* 20204F 10 HeRET (38 1 i)

BPE  BIERF

BAHAE - 36

# H

HAZESEE SRS
871139
L= TS8E | A= T8
\ | 250mg 500mg
HTADAH AFES | 22200AMX00864000| 22200AMX00865000
bUlysE-AE It HRZEMME | 20104E 9 H | 20104 9 A
LRF S5ty LEE

-7 235.5E250™¢
-7 235.5E500™¢

E Keppra® Tablets

F) ER—EMFOMGEIC KV ERTHI &

2. B2 (ROEBEICIFHRS LIV &)
ARNORRAEET ) R 2 FERIC UBEE0EDBEE

7.2 RABHERERE ICAF 25T 551X, FRITR
TIOVLTFUI7I)T S AMEESEE L THRRIOKRS
BROKRESHEZHAGSTH &, 2. MEERZ 2T

BDH2E
i TWABRANEBETIE, JL7F=2 77T Y AMEICL
3. 4R - C-1HMEZICMA T, MKEN % £ L 7R ICKA O
31 e BIRE21TH L. 7B, ST TRLTVAHERY
—— _ _ HRIEYI 2L —va v BRICEDLbDTHE I Lp
Wt | A—4778250mg | A —4775500mg 5, REHTLICHECERLAN S, FMERURES
R LR 55 2050mg | LAF 5 £500mg HET S L. [9.2.1, 9.2.2. 9.8, 16.6.1. 16.62 %
& He]
JUAAANAT—AF MTZUAAIN AT —AF b — -
UL, wrzuad— VUL, vrad— ) 7][/771”/ oo |s S J{ﬂﬁﬁi
6000EP. BB /K A |6000EP, BEE MK 1 77722 280 |250-<80)230-50| <30 | g RO
B, 2770 VB R B AT T VYR (ml/min) A&
WAL |2 7o, BUEZLT7L YL, KUEZLT L | {5 | 1000~ | 1000~ ) 500~ | 500~ ) 500~
I =)L (EBT T ALY |3 = GRS T AED). 3000mg|2000mg | 1500mg| 1000mg|1000mg
Bitr5 >, v 7ud—|gtyy . vrud— 1o 1 1[G 1[G 1[E]
L4000, #)L7 . HE2/)L4000. #L7, & HEHE SR | 500mg|500mg|250mg|250mg| 500mg | 250mg
BYLIZUAL—F S mk 1H20E |1 H20E |1 H2[E |1 H20E | 1H1E
3.2 BAEIOMIR || 1 | IE [ 1E [ 1M
] 1= 77848250mg | A —4r 77§500mg e 5 | 1500mg|1000mg| 750mg|500mg|1000mg | 500mg
& Rl | B, 74 LAd— Mot | B/ 7 4 LAd— MR 1H20E |1 H20E | 1H2[E | 1H2[E | 1H1E
. = — 73 BEEOMKEREOH 2 BETIE, FETOILTF >
M’_ - @l O BAESERLTBY, ZLT7F=2 7752 R ERS
F£. 8% | 12.8mm. $6.0mm | f16.4mm, 7.7mm T B R E O RS 4 8/ N 2 B S d B & &
L] #94.6mm #95.8mm . EOEMAEYSMET 5L &I, HMEIERE
_EE #277mg #554mg BELAASAERORREZRMTS &, [9.3.1.
%%}DJIJ:—‘ N ucb 250 ucb 500 16.6.3 25!]“3\]
4. NEEX IR 8. EEREANEE

O T ABEDERDFEIE (CRIEERIEFEIFZS D)
O DM TADAWETTRIBRHMRIERH SNV TAD A
BEOBEBAREIEICHT 2R TANAREEDHBEE

6. RANUAE
R EE. RAICIELAF FE 5 4 LTIHI000mg
Z1H2ENC T TREOKET 5. B, ERICEDIH
3000mg % 8 X 7 WHIF CEE Y 5%, HEII2EM
Doz #» > CIHHAEE LTI000mgl R 92175

Z&o

AN CEE. R EO/NRICIELARF I L ELTIH
20mg/kg# L H2MNZ 3T TROBE T 5. 4. FERIC
LD 1H60mg/kgx B2 2 WHIE THEEIERET 55, HE
2B EofEEH I CIHHAE L LT20mg/kgblR
Z &, 272U, /RES0kgl Eo/NETIE. BRA
ERIUHE - HEZHWS Z &,

7= =

IO

7. FERD

FAEICEET R

7.1 KAz BERARFEEIOT L THERT 2558101, fiof
TAPATEGAT 22 & RERRRIEITNT 2 AA
B S TORRRBIIER L Tha,

8.1 HAHICB I 2R E5E0EHRBE R W LRSS IIC X
D, TAPARKIEOHMEN I TAPAERBRESH S D
N5Z2EBHHOT, BE2HIETHHEICIE. DL
EB AR EP I TRAICHET 52 EEEIITY 2 &,

8.2 RZ. TR - &)1 - ELHEHRENZOE TR 5
ZENDHBHDT, RERSHOBREFICITEEHEOEETRSE,
a2 LS B OIRIE ISR S B RVWE I EET ST &,

8.3 FZfilEE. $5EL. HIR. BHE. WBEZORBHERSH
bbb, BRERICESZEbHHDT, AAFRGHIE
BEORERVREOE(LZ2EFRIELBEI S &,
[8.4. 11.1.6. 15.1.1 ]

8.4 BERVZFDOFREHICNEME. BRERSEOBHERRE
BROFHEHICOVTHIHBEEIT O, EA & BRI E%
FHMOAS &OET B L, (8.3, 11.1.6, 15.1.1
S

8.5 /NEEBEDER D FEAE I 2 BANEEICH T 5 iR R R
BENAN - @B e ITbA TRV & s, NEES
DOFDFIEIHTT B HABREICAR 2RI 21548,
IR ERBIICIZERZEOREZ+DICBERT S &,
[9.7.2 2]



