L

, i &8 [ 2007 | 2008 | 2009
Functional independence measure, FIM 6 3 2 1
Locomotor capabilities index, LCI 5 3 0 2
Medical outcomes study short form-36 health survey, SF-36 5 3 0 2
visual analog scale, VAS 3 0 0 3

#F*8 M - BEEERE
Ralivd ; A5t | 2007 | 2008 | 2009
6 minute walk test, 6 MWT 5 1 4 0
Borg scale 5 2 2 1
Medical outcomes study short form-36 health survey, SF-36 3 2 1 0
St. George's respiratory questionnaire, SGRQ 3 1 2 0
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Drug Therapy and Cognitive Function*!

Katsunori Ikoma*?

Abstract : The literature was searched and reviewed to evaluate the usefulness of drug therapy
for higher brain dysfunction caused by traumatic brain injury. Methylphenidate, a neurostimulant,
has been well studied. The usefulness of methylphenidate administration for attention, including
vigilance, concentration and processing speed, has been reported. Dextroamphetamine, another
neurostimulant, and amantadine, a dopamine agonist, have also been reported on for their effects
on attention. Furthermore, the choline esterase inhibitors donepezil, galantamine, and rivastig-
mine, have all been studied for their effect on attention. With regard to memory disorders, the
usefulness of methylphenidate, donepezil and rivastigmine has been reported. Amantadine and
bromocriptine, dopamine agonists, may enhance executive function. It has been pointed out that
depressive state is improved by sertraline or fluoxetine, a selective serotonin reuptake inhibitor. A
relatively large number of drugs have been studied for use in the treatment for agitation and ag-
gression. The following drugs may be effective for treating agitation and aggression : the beta-
blockers propranolol and pindolol, typical antipsychotics haloperidol and methotrimeprazine,
atypical antipsychotics clozapine, quetiapine and ziprasidone, and the antiepileptics valproate and
carbamazepine. Finally, there have been reports on the usefulness of drug therapy for higher
brain dysfunction caused by traumatic brain injury, but the levels of evidence are not sufficient. It
is therefore necessary to perform a systematic study with a large sample size. (Jpn J Rehabil
Med 2013 ; 50 : 525-529)

Key words : [/ 45 (traumatic brain injury), EREI#%E (cognitive function), =i teE
% (higher brain dysfunction), ¥y (drug therapy)
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REBbnD. SO0, BIEBIC X5 BRI ERE
EHTIEYREO LT VAT OWTEIR R 3
TEEEODDBILEEIOND, AEH, XBES
BL2zoTEORREREST S, &, T2 TERREA
BECERZRABIIREL TWAZ LITERLTY
FefE & Fas,

FEEEBICEDEEY

ERERABEOREEZ L2 TOIOTH L. EEK
i, M, R, L) 3o0ERFML LT
5 BEOMFLVIERIHZBE (KE) THR
ERBEHTHL. FBRMEEE (sustained attention)
Ebvbhd, BREVIBEFRIREOEHR,LHEE
OB R ERT 2RO 2, BREEEL V) BE
ML EbRE, H#E ) BRIEE L EYIC5E
(divided attention), B4 L, BHEICHE CaiT 28
hEG, BEEEENRD L E, EROR, G, F
EErHe, REL LS, HWHLEAY - FRE
v, YR RO 5 QIR A»E, FCEHOC
ERTER, B EORIITE B,

EEEEIOH L TES EHE SR TV 2 RENEY
iZ methylphenidate ‘¢ & %. Methylphenidate 3 & %%
MHEET, PR3y VT ¥ERT ) UEEEEY T
HEH. BECHE, FraLTy—eAREIBY R
BRI/ ZHEBECHTESRD Y, BHRETEY

LRFTEhwRE, FEIERONE.

Whyte? BURBEEZEDOH ITEEIOEHEOR
A& 348 (BB 3T, B8, ZHSH T,
double-blind, placebo-controlled, repeated crossover
study 24T o 72. HRFEZEBRFHI2HETH o 72,
Methylphenidate iX 0.3 mg/kg % 1 H 2[@ (FR7& IE
), 6HHE (FEA~THRH) 51, BEAEXR
DB D 728 & washout D H & L 72, Methylphenidate
REDCHES LBERCE, BECSIERRRS
L, PA# 38417 methylphenidate, 7 F & &, meth-
ylphenidate, 75 &R L85 L, &5 6BM TRER
BT Lz, 5 E5E©EET methylphenidate 7
DI, BRY ORER TSI RP OB FET S
ROREFTROBELZHE, tOREOFTELD
Bl 21T o 7. REIREEETATO 30T Y,
FHRIIIRTT R, COFTIHHOI V— 7R
BEATEAFER 1B 4EfT o2 ity o
I RERRERE L RESRRE, THBETO
EEZRTHL 2 €74 OFE, HECTOTEEE, i
BELPEMOFMEETH 2. O R, meth
ylphenidate #5412 X 9, HHUERE, N BB DT
i, EAREGOERE, KIEREFEELL BE
DIEED B L URRED, BE (BFTE e
E) KR LTRER Ehol. ZOMEORROR
BRI H L, — BRI LREZT CIEERS

