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1. 1IU®IC
FRSIE LY, FolEREE R R YRR E 7 o B E
RUANZ, FRAEDOITE) - L HIEIR (Behavioral

and Psychological Symptoms of Dementia : BPSD) &
L CHCEERATED - FFl 70 & OfTE) R E S s - 24
e EOREIERDI A H N B G EDNL . HZERD
HEATIEA D T7% { BPSD &, BE & Ai#EZOW )
DAFEDE (QOL) %N &+ 5. BPSD DEJEME
EAriEEHIXIE DM 2R § 72, BPSD Din#tid
HAREREIR DG HE & FERICEZETH % (Tanji et al.,
2005). BPSD DG xt L CIEHURS #3873 i
SND ZENLND, FEERIEREIRCIE 2 O RIVEH
rEEREIFTIENS, LIFLIEQOL X HHE AN
BfF (ADL) #EFFICSZE L 723, & 5122005 4F
4 F12, KE® Food and Drug Administration (FDA)
VX O REFIE B OIS I g TR fi 2
ORI X - T8INd % & &E5 L7z ERPUEMR
Y F IR RTINS & R D 5 VidE v E
Brtknsd % & S, e RIGURE R % JF e BLHURS 1
FHORBEL LTHVWDLZEFET LAV &
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SN CTwb (Wang et al,, 2005 ; Gill et al., 2007 ;
Schneeweiss et al., 2007). L727%> CEEHY; Tl
BIVER O 4 722 37 L v BPSD It 4 2 iG #3433k
HDHLNTWE, 2O X)) REFRPL, Pukitms &
BRL2IEBFE2ATHELTETH 5 IFHD
BPSD (2% 9 % BRIRAIRAVEH SN Tn 5.

WL 7oA (Vo Yoy, 770 ay,
tryFay, buyx, HAa, ArUUEFITL
T ay) OHEWTH Y, MEE, ARE, NERK
&, /NEHHEICRS iR L L TR EE D
LIRRRENT WA, I, A2 EHOE OMIEHE
23 BPSD 12§ 2 MIF O &) R & ity L C & 7228
(Iwasaki et al., 2005a ; 2005b ; Mizukami et al., 2009 ;
Okahara et al., 2010 ; Hayashi et al., 2010), EFE D%
BCREMICRATLZEDPZVIZE b ET,
6 r Qa2 5 RN GICHET 2#EIZIAE 2\,
T 2 THE, PIFEERRS (kR T8 (146 7
H) 5 EC) o FHRNBIEMZEICL D, T
DAL L A RIEOFHE %2 F2h L 720 THiE 3
5.

2. HEEMER - M

METFH A >

RIFZEILE R OER LN BHS  ITWOWEL
ele (DUF, 4BE) 12BWTHERM L. 2006 4F 4
A7 5 2010 4E 3 A £ T 4 SERNIZFRAVE & BT &
MBPSD ko 72 BED ) B, TI-54 7 & 7 T
X AR (M) %6 7 AU EICh7zh )i s
NTWLEELHRE L, UBEOBREESHRIER
W OREHLE S 217 ) R TR BIST A TH
% iSRRI WIE A S P T AR 2 TRCIHH (R
L EER - ZetB X OAERHEEE) 1CBT
L= RNEEL, FTEiTo 7.

BEERES: EFAH, W, k=, AR -4
kR, FRHEOMIE, AOHE (B EEE & Eim
JE - ATEE ), BEAEE GRAERE), TJ-54 ¥
27 P AR (BEREH) o= - HE: - &
JIH - AR BR, BREAEE, Functional Assess-
ment Staging (FAST) stage
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LAV E « M7 ) 7 o, 2, IR
HegefE (GOT, GPT, y-GTR, ALP), EI{EH

BN PEFHMTE H © Neuropsychiatric Inventory (NPI :
BPSD #Ffii), Zarit /ri#EEHRE (A7 EIHERN),
Mini-Mental State Examination (MMSE : 2% HEET
fifi), Clinical Dementia Rating (CDR : FHEFREEFE
fiff;)

B, ERBEAEOZWNILLT O % v C%E
fiL7:. 7Y nA~<—35(AD) : NINCDS-ADRDA
12X % AD ®#Z W2k # (McKhann et al., 1984) ; L
Y —/MEZ £ 5 5204 (DLB) : DLB international
workshop @ DLB O tZ IE iR i 2 # (McKeith et
al., 2005) ; MEPEREHIAE (VD) : NINDS-AIREN @
VD O Wik (Roman et al., 1993)

WMRDOERHIZH 72> TE, NV FESORM
AEHE L, WEFEmETEEL L O RIS T
5 fmidast (E45@4, P20 12 1 H—&
b)) ] (BUF, f3dRst) #EsFL 7.

