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AUC Area under the drug concentration-time curve ifn PR — IR KR T AR
AUC) o Area under the drug concentration-time curve | fERAHERE T AUC
from O to infinity

AUCo- Area under the drug concentration-time curve | f#&ERIES E TO AUC
from O to last quantifiable concentration

AUC. Area under the drug concentration-time curve | % 5-RIf@IZ31F % AUC
over a dosing interval
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CL Total body clearance RH I VT TR
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CYP Cytochrome P450 F 7 v—2A P450

DIHS Drug-induced hypersensitivity syndrome SHE AP 1 S A i A

FDA Food and Drug Administration KB i 5 3 5 R
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MedDRA | Medical Dictionary for Regulatory Activities [EIB = K 5R
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Q3 Quantile 3 7% 3 MUA A

RMP Risk Management Plan DA ]

SV Synaptic vesicle protein S ANEE E

ti Terminal half-life SRS

TEN Toxic epidermal necrolysis AR RS b e
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VI D > 7 A/ H 2A (Synaptic Vesicle Protein 2A : SV2A) L FFRAICHES T2 Z &L 3 BT
SNz, SV2A IZHE AT HBFEOI CADATEIZIM N TR -o72 2 E D, BEIOEREF & 1387
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1. &%ICREd BIEE

1. BR5E4
(1) 4
A =7 7 708 FE 500mg
(2) #*4

E Keppra® for I.V. infusion 500mg

(3) &ZFDHEE
[E) X TAMA (Epilepsy) DFELT E Z/a7 L T 5,
[Keppra] &\WoO4FE, =27 hO K4 Khepra [CHE L TV 5,

2. —fE%&
(1) M (&%)
LR_RFFEH A (JAN)

(2) #%& (fWfiL)
Levetiracetam (JAN, INN)

3) RTL4
Amide type nootrope agents, piracetam i &{A : -racetam

3. BEAXITRMHERX

HsC , NH:

4. DFARUVADFE
472 0 CsH1aN202
SSE: 170.21

5. b4 (didiE) XIEARE
(29-2-(2-Oxopyrrolidine-1-yl)butyramide (IUPAC)

6. BR%A. B4, KBS, E5ES
SHEIATAFFEFT = — R L059, LO59IV, ucb LO59, ucb22059



1.

BORSICET SRE

| IIL. ks ic B+ 25 |

1. HEEMME
(1) 58 - 1K
FE~EIK A B OREERIEDOM R TH %,

(2) AR
KIZHD TETT L, AX =KX J—)b (99.5) [TETTL, 227 a8 — L ERT k&
F= R U MZRRBITOT <, ML RV ZF LT —T IZETFIZS S, ~F U2z E A LR
DRAAR

(3)

(4)

(5)

(6)

O B FERBE T 2 it

YL Vs s PR
K 1040mg/mL 6D CTER T ROT 1
AH ) =)V 536mg/mL FRT 0
T X /) —) (99.5) 165mg/mL T
2-7mR ) — )L 90mg/mL RREET TV
TER=HKUL 57mg/mL R RT
kL #) 1.3mg/mL Wiz v
JxFI T —TF )L # 1.1mg/mL Wiz v
A~ % 0.02mg/mL FEAEET
© #&fd pH OREHRIZ 34 2 Ttk
KT VAR TR
pH1.0 1307.58mg/mL D THIT T
pH4.6 1031.79mg/mL D THIT T
pH6.8 1076.07mg/mL D THIT T
iR

SR E O 37C, 75%RH (FEXHRZE) T 5 #HEMRG LR, KRoOBEMEIXENZEN 0.02% K
0.04% TH v, WiBIEE R I 7o T2,

e (PER). BR. BER

Eis

1 115~119C

FRIG E AR E R
pKa<-2
DEERE

VL RF T XD 1-F 7 H =V XNE 7 a~dH o L& pH OFBRENR N O EARE & Ko 7= (i
EIREE . 25°C),

siictREk (log P)

H <7 S e a2y GSE ST
P 1427 % ) — /) BRI Lra~FY /U R ET
7.4 -0.60 -4.25

riEREC (log P)
pH

1-A 20 2 ) =N ) 0 b - SRR

vra~xYr Y T A

- SRR T

1.0

-0.81

-3.91

_5_



| IIL. ks ic B+ 25 |

(7) 2D ELREE
FEXeE : [aly : -76~-82°

2. BMRADERFHTICETHAIREN

AR [Tera: RAIE (A7 Py
35C GROT =7 Lo R i
ﬁfﬁgﬁ 60%RH DRV LF LS BRI s ffﬂ st A
A WA RXE S = 7
40°C EHORY =F L N+ B 6 A
e 75%RH DE)TF L) BRI s N
Wi BT = 7
e 60C
AR - BT AR () 1 s
(/ﬂn&f) -
W
I 40C
R 75%RH 5 RGE (B 19 A N
(Vi JEE) T
WA
e 40°C
TRV 75%RH 5 15 A AR
(T BE) T
BT
25°C
S — 120 75 Ix « hr DL E
Tfj;wﬁ HEEET T B A e B0 kP
aey 200W * hr/m2 L |
IR E T

RH : FHHE

WEHER -
RGRAF SR OIE - PRIR, #0IR, i E. e, Koy, &
WG QRERONRE) : MR, MR (IR, FECE) . Ik, BRWHE. SLEilE, ko, &
Wil Of) « MER, EBRWE, JtEME, SR

¥ RV TF LU B 2R Fr e LU BMoNETHA RS

e

3. BRSO REE. E2E

e BR A

O FIMRUL A7 FVHIERE (ATR ¥5)

@ et (lady : -76~-82° [2w/v%. /K. 100mm])
&k

LARF T X LADERE K70~ 57 14—

Frigs © SRAMROCLEE R (HIEH & : 205nm)

BT 5 N 4.6mm, EX 25cm DAT U L AEIZ bum DRIk a~ NI 7 0 —H VA V%

AT D,

717 NRE =R

BEE . 7 b= b ULED T 2mol/L fiERARE (1—100) JRiK (24 : 1)
Wi &= 1lmL/4%

AR ERPE © LT T X LOREFRER D) 3 1% 0 #iPH



[TV. ®FICRIT 2 H |

IV. SFIICE9 HIRE

1. Fifz
(1) Flfz DX
TESA ()

(2) HEIDHERKRTHERK

W7e4 A =777 K EHES00mg
PER {8 VB DR
) ARIOEBROFRTARIIFFELV S, FRELZWIITHICEIETHD,
(3) #AIO—F
BA=IBAYA
(4) BFOWMHE
R5E44 A — 77 R EHES00mg
pH 5.0~6.0
IRBE 3 (EFRRRICxd 5k
(5) Zmih

ARV

2. HHEIDMERK
(1) BA#ES GEMRSD) OEERUVRME
W7e 4 A —7 77 K §HES00mg
oy - Sy e 134 7V (BmL) H L~_F T+ H L500mg
TN FEfR S b U U LK, OKEERE. b B U U A TESTHK

) ARNOEREOETARIIFRELY £, BRBEERITHIELIETHD,
(2) EMEFEORE
BALT MU D A0.9%%EHT 5, (Nat 1564mEq/L, Cl: 154mEq/L)

(3) B#E
A= ROV

3. RIAMEDHERRUVRE
AR/

4. Al
PAAPSA

5. IBEAY HATREIME D & 5 KW
A L



| IV. 8HNIcB3 25 H |

6. HADEEEUTICETHAIREN

AR RIS PR HE PRAFHAR] il B
EMRGRER 25°C 60%RH I5FT ‘ 30 % H HIESN
s R 40°C  75%RH W7 AT ARG T L+ 6 H BN
i N=Nig o =) T X VEEE g Trafe+ARY e
% BE 50°C VAT WEPT T Y AT % 34 H HIFSN
[ w o o v 7 120 77 Ix-hr,
B e 25°C  60%RH 00W-hofms | PP

RH : 0%
WETEE &8, MR, meatilBr, pH, MR, SREER. RatERY), NIRRT, =2 R h3evr, BE,
TE Rk

7. AEERUVABEOREN
A O ST EE TVIIL 11, E@H FoFEE] oEB R,

Rt DR ENE
BAE : A —47 77 8EE 500mg 1 31 7V (bmL) OWNEHZEGRD /N> 7 /R bVITIEAL
BR LT,

PRAFSME - iR, VAT REROHEE T
AR E - ML pH, BR (BAEROEESL 100% & L7z & & O&RFER)

KR & 1R DL ENE

2 FR g; HEEE | EAER 1 W% 3 el 6 RfIfE | 24 BRI

S8l WABHOR | BEERAOR | MABHAORK | BEERHOR | BABHOK
KEAATE | 100mL pH 5.94 5.72 5.59 5.74 5.72
A (%) 100.2 100.1 100.2 100.1

o o8l WABHOR | BEBERAOR | RABHAORK | BEBERHOR | BABHOK
;7737? 500mL pH 6.26 6.40 6.39 6.26 6.23
FEAFEH (%) 100.2 100.0 99.8 99.7

o sl IEETEA O | BEEHOWK | EAERORK | BAEHOWK | EAEROK
;zigﬁgwﬁ 100mL pH 6.09 5.77 5.68 5.74 5.73
FEAFEH (%) 99.9 100.0 98.7 100.3

. fF L DEEEEE (HEFEMEL)

A =7 77 KiEFHE 500mg L OHFHATFRI WL EEH & OB B LR OFMz [XIIL H% 2. TOfh

DOESHEE R DOEIZFE,

o]
LR

10. &% - 8%
(1) FEADELRSR - Q. NENEFHRLESE - DEICHT H1EH
REM LR

(2) a%
A —r 77 Ml EE 500mg : 6 /31 TV
(3) FPIRBE

AFNDEBREDO TR TARIZFTFEIVZ L, rRBEEWRGITIHICRLETH D,



11.

12.

(4) BHROME

[TV. ®FICRIT 2 H |

INA T IV H T AN TV
= Lk T afe (JRE) @
—JL TNLUI=L/ R Fu L fl7) A7y 7 (L)

a) IETRICBWT, FLRELEOMEIEDT- D U a— gl GEKEE 327 5. Frk 74 12 A

20 HiZ#A) #FEHL VWD,

AlgfEt S 2 EME
AL LR

Z Dt
RO



| V. micid 5 H |

V. ARICEEY HIER

1. SHEEXITHER
O—FECRR N EN TERVWERFICBIT D, FiOERICH T2 LT T & 7 A8 0 8EA O REEE
« CTADABEOESFE (ZRESRIERIEEZ ET)
c ALDOFLTANAIETHERNENRBD 5NN T AN ABRE OBERREIECHT D TAAK
& OO L
O T AN A ERTIRRE

2. MRERIIHRICEET HFE

5. MREXIIBRICEET HFE
(TANALERRER)
BWAA RTA VBB L L, AFIOFKGNED) & HE S 2 BF IR T 28,

1) CAMABIEDA K74 2018 BAHiIK
(fg7n)
(TAPAERIREE)
AHKNO T A AVBERDIRTBIS T 5 20 L OV i, MM R RBR RGO K NE NS OZIET A KT A
VOFIHNEE A EZX T, BEFRERZLEAMTHDLEEZZOND 2 050, MikhRE T2 R B3
DUEBEBRTET DI &N LM LT,
B, CTANAERBIREDBE 255 E LENAOBERRBR IOV TE, V.5 (DZofh) 25
Moz &,

3. RiERUHAE
(1) BERUAEDMER
(—RRICROBENTERVABEICRIT 5 L_F T & & A& O RK O RBRE)
LRF T X AOROEG LAY B2 58546
BE, LXRXFIEXARORGLFEU 1 HHERORERZEICT, 1E&EE 15 200 TRIEEIRN
B53 5,
LRF T X AOROFEGIISE AR = B5T 5548
BN . RAICIELA_NF T F AL LT1H1000mg & 1 B 2B, 1 [EEE 15 45700 F
fﬁﬁﬁmm&ﬁﬁé
ANIR@E . AR EO/NRICIZLARNF T FZ AL LT 1 H 20me/kg 2 1 H 2 BN, 1 EIE
15 %) ﬁifﬁﬁ%WW&5¢é 7272 L. IKHE 50kg LI EO/NETIEL A L R U -
HAEZHWD Z &,
WTNOBAICBNTH, JERICK DV EEMBCTE 52, 1 AREEGEL O EFIEIL TO LR
DETHZ L,
RN 2 BN TTIE 1 BB :0d 3000mg #2722 & b L, HEET 2 HENU EoRREE ST
1 HAEE LT1000mg LA T3 2179,

N 4L EO/NR TR 1 BigE G R 60mg/kg 2BV E L L, HEIX 2 BB EO
%%%%fflEm;kUT%m%gHTTOﬁQJﬁJAWﬁ5%gui@¢ﬁfﬁ
A ERCEGEEZHWND Z L,

(CTADAERRE)

WE L, AT L_F T & AL LT 1[E 1000~3000mg  HARNE G (53 E 1T 2~5mg/kg/y
FrRANEES) 325723, 1 HER#EH-&1E 3000mg & 3%,

(2) AERUAZEDRTERE - 1R
(—RICROBENTERVEREICBIT 2 LT 7|4 AR ORA OREEE)
%IA%%WA%ﬂ%&Ltﬁ%(Nmm7ﬁ%)“@??4V%ﬁ%’LkH$A%%WA%ﬂ%
L L7k (N01377 #BR) © TiE., L _"FT&# A 1500mg % 15 4y HEIFARN G U721 & B



| V. BcET 2EA |

IR OG- Lok O3B RE A i L Tl 0 | BRI L L72RED Cmax (388 AR G-RFIZ R < e
HH0D, AUC K TZEDMOIEWEIRE N T A — X XZIFFETH - 7=,

N01377 3Bk & N01077 HEROFE ¢ 51 & FRAIRN T GHFD Cmax DFHIEIZOWTHRETT 5720, H
KAROE MR A 255 & L2k (EP0038 #BR) © Tik, L _XF I+ & 4 1500mg % 15 4y
ME RN B G CHEIR VL B 218 4.5 A BIKEFIRNE G- L 72 KO 3B HE K OV 2P DV TR
LCH Y, HEKEOREFSIRNE GREEORYEIEEIT, AARAKR DA ALIZETERBD ST, 240
BB R R R LT,
HARANBRATANABREZRSE L-3B (N01378 #Er) ¥ Tl A G & [l — & AH %
OGNS 15 5y HIEIRNR 52 4 ARG B2 720, e BRI RAR5 2 RLL_"F T H
LOMFEFR ~ T Z7RETT 0 EZRI% CREBEE THY | G RBEERICR G B2 FET 2 03T
WeE 2 bk,

AANNEZ SR E U ERFOREERBRT — 2 137208, O TORYEEEOFE RS, BHAAN
INRTANABE EAAENNETAPABEOEDEBIZFRKE TH D Z & BATH HARN ESMEA
DIEMENRBIEVT RN EEZEZXDNDH T N, 4L EO A RN PR TANAEE KT 5 LT
& MERFONEROCHES BCKER U<, RAF &L FROHIEROCHEICERET S5 Z LIck
0. BOLGOMREBENRTE D LHET L,

(CTADAERRIREE)

B AARESERLE BT 5 TER EOXEMEO B OARKRIE « @SN R T %
NI FE~OZYMEIRDIMEE  LRXFTZ L CANAERIRIE] ¥ 5., WESMERRBR A
K OENNOZREITA FT 4 0 ORBNEEZEEE 2 T, TAPAERIRIEBITR T 5 AR OF 2% K&
OLZEVEIIMER STV D b o & L7z,

TAMNABERIRIBIZH T D AF| O VB Ui, Mo AR R B skt M ONE PN L& B 7 4 R A C
ISR E 2D L RAEEEEPBO LN TRV 1D, TADAERIRIEICK LT H AR
WIS L CTATON TV A EEMEICHE L THERT2 2 LR Y EEZ 2 6T,

AHKID 1000~3000mg 513, BEICENTERINTWIHETHY ., YSHIEROHEZRE L
THZ LY Ll LT,

4. FAERUVAEICEEY 53

1. AZERUVREICEET 5FE

(Zhee L)

1.1 AFNE, AL ThroETHZE, [14.1.120]

1.2 RANBHEEEEREICARZEETD2HEIE. TRIORT 2LV TF=0 7 0T 7 0 AMia %
ELTAAIOREER OEREMBAEFET5 2 &, 77, MBI 2521 TV 5 REAERE Tl
JVTF=r 7 VT T AMEIS U1 A &I AT, MikENT % 32056 L 72 1% IS A K OB M
BHEZEITH>Z L, B, TZTORLTWAIHELROHEIZY I 2 b—a URERIZESS LD

ThoHZ END, FRETLICHEEICBELZNS, HELOCHEZRAS T2, [9.2.1,
9.2.2. 9.8, 16.6.1, 16.6.2& /]
JLVTF= . .
= - - BT O MR ZEHT %
aNe ¥ A >80 >50-<80 >30-<50 <30 T
(mL/min)
- 1000~ 1000~ 500~ 500~ 500~
1RESR 3000mg 2000mg 1500mg 1000mg 1000mg
N o 1[F1500mg 1[F1500mg 1[F250mg 1[F1250mg 1[F1500mg
lcid a)
LLESE 1H 2/] 1 H 2/F] 1H 2/] 1H 2/ 1H 1/ 250mg
e e 1[E1500mg | 1[E1000mg | 1[E750mg 1[A500mg | 1/511000mg
=) a)
et 5B 1A 2[ 1A 20 1A 2[ 1A 2[ 1A 1 500mg

a) TALAERREZERL

1.3 HEEOIHEEREDCH HBETIL. B TOZ VTFUEANETLTEY, 7LV T7F=70
VT T2 AMEN D TITBEHEREORE 218/ NI T 2 REER H 5 Z & n, L {EHED
LRfAT S L & b, HEIERZBE L AN HELROCHEZH#AEG T2 2 L, [9.3.1, 16.6.3
%]




| V. BcET 2EA |

(—RICR OB ENRTERVBEIIRT 5 LARF T & & AR 0 RIEF O RERE

1.4 AKFZEERAREICS L CERT2581CE, ot TA»ARE T 2 &, MmERMN
SNk D AFI BB 5 T OB RBRIZ I L TR0,

1.5 RUEEEIRNE G0 DR O & G280 B2 A0 O K5O REL O &I, silEiriRN &S &
FMUC1IAHEROREEEETHZ L,

1.6 BROBGPAEEICR S TZHEEIEONI LT T4 AR OMACY VR Z L, BRSO
FEPRFRBR BN TC, b HBILL B SR B G2 5 LT,

(i)

(BheEFEiE)

1.1 AFNE, 1 [EEZ 15 00T TRIEHIRNICKR 5T 2 BERH D720, BHIZH 72> TIHRI L
HTHY, TOEMWRL L, MROMEI7ET TVIIL 11, @ EOERE] OESM,

1.2 AANTEHEMAL OFEATH Y | BHEREREEDO B 5 A T, AFIOB DS OB AN B IES 5 ATHEM:
N5, AERETIECOWTE, BEEK THEICE T2 LT Tt ¥ AORYEREE BG LIZ
KRB OFERICESE, RELE,

7277 L, BRERRE 2 T 5 BE XTMGENT 2 5% 1 TV D BE TR 2 B R CHEO 7L
IZOWT, ANETIEEEN T — 2 IS PAMITEPIR TE RN ), lRADORIZHEILE S LD
B L7,

BHREIR T2 A9 2 BE T, BEEETOREIISCGRAFOEE 7 VT T v A KUK DA
W ERH (ucb LO5T) OB Z U7 T ZABMMETF L, AUC IZBEHEAEIL T OB IS U TN
L7 AT ORE 7 VT Z 0 A TBHEREIE R & e B T3 T 40% ., PEEEK T3 T 52%.
HEKTET 60% KT L, EREDOERED BHEERTOREL L HITKEL< 2o, LR
ST, BHEKTHICBO TEBMELTH EFREOIRGREL T 5720103, BEEORENSLE
LEZ LN, AFEOFERHY (ucb LO5T) OB VT T AN LT F= 7 VT T AL
FIE L= Z e, ABFOHEFREOREL LT, 7V T7F=2 7 U T T ARFHTHD LB X
biILd,