0. BEDNDERZEITHEEICHT IR
9.2 BrrEEEEE
9.2.1 BIEEEEEDH B EE
[7.2. 16.6.1 ]
9.2.2 MREBENZZIFTVNDKRIAE
[7.2. 16.6.2 ]
9.3 FFikEEEEEE
9.3.1 EEIFHEEEEZE D% % EE (Child-Pugh248C)
[7.3. 16.6.3 2]
9.5 117
IR SRR L C WA RO H 52 tEicid. DITRD &
S A7 #EE UIBELOARESEEEE EE S &
K SN BEEICORFEET B &,
< B MIBOVT, FRFPICLARF S LADIMHERED
BTRLZEDOWMENDHD. HIMY XAy —HMICE
<, BRTHEROD60%E L >7- EDIWENH 5,
Ty MIBWIRREBITESRO 5TV S,
cBYERBRICBWT, T FTIRR MAOBEER EFRE
B EOBE TERERKROEREOBEEE DM,
REGBIE. WO TRBEMARD 5. 7 F TR,
bt M OBBED4~SEDOBRBE TR, BREED
WMk OFEOEMASRD 5N TW5,
9.6 R3Liw
HELOERERUBARBORREE2EE L. BAD
g S g2 e 5 2 &,
b FAHHFARBITTAZ EARESN TV S,
9.7 INR
9.7.1 BHAMKERIIHERZNRE U EKHBRIZE
Pk EBICERLTWaV, ARIZABARTED
HRERNRE U EINEREENIEER L TWin,
9.7.2 /NREE DI FAE I T 5 BAEE IS 5 B R
ERIZEN - I E BICER L TV, [8.5 2]
9.8 SihE
TJVTFZUIIT T AMEESHF ISR, BEHE
RARASTALEEEICKRSEGT S L, BRETIIBERRE
BEFRLTVWAEZ EFZV, [7.2, 16.6.1. 16.6.4 &
He]

REREDH 5 EE

11. BIfEA

ROBWERDH 6bNBZENHHDT. BELE+HIT

V. BEDRDSNIBEICEERES 2T 5% )

WEZITS T L,

1.1 EXIGEHER

MANThSESEREIRFEMABIE (Toxic Epidermal
Necrolysis : TEN). FEE#SEERAEIRSE (Stevens-
JohnsonfE(&E$) (W3 SEEREA)

FEEN KLBE, KA - 'S A ZTHFE. WHEE. BRI,

AWNREZEORENVRD S NIGEICIEZREGZHRIEL,
B RAEZITS T &

11.1.2 EFIMEBHUELEREF SHEAH)

ENER & LTHRE. DA SN, EITTHERERE.

U JOSHIERR. HMEREENN. (FEAEREE ., BRIy >¢
REFSE 24> BHREOBEELBBIERYH S5bNb
CENDHDH, BB B FANLRZATAILA6(HHV-6)
ZOIANVADBEELZHES 2 ENEL, BEHIE
BOLIE. RE. FEERESOERIEHRD 50T
BT HZESHHIOTERT S LY,
11.1.3 EERIREE GEEAH)
WMERER D . EEEAIERE. B MmERED .
/MDD S5bh B ENDH 5,
11.1.4 &2, IR (W h b 3EEAH)
FARE, HREOEERHRESHSONEIENDH D,
11.1.5 BEX (BEEANHR)
BMLUWIER. ¥&. BR. EHRZEOERTH S5bhi
0. EEREO EREFROSNEEICIZEREZHIE
L. WY ZMEZITS &,
11.1.6 2%, BRER (VT 1%RT)
S, sEEL. R, BB, WRESOBEER
Hobh, BRERICESZ LV HH. (8.3, 8.4,
15.1.1 8]

SR ERBED |

11.1.7 EIERRLARAE (SHEEARHA)
R, B, CKER. M RCRF I 7o
VERENH SN ICEERESEPRIE L., #EY) %
MEEITS T &,

11.1.8 2EBEE (B RH)

11.1.9 EMAEIREE (B RIH)
FE FiREl. MECK LS. Sk, MEOEE ., X
HWEE, BT8RZ. QMIROEMELSDH S bnizigh
IIER G 2db U, G, KOG, RIREE%ED

Y ZMEZITO &, Tz,

BEWEDERTAALNE I ENDH D,
11.2 ZDftDEIERA

ST VRENES

WRE| 3%DLE | 1~3%KM| 1%kE | SELH
EE D £ o[ 6 G0 L B . [R5 ALK B
(10.8%). |55 E 8. 5. EEHHE. 9
5(12.3%) . B8, Sl = . 98E. e
RUGE. (RS HE . R SEBNBEE. A
(283%) . 155 |2, sk EE. B

= g RE B .
W OBERBE T 5
. V@R — v
. BERNE. Y=
\ B, B R, T
R G R
LA
2., YA
F 3 U —.
R, Hhfi
o F »
B R i %
5% % M 9E
. M
MefsE
ZHE. B0, B
iR R EY. R
> EsE
FEEREORD | B ML 1L
B, B
REWRA
\ M. /MR
1% B,
B %
. [k
B>

p DENQTE

PSR E. BIE
W% . EEAK. EEILRE.

. FHK . W EOER. W

. BB, . BAR AEE

UL R e
% . WG
Hik

[ ALPYEIN  |FFRERERE

BERER . BRI
7 R
.- B, R
IR - AR M. R
HE 1
R
R e T NN
(31.5%) . |i% Bk . 5

R REEEE. R . 0 O
FREORNR, 42T
fE. B LIV

RAROR N
B G, ZMEE. BB,
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TEE 3%ULE | 1-3%kE| 1%kE | BEAT
T F T AT s e~
T W DURET.
LALEEE R,
A
i HI DR
BEE. BOB LU 7 DR, BRI
e B EEED D E Y KA KR AL 05 (W
LN N T
R R

13. BEKRS
13.1 K

NEOHIRBREICBWT, LXF T LEZ—FIT15
~140gRA L7BIAH O . IHAR, B, B, =%
LAV, BN R VRS #RE SN T W5,

13.2 g

ARNF M ENTIC K DBRERRETH D HHL TV SIEE
KROBECIGE U TCMEENOEREZERT S &,

[16.6.2 2]

14. BRALDER
14.1 FHIZMHFHOER

PTPREDEAIPTPY — M5O H L TRAT % &
SHEITSHI L, PTPY— FOBRRRICEK D BELHAET
PEEREARA L, EIIZZELER C U THERIR S

DERBLRAMELHET S END 5.

