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Yokukansan 1n the treatment of behavioral and psychological symptoms ot

dementia: a systematic review and meta-analysis of randomized controlled trials

Yuki Matsudaf, Taro Kishi*T, Hiroto Shibayama and Nakao Iwata
Hum. Psychopharmacol Clin Exp 2013; 28: 80—86.

Objectives There 1s currently no meta-analysis of the efficacy and tolerability of Yokukansan in the treatment of
behavioral and psycho- logical symptoms of dementia.

Method We used information obtained from the PubMed and Cochrane Library databases until October 2012. We
conducted a systematic review and meta-analysis of individual patient data from randomized controlled trials comparing
Yokukansan with usual care (UC, 1.e., con- trols). Standardized mean difference and weighted mean difference were
calculated. All studies used the Neuropsychiatric Inventory (NPI) for the evaluation of behavioral and psychological
symptoms of dementia.

Results Four relevant studies (total n=236) were 1dentified. Yokukansan was superior to UC 1n the reduction of total NPI

scores (p = 0.0009, weighted mean difference =7.20, I2 = 0%). In addition, Yokukansan was more efficacious in reducing
scores on the NPI sub- scale (delusions, hallucinations, and agitation/aggression) than UC (p < 0.00001-0.0009).
Yokukansan treatment also improved activities of daily living scores compared with UC (p = 0.04, standardized mean

difference = 0.32, I2 = 0%). Mini-mental state examination scores did not differ between the Yokukansan and UC
treatment groups. Yokukansan was not different from UC regarding discontinuation due to any cause.
Conclusion Our results suggest that Yokukansan has a beneficial effect on NPI and on ADL scores and that Yokukansan

seems to be a well-tolerated treatment.
32



Table 2. Results of the meta-analysis

N F WMD 95% CI p*
NPI total scores 4 0 -7,20 —-11.44, —-2.96 0.0009
NPI subscores
Delusion 4 37 —2.46 -3.90, —-1.01 0.0009
Hallucination 4 0 -2.69 -3.88, —1.51 <0.00001
Agitation/aggression 4 0 ~1.66 —~2.63, -0.70 0.0007
Dysphoria 4 62 -0.56 -2.24, 1.11 0.51
Anxiety 4 0 -1.03 —2.08, 0.02 0.06
Euphorna 4 0 -0.32 -1.18, 0.53 0.46
Apathy - 0 ~0.56 -1.70, 0.57 0.33
Disinhibition 4 0 -0.37 —1.53, 0.79 0.53
Irntability/lability 4 52 -0.96 -2.43, 0.51 0.20
Aberrant motor activity 4 31 —0.45 -2.05, 1.14 0.58
MMSE 4 0 -0.32 -2.04, 1.41 0.72

N ' SMD 95% CI p*
Barthel Index/Disability Assessment for Dementia 4 0 -0.32 -0.62, -0.01 0.04

N E RR 95% CI p
Discontinuation due to all cause 4 0 1.04 0.20-5.50 0.97

N, number of study; WMD, weighted mean difference; SMD, standardized mean difference; RR, nisk ratio; 95% CI, 95% confidence interval; MMSE, mini-

mental state examination; NP1, Neuropsychiatric Inventory.
*p-values <0.05 are in bold.

Hum. Psychopharmacol Clin Exp 2013; 28: 80—86.
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Std. Mean Difference Std. Mean Difference

Study or Subgroup  Weight IV, Random, 95% ClI IV, Random, 95% ClI

1.2.1 Barthel index

Iwasaki 2005 31.0% -0.32 |-0.87,0.22 —

Mizukami 2008 256% -0.35 |-0.96, 0.25 S —tT

Monji 2009 65.9% -014 1.30,1.02 e —————
Subtotal (95% Cl) 63.6% -0.32 [-0.70, 0.07] "

Heterogeneity: Tau*= 000, ChF=010,df=2(P=095); F=0%
Testfor overalleffect: Z=1.62(P=0.11)

1.2.2 Disability Assessment of Dementia
Okahara 2010 36.4% -0.32-0.82,0.19]

Subtotal (95% Cl)  36.4%  -0.32[-0.82, 0.19] i
Heterogeneity: Not applicable
Testforoveralleffect Z=1.23(P=0.22)

Total (95% Cl) 100.0%  -0.32[-0.62, -0.01] i
Heterogeneity: Tau®*= 0.00; ChF=0.10, df= 3 (P = 0.99); F= 0% —"_1 ,0' 5 0 0'5 1'
Test for overall effect: Z= 2.03 (P = 0.04) Favours Yokukansan Favours Usual care

Test for subgroup differences: Chf=0.00, df=1 (P=1.00), F=0%

CONCLUSION
Our results suggest that Yokukansan has a more beneficial effect on Behavioral and Psychological

Symptoms of Dementia (BPSD) and Activites of Daily Living (ADL) scores 1n patients with dementia
than do Usual Care (UC), and this treatment seemed to be well-tolerated. However, double-blind,
randomized, controlled clinical trials should be conducted to further explore the utility of Yokukansan

in dementia patients with BPSD. Hum. Psychopharmacol Clin Exp 2013; 28: 80—86.
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