F7o, MEEHT %521 T D R B BERERE E O B ABRE IZAA] 500mg 2B AT B AE 44 FREFIATIC
HEREOEE L&, LT T8 X L2OEBHTRFOE RN 34.7 FEH Th o 7223, BT
I 2.8 FEREIZEAG L=, L ARTF 78X AR OERBHY (uchb LO57) DOFBHTIZ L HrEDRITE .
ENEFN81% LN 8T% ThH -1z,

2B, TANAERIREIZE O TIL, RABEREREE B ICAA 25T 2551, L0EHE.
LEIAT A L & HIT, EEIERZBR LN SAAORAELOHEEZHET5 Z &,

1.3 HREREIK THICHBIT D LARF 78X AOEYTHREDORFTH AT - 7288 0 AN FR D S E G AR R ER O
RICHSE, RE LT,
# % (Child-Pugh 738 A) ~F%EE (Child-Pugh 3% B) ONFBEREIR T& 1TV T, MEFERLA &
WL CLR_F T X AL EREYOEYBIIE T A —H IZKERETROONT, 2H 7 VT T
VRZHKT BB VT T o ADM (CLar/CL) T b IFHEREIS T ORI L2 K FixAa b i
T, ROFORBICEBWTIFOZRENTIEECII2WVWEE LN, LarL, EE (Child-Pugh
S C) RIS T I Wik, BOAI L OEMRHY (uch LO57) DOWI - & AUC 2R
RN & HART2~3 ML, B VT I AT 62%IKF Lz, OB 2 VT T ZADIK FRITY
L7 F= 7 V7 T RCESETPRILIRTREZRN 2 5 EBl> Tk 0 | BHERRIK T ORREE &/
WAl L TWD EB 2 bivle, ZiUd, HEEER TE TIZZ V7 F=0 OEANME T T5Z LIk
LEBZEZBND, BRAKIORE 7 VT Z 0 A%, BEKTHE CRERAD 99%, FTEEKXTHET
87%., BEKTHET 46% Th-o7o, Lo T, HEEFEER FTEICBO TITAMT 2 BRI
TOREZEEICTM L, B5EZHTTH L,

(—ERICROBENTERVWARFICRBIT S LAAF T4 L8O BF ORERE)
7.4 B IEEEEARRBRIC BV T AFNTRE M ARIEIC T 2ot TANAIE & OOF FIRE THEA O
Pl AT - TRV, B TOMARERIZ A,




[ V. o3 25H |

7.5 HEHFE LTRELE 1 AAEBELOHREER THITE, BOFKGLHAEICREBENTESLZ LD,
SRR G0y SRR O 512890 B 2 2O 0850 EE A &IOSV T, SUER IR &
LR 1 BHEEOERERE TV EZ A2 En@EYTHD EHFE L,

7.6 KA T4 BEXIEHER) [THFRO LB, [OOSR TERWGAIIRET 52 &)
PRELEZEACHY . FENERRBRIZBONTYH, EHAlOREREYIMIL 4.5 BB CEHNIIHEF
L7238 ORMEIE S L T\, 207, BOBRENTREIC 2 > 2B ITESCH L _F T+

HLREAFNCEID D Z NI THD LHE R

5. BRERALEE

(1) BRT—E2/\vH5—

(—EFRICRE OB ENTERVWBEICIBIT S LF T v ¥ A% ORK| ORERE

BT Lz,

BRI e x5 KRBT VA L KO | G RO |51 A Sk
(S i ) HBROEEEN (I NEOWE | BEGHO | ®5
No1g7y | AR £ G- L OB [ A A AR FEH. EIE2L
sy | FORBBIEO L A | (27 5) b, 2 12 v =4 © 5
PR OVBA A CIE A
T S CEAEIN T N e, 2 M7 0
5- O I ENHE O LLig (18 1) A —/N—_ Hi[n|
% | NO1077 w5/ 77 ®R 0 4
TG SHIR EE R
A FTRER L. 51
A e
# Noties | FUMEROE O B | AMEAREREA ST Rk
(MEAh) HECOREME BRER | (48 Bi) Bk, WIEAL., O 33
OB hE B [T 1 2 -
EP0038 | HARANE A ANDOEENRE | BARALOA ANEEE | FEER, HE LW
(ENK | Ok 2ar Rk OBENE | RABME 326)) | KiEks © 6
UL
RO S AEHIRNES | EAARACALA | FFER. JxHR
NO1378 | ~PEGRBLER O | BE (16 HELL L)
g | (mpy) | EHEEIBERCHBE | (16 6) © 7
11
§ AR RN B G 03 | SMEANRCADA | FFER. FEXTR
B | No1o7a | DB, HAMRUEAN | BE (4~165)
() © 9
z R [ 5 B AT SE AR T A A
o | CLOOL0 e - o 50
| GESH)
(CTADPAERIREE)

L

(ARFNIMHBFFICE DS, T A BERIREOLEE

IR ERG LEEELTH D)



(2)

| V. BRICET 55 H |

PRSI BR
(DHKA&EA®@%WA%T" T 2 WIEFIRN G- R o S Ete (EP0038) ©

AAANK VA NDOREEBMEICL_F TEF L 1500mg % 15 452 TR B35 K
OV 12 BEfEIRRC 1 B 2 8] 4.5 H ] 15 72 MR mfsF RN G- L T2 RED 2k & AR MEE MG L
oo TORER, AFFLIT., AARAANTIL 11/16 5] (68.8%) KOHATIL 916 ] (56.3%) I1Z7
Do, WTFNOFEERLLRXF T X LA LORREBEBEAGECTCERWEEERTH 72N,
W, BERAEFSRONEREOHRGETILCE ST HEFELIIRDOLNT, BEOEEFLE
BOONIRD o T2, BEHFEBRAEE, A 2V A 2 12 FELER K SR RIS, BEMICE

FRPFT RO b hoTz, UEDOZ En, BARAKRUDAADOWTICBWTHEBEIC,

RF T H LAHE R ORE SREEIRN R 5O 2200 RIF R AR RS Tz,
tHNEE (LEV-PRM-031571-052014) HA ANERERAIZIS T D LT T & & AR HF| O HE
RO A B G- o S B e

(3) RERIGERRAR

(4)

HEE R L

REERIEAER
1) BREREEAER

(—EHICROBENTELRVEREICBTALAFS 4 AROEDORBEE)
(BOFIN S EEHF~DYY B ZHKER (N01378)] 7

B VN?§?5Aﬁ%ﬁW$%&LT15%KUlmmwwwmg%ﬁﬁbf
FVEEHTD TADPABEICBNT, BHGRKEEEE L, 12 FH

kavA%7ﬁ5bg%ﬂ%15 >R IR N R - L T2 R 22 22k

F OVE 2 RS %

RET VA v | ZhiaxILE., EER. FExHEER

POE HORIEEH T HRANTANABE (16 1KLL E)

TABGRILUE | B T IC ABRSATREZR . 16 UL b, {KE 40kg DL EOBE T, LF

TEH LEEE 1I~3ADOFLTCANPAEEFH LT DE D (LRF T X A

SEOMEL PP CANAEO MELOHEL 4 B ERINAHERT L

TE LT, BBIESkRERE £ THAM CAD AR IER OVHEDOEENTE

SN TVRWERFE),

AR L PRI B AR IS, LARTF T X AEEOROE G D, FAEO L XF T+

& DR HI O SRR G- 5 RR 20 B2, 4 HE. 1 B 2 [H 12

R 2 2T, 156 A ERIRINErSiR G- Lo, RHEEIM& 7RI, RHE

DLARTF T Y H AFEORE O GICHEYN 0 B Iz BBEREEIE L~ T T

X DERBIO R 5D 3~14 Atk L LTz,

FEFMEE | AR OF EFL, RAREM., M 2T A v

BIREHBIEE | @i (Dayl O#lE#E GG & Day4 s O GaiO MAEH ~F 7 RE) |

Aot (1 B 720 OEYFIERE)

[#524]
< LERHHEH >
HEFR

AEFZRDD O HIRFEIL 16 BT 5 4 (31.83%), WARBMENETETE 2V AHFHS
31 (18.8%) T WTI IS BT 5 A EFR GEMELIAE, ML
R ONESHBALIERR) ThH Y. & 1 H (6.3%) ([CRO LN, EEEITT R TRETH
o, ARBRTIE, SHC, EELAFFR, IBREOKRG P ILICE - - HHHFRITF
Nighotz, £z, BERBREM. A 2P A v DERREOR R, BWKEMICHEL 22
D RETIBO bR oTz,




| V. BcT 2EA |

(AEEREEABOHE)
LT T H A EREIRN 5-(h=16)

A EFRIBIE 5(31.3)
KEBRNG E TERVEERS 3(18.8)

1= 0

HELRAEFES 0

KEEBEEREN R ECERVEBRAEFS 0

BREEOHE G I E - - A ERES 0

< F R H >

D) MmigEPLRF I F ARE (KT 71H)

BB D T 7 IEEOFERPMEIL, 2AIC Day 1 (FRO#5H) & Day4 (iEEARK
PeHEE) TRERBEWI Do, 72720, SHIOWBRE TIE, &G L SRR
BEHD N7 7 REOFEAEISEVRRD DN, TDHH b T ZREMET Lz 2 6
SOWT, BRI L OGHEHM O 1 B0 O RIEREZ 22 Z 5, 1 #li% 0.88
KOr0.50, b9 141 3.31 XUN0.75 TH Y, sUEEARNEG-CY) 0 B 2 721k O FBAE

EIEUIARZE X

W LT,

JEERIRN RGO T 7IREIIROKRGERLIZIIFRBRE CTh o722 Ehn, ROo&kEn
O RTAFIRNE 5~08) 0 B 21X, N7 7REOB AN OIFMEE 5002 LR X

nic,

(pg/mlL)

30 -

25 1

20 4

15 1

10 1

NN EFESES YN ), T

T ’[H/T

Day 1 (Enfs)

Day 4 (155> BIEIRPI R )
(BIMBREDLAF S5 LOMIEDR b5 7 EEDEHAIE)

(LRFSEL2LOMED S TREDQEMEERVZDL]

Mg ~ 7 7 RE

BB S o v | SATEHME | RTESMEOL 2
AR A B P (u g/mL) [90% {5 #E X 4]
MM f 5 7 g pe | 15 2y RSk e 3 5 (Day 4) | 16 11.632 0.992
D SEHME BOos (Day1) 16 11.732 [0.919, 1.070]
B R(B00me) KT | 15 4yl IR G 5 (Day 4) | 16 5.492 0.831
FEf CHUE L LTz )

&n#h (Day 1) 16 6.611 [0.767, 0.900]

a) 15 AR EFIRN R 5-Rr D 7 7IRE R NG/ O T 7R E

i) 1 Hd7= 0 O FEEEK

1 A&H72 0 O FEAEREL O F A, B T 0.59,

FEAMAIR CTi% 0.38, #8123

fITiX 0.38 Tho7o, MBI THRBLEHEIT 1 BHH7 0 OEHRAERIZDEMN

L 7o B s

3 BN bz,



[ V. o3 25H |

([=1)
6 -
1 97
H
U]
D
o3
7 ”‘ —~
&
21
i
1 -
— - —
0 L T- T L
BlEm SRR el M
(% 42 5-HR) (BRI 5-31R) (% D #% 5 14)
(BHERED 1 BH-Y O FEERE (FH1E))
(1 B&H-YDESFHERE]
B FEA A L BLER
(N=16) (N=16) (N=16)
%k 16 16 16
R L 0.59 0.38 0.38
Q1-Q3 0.04-1.12 0.00-1.00 0.00-1.62
e/ IMBE -5 K AE 0.0-3.4 0.0-3.8 0.0-5.3

A . ERRERIREE, 17(3), 413-422, 2014

2) REMHER

B R L

BE - RERIER
MAER e L

(5)



(6) ARHIER

| V. BcET 2EA |

1) ERRERAE (—REARERE. HEERRERAE. ERAMBELERE) . HERTRT -4~
—ARE. HERTRERABROAR

OFEARERE

(—EHICEAREATELRVEEBICE T LAF I 42 ABORKOREEZE)
a) FBAIFEIEITHRST 2 HA R OBEE, SRIERARIEMRI 6 2 BERE (AR OV

(EP0058) '*

(#&T)

RERO B

EFER T TLRF T X LAEFEEERE LEHOLXF T H LAOREMERE
2 D A

A

e A7 50

PSES

THEORNRIT, —HICROFAZRATERVWEAED Y L, U TFITRTOQDWT
NOWEF BT H LT T X AROFONREREL LTLRFTEX A
HFHERD B SR AR 4 0L Eo/NR E Lz,

O FIE (ZIRMEEAETRAEE S T) 1TxFT 5 O RFRIE UL HE AR L
OMDOFLT AN AT EGRD & LR W IRIE BB T 5 OF Rk

SEGIEL

AR SERISUE G 2515 4

(HEEREBIE (- O FAEIT R 3 % HA R OOF R IE O L M 5 & LT 200
Bl N, NE 10 BlA BERE T2

« FRIE R RIEIEITR 3 2 OF IR IE O Z VT 5 & L T 80 fi) ]

LESEUILES

FHAHIR - 2015 4 12 A ~2019 4F 3 H., BIZHIM : L _F T & & LEFROES
MR e U, R ORSNENICESEACITBRME2RE 1 » AL Lz,

F 7 A H

Zat AEES. WRRAEE  BEFZOS LLRXF I H AERKE ORK
BEERAGETER2VLOERERIER & L,)

HohE  VR_F T AEFHROBE GBI R OB 54& T CUIHRIE) FFO TAMN
AREOFBRDL (1 HH 720 OFRMERIORIERLE) , hEE i (1Y
ERIL L ARTF T & & A EFHR 5RO 5 & S A IRF A CBLES I O B IR
FEMR 72 EERAMICER LT, 88, mlidainr o2k L, Bk
D 3 BHECHIE L, B EAL &OHIE ST BE DA AT S D]
WO AEEEBEAREE L TR L,

GRS
<zetE>

LARVERENT RGN 1776 #1] (BN 1718 i), /NI 58 i) T, LM MG MR T
RIENFEBIRIG 1L 2.48% (44/1776 #) T, MORIELRUREMAREIEL AT 2 HEHATOIR
HESITZENEN 2.41% (38/1576 ) KT 3.36% (4/119 %) Th-o7=, ERBWER (3 #l
PLEIZHEBL) I IATHERE R E 0.62% (11/1776 #1) | I/ MREED 0.28% (5 1)), 7 AT F
W7/ 702727 —8BHM0.17% @ #]) KOEEZ 0.17% B ) ThoT,

<A@t >

oy FEAE M OSRIE TN E 24 2 B TRAIEDOUGE DT S h 7z DT £ 1306 61l K
Ot 49 T, B &HE SNIZBE ORISIZZN TN 0.64% KT 0% TH -7z,

TEEEZER M 29 LT, 58(2), 119-132, 2021
¥ OFEEARREHEE (2021412 H 8 H)

2) ARFHELTERTEOABTRITIEM L -0E - HBROME

L



| V. BcET 2EA |

(1) 20t
(ThhABRRE
(TANAEBREDEEICHT 5 ITEEOHITUVNAEDEFEALLLBEER (GB5) (ESETT HEX))
H ) NU T DT v RIAHEHIED AU i A ERRIRRE O B % X
LI, LRF T H DT A BRI G L7 RO WE R e bk % |
RAT 2= hA 2F B AR, L7 T kU AR & b
595,
RRT VA v | ZhiskdbE, EER, EIER, EFEH WATREMH R
x5 JFORAMECADABRIREEOEE (2 5L E)

TR UE | 2 5% LA BT, b MR T D eI WA RIEICH LT, RO LT
WHRRRGEOR Y VT REUREANC L DIEREZ T 20D 20D
k& 5-1% 5~30 4y LIPNIZ BRI K T WL A D3 ERfe XA L7 B,
BRIk Flin 7 V—"7" (2~1T k. 18~65 k%, 65 ikid) IR+ & LT, &%
VRF T X LFERAT 2= b U F MY AR ISV el hY o
LFECEEAE A 2B D ), LARF T X L 60melkg (B K#H-& 4500mg) .
HRATZ = A2 b DL 20mgPE* kg (e K58 1500mgPE), X
IZoov7aligF Y U A 40mglkg (FeR#x 55 3000mg) % 10 43 FHIRAN
Beh- LT, 1RSSR 5B AE 20 0% ICRIEO R SUIFRE BB b e HE
I VAX 2 — R BRI A R T4 VIS C P W AR OBINE 5-)
2IT o7,
FHERHMIIEE | IRBRIER 5B 4E 60 01228 T D RIEHEEL FuF W AZEOBENE G 72< |
Btk L)L ORI 2 5 BRI 5 0N BAEDTER)
BIKEHIIE H | 1aBR3EE 5-BAtAD D RAEIH I £ TO MM 72 &
AT 1k ARk TlL response-adaptive comparative-effectiveness design % f\»
72, HEZ 300 BlE TIIARIC 1 :1: 1 OBIATEY AT (EEEES
{b) . DABEIE 100 il Z & S R EIEAT 24T\, BIftiER 2B H+ 52 L & LT
(B i1 i O SR 41
BHEOIGHREOCHE (LEFHIE H OEEAMER) 1, A X042 o CERIC
ET MU LTz, FHiM L LT —RROMmE e L, EN—F “HET LA
AWTBIH SN AT — XIS FR oMM HH Lz, 3O F%
DHMG, BRI MO 2 Fl L e L TR b AR XITA 2 Tl WA T
bOMREFEH L LA UIFENTRWVIRRIETH D & 2l T HEMHR
DOMEA 0.975 & L THGEE L7z, FEEFHHHE B IZOW T, FREOTEHR G
KO 95% (5 HIXH 2 HEE Lz, Ao M Tk, B¥Ick 5 2 HH
DB GFT — 4 16 FlZ RV BFHEN (intention-to-treat : ITT) % xf4 &
L7c. RPMEITTERES) & L Tl> 72,
HRRIEAT Z & RN R S TR v TV E TRE AN
AR OADIIAEN TRWVIERTH LR GREAFFETE 5 THIERZH
HLU, PHIRERE 0.975 BT E UCREIF I (e 59 | Tl
H0.05 AL MELE & U CRMIPIE (g m k) 528 L LT,
ZEMOMNTCIE, 2B B ORET — X &GO BEEMEXRE L, A
FRPIIRES 24 BB ETIE L., ERELAFERITEEEUT 30 H
HBOWT IR WK R E TIE LT,
X1 BB NT LT aEET b U AEFRITARAR
X2 Jrx=hr U YE

GEES)|
<A B0 O R Al R A5 >
ARBRIE, 1B H O PN (400 61) (ICBWT, WINOLORGFOEL ZRETE 5 T
fE=R5 0.01 &720 | HANZFHE S A7 BERRVE P IR B EICREY LT (BREOAZEICRE 222k
BB R BAMUIAD TRUVIBRIELZFFE TE 5 aReEMEW Sl S i) ZEnb,
FHNIHT &lao T,
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< EEFHEA >
TRBRSERE 5 BRG 60 11T F 1T DR R
TRBRIERE 5.BIMA 60 431410, LT WHARDBINE 572 < . Bl L~V ORI % £F 5 Bk
HHZEH S DR BIEOHEEN AL NTZEREFOE IV RTF T EHX AT 47%, mAT7 ==
NA YT R U D ABET 45%. 27 afigF kU 7 ABET 46% T o 1o, A IRBREA b
HRNRIH T HHERIL, L_RF T4 BEE0A4L RAT == h A LT F U 7 LRE0.24,
Sovrafgt Y U AEE0.35 Thorm (BHE 0.975. XA X45HT),

BERERERIR 60 SRICHEITHRMEHEK]

e LR AT 2= b A SN T O
V“(Ziiifﬁ FRUGLRE | F b LRE
(N=118) (N=121)
Bk 68 53 56
BEEIE. % [95%1E HXH] 47[39, 55] 45(36, 54] 46[38, 55]
Wb AR FEHITH 2% 0.41 0.24 0.35
RLEHTRVWIERTH L% 0.24 0.45 0.31

<HERLHFEHRZ>

LARVERRNT R REERNT 400 #C, EERLAEFROBRFNE L. LT 78X A8 42.7%
(64/150 B)) \ "A T == A F NV U LEE45.6% (B7/12561) . »S)v7afigt U o LBt
36.8% (46/125 f) Th o7z, EREELRAEFSR 6 FILLEICEI) X, LXFTEX LEE
T, AR 20.0% (30/150 ) | Bk LUV O 10.0% (15 f1) | FERANE] 6.7% (10 1) |
RAT == F MU U LEET, &8 20.0% (25/125 f51]) | FERAMH] 12.0% (15 #) . &