15. ZDMODFE
15.1 BRERERICE D BER

1511 N TEES N AR 2 S CEBOIWTANPAEILS

5. TADPA. BHEEEBREZHNRELIZ1990 TS5
T A RERRBROMEHERICBWT, BRSERV
HEREROFKEOY AT, iTAPAEDOIRART
T RBEEHE L TR2EE L FLTA»AZERA
B 0.43%. SRR 0.24%). WTADPAED
RABETIE. 79 RBEEH~NI000AH72D19A%
WEFTE SN2 (95%EHEXM © 0.6-3.9), 72, T
APABEDY 77V —FTld. I RBEEHER
1000ABH 72V 24NB VW EHESNT WS, [8.3,
8.4, 11.1.6 ]

1512 AEABRATADPABEL208f 2 0RE LTI

AN RRER RAABR O OF G RITIC B W T IR MRIETEY
TEROBEER (BB, Bl &0 AR, B,
BENIE, 15O, BEHALE. B, E#RZ. 5
Bk, MREEEL MRE. ABEE) ORERIIAH
BT13.3%. FIEARBET6.2%TH 7z, FABIC,
HENNERTADARE (4~16%) 198fl 2 R E L
72 7T e RRHRERRBRIC B 2 UHAEFEROFE
RIIAAIBET37.6%. TILRETIBO6%TH o7z,

Fio HEINNRTAPARE (4~ 167%) 98M 2 xR
& L7-RAMRER OTE IS 2 B2 FHE T 2 75
T ARNBEERERICB VT, RN TH 20,
77 KB B U CRBENTEOBLATRR E N,

16. FEYEHRE
16.1 MHEE
16.1.1 BEA
(1) BEHRS

R AICLRXFZFE % 24250, 500, 1000, 1500,
2000, 3000, 4000%), 5000mg® (£ 5 26/l) % 22[8
BFICHREREORS LI L&, TRTOREBTLARF S
& LADOIMFEFREE I S5%ITIT IR ICREEZ R L.
THIEITH (62) IR GBI DD 5T 7~ TH - 722,

(ug/mL)

i
EE = Soom
v ——1000mg
~ ——1500mg
F ——2000mg
5 —e—3000mg
+ —&—4000mg ™
% —&—5000mg®
N (N=6:F#3{E+SD)
i
B
48 (h)
5 R
HA SR OEMBELINT X —5
&5‘% Cmax tmax AUCO—48}1 ti2
(mg) (pg/mL) (h) (g h/mlL) (h)
250 6.9+1.3 1.0£0.6 | 56.7£6.2 | 6.9£0.9
500 16.4£4.8 | 1.0£0.6 |148.7+184| 7.9£1.0
1000 29.7£9.3 | 0.8+0.6 ]2889+34.0| 7.9£1.0
1500 40.8£7.2 | 0.8+£0.3 |458.1+50.9| 8.1+0.4
2000 53.3£8.3 | 0.8+0.6 |574.6+71.4| 8.0+0.8
3000 829+7.4 | 0.6+0.2 |925.2£102.1] 7.8+0.8
4000® | 114.1£11.0] 0.9+0.6 |12482%1524| 8.6%=1.0
5000%® |115.1+14.3| 1.0+0.6 |1363.3%151.9| 8.1%0.7
BHREGEOM. FHEESD
Crax @ B AR tmax * 5t I H 5 352 g ]

AUC : A 3EYpiR - R R Ntz @ TR
) BN TER S NAA O] HEERSEIZ3000mgTH 5.

(2) REERS
BEBRAICLARFTLH L ELTIEHIOO0OMgX I
1500mg (#5866 2 1H2M7THEKR G L& &, #

S1HE WE#EESE) £7H B (B %5 1) O m g
ERFITIR G522 ~ 3R I Crax® R Uy € DRI
BOBERERPATET Lze £z, MEPRERHRES3H

BIIZERREICES 2 LRl s,

ELYE ) 2000mg/H (N=6) 3000mg/H (N=6)

$5 A — 5 | IEHR G | R R | R 5 | R
Compig/ml) | 24.1%3.0 | 36.3£5.7 | 33.3£3.6 | 52.04.6
tmax (D) 22412 | 28+1.0 | 22408 | 2.5+1.0
AUCo-12h 1191 34967(3183+63.2|253.7+30.3 | 445.6+56.9
(ug - h/mL)

t1/2(h) 80=14 | 83+09 | 75+07 | 7.7+04
FA9{E+SD

() REFRARS SROKRSDEER

fRERRRA 25611 L RF & & 41500mg % 1557 M s
RN EIIBEOKREG Lz & LRF T & LM
FREHEBKRCENHERATA S ILDTOELBD T
Holoo MOKREGRELEL T, REHIKRAKR GO
Cmaxci;ﬁl‘316ﬁ1ﬁ%‘<\ AUC&Utl/Zti#ﬁﬂ;{LTL\fCO AP
LRF T &4 LREOBGROEMZHFAFEIZH100% T
HozY,

(ug/mL)
1104 (RSP EE95%(F X ) —o— FUMEIRNES -o-#0ORS

(ug/mL)
100 HE

90

o0
S
|

S - NN |
S oS o
I I |

S
I

RERE D\ A D, © B

B R D, T BEE

T T T
0 4 8 12 16 20 24 28 32
Btk



B G ROEMHE/ ST X -5

B | AEBRARS | BORS S IORSElal
NG A—% (N=25) (N=25) (90%(EHAX[H)
Crmax(pg/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCox
(11g - h/mL) 472.3[15.4] | 487.4[15.9] |0.97(0.95-0.99)
tmax (h) 0.25(0.17-0.27)|0.75(0.50-3.00) -
ti2(h) 7.11[11.7] 7.23[12.7] -

FATPIIMEICV (%) ]\ tmaxt & HSRE (F/IME- B A (H)
a) RIMEIRAR S/ OHR S

16.1.2 INRE

6~12BD/NRTANPABEICILRFTEIYLELT
20mg/kgZ B EG Lz L&, LRF TS LI
B X 5% I3 2B ISR E 2R Uy TR
Z6REEITH - 725 (AEAT—%),

BE& Chnax tmax AUCo-24n t12
(mg/kg) | (ng/mL) (h) (pg-h/mL) (h)
20 258+86 | 2.3%1.2 22664 6.0x1.1

