EvehES (A°A) 333

V17 BADOUNEUF—Y 3 Y DO5%E(Dietz D548)

1. FBEfY (preventive) U NEY F— 3 >
NAEBE SNz, BHICHBENSE DT, Fi, BIHRERE,
(LEBEEOH S LB T CICHITS NS, HEBEEIXE 20D
ZOFHixHBET 5.
2. [E{8#Y (restorative) U NED) F—3 3 >
BESNT-NRG T HBERENT Do BHIIH LT, HKBOD
HEEOEL B L OB E ERT 5. BEEE, BIKTORF
ETHABEIIN LT, RABROEEEEZ I, S.
3. #3500 (supportive) U NEY F— 3 >
BABERLODOHY), HKEEE, RBIETHETL2O2H58%E
LT, TR RFER(EZIE BBEREV 77D
YDIREL )XY, ¥V T TORINPCBEREDZEMEES. F
7=, iWiE, FHEM, HAET, BREOL O LERAETFHITAZELLE
FInsb.
4. FRF0EY (palliative) UNEUF— 3>
BRMOPABZIIWNLT, FO—XZHEELEZES, HHEM,
MR, R0 QOL DBEWAFENENSL LHIICTHLI L HME
L, i@z, BEKEE KYvazry, FREAE, V57— 3
v, SEEME  WEEOMHEHELEICXY, &R, WPREEH FEL
EDFERBEM LR, BEOFHLLEZ 1IN 5.

Gt T THES(DA). THE—G@) BRI YY) 77— a3 V[EE, WE]
% 3hR. pd94, AR, 2009)

WIENOREXLETH S, T/, FEEITTld%
<, (OHEm, HAmE HEEREICHEECT 7a—F LT
W LENRD 5.

o Y NEIZHEAT L TR, BUOTRRIE 2 EOWGED, 17
BTV AEEIZE, BEWEATIY N )2l 5 2 L b A
LNBDT, WIROELICERISEIIHIET 5 Z EBLET
H5.

o THMAYGE Z Ik LIRAIBNIEEICRBAT LKA BEICE
WTid, ABROBWR P& (AEAL, HEf, HEMTET)
2L, BEOEHICHbETHIEEITS.

e VAEHMOERBIIRAY vy 7IZCHABMEST ALENRH L. T
7o, BRRIEMEINTVTYH, BEBRMERZIZOWVWTIE
EHMrINTWwWiRrnwZ bt HhrDTHEERZETS.

o JIFRICH /2o Tid, 2FIKRE, PBADEITE, VABEOR
BIZOWTHHICBBLTE L. BHHIGHIOTRESED D 535
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334 VIE ERERBOINE)T—Vvarv

A2, BICMEFTRICEERL S . WIMREDS3 B ET
HTEIEBHIRIZLEL WD, 1 H~2 B TIIABREE
By AR U CIRPUESIX T bR WL AL, 1 FUTO%E
WAIRERE 2 FIRRIAT O RE&E Tid e\,

o I, HREOMAZFALHEIR, HICEEBZSHICE
. UNEYRIRELTIE, REERLSFHOBERDOD LG
i, EBIBICELEHEESRELE— AV N, BEIMb
WX IIEET A BERBOKXE, I, EE(ER
I BEEHEE)ICLE VRV ELLDT, BEEMOER
MRHE L b EEZ T 5.

PABEIL, PACODDICLZEEL, ZTOREERICE
WTHULZBEZETHDT, ZIREEL T LR ATERE
OHER - WEZ BRIZINE Y BRZ1TH. 2FKE, 1A
DHEITE, ERERICOVWTIEHMIIBEL, VA7 EHEZR
Y 5.

Gt #Hih)

B &3k

1) i B EREEGDA). FTHE—G@)  BRINEYF—Ya v
&, ET4 3. pp493-505, &BEHAR, 2009

2) & #Bil, EFHIT: 0. BOUNEYF—T a3 VOBE. & #,
R  BAA)DIYNEY F—3 3. ppb3-67, £FEHI, 2006

3) & BEH:PFAOUNEYF—TaroEZE & BHER)  E
BIBADINEYF—Ya v, ppl-30, ATVANT LY FH, 2007
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F1E

JNE F—

IUNEYF—aryDr¥v s R

varODhEY 7R

1. ROFEEEUNEYFT— a3

1.1 ORI EMEDHEE
BEY S BITFORBETIYETRIBELT

WS RN H B, TO L) ZROBEREN. ThbL

BOZTILL ) 2HEEMOTEM L V) . BOTEMR
BEBMTREIAIDONLRFEMEETLIHNOITHD
BV (R1)o ROAMMTIEZY I HZDDIIEELH
BDNT Y ADELTH S, DL DBERIZZ DN
FSYADEIZEYI-oTWABDT, RELIHOLESL
SIS A TROBEEIZZET 5, HEMHEHISES
2% 9 —2DHRKIIYF+ T ATOEEDNENENTD
%, ZHIIEHEIETE (long-term potentiation) <°FHA
#0%) (long-term depression) &IN5, ZHIIH#EH
BT THERNTIIH HH. BHIZTIZRED ) 5o
B3 D sprouting R F 722 ¥ F T ADER L £ DR
ZHEEOELIEAM BT 55, £0OEILITFE2
ZIWABH DD TH I, REMOBMOELICIE,
HREEY ERPEREDE SN EZ b TV 5,

1.2 EEFE

EB)%E (motor learning) 1. AEPLHEEB BT
REESRAOBALES M EL, EBOAEY— N, KE
M, BELRENET A LRV, EBFEOMLE
EERHHBBERHO LAV TOELIZEBFRTIEZ
A, Hrarbo— LT AFRIIMTHEDOT, fD

EFBOEETH S, §habb, EBHFR TR
LR TEBENKE(HEE LTV 5, FIEMRERSE
rERETHEFEESICBVT. TOMBERE (RE
PEBERALOISHTHINEY F— T3 YAIEE,
ZDOGEEBFZEITIZETH S, THLHRED
TBEEFAL CARZEDL I LI 20