LAV DIR T 9.6% (12 1) | KME 5.6% (761) . »Nv7afgd b U o ARET, K 18.4%
(23/125 #) | B L~VOIKT 7.2% (9 61) | FELINH] 6.4% (8 41) | IR+ 4.8% (6 #i)
THoT,

Kapur, J. et al. : N Engl J Med., 381 (22) , 2103-2113, 2019
1) AAOARBINT-HELKOHEIL TV, 3. HIELAUOHE] OEZSH,
I 2) AIZBTHRAT == A F b U LEFHRO TADAVEFRIRIEICR T 2 &G HIE RO
METZLAFEROBEFRLESRT D L,



| V. BcET 2EA |

(FLMAMTADAERBREDHEAREICHT S TENNLEBSRDE 2 BEDAEELLTO
LRFSEALERRITIIZ M VDR : SHERARESHEA AR
(IENE ECT with LIFE 5£g&)]) '

H i FWILANE T A DA ERDIRIE DB R 250t BT, O 7 B X AR 5%
D 2 BEFEOIRFIE L L CLR_F T X AR 2 IRNE G LR
FME R O e, RA T 2= A F MU U AEFHR E T 5,
BTV A v | sk LA, FEEM, BIEA, FEHII WATEER] iR
PO W AETAPAERKEOEE (20 %L 1)
TR ERIEUE | 20 IELL LT (T WAL TAMAEFEIREE (5 0B EHE T 2 1T WAL AFRIE.
XE 2 53 DOR & DIFWIVAFIED . £ ORJIZ Japan Coma Scale I1-30 LA
FOEBEEZFEVWRPAORET2H0) TRERE SN B,
AR 1k T BN LEFR 1~20mg ZEARNE G- LIk, 7 BRAIC K D FIEN
KOFIZ)p b 6T, EREEZEIKFL LT, BEZFEZLXTFT8F L
HEXIIFRAT7 2= M U MU ARRICIEELIZED 72, LRF T
213 1000~3000mg™ & A F AR 100mL TR L 2~5mg/kg/5y D% 538
ET ARAT z=rA ) b DAL 22.5mg/kg & AR 100mL TH
WU 8mg/kg/5y XiF 150mg/53 DWW IR T & 8 2 7 Gl ¢,
RN G- LTz, IRBREE T W ADRTER L2 WEEITIE, TADABZIET A
RIA THEU T 3 B ORI L5 LT,
EEFNEH | {RBRERE G- 5 30 LN ORIEELBRE OEE (WA ORHRE.,
WAILA DR, XUTE 3 BEBEOIRIRIED BN G- 13ARE#Emk & L)
BIEHIEE E | EEZRENEHN OB Y
AT 715 AMEDRENT T, T2 miAs EAEDIER O L - DL EHED LY N I B
M (full analysis set : FAS) #xf&% & L7z, EEFMEEB IZOWT, &
AT xz= AT MY U LARIZKRT D L R_RF T X AREOIELEE FESHE
~— V% 20% & L7z Farrington-Manning B E % FVWCHEEL 7=,
¥OARRBRICTB T 2 AF OG- &IE 1000~3000mg & 3% aF ST oAy, EEEIZIE 1000mg A & OF
3000mg 8 2 & 5 SNIFEBINE Eh Tz,

[R5 5]
< FEFMIEE >
TRBRIE B BB A6 B 30 53 LN O RIETH R BE OFIS

IR B BBHAAR 7 D 30 0 LINIZRIED A LI BEFEORIEIX, LXF T8 X L8 89.2%
(83/93 f5), mA T == FAF FVU 7 LEE83.8% (67/80 f5) Th -7, BEMZE (95%

BHEXRE) 1£5.5% (—4.7, 15.7%) THY, "ATZ7 == A F b ULBHIKT DL

RF T2 AFEOIELEENRIEESNT (p<0.001, FEHHE~v—T % 20% & LT

Farrington-Manning #/E).,

<HB BB D FE TR >

TERVERAT R SR 176 45l C IRBRIER B-BRAADN D 60 Sy LAPNIZHEL L 7= EE R RIMEH D% Bl
TG, LRF T X LHE0% (094 B) | RATZ == b F MY U LRE3T% (3/82 )
Tholz, ®RAT == bA T b ULFEONRIL, Graded DOMFIE (14 ZOBHITELT
L7203, JREREE & OEHEA 2 ELEITERD b2 - 72) | Graded OMER AR I KM+ (4% 1 %)
Tholo, RBRIER GGG 24 RN, 7 BUNOEEZRIENIL, WTHOETHR
LIV Mo T,

Nakamura, K. et al. : J Neurol Neurosurg Psychiatry., 2022 Oct 7;jnnp-2022-329485.

[Online ahead of print.]

H 1) AAOARS N RERORRIL V.3, BRI OEBHR,
YE2) AHITET B VT LS AR T ADABRERRAEIC K% AR O R34 3
DETRXEBRT 52 L,
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VI. ZEHFEEICEHT 51EH

1. EERPHCEEHLELEMRITLEHE
Tx= by ANMASPEY ST RBET Y UL 7ad AL VP IR, 7 aa s
AR F o PET—=FROTE Y ¥
VR B B B L AW ORI, B OB TIRCEBRT 52 L,

2. FEER
(1) {EAEREL - tERAKE
LRFZE2 52 AL BEFEOTLTANAIKE TR B CRIEMGWEMN 2 R8Bl+ 25 Z LR EnTwn
Do VT T APMRERO T T A/NEH 2A (SV2A) L6352 L, F7z, SV2A K
T HREABIAIM: & SRR C AP ET VI 2 FBIEMGIERN & ORICIZHERRD b Z &
M, LRFTEZLE SV2A OFEER, BIEIMHEMICHEET20EBZX 6 TND, ftilZ N
Al CaztF ¥ FIVELE, M CazOWFHEMH], GABA KOV ) o ANEBIMEERICKHT D57 0 AT U
> 7 B O K& O Rl i o ol 72 [ I L O I 2338 B v, 2o b FBAEIHENERICE D - T
WhHEBZLND,

Mrr7A

2T AR
\lV — NB Ca»* F v R

| oo
SV2A 1\ s G5 ,E%/ )

FRER(mE M B D IR B Ca* Fy XIVIEE

W

LARF 545 LOHF LAILOEREREOHTERE

LARF T 7 L OHEENE TR

- MRS IEME I OFRENC S5 5 £ B 2 b D SV2A ~DiH

* N Ca?F v R /LB EHEM

- MR PN CaztlE S| /EH]

* GABA J O 7 o AEBWEBRICK 427 1 27 U w7 BE OIS
+ AR HII ] 0D a3 722 [R5 oD Sl /)



| VI. 3ah3ERI2BE9 % 38

<%#>HESV2A &3 1~

SV2A 1%, #EHAEN LW E T 0BPREICRD b D /MalEZ 12 FIEET 56
EHETH D, NI A ET D 75) FEIZHRRE R CIIR R E O i
WCEAR 72 < IRW BB D B D, 728 SV2 EHE 121X, SV2A, SV2B, SV2C o4 7 #

A TBFET D2 ERD>TND,

SV2A (X, #RAREDE ORHOKIEIZE G- LT D EHERI STV D23, 2O & L

THIBANIEED F 7 AR = — L UL TOBRE, Ca2t KAt 7 7" A/ B s 2 il

7% Carz o —OE*HT 257 Mw v DOFHERERE. SV2A OREEEL S D PR

hk% AXNETT /= (ATP) 72 82 RFFTH~ FY v 7 A& LTOMREZH

AREMER S ST D

~ji\ SV2A (=/=) A€/ v 77U b~ AIESKLFE R BEDOTANAFRIELRBLL .

2~ W THLETHZ &, /2, SV2A (+/-) ~T 1/ v 77U b~ AL, SV2A (+/+)

OFARZLE_R T Ly, I =g, X F LT T — L RO 6Hz T T

ITOREBRMEME T T2 2 L2805, SV2A N TADADIREICEET 5 Z & ARIR

EhTnb

O HRASEWE BN ORI G325 £ B A bd SV2A ~DfsE  (in vitro)

)

i)

i)

HMIBNTOLRF T X LS
HITH o7,

b R SV2YTH A FITHTHEEERFT LI X, LT T8 X AL SV2A IHEETHZ L
PIREFL, SV2B KX SV2C IZIHfER Lk o 7=,

b b SV2A (X3 2 BLFnE & RS IEFE R HIE R & AR 10
LARF T I LJRVANTF T 7 LAFEROPEIRIERIEET L (w7 X) (2B 2R IEH
TEM L & b SV2AICKT 28AMME L OB ZMR~72& 25, MmN &b b,

L RF T X LAOENEER~DFEE 1Y
Z v NI R OSRA REL AR 0> 45 B 1] 5
BIIHARIC BV TORRD B, KEHRICITHEES Lo 7o,

E k SV2A. SV2B. SV2C ~D LR_F Tt ¥ AFHEEDFEL 10
WAL D JRITE & MRt LA e, SR v 7 A/ gl oy 12 3 4]

8 -

T SoES ) VEASH

o
(S}
1

4 T T T

TS S8 (R ] O pEDso

pKi @ ZHEEICHT 2B E R~ Ki A0 AxHEk,
ERRENFEEBFIEREH N L E2ET,

K7y M, LRF T H AROBEEILEYOMERT,

MLNF T LD pKi=5.5

@ N CazF v % /VHEEM (in vitro) '
L R_RFFT X5 (32umol/L) 1. T v MEBAT A AnbE LT CAL #AMRMEo N Y
CazrF v /L&A Lz CazrBE 2 L=,

T D UR_RTF T X LOMEERF L L &, FRRAYH
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® MR Caz+ilgBEmsItER (in vitro) '
7 v MIREEBRIBEEMRICB T, 7 oA & O THRHIIEN CaZiTiiiEkiD Y 7 /) Vv
FARERRE L B 7 = A A 5ANEPN Ca2 izt o35 L_F T+ 4 A (1,10, 32 K100 zmol/L)
ODEAEZRFLIZEZ A, LRFTEHX LA (10umol/L) X, V7T /) VU RIRENT HHIIEA
Caz+ilift 2 Jl L7=,

@ GABA ROV AEEMEER IS T D7 a0 A7 U v 7 EOMEIEN (in vitro)

N NMERI NG, ~ v AVEE ARG E R O B fR M o R & HIE LT, GABA {E&Eh:
%,E’?;ﬁjf()“ﬁ’ MU= —REZ T O AR S LT T A (0.1~1000 pmol/L)
OERZERFILIZE Z A, LRFFTEHX AL, GABA KONV UV AEBIEERO T 0 AT U v 7
[HEYE (DMCM K Oigh) &L 2 HEZHH L7z (ECs=1~10 umol/L),

® FhERARA R O R 72 WL OBIHEIER  (in vitro)
L R_RF T+ H A (32 umol/L) X TAMNA in vitro &7 VOB FEHKIC X 2 IEEVEN O RIE & O
IREVEN S KAL) (T8 % KT & T, Mfast Crosk S 5 4E G RIS BTk LB
BWCAVER LU, ARk e R oo i 36 7 [R5k 2 ) L 7=,

(2) ;?“JJJ R 1T HHERAE

< ERIEIRBAEE LD >

L LRF TS A E PO TADARFELRD LML TN EEZLRATVDX Y R VI E |
 FAEEUD LT HMARIETT A, HREMEELE T A F T AT — VBB TANAT v b |
L 72 B ORI T L CRAEMEIE &7 L, B0 T A D AT T K L CHRIR WSS 1 2 |
R, — . AT ORATT SRR E RS 2N LD, BEOH TADARL 1R2 S |
MR TS L VRSN, |

 BMLATF 528 LOSAENHIER

TV B fed i
AIEEXAMF > R 7% E | v 7 X |EDso="7mg/kg, ip
PTZ #%x RV o J34E ~ 7 A |EDs=36mg/kg, ip
S A RkEE X R 7 FAE 7 v b | R/ E=13mg/kg. ip
Go |7 == A VERIER T 5y | 7F= MRS 5 R
e MR v R 7 A LT, KVHE
Ity EEEg A 7 v b | B/ E=17Tmg/kg. ip
= NA = VA EIIE 7 v b |B/NE#E=54mg/kg. ip
AN T AT =)L RM T A = b :
AREERIE |75 o b 7w b | BIAEE=5.4mg/kg. ip
5 )L — EDso=9.7Tmg/kg. po (fl{%)
: BEIRAESEAF vV EDso="7.0mg/kg. po (FREH)
iﬁﬁma ooty ERERTVRA ~ 1w 2 |EDso>540mg/kg. ip
s [ETV | RKPTZHRET VLA <7 A |EDso>540mg/kg. ip

 WLAF S8 LORT AN AR

TV B (TS
B S R TRk 7 v b |27 KO 54mg/kg. ip THIH
[PTZ > B U > 7ok ~w A |17 1O 54mg/kg, ip THIH
| BLAF S48 LOREEOFHE
i T TR R
VI AREESENES S R Y TR E ~ 7 A |TDso/EDso=148
AP T AT VBIRHERS CANAT v b | Ty b | TDso/ B/ 3 =235

i EDso : 50% A %h &, po : f& O 5. TDso : 50% k&



O TAMPAFEICHTDER

HHARA 7 ) —= TEF L THDLRKE
FiFWNAET L7 8Tk

TORAIIHIER 27 S 72 o 728,

| VI. Sah3ERIcBE9 %38

TWNATT VR R F LT b7 Y — )Lk
AIRESHEM Y R v 7=

TR NRF LT ARG —AF L R USRI NI A =B EREDS >

b AR T AT = VBRHERMTANAT v b (GAERS),
BTN SR LT T AN A ET LI

i)

i) RPEEx S RU I RIESHT 2R (T b SR8 BI) ¥

8~11 i)

L _RF T H AT~ T AAEER
LCHsERAZRL, 50%F%hE (EDso)

TEIRMERAE~ 7 A 70 EDE Gy FEAE,
BT, EEMHIERZ5R L,

AFEELHISY > R VI RBIEE O PTZ X R FRIEIZ

TR (w7 A SR

F s Y U 7 RBIERONPTZ 5% R o 7R {EICkt

1TENEH Tmg/kg T 86mg/kg Th -7,

BB T N 738 1E

PTZ %% NI 7% AE

B EDso [ (mg/ke. ip) EDso fif (mg/kg. ip)
L RF T H A 7 (2~10) 36 (15~96)
A a=T Sl NURVN 66 (52~83) 147 (116~189)
7 aFeoin 0.03 (0.02~0.05) 0.03 (0.02~0.04)
T )NV EH—)L 12 (8~17) 5 (3~7)
Trx= kA 6 (1~16) 38 (22~171)
HANZEE 6 (4~10) 17 (8~28)
T hzZL IR > 254 117 (99~161)
SE R ¥ 4 (2~7) >89
HARF o 55 (30~95) > 665
FESw— >109 > 340
EDso : 50%A%h& () : 9%l XM

LARF TR NET v MRS B o 7 RIEOEIERE, SRR R & OV JE 54 Fifse s

il 2 F B ARAFRO ] L7z,

T Py Ty e
BSR | (Racine =4 —1) () (#)
(mg/ke. D [ CRgowrn| MR | L~Fovsrn| W |L~FousL
13 50+0 4.5+0.5 62.0 £16.1 41.0 + 18.0* 98.0+17.1| 74.5+38.8
27 50+0 3.6+1.2" 59.0 £ 3.2 42.1 +12.9* 96.1 £ 16.1 70.6 + 32.9
54 50+0 1.9+ 1.0 57.0+16.1 33.4 + 14.2* 104.0 +29.8 | 52.0 + 20.5*
108 50+0 3.6+1.1* 58.1+12.1 44.3 + 26.6 104.0 + 18.2 | 49.4 + 31.9*
EEE + BEHEFZE  *p<0.05, **p<0.01 Wilcoxon D 5F & BN E
i) 7= hA UEFET v FORHEES > RY U RBEBIHTAER (T . B8]
L RFFTH2HAET == bAoA UREEER ORI T v D &%’%%Eﬁﬁ%/\ \—J:?f‘ SHm, T

iv)

v)

vi)

== b UEZMET v P RO BT 2= b A VHEBUET v MITBWT, L0 K& 2EME LA

b bz,

Er b kO A = U BEHERAIEIZ

T DIER (F

v b, ARE8 M) Y

L RFFZEHX NI INVE LRI A = U BRFHRBIEICK U TRIEMEER 2R L, &K/
ARhEX, En by UEREIET 1Tme/kg, WA = BEFHRFEIET bdmg/kg TH -7,

A NT AT = )VEIEHERFTADNA T v b O B FEMERIR N T S

i) >

R HEM (Z v b SHES

LARF T Z LIA T AT —=/VBIRHERBTADAT v b O B FEVERRIR IS R Ry ) &

HEIZ

PRI MR AR
L RXRFFTEvH AT, T R|Z

JiE L (50~90%) .

BT DR

SR E 27 LTz,

IRITHER (oA, #EE10~20 1) Y
IR 8 T WL A % FH B AE R3] L 7=,



| VI. 3E5hdific B3 %8 H |

vil) ZPET VR AT CKTT B1EH (= A, &8 8~11 ) 27
BREBZIFTVWNAY Y ZAKORKR PTZHRITVIA~S T ZIBWT, BEEOFTAASET
Pl Eb TN —FHOET A THITONAEREZ R LIEDOIZXH LT, LRXFTEX AL
WTNDET BN THIUTWIAERZ RS o7z,

@ FICADNABMEER (7> b, &8 8 ) *
R BRI R 7Ty MBWT, 2 RU 7R ZH Lz,
- RtkEESEGY Y RY 7Ty Mkd H1EH
LARF T X A, BIEEIEEO LH AR L, BRNGEO %A PR H 2 b S8, %
YRU TR ENEI L, ZORIE, ARG B LRRL WD s, LRFT
B APTCANARMERZ BT 2 2 L PR Iz,

SR

v

A

Ut

S

w

—— %fHR
- 27mg/kg
—o— 54mg/kg
o % : p<0.05
LARF T YA Mann-Whitney U &

12 4 6 8 10121416182022 26 30 34 38(H)
GHIN A EIR G
SYrDREHBEFU R VIBRIZHT 2R (REEEE)

S—=INOe B 0w T
— [\

o

) P BT -~
100 e W
—a— 27mg/kg
80 —o— 54mg/kg
% 60
i
T 40
Bl
201 -
Kok VRFG s LY > Student’s t-fRE
0m4esmmmmmmn'%'m'M'%m
PHIVAEIExS

Sy bORIEF D B VI RRICHT BEA (RIS FFERRE)

(3) YERRIRFER - HiahR
MAEER e L



| VII. S&@hieicBid 55 A |

VII. EMBEICET HEHE

1. MAREOHTS
(1) AEREADGmMGDERE
MR L

(2) RSB TRESN-IDRE
@ fEFEARAICE T D 1500mg B [E] A R R PN 45 G- 0D i, o s ©
R A (HAN 16 7)) 12 L_F T+ L 1500mg & HEFEFHIRNE G Lz L &, 2R
HA& TR (5B 15 49) 12 Crmax ([CEIFE L72, Cmax D% FEHIMEIX 108.716 1 g/mL TH -

77,
(pg/mL)
120 -
110
100
907] (R (T T K1 = 95% SR )
1fiL. n=16
g 807,
T a0
~
F 60
7 |
T 504
4
I L
%40
=~ 30
20
10
0'|II|II|II|II|II|II|II|II|II|II|II|II|II|
0 3 6 9 12 15 18 21 24 27 30 33 36 39
B H-BHAA% ORFE (h)
HYBENRE N T A — & (n=16)
Crax (1 g/mL) 108.716 (17.5)
AUC (x gh/mL) 423.969 (11.0)
AUC (1 gh/mL) 437.250 (11.7)
AUC, (1 gh/mL) 298.315 (9.0)
tmax (h) 0.250 (0.25-0.25)
tire (h) 7.211 (11.9)
CL (L/h) 3.431 (11.7)
(mL/min/kg) 0.8652 (12.8)
Vz (L/kg) 0.5401 (9.6)
(L/kg) * 0.5424 +0.0516
(L)* 35.827 +3.214

