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Introduction and Objective

• Tardive dyskinesia (TD) is a persistent movement disorder that can occur after 
exposure to dopamine receptor blocking agents (DRBA), such as 
antipsychotics1

• Valbenazine (INGREZZA) is a novel, highly selective vesicular monoamine 
transporter 2 (VMAT2) inhibitor that is the first and only FDA-approved 
product indicated for the treatment of TD in adults

• In double-blind, placebo-controlled trials, once-daily treatment with 
valbenazine resulted in significantly greater TD improvements as compared 
with placebo1,2

• This presentation will highlight the long-term efficacy and tolerability profile 
of valbenazine in subjects who received up to 48 weeks of treatment

1. O’Brien CF, et al. Mov Disord 2015;30:1681.  2. Hauser RA, et al. Am J Psychiatry 2017; in press.



Study Design 

KINECT 3 included a double-blind, placebo-controlled period (6 weeks), a valbenazine 
extension period (42 weeks), and valbenazine-free follow-up period (4 weeks)
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DBPC, double-blind placebo-controlled; VBZ, valbenazine.



Methods

• Subjects were required to have a stable psychiatric status before entering the DBPC period; stable 
doses of concomitant meds to treat the psychiatric disorders were allowed throughout the study 

• Key inclusion criteria: 
• DSM diagnosis of DRBA-induced TD for ≥3 months prior to screening

• Diagnosis of schizophrenia/schizoaffective disorder or mood disorder

• Brief Psychiatric Rating Scale score <50 at screening

• Moderate or severe TD as qualitatively assessed by a blinded, external reviewer using an Abnormal Involuntary 
Movement Scale (AIMS) video at screening 

• Key exclusion criteria: 
• Active, clinically significant, and unstable medical condition within 1 month prior to screening

• Comorbid movement disorder (e.g., parkinsonism, akathisia, truncal dystonia) that was more prominent than TD

• Significant risk for active suicidal ideation, suicidal behavior, or violent behavior 

• Efficacy endpoints: 
• AIMS mean score changes from DBPC baseline by study visit 

• Clinical Global Impression of Change-TD (CGI-TD) mean scores by study visit

• AIMS response (≥50% score improvement) and CGI-TD response (score ≤2 [“much improved” or “very much 
improved”])



Baseline Characteristics 
(DBPC ITT Population)

Characteristics Placebo

(n=76)

Valbenazine

40 mg

(n=70)

Valbenazine

80 mg

(n=79)

Age, mean years (SD) 57 (10.5) 55 (8.6) 56 (10.1)

Male, n (%) 42 (55.3) 40 (57.1) 39 (49.4)

Schizophrenia/Schizoaffective disorder, n (%) 50 (65.8) 46 (65.7) 52 (65.8)

BPRS score at screening, mean (SD) 29.3 (7.0) 30.2 (7.4) 29.1 (6.6)

AIMS score, mean (SD) 9.9 (4.3) 9.8 (4.1) 10.4 (3.6)

Concomitant Medications, n (%)

Any antipsychotic 63 (82.9) 66 (91.7) 65 (82.3)

Atypical antipsychotic 59 (77.6) 56 (80.0) 57 (72.2)

Typical antipsychotic 8 (10.5) 13 (18.6) 13 (16.5)

AIMS, Abnormal Involuntary Movement Scale; BPRS, Brief Psychiatric Rating Scale; DBPC, double-blind placebo-controlled; ITT, intent-to-treat; 
SD, standard deviation.

Hauser RA, et al. Am J Psychiatry 2017; in press.



**P<0.01; ***P<0.001 vs. placebo; based on least squares mean change from DBPC baseline using a mixed-effects model for repeated measures.
AIMS, Abnormal Involuntary Movement Scale; BL, baseline; DBPC, double-blind placebo-controlled; ITT, intent-to-treat; SEM, standard error of the mean; 
VBZ, valbenazine; VE, valbenazine extension.

AIMS Score Mean Change From Baseline by Study Visit (ITT Population)
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CGI-TD Mean Scores by Study Visit 
(ITT Population)

CGI-TD, Clinical Global Impression of Change-Tardive Dyskinesia; DBPC, double-blind placebo-controlled; ITT, intent-to-treat; VBZ, valbenazine; 
VE, valbenazine extension.



Response Rates by Study Visit
(ITT Population)

AIMS Response

(≥50% score improvement from DBPC baseline)

CGI-TD Response

(score ≤2)

AIMS, Abnormal Involuntary Movement Scale; CGI-TD, Clinical Global Impression of Change-Tardive Dyskinesia; DBPC, double-blind placebo-controlled; 
ITT, intent-to-treat; VBZ, valbenazine; VE, valbenazine extension.



Safety and Tolerability

• During the VE period, the overall incidence of treatment-emergent 
adverse events (TEAEs) in the safety population was 69.2%, and 
discontinuation due to TEAEs was 15.7%

• Common TEAEs (≥5% in either valbenazine group)

• No clinically relevant changes were identified in clinical laboratory, 
vital sign, or ECG parameters

TEAE by preferred term
Valbenazine 40 mg

(n=97)
Valbenazine 80 mg

(n=101)
Valbenazine Total

(n=198)

Headache 7 (7.2) 7 (6.9) 14 (7.1)

Urinary tract infection 6 (6.2) 7 (6.9) 13 (6.6)

Diarrhea 3 (3.1) 8 (7.9) 11 (5.6)

Dizziness 4 (4.1) 7 (6.9) 11 (5.6)

Suicidal ideation 5 (5.2) 5 (5.0) 10 (5.1)

Depression 6 (6.2) 2 (2.0) 8 (4.0)



Conclusions

• In the 6-week DBPC KINECT 3 study, TD improvements were 
greater with valbenazine vs placebo

• Results from the extension period demonstrated sustained TD 
improvement with long-term valbenazine treatment, as indicated 
by AIMS score mean changes, CGI-TD mean scores, and response 
rates (AIMS and CGI-TD)

• After the valbenazine-free period (Week 52), TD severity began 
reverting towards baseline levels and response rates were lower 
than those observed during the first VE study visit (Week 8)

• In conjunction with the long-term safety profile of valbenazine 
(Poster #017), these results suggest that valbenazine may be a 
promising therapy for the long-term management of TD



Questions?