240 (t12 : 23f1) . FHELSD

16.1.3 BEHEYBRERET
BRA : HERARUOHEANOBEBRARDTTADPABRE (Y
V7F=ZUTUT TR 49.2~256.8mL/min) » 515
SNIZMPFRHLRF I LBET—Y2HVWT. BE
HIEM BRI 21T o 720 ZOMBER. BATo2H5 7Y
75 Y A(CL/F)icxt LT, {A&E, 5], CLerkUHEH
MTAPAZE, RPFOSHBRE(V/F)IH LU TIRE,
PR T A D A ZER OB O FRIREE (R A S T
ADABE) PRI ENICERRRTF & LTHEES LY,
AINE NR (4~ 165%) RO (16 ~555%) D TADARE
EHEPOEON-MBERHLRFSEY LBET—YEZH0
T REFEMBREREIT 21T > 72 ZOFER. CL/FITH
L THRERVCHARTAD AR, V/FIIH L THRENK
FEMICEBRDP OBRNICERO S 2R T L LTHES
nizo MNRROBRATAPABZOIMFERIEYEE A
Salb—YaryULizER, MNETAPAREIZIO~
30mg/kg# 1 H2[EH% 5 U7z R mAErh S X, R
TANPAEEIZS500~1500mg 1 H2[E# 5 L 7z B & ARk
EFRIENT,

16.2 TRIY

16.2.1 BEDORE
ERAL2GNIC. LARF 514 L1500mg 2 ZEHER 1%
BRICHERO®REG L&, ZEKBEENT, BB%
BTl tnaP 1. 3RFEER Uy CraxlE30%1E T L 72 A%,
AUCIERIZETH > 728,

16.3 Hf

HRATAPABEDORP FOLHERE L. BEFEYH
BT OMERD . 0.64L/kgEfEE SN, ARBKDIEIE
WEE 572 SHEABEBRAL7HIZRNRICLARF S5
L 1500mg % BEFARNZR S Lz & &9, SHRAEOFEHE

1341.1L.(0.56L/kg) TH 0« (APEKIBICEVETH > 720

in vitrokUex vivoikBg O DR, LRF It ¥ LKRUFE
R#EMTH SHucb LOSTOMEE - ABFEERIE, 10%KTHET

H%o
16.4 {3

LRFFE & LE. FFF F 7 u—LP4AS0RREEEZ TR
#HEnmwv, FELRBRBII7E N7 I FEOBENMN
KABTHY. THIZKDERSNSDIXFEREMDOuch
LOS7(ANAKRF VIR TH B, B AREWICEIHEER
il AE AN
in vitroiBRiICB VT, LRF T ¥ L KEFuch LO571
CYP(3A3/4. 2A6. 2C9. 2C19, 2D6. 2E1XU1A2).
UDP-7'V 7 a v iR (UGT1AL KR OUGTILAG) RO
IRFY R Fas—Bicnt UTHEFERAZ RS D72,
Foo NULTUBEF NI LDV O BAICLE
ZRIZE D57,

16.5 Hittt

BERERA (ZHRE5ROH]) ICLRFF 14 L250~5000mgH
ZZEERICHEBREORS L & &2, BE548K/EZE T
BRERIIH T HRFPMROFIEIX, REMEKELT
56.3~65.3%. ucb LO57& LT17.7~21.9%TH -7z,

HRE A EERR A BHEAFIC4C- L RF 5+ ¥ A500mg % B
EREOKEG L& &0, BEASKBBE TICRERD
02.8%DMETREN RN 5, 0.1% D HEhH» S5EINS Nz,
BEASHE % E TORSRICHT B RPPEERIE. RE(L
A& LT65.9%. ucb LO57& L T23.7%TH -7z,
LRF Tt & LD IR IRE 5 38 % O FRME BRI AS
uch LOS7IZIZ5RERA S 8 & REBHRIIRAIE AR5 LT\ 5,
) BN TRRSNAR O HEEHRSRIZ3000mgTH 5.
16.6 HEDEHRZEITDEE
16.6.1 BikpEEEEE
BEHEOBREDOR L 5 MABRE 2RI, LRFTE
YLAEBERREORELZEZ, RPToe5 7075
AL BEHEEIEH & (CLler : 280mL/min/1.73m2) & H#k
LT, BEMKTE(CLer : 50~<80mL/min/1.73m2) T
40%. PEEMBMTE(CLer: 30~<50mL/
min/1.73m2) T52%. BEEME TNEH (CLcr : <30mL/
min/1.73m2) T60%E R L7ze LRF T ¥ L Euch
LOS7TOB IV TP S VAR VPF=Z 7Y TSVAER

BEICHBEI LW, [7.2,

9.2.1, 9.8 ]

- EHEEDTRE
R T ER | mE | vmE | 0E
(N=6) (N=6) (N=6) (N=6)
CLcr
(mL/min/1.73m2) >80 50-<80 | 30-<50 <30
w58 500mg | 500mg | 250mg | 250mg
LRFFEH L
Crnax (st g/mL) 22.8£6.3|16.0£4.1|11.0£2.2| 9.5£3.0
tmax (h) 0.5(0.5-2.0) |1.0(0.5-2.0) |0.5(0.5-1.0) | 0.5(0.5-1.0)
AUCo+(pg - h/mL) |167.9£27.9(250.5+41.0/171.2+27.8|215.3£41.0
ti2(h) 7.6%x0.5 |12.7£1.4|15.7%£2.6/20.3£5.5
CL/F
(mL/min/1.73m2) 51.7%£4.1|31.2%£4.8|24.9+£3.9|20.6 £4.0
CLr
(mL/min/1.73m2) 32.5£8.3|15.7£4.1|10.0£2.4| 6.6£2.7
ucb LO57
Crax (¢t g/mL) 0.36+0.03]0.77+0.17/0.58+0.17|1.10+0.36
tmax (h) 5.0(2.0-8.0) | 8.0(6.0-12.0) | 12.0(8.0-12.0) | 240(12.0-24.0)
AUCo+(pg+h/mL) | 5.9£0.6 |24.0+7.6/20.7+10.0/66.5+45.8
t1(h) 12.4 19.0 20.3 26.8
(11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)

CLr
(mL/min/1.73m2) 251.4£35.8|111.8£43.9|88.8+44.1|31.3+11.6

PHELSD. tmaxkUuch LOS7 Dt 213 HroRfE (/I ME- S A ME)
CL/F: B2 0287)7F A Clr:B7ITITVA

16.6.2 MBENZZ(FT TV S RABKAEESEE
IMEENT 2 % T T & RETE MRS O RABERE IV
NF F 1 & L500mg 2 BT RsH 440 AT B ERE O S
L7z &, LRF T LOIEBENEEOHE KPR IX
34T T o Jo i, B2 3R MICAEM L. LA
F 7ty LK Ouch LOSTOBENTIC L HBRERRITE L,
81%KU8T%TH 7'V, [7.2, 9.2.2, 13.2 ]

