Hk 20264 3 HolET (58 6 i)
% 20244F 4 HKET (88 5 R)

)

HAERERS o &=

BPE ¢ EIRRF 871139

BXhER : 364 A
=TI | 1 =TI
\ | 250mg 500mg
NTADAH RS | 22200AMX00864000 | 22200AMX00865000
e A IRFERAsE | 20104E 9 A | 20104 9 H
LRF Tt LEE

17 75.22250™
-7 75.3500™

E Keppra® Tablets

F) ER—EMFOMGEIC KV ERTHI &

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

BDODH 5 EE
3. #8RE - MK
3.1 #Em
HR7E4 A =4 7F$E250mg A — 4 77 $500mg
Wﬁ%gﬁ LARFF1 4 £250mg | LARF T4 5 4500mg
JUAANAT—AF M TZUAHNL AT —AF b
UL, v 7a0d—=)|UT L, 70T —)l
6000EP., ®BE K/ 1 |6000EP. BHENKFT 1
. A7 7Y VB ITXRNE. ATTY VBT
WAl |4, RUEZLTI|TTL, RYUEZILTIL
=)V (FR3 T AALE) |3 — )L (ER53F AEdn) .
Bty >, vvud—|\gFry >, vrvud—
L4000, L7, F2()L4000. ¥ 7, HEE
SET7NLIZTLL—F | ZTERbEk
3.2 "EIDOMAR
HR7E4 A = 7 F§E250mg A =4 7 F$E500mg
&/ B/ 74 0ha— NE|EE 74 Vha— MNE
7 O =2 |E=C o=
EE, 81| £812.8mm. $6.0mm | $16.4mm. $7.7mm
Ex #4.6mm #95.8mm
HE #277mg #1554mg
FAla— R ucb 250 ucb 500
4. FEEX [FTNR

O T ABEDERDFEIE (CRIEERIEFEIFZS D)

O DM TADAWETTRIBRHMRIERH SNV TAD A

BEOBEBAREIEICHT 2R TANAREEDHBEE
6. BERUHE

B EE. RAICIELVARFFE Y4 ELTIHI000mg
ZIH2ENC DY TROKE T 5. 2B, ERICKDIH
3000mgz B A s WEF THEEEE Y 525, HRIT2EM
Dl EoME%2H 1> CIHAEZE LT1000mgll 32175
Z&,

AN CEE. R EO/NRICIELARF I L ELTIH
20mg/kgz 1 H2[ENC 71 TROKE T 5. LB, ERIC
KD 1H60mg/ kg% 8 2 75 WHIF CHEEERT 20, HEE
2B EofEEH I CIHHAE L LT20mg/kgblR
TOFH T e 2L, (FES0kgM EO/NRTIE. BRA
ERIUHE - HEZHWS Z &,

7. BENUHAEICRAET 3FR

7.1 KElZmERAREIOS U THERT 25512, loht
TAPATEGAT 22 & RERRRIEITNT 2 AA
B S TORRRBIIER L Tha,

7.2 BHEERELE T HARABEICAF 25T 2581,
TRIRT VLT F o275 AMERZBEE L TR
FloBSERUOREHBEZHAM TS L. £z, MEE
HEZIFTTCVWBHMABETIEZ, ZJLT7F=o 2075
2B U 1HHEBICMA T, MikENT 2 £ L 7-%
ICARKIOBINHREG2ITH>2 . "B, TITRLTVS
FHERVHBIZY I 2L —Ya VRRICEDSOLLDLDTH
HT e, BECELICEEICHE LY S, AERY
HEZHAGT AL, iz, BRERELZEIT Z/NER
FIZOVWTHBHEEDRE IS LT, AFlOBEER D
BE5EEL2HAGT A EEEIKRET A&, [9.2.1,
9.2.2, 9.8, 16.6.1, 16.6.2 %M#]

VA 2=

VANS P

(mL/min)

1H#%E5E

I T
BOFTE
HE

B0
BA2EE

1000~ | 1000~ | 500~ | 500~ | 500~
3000mg | 2000mg| 1500mg|1000mg | 1000mg
1g] 1[g] 1[g] 1[g] 105
500mg|500mg|250mg|250mg| 500mg
1H2[E|1H2E|1H2[E | 1TH2[E] 1H1[E
1[H] 1[g] 1[g] 18] 1=
1500mg| 1000mg|750mg|500mg |1000mg
1H2[E|1H2E |1 H2[E | 1H2[E] 1H1[E
73 EEOHEEREDOH SEEZETIE,. FETOZLTF
EEPBETLTBD, JLT7FZUIUT TV RENS
TIREHEREDOEE 2 &/ FHliT 2 NP H 5 &
5. KDBEARPSHBTHEEHIC, HEIDERE
BRLLPOSHEAUVHEBZHE T2 &, [9.3.1,
16.6.3 ]

8. EEREARWER

8.1 HAMIIBIF 2R E5BDAMRBE W LESHIEICX
D, TADPAKEOHEENIZTAPABERRESH 5D
NBEZENHHOT, BEE2FHIET HIHEICIE. DL
EBH2EMMEP T TRAICBE T AR EEEITH I &,

**8.2 [R&. EE - 9 - KEhEFHENZEOK TR S
ZENHB. HEBEOEREEEEZ ME D IEEOBES
X, BEZAOHBHE 2 +oEMBO L EEi VEE
WK U fERR 2D BIRE 2T O B I3+
BODBETHS I ErBEYICERICEET LI E, /-,
RREMNH S5 DON-BEICIE. HEEHOEESER % 0E
IBMOBIEITHE L2 nE S, BEICEET S &,

8.3 FfilEE. $5EL. HIR. BHE. NBEZOBHERSH
bbb, BRERICESZELHHD T, KAFRGHIE
BEORERVREOE(LZ2EFRIELBEI S &,
[8.4. 11.1.6. 15.1.1 ]