1.3 EHREIC L2 EEHFER

1.3.1 HB/\HNEMLE TOEENFRIREN
HEOYNYY) 75— 3 YT, EBDFIEI

XD EEEENET A LI I RBREIND, B

INREMIED & ) ETHERBIZB T ERMTS

WSEBREIC X DRI LET 5, DX RER

CTOEBREIC L 5 EEFEE OB ZBNT S

EETRVERRT Y TERE 75 FH/NREHE
TH I AR EICBNLERO/NDELFEL LT, 2Zf
PBEBESE, 250mmEICH B EESICEATRITE
fThtdie I O/NPEIZIIIEREMBIME Y — %5
DAHT. A ARENERE LB R S —Y Fvay
Ya— & T L7z, FtRR & EERDEMREREICHN
THHWREDILEL (B EEICERE RS LI
Y1 % E UL 100% . BEIFFOEIFATK X VT HITHEF
ENEY, L3 K& %25) O&fbkAb L, WO
AT TCRLBETCRTEOES D ENKRE VA,

=1 RO BEORE

o BELHHIONT v ADEAL

— HFIREICLZAE (TUoIAXTVY)

—  GABA*{EBITHIEIC X 5 HPH| =L
o VFTADGEMDEORIPILEA
— REsE. REAIH
o RE|IZEMLEL =
B LOHEOS R BeRik
— HLWIFTADFR

* GABA : v <7 3 /EEEE
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FL1H BOTMBEEEINEYF—Tar

ATHBEICL D LAET L. 62020 0RO
Lz (1),

FERTE, HBREIREIESWTESH 0S5
A% RE L. &I feedforward control 3 & U feed-
back control iZ & ) /Nfk ik BB &, TOFRTH
LI LW EE O ST AIPBIEESNE, T TA
SN EBEZ IO L) 2EBREHROER. T4
HLRMOTMHHIZLEbDEEIOND, 721, &
BT MRROBENH LIEERE L TVWHLE
MY DRERIGRCES TIXEROEB)FH R
FAaLNLV, T, ZOESEFMRERT CICHEE
LTLEHIN, ChizVv+7ATORENENLICE
FoTnaibLEZIbNL,

1.3.2 BREERTRIAUC & 3RO

EENFHIZ L WA ELT A2 & %, BREEMEN
BTHITTAZ LM TE S, Classen bV IIEEE %
MR E L CRESFBAAIIC XY BN 55K
Lo Ed/ %k, BEONGEESHZ 1PEIC1IRE
DRI TI0FMEIThLE/e TDOH. BWICED2ER
M TREERIAMEIT) L SEIIBEINET S
ERBHOEMPIIL, Tk, EEIRBIC &1 BA e
BN T AL E2HHAL TS, TD L) ZEROK
REMELIEFIER TH Y. v F TATOEENRDE
FEETWAEHMENLE, LA LT CIKTICRES,
AERTIIBSHEET, BUBHIIBHEER T E
WKEOWHET B LI IChoi,

100° -

Trials (times)

1 EERRBE2EFTO L, OEAL
HTZROERT L. LOMETUL. EIBORESDENEED.

1.4 ORI 2FET 5HE

EE Y RETAI LX) OB S
BYBREESTE L3 B A, X SRR MO TS 5]
EHT7DOLESBENRTV S, FEERSIMARE
EEERRBAEEBRAICHESALTEY, Zhbid
OB EELEIEELDTHS, METHLIAR
RENTWVBEDTERL T2 E v, S TR
HIB & RN DNTBAT 5,

1.41 BRH

N—F 2 YROBEIFETIZ. FRBOH?SRD
REYTH S, Chuma b " IIEFEFEBIRH CRIEORE
M54 U B Lo & FE L%, B0 EE
Bx 16 7MIThH /., EBIEIH1IHzOET DN~ R
TOEBIE 1HzD A PO/ — A EbE/ &G E D2
FEEAIThE2, EEHPICE CHEE L CREEREN
MET) & AMBICIIBERETR TS L) 0k o7,
ZOEBOBEL 2HEFEOESM THETEE, X b
0/ =Ll Gbe /B8 % To RO PHERED
K&Dol, COBRETENH (X b —aH80)
XD EHEE (ouiEt) ALEgEshsz e
ERELTW5h, ERERZT TR (BTIRBWTLER
BOELHE XN T VWD, Thaut b IIFHEIZED
| THRTIEEAITV, BTHEE, stride (FRADOVT,
B CRYHN2L FTOHRERE). cadence (HALFF MY
e OBE) OFEELHEMEREL T3, '
INLOWFELTRUTOIEBEZONS, B
EEECB T AMEEKRE LT, REY -HEEST
%85 WNEEREER)R & /R - EBRIEF % E 505
HEREES RS . WINd —REBEFICRS LT
Wb N —F Y VRTIIAREHE SRR E &
h, NREHEESHRIFR NS, NEEES RO
EDLHHOR—ADEBER VAR TE, BiEOR
e TV AN EEESRE A PO/ — ADFERIBTHE
LS5 Z LT, EHEEFMEES LS (H2).
1.4.2 %5
HHHEOIEY IO BN % e X8 AT EEM D
5" (F2)o S TREREHICOVWTHRNS,
(D D-amphetamine
HEEOWHIBMFE TR STV 2B TH 5, FIC
JIWVEIERT7) . BN Y, &0 b= B R
REIEHL, Cho ofREERROEMLRES
&, REHEREEH P RABEH R, 20/
VI KR 7Y ORETERF PR O T8N 2 Hi
THEEZLRTEY., B I CHESATVS,
Feeney H° (319824, v P TERKICEIHE
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B1E

EEES

H2 IN—F I ARTOFERBONE
=¥V Y VRTIR. BEREICLDARLEHROEESN
TWD (BROBER). BAREMZ DT & THRMERRIGE
M., EEEBIBESND.