Fl FEMEEICHT 2 methylphenidate DFjE

EEFEE F n FHAL v BEE BX
Gualtiei CT? 1988 15 DB, PC,crossover  0.15 ~ 0.3 mg/kgX 2 Work performarnce, Alertness, Selective attention
Plenger PM¥ 1996 23 R,DB,PC 0.3 mg/kgx2 Concentration, Vigilance
Whyte J © 1997 19 R, DB, PC, crossover 0.3 mg/kgx2 Arousal, Processing speed
Whyte J ¥ 2004 34 R,DB,PC, crossover 0.3 mg/kgx2 Processing speed, Caregiver rating

DB : double blind, PC : placebo-controlled, R: randomized

F£2 TEEZIIHNLTEYLEY

E-3) EPHEE £ oa FHAL v B
Dextroamphetamine Bleiberg]® 1993 1 DB, crossover Processing efficiency
Dextroamphetamine HornsteinA® 1996 22 retrospective Attention
Amantadine Kraus MF? 1997 7 case series Attention
Donepezil ZhangL® 2004 18 R,PC,DB, crossover Sustained attention
Donepezil Khateb A @ 2005 10 case series Processing speed, Divided attention
Donepezil Tenovuo O® 2005 111 open-abel Vigilance
Galantamine
Rivastigmine

DB : double blind, R: randomized, PC: placebo-conn;olled
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BRI T2 RPREL YRV 2

iR TE . EEREERROGRABEEEES
, BESEBONLRECREN TS, BENE
THEFMERERE 2 2XEAH 2 LA TiER
v, EREREHES T2 IR A BT AL E
RdHBR, COMBEIINRRERLLbOTHY,
FIifEsm s £ oN5.

LEDOHE LS T methylphenidate DR EREIZ
HT2FHBEOFEL2RIICR L. #0MB0OEH L
L CiX, dextroamphetamine, amantadine, donepezil,
galantamine, rivastigmine BEEEE N L TERT
HEEHEShTYS (R2)., £, 2T, AHLE
RiZowT IR EE CEEME 2 5 2% work perfor-
mance, processing speed, processing efficiency i AL
HHEES, alertness, vigilance, arousal X HEEE 2 &
B T3, Dextroamphetamin (3 AFR Tl E+ W H
EARECEER E LTEES hCwaEY T, /v
AUV FRI vk w bR ERY TH B,
Amantadin 35— % >V VEEE, ESSEEICHE
FEWR - BREET, AR YOV VY 4 VAR
FREICES DY, FREBRECREFAY vz —uY
BEPDD NN VERIEEEAMS 5. Donepezil,
galantamine, rivastigmine i & $i22) VL AT T —
PHEET, RATEFVI) VEREMESE, BA
oV AR R RET 2. T YN < —EIERA
FECEEA D 5.

RERSICEDEEY
REOWMERICL 5 RRIYSE T, T

FTEERCAE, EIBEND Y, HIMEER 1 SRR
BENLTE, EETRIES > SEBERERENRS
o ZEREEEERLY ZORVERORER Y
5. LHEZTWSEHEME (shortterm memory) 12
LT 2 ONEIEEE T, RETE (longterm mem-
ory) WML T 2o EREEL BB TH L. 1E
B (working memory) (FEHIHICRFENS R
BTH 2R, FOBRRLELEOFET, BELE
BERERED 5.

BB L AREEECH LTS EHEShTY
HEWE R IITR L %2, Methylphenidate (3FTE TR
RELICEERECH L CHERED O NIEY T
H A7, TEOH TS working memory 123t LTHE
2B EHE SN TS, Donepezl & rivastigmine
DHCCEERECHTINRNFE SN TV L,
EEEECH LTI ENEOHERENRTVE, L
Ladts, BE LedRfEE kv, BHELLE
REBERTH B2 E, ChITOEIAHERTLS
ERE R,

BRITREES ICENLEDY

FATRERE I, ERRED, HEZETT, £h%
EHIEMTIROTH L. FTHRERECTEN
BATEY, BEZLT, BEOBMIEIZEDLE
v, BEHICFEED CEP LY, AEMOREY
HAENE T, BEORRIVET 5.