8.4 BERVZFDOFREHICNEME. BREREOBHERRE
BROFHHICOVTHIHBEZET O, EA & BRI E%
FWMOAS &OfET s L, (8.3, 11.1.6, 15.1.1
S ]

>80 [250-<80|230-<50| <30

E S 250mg

il

i s 500mg

I
il




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

9.5.1 MR II IR L T W A [ REE D » A4t id. IR
£I % AT EEE LUIBELOARENEREE LR
BEHRSNBBERICOAKETHZ L,

s MIBWT, HIRFICLARF S & LADIMFEE D
BTRLZEDOWMENDHD. HIMY XAy —HMICE
<, BRTHEROD60%E L >7- EDIWENH 5,

Ty MIBWTIRERBITESREO LN TV S,

cEBYIEBRICBWT. Y b TR M OBER & FERE
B EOBE TERERKROEREOBEEE DM,
REGBIE. WO TRBEMARD 5. 7 F TR,
bt M OBBED4~SEDOBRBE TR, BREED
WMk OFEOEMASRD 5N TW5,

%9.5.2 AE|Z#HEG LizE@r o HAELZRICBWT, #idll
HMBEBUEREEDS H 5 DbNEZEDDH 5,

9.6 %317
BELOERERUOCBIAREOAREZZEL., BAD
e X 2 e 5 2 &,

b FAHHRARBITT A EARESN TV S,

9.7 INR
EHEAEGERIEHERZGRE U BERABRIIEN -
B EBIZER-L TR,

9.8 HtinE
IJVTFZUIIT T AMEESH LRGSR, BEHE
RPRAMTALEEEICHRET S L. BRETIIBEKRE
PETRLTWARZEAFZW, [7.2, 16.6.1, 16.6.4 &
He]

REREDH 5 EE

11. BIfEA
WROBIWERBH S5 bNBZENHEHDT. BEE2THIAT
W, BEISROOSNZBEICIIREE2FIET 5% w4
WEEITD Z &,

1.1 EXIGEIHER

MAT P SHERERIREMBEE (Toxic Epidermal
Necrolysis : TEN). FEE#5FEERAEIRSE (Stevens-
JohnsonfiEl®E%) (W3 SEEAREH)

FE AP, A - OB A ZHFE. WER. RFIM,
ONREFEORENRD S NGEICIERESEZHIEL,
WY WBEITD 2 &,

11.1.2 ERIMEBBUEEREE SHEZ )

WHAER & LTHRE, REAH SN, BICHFERERE.
Y YoNHERR. BB, FEEERIES, RELY 2%
RS LS BREOEE BBIERSH 5bN S
ZENBHBH. 5B B EALRZY AL AG(HHV-6)
FOTANAOBEEELZES ZENZL, BE5HIE
BOLRE, KB FRERESOERISERD 5 VI
BT HZEHHIOTERT S LY,

11.1.3 EERIRREE SEEAH)
PLMBRID . MEFEAIBRAE, BRI
M/MRD D bbb ENH 5.

11.1.4 A2, FER(WINHIHEARH)
A2, FREOEELHRENHSDNE I ENH 5.

11.1.5 BER BHEAH)

BUVIERE, FBE BR. BHEEOERPH 5bhi
0. BEEREO LANPED 5 NGHICERE2HIE
L. Y RREZTS &,

11.1.6 WM., BRER (LI hb 1%AKiE)

SR, SEEL. FEMR. B, BRMZORHRER A
Hobh, BRERICESZZ LB H D, [8.3. 8.4,
15.1.1 2]

TP BRI A |

11.1.7 HEIERRLARAE (SHEEARNHA)
AR, B, CKER. M RCRF I 7o
VERENHSDONIGE IS EHRIEL., #EY) %
MEEITH T &,

11.1.8 2UEBEZE (FHERH)

11.1.9 EMAEIREE (B RIH)
FEN FiRAl. MECK LR, Sk, MEOEE . X
HWEE, BT8RZ. AMIROEMELSDH S bhizigh
IIdR G 2dk U, G, KOG, RIREE%ED

Y AEZITO &, iz,

BEWEDETAALNE I ENDH D,
11.2 ZOfDEIERA

ST VRENES

R/BE| 3%DE | 1~3%kH| 1%khm | BELH
SEHFED % o R B B B . B AL R R
(104%). B D Z B . 5. FE0HE. a5
5 (11.8%) [JEME. S0 % . x| BiE. W
AR, WS P . . EE BB, AWM
(27.9%) |8 155 |%. 5k EE. K

YT
¥, EERB® 7
B, PR L — €
& EAERE . IR
L. RE|ITANAM
\ FE. BEE. ok
AR It N T
B, YA
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Mo F W,
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. R
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B R
R

Higlc k3
15 (R
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13. B8RS
13.1 fEIR

NEOHRBREICBVT, LRF Sty LE2—EIC15
~140gRA L7zBIAH 0. (EIR, Bk, Bk, 2
LAV, FRIGMEN MSESRE SN TV 5,

13.2 g

AANIMABHTIC K DREFTRETH O . FH L TOVBHIE
ROBEILIE L TMHBROERZEBT S5 Lo
[16.6.2 ]

14. BRALDER
14.1 ZRIRAEHFOER

PTPEZEDHEFNZPTPY — b2 6D L TIRAT 5 &
Sf8E TSI &, PTPY— bOBEAICE D, BLHHAL
PEEREEARIA LU, BEICIZEILER T U Tt zsEs
DEELRAGMELZHET LI ENDH S,