L7 AR 4 S 8RR B ) [H] 48 A% D-amphetamine |2 & )
REShAZ 2 RE L. FBIC, Ty F2#WERT
HIEWLD, FOREERAIEEZbNEZ EH R
Lize THIIEMERDL NIV TEHHD5, Eiks
EUNEYF—va YIIBOBAEDEIEETH 5
CEERLIZARTH S, 19954, Walker-Batson 5 ¥
& Pt & 0 F4E 16 ~ 30 H # 124 H 4 |2 D-amphet-
amine 10 mg % 10 [@#%5- L . FR I EBEE T 1T 720
BE#T R, EHRBEEFERICEELALN, T2,
12 7 AT OHFEIELFFR L Tz, Martinsson 5
1120034, BIMEH & EBREDE/LICOVWTREL
720 WUEHA MUE | SEER I MUE | (%003 D-amphetamine
BETCER LD, 75 RESBEERTERICZS
WEBLBEIERE o, EBIFREEIX7THH FTD-
amphetamine ¥ 5 THEILHE L. FOMEL D

UNEYF—arOrEy 72

95 A% % A%, D-amphetamine ¢ i &) i & (2 03" 5
SO TEBEFEOHRICOVTRETERIH L (B
2)s

@ Methylphenidate
methylphenidate & D-amphetamine & [5] # {2 #§ 7 %
WETHY, PN, I NT¥ERT7Y) SEDEME
OYER R+ 5, FFRICBV TR FralL Ty —,
EERMGLEEERCHEIEN D 5. Grade bW IZREEE
#1 T methylphenidate % 3B Hi#% 534 L & b (Z:EB)
BEZIT . ) DRBOUE L ERRE. B ¥ 4SS
RO HE % B2,
®Levodopa

levodopald/$—% vV Y IREBETH 505 KA
TEF2I VICRBE B, £0O5%IX/ VI ERT
AL IREE N, BAO VYR T7) ViR
% LA &€ %, Scheidtmann 52 (ZfRZEF THOD 3
M (X levodopatx 5 & BEFE 21T\, RO3HEMT
EBREDO AR EIT o 7o RO 3EM TEBIEE L
FEIIHEL. 20HOZAMICBVTL ZOMEIL
ke L7z
@L-threo-DOPS( K #F & KJ¥)
Lthreo-DOPSIZ / VT ¥ £ 7 ) Y DRIBRYWETH
N, 28—F 2V UK, BIMERLESR EOERETDH
%o Miyai 5 " |2 B T L-threo-DOPS % #ff L T
BIREE T, BB o7, BEEGEEE. BT
T REEERE O E % D,

1.5 ROFIEM 2 HE T 3 THEMED & 3 XE
(F&3)
Feeny 5 * (3 8 %5 T D-amaphetamine @ 3 g[8
{2 #%h R A haloperidol THHE SN L Z L3 WEL T
W5, haloperidol DEBEIER X F/$3 ¥ D, &

®2 WEPEOEEHEDEEICIT S D-amphetamine DTNR

BEE k: 3 n RIEREB Hik ¥IE FEHER i
Crisostomo 1988 8 3-10 A TEER A 24
Walker-Batson 1995 10 16-30 H HER HE 12#%H
Mazagri 1995 25 72 BRI LA CTEE®R ) 3% A 8%
Reding 1995 21 30 H LARE TEE®R i3] 488 s
Vachalathiti 2001 27 ¥ 6.7 H —EER £ i3] 7H i
Sonde 2001 40 5-10 A TEER i3] 37 H
Martinsson 2003 45 72 BE LA TEER HE) 3% H
Treig 2003 24 6 LA “EER i3] 360 H
Gladstone 2006 71 5-10 A “EE®K =g 3% H
Sonde 2007 25 5-10 H —EHER i3 328 *

* levodopa fif A & B &Y

-165—



B1E BRoWEEEINEYTF—Ya Y

®"3 BOFBHICHEEERIZTAIRERD S 5

BRI 8% % (B3

RO eI % [E

B V¥ A7) S
D-7>7x¥%3I”
AFNT=F—Fh

a, ERTE (BEHIZ L)
a, FIEEE (BREAZ L)
N3 Y ZEMERE (FUEHRELR L)

LR R/t GABA 1EBI3E (NV VY TEE BB L)
Fox Rt HTADAK]
Z Dt A BN I g
SSRI Tz /)N EF—)
Rl S I
SSRI : EREYE O } = BEAAEEE
GABA: W »=<T73/
EE IBERIM 3k
ZHH 1) Hallett M: Plasticity of the human motor cortex and recovery
BREERSHR from stroke. Brain Research Reviews 36: 169-174, 2001
: & - BEEE R 2) EHBUINE: )UNE ) T— 2 3 YEREKTEN. EHRFEHAR.
[Mwﬂﬁﬁ%ﬂmk—ﬂﬂm} ltag ¥, p35. 1996
3) Ikoma K, et al: Analysis of short term motor learning in im-
paired coordination. in Electromyographical Kinesiology (ed
w by Anderson PA et al). Elsevier Science Publishers B. V., Am-
BOBME FH| 2 sterdam, p431-434, 1991

[

B3 UNEYF—> 3 ilEnRE

BWIAETH BN, a,/ VITER T v ZSEMEERTE
Abd), ChrEHEEICELEZRIZTEEZS
L5, Goldstein 5 ¥ |3 fiti #E Z£ % > GM, ganglioside ®
MEERETTIHHEICBTHIBEL & - 72966 T.
HEEHA L EBHBEORBEICOVWTHELMEFELZ L
Too NI TTEYE L REH] K83V ZREETE.
o, FEVE, o, FHE, ML TAD»AE (phenytoin &
phenobarbital) ASEH I N/EFEE (n=37) TiL. L
R EgHRE L BB EBEBEORBEITBRTH o7
BEIEF Y 2AOBWHRIIEETHLH, 2D L)
RERPEET AN L T3R8 L7 L THEA 0%
RETHIZELHETh D,