K72 LA BRSO B % V5 BIERETH 5
ZENnD, MEESHNIIEN T — Z IR - HERICEL
THIZE S BB L ORELSF,LOLFHICL 2 HE
BT b eholz. 1277, YO HWZ &
RO EIEIZDOVTOIERIE, WFFEFE LR F R
2B B RAY —FRE L OEFREE~OWIZEE &k
WX EM - AR EITo 2 F2, EAERICET
SIS AR LS APRQT EW o S EAROR R PN I-Ee
DOXLEZLLFARERDLZENTE, S 6 |IAMF
FADBIEERT 52 L TELEENTHERML
7z.
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BI LIRS £ 912, Wrgeil NI S FE 1S CREAAE
LW S 72 558 B, EIFEOSIL T & 7z B
250 TH o7z, ZDH 5, WHFFLF A 6 »
ARWGOBEZE2FEIBY, 6 7 AU Lo EHE 168
BlZOWTT = 2L L 72 168 FI0EZDH B,
4 Bl MCI (Mild Cognitive Impairment : ¢ & 72 401
BEE), 1B 7 )V 3 — b PR 1 55 3 DS AT R
M S B Ensz. LizhoT, et X UHE
PERRAT % 163 BIIC BV CHEM L 72, ML
163 Blapflo it 7 — & 2 | L7z, AR



— 198 —

All dementia patients (n=558)

!
Patients treated with YKS (n=250)

Patients treated with YKS for less than
6 months were excluded (n=82)

Patients treated with YKS
for more than 6 months (n=168)

Patients excluded (n=5)
>

MCI (n=4), alcoholic psychosis (n=1)

All eligible patients for the safety and
efficacy analyses (n=163)

1. Flow diagram of patients included in survey
YKS : Yokukansan
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52 ABX N8 EDT—4 L LT, FNENHIE 13
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e 0T 2 i L 72, IR REMAE I DWW TR E
H G 3l FH EE 25 v4.0 H ARFEERJCOG hit (CTCAE
v4.0-JCOG) D HEJE ¥ Grade 3 DL b D IEHI % B4 i
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TOEEMEOZELIZOWT, BEHkEEoHET &
Wilcoxon IEAZ AR E I X BRI 24T > 72, IR
EIMERE, ERE5% &L, MEDZEMEDOR
Britbhrol, 7—% KANZ2OWT, REMED
WSEEAT b e 2o 7 BIFFHIOL TS % ik L 72354,
FRIEGIE LT HRIERO T = Z 3R L 20 o 72
(42 /163 B). Z OfbEEH L, BEHH OREH
Tdh 5 2010 43 HRHEETIZBWTHBIZE®RT (1)
BRI k) & L7z (121 B1/163 1)

3. #& &

BEE=R

ZEWB L OERERT S -2 163 HloEHTE
AR VIR L ESOFEEEL 81.0£6.5 i
THhotlz. EERNFUIT VYA ~—BIZHANE (AD)/
L E—/MERIFRAE (DLB) A& VERRAE (VD)/iR
A (mixed type)/Z O i, Z L2 1 124/23/5/3/8
BITdH 7. AD H# D FAST FI413 52 TH - 7-.

TSR

PR T F I 7 1) 7 AEAS— T b iRk 3
H#AEAL (<35 mEQL) (KT L2 B#E, 77T -
~AY =LY 78 A F TIZ15.0% FAET S L
ESIN (K2A). 8L EDBEEICBIT LE5
HEFEHNTTIX 78 B F T2 23.2% LHEE SN, 85 7%
KD 11.6% & i L CHRIEEIE D 2 5l B o
7z (M 2B). #EDFIEE AL 78 3 % TIZ 10.8%
i En (F—FRER). MEFH Y 7 LED
fiR%FEAEMAMART L2 &2 T, BIERO
1Bl BT oOBEE 1) 7254 G0 R
i A BT B REIC X o THRG IR e TH - 72
Z&, FREASHIE L ER DL XEEY LT
ELerolll, SOICHHFEN R OFEN L
DR, HORY O HEEFHEOHIR D 22w
CEMHEWER & XD Do 7.