ENHEIST A VARFFX¥ L] uch LO57
Crmax (st g/mL) 18.7x1.6 | 8.86%+0.63
tmax (h) 0.7(0.4-1.0) |44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo-44n (g - h/mL) 464.6+49.6 | 231.0£18.0
CL/F(mL/min/1.73m?) 10.9(9.4-13.1) -
AT AP —DRRERER (%) 81.3+5.8 | 86.9£5.9
MpsENT R OB (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MEEN 7 )75 > X
(mL/min/1.73m2) 115.7+9.3 | 123.1£8.6

N=6. Fi3fE+SD
tmaxs ti/2v CL/F. MLBGEMTH DI 1 iRl (/) ME- 5
KiE)

16.6.3 FFiRERERE
BEE N O HEE (Child-Pugh AR U'B) DR #EE
BRERLUVARF I LZBEROKG LIEE, LA
FIEILDEET VT T ACELRBEAEONEZ P ST,
H/Z (Child-Pugh#C) OFHREE T E Tid, 2827
7T Y ADMBERBADKIS0% & 72 > 7212 (HEANT—%),
[7.3. 9.3.1 ]



FFHRE R R &
SEYIEME | fFERA | Child-Pugh|Child-Pugh|Child-Pugh
INTA—% (N=5) SEA B SHC
(N=5) (N=6) (N=5)

CLcr
(mL/min/1.73m2)? 93.1+13.8(120.8£11.9/99.6+13.2|63.5+13.5
LRFFEH L
Cmax(uug/mL) | 23.1%£1.2 | 23.6%£4.9 | 24.7£3.3 | 24.1£3.8
tmax(h) 0.8+0.3 | 0.6+0.2 | 0.5+0.0 | 1.6£1.5
AUC(pg-h/mL)| 234249 | 224%25 | 262+58 |595%220
t1/2(h) 76*x1.0 | 76x0.7 | 8715 | 184+7.2
CL/F
(mL/min/1.73m?) 63.4+9.7 | 62.5+8.7 |55.4+£10.5(29.2+£13.5
SE¥fE£SD

a) LRF Ty L 5% DMHE

16.6.4 SnE

BBRZICBIALARNF Sy LOEYEEICOVWT, ¥
L7 F=r 70752 AN30~71mL/minD#ExE 164
(FFER61 ~881%) Z R E LCEHE L7-#5 R, miE Tk
HIE R ARI40%ER Ly 10~ 11ER & 72 - 7213 (4}
BEATFT—%), [9.8. 16.6.1 ]

16.7 ZYBEEER

16.7.1

16.7.2

16.7.3

16.7.4

16.7.5

16.7.6

s il N GV

T b VOBERGETHRICaY PO —LTE 20
BAFEX IR 2R CGRERRREEEET AT
AP ABEOHIZNRIC, LFFE& L3000mg/H%ZE
PRBE L X, 7= M Y OIMBHIEESENE)
FBINTG X —FICHEB R RIS RDP o7z T4 VD
LRF Ty LD EREICHEL RTS 5> 7219 (5
EAT—%),

NILTOF MU DL

B AL16M 2 RIC, NILFafEF ) 7 ADEFER
BRICBVWTLARF Iy L421500mgBEEO#RE L
X NLTOBF NI TLIZLARF TR Y LDOEY
BRBICHERZ NIETS Doz, LRFITEYLENLS
O MY 7 L OEYENEEICHE S RIFTES L - 7219 (4}
EAT—%),

BROBIR(TFZIVIZA NS IF=ILROUVKR/ILT R
~UILDEH)

R A 180 2 0t RIC, FOEEH(ZF LI X b
T4 —=N0.03mgk VLA VT X hLIL0.15mgDE
AlZ1HLE) RO LVARF TE 45 L%1E500mgl H2[E21
HEREROBSL-EE, LRXFSEYLAIZIFZIL
IANSIF—LROLR VA LILOEYBEE)S
FSRA—FIIHEERIEE LD -T2, BREBEOMF 7O
A 270 Y OB AL E IR THER L.
RO EHEOMNICHERZ RITS L >l ROBESE
. VLRF S LORYFHEICHEZ RIS B>
O SEAT—%)

D = SR
BERALLFIZNRIC, YTF2 2 (1H0.25mgz1H1
E) RO LARF S+ L1EH1000mgl H2[E7H SR ER
M5 L&, LRFIEFLREIITFT L OHEYE)
BTG X —FICEEZ RIS R P>z, VTFT DL
RFTYH LOEYHBITHE L RITSRD - 7217 (4L E
ANF—=%),

ILI7rPUY

7u oy ey O EREEE T (INR) %2 B SHE o #iF
NICHERE T 2ED. L7 7 YOKxE2#ERICZT
TVAHEERA266 2RI, TILT7 7)Y (2.5~
7.5mg/H) R LARF % 51[E1000mgl H2[E7HHE
REZOHRGL-EE, LRFSEIYLRZILT PV
EICHELRITST, Fobu b UERRLEEL S
Fahotz, TLT7 7)Y LRFITHy LOEYERE
ICHEERIFE P> BEAT—%),
Oy R

TR A 230 23R, 7%y F(1E500mgz 1 H
4E) BV LARF T+ 4 41[E1000mgl H2[E 4 HERERZE
%G L7zEE, TuxRZY RIZLARF ST L0OHEY
BIREICIIHE R RITS 2D - 7205 ER#PIuch LOS7D
BEIVTTVAZOIBE RSB HNEAT—5),

16.8 ZDfth
16.8.1 £EYZHEEFH

EERR A 26112 L RF 5+ & 4500mg (K54 v ay 7
50%% 1g X 12500mghit & 15¢) % 2SR a5 L 7z & &
LARF 5t 4 L0 MBS R O B eSS X —
FUHUTOEBY THo7e FI420 Y F50%E
500mgsE I MM IC RS TH S 2 EAHR SN2,

(hg/mL) —— 51y 750% - -500mgh

(ugéglL)
Jiiid
% 30 af;g
'f 25 . %
~ 20 FAERINED - - N
¥ 510
215 % 5
g I % 0c- . . ,
A ’I 0 2 3(h)
b ] 5%
=
51
J
0 3 6 9 12 15 18 21 24 27 30 33 36(h)
B 5% R
BRI SROEYFREINT X —F
gl | Forvoys| s | oIHOLH
285 X— % (N=26) (N=26) | “EFPEsLe
(90% S HEX[H)
20.9 19.6 1.0680
Crax(pg/mL) | 515 [28.11 | (09689, 1.1772)
AUCo- 149 151 0.9871
(s1g - h/mL) [15.6] [15.2] (0.9701, 1.0044)
o (h) 0.500 0.633 _
e (0.233-1.50) | (0.250-2.00)