1.6 UNEUF— a3 iliEnHE% (M3)
EHREEZFETH)NEY)F— 2 a IIEITLE
Thbo THIILWROTTEEIFEIN, MOEE
EIREND, FLTHEDH LS L2580 E, L
LML MOTEMEY X ) HREL (HFET B 10,
BRI, EHEHERSTR., CHESBERAE 2 &S0l
BRI O ERT 5, FRIIIIFEFBHFIN
%o BRDEAL—RRITIZZ { REFHEIF T 5 Fik%
RAETLHZEPULELZZON.SHOBENEI NS,

4) Classen J et al: Rapid plasticity of human cortical movement
representation induced by practice. J. Neurophysiol 79: 1117-
1123, 1998

5) Chuma T et al: Motor learning of hands with auditory cue in
patients with Parkinson's disease. J Neural Transm 113: 175-
185, 2006

6) Taut MH et al: Rhythmic Auditory Stimulation in Gait Train-
ing for Parkinson's Disease Patients. Movement Disorders
11: 193-200, 1996

7) AR MEEEF—EHBEREICHEES T SEY. B
FR1J 7N 14: 537-542, 2005

8) Feeney DM et al: Amphetamine, haloperidol and experience
interact to affect rate of recovery after motor cortex injury.
Science 217: 865-857, 1982

9) Walker-Batson D et al: Amphetamine paired with physical
therapy accelerates motor recovery after stroke. Stroke. 26:
2254-2259, 1996

10) Martinsson L et al: Safety of dexamphetamine in acute isch-
emic stroke: A randomised, double-blind, controlled dose-es-
calation trial. Stroke 34: 475-481, 2003

11) Grade C et al: Methylphenidate in early poststroke recovery:
A double-blind, placebo-controlled study. Arch Phys Med Re-
habil 79: 1047-1050, 1998

12) Scheidtmann K et al: Effect of levodopa in combination with
physiotherapy on functional motor recovery after stroke: a
prospective, randomized, double-blind study. Lancet 358:
787-790, 2001

13) Miyai I et al: A pilot study of the effect of L-threodops on re-
habilitation outcome of stroke patients. Neurorehabil Neural
Repair 14: 141-147, 2000

14) Goldstein LB et al: Common drugs may influence motor re-
covery after stroke. Neurology 45: 865-871, 1995

(£5—%)
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-gﬁfﬁ_j%t%m‘mﬁumrurﬁuU@%&¢awﬁﬁgaxvaﬁiﬁﬁ¢®%ﬁ

PR E & IEYEN L NVOBEEL W, REPTI, FRRE, EBEHR, &E SHET
ZRENREREEICEEINS. 2, Cho2FERETIBEOEELREREIEINS. OF
DEEMEERRHET S & i, BEICHELTEZ VBA2(4 2EBEEEOFMORIATILITTE
W, 2T, EHEEOLOOFEEZII TR L, REPTALNLBEEREDHE 4 Ol
2 EOTRRS,

EHEBADEM  modified Ashworth scale(MAS) & 1)"

TR E R % ST 28 TH 5. Ashworth (HEMEOFME LT, 0, 1, 2, 3, 4O 5 ERSEF(
%% L7248, 12 Bohannon & Smith”IC L 1) 1 £ 2 DMIZ 1 + %A T 6 BRERE & L7288
DRELNS. BIERIOBENE VLR TWS, EFIC L 2 BEOMEES OEFE & &
BT 5, JEECHIEICEREC XA STV A, MEEBIO X ¥ — FRfllsEhf i
Wb, BIEN(REMO—EM) 2805 2 LAEECTHS. K L b iEfEv=
TIVEER LTV (F2)2.

Q) EHBEOEERBOFE : TR bO—LRF—,
Brunnstrom stage (% 3)”

BREC R BB O BB CTHIT 5 BB/ S8 — (DX, 1~ VIO 6 B CEIEERE % 5
iy 530 TH 5. WERRONRER, MELHIHLALVRER D T TEERIEHHE 2
D, SEFEGEBAHE Lthn 5. FFEEEA 5 B L 7 i SRR A G, MR
LITE, TEMEDHHE 2o THEEREME 2 5. UK D L % 6 BIOFHER T 5.

EATUS & 1S, —BOBI DR B & X MOBIHIEE S 2BRTHS. B
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# 1 modified Ashworth scale’

0 BEEOIENEL

BEOBHERITEDSD, catch aﬁd release E%L\li. ﬁ]ﬂ!ﬁ@ﬁ@ﬂit‘

DEDIFEND DD

 RIEBD

T5ICTUE L:TL%%ED‘_JQJH (l&l?:") %H(LEBZJ b‘ ﬂﬁibﬁﬁblioﬁ <

RN (easily moved)
3 EHCHREIENDD, tEESERETHD
4 HETIEFEHIEL (rigid)

Gt B, KEELE, ARES, i RODEEENREREICB 5 EMRET
fili. Modified Ashworth Scale(MAS) D &Hili& MEBHEORE. VY HE) F—

a YEH 2002 : 39 : 409-415 L WB[H)

% 2 MAS OFHiv=17)L"”

z}gs@maﬁn@mo catch t?lﬁﬁ<ﬁﬁb‘ﬁb®7ﬁﬁ(m 1

T I diﬁedAshworth scale H}Eﬁ =
‘?‘fﬁﬁﬂﬁ ﬁﬁﬁﬂtﬁﬁ@ﬁ%(?ﬁ(&%ﬁ]b‘ﬁ *ﬁ%‘!&iﬁﬁ*&*ﬁﬁ)

1) s, RAIE UTERITEA(GREA) TITL), TRTCEERMITIT S HTL93.

2) BREOBEF(ER)IFEFLL, XK - BETIDBEFLTD.
3) MO PHERELDDDHIEEF, BRERMUIGIVWREERUTITOLNTES.
4) ZEMHOERE, TEDRITHRIRATITD.
2. AEEH - AEAE—R
1) VWSNOEBAIS 3 ADRAEZTV. Bo>LBEMEZRATD.