Vz @ 3 A A
REIIE (ZEERE%) | tmax TP RAE (s IME — F K AH)
* o PHE + FRYERZE

(LAFS+4% L 1500mg B RAEHIRARSHEOMERLAF S22 LARE#R)



| VIL. S<#@higic B+ 25 H |

@ RN I T 2 Ha SRR & SR o bR GHEAT —%)
fERER A (FAEA 35 f5i]) 12 L_F T & L 2000, 3000, 4000mg % 15 43 B [A] SR EFARN %
HER OV ARFZ 4% L 1500, 2000 K OY 2500mg % 5 2y H R AEEIRNKR G- Lz &, WTh
O GREHTH, MEH L R_F T8 7 AREREIL Cmax BER I H 5B LT,

(pg/ml)

—e— 2000 mg (n=6)
—O— 3000 mg (n=6)
—w— 4000 mg (n=5)
1553 M FARN B -

1804

160

1401

(BT H i AR 72)

1204

1001

801

60

FEFE > N NN ), TSR

o
L

0 3 6 9 12 15
BHBEH OERE (h)

18

B S A — 4 vxfiﬁfAzmm@ v&%?th3wmm v&%?th4mm@
(n=6) (n=6) (n=5)»

Crax (u g/mL) 55.609 (25.7) 81.180 (44.9) 145.327 (24.6)

Cis (u g/mL) 50.549 (35.9) 74.335 (55.9) 141.643 (27.4)

AUCo+  (zg-h/mL) 469.694 (16.4) 665.433 (9.2) 1080.728 (19.1)

AUC (12 g+h/mL) 528.706 (16.3) 754.215 (6.4) 1239.104 (19.2)

tmax () 0.500 (0.27-0.50) 0.375 (0.25-2.00) 0.250 (0.25-1.00)

tue (h) 7.708 (11.1) 7.708 (13.1) 8.005 (14.5)

CL (L/h) 3.783 (16.3) 3.978 (6.4) 3.228 (19.2)

Vz L) 42.067 (18.4) 44.233 (17.7) 37.281 (22.9)

Vi ST

BT E (EEREY) « tmax TIZFRAE (Fe/ Ml — K AH)
a) 1BIOPERE T, BE5PITH T —T AREEIORERT LV 2TmL OIRBRIER R TZ 720,

PP M BERSM L 72,

(LAF T4 L 2000, 3000 KU 4000mg % 15 53R B E s REARAIIE 5 L 1=BS D Mg LR F
€5 LIREHBE)

HEE . AFOARIN TV A AR UCHER
(—EEMICR OBENTERVEFICBIT 3 LAXF T4 AR 0O RE OREEE)
LRFZ 2 H LOKRAOFEGNORANEI D B2 556 @, LXTF 78X AROKE
EFRIUT 1 BAEECESEEICT, 1EIEZ 15 000 CRBEiFIRNE S5 %,
LRFF 8 H LOKRAFGITELOARAZ BT 256 A 8E . BRI LT
TEHZALELT1HI1000mg % 1 H 2 [ENZ5TF, 1[EIEE 15 50 CTREfIRN IS
T 5,
WTHOLEAIZBNTH, ERICEVEEEBTE 52, 1 AEiksEk R IE
LT LB LT52 8, A RATIE 1 HEEESEIT 3000mg #8272\ &
L. HEIT 2B EOBEAE HITT1 HAHES LT 1000mg LA FF2179,
(CADAERIRE)
WHE. RAIZL_F T A E LT 1 [E 1000~3000mg % ERAN G (358 E 1T 2
~b5mg/kg/5y CHIIRNE G-) 32575, 1 HERRE 5 &I1$3000mg 3 %5,] ThHhbd,
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(pg/mL)
180 —e— 1500 mg (n=6)
—0— 2000 mg (n=6)
160 4 —v— 2500 mg (n=6)
i 557 RN 1 5-
L 140 - (RS-l £ R Z2)
|:|:r
L 1204
e
< 100 -
H T
J 80}
A i
o 60 {1
40 {8
20
0 = T T T T T T T T
0 3 6 9 12 15 18 21 24
¥ 5-BRiA % O (h)
SBIHE T A — 5 v&%wziw 1500mg VN%7JZ£_7A 2000mg vm%fziw 2500mg
(n=6) (n=6) (n=6)
Cmax (p g/mL) 46.908 (18.0) 60.563 (40.0) 94.310 (36.2)
Cs (1 g/mL) 41.657 (21.9) 56.337 (45.4) 91.278 (37.4)
AUCo¢  (ug+h/mL) 311.969 (5.8 429.392 (13.7) 530.536 (10.1)
AUC (1 g+h/mL) 347.535 (7.6) 484.229 (14.3) 584.547 (9.6)
tmax (h) 0.092 (0.08-0.25) 0.125 (0.08-0.50) 0.083 (0.08-0.17)
tie (h) 7.378 (12.4) 7.715 (12.6) 6.982 (12.7)
CL (L/h) 4.316 (7.6) 4.130 (14.3) 4.277 (9.6)
Vz (L) 45.943 (8.4) 45.972 (16.5) 43.079 (16.2)

Vz : DA
LI (EEMREC%) . tmax CTIEP AR (/I ME — F K fE)

(LARFS+% L1500, 2000 XU 2500mg % 5 73 EE AEFHIRNIE S L -BROMmEHR L AF
St 8 LRE#R)]

HEE . AFOERBIN TV HEEOHER
(—EMICR OBEN TERVBEFICBIT 2 LF T AR DORF ORERE
LARF T L LAORABRGENOARFNCEID EZ 556 @, LXF 78X AROKE
ERIU 1 HHEROBEGFEEICC, 1 RIE%E 156 00T CREFHIRNBEG 35,
LRFF 2 AORAEGIZHNLOARKNZ R G T 256 N - @5, AT LT
FE®4X 5L 1LT1HI1000mg Z 1 H 2[EIZ2F, 1[EEZ 15 0T CRIEGEIRN & 5-
T 5,
WTHOLAEIZENTH, ERICE VEEEHTE 52, 1 A5 &R Ok
FLLFoEE L4528, A ATIE 1 Him#& 5813 3000mg 2B 2722 &
EL, BET2EMUEOMEESHITC1 HHEE LT 1000mg LL F92179,
(CADPAERIREE)
WH . A L_"F T2 AL LT 1E 1000~3000mg % FFRN &S (531 2
~b5mg/kg/5y CTHEIRNEZ G:) 35728, 1 H iR 5- &1L 3000mg &9 5,] THbH,
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@ fEEERR AT 5 1500mg SR A FR RN B G- IRF o o g g ©
fERER A (HARAN 16 #1) 12V _XF T X A 1500mg & 1 H 2 5] 12 FEHIFRE T, 4.5 H BE A
TR G- Lo & &, 2RI E4& TR (BHB1E% 15 47) 1T Cnaxss ICEE L7, Cmaxss D
ML, 108.971 u g/mL TH -7,
Flo, MEFL_F T2 LAREIX NI 7HEOHERE GG 2 A BIZERIRBICEZELZ LB X
i, HEE RO AUCT (v=12 Fff]) (2xf9 % K& 5% D AUCrss Otk (AUC O SR
#: Rave) 13 1.310 T, HEIFEGRFD AUC 23§ 2 KEH 5% D AUCtss DL (BRIEREC: LF)
1£0.8937 THY ., LRXF T X AIMIEOEYENEEZ RT L EZ DN,

(ng/mL)
120
110 4
1004 -
907 (A0 P11+ 95% (AR )
EE 80_ n=16
%% ]
7044
¥ ]
= 1+
r 603
& ]
B a0
30-;
20-;
10 4
0 -| T T T T T T T T T T T T T T T
0 3 6 9 12 15
P 5B AA1% O (h)
SRWENRE R T A — X (n=16)
Crnax,ss (1 g/mL) 108.971 (17.3)
AUCrss (1 g+h/mL) 390.792 (10.0)
tmax,ss (h) 0.250 (0.25-0.25)
CLss (mL/min/kg) 0.9681 (11.0)
(L/h) 3.838 (10.0)
Rauc 1.310 (6.1)
LF 0.8937 (4.9)

SMTEME (ZEEREL%) |« tmax TIXHRAE G/ ME — K AE)

(LAF 544 L 1500mg REAEHIRAE S & O MER LATF 5 €8 LREHER]
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@ FEEERR BT DR AFND DA ~DE] 0 8 % 35k Y
fERER A (HAAN 25 1) 12V _F T 4% A 1500mg & 15 2y LSRN &G O3 05 L=
LEROBEEL L T, HFEEIRNE GO Crnax 138 1.6 (55 < . AUC KOt 13RI L
TV, 2B, L_F T v & AROK5EEOAYZIIF I 100% TH - 7=,
(pg/mL)

01 (R BEIEHHE CORER) ooy

100 -
90 41
80 -
70 4
60 4l
50 4
40 4
30 -
20 -

10 j

0 -+~ T T T —

0O 4 8 12 16 2 24 28 32 36
W EBRAG1% OWFEE (h)

(STl + 95 %2 HE X )
n=25

WEEE W I ), CHEE

(ng/mL) —e— FHIRNES-
110 1 (B 5BLA RO £ TOHER) ;}:D& W
100 A
i 90 - (%’%ﬂ?f@1ﬁi95%1§%ﬁzﬁﬁ)
rh
L
a:
5
+
5
I
o
0 L T T T T L] T
0 1 2 3 4 5 6 7

FHPGR O (h)

e oo AR 5 RO

KB 7 A =5 (n=25) (n=25)
Crnax (1 g/mL) 97.00 (27.6) 58.94 (37.0)
Cis (1 g/mL) 96.49 (27.7) NA
AUCo-+ (1 g+h/mL) 472.28 (15.4) 487.36 (15.9)
AUC (1 g+h/mL) 486.22 (15.5) 503.51 (16.2)
MRT (h) 9.349 (12.1) 10.273 (12.4)
ti2 (h) 7.106 (11.7) 7.230 (12.7)
A1z ) 0.098 (11.7) 0.096 (12.7)
CL X% CL/F? (L/h) 3.055 (15.3) 2.979 (16.2)
Vz X% Vz/F2 (L) 31.32 (18.0) 31.07 (18.8)
tmax (h) 0.250 (0.17-0.27) 0.750 (0.50-3.00)

MRT : “F¥REEREE,  Vz . m A
I (ZEERELY) « tmax TIXTIAE (B IME — B KA
NA : #%348§
a) AHFRAIRNE G- Tl CL X' Vz, #&O#%5 Tl CL/F X O Vz/F
(LRFS+4 L 1500mg & 15 HEIHEE SFHFHRARSERVEEEOKRS L-BFEOmMTER LA

FoE5 LREHTRE)
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(LRFS+4 L 1500mg & 15 i EE REEFFRNZSRVCERRZORE LE-FED
LRFS 22 LOEEEYHEENT A —2 ORETHEER)

o R ARPIB 5/ 1 5 0 o
IR 7 A= N 90% (I TH %)
Cmax 1.64 1.47,1.83 22.8
AUCo-t 0.97 0.95, 0.99 3.6
2 BT B T IR T 50> Sl T 0 oo FHEE I e OF 909 SR (3B
b) HEREPIEBEH (G E)

B TADPABEITIT DA DD SR EIR P~ D $e 518 3% 25 58 1 o 1, g g 7

HOFRIMEEZHT D 16 bl Lo TANABRE 16 i x5,

L A_F T+ H L 1000~3000mg/ H

RO G0 16 R AFEFARNES (4 A, 1 H 2\) (COVEXLE, LRIFTEX A
DOMIFRRED b7 7EIZ, FRO LB fEHIRNEGICED AR LIEE-ETHo T,
XV, 5. BIRAHR (OMAERIRER DA VERGERE (B 0 A2 SRR A~ 0 8] v 8 2 A5k

(3) HhEE

(N01378)) H &R

; - e N R SRR RN B 505
5 o v 3 a)
MmAgEFEED 5 7{H 2 (ug/mL) (N=16) (N=16)
(] I fE 11.7 11.6
WATEIEIE D P [90%1IEHH X ] 0.99 [0.92, 1.07]

a) %0 B ERF T ER RN B 51280 0 B X BRI, AR ERIRN IR SRR R S
4A4HED RS 7E
b) AEFIRNZE GO N 7/ Ro&k5ED 5 7|

KR L

(4) BE - FRROZE

O BFEOEE
B R L

@
i)

i)

i)

OFHEEDZE (RO#&5)

Zx=hfY QGrEANT—%)

T x= b Y OBEEEECTHSIC Y Fa— LT X AW ERASRAE T R M AL AR E R
BIEEAT D ChAmABE 66 GEAN) ZX%RIC, LF T &5 4 3000me/ H % IS
Lot &, 7= bV OMETRESSEYENENRT A =X ICEBE RIES R oT, 7=
= h U HLRF T X LAOERYENREICEE RIS ool

S Tapt bl s GHEAT—%) P

fEEER A 16 B (AMEAN) ZxtZRIC, A7 af@grh ) v AOEFREFIZBNTLRFT&
Z L7 1500mg HER OG- L&, A7 afE) U 7 AZLRF T v & L0y
B E MFE R oTlz, LRFTvXZ AL VT ikt N v AOERYERICKEE KIE
7ol

PCAMAE (ARAKROINENT —4)

AN 217 B L OSNE A 311 HIOREEHR AR R TANAEENLELN TR LT F&
B LPREET — 2 % T, RHERSEWENREMNT 21T\, DRI CADAEN L RF T X A
DIEYBNREIC T T HBLat LTz, TOREER, CYP ITREL KT I RWHITANAIE (IR
NReFr, FERIFY, PETw—b, V2P IR) FLRF T LORYENREI RS
KIEET, CYP HEEHEZAT DI CADARK ONv7afigtr R oA, Z7a LA 7no
FE L) HOCYPHBEEM 2B T AP CADAE (W A<wPEy, ZJ2=hfV, T/
SLEE =L TU I RY) LT TR AOIEYENREIC KT LIRRANICE R L KT L
OEGITIRIEE o7, T2, BARANTANABREZNERE L7 7 B ARSHEER DA
LN CAMNARE (IR~ Zz= b2, A7 afi ) oh, V=93 K)
DOIMFEFRET -2 2 AT, LRXFTEX LRI NLHTADAKOEYBIREIC KT T
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WLt LT-, TOME, LRXFITEXAIINOHF TANATED MM T I 52 KT
IpnoTn,

iv) BROBER (ZF =LA T VA=V RVLR VT AR LLVOAHD) GREAT—2) 50
fREEERR N 2ot 18 5] (SMEILN) A x4, ROBHTEHE (mF =LA 7 T4 —/L 0.03mg K&
WL AR VT AR LV 0.16mg OEHZ 1 H 1H) KOV FFEX L% 1[F 500mg 1
B2\ 21 BFREIKERORGE LIS, VRFITEXAFZT =V X N T U4 — LK LR
VT AN VIVDIEMENRE N T A — 2 TR RIE S 2o Tz, SHRE Oy 7' v 7 27
7 RO VE IR EEITARIRE CHER L. R DB IR DN B A RIT S 2o
Too RROBEHEIKIL, LRTF T LOEYERBICHEZ KT I ol

v) vaxvy GEAT—F) ®
fERER A 11 B OEN) 2RIz, Y% (1H0.2mg % 1 H1[E) KRL_F &
A2 1[\1000mg 1 H 2 7 HEIXEROEG L EE, LRXFITEVXAFTYIAFT DK
WENRE N T A —Z T BE RITE oty VAXT b LARF T X AOEYENREIZ
B RIES 2o T,

vi) Y77 Uy BHMEAT—%) ¥
v bu U OEBERELR (INR) 2 BREEOCFEBENICHRETA LY, VA7 7r U v
DG Z RN ST TV D RERERA 26 B] GMELN) xRz, v 7 7 ) > (2.5~T7.5mg/ H)
EOLARFZEX A1 1000mg 1 H 207 BHEKEROKELG L&, LRXFTEX AT
TONT 7 ) REICEEE RTET, Ta b UGB AR Z ot ULT 7
Vb URF T2 X AORMENEIZHELZ RFE S ol

vil) 7 _x v K GFEAT—4) ©
BEEERC A 23 5] (AEN) ZXZIC, e ARy R (1E 500mg 2 1 H 4[]) KOLRFT
t&Al@Um%g152@45Wﬁ@ﬁﬂﬁﬁbk&%\TD&*VFﬁv&?ﬁt&A
DIEENREIT B A RFE E 2o 7oy, G ueb LO5T OE 27 V7 70 2% 61%IK T &
iz,

2. RWEERB/NT A5
(1) FR A&

(2)

(3)

O HEEL @Enis)

S MAEFIRE (Cmax) M OV MAE IR BEBEREH (tmax) 1XFERIE L 0 RO TR E —F
i F A (AUC) IXERAEIC IV EH Lo, 1RO 8 REALL EOJRE 2 B/ LT
BHEYF L, GoncEHfomE (1) 220 mEHREEEN () ZHMH L, &6, BT
ORI K V7 VT F A2 (CL) kO AmEsfE (V/F) &R LT,

CLtt/F = Dose / AUCy-e

Vd/F =Dose/ (AUCpwX L2)

CL: =Ae/AUCo-48n

@ KERS (REo#s)
Feh5 1 B H O G% &L OEEG T A B Of s M5 A (Cmax) K OV e L 5E i B2 RF ] (tmax)
TR L 0 ke, AR — REEER R TR (AUC) I3BRIEIC XD RH Lc, RO 3
Ip R LA b D3 FE A B R/ T 3ReE TR RER UL A D AVIZIERR OB E 2> B M T R RO (tare)
ZRML, bz, #7772 (CL) kUG MAR (V/F) 2REHE LK,

R ML 35 EE 3 40
Y LR

HEREETEH
MUER e L
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@4 2IVFSURY
RN 16 BIIC L_F T & & A 1500mg % 15 43I CHELGFEHFIRNE G LN B 2[5 4.5 HH
R SESHIRAE S L2027 V7 50 A (SMELE [ZEMEE%]) 1T 3.43[11.71 &K
3.84[10.0] L/h TH -~ 7=,

(5) HWMBERY
EFERR NI LA_XTF T2 Z A 1500mg & H[a mEER RN G- L2 & & OO0 M AFEO I 35.8L
(0.54L/kg) TH Y, KRR EIZEWVETH 72,

(6) T it
AL L0

BEF REaL—Y3y) @Foew
(1) Rt
R N OSME T, BERERAE TS T ADABRE & 5RICHT - 72 10 3B, 528 i (A A 217
B, FMEA 311 41 ; Bk 343 Bl R Ok 185 #l) OBEMNLHEOLN MR L XF T X
SBIET — 5 5442 KAV, — BRI O WA E D 130 8= b A2 b =7 E
FNEBEARET L L L CRIRED T RERC & 2 HERBR G HRET LE (NONMEM)
ZwM L. REEMSEERERT 217 o 72,
N BARNDNRE OB TANABE 259 BN IS LT U L_F T ¢ & NRIET — 4
1840 miz W, —RBIPGERE L KRB 2 AT 28F 1-a 0 X— b AV FET V&
HAET V& UChRER/ N REIREIC X 2 IERTGR A AR E 70 &2 O CREEH Y 8)
REFRAT 2 F2 i L 72,

(2) INSA—RLEHER

BATIE, Ridoeg s V7 Z A2 (CL/F) &% LC, K&, M5, CLer XOMEFABITANAZE,
BT OSHERE (V/F) (26 UCTERE, JHRILTADAIRE OWERE OFEEEIRRE (EFERR A T T
AMAERFE) DRRHFEIICAEERK T & L CHEE S,

INRTIE, CL/F % L TRER WAL CANAIR, VIF 126 L CTRESHE FAINCA B DO REE
PNZEMRDOH BHIR T & LU THEE Sz, AARANNERORA CTANABRZEOMETIRYREL I 2
L—a v LR, BARNNETADABEIC 10~30mgkg % 1 H 2 [m#5 L 7= BR o i i b3k
PRI, BAARANTANAEEIZ 500~1500mg 1 H 2 [F#5 LZBR L F% & THIS T,

S E
LR

kil
(1) m%&—REPIERE (5 v MBI DMRA~DBITHE) ¥
LARF T & L BREIEENEG-% OB ~O 0% 7 v M THRET LT & 2 A, g R O #E

DR ST,

(2) MK —BAIEBAFIEBIE (S v MIH T SMBEEME) ¥
WEIRT v BT UC- LT T X L bdmg/kg Z HEIE ARG Lo & & IR, BRM R OSE K I i
REZSERO B, MA@ 5 2 EAVRIR ST, BRVE. B K OV K TR RE R B2 1 REBN A itk &
HASTENTHERS Lz, IRIROMETRERE T, REMWILK & e~ TR EG% 2 B £ TR > 7225,
Feh5-1% 3~24 Wi CIZRITREEZ 72 > T, WEAREN) O T RE D I3 AT I IEMEAREN ) & L~ TR IR~ T,



6.