Crmax e O'AU Co-| 3R FA5E [EARICV (%) ]
tmaxtd FERAE (B ME- B R AE)
a) K1 ¥ a v 750%/500mgE

17. BRERALAR

17.1 BMERTREHEICEY 2508
(CADAEBEDEDFIE (CRIEERICEIEZSDO))
17.1.1 ER%E MABEER (WA, BRAIESE)

BRIETAPAERBE SN RIEEZET 216 LD
BEERMRE LT, AA1000~2000mg/H (1000mg/
HZESHICEEN AL NZHE132000mg/ H ICHEE)
R123000mg/ H (FefE DA HEIC 27 59, 3000mg/H
IEREIE) 2 BANC TROKSES L & & FEFHiEE
T# %1000~2000mg/ HEDO R FHHEARICH T 567
ARFEEKEBEOEIAX. 73.8%(45/6141) TH - 7z,
1000 ~2000mg/ H# D &A& il F & T o 1 EERFEIEIER
BEOEHAH1E59.0%(36/6141) TH -7z, F 7z,
3000mg/HEICH T 567 ARRBEHEHABREOEH A
22.2%(2/961) . 1ERREIEHRBEOEAIX11.1%(1/9
Bl)Td > 7220,

BIE R F IR 1354.9% (39/7161) Th > 7o FEHEIE
FIIMEAR32.4% (23/7161) TH > 7z. Fioy HEREEE
BE(BWEH) . ALTHEMNL.4%(1/71461). v-GTPHEm
1.4%(1/7141) . 5FHREREGRA1.4% (1/7161) . R b
VARG HELA% (1/7161) TH > 720

EAE I/ MBEER (A, HRARE)

AFI1000mg/H. 3000mg/H &7 T &K% 1 238 R#%
A#%5 (BEOWTAPASEEOMA) LG, EEFT
MEE TH 2B 7 D O FHERBHDRIITED &
BOTHY. 7T REEEARFE(1000%3000mg/
H) It AAI1000mg/ HEEO B THEH#N R BB 2D
o & N7 (£ N2 Np<0.0013 TN p=0.006, Hr5BE
ZRT. BEHABICB 320 ERLEH 20 OF5
FRAEOMEHERE LT H2H_HFEAN) . LB, FHICBT
250% VAR F =L — 1+ Gl 0 O FIEEE A B
R & AN TS50% L LeiE L BEOEE) X, It
REE13.8%(9/65H1) 1000mg/HEE31.3% (20/644l)
3000mg/H#£28.6% (18/63fl) Td» - 7222,



R 72 Y OE T FELEEE)
BEIRE | ST AR D (%)
273 | 2.67 | 6.11

77 AR DRI
[95%( FHHIX ]
(pfE)

ik

A

1000mg/
B

65

18.8
(6.0, 29.9]
(p=0.006)
3000mg/ 230
e | 63 | 344 | 2.08 [10.7, 33.6]

BRI R ORI O™ 7 — & 2% > TV 2 RERIEL
HoRfE

FHBUCIHEEF P EICE D B R

BEFZHET. BEAMICB T SNHERLEH -0
FEIEMIE 2 R &I 2 H T

BT T ORI A R 0 Bl P R B AR 12 1000mg/ H #%
ER756.9%(41/7241) . 3000mg/H¥% 58 T54.9%
(39/7141) T - 7z. F2EIWERIZ1000mg/HIE 58T,
fEHR13.9% (10/72f5) . BNATEA8.3% (6/724) . 1Z&)1E
HFEWN8.3%(6/7261). 3000mg/H 58 TIHAK9.9%
(7/7141) . BIFEEZ8.5% (6/7161) . FEMED F115.6%
/71B) TH > 7z

EARSE MR (A, HEED

A#I500mg/H. 1000mg/H. 2000mg/H. 3000mg/
ARV SR %1 2BEBEORS BEFEORTADATEL
OPF) L7zi5A . FHliHERNIC B 2 BRI 2> 5 0E»
72 0 O FEAERIBUR AR (R RE) 1. £ Z2h12.92%.
18.00%. 11.11%. 31.67%%012.50%TdH . EEFF
i E <& 54K 1000mg/HEE. 3000mg/HEER VT
Z & AR O SEER T OFMARK I B 1) 5 BEME A 5 Dl
72D O EAEEBIHDRIC, HEHEN L HERELS

» 5Nz - 7z (p=0.067. Kruskal-Wallistii®). % 8.
BRICBIA50%L AR Y —L—bid, 7S5 RE
11.6%(8/69%1). 500mg/HE19.1% (13/684l) .
1000mg/H#17.6%(12/68%1). 2000mg/H#16.2%
(11/68f1). 3000mg/H#£33.3%(22/66fl) TH - 7:23,
2 M & OFHEH M O BIfEFHFBAHE L. 500mg/H
BE5R#60.6%(43/7161). 1000mg/H#%5861.4%
(43/70f1). 2000mg/H#%5858.6% (41/7041)
3000mg/H#58£64.3% (45/7001) TH -7z, E2EIE
FIZ500mg/ HE 58T BIHEA14.1%(10/7161). R
H#19.9% (7/7141) . FH#HHED F17.0%(5/7141). AR
7.0%(5/7141). 1000mg/HEEH T, RIFAE218.6%
(13/7061) . 16HR10.0%(7/70%1). 2000mg/HEEHET.
ERR17.1% (12/70f1) . BIHIEZ15.7% (11/7041) . %
#B7.1%(5/70f1). 3000mg/H% 58 TRWELR21.4%
(15/70f1) EER17.1% (12/7061). HFhERERD7.1%
(4/7081) TH - 7z,

BRI SR

EINEE I/ MAHGER (B PEREE) 258 T Lz B#F 151
Bl &35 & LT, AAI1000~3000mg/H % 1 H2[EIZ 5y
FTROKE L L E0HSRIERKEILTOEBD T
HoT24,

AREICBMULHHRED S B, 7665 ZDHETEH S 1
TR BRI AT UARRBR 248 T L7 (33~36 5 A T14l.
36~48n AT47HI. 48 % ALIKET2841),

6.00

64 | 3.58 | 2.25 | 19.61 20.9

[10.2, 30.4]
(p<0.001)