15. ZDfDER
15.1 ERRERAICE DB
1511 TR S N AR H 2 S CEBORTAPAZEILS

F3. TADA. BERBEEZNRELZI99D TS
T ARMBERRBEOMEHERICBWT, BRSEADT
BHHREROFEBRD) A7, WTAPAEOIRHARET
TS RBEREBE L TR2EE L FITAD»ASERA
B :0.43%. 7B AREE0.24%). WTAPAZED
REBETIZ. 79t RBEEHANI000AH7-D19A%
WEFTHE SN (95%FEFEXME : 0.6-3.9), £/, T
ADABEOY TN —FTlR, o RBEEHAR
1000AH7=V2.4NZVWEETEShTWVS, [8.3,
8.4, 11.1.6 2]

1512 HEARATADPABEI208f 2 0RE LTI

AR RO SENTICB VLT, JEEMRETE
IEROEEFR (i, Bk, &0, AL, EBHR.
BEE. 155, BHALE. B, Eihnz., 5l
o, MEGREL. HEE. AMEEE) OFBRIIAH
HT13.3%. 79 ARBET6.2%TH 7. BRI,
NENNETADABEE (4~168%) 198F1 215 E L
72 7S RN BEFRREICB T 24 EEERORKE
RIIARFNIBETI7.6%. T RBETIR6%TH 570

720 HNENDNRTADPABE (4~165%) 98K %2 5
L UM RE R O TE IO N I A B 2 3l 5 S5
T ARNIBERREIC B W T, ERNGMETTH 5D,
75 AR R LTI NITE OB LARR S Nz,

16. RYBHRE
16.1 M4RE
16.1.1 BEA

(1) BOgs

EEERAICLRF T+ 4 2250, 500, 1000, 1500.
2000, 3000, 4000®, 5000mg™ (&% 586M) % Z2E
BHCHEROKRE L&, TRTOBREERTLRFS
& LAOMBEFEEIRESZIFIITIREICRSEZR L.
TS (t12) IR GBI DD S T7~ BRI TH - 723,

(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) RE®RS
BEBRAICLARFTLH L ELTIEHIOO0OMgX I
1500mg (## 5 866) # 1 H2E7HMKREG Li- & &, #
S1HE (WE#SE) & 7HH (R&E RS E) O IR
ERFITIR G522 ~ 3R I Crax® R Uy € DRI
MOEEFBHATEN Lz, /4, MERREERKS3H
BIIZERREICES 2 LRl s Y,

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

(3) FUERRRAIIR S SRRORS DR

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
Ho7zY,

(ug/mL)

1104 (RSP EE95%(F X ) —o— RUHRIRNIS -o-RORS
100 (pg/mL)

90

B wu =) ~ oo
S 3 3 38
L L 1 1

RERE D\ A D, © B

S
I

B R D, T BEE

T T
16 20
fesR o]



B G ROEMHE/ ST X -5

B | AEBRARS | BORS S IORSElal

INTA—% (N=25) (N=25) (90%(EHAX[H)
Crmax(pg/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCo-t
(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] -
AP ICV (%) ] tmaxt & HSRAE (F/IME- B A (H)
a) R IR R 5/ R4 5

16.1.2 INE
6~12BD/NRTANPABEICILRFTEIYLELT
20mg/kgZ B EG Lz L&, LRF TS LI
B X 5% I3 2B ISR E 2R Uy TR
Z6REEITH - 720 (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
A - BRAKROHEANDRBERAKR T TAPAERE (T
V7F=ZUTUT TR 49.2~256.8mL/min) » 515
SNIZMPFRHLRF I LBET—Y2HVWT. BE
MMM 21T o 7o TOREER. B2 doLH7Y
77 > A(CL/F)icxf LT, A&, %A, CLcrXUHH
MTADPAE, BRPFOSHEERE(V/F)ITH LU THE,
PR T A D A ZER OB O FRIREE (R A S T
A ABE) PREENICERRRT & LTHEES N,
NN (4~165%) RO (16 ~555%) D TAMP AR
EHEhoBon-MFERLRFSEYLBET—FYZ2H0
T. BEFEMERMENZIT> 7. TORER. CL/FITH
L CHRERCHARTAPAZE, V/FIIH L TREDSHK
FHEENICERP DBERENICERO D HHTF L LTHES
Nize MNEROBATADABEOMBERIEYEE 2 >
Salb—=—ya v LR MNETAPAREZICIO0~
30mg/kg# 1 H2E# 5 U7 BEo MRSy Rz, A
TANPAEEIZS500~1500mg 1 H2[E# 5 L 7z B & ARk
EFHIENY,
16.2 IRIY
16.2.1 BEDORE
BB A L2611, LARF 5+ % 4 1500mg % 22 it
BRICHEEO®RS Lz &, BEBEHENT, B%%
BTl tnaxP 1. 3RFEER Uy CraxlE30%E T L 72 A%,
AUCIKREZETH > 729,
16.3 910
HEATAPABEORD FTOOHERIL. REFENE
FEARIT OGRS, 0.64L/kgLHEE SN, (ANEKTEICE
WEE R o7z AAEABERAL7HZHRICLRFFTEH
L 1500mg % BEIFIRAE S Uiz & 10, SHRAEOFY
fE1Z41.1L(0.56L/kg) TH V. (AAKRKFTRITEVET
Holzo
in vitrokUWex vivoRE'V DFER, LXF Tty LKRUE
R#EWTH SHucb LOS7DIMEE - ABFEERIZ. 10%KET
H%o
16.4 X
LRF Iy Lid. FF b7 a—LPA50RMREEEE TR
#Enowv, TELREREKI7ZEL T I FEOBRNM
KGR THD ., THICKDERSNSDIEEREEY Duch
LOS7T(HNARFIVNAR)TH 5. 2B REYICHEHEZE
EMEE RV,
in vitros®REICBW\WT, LRF It ¥ LK Cuch LOS71X
CYP(3A3/4, 2A6. 2C9. 2C19. 2D6. 2E1KRU1A2).
UDP-Z'V 7 u v igEESERE (UGTIAL R UUGT1A6) KO
IRFYRe Rus—FiIo U CHEEERZ RS D o7,
Fhos NLVTOBF ML VO BIEIC b E
ERIES o7,