(3)

(4)

(5)

(6)

| VIL. S<#@higic B+ 25 H |

AANDBITHE (v MBI HETBITHE @

AT T v M UC-LRF T & # L 350mg/kg & HEIRENHK G Lz & & FUTH~DOBIT R 51,
B4 6 B £ CORIT TS aEIRE T, MIRTIREDRK) 90% ThH o7, Fit TR R T &G
% 3R H CRmEEIE L, TORESLNITIE T L7,

HER~DOFITHE

MUEER R L

<BE>

VIL 5. (D ifiig — B M @il tE (7~ MBI 2M~OBITH) ) 251

ZDMOEHEHADBITHE (YDA, Tv FRUVA XIZE T2 Z0MmOEH~DBITHE) ©

UC- L RF T X LR GHROMMIME~ T A, 7y NEOA X TR LTz, T XTOEMREICE
WC, Bk RE D oA, BIR (FRE) RO (RIREE) 2RV, igpy—
HoT,

MBFEAKEE HEAT—45)
AMEANBERERCAIZ 14C-L_XF T & A 500mg Z HEREO#E G- L, 1, 5 KT 12 Kefi 12 4 2 B
L., MEEAKERLAE LI S, BEAKEIRIZEAERLN R ST,

e

(1)

(2)

(3)

(4)

R BHER AL B MR SRR 17
LRF T AOTERRBRKEIL, 78 b7 2 FEOBEAIIKSHETHY ., kv AErksh
L OITEMRHP D ucb LO57T (W ARIFIIR) THD, k., AREHWICEKEZOEMET 20,

HO

O¢Q> O;KQ
NH «— —
HaN H:N. HaN.
%{ )
o H

O
uchK116 LRF TS A uchR297 (1.6%)

! !
AT D

N
Ho\n/\/ HO\“),\/
fi
0 o}
uchK115 (0.9%) ucbL057 (23.7%)

ESA L7

R#IEBET 2EER (CYPE) OHFE. 5L

LARF T X AF T N7 m— 2 P450 A RETEER IR S 72, £GP ueb LO57 1X, CYP
HERGFOMFETHLIE) VAT T —B LN EIN DRI L > TEKREN D,

n vitroiRBRIZB W T, L _XF T X LKk Rucb L057 1X CYP (3A3/4, 2A6, 2C9. 2C19. 2D6.
2E1 K N1A2), U U R (UDP) -7 v o o igfinigs (UGT1AL O UGT1A6) KON
TAHRFY Fe a7 —BIZk L THEBEIERZ RS hote, £, ST aigh NI v Ao 7 vrnm
VIERAIC D R RIE S o Tz,

PVEEENROARERVZOEIE
LARF T LIAIEIEIE R 2 1E & A LT 70,

REVOFEDNERERVFMSL, FAELLEY
FEARB O LOBT I I AR BTN,



| VIL. $&pshie i+ 55 H |

7' HF%&. 6, 46, 48)

RN 6 BllZ LT T2 A 1500mg & BB RN G- L7z &0 7 ) 7 T 0 ZAOFEEI
0.87mL/min/kg TH -~ 7=,

fEEER A (BB G 6 ) ICL_F T X A 250~5000mg Z ZE R CHER AO®KG Lz L &, &5 48
FEff#4 £ CoORG-R&ITHT DR PR RO FEEIL ARZ 0K & LT 56.83~65.3%.,ucb L0O57 & LT 17.7
~21.9% CTH -7z,

TR BE 4 5] (FMEA) 12 MC-L_F T & L 500mg A HERE OG- L- & &, #&5 48 B =

10.

TIZ

BeG-ED 92.8% DHERENIRT DG, 0.1%BEFNLEINSI Nz, &5 48 Rt £ ToOR G- &I

x4 2 R PRI, REIEE LT 65.9%., ucb L0657 & LT 23.7% Th -7,
L ARF T & AOHETITARERIR A & QPR MAE FFRILAS, ucb LO57 (ZI3-RERIK A1 & GEENIJRAIE 43
WS LT\ 5,

EE  AROEARBEIN TS HELOCHER

(—ERICRAFREGEN TERWVWEBEICBIT S LRF T2 L5 0 BA ORBELE)

LARF T2 X LAORAFKGENHLARFNCE 0 B2 5546 @FE, LXF 78X AREOKE5LFET 1
H A B, LRI T, 1 REE 15 50 CARMEIRN&Z 595,

LRF T2 H AORABGIZRNL AR R G5T 5856 A 8%, RAZIFLXFTEH
AL 1LT1HI1000mg % 1 H 2B, 1 I&E% 15 50T TREFFARNE 535,
WTROBHAICBNTH ERICK VEEHETE 228, 1 BmE5ER OHEFIEITZLLTFO
EBVETDHI L, RN RATIE 1 BHE@#& 5213 3000mg #1722 b &L, HEEIX2
WL EOREE HiF T 1 HHZEE LT 1000mg L F9°2179,

(CTADAERRIRE)

WE, RAELA_F T2 a0 LT 1 [E 1000~3000mg Z RS (50585 1% 2~5mg/kg//y
THARNG) T 25755, 1 BiecRE5-581L3000mg &35, Thd,

hS Y RK—5 (BT B 1R
DR L

BHEICLDBREE (BOKkE) Y

MARENT 2521 T % KB R RERE R AR 6 Bl LT T & & A 500mg & EHTBHAG 44 FERIATIC
HEROREG Lz &, FEENTERO I 1T 34.7 Bl Th o 7228, BT 2.3 BRI AN L=,
LARF T X AL Wuch L057 (ERGFHY) OB L HBREDFETEL, 81% KN 8T% TH o7,

RENDERERIHEE

(M

(2)

INRIZE T 2MFARE GHEAT—5) ™

AMENPNRTAAEE GE49 B % 1 H A ~4 5ok 17 B, 4~16 mokiim 32 ) 22 HIE L
TZMETLARF T v Z DRET —Z 2T, VAT T8 X L 15 SRR 5% O3y Bk
ZRES Lo, AARGREOMBEN L _F T2 LARET, LT T4 AROKRGE ERARETH-
Too ETo. REEHEEWEREMATOM R, 2527 V7T 7 0 2106 U TRE R OB HERERCRE . 0 1n A8
(28 L CHREDFEHERICHA B SBRIICERO H 5K+ & L THEE Sz,

BHEEEERE (BOks) @

BB ORRE DRI 2 i ANEERTE 24 B2 BRI, LRF T X LAEHERAOKG Lz &, AT
D7 )T T ALBHAEER#E (Cler : >80mL/min/1.73m2) & ki LT, &K T# (CLer :
50~<80mL/min/1.73m2) TI% 40%, FEE(X ¥ (CLcr : 30~<50mL/min/1.73m?) T 52%, &
EIKT#E (CLer : <30mL/min/1.78m2) T 60%MK F L7z, L _XFTFE®X L E uch LO57T OBV VT
FURAIIVTF=o VT T URAEFEEICHBE LT,



|VH.%%@%K%#5@HI
e . S RE DI
I T BE PR B
(N=6) (N=6) (N=6) (N=6)
CLcr (mL/min/1.73m?) >80 50-<80 30-<50 <30
B 500mg 500mg 250mg 250mg
L RFZTEH A
Cumax (1 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-t (1 g-h/mL) 167.9 + 27.9 250.5 + 41.0 171.2 + 27.8 215.3 £41.0
tuz (h) 76+05 12.7+1.4 15.7+ 2.6 20.3+5.5
CL/F (mL/min/1.73m?) 51.7+4.1 31.2+4.8 24.9+ 3.9 20.6 + 4.0
CLg (mL/min/1.73m?2) 32.5+8.3 15.7 £ 4.1 10.0 £ 2.4 6.6+2.7
ucb L057
Crmax (1 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) |24.0 (12.0-24.0)
AUCo+(ug-h/mL) 5.9+0.6 24.0+17.6 20.7 + 10.0 66.5 + 45.8
tuz (h) 12.4 (11.3-15.3) 19.0 (17.3-19.9) 20.3 (19.7-23.6) |26.8 (17.2-33.3)
CLg (mL/min/1.73m?) 251.4 + 35.8 111.8 + 43.9 88.8 £44.1 31.3+11.6

EEIE + AEHERZE. tmax XN uch LOST @ tu ITHJLE (e IME — S KAED) |
CL/F: RinJoeHE 7 V77 A, CLr: B2 U7 7R

BLAFIEZLDEIIVTIVREVLT7FZUO YT 0RALEOHEE (REEOKRE)

(mL/min/1.73m?)
45 1 CLr=0.2569xCLcRr

40 - R2:0955 ®
o5 p<0.0001 (RN HT) o

30 1
25 1
20 1
15 1
10 1

NN\ T

0 T T T T ; (mL/min/1.73m?2)
0 30 60 90 120 150

JVTF= T VT TR

(3) mFENBETHOARRNEE EOKRE) ¥
MIRFAT 252 1T T D RHIERERERE E D i AR E 6 I L_TF T & # L 500mg % @47 Bl hir 44 WA
ICHERE ARG Lz & & FEEITIR O IRNT 34.7 Bl Tdh o 7228, B 2.3 W) JEiE
L7z, bRFTE X LK uch LO57 (FREH#H) DOFHTIC L DREDFRIT81% KV 8T% Th -7z,

(ng/mL) (ng/mL)

L _RF TS A

22+ 10+

20+ 4

18 (%gﬂ¥i91ﬁi95%1§ﬁﬁﬁzuﬁ)
n=

ucb L057

(%%gqug@is)f)%%%ﬁlzlﬂaﬁ)
n=

44
34
24

0 12 24 36 48 60 72 84 96 108120132144
5N (h)

EREERE
i

0 12 24 36 48 60 72 84 96 108120132144
B5%EEM (h)



| VIL. $pshie i+ 55 H |

SENRE T A —H LRF T ¥ H L L057
Crnax (ng/mL) 187+ 1.6 8.86 + 0.63
tmax (h) 0.7 (0.4-1.0) 44.0 (44.0-44.0)
te (h) 34.7 (29.2-38.6) —
AUCo-44n (ng-h/mL) 464.6 £ 49.6 231.0+18.0
CL/F (mL/min/1.73m?) 10.9 (9.4-13.1) —
HAT TAVP—DREDE (%) 81.3+5.8 86.9+5.9
MEENT F O I EEH (h) 2.3(2.1-2.6) 2.1(1.9-2.6)
MEENT 7 V7 72 A (mL/min/1.73m2) 115.7+ 9.3 123.1+ 8.6

N=6, FEE + FHERAE, tmax. tuz. CL/F, MHEFENT o ORI E P8 (/I ME — B K H)
CL/F: RhFoeg s V77 A

(4) FREREEETOARNYE BOKRE, SEAT—%)
R K O AEEE (Child-Pugh 7330 A KOV B) OFFEREIR T#H 21 61 (BHA) ([CV~F 78X Lz H
ARG LIELE, VLRFIXZ ORI VT 7R HAONR o2, HE
(Child-Pugh 3% C) DOIFHEREIR T#H Tld, &2F 27 U7 7 AR A DK 50% & 727,

20 EE)fE +SD

FERE >\ NI ), OB E

0 24 48 72 96
#5405 (h)

—O— A —B— A —e— 8B —A— M

(n=5) (n=5) (n=6) (n=5)
Crax tmax AUC-« tse CL/F
(ug/mL) (h) (pg-h/mL) (h) (mL/min/1.73m2)
R (n=5) 23.1+1.2 | 0.8+0.3 234 + 49 7.6+1.0 63.4+9.7
Child-Pugh %33 A (n=5) | 23.6+4.9 | 06+0.2 | 224+25 7.6+0.7 62.5+8.7
Child-Pugh /338 B (n=6) | 24.7+3.3 | 0.5+0.0 | 262+58 87+1.5 55.4 +10.5
Child-Pugh 53738 C (n=5) | 24.1+38 | 1.6+1.5 | 595+220 | 18.4+7.2 29.2+13.5

CL/F: At oeg s )V 7702, EYHE + EiERE

(5) BEMETORANSE (BOKE, AEAT—4) 2
B AR E GETADARE, P77 BT L_XF T X AOEYEREIZOWVWT, 7 L
TF=2 I VT T AN 30~TImL/min O#ERFE 16 6 (s 61~88 %) Zxfg: L L TRkl L7=fE
B, EEE TIIIN IS 2 40% LR L, 10~11 Bff & 72> 7=,

Cmax tmax AUC tie
(pg/mL) (h) (zg-h/mL) (h)
HEREO#EE | 19.1+3.1 0.97+1.37 |251.0+54.3*1| 10.3+1.7
KEZRO#EYS | 31.2+4.3 1.17+0.94 |247.5+48.7*2| 10.4+ 1.8
SEEE + AR
*1:AUCpo %2 : AUCo-12

1. 20t
DR L



| VIII. Z4Mt @ EoEsESs) (B3 55E |

VIII. 2% (FRALOIESF) ICETHRE

ERNBELEZFNOER
TFIN TV

o

2. BERARLEZTDERH

2. B (ROBFIZIEIH®RELELZWI L)

AANDORS T 1 U R UFHERIZK LiaBUE OB ERE D & 5 BFE

(fiF7)

2. AFNORS T a Y RGBSR T 2 BBUEORAEROH 5 BE IS, AR EHES Li-HE, BO
WBEUER N T DA REMERE W E B Z BN D DT, RAIDRKS XitD)I/m%W’ﬂL B U
OO & 5 BE 2T, ARNOFG2RET 5 2 &,

AR E TOENBERRRICBWT, Y a v 7 LT T 7 4 7% U —FIEROBIERSREIZ /20,
WEVE L E 2 DN RBEOBERANHRE SN TEY  AAEICBWTIE, ¥ a v 7 UM E FEES N
WEINTWDS

v«?7t&Aithh/ HBIKTHLZ LMD, KRNDOROHRET, B r U FUakakizxs
L CHRBUEDOBEERE O H 5 BT K LTk, 52T ERH L, ©r ) FUFERicix, EH
WNTIRFRARGE THLE T X A (RITICBT 584 « 4D —ANIRIE 33.3%) 23, F7-#Est
TIE7=5t % (ANTIEREKT), T2/ I8 FL TI3ITHEZL T4 F78F L
ERD D (¢ ENAFETE),

2B, BRESY VARTF T Z DLUSNDABI DI HOWTIE, [TV, 2. "EIOFML] 22B+5 2 &,

3. MEERIIHRICEET HFE L ZNER
V. 2. ZhEE ST RICBET 2R 22WT 528

4. FRERUVAZICEET HFELZDER
V. 4. HIEROHEICEETHEE] 2238552 &

5. BEELREAXRMIE L TDER
TEATIZB T 2B &0 RBER N LEEFIEICEY | TANABIEOHEE T TANAERE
WRERHLLNDZZ ERHLDT, LXFTvX LAOBREZTIETAHEAICIE, D b 2B
PLEDT TR A ICET 5 72 SEEICIT Y 2 &,

8.2 IR, MEES - B - KAHESENEDKRTNEZ D2 ENH LD T, AFEHFHORFICITH
T OGRS, fERZ O M OBEICEE S E VWL TEETHZ &,

8.3 Sy, S&EL. R, BE, WBRESORBMERPS b, BERERICELZZLEHDHDT,
AFNPBE G HIIBE ORER OIFEOE 2 EERBIETH 2 L, [8.4, 11.1.6, 15.1.1 ]

8. 4 B K ONVE OFIRFICH BN BRSO RBHIERIEELO AIREEIZ DWW CHamt B 24TV ERT
EREICHEZID A O L OEET 52 L, [8.3, 11.1.6. 15.1.1 ]

8.5 /NI R DER Sy AR R 2 BRI B 3 D BB IXE A - WA & B IZITh TV RN &
5. ANEBEE OIS T D HAIRIEICARR 2T 256, FrCEGBERICITEE ORRE
EHOCBIERTL 2L, [9.7.2 2]

(fi0)

8.1 AAIZ P E T IET HERICIE, FBORBLE TREEMEORLEAND W H AR LR
%ﬁw%é%%%\%Aﬂ_ku1aikbf1m%g(m%g@152@%$ukbf>#o
WA ET H7e L, HERIMSEITI Z &,

ERFITOERAITHEEL TRV, BROFIZEDTEL_F T X 20 EPIET 2550 E
FHIHE LR LT,
8.2 HENVEEOEIRE ., WM OBRIERNI~OEEIZEAT 23R BRIIIToL TWRWR, LRXF I8 X LEED




8.3

8.4

8.5

6. ¥#E
D)

(2)

[VIIL. %40t (A EoES%) (B3 %A |
HGRIEFE CORAZ xS L LI EWNERRERIZB VT, BIEH & LCEEIR 193/543 il (35.5%) K&
OFEWED £ 95/543 il (17.5%) NG SN TW5, £72, NNEEZG L L-EWEFKERRICE
W, BIER E UCHEIR 31/73 Bl (42.5%) MG T\ 5, ARFIEG-FI2I13 B BhH O EHRE
fEl %t O B OBEIC I F SRV E ) HaEETH &,
AFTOROANFETEE IS 20134 4 H 30 HE TOROFNOHREREIC T, St (B4
o) 35k, SEELIREE 3 1. HLE (GRIME, BEREST) 48 1, KB 32 fFOMENEME
. ZON, BEERFELIIGRENE 3 4 (FEEZRERE 1 4ET) . sHELREE 1 . BE 71, K
B 2 PR SN TS, 2O XS REFOFIZIE, BEEXK BEZEE) ICE-TclE LS
FNHZ LD, BEOBMEROZIICEE L 2O X 9 RERASBEN TSI 2w &9
HZl, B, BFEFEN, BEMZICOWTUIATEE LML TBY 13FoMENEMIN TV
% (IVIIL 12. (DEERFERIZE S EHR) BH),
EEREANER [8.3] ICTHEMREERD > B, FRCHEME, BRERIZOWT, BECEEIC
TR ATV, BE ORBHIERICZEAE DR DN GBI, S D R~ L y) 225
JEREN D KO WCEE T 5 2 & (TVIIL 12. (DEREMS IS R 2R),
INETITNRCTANAVBEDOEYBIEE G L U BAIRIEOBRR RN EN - A & b
ENTNWRWNWZ b, FRICESGHRGBIFICIZEFOREZ H2ICBEL, BEEICEFTHZ L
(TVIIL 6. (1)/NR%) BH),

DERERIT HEHICHTHER
BHHE - BERFOHLEBE
WESh TR
BHEEEEE

9.2 BHEESTES

9.2.1 BHEEZENHOEH
(7.2, 16.6.1 B3]

9.2.2 MFEENEZ T TVWIRMBUEREZTDOHSESE
(7.2, 16.6.2 B[]

(3)

(fiFwt)

9.2 AANTEHMIDOIEKITH v | BEREFEE D & 5 HE TIE, AAIDOE DD DY ELE T 2 "] RE
PR HOT, HEICKRGT 22 L (V4. IEROCHEICEET 21EE] KO TVIL 10. (3) ik
BHTEE TORNERE (REORG) ) 2R,

At RElEEEE

9.3 FFtREfEEEE
9.3.1 EEMFHEEEEEZEDHSHEZE (Child-Pugh 5758 C)
[7.3. 16.6.3 &H]

(4)

(Fwt)

9.3 MERRIKTHICKT D LA_TF 71X AOKWENTE DR 217 - 72k 1 5 106R 2 41 R AR R
OFERITESE | BE LTz, BEFHEBIK TFICB W TIA DT 2 BHERIR T ORE 2 5 EIZFF
fliL, HEELZRHHT LR SEEICKETL22L (V.4 HEROHEICEEST 2ER] KO
VIL 10. (DT REMEE BE COBNEIRE RN#&kh., SMEAT—2)) 2]),