27.72

a)
b)
c)
d) DESY

17.1.3

17.1.4

()%

5.00

»
=)
3

w
=y
3

e
=y
3

a7z ) OE G FIEEH O R R AE
(55179538, B3P0 i)

(22) (13)

e . 29)

"\~>——<-§..—<._\,‘P__VA»\W

(15115035 ) [
Plaamn0396) g1y 89) (g6 (35) B1) (78) (77) (70) (50)
9),

00 g PR 80 ®

\W@ W W *&

//////

5

B o

& ’qo@@»\fﬂ@f:#@wm
Bl

RIVEFSE BB 1392.1% (139/15161) TH > 7z FE72HE]
PEFE BRIFTE#55.6% (84/1514) « BE¥%24.5%(37/151
i) 1EHR22.5% (34/1514) Td > 7z

17.1.5 ERE MBS ()\R)
BEIF DT A D AETHI HRIENFHR RSB SN
HaREE2AET 248U E16ERBO/NETA»ABRE
T3 EHRE LT, AF40260mg/kg/ H ({kE50kg
L k122000 133000mg/ H) % 1 H2[E12 53 T 148/
BORE (HEORTANPAEEOHA) LizL &, £
?Mﬁﬁ’(&éﬁ%@ﬁ;ﬁﬁ#%@ﬁ%? D DERG FEAE O L
BAROPRIME(95%EFXM) 1E. 43.21%(26.19%,
52.14%) TH Y . FAHEOBD RO SNz,
£ 7. INRT A A BESSHIC | AT DL b AR 20 ~
60mg/kg/ H ({kE50kgLl 141000 ~3000mg/H) %1 H
ST TR S L7z & S OB FIERRIE LT O &
BOTH-79,

20

() hi%

(73)

(73)

b 72 OERGY FEEERL O R fE
(BB 53053 )

55 G4 |53 (29) a4

RN RS MRS MRS RS MRS
(14#8) 1H~37H 3~6rH 6~9rH 9~127H 12~15sH

BN

BIVE R BISEE1358.9% (43/7301) TH - 7z ERENE
R, HAR42.5% (31/736) TH o7z, £z, HHIKEE
EEE BIER) 3, IFHEREIRAD1.4% (1/7361) . B3k
BIEM1.4% (1/7361) TH - 7z

DI TADAETTRBHMRIRO SNV TADAE

EFOBEBREECHT BT TANAREEDHBEE)

17.1.6 EFEHEISE MEEER (BA)

BGEORTAPAETHA L RIEMFIRI RSB SNE L
MERRFEEEZET 26 EOTA»ABRE2514I(H
ANABFl#&ET) ZRREL T, AAI1000#E L < I
3000mg/H (1000mg/HA» 6 &5 %2 L. #E58HE
TN A O NZGEIE2EMBETL000mg/HT D
3000mg/HICHER) X 7T £ A %2 28R O# S5 (BEF
OWTADPAREDOHH) Lz &, FEFHMEEETH S
B Y 5 0l 72 0 OREMRFEERBREDRIET
ROEBVTHY. 7R ARFREDB THE2N

BARENTD & N7 (p<0.0001, BHERRUEEET
BEIRI 515 5305 7 D OREMRRFE R E LR
EF BB .
o7 ) OBERTE B |75 ¢ AR E 0o
a) % % 15
P g oo sy g SRR
Tt AE| 109 | 0.83 0.65 19.64 56.13
[44.02, 68.24]
AFIEE | 117 | 0.89 0.16 76.98 (p<0.0001)
a)Full Analysis Set
b) sk

OBREGHEUEZET. BEMHICB T 285D ORERMASE

ez HER &9 25585

BIE R RIS 1323.8% (30/126M0]) TH > 7z, FE 2 EIE
FIXMERR2.4% (3/1266) TH o 7zo oy ERERHEE
EEE EER) . RPEARRET.1%(9/12661), M/
WEEAD4.0% (5/12681)  #FrRERERA>3.2% (4/1264)
Tho7,

EZE MAEEER (VN

BEFEORTADPAETH LRHENHIRAFTONE O
MEMARIEEZET 248U L16ERBO/NETADPA
BEIMIZNGE LT, AFI401360mg/kg/H (k&
50kgBl 132000 133000mg/ H) % 2438 % O #% 5. (BE
TFORTAPAREEOMH) L& &, FEFAEE TH
B D 6 D#EBH 72 Y OFRERARFEIEREHD LD
o fiE (95%FHEX M) 1% 56.52%(-15.74%,98.18%) T
Ho1z2,

Ve R IRSERE1338.5% (5/1301) TH - 7z, BINERIIME
AR23.1%(3/13%) . :EENERIE7.7% (1/1341) . EE7.7%
(1/1361) . TH17.7%(1/13%]) TH -7z, Fiz. BEIKRMK
EEEE FER) X, DERQTERT.7%(1/134]) T
Holz.

17.1.7



17.1.8 REAGIRSSHER (MAKRUING)

JE] B 3 ] 55 TAH EBR S U < W3/ NEEINSE MARRER 252 7.
3 E B [E 2 MAH SR & S R A+ 0 70 8 52038 DL

K&lZEPJJ: L7z HANBEZEAAF 2 /R E LT, RA (167

BLE) TIEARAI1000~3000mg/H. /NETIEAF20~

60mg/kg/H ({kES0kgLl F131000~3000mg/H) #

A5 L&, MEMRBERBIILTOEED T

o7,

1.4

(G
43)
1.2

3 1.0

= (43) (19)
0.8 (32)

5 06

@n (s (22) (19) 2)

= 04

W7z D ORERRIEEE B O PSR E
(551 P95 f e, 300 53 8)

0.2

& REE ST S NP T S SR S P S S
@ﬂ&&& B A 1) S SN S
»%9? QS\& K L N S A SN G 5
& F I

FIE R IRSAE 1238.6% (17/4401) TH - 7=, 2 EIE
FIZMERL1.4% (5/4405)) TH > 7=o F7-. BRMEHERE
W (BIER) & DERQTERE4L.5%(2/44%1). 75 =
T3IJ)NITUAT T —EHM2.3%(1/4461). 7 A8
FUBTI) T AT T —YHEM2.3%(1/440)
C-RISHEEBHEM2.3% (1/446]) . AEH#EM2.3%(1/44
) cdH -7,