P L ORRBERAEETE 2 VEIEH & LT
KAV 7 AfiE L, R 102 (1.2%)
MNED LN (£2)., 2055, &P ) 7 AIME
ZHIFER D BAMGERI 6 7~ ARICHEL L 72, 20tk
PiFgce b L, L-7 AT EF VM) T A2k B
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1. Patient demographics

Number of patients 163

Age 81.0+6.5
Sex (M/F) 49/114

Body weight (kg) 51.6+11.2 [85]
Outpatient/Inpatient 161/2
Diagnosis (AD/DLB/VD/mixed type /others*?) 124/23/5/3/8
Complication** No/Yes 57/106

Past history**  No/Yes 150/10 [3]
Concomitant medication** No/Yes 2/161
Nursing care level ** 3.4+1.1[76]
FAST (mean) 5.2 [57]

Mean =+ Standard deviation, Figures in the square brackets indicate

number of missing values, FAST : Functional Assessment Staging

*1: Parkinson’s disease with dementia (#=2), Frontotemporal
dementia (#=1), Tauopathy (#=1), Early-onset AD (n=1),
Corticobasal degeneration (n=1), Cerebral infarction sequelae
(n=2)

: Only complications associated with brain disease, hyperten-
sion, diabetes and hyperlipidemia

: Associated with dementia

: Antidementia agents and psychotropics

: Patients were assessed using a scale of seven levels consisting
of “Support levels” 1, 2 and “Care levels” 1 to 5.

*2

*3
*4

*5

1.0 7 A:All eligible patients n=163 1.0 1 B:Subgroup by age n=163
0.8 - Standard range:3.6-5.0 mEq/L 08 - _ i gg i:ﬁg Err:zﬁ)t})
- .
=
@ 0.6 1 0.6 -
'g > 85 years (36) (20) (6)
?E, 0.4 1 (151) (80) “o) 0.4 - <85 years (107) (57) (32)
>3
O
0.2 1
0 _[ T T T
w0 w26 w52 w78 w0 w26 w52 w78
2. Cumulative rates of serum potassium values below the lower limit of the standard
range

A: All eligible patients ; B : Subgroup analysis by age (= 85years, < 85 years),
Kaplan-Meier method, Figures in the parentheses indicate number of patients who
had not shown the symptoms and were under observation at each time point. In
A, the 95% confidence intervals were also indicated.
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< 2. Adverse drug reactions

Adverse reaction Number of cases Seriousness Severity Treatment
Edema 1 Non-serious Mild Discontinuation of YKS and concomitant medi-
cation, Change in concomitant medication
Hypokalemia 1 Non-serious Mild Discontinuation of YKS, Prescription of potas-
sium L-aspartate
YKS : Yokukansan
B, GOT, GPT ¥in2s 16, y-GTP A3 61) ] ZFK4ITIR L7z, PUMIRERL T EZEIZB VT
NOFER S AR EIRET 250 TH Y, HIFHK mnz;whmﬁ&ﬁﬁﬁﬁwﬁéﬁém%ﬂt
EDORRHMRIE [BEZ L] THhHoTe. —77, 85l LD EEIT BT B R R FEAT I
BRMEFHERER W, NP7 25.7+17.4 (038) 75 4.7+4.3 (263 )

NPI b —% )V 22713 08T 23.2+15.7, 26 AT
9.5+10.8, 52 T 14.2+13.7, 78 T 13.4+11.5 T
HY, 26 L 52HTEBELRAITORTHIVREDS
7z (¥3). NPIV 7 A7 — )V Cld, %, S,
IO, AN, L, ERELL, BLEE, SO 8
HHTABELREENRO SN/ (F3). Zarit /i
B R X038 T 29.9+17.3, 263 T 20.0+12.1,
52 3T 31.9+17.6, 78 T 15.8+43 TH Y, 268
THREICET L (KM3). meiwﬁﬁim
78 HTHEIMET L2, CDR THELZILIE
OLNZro7z (K3).