HiEREEE T HEE
BE I TV




[VIIL. %40t (A EoES%) (B3 %A |

(5) HEi®
9.5 1%

BRI SUTAENR LT D ATREPED & 5 eI, AT D K 972U 27 2 F 8 LRI oA MR i

BirEx ER2 LB SN AGEICOREE5TH L,

EMZBWT, fRFIZLRF T8 X AOMPRENMET L2 EOHRERHY, F3 MU AR
2 —H]IIC < R TEHARRTD 60% & 72 o7 & OFENRH 5,

- 7y MZBWTREBITENRO LTV D,

- BERICBNT, 7y b TIEE O R L [FRED EOREE TESE B ORE OB
RE O, RREE, ROETEHREMBFED O, VXTI, b h~DREED 4~5 fi%
DR CIREBIE, B RE ORI OCFEOEMRRD b TV D,

(figsn.)
9.5 7 v MR HFIZEIT AT AEFERBR K MR T —4% > — |k (Company Core Data

Sheet : CCDS) DOit#iaSEIC5# LT,

B B L2 0 U TSR SUFARIR L TV D ATREME D & D L IT R SRR bR ST 5 7z
B, ENTOEGI T D HRBRITIER 12072 < | IR O 512 B9 5 2 Imesr LT
720, AMENZ I WD TR S V7 abiRis (B3, BRAREER, SRR £, ML ZA RY) @
B L E2—TlL, LXF T8 ¥ LBEANRRICERER O RERF B OFEIT, —HREERST
ANIBEDOMO LA N DNBELNTZEAROE LR L TY AZ7HEINTRBOLNTED
T AR ER TR AEMEHORILD 2 S5 TRV, EIZ T 5 L_XF T8 H LOfE
FHEBIE DR LN TND Z Enn | B REREORICK T HEEEL DI CE 5T — 4 &
TERL, ABBIDILT—#2EML., BEFEBEL W TETH D,
RBIERFUIZLARF T v & DRENED LIz L O#®EDRH 5O T AMMOFLT A AHE L [FEEC
TENR R D AEPRFRIEALDS LARTF T 2 LRI EL KT T AR 5 5, FLTANATEDOERE:
ki, EEBEROERBICZR S ATREER SV | R E L TR IR IRICEREL 5 X 5 AhE
bbb,

L7eR 5T, DOFTTADNAIEE RERIZ, i TR L CTW D FTREMED & 5 Zethics LTk
Ak ettt B Eo L HHT52 L8,

(6) RELIw
9.6 RZLI7
B EOFEMER ONAREORSMELER L, IO UIFIEZ /RG22 &,
t RAAHFA~BITT S Z E A ME STV,
(fiL)
9.6 SETOHRZICI T DERRBRICBWNT, LRXF T & ATt MEEATICBITT S 2 L0 lE
INTVHDT, CCDS IZHARANAFHIIM P ORAIFHLE S NN & DR & 5,
B EER (7 v ) THILHF~OBITIR &b%nﬂ\é (TVIL 5. @HMA~DOBATE (T v M
BT LA ] ),

(7) IMNR%E

9.7 INR%ZE

9. 7.1 MKHAEMREN, BAWR, LI, 4 AR O Ik 2 ENEERRBRITERE L TR,
#ﬂGﬁ%%f@lW? ﬁ%i@uﬂ IRHND,

9.7.2 /NRBFOEH DRI 2 HAIRIEIZBE 9 2 BEARRBUXEN - A & BICFEM L TV
VY, [8.5 ]

(fiian)

9.7.1 BOFIHFFERFE TOENERRBRIZIH T ARHARER, AR, LI UT 4 mRmosh R
Zxtgr b LikBRi3 S8 L TR 63, EWNTO 4 sk Osh i _ﬁﬁ“é{iﬁﬁﬁ%ﬁ E LTV,
F7o, SMETONR ARG & U BRI & O R O 22 IR S ERNCEE L, BIfEE T
WCAFARERT — 2 oI, lEICET 2 REMET 7 TR STy, BRI REc
f)b\“Cb‘iTEﬂ“C‘%'é e, BINES (EU) ORMEAEE O Z & & IZREi L,

B, NRIZHT 5 LT T X AOENEKRABRABGEIT, OB 5 4L RIZBR O




(8)

[VIIL. %40t (A EoES%) (B3 %A |
DOTHY ., EHATIIEN/NEERRRZ EiE L TR 5T, HHARRAE LTV,
9.7.2 /INRERG L UTARBIOFR /3BT RT T 2 AR ERER L, ERNEOVESN & HI2FE M LTV
WZ EMBEHE LT,

ik

9.8 BfHE
JVTF= I VT T AMEEBEBICRGE, REHRARE TR LHEEICRG T, &

B CIETBHERENME T LTV A Z &%V, [7.2, 16.6.1, 16.6.4 B[]

(fiian)

9.8 milinE & xS E i U 72 S EREIREER CEEIFs 77.3 5%, #PH 61~88 %) 1T, LR_XF T & X
2 500mg % H.[AlFE O 5 ONS 1 500mg 1 H 2 B 11 HEKER DG Lc & &, RS
& AER GO R 7 ) 7 5 0 AW tip lZIFIFRREOEZ R L, &g TbRER 5
K DERBMESUIMNHEROFE R E 2R BT 2T RITRD b o7, 72720 tue1E 10.4 I
M (RE®E) &, FHEEFRERAD T~8 B & 5 LK 40%ER LT,

L7z o>T, @B o7 LT F=o 2 U7 5 0 ZEICESWCHERE O MEE 2l X &
EzoN50T, EHECKSTSZE (IVIL 10. G)EE TCORNERE (RO&S5., 4EAT
— X)) &),

7. ¥HE%EH

(1)

(2)

HRZEEEZDER
BE STV

HREE L ZDER
BE STV

8. EIfEMA

11

. Bl¥ER
WOBWEANS bONDZ ENBHDHDT, BEE 2TV, BREIRO LG5 I0i3k 521k
T 57 MU AEEITY 2L,

(1) EXZEIER & HER

1.1 EXLEMEA
M1l hEMRKRIETXERMMAAE (Toxic Epidermal Necrolysis : TEN) . &K JE #5 & iR fE 1% B

(Stevens—Johnson FEIEEE) (W34 & B AE)

FEEN, RLBE, A - "B A, ZOFE, HERR, RAf, DRREORENED bSGA I
Hzmik L, @YRLERITY 2L,
11.1.2 FEXIEBBUEREIERE (BERH)

WIHPER & UCHIZ, HED A O, BICFHRERSE . U o EilER, B ek, ek,
BRI L ORBRINBLE 2 9 BREOEBER2MBUERSH 5o 2 ERh 5, 728, B b
ATANAZ 6 (HHV-6) HED T A NADFIEHALZIED 2 & 1%, HERIEEZ LB, RBE
JFHERERE B OIER D RS 2 VITBIE T L2 RO THEET L & 7,
11.1.3 EELGMAEREET (HEARH)

PLIMERPD | HERERIERSE . B ek, ek b nd bbb 2 Endh b,
11.1.4 FFRE. B (W TbBEERH)

A2, WREOEERIFEERHODNDLZEND D,
11.1.5 BEde (BEEAH)

WUWES R, BE R, IRHEEOERN S bz v | HEEREO EF RO b -Ha12ix
FehAEpIE L, HURMEEITO Z L,




[VIIL. %40t (A EoES%) (B3 %A |

11.1.6 WEME, BRER (W TN 1% A7)
ZyRIEE, S EL, B, BUE | WS ORMERR S bbb, AERENICELZ L bH D, [8.3.
8.4, 15.1.1 ZM]
1117 HEBmEARE (B RE)
R, B, CK E&, PR ORFT I A7 vy ERERS b b -EA I3 E 2 ik
L. BWUIRMEZITS Z &,
11.1.8 2 UEEE (FHEAR)
11.1.9 BHAEERSE (FERH)
FEEN iR, Mg CK kA SR, MEOZEE), FEikkEE, BiTE%, AQmEkomnERsdH o
ONTGEITITR G2 U, (RmE, Kowifa, FFREREOMYRLELZTTS 2 L, £,
AT EUVRELE ) BEEDIKR TRALNDE ZENH 5,
()
M1 hEMHRKEIEEMAIE (Toxic Epidermal Necrolysis : TEN) . K & #5 I% iR JE 1% £
(Stevens—-Johnson fE{&#E)
KGRI £ T OENEFRIREABR Z 3T itk BUESERfRSE (Toxic Epidermal Necrolysis : TEN)
ST S REIBERRAE /AR (Stevens-Johnson JEMERE) ORIEM#RE L2V 28, SE TITRE A Al 1999
FED_EHIAS 2009 4 4 A £ TOHMT, 30 FlO L~F T & 7 AT 5 HEREBEUERG (%
ALEEZ G Te) OIEFIPME SN TS, £D 5 H 20 HFOME TIE, ZOMOISEFIET D Z
EMRHMBITN D 1L EOSER 2 OF ) F 72135 G- STV e i, 2 O OREF] T, A%
GUIET DL R_RF T2 X AOREBABERRITIIEETE RN D, AFNCBTHEEH & L
T, ERZRBIWERICH EIER FELRAE (Toxic Epidermal Necrolysis : TEN) . FZ & kEIEHRIE
=Rt (Stevens-Johnson JEMERE) %, £7-. TOMOBHWERICSZ AR ZRE LT,
AR OEGITER L TE, BRARIER 2+ 2Bl L, BB KLBE, K« OB A, £ D8, WHER,
IRFEM, ARNREOIERND b -BEaIci%, B2 dIE L, WORLELZITY = &,
11.1. 2 EFIEBIEEIERH
AR E TOENEKRRBRICIB VT, FEA M@ BEE R (Drug-induced hypersensitivity
syndrome : DIHS) OgIIEH#HREIT 720,
METIEAK] & OBEMEN T E T X 22V EE ORBUE N HE 4, DRESS (Drug reaction with
eosinophilia and systemic symptoms) ZAANZI1TDEIEH & LT CCDS IZRE#H L TV D3,
A CTIXIER MR EOEEGERE & L CERARRIEMICRE L,
DIHS %, AT LAX—L U A NV AEGYEDOE G LIEThH D | ARG 2~6 A% (£<
% 4~6 %) ICERMEICRIE L, @B LERES 2D BIAEOIE T, AP 7% b Bk
L2EDDHD, FERT LAXF—DIERTH LB, BE, FEENSAELC, Zhizgl&kE b h~r
NAT 4 VA6 (HHV-6) ZDOFIEMILIC L DB, FFEEOHRNBEDO SN D,
AKIPe G 2~6 BEZICHE, BEVENALNEAIZIL, DIHS OREEM: S B8 UNTHGER A
D FFRLFAY L RERHEBLSE | DIHS IR REROFBBUCH0EET L2 &, BRENRD LN
HAE, BEEZFRIEL, BYRAEEITY Z &,
11.1.3 EELGMRES
A A OGN £ COENERRBRIZI VT, BHE R KRS R OBWER T A mERERD 23 1/543
Bl (0.2%) &I i,
AIEFNT 30 AT, PFRZEORIEMICE Y &b & AMmEkD 2000 LARMETH 7243, #FH Al
BALEIZIC E 512 1500 E TR T L7272, IRRITF IS Tnad, ROAH %, B mEREIIIER
BRAARTOMEIZIZIZEIE LT 572D, BOAIOBEGITEE TE 20D, JFHEEORE L Bl HIE
BlcHoT-,
Fio, EREEREWEHZE D, MREHEROBEH & LTk, EWNERRRBIZIS T, PLinERE
DIE BRI E | IR IBANEIZ DU T O IL 2R Dy o 7o 23 4F R EREED 30/543 1] (5.5%) |
FLERE D 217543 B (3.9%) . M/ IMEED 71543 B (1.83%) A Sh T 5,
L2a L, EHERMEEEIZ OV T, SMENS TRAIE OBEMER DN TIERNZ < HEINTE
0., FMEEEIXIZET X TOHTANPAEKTRER E LTRAET LI ENMOLINLTND Z EX
b, EARREIEHE L TRELE,




[VIIL. %40t (A EoES%) (B3 %A |
AR OEHIZEE L TiE, BRIERZ HIcBlgZ L, BENRD 5N GA10E, #5521k, i
IR U s B
1.1.4 FF£. %
AR E COENERRBRIZBO T, AR OBIER S X200 SMETIEARA L OB
HMENEE CTERVEFIDRE SN TE Y, LR G OERRE OO FOHEH LT
WA 2RI L, ROFHERGICLVERRBDO LN 1HRHRE SN Z Enb, KA
B DEWEAE LT, CCDSIZRUMi LT\ 5, &k & LT, FRGEICHE o S RBEROBNNIT A
LTV RN, FARER ONHFRIIMMDOPTTANAK CTHEKRREEHRA L LRSS Ty, F
EEEAMZE L, EAREERE LTERE LT,
AAFEGHIZREPRRD SN HEIE, HE5ERIEL, @URAEEITH Z L,
11.1.5 BEX
KGR E COENERRRBRICIHB W T, BERORIERSRE TRV, SMETIEAHK & O BEE NS E
TERWEGINRE SN TEY ., ik b oERRIL L Y AFICRB T HEITER & LT, CCDS
IR L TWD, FLOEBMEAHRL, ERREWEHE LT&IE LT,
AFBE G-I LW ETR . BB IER. TR 0fER RS H bbb -0 | EEEEO LANED SR
T2, ARAloFEG2FIE L, @YRAEEZITO Z &,
11.1.6 B4, BREK
A TORAFIFETEHNS 2013 4 4 H 30 H £ TOROAFOHIRERAEI T, Sl (e
tEETe) 85 fF, SETELIRAE 3 11, Hifs (St RwEEETe) 48 ., W8N 32 oWt 14
&, £OWN, EEIEFIIS AN 8 (EERERE 1 MEET) ., $5ELIREE 1 ¢F, B8 7 18,
BB 2 ER R ST D, 2O XD IEFOFITIE, AREN BEZEET) ICE-lt b
GENDHZ LR, BERAREWERE LCRE L, /2, BEREXK., BEEEZHIZHOWTT 13 40
WENEB I TV 5D,
BEOBMIEROECICEE L Z 0 X 9 ZERNBEN AT TR 2 ICEE LF LT 572 Yol
Ypstis 2175 2 & (IVIIL 5. EEREANEER L OB 281),
11.1.7 & RARAE
AR E COENERRFERIC I\ T, BB RUARIE O BIVE RS X7V AR 280 41T
DOHERBHRE LV EBINTEFNCE S X, ERRENEHE LTRELT,
RESCRARIE D 8 EMUX, MR, MET, IA 7 ey kREnbiiTng,
AFB G IR RERICEE L, 25 OERPRD SNHAICIE, ARG ZFIE L, #
Bt aAT9 2 &,
11.1.8 AEBESE
KRR E CTOENEBRRERIZBW T, SPERREE ORBIERBS X203, BN L OSNETO i
Kb DEFRE S NTIEFNCEKSE | AFNCHB T HEIEHE LT, CCDSIZRLHE L TWD, F4DE
FEMEAEBE L, ERARRERE LCERELL,
AR OEGIZEE L TE, BRERZ FolcBlst L, BRESEO oL aIci, 5Pk,
Ol iLiE %2479 2 &,
11.1.9 EthEIRE
TRFRREE TOENEBRRERICRBW T, EEEEROBIERBE X220, ENO EfiLsROERE S
NTIEFNCIE S & FEROHEBMELBR L, ERRENEH L LTRE L,
AARNIOEHIZEE L TIE, BRIEREZ HoIcBigZ L, BENRD 5N GEI0E, #5421k, i
CIREEITS Z &,




[VIIL. %40t (A EoES%) (B3 %A |
(2) ZDHDEI{EH
11.2 0o EI1ER
B/ HE 3%LLE 1~3%KiE 19K % HEFH
BaMRR | FEED TV LR, K AT, | R, R, R | SETLIREE. BUR. &
(10.8%) . SH¥E Wik, ZldRrE, & | FEE, L5, EEhE | S8R, sRREmg,
(12.3%), AHREE, | B, #MH>o %, FLIEREE. SRR | ARRRETE. RehiES)
IR (28.3%) . OEERE . P | JudE, BT T h—
sk, S RLE, | BiEE), S=v %
B ATE, WIhER | /B, IR, R, <
g B UAX | AAEIE
FV—, R, RAL
P F N, IEIRREE
BRER TR, ARG
PERREE
2] FROME, A, R | B, IR, IR
% % D FEE
& T ERE R 2, ek
SRR Z MM,
Wy, AmEREL
AN, A BRE R
fEIR R LEX QT IR, &
JiNEE
Eibas Mg, AL, TR, | RIAZE, R A | IERR. OB,
BB, Fol, OW | 25, BN, HF | RRIER
g, WEME, R
i ALP # JTAHE B iy
P T fEEds, A7 Ko | BER
BEBGPE, PR H L5
FRAVE BB, H#E
ESEEEh
IR 25 SIREEZE (31.5%), | KUEX%, Wk, & | s, fiidk
MRAMEERAR ., &8 | W, THEEK, A > 7
DRIE, R W
RERUEE | ABTE
BE 1B5 Fefde, =D 5EE, | BLBAE, B~ L | ZIAEE, MR
w5, SE A, WWRIESE., AR | E
S Y
BmEER SR AN, PR, DUAR | SHERE KT
. WrEkAEE, B
B
RESR B ERERSEIN
Z0ith R, FE\ (KE | b Y ZURY R | BENE, Y. RN | il X B4 (%
Wb, FEHHERAIAAE, | BEIN, MdE. (REEHY | MEIRAE, PURSHIE | HRUES)
HESHALET R, ST | FEHEM
A ES
(fF7n)

BEOAFRNTIIT B &R £ TOENBEKERER DS ORIERRBEIRD., 72 CCDS oiE#Eicmz, BA

NN TAMDABE Zxtg e L-EEREB (N01378 #Er 7)) 1B\ T, HEHRAI~DE) Y £ # 5.
B CRO BLN-EIER (BB L ORI RGN EE CERWEEFS) BFReii#H L=,




[VIIL. %40t (A EoES%) (B3 %A |
<EBRRMERRBHEERVEBKRREBERE -8 (KA >
1) EHHAI
RN GROFAE) Zxtg e LEBRRBRICBIT 54 — 7 77 SMEHEORIWERIL, MR xS
B 16 B 3 45l (18.8%) IZFRH BN TV S (KFRIFE TO N01378 ikli) (RMFFIRNE 5.

i
SRAEREHIER 16
Bl 5 A R IR AEI 5L 3
BIERFEREFE (%) 18.8
Bl{E FHDIELE | FEGIH (FKEER)
—i% - 2HBEER VRSO IKEE
AL RAE 1 ( 63)
AN 1 ( 63)
PSR FERR 1 ( 63)

(MedDRA ver. 15.1)
(20134 6 4 —t— b=V /S AR

2) #&EAl

O GiBor3elE) x5 & LR RBRICBIT 54 — 7 7 7 e EAR SR O IER L. 2
STGIER] 71 B 39 5] (54.9%) IZEH LN T WA R E To N01375 3R ) (BROo#&5),

AR
SEEHIE 71
BIE RS IRAEHI 3R 39
BIERFEBEHIZE (%) 54.9
BlE A DIELE HIEGIER (RBEER)
MES LV VNREE
21 1 14 )
U R Ehgk 1 ( 14 )
RBHEE
Tk 1 ( 14 )
FEAER R 1 (14 )
HRREE
TR 23 ( 324 )
FELED F 3 ( 42 )
TR BR 2 ( 28 )
= 1 ( 14 )
-l 1 ( 14 )
RNEPED F 1 ( 14 )
GH 1 ( 14 )
HE LUREEE
SR P R 1 ( 14 )
FANLEERIE D F 1 ( 14 )
FFIRES. MIZRE &K UHithRES
IR R 1 ( 14 )
BIEEE
R AL 1 ( 14 )
T 1 ( 14 )
BTN 1 ( 14 )
EESLUETHERES
B3 1 14 )
Ty 1 ( 14 )
5 1 ( 14 )
B33 1 ( 14 )
BERRELUKSHERBES
e 1 ( 14 )
—f% - £2HEEH L UVEREEEOIKEE
BRI 3 ( 42 )
Syl 2 (28 )
BRERRE
TI=UT ) RT AT 2T — RN 1 ( 14 )
y =T NEINKNT AT =T —EHE 1 14 )
I HRER B IR 1 ( 14 )
PR kAR 1 ( 14 )