18. FENFEIE

18.1 {EFRE
LRF Ity L, BEZEGROERE LA L F v )b
LA LBVAY), MR D - RN ER ABE2A
(SV2A) L DfEE2:30, NEICa?tF v+ LIHED, Mifam
Ca?rOiEHENHI? . GABAKR U 7Y ¥ AEEHEERITN 9
B7AAT Yy 7 EEOMWH3 . HEM R & R 7 [F
{EDIMHPY 72 EFFEFE S N TV Do SV2AITH T ZFEAH
MEEEETAPATMET VBT S REMGFIER O
MICIIHBENROONL I ENE. LRFTEFLESV2A

DFEED BIFHIHERICTEFSE L TWEbDEEZ 5N,

18.2 TAOARIEICHTT D1EH
HHRAAZ ) -V TETFILTHAIRRBEITVNAET
LEORRRYF LT RSV —ILERTOWNATT L
ETIE. TONAWHIERZ RS 272300, ARER
FSF S RY e R0, RUFLYTF RTYT—)LF
RY Y7230, YahlrRighA = riBziR50
Sw k30, ANFTAT—LVEBEERMTAPATY b
(GAERS)3, BERMEFME~ 7 A% 2 OB FHNE. 2MRFH
EZRMUEZTAPABYETLICBWT., BEMEER
=R LT,

18.3 I CTANAREIER
R BRHMF Y R 7Sy MiZBLWT, FURY Y
TR ] L 7239,

18.4 iRIBRITH T 2 Z Dt DIER
Z v OMorris/KKRIERERIC B W\ CERAIBEREIC L B % 1T
940, o—¥—u v FRETIHEIEAEICHEZ RITS
BP0 7230, Fiz, HARMEBARKER S v MTB WL TR
fafrEMER 2R L7z4,

19. B2 (CEET 2B EEMAR
—hg&
L RF S+t % L (Levetiracetam (JAN) ]
==
(25)-2-(2-Oxopyrrolidine-1-yl)butyramide
e

0
Hac/ﬁ)J\NHz

(0)

DFR
CsH14N202
nTFE
170.21

R
115~119C

LE27N
HE~RKABORBEEONERTH S, KITHD THET®
T AF ) =LKLY ) —)L(99.5)ICiBITRd <. 2-
Ta ) = VRO T7E P MY LIZRRBEITFPLTL. ML
IVROTVIFILI—=TINICHETIILL, AFY Tz &
AEBITF R,

DECERER
log P=-0.60(pH7.4\ 1-F 2% J =)L) » BB ER)

20. BIRVL EDER
ARIGEEER LB TRET 5 &,

21. HEERFM
BRI A 7 BHEEHE 2 RED b WYNIEHET 5 .

22. 3%
(A= F552250mg)
PTP : 100%€(10%Ex 10). 500%%(10%E x 50)
TS5 AF v 7R B 5008E(NF)
(=4 75§500mg)
PTP : 1008 (10%8€ % 10). 500%& (10%E X 50)
TS5 AF v 7RI 50088 (NT)

23. FENER
1) BAESEHE  EEEERREINE =27 )L HATEREK
RESE (A
2) &R HAANBBERAICBIT 2 LARF Tty LBERE

Rro M EhfE (2010467 H23H#&GE. CTD 2.7.6.3.1)

HHRER  BRABEBRAICBT 5 LRXF Iy LREHRE

oM EIRE (20107 H23H4&EE. CTD 2.7.6.3.2)

HRER  BRABEBRAICBIT S LARF T4 LGEROE

A OBEHERO LK (2014FE7H4H%A§E. CTD

2.7.6.1.1)

5) #tNER : HE/NETAPARBBEIIBIALARF Ty LH
[E$ 5 R OFA B RE (201355 H31 HAAFR . CTD 2.7.6.2.1)

6) LB LRFZ & LICET 5 RBEFEY B EMEN-1
(2010 7H23H&7E. CTD 2.7.2.2.3)

7) Toublanc N, et al.:Drug Metab Pharmacokinet.
2014;29:61-68

8) HNEH : HRABERAICB TS5 LARF T8 LOEYH)
BICKRIEZTREHFOEE (20107HA23H%AE. CTD
2.7.6.1.2)

9) Ramael S, et al.:Clin Ther. 2006;28:734-744

10) Strolin Benedetti M, et al.:Eur J Clin Pharmacol.
2003;59:621-630

11) #NER : BARABBEE TS X CIMRET 2% TW5R
HBALBEIIBII2LARF Ty LOEYE)RE

12) Brockmoller J, et al.:Clin Pharmacol Ther. 2005;77:529-
541

13) &R SiEE GLEAN)ICBIT 2L RF T2y LARERT
REZORSEOENEHE(2010F7H23H&FR. CTD
2.7.6.4.1)

4) Browne T R, et al.:J Clin Pharmacol. 2000;40:590-595

5) Coupez R, et al.:Epilepsia. 2003;44:171-178

6) Ragueneau-Majlessi I, et al.:Epilepsia. 2002;43:697-702

17) Levy R H, et al.:Epilepsy Res. 2001;46:93-99
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8) Ragueneau-Majlessi I, et al.:Epilepsy Res. 2001;47:55-63
9) *MNERL: LRF T 15 ARUREYOENE I KITT S
ORIy FOFE(2010F7H23H%&R. CTD 2.7.6.5.4)

20) #NERL D F I vy FEGER LM MRS (2013

FO6H28HAFR. CTD 2.7.6.1.1)
21) HINER : BRI BT 287 FE EBAIFRE O 55 MAHRER
22) HPNERL : BARICHB S 285 FIEMRBED 77 £ R
AR (EI PSS I/ MAHEAER (B, fFAEE)) (20104E7 A 23
H#%z%. CTD 2.7.6.7.1)
HNER : BARICB T 259 BIEHARED 77 £ AT
kB (E PSS IAEEER (BN DFREE)) (20104E7 H23 H &
#. CTD 2.7.6.7.2)
24) JURHI— fl : TADARNZE 2012 ; 29 : 441-454
25) HANER : HARICB T 2 50 FEEGABEO/NR S AER 5
(2013%5H31H%&&. CTD 2.7.6.4.2)
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26) HWNER : BARUOHEICE T 2 BEMREESREED T
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27) B BRI BT 2 MERARFEEFAREO/NEEIHE
R (20166F2H29H %R, CTD 2.7.6.2.1)

28) HWERE 1 BARICH T 2 ME B AR FEIEOF O B %
5iA5% (20165F2H29H%&RE. CTD 2.7.6.2.2)
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