16.5 HEtt
R A (B E586M1)IC L NF T+ ¥ 4250~5000mg)
PRERICHERORE L& &Y, RE548BEBE T
BEBIINT BRPPHEROFEEIT. REEELT
56.3~65.3%. ucb LO57& LTC17.7~21.9%CdH > 7,
HENEERABMHEABII4C-LRF S £ ¥ L500mg 2 B
EREOKEG L&D, B#EASKBBE TICRERD
92.8%DETREN RN S, 0.1% D HERH» SEINS NI,
BE5AEEIS E TOBRERICHT 2 RPHRRIE, KB
fA& LT65.9%. ucb LO57& LT23.7%TH -7
LRF T4 LOFEMIZIZRBRAK S 8 T O FRAE BRI AT
uch LOS7IZI1Z50BkME %38 & BEBMIRAIE 7 » 5 LT\ 5,
) BN TERSNAF Ol HREHkSE133000mgTh 5.
16.6 HEDNERZEITDEE
16.6.1 BikEEEEE
EHWEDOREDRLZ HMAHHEE Z RIS, LRFTL
YLAEHEROKS L X, RArdoesr0 75y
23 BHEBEIE R (CLer © 280mL/min/1.73m?) & ki
LT, BEMKTE(CLe : 50~<80mL/min/1.73m?2) T
340%. PEEMHEFTHE(CLcr: 30~<50mL/
min/1.73m2) ©52%. BEEEK FEH (CLcr : <30mL/
min/1.73m?2) T60%MHE T L7z. LRXF St % L Euch
LOS7TOB 7 U TSV AR VTFZ 7T IV AER
EICHE L2, [7.2, 9.2.1. 9.8, 16.6.4 ZI#]

i BHEEDTRE
I TE | BE | hEmE | GE
(N=6) (N=6) (N=6) (N=6)
CLcr
(mL/min/1.73m2) >80 50-<80 | 30-<50 <30
K58 500mg | 500mg | 250mg | 250mg
LRF T L
Crax (¢t 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+(¢g - h/mL) |167.9£27.9]250.5£41.0/171.2+27.8|215.3+41.0
ti2(h) 7.6+£0.5 |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+83|15.7+£4.1/10.0£2.4| 6.6x£2.7
ucb LO57
Cinax (¢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
t12(h) 124 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

FIME+SD. tmaxB Uuch LO57Dti/21& R fiE (e Mill- e A fiE)
CL/F: RATJORHE7VTI YA ClR:BI7IUTIT VA

16.6.2 MBFENZZF TV D RABHKERESES
MEENT 2 Z T T2 RKEERERE ORARSREICL
NF F 1 & L500mg 2 BT Rsh44 R E AT B ERE O RS
L7z &, LRF T LDIEENEEDOHERF RN IX
34 TR T H o Jo i, B2 3R AN L. LA
F 714 LKk Tucb LOSTOENIC L BREMRIIEL .
81%KU8T%TH 7212, [7.2, 9.2.2, 13.2 ]

EYEEIST A —% LRFF+% L | ucb LO57
Cmax (¢t g/mL) 18.7x1.6 | 886x0.63
tmax(h) 0.7(0.4-1.0) [44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo4am(pg - h/mL) 464.6+49.6 | 231.0+£18.0
CL/F (mL/min/1.73m?2) 10.9(9.4-13.1) -
AT T4 H —DREZER(%) 81.3+£5.8 86.9+5.9
M BT O KR (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MPENT 7 V77> A
(mL/min/1.73m>) 115.7+£9.3 | 123.1£8.6

N=6. *Ft3fE+SD
tmaxs ti2v CL/F. HLWREMNTH DI RIS AR08 (/) Ml- i
KiE)



16.6.3

FrgseE=EaE

B K O B (Child-Pugh A K U'B) O B AP BE
BERHFICULARF T LEZREROKRSE LI X, LR
FIEYLDEE T VT 5V ABLEASN 5T,
EZ (Child-Pugh%EC) O FFEEE TE TIX. 257
75 v ADMBERADKS0%E 7% 5723 (SHEAT—%) .
[7.3. 9.3.1 ]

LB E
NG A—%

AR &
Child-Pugh
B
(N=6)

TR A
(N=5)

Child-Pugh
DA
(N=5)

Child-Pugh
AFC
(N=5)

CLcr

93.1+13.8]120.8£11.9{99.6%£13.2|163.5+13.5

(mL/min/1.73m2)?
LRFFH5 L
Cmax ( jus g/mL)
tmax (h)
AUC(pg - h/mL)
t12(h)

CL/F
(mL/min/1.73m?)
FH5fE£SD
a) LRF T L#%E5/OME

16.6.4 SknE
BHBREBICBIBZLARFSEY LOEYFHEICONT, ¥
L7 F= 27075 AN30~71mL/minD#5E 164
(FFER61 ~881%) Z R & LCEHIE L7- #5538, mE Tl
HELEHPSW40%EE L. 10~ 11K & 72 - 7219 (4%
EAT—%). [9.8. 16.6.1 Z[&]

16.7 EYHEE(ER

16.71 Jx=Z kA
T b VOBANGETHSICTIY PO =L TERL
AR TR LRERRREEEET DA T
A ABEF ZRNRIC, LAFFE 4 43000mg/HZ
BRBEG L X, 7= b OIMBEHEESENSH)
FEINTG A —FICHEBE RIS R o720 T2 M 1 VD
LRF Yy LOEYEREBICHEL RIS - 7219 (9
EAT—%),