(MedDRA/J version 16.1)
(2014 - 4 ] 22— — B — v ARG



[VIIL. %40t (A EoES%) (B3 %A |

@ N (EROFIE) ZRtG L LIZBRRBRICEB T 54 — 7 7 Z 80 HE GROBIERIX, 2Rt

RIGIER] 543 B 490 11 (90.2%) IZFEH LN TS KFRIFE ToO N165 ABR, N01221 7Bk,
N01020 35 & 1N N01222 #Br 2 fF5) (R s,

AR
SR AEI 3K 543
E1/E A IRAEHI B 490
BIERFEREFE (%) 90.2
B AMiELE EETEEETES) A MiELE HIEH % (RIEE)
BpER L UL RE Ji R 1 ( 02)
=3 1 ( 02) A I A Y 1 ( 02)
Ak Rk 1 ( 02) ShERIE 2% 1 ( 02)
TF A N AFERS 1 ( 02) B, ERS L UHATHOHEY
HFER 1 ( 02) (BB LURY)—TEED)
RAE TSR 9 ( 17) FRg B A 1 ( 02)
aMRE Xk 4 ( 07) LR AR A i e 1 ( 02)
BIERE X R 1 ( 02) H ¥ 1 ( 02)
R 9% 1 ( 02) N Wi 3 ( 06)
WP 1 ( 02) AT WA MMEREEE 2 ( 04)
TEBRER 1 ( 02) VBT AW 2 ( 04)
12 M e 2 ( 04) [N 2] 1 ( 02)
Jia 2% 13 ( 24) R & L GAE 5 ( 09)
TG Bl 31 ( 57) TR I 4 ( 0.7)
L 2 ( 04) mELS LV VINREE
e TS 4 ( 07) 2 1. 8§ ( 15)
F i B R g 2 ( 04) kK 2 PEE I 10 ( 1.8)
o) 1 ( 02) U i 1 ( 02)
EEEES 23 ( 4.2) U REE 2 ( 04)
HEE T E G2 1 ( 02) I P ER E 3 ( 06)
A L AVEE G 2 ( 04) RERES
AR 2 ( 04) B EOE 1 ( 02)
AR 7 2 V7 e 1 ( 02) ZHiET L L ¥ — 19 ( 35)
IV AR s 1 ( 02) R EE
AL R R G 1 ( 02) EENTE 1 ( 02)
i~ L~ 2 6 ( 11) E7a g 7 F o MsE 1 ( 02)
AV A I ARG 1 ( 02) FOIR BREERE( T 3 ( 06)
HAR B 6 ( 11) REBEFUREREE
FERI N 9 ( 17) BEAYRE 1 ( 20)
=i 3 ( 06) AARIGE 17 ( 31)
JRYPER B 2 ( 04) B PRI 2 ( 04)
JEY 1 ( 02) ERN AP S 1 ( 02)
ANz 17 ( 3.1) mT 'S T MSE 1 ( 02)
KIEM: Rt 7% 1 ( 02) Bl 27— L iE 2 ( 04)
[ Jy P 1 ( 02) =AU T A fE 1 ( 02)
fRYNEHR e 1 ( 02) e g HE 1 ( 02)
I\ 2 2 1 ( 02) BHRYZUEY RifE 1 ( 02)
=D 3 ( 06) 1 R Ifn i 2 ( 04)
LA 288 ( 53.0) KA Y v A fE 1 ( 02)
SER 5 ( 09) & bV U AifdE 2 ( 04)
rhH % 5 ( 09) RHEES
Ak H 1 ( 02) HEiTHE) 4 ( 07)
JTVBH 2% 3 ( 06) N 1 ( 02)
MHEE % 21 ( 3.9) JENE R TE 1 ( 02)
fifi %% 7 ( 13) Yt 1 ( 02)
~A a7 T X% 2 ( 04) ) 1 ( 02)
HEER 1 ( 02) NS 6 ( 11)
e 5 ( 09) Ny e 1 ( 02)
AR EBR 1 ( 02) FEthiEE 1 ( 02)
SE [ Y 1 ( 02) Hr g 3 ( 06)
S 15 ( 28) VA 1 ( 02)
Fl| S e % 2 ( 04) E 1 ( 02)
=E=Ki 1 ( 02) o oKy 1 ( 02)
JE S 1 ( 02) PROYS 14 ( 26)
EpEIRes 6 ( 1.1) o ek 1 ( 02)
JEHR 3 ( 06) BaREE 1 ( 02)
Fabk e 5 ( 09) TADAFEHS 3 ( 06)
PR S 1 ( 02) 5, B 2 ( 04)
f&h e 2 ( 04) AR R LR E 1 ( 02)




[VIIL. %40t (A EoES%) (B3 %A |

(i)

B ADiELE FIEGIER (RBEXR) e AMDiELE HIEH % (RIBEER)
VSEH 3 ( 06) EXBR MR 6 ( 1.1)
KIWE 2 ( 04) i 16 ( 29)
BV AHRAE 1 ( 02) REEE
AHRAE 29 ( 5.3) R 2 ( 04)
EDHETS 1 ( 02) NRFEHE 57 6 ( 1.1)
SN 1 ( 02) AR 3 ( 06)
oy 1 ( 02) M N 1 ( 02)
T 4 ( 07) TR IE 2 ( 04)
a0 10 ( 1.8) FEIEE G W) 1 ( 02)
N 1 ( 02) R HH i 2 ( 04)
mE 2 ( 04) At B e i 2 ( 04)
R P i 1 ( 02) ) LS 1 ( 20)
Ry g fEE 1 ( 02) 7 LoL X — B 13 ( 24)
wEE 1 ( 02) FFEN D A 1 ( 02)
TE AR 1 ( 02) B 24 ( 4.4)
T I 2 ( 04) MR 57 A 4 ( 07)
BAFRHRIC & D kSR 1 ( 02) AR g kL BT 1 ( 02)
SR s 1 ( 02) RAE 1 ( 02)
EHEZDRE 1 ( 02) AR o pii 1 ( 02)
A i 6 ( 1.1) AR YR 3 ( 06)
EREE 1 ( 02) IRE 5 FediE 8 ( 15)
BERE 1 ( 02) IS A 2 R 1 ( 02)

HEREE AR B T o 1 ( 02)
= 2 ( 04) AR o> B4 % 1 ( 02)
e 1 ( 02) B 4% 1 ( 02)
ETRER 1 ( 02) R UME T 1 ( 02)
FAR B AEERT 1 ( 02) AR 72 ifn. 2 ( 04)
IINIAPETE RN AR 1 ( 02) 7= 2 ( 04)
NI AR 1 ( 02) SeARSE 1 ( 02)
A ME R 4 ( 07) JE P = 1 ( 02)
EHER 3 4E 1 ( 02) AN 1. 1 ( 02)
A 17 ( 3.1) AN R 28 1 ( 02)
kS B 3 ( 06) i 2 ( 04)
L UL DR 1 ( 02) AT 2 ( 04)
B bEE 3 ( 06) TR B 2 ( 04)
FEMED F 95 ( 175) EBFURKREE
IRALPED F 7 ( 13) A9 2 ( 04)
SRR e 1 ( 02) SR 1 ( 02)
BT 1 ( 02) BER NI 2 ( 04)
Tt rE b 3 ( 06) % 3 ( 06)
MR B 1 ( 02) Bz 9 EiE 1 ( 02)
EpEE 1 ( 02) s4H 1 ( 02)
TVAXRY— 3 ( 06) A =T — L5 1 ( 02)
T i 1 ( 02) HiF 1 ( 02)
VA h=— 1 ( 02) BER 1 ( 02)
Thi 26 (  4.8) 25K it 1 ( 02)
P ] 1 ( 02) Hng 9 ( 1.7)
RPN A 1 ( 02) [EHEME 8 F U 5 ( 09)
GIEpL 108 ( 19.9) FANCIE R iR O £ 0 1 ( 02)
ElhiE % 1 ( 02) DEEE
I BRE 1 ( 02) FEREETO 1 ( 02)
SRR BLRR 12 ( 22) AR 1 ( 02)
Ih R 3 ( 06) 7 vy o 2 ( 04)
RO SR 5 ( 09) HhiE 3 ( 086)
AR RE R 3 ( 06) TR AR 1 ( 02)
et 5 ( 09) TR A R 1 ( 02)
FuT ST 2 ( 04) AR 1 ( 02)
KM= 22— — 2 ( 04) BNk 4 ( 07)
R4 1 ( 02) TNE=CCcE i PANIg 1 ( 02)
ST 1 ( 02) U PESENR 1 ( 02)
AN o 1 ( 02) mEEE
AR B 2 ( 04) HH 1L 1 ( 02)
A B Hh LR 2 ( 04) & I 6 ( 1.1)
SR R 2 ( 04) A 1L E 1 ( 02)
B 5 A1E 2 ( 04) JEE SRR I 2 ( 04)
fEE AR 193 ( 35.5) $HE T AR AR E 1 ( 02)
TAMAERDIRTE 7 ( 13)

Bk 1 ( 02)




| VIIL. %40 (EH Lok

E45%5) 1B 5HA |

()
B ADiELE ETEEETES) e AMDiELE FIEGIER (RBEXR)

FFIREE. MZRE &K VHilREE AP B e A 2 ( 04)
7 L —PENREE 2% 2 ( 04) mY=3-mCS 2 ( 04)
[TPS 3 ( 06) VT 51 ( 9.4)
Rk 16 ( 29) 11 5 A 7 T R 1 ( 02)
TR 2 ( 04) e JE [ 2% 3 ( 06)
PR K] 3 ( 06) B JE 1 ( 02)
£ H 1. 6 ( 1.1) B JE 2% 9 ( 17)
W& 1fiL 2 ( 04) GG 2 ( 04)
Lol 4 ( 07) [EC TS 1 ( 02)
R 2 ( 04) HH I S 1 ( 02)
MEGE D e SiE 1 ( 02) WREPE R E 2 ( 04)
2P 5 ( 09) VyFos 1 ( 02)
N SEAL BE 1 ( 02) TR % 1 ( 02)
MEIEE 0D 4 I 1 ( 02) H ARk 16 ( 29)
NEMEEE L IR 31 ( 57) AN 35 ( 64)
IFTERN PR 2 ( 04) PR 1 ( 02)
% 1 ( 02) R 18 ( 3.3)
TPk 3 ( 06) g - 44 ( 8.1)
SR 2 ( 04) FFIEEREE

T LR —PEE S 15 ( 28) AR E 1 ( 02)
2 14 ( 26) HFERY —F 4 ( 07)
I 8 I S {2 A 1 ( 02) PR RE B 5 7 ( 13)
HTRE 1 ( 02) Jil=liins 1 ( 02)
RTE D RAE 43 ( 7.9) EESLUETHEBES

A D RIE 1 ( 02) Y 1 ( 20)

BEEE i B 1 ( 02)
A 3 ( 06) MBI 2 ( 04)
i B s 3 ( 06) i)l 7 ( 13)
W& 42 ( 7.7) SHEHEEE 1 ( 02)
TR ER I 5 ( 09) R G 2ENE 2 ( 04)
B 28 ( 5.2) R &9 8 ( 15)
e T 1 ( 02) T LR —PERZJE S 1 ( 02)
ST 2 ( 04) 7 b E—PER 4 ( 07)
s 1 ( 02) Fefid: 1 25 2 ( 04)
JITFH H i 1 ( 02) FE R R 3 ( 06)
77 2 PEANRK 6 ( 1.1) 1% 37 ( 6.8)
AEOOOEN 1 ( 02) gk Z Vs 1 ( 02)
HE% 6 ( 11) 1R 5 2 ( 04)
K% 1 ( 02) HLBE 5 ( 09)
i 2N 1 ( 02) BT H i 1 ( 02)
FEBRARY —7 1 ( 02) Witelr 1 ( 02)
158 59 ( 10.9) LTS 2 ( 04)
T 75 ( 13.8) Bl 2 ( 04)
+ AR Y —7 1 ( 02) % BIE 1 ( 02)
ML R R 2 ( 04) BEENEREE 1 ( 02)
W T P 4 ( 07) P AR R Bl 1 ( 02)
DS 5 ( 09) 7 INIIN 1 ( 02)
BHE 1 ( 02) FEALE 1 ( 02)
HRY—F 4 ( 07) I35 RS 2 ( 04)
B 1 ( 02) FED 1 ( 02)
H R 17 ( 3.1) % 9 FEIE 15 ( 28)
H Wk 1 ( 02) 2HVEZ D PFEIE 5 ( 09)
B A E W R R 1 ( 02) e 1 ( 02)
T A HH I 1 ( 02) W5 20 ( 3.7)
A A 4 ( 07) HLBEME: 5 1 ( 02)
AR 1 ( 02) iR 1 ( 02)
ek 3 ( 06) NEIRIE R & 9% 3 ( 06)
T AEAE 1 ( 02) OO HhrEN 1 ( 02)
A AERR 7 ( 13) B &R 1 ( 02)
SRS 15 ( 28) T RBE 1 ( 02)
RS 2 ( 04) EAi s 3 ( 06)
ER) 1 ( 02) A By MEFERRS 1 ( 02)
QRG] 3l 1 ( 02) §RE 1 ( 02)
5 H I 2 ( 04) BEERRS LUK HERES

% 1 ( 20) R 25 ( 4.6)
F O R BR 1 ( 02) BE i 1 ( 02)
AL TA 1 ( 02) REHfipRE 1 ( 02)
WREMEA LT X 1 ( 02) s 36 ( 66)




| VIIL. %40 (EH Lok

E45%5) 1B 5HA |

(i)

B ADiELE FIEGIER (RBEXR) e AMDiELE FIEGI (FIER)
RIS 1 ( 02) Yk 1 ( 02)
LS 1 ( 02) AT I 1 ( 02)
ISR 2 ( 04) B 2 ( 04)
HoT Y F 1 ( 02) TR E 2 ( 04)
H ifn P BE fTE 1 ( 02) 15 1 ( 02)
HERIARZE H 3 ( 06) T 1 ( 02)
BEH A R 3 ( 06) Zy i 3 ( 06)
P FE A 3 ( 06) JRPTRERR 2 ( 04)
i SRR 1 ( 02) T8 B 29 ( 5.3)
Ah AR 1 ( 02) iR 1 ( 02)
IR T 3 ( 06) A MR 7 ( 13)
B A SR M 1 ( 02) 23 4 ( 07)
i B AT 1 ( 02) IR 14 17 4 ( 07)
A1 RS RO L 16 ( 29) FEEN 51 ( 9.4)
L] 1 ( 20) JERR 1 ( 02)
I 6 ( 11) =) 5 ( 09)
B B2 1 ( 02) FRERIRE
B 1 ( 02) TSI e TI) TR 8 ( 15)
VU i Jre 9 ( 1.7) 7 = 7 —B N
A i J B ¢ 2 ( 04) POy FE HE N 7 ( 13)
B v~F 1 ( 02) TANTG XTI ) T 3 ( 06)
JA A 1 ( 20) VAT =7 —EH
BB A2 2 ( 04) M TN RAT 7 H— 15 ( 28)
LTRSS 3 ( 06) BN
T BA i E fr i 3 ( 06) A7 v — b 2 ( 04)
ety % 1 ( 02) M= v 2T m— LN 3 ( 06)
B2 1 ( 02) M2 L7 = 8N 1 ( 02)

BEbLURBEE i FR kP 1 ( 20)
B8 I 1 ( 02) i gk N 3 ( 06)
HA I PR R DR 2% 1 ( 02) 1 A LR K SR EE D 1 ( 02)
BEPR PR 5 2 ( 04) 1 A FLER K SR EE R B N 3 ( 06)
EIR 1 ( 02) M EART 1 ( 02)
IR 3 ( 06) AR IN)E - 1 ( 02)
JKBE 1 ( 02) MF 5 4 ( 07)
Ak 1 ( 02) RSl SRRV %) 2 ( 04)
AR IR M I 1 ( 02) g =V 27Uk REaIN 10 ( 1.8)
IR IR 2 ( 04) 1. HR R B i 1 ( 02)
BEIR 7 ( 13) 1fn. A PR A EE AN 4 ( 07)
EAR 3 ( 06) PR it B 10 ( 1.8)
R R 1 ( 02) C- ot E N 1 ( 02)
JRIAR 2 ( 04) FEX QRS HEEE 1 ( 02)
Bl 1 ( 02) B ST &4y L& 1 ( 02)

EERBFUVIEERE LK ST-T 4y Hk 1 ( 02)
FEATR 2% 1 ( 02) K ST-T #4y F5- 1 ( 02)
LR 2 ( 04) TNCEARIE 2 ( 04)
A % IR 18 ( 3.3) I FRER SIS N 3 ( 06)
T NI 2 ( 04) IFFRER 1 4y 2R B8 2 ( 04)
RAEFER M FLARIE BB 1 ( 02) vy NVEINLRNFT AT o 37 ( 6.8)
P 1. 1 ( 02) S —-BHIN
PARR AR 2 ( 04) R 7 R o Bk 12 ( 22)
ARE% 1 ( 02) ~< k7 U M 1 ( 02)
AIRAA R 3 ( 06) ~ES e U 1 ( 02)
ARIEF 5 Hifn 3 ( 06) RE L5 1 ( 02)
A RERIEAGERE 1 ( 02) FFHSREMR A s 2 ( 04)
AT R 2% 2 ( 04) U o SERER D 1 ( 02)
SR D FEIE 2 ( 04) U NEREHEN 1 ( 02)
(B35 1 ( 02) I ER D 30 ( 55)
TEHHBODL A 1 ( 02) I PR ER SR 0 4 ( 07)
FERY—F 1 ( 02) I FRER B 4y SR 2 ( 04)
P4y Y NSRS 1 ( 02) JMAN% e 7 ( 13)

2BBES L VRS RFEEE /IR N 1 ( 02)
) IE 4 ( 07) R A 1 ( 02)
RN RS 4 ( 07) JRHE A B 10 ( 1.8)
iy 10 ( 1.8) R M ERECR D 4 ( 07)
HAAT IR 1 ( 02) U o~ F AT 1 ( 02)
PRI R 1 ( 02) RPT 2T —FHm 1 ( 02)
% 3 ( 06) R b AR 1 ( 02)
FLH R 5 ( 09) R AR 3 ( 06)




(%)

Bl AMiELE FIEGIE (RBEER)
UNEER 31 ( 57)
{REEHEIN 17 ( 3.1)
F ifn BR A 21 ( 3.9)
H I BRERHE 0 12 ( 22)

5E. FEF L UVNESHE
i 1 ( 02)
J& BAEERE T 1 ( 02)
P A s 3 ( 06)
i 2 B i 5 2 ( 04)
WHERE 1 ( 02)
B 1 ( 02)
HUE 2 ( 04)
15 43 ( 7.9)
B 4 ( 07)
B 1 ( 02)
w5 15 ( 28)
B R 15 3 ( 06)
R 5 ( 09)
EEr 1 ( 02)
FEIT 1 ( 02)
SRR 3 ( 06)
NP 1 ( 02)
GBI A BHE 1 ( 02)
BT BRERAL H i, 1 ( 02)
Ei=L 8 ( 15)
BE A F 2 ( 04)
RAfifa 9 ( 17)
24 3 ( 06)
R 1 ( 02)
THE T 1 ( 02)
AN S 1 ( 02)
PR 1 ( 02)
A fisAl 3 ( 06)
BE#ES 3 ( 06)
a5 2 ( 04)
AR 7 5] B 1fn i 2 ( 04)
E2 TN 1 ( 02)
itz AlE OHE 1 ( 02)
e 2 ( 04)
LY i 1 ( 02)
A REET 1 ( 02)
Blom& s 1 ( 02)
Fe G55 15 ( 28)
SHEEET 1 ( 02)
FHEEE T 1 ( 02)
FER S i A 1 ( 02)
TR E 1 ( 02)
i 10 ( 1.8)
PR T 3 ( 06)
R 1 ( 02)
RAET 1 ( 02)
AlE 1 ( 02)
SNEE FURENE
Pt ( 02)
Bk 1 ( 02)

(MedDRA/J version 9.0)
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[VIIL. %40t (A EoES%) (B3 %A |

@R GRERATEME) 258 s LEERRICB T D4 —7 7 F8EMAREORIERIZ, et

et SAER] 218 B 46 B (21.1%) IZRED LI TV D UKGEFEE TO N01159 5 & OV N01361
AR (N01159 R b AT LR EN) 2 0F8) (Br&5).

