the younger subgroup during 
the studies: 1 due to breast cancer and 1 due to multiple 
causes (hyperkalemia, cardiac failure, hepatic failure, 
diabetes mellitus, metabolic acidosis, and pleural 
effusion). One death occurred in the elderly subgroup due 
to a possible cardiovascular event. Study investigators 
did not judge any death as related to treatment. 

Psychiatric and Movement Scales 
Psychiatric status remained stable throughout 

valbenazine treatment in elderly participants with 

schizophrenia or schizoaffective disorder (PANSS, CDSS) 
or a mood disorder (YMRS, MADRS) (Figures 3A–3D). 
Mean changes from baseline over time in movement scale 
scores indicated no emergence or worsening of akathisia 
(BARS) or drug-induced parkinsonism (SAS) (Figures 3E 
and 3F). Mean changes from baseline to Week 48 in these 
psychiatric symptom scales and movement scales were 
minimal, with no significant differences between elderly 
and younger participants and indicating maintenance of 
psychiatric stability throughout the studies 
(Supplementary Table 1). 

DISCUSSION 

To date, the findings in this report are the first and 
only available analyses of clinical trial data for a 
VMAT2 inhibitor in adults with TD who were aged 
65 years and older. Given the projected rates of 
population aging in the US and globally,22,23 along with the 
increased risk of TD with older age and historic under- 
representation of adults aged ≥65 years in clinical trials,27 

these results address an important gap in TD research. 
The data in this report are from post hoc analyses of 

2 phase 3 trials, KINECT 3 extension and KINECT 4, in 
which participants received once-daily valbenazine (40 or 
80 mg) for up to 48 weeks.24,25 Post hoc analyses of these 
data suggest that elderly participants achieved clinically 
meaningful improvements in TD within 8 weeks of 
valbenazine treatment, with substantial improvement for 
those who received 24 weeks of treatment, followed by 
sustained improvement up to 48 weeks. 

Two clinician-rated assessments (AIMS, CGI-TD) and 
1 patient-reported assessment (PGIC) were used to evaluate 
the long-term effects of valbenazine in elderly participants. 
In KINECT 3, the AIMS was scored by central video raters 
who were blinded to treatment assignment (during the 
DBPC period), valbenazine dose (during the extension 
period), and study visit (during both periods). In KINECT 
4, blinded central video raters were used for selected 
visits; however, AIMS scoring by nonblinded study-site 
investigators was conducted at every visit. For this pooled 
analysis, all AIMS scores for KINECT 4 were based on the 
investigators’ ratings. The primary reports of these studies 
indicated that AIMS scores at baseline were higher (more 
severe) when abnormal movements were assessed by site 
investigators than by central video raters. 

At baseline, both age subgroups (<65 years, ≥65 years) 
had an AIMS total score of approximately 12, consistent 
with moderate-to-severe severity in 1 or more body 
regions. Based on observed cases, the mean change from 
baseline in elderly participants at Week 8 (−4.5 [n = 50]) 
exceeded the AIMS MCID for valbenazine (−2 points).26 

The mean decrease in AIMS total score was almost 
doubled at Week 24 (−8.6 [n = 26]), Week 32/36 
(−8.8 [n = 31]), and Week 48 (−8.8 [n = 28]). 

Table 1. 
Baseline Characteristics by Age 

<65 Years 
(n = 249) 

≥65 Years 
(n = 55) 

Age at informed consent, y 
Mean (SD) 53.9 (7.6) 69.8 (4.4) 
Median (min, max) 55.0 (26, 64) 69.0 (65, 83) 

Female, n (%) 113 (45.4) 29 (52.7) 
Race, n (%) 

White 147 (59.0) 42 (76.4) 
Black or African American 91 (36.5) 12 (21.8) 
Othera 11 (4.4) 1 (1.8) 

Body mass index, mean (SD), kg/m2 28.5 (5.6) 28.3 (5.6) 
AIMS total score, mean (SD) 12.5 (5.1 ) 12.0 (4.4) 

aIncludes Asian, American Indian/Alaska Native, Native Hawaiian/Pacific Islander, 
other (unspecified), and multiple (unspecified). 