16.7.2 /N)L7O8F MU DL
REERA L6625t RIc, N TaiEF U 7 AOFEER
BRICBVWTLRFTE 5 L%21500mgHBEIREORS L
Tele&, NLTUBEF VY TLAIRLARFSEY LDEY
BRBICHE R NI S hDP ol LRFITEFLENLS
O MY ADOEMEREICHE L RITS LH 57210 (44
EAT—%),

23.1£1.2
0.8+0.3
234+49
7.6x1.0

63.4%£9.7

23.6£4.9
0.6%0.2
224+25
7.6+0.7

62.5+8.7

24.7£3.3
0.5+0.0
262+58
8.7x1.5

55.4+10.5

24.1+3.8
1.6£1.5

595+220

18.4%7.2

29.2+13.5

16.7.3

16.7.4

16.7.5

BOBTR(TFZIVIA NS IFT—ILRUO LK/ IV R
~LUILDEHI)

TR A1 8A 2 R Ic, RBOBHEE (ZTF =)L TR b
V4 —=10.03mgk VLA LT A L IL0.15mgDE
HlzZ1H1E) RO LARF S5ty L%1E500mgl H2[E21
HEREZEORELI-EE, LRAF T LEBIFZL
IANSIVF =LK LAR I LA R N LILOEYEHEIR
SR—FIIHEBRRITE RN, BHBEOMF 70
FATF0 YR OBERTR AR ILE S EE RS CHB L,
BILEEEOEMICHEL KT S o /o FROBEITE
. LRF T LOEYFHRICHEEZ RIS B,
D SNEAT—%)

S S
BERALLFIZHNRIC, YTF2 > (1H0.25mgz1H1
[E) L ARF S5t A 1E1000mgl H2[E7HEREZ
5 L&, LRFIEILRIITFT L OHEYH
BTG X—FICHERZRTE R oTz, VOIFT VB L
RFTX 5 LORYHBITHE L RITSRDP 7218 (4 E
ANT—%),

oWI7ruUY

7Ju bur e REOEBAZE L (INR) % B ZE o i
PICHERI T A &S, TILT7 7 05 %#EEICZ T
TVAHRERA2661ZRIC. TIVT7 7Y (2.5~
7.5mg/H) KU LAFF+£ % 41E1000mgl H2[E7 HRE
REROBREGLEZEE, LRFIELYAEITILT Y ¥
BEICERELZRITEST, Jotor P UBRLEELT
Fhahotze TLT 7 0HLRFSEYLOEYBRE
ICHEBAZRFS B> HEAT—%),

16.7.6 TORZY R

TR A 2301 &3 R, Faxx > F(1E500mg%1H
4[\) R L RFF+ & A1[E1000mgl H2[E4 H [ R ERE
O%EG L&, TaxXRY FIVRF T LOEY
BRI EE RIS a5 20 ERBEIuch L0570
BIVT7 T AZ61%BETSEZ2OHEANT—2).

16.8 ZDfth
16.8.1 £YZ2HNEEM

R A26BIC L RF T 4 A500mg( K54 > ay 7
50%% 1 gX13500mgst % 1§E) % ZE R ER 5 L7z & &
LRF Tty LADMBEHIREHER KO ERIST X —
FEUTOEBY ThHo7ze KT 0y F50%E
500mgsEid EMEMICA%ETH 5 2 L AR S N2,

(ug/mL)
35

R D\ A D, ©BEE

—— 54 >uyF50% --o-500mgdE

3 6 9 12

LARESEESIOE S A Sty

15 18 21
PG

24 27 30 33 36(h)

gpme | Forvnyy| gl | SimOL#
KA—% | (N=26) (N=26) | ST
(90%fEHEIX 1)
20.9 19.6 1.0680
Crnax( 11g/mL) [24.5] [28.1]1 | (0.9689, 1.1772)
AUCox 149 151 0.9871
(1g - h/mL) [15.6] [15.2] | (0.9701, 1.0044)
o () 0.500 0.633 B
(0.233-1.50) | (0.250-2.00)

Crnax 2 AU Co-t\ 2 E ETCV (%) ]
tmaxtd I RAE (F/IMB- i K AE)
a) R 51 ¥a v 750%/500mgst

17. ERFPRRIR

17.1 BNERUREECEY B
(CADAEBEDEDFIE (CREERERIEZZD))
17.1.1 BN MAEEER (A, BEIEE)

RRETANPA LRI SN EDHEEZET 516U LD
BEEMNRE LT, RAI1000~2000mg/H (1000mg/
HzE#HEGHICREN A5 N125E132000mg/ HICHER)
2123000mg/H (BfEOHEEIC b 5. 3000mg/H
ICERHEE) 2 BRI CRO®SEG Uiz & &, FEFMIER
Td51000~2000mg/HEO R FHEHARICH T 267
ARMFIEEREZEOEIA X, 73.8%(45/6141) TH o7z,
1000~ 2000mg/ H # 0 &A% 3 i & < 0 1 EE TR
BEOEHEIZ59.0%(36/6161) TdH -7, F7.
3000mg/HEEICB T 26 » AHKEEEREZOEH &I
22.2%(2/901) . 1FHRIEHAEZEOH A1X11.1%(1/9
Bl) Tdh - 722,

BRI FBIBAE 1354.9% (39/7161) TH - 7z. ERRIfE
FISMEAR32.4% (23/7161) ThH > 7z. Fizy HRREEE
B (BIMER) &, ALTEEIN1.4% (1/7161). v-GTPHEAN
1.4% (1/7141)  #FHREREOA 1.4% (1/7141) . R4 b
ARBFELA% (1/7161) TH > 7z,



