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Abstract

The academic technology assessment group (ATAG) reviewed a report submitted by the manufacturer of
valbenazine (Mitsubishi Tanabe Pharma Corporation) on the additional benefits and cost-effectiveness of
valbenazine compared to watchful waiting in patients with tardive dyskinesia. This report summarizes the re-
sults of the review and reanalysis by the ATAG. In evaluating the additional benefits of valbenazine, the man-
ufacturer conducted a meta-analysis of three endpoints for the 40 mg/day and 80 mg/day doses: changes
in the Abnormal Involuntary Movement Scale (AIMS) total score from baseline at Week 6; the percentage of
patients with = 50% improvement from baseline in the AIMS total score; and changes in the clinical global
impression of improvement of the tardive dyskinesia score from baseline obtained from J-KINECT, KINECT3,
and KINECT? trials. According to the results of the meta-analysis, valbenazine showed statistically significant
efficacy for these endpoints; therefore, the manufacturer concluded that valbenazine had additional benefits
over the comparator. In the reanalysis, the ATAG conducted a meta-analysis for the 80 mg/day dose without
KINECT? trial, because the dose was not 80 mg/day in the trial. The ATAG concluded that valbenazine had
additional benefits. Thus, because performing a cost-effectiveness analysis was appropriate, the ATAG ex-
amined the manufacturer’ s analysis. The manufacturer developed a microsimulation model that accounted
for antipsychotic discontinuation, resumption, and relapse of the primary diseases over time to reflect the
time course of each simulation sample. In this model, the manufacturer defined the health status based on
treatment response, antipsychotic medication use, and relapse of the primary diseases. The ATAG revised the
treatment response rate for valbenazine because the manufacturer’ s assumption was not appropriate in that
the treatment response rate was higher than that obtained from the available evidence in clinical trials. The
base-case analysis, based on a 50-time repetition of 10,000 samples, showed that valbenazine incurred an
additional cost of JPY 3,666,420 and an additional 0.55 quality-adjusted life years (QALYs) compared to the
comparator. This resulted in an incremental cost-effectiveness ratio (ICER) of JPY 6,719,339/QALY. In con-
clusion, for patients with tardive dyskinesia, the results by the ATAG suggested that the ICER for valbenazine
compared to watchful waiting was likely to fall between JPY 5 and 7.5 million/QALY from the perspective of

public healthcare payers in Japan.
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ASMR Amelioration du Service Médical Rendu
AIMS Abnormal Involuntary Movement Scale
CADTH Canadian Agency for Drugs and Technologies in Health
CGI-TD Clinical Global Impression-Tardive Dyskinesia-Improvement
HAS Haute Autorité de Santé
ICER Incremental cost-effectiveness ratio
IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
MMRM Mixed model with repeated measures
NICE National Institute for Health and Care Excellence
PBAC Pharmaceutical Benefits Advisory Committee
QALY Quality-adjusted life year
RCT Randomized controlled trial
RR Risk ratio
SMC Scottish Medicines Agency
SMR Service Médical Rendu
D Tardive dyskinesia
TEAE Treatment-emergent adverse event
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Z DD 42 ﬂ@%L%L&—@ﬂ;ﬁFaﬁcbm\f 3. WEENY FUFTT 72 REBCEI Y AT S ERE (XL
NF DV A0MgEERE /NI RF P2 80mgEE D W NS 111 DBIETENT T S, FEEIF TR
FYVEBICEI F I o EERE IIWEE D AR ERBAETORS N RS s,
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77w R%E 1R 1EROKS(6:8H)

HBTHA v

FI/NAE, EERL. 77 2R RIITHHE R
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—EE®
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R—=2Z4 H5DAIMSESR A7 EVE(FR SR 6:8)

F 4 BIRHFHEE B

O X 5 6B RDAIMSEET XA AT HAR—=Z T A »H 5 50% U EBE L - ERE DB &
O EFHIEY R F T T DML EIR(CGI-TD)HEFE

R

B 586 BESDAIMSZX O 72 E (BN ETHE)

INILRF D 40mgiE 5B (N=83) : -2.3(95%CI -3.0, -1.7)

NILNF D 80mgtk 58EH(N=82) : -3.7(95%CI -4.4, -3.0)

77 REE(N=84) : -0.1(95%Cl -0.8, 0.5)

NWARF Iy A0mgl 58 L 77 v REOEZB/N_EFHE) : -2.2 (95%Cl -3.0, -1.3, p < 0.001,
MMRM)

NWIRF Dy 80mglk 58 L 77 v REDOEB/N_FEFHE) @ -3.6 (95%Cl -4.5, -2.6, p < 0.001,
MMRM)