Abbreviation: AIMS = Abnormal Involuntary Movement Scale. 
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Figure 1. 
Abnormal Involuntary Movement Scalea 
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Abbreviations: AIMS = Abnormal Involuntary Movement Scale, MCID = minimal clinically important difference, SEM = standard error of the mean. 
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To evaluate clinical meaningfulness, responder 
analyses based on individual score changes were 
conducted. One analysis identified participants who had 
at least a 30% decrease from baseline in AIMS total score, 
which was determined to be a clinically meaningful 
threshold for response.26 The other used a ≥50% 
threshold, which was based on the definition of AIMS 
response used in both study protocols. In addition to the 
AIMS analyses, responder analyses for CGI-TD and 
PGIC were conducted using a score ≤2 (“much 
improved” or better) as the response threshold. With all 
3 scales, the percentage of elderly participants who 

met thresholds for response increased over time. 
Comparisons with the younger subgroup indicated no 
statistical differences for any of these outcomes at 
Week 48, except for CGI-TD response (92.9% vs 76.5% 
[<65 years]; P = .050). 

When considered in conjunction with the prior post 
hoc analyses of AIMS and CGI-TD data in older adults 
(≥55 years, mean age of 62.4 years),21 the current post 
hoc analyses in elderly adults (≥65 years, mean age of 
69.8 years) provides a glimpse of what might be 
expected with valbenazine treatment as TD patients 
advance through later life. In terms of efficacy, the 

Figure 2. 
Clinician and Patient Global Impression of Changea 
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participants who had a dose reduction from 80 mg to 40 mg. For CGI-TD and PGIC, score of 1 indicates “very much improved,” and score of 2 indicates “much improved.” 

*P = .050 vs younger subgroup. 
Abbreviations: CGI-TD = Clinical Global Impression of Change-Tardive Dyskinesia, PGIC = Patient Global Impression of Change. 

Posting of this PDF is not permitted. | For reprints or permissions, contact 
permissions@psychiatrist.com. | © 2025 Physicians Postgraduate Press, Inc. 

6 J Clin Psychiatry 86:2, June 2025 | Psychiatrist.com 

Sajatovic et al 

mailto:permissions@psychiatrist.com
https://www.psychiatrist.com/jcp
https://www.psychiatrist.com


post hoc analyses indicate no loss of valbenazine 
efficacy as age increases. At Week 48, a similar 
percentage of older and elderly participants met the 
response thresholds for AIMS (≥50% improvement: 
70.7% and 82.1%, respectively) and CGI-TD (score ≤2: 
82.8% and 92.9%). 

As in the ≥55-year age group,21 long-term 
valbenazine treatment was generally well tolerated in 
the ≥65 years age group. The prescribing information 
for valbenazine indicates that somnolence/sedation, 
which includes “somnolence” and “fatigue” (MedDRA 
terms), was the most common adverse reaction with 
valbenazine in placebo-controlled trials.17 In this post 
hoc analysis, 10.9% of elderly participants had 
somnolence (with 2 discontinuations) and 3.6% had 
fatigue (compared to 7.2% and 6.8%, respectively, in 
the younger subgroup). The incidence of dizziness and 
falls (5.5% for both) was similar to the younger 
subgroup (dizziness 6.0%, fall 3.6%), but these TEAEs 
may be of greater concern in the elderly subgroup due to 
their association with mortality and chronic disability.28 

Mean changes from baseline in psychiatric symptom 
scales were minimal at all pooled study visits, indicating 
maintenance of psychiatric stability during long-term 
valbenazine treatment. Mean changes in movement 

scales were also minimal; however, treatment- 
emergent parkinsonism has been observed with 
VMAT2 inhibitors, and valbenazine dosing should be 
reduced if these symptoms appear.17,20 