17.1.2 BN I/ N8R (A, HEEL

A#11000mg/H. 3000mg/HR V75 ¥ & % 1 2E -
05 (BGEOHTANAEZEONE) L Ba, EEF
iEE TH 28720 OFBFFIEBRIBIRADRITTED &
BOTHY. 7T AKEEEAHEE(1000%03000mg/
H) 3 O AHI 1000mg/ B BED R THEMHEN 2 A B
R 5N (Z2NFNp<0.0013TFITp=0.006. 58
AHF. BRI 2R L AS 72 0 08
FEEMEHERE T AR . nH. FRICBY
550%L AK> F—L— b (BB 7 0 O FAEE R E
R & HAT50%0 LTk L BEOEIE) X, 7ot
ARBEL3.8% (9/6501) . 1000mg/HEE31.3% (20/6441) .
3000mg/ H#£28.6% (18/63fl) TH - 722,

b7 ORARIEE | 75 0B SROH
a) 0,
B e v e 0 [SﬁBEFH]

TIvAR#| 65 | 2.73 | 2.67 | 6.11
1000mg/ 18.8

B 64 | 3.58 | 2.25 | 19.61 20.9 [6.0, 29.9]

[10.2, 30.4] | (p=0.006)

3000mg/ (p<0.001) | 230

A 63 | 3.44 | 2.08 | 27.72 [10.7, 33.6]

B R ORI O 7 — 5 778 - T BRI

g

AR LR EEICE D < DR
BB ERT, BIEHRMICB I 2 NBERLEH -0 DS
RiEEfEHER & 208

IR N ORI R O Bl I SRR 12 1000mg/ H %
ERT56.9%(41/7241) . 3000mg/H# 58 T54.9%
(39/7141) Td > 7zo F2REIEMIZ1000mg/HES5H T,
fEAR13.9% (10/72f1) . RIRZEAR8.3% (6/7201) . 1FE)1E
HEWV8.3%(6/72f). 3000mg/ H ¥ 58 THHIR.9%
(7/7161). BIHFEZ8.5% (6/711). FEtED F115.6%
(4/7161) TH -7z

BN IEEER (A, HARE)

A#500mg/H. 1000mg/H. 2000mg/H. 3000mg/
HEUOT IR % 1 2EBREORS (BRFEOHTAP AR L
OPtA) L7154, sHERIC B T 2 B8 » 5 0 DH
720 DI FEAEEERAD L (R RAE) 1. FhZ2Nn12.92%.
18.00%. 11.11%. 31.67%K%U12.50%TH 1D, FEFF
fiEE <& A5AHKI1000mg/HEE. 3000mg/HEER VT
Z & ARBEO B T O AL I 35 ) 5 BRI A S 0
B2 OEFRELMBRDRIC, MEFAHLEEZEITT
» 5Nz - 7z (p=0.067. Kruskal-Wallisti®). % 8.
BEBHIIBITB50% VARV S —L— b, TR
11.6%(8/6941). 500mg/HE19.1%(13/684l) .
1000mg/H#E17.6%(12/68%1). 2000mg/H#E16.2%
(11/6841). 3000mg/HE£E33.3%(22/66f) T - 7229,
B e OVEHIE B B O BIE FR F RS 13 . 500mg/H
BE58#60.6%(43/7141). 1000mg/H#EE5861.4%
(43/70f1). 2000mg/H#&E5H58.6% (41/7041) .
3000mg/ H# 5864.3% (45/7061) TH - 7z 2 EIE
FIZ500mg/HIE 58T BIAEZR14.1%(10/7161). R
#19.9% (7/7141) . ZEED £ 117.0% (5/7141) . MR
7.0%(5/7141) 1000mg/H#EE5H T, RIFAE218.6%
(13/7061) . 1EER10.0%(7/7061). 2000mg/H#k 58T\
ERR17.1% (12/70f1) . EIAFEAX15.7%(11/70%1). #
B7.1%(5/70f1). 3000mg/H%5# TEIWIEH21.4%

17.1.3

(15/7061) . {EER17.1% (12/7081) HFHEREEA7.1%
(4/7061) TH -7z,
17.1.4 BEARERGIRSHER

ENE I/ IAHRER (B DFREE) 258 7 L7 8151
Bz x5 & LT, AAI1000~3000mg/H % 1 H2[EIC5y
FCROBE L7z & 20EMARENBIELTOEBD T
Ho7225,

AREICBMU-WBRED S 5. 760 B ZD%EHES 1
TR BRI AT LA 28T L7 (33~36 5 A T14l.
36~48n ATA7HI. 48 » HLIRET28M) .

()%

=
o
3

(29) (ZfJ a3)
(‘;ﬂ

AT S S S i o &
,,,,,, S ;o“"w K9 et ">\W & *@

PN SN

72 ) DEYFE(EE B O PR fE
(5810053 f e F5 30U 53 (i)

e S —|
Tt {1 |

o
=1

(151)(150), ~
(135 135)(117)(103) (96) (41 (89) (86) (85) (81) (78) (77) 75y (50)

0.00
R g g P

‘%@"*naw
Gy AN

AR

HIEFFIHSEE1392.1% (139/15141) TH > 7z, E7xHE
R X BAIESE 455.6% (84/15141) . HE5%24.5%(37/151
). EER22.5% (34/15161) TH > 7z

B DB (VB

BEOHTADP AETHF2REMFIRIRPEFE SNV
BAFEEBT HARU L16EBREO/NETAD»ABE
73F % MG E LT AFIA01260mg/kg/ H ({RE50kg
LI _E122000%133000mg/ H) % 1 H2[E12 5313 ¢ 1438
BOBRES (MBEORTAPAELEOMA) L&, FE
FHIEIEE T d 5 BIEIAM A & O# B 72 0 O3 FlEREEL
BAROHRIME (95%FFXME) 1E. 43.21%(26.19%,
52.14%) TH V. BEFHEORIDIRD Sz,

£ 7. INRT A A BEESSHIC | AT DL b AHI20 ~
60mg/kg/H ({FE50kgLl L i21000~3000mg/H) %1 H
2NV TGRS L7z & Z O FIEREULDIR O &
BOTH- 722,

17.1.5

()P

(73)