BEEBOBRADAIMSEERATHIIR=—R T4 > H 5 50%ULHE L EBEEOEIES

INILRF D A0mgk 5 EE(N=67) © 23.9%

NILRF D B80mgiE 58 (N=53) © 47.2%

75 REE(N=78) : 10.3%

(475 R p=0.027(40mg), p<0.001(80mg))

BE56EBEICEIFSCGI-TDR AT

INILRF P A0megt 5 EE(N=70) : 3.0 (95%Cl 2.8, 3.3)

NILRF D 80metk 5EE(N=60) : 2.8 (95%Cl 2.5, 3.0)

75 REE(N=80) : 3.4 (95%CI 3.2, 3.6)

NILRF Vv A0mgiR 58t L 75 RBEDZE 1 -0.4 (95%CI -0.7, -0.1) (p = 0.021)

NILNF D 80mgtk 5EEE 75 REEDZE 1 -0.6 (95%CI -1.0, -0.3) (p < 0.001)
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INILRF D A0mgiE 5 BE(N=85) : 0

IR F P 80mgi 5 EE(N=84) : 0

772 REE(N=84) : 0

77 R B ICH 1 A TEAED FE2H(%)

INILRF D A0mgR 5EE(N=85) : 54(63.5)
INILRF P 80mg 5EE(N=84) : 67(79.8)
75 REE(N=84) : 37(44.0)

77w R EHER IC B 1 B BRETEAE D FAE (%)

INILRF T A0mgi 5 E£(N=85) : 28(32.9)
INILRF U 80mgi 58E(N=84) : 46(54.8)
75w REE(N=84) : 11(13.1)
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® Hauser RA, Factor SA, Marder SR, Knesevich MA, Ramirez PM, Jimenez R, et al. KINECT 3: A
Phase 3 Randomized, Double-Blind, Placebo-Controlled Trial of Valbenazine for Tardive Dyskine-
sia. Am J Psychiatry. 2017;174(5):476-84. (2)

® Correll CU, Cutler AJ, Kane JM, McEvoy JP, Liang GS, O'Brien CF. Characterizing treatment effects
of valbenazine for tardive dyskinesia: Additional results from the KINECT 3 study. Journal of Clin-
ical Psychiatry. 2019;80(1). [3]

PR U B SR I5 R

NCT02274558 / NBI-98854-1304
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FYT EHESI N
© {1 S 5K ST MR E (BPRS) #5250 U E
® Positive and Negative Syndrome Scale(PANSS)D &5 2 2 7470 WU k. % 7z 1xCalgary Depres-
FRBROVESE sion Scale for Schizophreniad® &3t 2 a7 A 100 £
® Young Mania Rating Scale(YMRS)® &5t 2 3 7 A% 10 LUt # 7= 1%. Montgomery-Asberg Depres-
sion Rating Scale (MADRS)(R 0 BEEAET 2 EH)OEFRATHIILY EL
B0 6B (77w REERE) Tld, BFE T 72 RE, NS P UERESE (40mgF 7213 80mg)
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5% 6 BRI DAIMSZ O 7ZE(LE
NILRF D A0mgi 58 (N=70) : -1.9 (SE 0.4)
NIRF P 80mgi 58 (N=79) : -3.2 (SE 0.4)
754 REE(N=76) : -0.1 (SE 0.4)

(475 4% p<0.01(40mg), p<0.001(80mg))
BEBBEB BB SICHEVWTAIMSASH R ATAR—Z T4 H 550U LHELLEBEDEE
INILRF T A0mgi 58t 23.8%

INILRF T 80mgi 58 ¢ 40.0%

T5uRE I 8.7%

(475 44 p=0.02(40mg), p<0.001(80mg))
B56BBSICHIFECG6-TDROT
INILANF D A0mgik 58 1 2.9

INILANF P 80mgiR 58 1 2.9

TR 3.2

(475t p=0.074(40mg), p=0.056(80mg))

BALEIER FKIRE(%)
NILRF D A0mgtR 58 ¢ 4(5.6)
NILRF D 80mgiR 58 1 6(7.6)
754 HREE 3(3.9)

T FIRE (%)
NILRF T A0mgiE 5 EE 1 0(0.0)
NILRF D 80mgtR 58 ¢ 1(1.3)
75 4RE  0(0.0)

BARANERICH T 2H83E | ZEAL
BARAERICH T 222l |ZEAL
$2-1-7-3 BeRRER D ZE (KINECT2 5t5%)
g KINECT?2
O'Brien CF, Jimenez R, Hauser RA, Factor SA, Burke J, Mandri D, et al. NBI-98854, a selective
ZEEER monoamine transport inhibitor for the treatment of tardive dyskinesia: A randomized, double-blind,
placebo-controlled study. Mov Disord. 2015;30(12):1681-7. [4]
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# 5 Ftht 6 BRE S DAIMSAEE R 37 OZEE(MITT)