Several important limitations should be considered 
when interpreting the results of this post hoc analysis. The 
pooled study population, which included fewer elderly 
adults (n = 55) than younger adults (n = 249), might not 
be representative of the broader patient population with 
TD due to inclusion criteria (eg, requirement for stable 
psychiatric status prior to study entry); therefore, 
generalizability of the results is limited. Moreover, the 
statistical analyses were not corrected for multiple 
comparisons, and no conclusions can be drawn 
regarding dose effects because valbenazine dosing in 
KINECT 4 was determined by site investigators based on 
each participant’s tolerability and treatment response. 
Finally, potential selection bias due to study dropouts 
must be considered, particularly with regard to the 
higher incidence of TEAEs leading to discontinuation in 
the elderly subgroup. Nonetheless, findings from this post 
hoc analysis provide information about valbenazine 
treatment in adults with TD who are 65 years and older, 
a group in which clinical trial data are not publicly 
available for other TD medications. 

Table 2. 
Treatment-Emergent Adverse Events by Age 

<65 Years 
(n = 249) 

≥65 Years 
(n = 55) 

Any TEAE, n (%)a,b 178 (71.5) 40 (72.7) 
Urinary tract infection 21 (8.4) 6 (10.9) 
Somnolence 18 (7.2) 6 (10.9) 
Headache 24 (9.6) 3 (5.5) 
Dizziness 15 (6.0) 3 (5.5) 
Suicidal ideation 14 (5.6) 3 (5.5) 
Fall 9 (3.6) 3 (5.5) 
Hypertension 5 (2.0) 3 (5.5) 
Chronic obstructive pulmonary 
disease 

3 (1.2) 3 (5.5) 

Fatigue 17 (6.8) 2 (3.6) 
Any serious TEAEa,c 41 (16.5) 10 (18.2) 
Any discontinuation due to TEAEd,e 33 (13.3)f 14 (25.5) 

Somnolence 0 2 (3.6) 
Hematuria 0 2 (3.6) 

Deathg 2 (0.8) 1 (1.8) 

aNo statistical significance between age subgroups was found for any TEAE or any serious TEAE. 
bTEAEs that occurred in ≥5% of participants in either age subgroup are presented. No statistical analyses were 

conducted for individual TEAEs. 
cNo serious TEAEs occurred in ≥2% of participants in either age subgroup. 
dStatistical significance between age subgroups was found for any discontinuation due to TEAE (P = .023). 
eTEAEs that led to discontinuation in ≥2% of participants in either age subgroup are presented. No statistical 

analyses were conducted for individual TEAEs. 
fIncludes 1 participant who discontinued between Week 48 (end of treatment) and Week 52 (end of treatment- 

free follow-up). 
gDue to breast cancer (48-year-old woman), multiple causes (hyperkalemia, cardiac failure, hepatic failure, 

diabetes mellitus, metabolic acidosis, and pleural effusion; 59-year-old man), and possible cardiovascular 
event (73-year-old man). No deaths were judged by investigators as related to treatment. 

Abbreviation: TEAE = treatment-emergent adverse event. 

Posting of this PDF is not permitted. | For reprints or permissions, contact 
permissions@psychiatrist.com. | © 2025 Physicians Postgraduate Press, Inc. 

J Clin Psychiatry 86:2, June 2025 | Psychiatrist.com 7 

Valbenazine in Elderly Adults With Tardive Dyskinesia 

mailto:permissions@psychiatrist.com
https://www.psychiatrist.com/jcp
https://www.psychiatrist.com


Figure 3. 
Psychiatric and Movement Scales in Participants ≥65 Yearsa 
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aIncludes participants from KINECT 3 and KINECT 4 at all visits except Week 24 (KINECT 4 only, no Week 24 visit in KINECT 3). The valbenazine 80 mg group includes 
participants who had a dose reduction from 80 mg to 40 mg. Scales shown in panels A and B were administered to participants with schizophrenia or schizoaffective 
disorder; scales in panels C and D were administered to participants with a mood disorder. Scales in panels E and F were administered to all study participants. 
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CONCLUSIONS 