(73)

S 72 ) DI FAEER ORI
(BB1IS3 (s, HE3MAALE)

o N b o ®

(55) (50) 53) 29) (14)

WM AR kSRS MRS MRS MRS RS

(148) 1H~37A 3~64A 6~9rHA 9~1257 12~157 1

BIERI SIS 1358.9% (43/7301) TH > 7= E7EIE
R 1EIR42.5% (31/7361) Th 57z £z, BRRIEE
EEH BIEMH) & BB 1.4% (1/7361) . B MER
FOEIN1.4%(1/7361) T > 7=,

DA TADAETTDBIIRIEBD SNBLTADAE

BEOBEBMARIEICHT M CANAREDHAEE)

17.1.6 ERRHESS B8R (BA)

BEFEORTA D AET T RIEMFIRIRFF o NV
MEMARREEEET S 168U O TA»ABE251H1(H
KN4z &L) zNRELT, AHL000E LL IF
3000mg/H (1000mg/HA» 552 L. #58H%
TICRIENH SN 7HE R 2EMET1000mg/HT D
3000mg/ HICH#E) Xid 7T & R % 28 EMZ 1% 5 (BEE
DHTCANPAZEEDOHH) Lz &, ZEFMEETH2
BEHE D 5 DD 72 0 ORERAFEEE LD RIET
KOEBOTHY., 7T REEAABROB THREIAN

BERENTRD 5 (p<0.0001 . BESBRUEEET-
BB 5T 55 7 D ORE ML A SR
N ey L

b7 D ORERMRIIER | 75 & AR E DB
a) % %
PR g st | ok (%) wa%ggﬁ]

Tt ARE| 109 0.83 0.65 19.64 56.13

[44.02, 68.24]

AEEE | 117 | 0.89 0.16 76.98 (p<0.0001)

a)Full Analysis Set

b) st

ORGHKVEZRE T BRI T 2570 ORE-AFE
ez HER &9 2 H a8

BRI FIRSEE 1323.8% (30/126M0]) TH > 7z, FE 7 EIE
FMERR2.4% (3/12661) T > 720 F iz, EREKREE
EEE BUER) &, RPEABE7.1%(9/12661) . I/
AR 4.0% (5/12661) . 1F BRI 3.2% (4/1264)
TH-7z0



17.1.8

17.1.7 ER%E MAEEER (\R)

BEORTAPARTH RREEMFERIRSESLEZ L
MEMRREELAET 248U L16ERBO/NETANA
BELMIEZ[RE LT, KAI40X1E60mg/kg/H ((kH
50kgll_E132000X1%3000mg/ H) % 2438 EfF O 5 (BE
TFOFMTADPAEEDMH) L& &, EEFEIEE TH
ZBIEHAM D S D# D 72 0 OMRERRFEIERERD RO
FORE (95%EHEX M) 1&. 56.52%(-15.74%,98.18%) T
Ho7228,

BIEHFEBSEE 1238.5% (5/13f1) TdH > 7z, BITEFIIHE
AR23.1%(3/1361) . EEIFRIET7.7% (1/1361) . FEE7.7%
(1713%1) . FHI7.7%(1/1361) TH -7z Fiz. KRR
EERE BIER) . DEXNQTEET7.7%(1/1341) T
Ho7z

R SHEBR (ARTNE

| PR 6] 25 TAHERER S U < 13/ NREINSE MAHRER 252 7.
SAFE R RS MR 2 R A7 D 7208520 L,
BEicrIE L7 HARNBFZEAAH 2R E LT BRA(165%
DI E) TIEARAI1000~3000mg/H. /NETIEAAF20~
60mg/kg/H (A%50kgbl k121000 ~3000mg/H) % #%
O LZEE, BEMREERBEIDLTOEBD T
%") 7:29)0

1.4

il
g L L (O ):Hi%
B
4
S 10
=R
=y (43) (19)
_\ﬂfg}g 08 32)
U
25 06
g"&g “ (36) 2
SE o4 D (38 (22) 19) a2)
Sgo (1)
2= (16)
g 0.2
0.0 I
& & 2 & o 2 R LR
@’k@@ A /‘*X\ NSO w,‘ﬁ A *‘“X P
’ ; 9 / Y ’ e /
4@‘%@ *&g&-‘{" R N T R A O
£ AR

FIEFFEBISARE 1238.6% (17/44M)) TH > 7=, E&EIE
FZMERL1.4% (5/440)) TH - 120 T, BRMEHRE
H(BWER) &, DEBRQTEEAS.5%(2/44%1), 75=>
T3 MNTVAT 2T —EHM2.3%(1/4461). 7 AI8F
FUBTIJ) NI AT T —YEMN2.3%(1/444)
C-RIHEAREM2.3% (1/44%1) . {AEHEMN2.3%(1/44
B TH o7,

18. EpEIE
18.1 {ERtER

LRFFv 5 L, BEZERROEREZA L F v )L
LA LanAR0, WK D - T RNMa ABE2A
(SV2A) £ DfEE303D, NEICa?tF v : LIHE?, fMifam
Ca?* OiEHEIHIY . GABAKR U VY ¥ AEE BRI
270 AT Yy ZHEEOIHSY ., R R o R 7 [F
{EDOMHD 22 ENHER SN TS, SV2AICHT SHEAH
FMEEEETAPABMET VICHB T 2 FEMGIER & ©
MICIZHEBEDP RO NS EN S, LRFTEF L ESV2A
DFEED, RIFIHERICHEFE L TWE D EEZ 5N 5%,

18.2 TANMAFIEICHT B1EF

HHZA ) -V T EFILTHEIBRBBITIVNAET
WROBRARYFLYTF P I —LERITFTOVNAETTILE
ETIE. TONAMBERZ RS 2D -72300, AEER
FEF Y YR30, RUFLUF I —)LF
RO T2 230, ¥ahErXidhA = vBE2EE5ED
Sw 3, ANTAT—IVEBEBEERBMTAPAT Y b
(GAERS)3®), BEEMEFE~ 7 239 7% E O FNE. LMaF
EE KM U7 TADABYETIVICB VT, FEEMGIER
2R LT,

18.3 fiCANDARIEIER

RHEESEET > PV 7Ty MitBVwT, FRY Y
TR M L 7240

18.4 hiRHBE(ICX I B Z DMDIER

Z v M OMorris/KKBEEERIC B W T ERAKEE IC B % KIT
ST, o—F—uv FRERTIHESKEEICHE R RITS
B0, iz, HRMBIRKER T v MIB L THE
fafREER 2R L7,

19. B (CET 2IREFHAR

—f&
L RF F+t % L (Levetiracetam (JAN) ]

20.