2) HUENEE)C K DHIEADRUEDS, tEEHORENF—E8D. BEE 80" sec LLIDNBH,

BENEHEFEVCD, slow speed NEFE UWW(BZRIE 1sec TRT T D).

‘fEXﬁﬁﬁﬁﬁE@ 3.
+ R (MP BSEIER) Z DN

(ETREUEETETS.

Gt ﬁﬁ_ﬁ. KHEEAE, M]‘ﬁﬁ% 1, - BRI REE R FRERE BT 6@%&*%‘2{&& Modified Ashworth Scale (MAS)
DO MEEEBEEORS. UNY Y F— 3 YEF2002; 39 409-415 L hEH)

ZE, FERVER O BRI ICEY, REMONBEESAMEICERT A58 THE. 72,

3

FEE) I —ED/NNY — Y TOERETHY, HLHHOAZEDNT L) ROHEERNTE 2. #l
2, BREOEE - SME - ShoE & BETEf & mEA S RRCEC D, FES B, S 2w

T, EEBERIASZ SR WT, HEEOAZEH TS Z EHBTE R,
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F58E @& REPISITIITE

% 3 Brunnstrom stage’

o 5 B}
| ERE () E: | AR TR
| [R5 — 1 AR [ PE fiT | [RBDIEEL U] |DBA: BAfZ, FE: BB,
| THEfT] | 37 © 374i7]

1 Fﬁﬁﬁﬁbb‘&bﬂﬁ%ﬂﬁﬁﬁ w e L R
(VA S ‘ ‘ :

I HEESHH—HHE DFHCEGLEES — LEEMOSODTHICHR  EODOTHERESHHEEE
EERGHERS N DFHE L EED (BA) DT hVS R EE)
% | (BN AR ERIETEE)

[CK D Raimiste TR

m“-?-ﬁa\t;ikﬁ@ﬂb‘ BOHVIEEES Z LS E DISEITRD NI (B)EESHVSRIEEE = A

‘,&ﬁ ‘ BiHEES B BETTENTER  SEiEtEES
Fe Eﬁbb‘t&ﬁﬁﬁﬁﬁﬁ’a‘:ﬁfj@ L ey i "

IV SEESH— i g@owté&%ot@ RHELERE (BB 7 90° LU kR U

5 < MOEHDTRECTREDE T BEKOHAICT
R RERAI CAERE 90° ETRED R5Y
B 90° TOEIRS (FB) Bt TR AR

VvV SEESNERNC FHEBTRMCENEN NEDEH i (3D) BB AT CORTERR

oHme FERM CFZHE LHTH HERNERRICR<AEE QDESMTORERE

| B folazgp _
[REES 0 TOER 2ABEOSEHE

VI HBEHNEBIC AF—YVETORET AF—IVETORET (B) TRANED. BOX
TED NCHECRALERE ~NTEEROFEESD AR ULEKSTTHE
POGEMCRITD  [CRALA—XCEHED s (3SR

BEEEOHE 1 DU LOREITRLEDE VAT -,
CRER=BEE) BHIUNYYF—avESE #£2M EHELRRR 2005;214 X H51H)

FELEE LR L T EES S E L C E D EEIC OB A ZEIEETAS. bHLAAZDLY
ZEEBREYETCOREFFRE T ESDITTIIZVA, BXFOEEERREZIEETSDI2IE
EHTH 5.

€) EBIEE OB

@ P2 B8 5B ST % (stroke impairment assessment set SIAS) (4)Y

DHPETHESN TR MEFHERETH 5. EBHEE, HRR, K, BEWEN -
e, RRRERE, ERENPRRE, AL ERMEL, BESIECBENL V. WEIX 76 5 TH .
SIAS ?;E£8)H H i3 Brunnstrom stage & B\ ERE A 5.

HREYEETMT2HEELSD S (ESD, HRBEOLEL - RBIEFOFELESL BRT
%, FR O & T EEE) OBEEBIC oW TIE, 0CEBETTE), 1, 2, 3(E®E)D 4 BRET
M4 5. ¥/, FRBEBRESE TEERSICZOWTD 0(EBELEFZIZZz7u—X A0HE), 1,
2, 3(EE) D4 BBECHEIT 5. RETIHEROETHLVIIBEFOHEOEHEIIIEER L
T, HRENI XN HLEAICHYUT L1 HE5 25,
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SRR AL

O
=

(—‘Fﬁﬁi—(ﬁ%) B‘ﬁ&qﬂ?%m&ﬁ%ﬁ?fﬁﬁ SIAS & FIM m%ﬂ% /:n7°') VH
- 7T I HEE, 1997;19 X W EH)

£ 5 SIAS OFRROE®

_tﬂ?zﬁyiﬁﬁj I/E N ;* mp
 ZESH A\ =EHR S
DA TEEBS DL
1B ZBHHHL

1B, 2 3 FURBETHERD. e
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CORRELATION OF MOTOR FUNCTION WITH TRANSCALLOSAL AND
INTRACORTICAL INHIBITION AFTER STROKE
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Objective: The inhibitory role of neuronal networks in motor
recovery after stroke remains to be elucidated. We examined
the influence of transcallosal inhibition and short intracorti-
cal inhibition on motor recovery after stroke. We also inves-
tigated the correlation between transcallosal inhibition and
mirror activity.

Design: A cross-sectional study.

Subjects: Thirty-eight chronic stroke patients.

Methods: Transcallosal inhibition was evaluated using sin-
gle transcranial magnetic stimulation, and short intracorti-
cal inhibition was assessed using paired-pulse transcranial
magnetic stimulation. Mirror activity was measured during
tonic contraction of the contralateral hand.

Results: Transcallosal inhibition from the contralesional to
the ipsilesional motor cortex correlated positively with mo-
tor function of the paretic hand; in contrast, transcallosal in-
hibition to the ipsilesional motor cortex correlated negatively
with mirror activity of the paretic hand in both cortical and
subcortical stroke patients. Short intracertical inhibition of
the ipsilesional motor cortex correlated negatively with mo-
tor function of the paretic hand in only the subcortical stroke
patients.