This post hoc analysis of data from 2 clinical trials of 
valbenazine indicates that elderly participants who 
received up to 48 weeks of treatment experienced 
substantial and sustained improvements in TD. 
Moreover, no new TEAEs of clinical concern were found 
in the elderly participants, and psychiatric stability 
was maintained through 48 weeks of treatment. 
These analyses, which are the first to evaluate a 
VMAT2 inhibitor in patients with TD aged 65 years and 
older, add to the evidence that suggests valbenazine may 
be a uniquely appropriate option for managing TD in the 
elderly age group. 
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SUPPLEMENTARY MATERIALS 

Supplementary Figure 1. Study Design  

 
Gray boxes indicate pooled study visits.  

a Participants who initially received placebo in KINECT 3 were excluded. 

b In KINECT 3, participants continued taking the valbenazine dose to which they were originally randomized. In KINECT 4, participants were 

escalated from 40 to 80 mg at Week 4 based on treatment response and tolerability. In both studies, dose reduction from 80 to 40 mg was allowed 

if tolerability issues arose.  

BL, baseline; DBPC, double-blind placebo-controlled. 

 



Supplementary Table 1. Psychiatric and Movement Scales Mean Score Change from Baseline to Week 48 by Age and Dose 

 <65 years  ≥65 years 

 VBZ 40 mg  VBZ 80 mga  All VBZb   VBZ 40 mg   VBZ 80 mga  All VBZb 

 
n 

Mean 

Change (SD)  n 

Mean 

Change (SD)  n 

Mean 

Change (SD)  n 

Mean 

Change (SD)  n 

Mean 

Change (SD)  n 

Mean 

Change (SD) 

Psychiatric scales                  

PANSS totalc 34 -1.9 (11.5)  71 -3.1 (7.9)  105 -2.7 (9.2)  6 -9.8 (12.9)  11 -3.8 (7.9)  17 -5.9 (10.0) 

PANSS positive symptomsc 34 -0.6 (2.9)  71 -0.6 (2.8)  105 -0.6 (2.8)  6 -3.2 (2.3)  11 -0.5 (2.8)  17 -1.4 (2.9) 

PANSS negative symptomsc 34 -0.4 (4.7)  71 -0.6 (2.9)  105 -0.5 (3.6)  6 -1.5 (4.7)  11 -0.5 (2.4)  17 -0.9 (3.3) 

CDSS totalc 34 0 (2.1)  71 -0.7 (2.5)  105 -0.5 (2.4)  6 -1.0 (1.6)  11 0 (2.3)  17 -0.4 (2.1) 

YMRS totald 13 -1.4 (3.1)  34 -1.1 (2.5)  47 -1.2 (2.7)  2 -1.5 (0.7)  9 0.2 (1.4)  11 -0.1 (1.5) 

MADRS totald 13 1.2 (4.9)  34 0.9 (6.2)  47 1.0 (5.8)  2 0 (0)  9 -3.1 (3.7)  11 -2.5 (3.5) 

Movement scales                  

BARS total 47 -0.7 (1.9)  104 -0.9 (1.8)  151 -0.8 (1.9)  8 -0.6 (1.2)  20 -0.6 (1.1)  28 -0.6 (1.1) 

BARS global 47 -0.2 (1.0)  105 -0.4 (0.8)  152 -0.3 (0.9)  8 -0.4 (0.7)  20 -0.3 (0.6)  28 -0.3 (0.6) 

SAS global 47 -0.1 (0.2)  105 -0.1 (0.3)  152 -0.1 (0.2)  8 0 (0.1)  20 -0.1 (0.2)  28 -0.1 (0.1) 

a Includes participants who had a dose reduction from 80 mg to 40 mg. 
b No statistical significance between age subgroups was found for outcomes in all valbenazine-treated participants. 
c In patients with a diagnosis of schizophrenia or schizoaffective disorder. 
d In patients with a diagnosis of mood disorder, including bipolar disorder and major depressive disorder. 

BARS, Barnes Akathisia Rating Scale; CDSS, Calgary Depression Scale for Schizophrenia; MADRS, Montgomery-Åsberg Depression Rating Scale; PANSS, Positive and 

Negative Syndrome Scale; SAS, Simpson-Angus Scale; SD, standard deviation; VBZ, valbenazine; YMRS, Young Mania Rating Scale. 
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