BPSD D5 12 8\ CTHIFFHUL )7 B G # |2 Uk 1
P SN BEOREX N TT Y - <AV —
FAT XD RAT L7, 528 F T2 22.1% L HEE
sz (K4). PURHmEELT 85 & R0 BE
£ BT 5 NPL B L O Zarit M EIHRE O KR

EEHICYE L (FR4).

HIRFBL DA L

RWFFE O AT S EE 163 B, BIZHHET 121 Bl
(74.2%) % B < BRRF L J5 v kB 42 5] (25.7%)
TZOMHAZHER L 2L 25, EEEH 17 61 (10.4%)
ElRbEh ol EIRAZEIE3H (1.8%), BPSD
YEL 9B (5.5%), AL 46 (2.4%) THo7-.
B, WML S/ B3 250 Bk, AlElo
M RIZ & TN o 72 6 7 A RiIL )T B 82
BUZDOWT H [FEFRICZ O A IR A ERE L 72 &

A, BEIZIALONITHERD ST K

WA 19 B & %4 <, FEIRARZIC X ALk
BlZ2BITHY, #i12BPSD LIS L ) il L7z
B3 4 7z,

7= 3. NPI subscale scores at Weeks 0, 26, 52, and 78 of treatment with YKS

Week 0 Week 26 Week 52 Week 78
n 108 45 22 8

Delusion 2.6+3.9 1.5+3.2% 2.1+35 2.0+2.8
Hallucination 1.3+3.0 0.5x2.1 04+1.2 0.0£0.0
Agitation/aggression 4.0+4.2 1.1+2.7%%* 2.4+3.4%* 1.3+1.9*
Dysphoria 2.0+3.0 0.7+1.5%* 0.5=0.9%* 0.9+1.5
Anxiety 2.7+3.6 1.2+2.2% 1.7£2.4% 0.6+1.4
Euphoria 0.5*1.6 0.1+0.9* 0.0+0.2 04+1.1
Apathy 3.0+£3.4 1.8+£2.9% 2.4+3.1 2.3+2.9
Disinhibition 1.1£2.9 0.4+1.4* 0.3+0.9 0.00.0
Irritability/Lability 4.3%+4.1 1.5+3.1%% 2.9+3.7% 2.9+3.6"
Aberrant Motor Activity 1.6+3.5 0.7+2.4 1.5+2.6 2.1+3.6

Mean *+ Standard Deviation, a :
NPI : Neuropsychiatric Inventory ; YKS : Yokukansan

1 case missing, ***P<0.001, **P<0.01, *P<0.05 vs Week 0 (signed rank-sum test)
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40 B skok
30
20
10 . 1
0
w0 w26 w52 w78
(83) (30) 17 (4)
3
| j
1 | i i i
0
wo w26 wb2 w78
(92) (36) (13) 4)

Efficacy data (Total NPI, Zarit Burden Interview, MMSE and CDR) at Weeks O,
26, 52, and 78 of treatment with YKS
Mean + Standard Deviation, Figures in parentheses indicate number of patients,
**0<0.001, *p<0.01 vs Week O (signed rank-sum test), NPI: Neuropsychiatric
Inventory ; Zarit: Zarit Burden Interview (carried out to evaluate the efficacy in
outpatients) ; MMSE : Mini-mental State Examination; CDR: Clinical Dementia

Rating ; YKS : Yokukansan

n=150
(125) (64) (28)
T
s
T W g
W .........
w26 wb2 w78

Cumulative rates of patients treated with anti-
psychotics
Kaplan-Meier method, Figures in the parenthe-
ses indicate number of patients who had not
shown the symptoms and were under observa-
tion at each time point. The 95% confidence
intervals were also indicated.