Conclusion: Transcallosal inhibition from the contralesional
to the ipsilesional motor cortex may inhibit mirror move-
ments in stroke patients with good motor function. The
weak transcallosal inhibition in patients after stroke with
poor motor function may be ineffective for inhibiting mirror
movement; however, it may have the advantage of facilitat-
ing motor recovery.
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ment; transcallosal inhibition; intracortical inhibition.
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INTRODUCTION

Stroke alters the neuronal function of the motor cortex adjacent
to or distant from the lesion through neuronal networks (1).
Transcranial magnetic stimulation (TMS) has been used to

J Rehabil Med 42

detect changes in neuronal function after stroke. Several stud-
ies have reported the loss of inhibition in the ipsilesional and
the contralesional motor cortex of stroke patients using TMS
(2, 3). A decrease in the inhibition contributes to the cortical
reorganization by unmasking the latent networks (4); however,
whether the disinhibition after stroke is caused by the lesion,
whether it reflects a compensatory mechanism, or both, is still
poorly understood (1). The change in transcallosal inhibition
(TCI) after subcortical stroke has also been assessed using
TMS (5). While a recent study has examined the changes in
both TCT and intracortical inhibition after stroke (6), it remains
unknown whether these neurophysiological parameters are
correlated with motor function in both cortical and subcorti-
cal stroke and whether the parameters of cortical stroke differ
from those of subcortical stroke.

In this study, we evaluated TCI and short intracortical inhibi-
tion (SICI) to determine whether these TMS parameters influ-
ence motor recovery in both cortical and subcortical stroke. It
has been demonstrated previously that although SICI may be
reduced in appearance, the inhibitory function may be normal
if the excitability function increases (7). Therefore, we meas-
ured not only SICI but also short interval cortical excitability
(SICE) to evaluate inhibitory and excitatory function in more
detail. In addition, we investigated the correlation between
TCI from the contralesional to the ipsilesional motor cortex
and the mirror activity of the paretic hand. We hypothesized
that the change in TCI to the ipsilesional motor cortex after
stroke could influence the mirror activity of the paretic hand
during non-paretic hand movement.

METHODS

The study population comprised 38 first-time chronic stroke patients.
Motor function was evaluated using the upper limb subset of the
Fugl-Meyer scale (FMS) (8). All the subjects gave written informed
consent, and the experimental protocol was approved by the local ethics
committee of Hokkaido University Graduate School of Medicine. The
patients were classified into the following two subgroups according
to brain computed tomography (CT) or MRI findings (Table I): (i) the
cortical group, which had stroke lesions involving the sensorimotor
cortex or both sensorimotor cortex and subcortical structure; and (i7)
the subcortical group, which had lesions located caudal to the corpus
callosum, indicating that the corpus callosum was intact.

TCI was performed using a 70-mm figure-8 coil and Magstim 200
(Magstim Company, Dyfed, UK), and paired-pulse TMS was applied

© 2010 The Authors. doi: 10.2340/16501977-0628
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Table 1. Clinical characteristics

Transcallosal and intracortical inhibition 963

*EMG activity of first dorsal

Gender Paretic side Duration after  Fugl-Meyer interosseous
Age, year Male  Female Right Left stroke, month  scale, Non-paretic, uV  Paretic pV
Mean (SD) n n n n Mean (SD) Mean (SD) Mean (SD) Mean (SD)
51?;;’;1 B 61.7(10.1) 12 8 28 46.3(342)  68.0(234)  3508(2102)  155.0(140.8)
(S’;‘Ecl‘;r)t‘ca' BOUD 616(103) 11 7 10 8 569(51.9)  63.9(21.7)  3954(220.1)  154.6(155.5)

*Mean rectified EMG activity during maximal tonic contraction.
SD: standard deviation; EMG: electromyography.

using the same coil and a Bistim device (Magstim Company) that trig-
gered two magnetic stimulators. The coil was placed tangentially over
the motor cortex at an optimal site for the first dorsal interosseous (FDI)
muscle. The optimal site was defined as the location where stimulation
at a slightly suprathreshold intensity elicited the largest motor-evoked
potentials (MEPs) in the FDI. The resting motor threshold (rMT) was
determined separately for each stimulator and defined as the lowest
stimulator output that could activate MEPs with a peak-to-peak am-
plitude greater than 50 uV in at least half of the 10 trials. We excluded
patients for whom MEPs were not detected in the ipsilesional hemi-
sphere from the ipsilesional TMS study section, i.e. patients in whom
MEPs were not induced even at 100% stimulator output.

We performed paired-pulse TMS at inter-stimulus intervals (ISIs)
of 2, 3, 10 and 15 ms. The intensity of the first conditioning stimulus
was 80% rMT and that of the test stimulus was 120% rMT. Ten trials
were performed for each 1SI and unconditioned trials (controls) were
recorded during complete relaxation. The paired stimulation with
each ISI was randomly mixed with the control stimulation. The mean
peak-to-peak amplitude of the control MEPs and paired MEPs at each
ISI was calculated. The mean amplitudes of paired MEPs at ISIs of
2 and 3 ms were averaged to obtain a representative value for SICI
and that at ISIs of 10 and 15 ms intervals for intracortical facilitation
(ICF). SICI is expressed as the percentage of the degree of inhibition
(1 = (paired/control)), and ICF is expressed as the percentage increase
(paired/control) in MEPs amplitude. SICE was measured using paired-
pulse TMS at an ISI of 2 ms. The intensity of the conditioning stimulus
varied between 30% and 80% of MT and was administered randomly
at 10% increments; whereas, the intensity of the test stimulus was
the same as that for the SICI measurement. MEPs amplitudes at each
conditioning stimulus in SICE were expressed as a percentage of the
mean amplitude of the control MEPs.