FIT RSN LTAS LEY 2 L C, amanta
dine & bromocriptine 738 &E ST 5%, FHE+

3 LEEECHLCEHLEY

B3] SEEHEE £ FHAL Y =)
Methylphenidate Kim YH 2006 18 R,DB,PC Working memory
Donepezil Zhang L% 2004 18 R, PC,DB, crossover Shortterm memory
Donepezil Trovato M 2006 3 ABA Long-term memory (severe TBI {23 T)
Donepezil MasanicCA™ 2001 4 open-label Shortterm memory, Long-term memory
Rivastigmine Silver JM ¥ 2006 157 R,DB,PC Verbal memory (severe TBI (2[R - 7-35-&)

R :randomized, DB : double blind, PC : placebo-controlled, ABA : before treatment, during treatment, after

treatment
R4 FTHEEECH L TEHLEY
E-L)] EEHEEE E on FHL Y gl
Amantadine Kraus MF? 1997 1 case report Perseveration, Executive function

Bromocriptine McDowell S*® 1998 24 DB, PC, crossover Executive function

DB : double blind, PC : placebo-controlled
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=4 SFHEE £
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FHAL v

Lk

Sertraline Fann JR®
Fluoxetine Horsfield SA ™ 2002

2000 15 SB,placebo run-in Depression, (Attention & Memory)
5 open-label

Mood, (Attention)

SB : single blind

Fo EEM  HBECHLCEDLEY
24 EFREE £ on TV E3

o 5 SRR

Propranolol Brooke MM * 1992 21 R,DB,PC Intensity of agitated episodes

Propranolol Greendyke RM ¥ 1986 4 R,DB,PC, crossover Number of assaults

Pindolol Greendyke RM * 1986 5 R,DB,PC,crossover Number of assaults
ERIBUEHRE

Haloperidol Rao N & 1985 26 retrospective Agitation

Methotrimeprazine Maryniak O % 2001 120 retrospective Agitation
IR B HIRER

Clozapine Michals ML #® 1993 9 case series Aggression

Quetiapine Kim E% 2006 7 open-label Aggression

Ziprasidone NoéE® 2007 5 case series Agitated behavior
MTAPAE

Valproate Chatham Showalter PE?® 2000 29 retrospective Agitation

Valproate Wroblewski BA % 1997 5 case series Destructive & Aggressive behavior

Carbamazepine AzouviP® 1999 10 prospective open trial Agitation , Social disinhibition

R : randomized, DB : double blind, PC : placebo-controlled

TR (F4).
HENTHRSR CEDEEY

HEBTEREICE, KFEYE - BT, Rk
T—VET, BiFav ru—VEBT EEYE - kBN
X)), d AFiEHS, EIE B REEERET,
SOEREERDE. Inbodbh, SoER, BE
M BB LA RERII OV TENS,

1. 5oFER

3 oERICH LT, SSRI (BRPEtT v =vE
B Y ALFAEE) @0 sertraline % fluoxetine 120
VTOHERBEENRTYWE (FE)., 2BHBEIH
RERFTHB., I O0RBEHTIHRE 2D,
sertraline \VE#H & 5018, fluoxetine WEZIWIHT 2%
BELHMESChTVEA, Chdid) oERowE It
ITREHERFD L,

2. BEM - WM

BN - BBE T 2EWORRIT O T LE
RERS e (R6)., X—7 BWE CEERLS
SRR CEERABRST b TWEYE, T
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Fabh, TEFVALEVY BTIRTHSEITV LS
v, HEEREICOWTLBENS B, RN
BRI BB RE L Y S ERSEER O BB D 7
WA, clozapine, quetiapine TIXEE B Mk &
REENLETHS. T, FEMmREIEaEEC
ERELREITUREND Y, BFEREICORIKER
PLETHE. WFROHEDS TEF VALV
<, JWTAPAREO—HRIESEEEL LTOf
Hrdy, CcofEZ2HERELCERENRS. Val
proate, carbamazepine IZ 2w TH & 2 H %. Car-
bamazepine ¥ BRI~ DOERBENB LSS, BE
LTHET2LERD 5.

Ebh YK

THETBRZIERE bR B LI, BAMECE
3 ERBSEEE T 3 EYEEICoWT, +5%
FELLVCORERTH S, HLEYIERTH B
EAHERI ST, EECRIMEREICHRE L TR
ENBVELEF VAL LCTRIZLE. 4%, B
BIRELLYF L ZDREW, VT2
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