4. £ £

B OPIF RS (RK 788 (146 + )

B FC) OBEMEICBVT, BERIZES )
LME 1B L ORE Lo 2 4 (1.2%) 2o
SNz TS OMFEITIIFHENRS 12X %4
WERIETLLDOTHL. LoLahs, HIFFHL
F I A ) T A EDS— T b M Rk A
(<35mEq/L) 2T L7z EEA 78 M E TIZ 15.0%
CHEEEN (BT A=), $HEI285
MU ETZOEEIML7-2 20, RAPIEE
W2 Mg 7)) 7 AMEOMEDSHER SN S, FRANE
D TR S AEROET IS <, &6
FED S\, ARIETHEDIRIRDEALF 5860 72 iER]
E 7 <, PUBHRIE T X <A S N2 HERIL KR E,
RA, TAR, JRIMEIBRINLZ)-7.
BRIEFHEICBWTIE, 26 & 52 TNPI bk —
FNWVAIAT OFE LT 25D 547z [NPL: 034
23.2 — 26 # 9.5 52 38 14.2]. SR O REEDSL
CAFARYVIEREE (FAXY)V) ZRALTw
7278, FARYIVIE, AD OHHEAERIE ) Tld %
{ BPSD IR EN S5 Z EHEENRTWE (F
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5 4. Subgroup analysis by use of antipsychotics and age (Total NPI and Zarit Burden Interview)

Antipsychotic agents Week 0 Week 26 Week 52 Week 78
Prescribed NPI 29.1+15.4 (32) 17.1+13.9 (9) 19.2+17.5 (10) 253+ 15 (3)
Zarit 32.5+19.1 (24) 20.8+ 6.8 (6) 35.5+21.9 (8) 155+ 2.1 (2)
Not prescribed NPI 20.7+15.3 (76) 7.6+ 9.1 (36) **  10.1% 8.0 (12) ** 45+ 3.8 (4)
Zarit 28.9+16.6 (59) 19.8+13.2 (24) ** 28.7+13.2 (9) 16.0= 7.1 (2)
Age Week 0 Week 26 Week 52 Week 78
> 85 NPI 25.7+17.4 (30) 4.7+ 4.3 (7) * 20.0+19.5 (3) -
Zarit 37.3+18.9 (15) 23.0 (1) - -
<85 NPI 22.2+15.0 (78) 10.4+11.4 (38) ***  13.3+13.0 (19) ** 13.4+11.5 (7)
Zarit 28.3+16.6 (68) 19.9%12.3 (29) ** 31.9+17.6 (17) 15.8+ 4.3 (4)

Mean = Standard Deviation, Figures in parentheses indicate the numbers of patients, ***P<0.001,
**P<0.01, *P<0.05 vs Week 0
(signed rank-sum test), NPI: Neuropsychiatric Inventory ; Zarit : Zarit Burden Interview (carried out to

evaluate the efficacy in outpatients)

ATV 6 r A58 [NPL: 33.4 — 21.2], Pale-
acu et al., 2002). bILbIUILIET, FAXT VAR
H L BPSD ~D R KA % E L T 5 EF 2 RIZ
WF#E b @HEMES) $6Z 81280, &
S5IZBPSD AW ET LI Exlis L7z (FARY
VHPE 58 [NPI: 21.9 = 205] & KAXRY L+
PR B % 5-# [NPI: 22.3 = 15.1] o 2 # g,
Okahara et al., 2010). TS DOFERD S, KREFFEIC
BIFANPIOKTIE FAXRDIV LY iZEr L AT
BOFEIZLE2bDEEZ NS, SRIOZETIE
NPI DA T2 hN 2 C Zarit /i EIHRED £ 72, 26
BETHEEIKT L, Thbb, HIFEERRS (2
£ % NPI O ESNEAHOTERIZO %A 5 2 &
FARIELTWS, &512, 5238 F TIZBPSD O
FICBW TR MRELLEL L-REIT221%
(BT5y - <AXY =X BHEE) THY, ik
TP HERAL 7 BT NPI B K O Zarit /i SR
DUFEDRDO LN e, H8EDEHEI V4
<& TAEMIZBIFHLOATBPSD ® 2 >~ b1 —
VHSHRETH B Z L HHER SN2,

Monji 5 (2009) &, #IFFEERG#H 1061 & 2 >~
MO —)UHE 5 B & LB L, $IRFEE ST NPT S —
FINVAIT OEERUELPREHREDANVE ) F
DOIRHAEDOHAEHE L TWb. T4abb, IFHK
G E DUl REOHE 2z 2 2 &8

WEEZ2 D LitZe\n,

85 L LD B BT 5 H £ FIEHNT CTlE, NPI
MEHICEGEE L2, BEHOBKREE2 S, #iE
B L AR EIEZIILS o7 ZOERICBW
TP O IR ITEm AR RIS 558, bk
L72E912h ) 7 AMEDZEAIZ I T R RS L
Thb.