In the TCI procedure, each hemisphere was stimulated 20 times
(intensity, 150% rMT) during unilateral maximal tonic contraction of
the ipsilateral FDI, while keeping the contralateral upper limb relaxed
as described previously (9). Twenty electromyography (EMG) signals
of the FDI were rectified and averaged for evaluation of TCI. The mean
amplitude of EMG signals prior to the stimulus for 100 ms was defined
as the background activity. TCI was quantified by the period of relative
EMG suppression after the stimulus, i.e. from the point at which the
EMG activity clearly decreased below the background activity to that

Table 1. Transcranial magnetic stimulation parameters

at which the EMG activity again increased to equal the background
activity. The area of suppressed EMG activity was also averaged. TCl
was then defined as the percentage of this mean suppressed activity
in the background activity. This indicates that the greater the EMG
activity suppression, the greater the TCI.

Mirror activity was calculated from the data in the TCI section to
avoid the fatigue of stroke patients by additional tests. We rectified
and averaged 20 EMG signals of the contralateral FDI muscles (mirror
condition) prior to TMS for 100 ms during a maximal tonic contrac-
tion of the FDI muscle (active condition). Finally, mirror activity was
expressed as a percentage of the mean amplitude of the mirror condition
in the mean amplitude of the active condition at the same FDI.

Clinical data were compared between the cortical and subcortical
groups by using the Mann-Whitney U test or the ¥’ test, depending on
the type of variable assessed. For the comparison of TMS parameters,
the Kruskal-Wallis test was used. The changes in SICE were evalu-
ated using analysis of variance (ANOVA) for repeated measures, with
INTENSITY as a within-subjects factor and STIMULATION SITE
as a between-subjects factor. A post-hoc analysis was performed with
Bonferroni’s correction. Possible correlations among the various pa-
rameters were determined using the Spearman’s correlation test.

RESULTS

There was no significant difference between the cortical and sub-
cortical groups with regard to age, gender, paretic side, duration
after stroke, FMS, EMG activity of non-paretic, or EMG activ-
ity of paretic (Table I). Table II shows TMS parameters of each
hemisphere in the subcortical and cortical groups. We obtained
ipsilesional TMS data from 9 patients in the cortical group and 9
patients in the subcortical group. There was no significant differ-
ence between the 4 stimulation sites with regard to rtM T, amplitude
of MEPs, SICI, ICF, or TCI (Table II).

Table III shows the correlations between TMS parameters
and motor function of the paretic hand. SICI of the ipsilesional
motor cortex was negatively correlated with the FMS score

Amplitude of
™T, % MEPs, uV SICI, % ICF, % TCI, %
Stimulation site Mean (SD) Mean (SD) Mean (SD) Mean (SD) Mean (SD)
Ipsilesional hemisphere in cortical group (n=9) 52.8(12.2) 921.9 (463.6) 384 (50.6) 169.2 (71.8) 50.1 (14.0)
Ipsilesional hemisphere in subcortical group (n=9) 50.9(9.7) 556.8 (348.7)  23.6 (41.7) 182.6 (160.8)  53.7(14.3)
Contralesional hemisphere in cortical group (7=20) 51.9(9.1) 895.0 (451.7)  25.7 (65.8) 192.2 (93.6) 46.2 (15.1)
Contralesional hemisphere in subcortical group (n=18) 52.9(8.6) 813.6 (670.0)  22.0(49.6) 239.6(139.5)  58.7 (14.6)

rMT: resting motor threshold; MEPs: motor evoked potentials; SICI: short intracortical inhibition; ICF: intracortical facilitation; TCI: transcallosal

inhibition; SD: standard deviation.
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Table 111. Correlations between transcranial magnetic stimulation parameters (TMS) and Fugl-Meyer scale (correlation coefficient and p-values)

Fugl-Meyer scale

Ipsilesional hemisphere (stimulation site)

Contralesional hemisphere (stimulation site)

TMS parameters Cortical (n=9) Subcortical (n=9) Cortical (n=20) Subcortical (»=18)
™MT —0.497 (0.173) -0.033 (0.933) 0.038 (0.873) 0.143 (0.570)
MEPs 0.267 (0.488) -0.183 (0.637) —0.251 (0.285) -0.060 (0.813)
SICI —0.483 (0.187) —0.783 (0.013)* -0.121 (0.612) -0.162 (0.521)
ICF 0.300 (0.433) 0.550 (0.125) 0.403 (0.078) 0.054 (0.832)
TCI -0.200 (0.606) -0.250 (0.516) 0.502 (0.024)* 0.649 (0.004)**
*p<0.05; **p<0.01.

rMT: resting motor threshold; MEP: motor-evoked potentials; SICI: short intracortical inhibition; ICF: intracortical facilitation; TCI: transcallosal

inhibition.

of the paretic hand in the subcortical (Fig. la; r=-0.783,
p=0.013), but not the cortical group (»=-0.483, p=0.187).
TCI from the contralesional to the ipsilesional motor cortex
was positively correlated with the FMS score of the paretic
hand in both the cortical (Fig. 1b; »=0.502, p=0.024) and
the subcortical groups (Fig lc; »=0.649, p=0.004). There
was a negative correlation between TCI to the ipsilesional
motor cortex and mirror activity of the paretic hand in both
the cortical (Fig. 2a; r=-0.508, p=0.022) and the subcortical
groups (Fig 2b; »=-0.600, p=0.009). There was no significant
correlation between TCI from the ipsilesional to the contral-
esional motor cortex and mirror activity of the non-paretic
hand in either group.

Fig. 3 shows the change in SICE in the cortical and the sub-
cortical group. A repeated-measures ANOVA for SICE showed
no significant interaction between INTENSITY and STIMULA-
TION SITE (F (15, 260)=0.884, p=0.582) or STIMULATION
SITE (F (3, 52)=0.142, p=0.935), but a significant effect of
INTENSITY (F (5, 260)=21.462, p<0.001), reflecting that
SICE had not been influenced by the stimulation site. Post-hoc
analysis revealed that a strong conditioning stimulus could
reduce SICE (Fig. 3).