22.

23.
*3k ]

N

E L &

<z

6)
7)
8)
9)
10)
11)
12)
13)

14)

15)
16)
17)
18)
19)
20)

—7—

£Z2&
(25)-2-(2-Oxopyrrolidine-1-yl)butyramide
BER
(0]

HsC NH:

H/N

o
aFH

CsH14N202

NFE
170.21

=
115~119C

(27N
HE~RKABOEREDOM R TH 5. KITHRD THEIT P
G, AY )=V KROPLY ) —)L(99.5)ICIBETRT L., 2-
Ta)X) —LEOCT7E b= RULIZRRBIFRTL. bL
IRV IFLNI—=TIIZHEFIC L AFH2iFE
A EVETF 2,

DBCREL
log P=-0.60(pH7.4\ 1-F 2% J —)V ) > BB ER)

BV EDFR
AEIFEEEZ BT TRET S &

SIES

(A =& FS8£250mg)
PTP : 1008 (108 % 10). 500%¢ (10%€E X 50)
TS5 AF v 7RI 5008E(NT)

(A= FS$500mg)
PTP : 1008 (108 % 10). 500%& (10%E X 50)
TS5 AF v 7R B 50088 (N )

FENHR

HRTADPAZER - FITCAPAFKEREZRAL TS TAD
ADBBHZNIBWT, HEHEEECERE M4 D BRREZT
S BOHBEHEIH(20265E3H17H)

BAHEHE  EEEERAREINEY =27V AR
FEREMRFE

HAER  BAANBREBRAICBT 2 LARF Sy LHEHRS
RrEYBHRE (20107 H23HA&RE. CTD 2.7.6.3.1)
HAER  BREABREBRAICB T2 LAXF Ty ARERS
REOEYEIRE (20107 A23H 4R, CTD 2.7.6.3.2)
HAER  BAANBREBRAICBI 2 LARF Sy LHEKOE
HEOBRBFEESRED LK (2014FE7H4H%AZ. CTD
2.7.6.1.1)

HNER : AENETADPABEFEIIBISLRF T LH
Bl 5RO HHRE (20135431 H&EE. CTD 2.7.6.2.1)
HHRER : LRF S8 LIS % R4 F S B RS AR AT - 1
(20107H23H#&R. CTD 2.7.2.2.3)

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

HNER  BRABERAICBT 2 LARF T2y A0EYH
BICKIZTARBEOEE (2010FE7H23H%AR. CTD
2.7.6.1.2)

Ramael §, et al.:Clin Ther. 2006;28:734-744

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

HAER : BRABHEEERTE XRCMBERTZ2Z T TWaHR
HBEALBEIIBIT 2 LRF Ty LOENH)E
Brockmoller J, et al.:Clin Pharmacol Ther. 2005;77:529-
541

HRER  BiRE BN ICB T2 LRF Ty LREKRY
REFZOARESHOEY SR (20104 7H23H&Z. CTD
2.7.6.4.1)

Browne T R, et al.:;J Clin Pharmacol. 2000;40:590-595
Coupez R, et al.:Epilepsia. 2003;44:171-178
Ragueneau-Majlessi I, et al.:Epilepsia. 2002;43:697-702
Levy R H, et al.:Epilepsy Res. 2001;46:93-99
Ragueneau-Majlessi [, et al.:Epilepsy Res. 2001;47:55-63
HAER D LRF T 5 AROCREY OEY B EICKIET S
o3y ROFE(2010F7H23H4%EE. CTD 2.7.6.5.4)



21) #HNERL D R I v ay 7 ESER O AW ERI RSB (2013
FOH28H#AF. CTD 2.7.6.1.1)

22) HNERL  BARIZB T 5 0 FERAIBRE O 5 MAHER

23) #HANER  BRICB T 23 RIEABED 77 A
aeahR (EI NS I/ AR SR (R PERIIEE)) (201047 H23
H#%&gE. CTD 2.7.6.7.1)

24) B BRICB T 2B RIEFARED 77 £ ARk
Bk B (E PSS IAEEER (BN, DFFEE)) (2010E7 H23 H &
#. CTD 2.7.6.7.2)

25) JURHI— fi : TADAWZE 2012 5 29 : 441-454

26) HNER 1 BRI BT 282 FE1EO FERE O /NS IAHE R

(2013%5H31H#%&&. CTD 2.7.6.4.2)

HANER : BREOCHEICS Y 2ERRBEMRABRED

T AR g (201642 H29H &R, CTD 2.7.6.1.1)

28) HNER 1 HARICH T %M E M ARFEEHFEE /NS IAH
#AB%(2016F2H29H %R, CTD 2.7.6.2.1)

29) HWERE 1 HARICH T % ME B AR FEIEOF R O REIRE %
55 (20164F2H29H %GR, CTD 2.7.6.2.2)

30) Noyer M, et al.:Eur J Pharmacol. 1995;286:137-146

31) Lynch B A, et al.:Proc Nat Acad Sci U.S.A. 2004;101:
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