LAl O FFA A% DOV T 163 B, HPFFE o AL
FHr kgl 42 Bl % B < 121 Blic BT, B o
REHIEWBIER T o2 b s, O
e LB T LR E o THUE—E
DN % 3%E L 72 IS & v 7
AV EEZEETDL IR RVERTHY, 524
BIOBEOENMET — 7 1200 TR BIEAD
DTN &S PR R LS 2 B UET
bbH. SRIIBEHBAZIERL L)% ORERICT
FEATS % A0, AFHREE L o EIC X BT & O R
Habia i L, HFRORIRIZOWT L) B
LTS LEDSHLLEEZ L.

T D BPSD (2§ 2 VE BT (2B 3 % 2558
BfgEclt, HERZETNVICBIFAED 7 VS
I VPEREE L 2 PRSI 5 L v ) SR
HEXNTWD (Takeda et al., 2008). F 7z, 7 A b
O A bOTNEY I VERENT Y AR— 8 — &Gl
L, 7% 3B L-BEFMICN LT, JIF
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TSR #ESEH 2~ L72 (Kawakami et al., 2009).
o b= CHRERANOER & LTI, 5-HTi %
RIZN—=2 % V7 T A+ & LT (Terawaki et al.,
2010), 5-HTo ZHMEIZIZF 7 v L F2L—Tay
12 & A29HI7EH (Egashira et al., 2008) % /=3 i
Bdb, F7z, WIFROMEAED1>THD by
¥ (Angelicae Radix) %% GABA =& RIZHET 52
EMF BN TS (Liao et al., 1995). FRHIE D2
MIBERERE E B X OV BPSD 1, X IZ B A wE bk e
BLOMRBREENRELHEL C0D. F2,
AD BEOEHZNTIX, 2 YRR, ka b=
FFER, F—X3 IR, 7V I VERAERR
GABA 1i#55% & ik 4 R iR ORISR b
T4 (Lancot et al., 2001). HADEMAIETH 5
PIFELE, BBROEFEOMAEDLERLRY, £-<
DR EAT 5. BUE, WSO R 2/ R
IARBATH 525, AD BKIZ 51T 5 Sk ik B~
DEGREZLND. WFHIENPLY 7 A7 — )L
TIX10HHHF SHBICBWT AT OWPHRED
SNz, ZOX ) LR RITEAAER T
LESHEOENIAFEATH DL L V) T ENTED,
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Atypical
and typical
antipsychotics

YKS (2.5 -7.59)

Donepezil (1.5 - 10 mg)

5. Basic pharmacotherapy for AD patients
YKS : Yokukansan
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Safety and efficacy evaluation of Long-Term Treatment with A Traditional Japanese Medicine,

Yokukansan, on Behavioral and Psychological Symptoms of Dementia

Kazunori Okahara", Yasushi Ishida®, Yoshihito Hayashi®, Toshinori Tsuchiya"
UKeimei Memorial Hospital
YDivision of Psychiatry, Department of Clinical Neuroscience, Faculty of Medicine, University of Miyazaki

We conducted a hospital-based retrospective observational study of the influences of long-term treatment with Yoku-
kansan (YKS) on BPSD. One hundred and sixty-three patients to whom YKS was prescribed for more than 6 months
were selected. The adverse reactions were recorded only in two cases (edema and hypokalemia). No serious adverse
reactions were observed, and the safety of long-term treatment with YKS was confirmed. However, about 15% of the
patients were estimated to have more than one serum potassium lowering event (less than 3.5 mEg/L) by Week 78, and
the necessity of periodic examinations for serum potassium during YKS treatment was suggested. A significant decrease
was seen in NPI (week 26 and 52) and Zarit burden interview score (week 26), and it was suggested that the improvement

of NPI by long-term treatment with YKS would lead to reduction of caregiver’s burden.

Key words : dementia, behavioral and psychological symptoms of dementia (BPSD), Neuropsychiatric Inventory (NPI),

yokukansan, traditional Japanese medicine (kampo medicine)
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