DISCUSSION

This study revealed that the inhibitory function of the ipsile-
sional motor cortex correlated negatively with motor func-
tion of the paretic hand in subcortical stroke patients. The
inhibition from the contralesional to the ipsilesional motor
cortex correlated positively with motor function of the paretic
hand; in contrast, the inhibition from the contralesional to the
ipsilesional motor cortex correlated negatively with mirror
activity of the paretic hand in both cortical and subcortical
stroke patients.

Several studies have reported disinhibition of the ipsilesional
motor cortex in the acute stage of both cortical and subcortical
stroke (2, 10). However, whether the inhibitory function of the
ipsilesional motor cortex normalizes or remains decreased in
the chronic stage remains controversial (11, 12). The correlation
between inhibitory function and motor function is also poorly
understood. In this study, we have revealed that the inhibi-
tory function of the ipsilesional motor cortex was correlated
negatively with the motor function of the paretic hand in only
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Fig. 1. Correlation between inhibitory function and motor function.
(a) There was a negative correlation between intracortical inhibition
of the ipsilesional motor cortex and the Fugl-Meyer Scale score in the
subcortical group. There was a significant positive correlation between
transcallosal inhibition from the contralesional to the ipsilesional motor
cortex and the Fugl-Meyer Scale score in both (b) the cortical and (c)
the subcortical groups.
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Fig. 3. Shortinterval cortical excitability. The strong conditioning stimulus
reduced the amplitude of motor evoked potentials (MEPs) in short interval
cortical excitability in all groups. A significant reduction in the amplitude
of the MEPs is indicated by asterisks. Error bar: standard deviation.

subcortical stroke patients, but not cortical stroke patients, in
the chronic stage. Considering these findings, the continuous
disinhibition of the ipsilesional motor cortex in subcortical
stroke patients may promote the best possible recovery of motor
function by facilitating the plasticity of the non-damaged motor
cortex in the ipsilesional hemisphere (4); in contrast, the inhibi-

tory function of the ipsilesional motor cortex in cortical stroke
patients may be influenced more by direct cortical damage than
compensatory mechanisms in the chronic stage.

The problem with the SICI methods is that it was difficult
to decide whether a reduced SICI indicated weak inhibitory
or strong excitatory cortical function solely on the basis of the
SICI paradigm. To avoid this problem, we used the SICE para-
digm that could evaluate the inhibitory and excitatory circuits
in more detail. The influence of the excitatory function has
been shown to be superior to that of the inhibitory function at a
strong conditioning stimulus in the SICE paradigm (7). If only
the excitatory function increases and the inhibitory function
remains unchanged, the amplitude of SICE is small at a weak
conditioning stimulus and large at a strong conditioning stimulus
(7). However, the amplitude of SICE was reduced according to
the intensity of the conditioning stimulus in this study. Therefore,
the reduction in SICI of the ipsilesional motor cortex implies the
loss of inhibitory function and not an epiphenomenon caused by
modified neuronal circuits shifting toward excitatory activity.

TCI from the contralesional to the ipsilesional motor cortex
was more prominent in patients with greater motor function dur-
ing movement. This finding is not consistent with that of previ-
ous study, which reported a negative correlation between TCI
at pre-movement and the motor function of the paretic hand (5).
These differences may have resulted from the differing methods
and TCI mechanisms employed in our and previous study (13).
A recent study reported that TCI could inhibit unwanted mirror
activity during intended unimanual motor tasks (14). Consistent
with this report, TCI to the ipsilesional motor cortex was cor-
related negatively with the mirror activity of the paretic hand in
our study. Therefore, TCI to the ipsilesional motor cortex during
movement may play a neurophysiological role in the inhibition of
mirror movement of the paretic hand. To clarify this hypothesis,
further studies are required to evaluate the change in mirror activ-
ity when TCI to the ipsilesional motor cortex is reduced by using
inhibitory repetitive TMS over the contralesional motor cortex
(14). We propose that TCT to the ipsilesional motor cortex may
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be important for mirror movement of the paretic hand; however,
we agree with the hypothesis that TCI to the ipsilesional motor
cortex may inhibit motor function in some stroke patients (5).
Considering these findings, TCI to the ipsilesional motor cortex
may be influenced by a balance between motor function and
mirror movement in the paretic hand during the process of re-
organization after stroke. That is to say, TCI to the ipsilesional
motor cortex may be strong to inhibit mirror movement in patients
with good motor function; in contrast, TCI in patients with poor
motor function may be weak to improve motor function without
inhibition of mirror movement.

The neurophysiological results of this study may help
improve individualized rehabilitation strategies after stroke.
Recent study has reported that inhibitory neuromodulation of
the contralesional motor cortex could improve the motor func-
tion of the paretic hand by a reduction in TCI to the ipsilesional
motor cortex (9). Therefore, inhibitory neuromodulation of the
contralesional motor cortex may be especially effective for
stroke patients with good motor function who had strong TCI,
although the mirror activity of the paretic hand may increase.
In addition, for subcortical stroke patients with disinhibition of
the ipsilesional motor cortex, intense use of the paretic limb,
such as constraint-induced movement therapy, may promote
motor recovery by inducing use-dependent reorganization (15).
In contrast, inhibitory neuromodulation of the contralesional
motor cortex may be less effective in stroke patients with poor
motor function, because these patients already have weak TCI
before the neuromodulation interventions. The functional im-
aging study has reported that the contralesional motor cortex
is engaged during paretic hand movements in stroke patients
with poor motor function (16). Therefore, therapy aimed at
increasing the excitability of the contralesional motor cortex
may be effective for motor recovery of stroke patients with
poor motor function. However, to our knowledge, there is no
report that a neuromodulatory approach that increases the
excitability in only the contralesional motor cortex can en-
hance motor recovery, ignoring the importance of the balance
between bilateral hemispheres (17). If excitability is increased
only in the contralesional motor cortex, the weak TCI to the
ipsilesional motor cortex in stroke patients with poor motor
function may become strong and inhibit the function of the ip-
silesional motor cortex. Therefore, bilateral movement training
that engages and balances both hemispheres may be effective
for stroke patients with poor motor function (18).
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