INILRF D B (N=45) : th({E-3.0, F39-3.6 (SD 3.5), /N FF15 -2.6(SE 1.2)

754w REE (N=44) : FfE-0.5, F9-1.1 (SD 3.7) . B/N_FF#9 -0.2(SE 1.1)
SNTFEFHOE: -2.4(SE0.7) (95%Cl -3.7, -1.1) (p=0.0005)
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75 B 18.2% (p=0.002)
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7w AREE (N=44) : 4531 (SE 0.1), B/ = FF+93.1 (SE 0.3)
BINZFEFEHDZE: -0.8 (SE 0.2) (95%Cl -1.2, -0.5) (p<0.0001)
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BEont,
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KINECT3RER D&% SBIA6:BE S DAIMSL XK K DEE1E, /NILRF 2 40mgk 58 T23.8%.
NI RF 22 80mghk 58 T40.0%, 77 REBEETI%TH Y, NILRF P UVEREHTERICH
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KINECT2:ER D% S FI#56BI S DAIMS L R R > ZDEIEIE, NILRF P VR EETIZ48.9%, 7
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UEDERAH & IC, BERFTEEIIAZT TS RIZL D BEMEDHEEEERLTZ, LH L.
BUERFEEE DT o =DM FRIIBMAZ T ANATETH 2L DDUTORENH B7-H. RDNHIDTIC
BWTEOEABELI-XAXRT IR E{T57=,
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FERALTEY, BB OBRTNLRF D UVEREHOFERED S b, H24% 135 EHT5mg/
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BB L OKINECTIFREBR D80mg/ B 5B E 3R EAEF L UOREENEL D, L7z > T,
KINECT2EER Dt R % J-KINECTHER $ £ OKINECT3IRER & iAT 2 Z & IRBEUICIEA W0, 2
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FHA R 638
O AIMSZ L E
T AL O AIMSL ZiR > X DEIE
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RN 7 b Stata 17.0

PN HAEE LA X T YU ROV T, REFABBRERDAIMSE/LE, AIMSL KR &
DEEHBLVUCGI-TDRaT7 D, 40mg/BIxE5H L U80mg/BIREFNEFNDIHFEDFER % K2-3-2-2

IZx L7z,

£2-3-2-2 RRBRDBIT o 7= X 2T F Y L RDER

AIMSL XR> ZDEE
== _ VIR
AIMSZ & () 22 t) CGI-TDR a7 Z1fvE
40mg/H -2.10 251 -0.37
(AE#HE) | [95%Cl -2.83, -1.38] [95%CI 1.40, 4.50] [95%ClI -0.60, -0.14]
40mg/H -2.10 2.50 -0.37
(Z8%HE) | [95%Cl -2.83, -1.38] [95%ClI 1.39, 4.49] [95%ClI -0.60, -0.14]
80mg/H -3.47 4.60 -0.50
(EE#E) | [95%Cl -4.20, -2.74] [95%Cl 2.68, 7.90] [95%Cl -0.74, -0.27]
80mg/H -3.47 4.60 -0.49
(Z8HR) | [95%Cl -4.20, -2.74] [95%CI 2.69, 7.88] [95%Cl -0.77, -0.20]
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& HIMT L 72,
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BN EREOBEEA YN | £7-. AIMSAST XA I 7B LUCGI-TDRATDEWEICOWVWTH, NIRFI v A0mg/BEREHS L0
L7-EmH 80mg/BEREDFNFNDBEICENTNILRF S VETHEEICRKEVNT EAREINT,
IHIC, BREEREDEVHDLRINTDAXZT F ) 2 A BBRALKINECT2 RHERICEWTH, &

55354 6 BRFESDOAIMSL 2Ry X 0EIEH L PAIMSEEFR I T7ICo2W T,
ICBE LR ARSI N,

AT F ) ZDIER, HEEE6BESDAIMSL 2Ry ZDEEDY Z7tICOWT, 40mg/B#E
DI5EIE 2.51 [95% Cl: 1.40-4.50](EEZNR). 2.50 [95% Cl: 1.39-4.49]1(ZE3HR). 80mg/Hix5D
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YA r7AYIal—YavIil&YiThni, ERSITTIEY v 7Lz 1EH 72 1) 10,0000 £ 3R 7E L.

ICERBZ RRTE 3

ATAG. Rep. 2023:1(5)

23



2/

24

50EIEAT L7 fERAERA I N,
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