KR
SRAEAEIEL 218
B A R BRAE I 3K 46
BIEFARIESIE (%) 21.1
BIEA%ENIEE | RBEHIH (FBEE) BIEA%ENIEE | RBEHIH (REE)
R E &5 & VB 4 RAE EESLUETHEES
b RGE R 4 (1.8 iz 1 (0.5
SRS 1 (0.5 % ) FENE 1 (0.5
A DFIE 2 £F 5 Hr RIS 1 (0.5 BERRBIUHESHEBES
BiE. BB L UVHATHOHED SR MRS 1 (0.5
(BEEBIURY—TE#ED) A 1 (0.5
LI A5 | 1 (0.5 EBLURBEE
MAELEV) VNREE B E 1 (0.5)
2. 1 (0.5) EAEl 2 (0.9
R Z PR M 1 (0.5) 2 1 (0.5)
M/ MR E 1 (0.5) AR 1 (0.5)
REBLUXEETE —& - 2EBESLUERSHELOKE
183 bR I S 1 (0.5) Wy 1 (0.5)
AAEEE 1 (0.5) TR 1 (0.5)
RHEE HEN 1 (0.5)
Yrmpk 1 (0.5 ERRRE
T B 1 (0.5 732073 MIVAT =TT BEAN 2 (0.9
2R il 1 (0.5 TAN TEVEETI ) NIVAT 2Tt BEAN 2 (0.9
Sy FNE 2 (0.9 e~ U v LR 1 (0.5
SELN 1 (0.5 C — BUSHE H M 1 (0.5
HREE 1 (0.5 BEIVTF=Y - 1) T T B 1 (0.5
FE AR PE 1 (0.5 SR E RN 1 (0.5
HEREE SYRAN 7 N AV YEY AR V] | 2 (0.9
FEWED FE 1 (0.5 R R R 1 (0.5
SR 2 (0.9 U > RERER D 1 (0.5
TR 10 (4.6) U o RERERHEM 1 (0.5
PR 1 (0.5 SRR I ER AR AN 1 (0.5
IRk 1 (0.5 U HRER B 4 (1.8
IRfEE L R ER S N 1 (0.5
HWHE T | 1 (0.5) VN irE-e 2 5 (2.3
DEBEE JREE 2 (0.9
EWZ ey s | 1 (0.5) R R 1 (0.5
IEIRER. HERE &K UHtRIES IR 2 (0.9
[ e BE | 1 (0.5 P E RN 1 (0.5
BEEE F i Bl H ek 2 (0.9
(EE 2 (0.9 HAER H 4 SN 1 (0.5)
T 2 (0.9 SRR B G 9 (4.1
e P A 1 (0.5) PR B ARBE 2 (0.9
RIRES 1 (0.5 ATV ) RAT 75— HE N 1 (0.5)
FIRERES BE. PEBLUVNEBEEHHE
FERgRE 2L 5 1 (0.5 %1 ERUE 1 (0.5
RS 1 (0.5 B 1 (0.5

(MedDRA/J version 17.0)
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<EBHEMEFRARRHEER VERREBRE—

1) ROAl

D4 LA Eoo/NR (B4

FAR) RSB L LR

& UhY

) >

AR

| VIII. %4t Lo

VEE%) BT 5 EH |

B A =07 T8

{—rFT T4 vn

v 7O 5REEORIER X PERENT R SIER] T3 B 43 1] (58.9%) IZRED BN TWD (K
R T N01223 slR) (P55,
AR
SR AEI 3K 73
E1/E A IRAEHI B 43
BIERFERERE (%) 58.9
B AMiELE EETEEETES) A MiELE | REHIH (REX)
BpER L UL RE BEEE
12 M e 1 ( 14) & 1 ( 14)
LA 1 ( 14) 5 1 ( 14)
I &GE Y 1 ( 1.4) T 1 ( 14)
MES LV VNREE HE 1 ( 14)
M i BRJ8E 1 ( 14) LD 1 ( 14)
I BRI E 1 ( 1.4) ViR AR 1 ( 14)
KRB FUREREE EEBLUETHEBEE
BBRELR | 1 ( 14) T LR G 1 ( 14)
BMES a2 1 ( 14)
it 1 ( 14) 9 FEIE 1 ( 14)
Wtk 1 ( 14) 95 2 ( 27)
5 ¥ 1 ( 14) EBLURBES
Rk 2 ( 27) VS | 1 ( 14)
HERREE —i% - 2HEZH K VRGO IRE
TN 2 ( 27) J¥a 1 ( 14)
A 2 ( 27) [OX QNG 3 ( 41)
VAF AT — 1 ( 14) TR E 2 ( 27)
GIEpS 1 ( 14) Zy s 2 ( 27)
EENE 1 ( 14) BRRBRE
fEE AR 31 ( 425) I ERE D 1 ( 14)
RIESE H I BREHE 0 1 ( 14)
B FE I | 1 ( 14) 5E. FEL L UVNESHE
HEB JFURKREE WLF 1 ( 14)
Hig | 1 ( 14) HOERE 1 ( 14)
(MedDRA/J version 15.0)
(20124F 6  =—> —b—U v R UpkNER)

@4 Ll Eo/NR

CGRIELFIRIETE) 25 & LICBRRRER IS

BIA =TT I8 - A—TTTFTA

vu vy T ORBEORIERIL, ZaVEfRNT X GHER 13 B 6 1] (46.2%) IZ7BH LTS (K
SR E T N01363 3B & TN N01361 #Bx (N01363 3B LT L - HBFER) 20 (B

n#eh),
TR
SR AEI 3K 13
B E R FEBRAEFIE 6
BIERRBEGIE (%) 46.2
BEFHDIESRE | RIBHI (R|E)
BMEE
ok | 1 77)
HIREREE
ETRER 1 7.7)
GIEpL 1 7.7)
fEAR 3 ( 231)
BHEE
T | 1 ( 17)
FRRIRE
DEXQTIEE | 2 (15.4)
(MedDRA/J version 17.0)
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[VIIL. %40t (A EoES%) (B3 %A |

CRBRERERICRIZTTHE
BIE STV

10. BEHRE5

11.

13. BE®RE

13.1 fER
SAEOTIRBHREIZBNT, LRXFTEBX L% 2 15~140g IR L7=BI23 5 0 | EHR, Bk, %
B, B LV OMRTE, RER NS R OV D] S TW D,

13.2 &
AFNTMIENTIC LV BREARETH Y . FH L TV AR ORE IS U TR BT O £ 2 & &5
HZE, [16.6.2 0]

(fi)

13.1 fER
RO OAGREEE TOENBERRBROME BN, HESNZHEROHEZ B -ENEE S
A EERE L LEGA, BERGIEFIT TSI, 9B 16X 2 AMBRERERH -7
B, FRUATINTNE 1 HOATHY, MEHGICIV BRI LEAEEERI N7, TDD,
SMEOTHIR G HE 2 S & IC/ER &7z CCDS Oft#i 2 2% ICiH L T\ 5,
SMEERR R S 1%, BROXIIEROR LT T2 X AOBERG NS -T2 BETIX, BERE L
REFAICREE D & 5 A HEFESR L LT, IR, MRl SRrE, AMERIR, LR &N DN
OO, WmERGFIEE HEIRIREEDS 6 A FfkGe L 72 LSMNIITHREIE LR o7 L OFER BFH
nTW5H,
SNE DTG R S I1E, bV T—EEIZ 140g ZiRM L=t ofiEfl (BRI L 54X
WERE) b0, BIR, (Ki)E, HEIRZFED S, Fra— (GMER) BEL QMRS ic
Ko ToNn Tl Y, EM2RIEITRATSH S, 15~140g O &K GH DOIF E A LT, HIRZ
G RHRROIER B A LI TE Y, 16g TIXEMENEI LI-6H H 5.

13.2 @
LARF T 5 LOEER G0 T 2R EOHEIRITR WD, B TEE UM K> TR O HEY)
DREEITY Z &, MERIEE L COMIREITIC X 5BREDRIZ, L _XF T X LT 81%., uch LO57
T8T% Th b,

BALDEE

14, ERLOIEE

141 EXRAEFOIE

14.1.1 AF|O1EE S & (500~1500mg) % 100mLOAEFEIEHR., sV v 7 /Wi I35% 7 N o
FHECART 52 &, NETIE, MATORRREL BLICARKREOHELZET 2L, [1.15
]

14.1.2 FRZIL, HOITHERT 2 2 &,

14.1.3 At ZOXIERPICEMEZBO LG5 IEA LR2n 2 &y

(fi0)

14.1.1 AHNE 100mL O &3 2 A5 PRIE CHRT 208N H 5 EHFE Lz, ARIEOFEHEIZ OV T,
WOMRBRE T L, BE 2R L AREER, R VIR, 5% 7 R USSR 2L L7,
¥, NRIZIBWT REDBEW (REIEER ICET 28 HEL AT 28872 & —Ho/NREH T,
100mL OFREENBE L R LG AbHESND Z e, NETIEE 2 OBRIROIRIEICHESE |
WIROWEEEZET H L) FEBERELMHGETAILERDH L B2, TOFNRBEOHLE LT, KA
DAL L FER LT,

14.1. 2 RFNTFANE U CHBFRET28HITH L 2 LD [HREIT, EencERTs2L, 1 &5
o L7z,

14. 1. 3 AANT A L2 TEHFTH Y . @, FRZRICBWTHEE UIEKRTICEZY 2RO &
MDA ER A T LT,




12. %
(M

[VIIL. %40t (A EoES%) (B3 %A |

DHWDEE
BRER{EFICE D < 1E#R

15.

15.1 BEERFEAICE D 1B
15. 1.1 ¥ES CEIM SN T-AF 2 G EB OB TANAIKICEBIT S, TADA, BHERESE LR L L

72 199 O 7 T R REERHRBR OB RICB N T, BRASELVOCHEERORBHIO Y 27 53, H
TAPAEDOIRHBECTT 7B ARBE L I L TR 2 R < BUTADLAIEIRMEE : 0.43%., 77 &R
B 0.24%) . FLCAMNAEDIRMAEETIZ, I BREEL N 1000 AHT20 1.9 AW EEHE S
7= (95%fEHHIXH : 0.6-3.9), 7o, TADAREOY T 7 V—7Tlx, 778 AREEE A~ 1000 A
H1-0 2.4 AW EFHRE SR TS, [8.3, 8.4, 11.1.6 B3]

1.2 AEARRANTADAERE 1208 Bl 255 & Uiz 7 T & it BREG R BR O OF AT Ic B\ L FEKS
MIRPEITEER O FH G (BN, Wk, o, K%, Ik, BEANGE, 315 o, [HFBHALE,
MR, EENEZ . SRR ME, R, RE, AASEETE) ORBLRIIAFBET 13.3%. T T ER
BHET62% Tholz, [AEEIC, HMEANNETANABEE (4~16 1) 198 flExt5R L Li-7 7 v R4
HRERIREBRIZ 31T 5 % HEHF RO BIRIIAHFIFE T 37.6%. 77 EAREF T 18.6% Th o7z,

Fio. AENNETANAERE (4~16 %) 98 Bz xtg & U7 iBAsRE L O TENC 3 2 B %2 5T
flid %77 AR5t REERRBRICB N T, BENLBREFTH L2, 77 AR L i U CRERITH)
DEALHRIE S Tz,

(fiRsn)
15.1.1 2008 4= 1 A 31 H XKW 2008 4F 12 A 16 H, KERMEIKNLF (FDA) LY., SITANAIEIZ

15

(2)

L2 BZBEEITAER EICOWTHEBEBRET 2 LENARINZI ENLRE L, ZONFE, HtT
AR D T T AR RHEEGABRIC W, BRARELTA (BB, ARER., BEAHER) KOH
FSEICAR DG Z AT LI R, MUCADARERAL TV BE CTHEBEITAR DY A7)
WRHNCABEICHINT 5 (FUCAMNAIERE 0.43% vs 77 B AREE 0.24% ; FUCTANAIEREO MY A
7 1.8) ZELERTHERTH-T,

O T ANAIR & FRRIZ, AFE G-I ) ST AHREE 2 EOREPRO GBI, <1
FIREIGEET D L orT 5 & &b BEOITEIOZLIZOW T+ 7eBlgtz179 Z & ([VIIL 5.
BRI L T 0HEE] 2),

1.2 KEVA SCER O CCDS OFtRIcA O, IEEMmEMEATEER ) (2R3 5 AR OVNEOFH
FHRQORBBURPUCET 2 F IO ON T HIFRIEILZ T2 Z L@ Th 5 Sl L, Fod L7z,

JEEREREAICE D < 1EHR
BIE STV




IX. JEEREREAERICRE 9 SIHE

| IX. FERRRBICBIT 25

1.

EIFHER

(M

(2)

N REAR

[VI. $ELh3EHIC BT 5 EE ) B0

T e REHER

7P IR AR & L C AR,
Wig A2 FTRIZ R LTZ, 7y AT ATIX
l/ \T Hm@jﬂm}?ﬁ@iﬂﬁ)mu &b %j/l.zf_ﬁ‘

Hizk

i

{LICERT B EE 2 55, in vitro T

@© AR K

O I

R R K OV R RE

e B A RS IS

ETHE (T b, wyR)

RIFTHELRFI L, ZORERD
. mHET 5%@@]@1&?#%‘ LT, A X OFEIRN B
AL LI-BEomiE L A e o —%
T AHEENE uﬁf;ﬁ%ﬁ“ﬂ%@%@a“ A XIZEBIF % 600mg/kg
OREOEETIE QTe LAERE L7y 7o, {HLE R OBHEEEIC KT D ERIZIZ L A ERD B -7z,

e mor | S| g (me/ke e
Irwin OIERBER| 7~ b A |0, 100, 300, 900, 1800 |9 T o5 8B CEEE 21T
R T NHBNTZ, 300mg/kg LA ECTHE
3 1R A7 732 AR S 8 1 00 B8 0 28 A
S, 30 LI BL L. 24 Wi
®BETITHE L,
WA TER ~TU A | [ |0, 60, 240. 960 TWHAFRIERILA N D5
(PTZ #H3F WV ivA HE 77
EF)L) 12 7]
B3 iEBhHE Zw b | B |0, 100, 300, 900, 1800 |BZHIM+ 900 K& U} 1800mg/kg T
i S EREE EEENERERT L, *HHRIECIX
8 a7 PREY R 100 | EBHESTFEICEKT L,
RIR Zv b | #BO |0, 100, 300, 900, 1800 |300mg/kg LA T, 4 Bt £ ¢
i KPR 50, T/ E) | BEREREDRBKEED R WKIER
8 {41 KT (£1.00) BHrbni-, stk
ORI T 2R Lz,
Ry bR —| T b | O 0. 100, 300, 900, 1800 | T X T DO#H L5 8 IZ I\ THENRKH
TV % MENR ] i poficE-4 ISR I B Doz, SHRIET
8 1l 10, Z7arra<dy IIEEREREMOIEE N2 DN
7’:o

@ LMEZRLEORERRIZKITTEE (v b, A X, Invitro) ™Y
SR Bt iﬁ“g bR R
THBE R /8T A — & | il X | 53R |50, 150, 450mg/kgiv | MENIREZ H &K AN EH (KK
Ko OVIRE W 25 % HE ~ i3 (5 /yMEN ; 2.5mL/kg) | EH 1&5?&5 TIZH B, 20 7314
D 4 151 IZIEsE2ICEIE) L, 450mg/kg
TORME A BEZD WK TN
BT, oM, BEIZERT S
BRI H NI o Tz,
L RF S &2 AOMmEEPEEIL 50,
150 %} 450mg/kg $£ 5-%% 454> T
FIEI 57.8.208 TN 634 ng/mL
ThHol,
Bt B IR T & afn % 2 | MERRER A X | EURN | 0. 450mg/kg (5 40 [l LA | FRERIRIE(Z381) B — B 72 B (%
T A=K i3 +; 45X1180mg/mL) 5% 5 i CORER). TriREIR
5 {5 JED L5 (20 ZrfEFe) & OVAEL
DR (15 /r[Fke) A b,
Y % (e




| IX. JEERRBICBIT 25 H |

B A mi | 7 B iR
T LA MU —T & R X| B |0, 150, 300, 600mg/kg | 150 £ T 300mg/kg T:OHE KL N
DI, DB M (508 ; 3. 2 U2 B | EBXIZ#EE7: L, 600mg/kg Tl
L XIRE % 34 5)) DO KL QT IZBT KT
NHEBENT=, QTe ITIXHELRL,
150, 300 & * 600mg/kg &5-% D
MAEF L _F T v & LBEITIZN
Zi 160, 303 X507 ng/mL, =
7=, IMAiEF LO57T BEIXZTLEN
3.31, 4.84 X U'5.78 ugeq/ml,
T LA R U =T & |EHES | RN | 75, 150, 300, 600mg/kg | 150mg/kg F TOFKG THEIIL D
DME, DHEKROY| n72nrot-, 300mg/kg TIEE KL
LEERIRE % 3 4 600mg/kg %5 THRM:-23 7 & 11 7=,
ThiE, LD OB KR EDY
600mg/kg T? PR HkFE D5 & RS
WL, 4 M E CR L7z, MiiEh
WRIFIZEAK T RHRIZN—R T A
WZEIET 528, 63% LA L=, QTe
BT Iz, #5122 8BIIH5
o,
MR B ENL fiitiA X7 in |0, 100, 300, 1000 xg/mL| 1000 ng/mL ¥ TLXF T & Z A
VRV vitro |RTWRIR - dl-Y Z v — v 1L, FuF o niiiEic BT AIEENE
HE 8 HHE 50 pmol/L NS R RF S ehoTz, dI-V %
(et L 7 — U IEE BN E R (APDeo
FIEF A KON APDgy) DIEEZ#FIZEZ L
£ 4) 7=
37 / M R A X n |72, 72, 144mg/mL 72mg/mL UL O EIZ B TR
K OFRIMERZE T BE i vitro K OV ARG BE oo b A7 ONC R i ER
5 BIEREOEK FAALNT,
ARG B B Y b bk in  [0,1,3,10, 30, 100mg/mL | AR MLERIZ %9 5 EHIE 30mg/mL @
IRIMERZS T HE BYE24 | wvitro BEFEFTCHELNLE -T2,
ot 4 4 100mg/mL T, FRIMERZEIREITIR T
M HERIL L. BHRICEN LN, LT

T % % LjEE 50~500mg/mL T
X, b MAMLE ORASFNCEETE D

REE S EH LT,
® WLBERICRIETIE (nvitro, 7 b, ~72)
BRI BT ﬁ{i R e
IfESE Izt % e in |0, 10%mol/L. (170ng/mL) | #F 1L R OVT = =& M LHEIZ x5
WK OCWAMEFEI| £y b vitro | ~10"mol/L (170 ug/mL) | &7 L,
1EH =) AFEFE T T 2= & N UHE &
P L7z,
15 151
ER(EaRlA Zv b | +Z48 |0, 5.4, 54, 540mg/kg |540mg/kg T K WMETF L=, B
(H4 RG2S i3 N EEERIZA LR T-,
10 %l
R A HG L RE AR <~ A | A |0, 5.4, 54, 540mg/kg | B EENCHE L L,
T
10 51
BRI RIE TR (T h) W
BRI B j%f; PR (mg/ke) R
IKERNREMRE| v b O |0, 5.4, 54, 540 JRYEI S 7 U, R N OVE
K OVE H O HE i3 HHEIZH SR8 L,
8 151




| IX. JEBRaRBRICE9 2 A |

(3) ZDDEFEEAER
qﬂ*&%ﬁlﬂﬁ%ﬁ&:ﬂ@“é%@m@{’ﬁﬁﬁ (A, T k)
> b @ Morris KRRV TRAMSRRICHEEZ KT ST, m—%—n1 v B CILES e
:%i*i.%& I&Tehotz, Fiz, FRIMEIRT » MTBW CHRMIRREER 2/~ LT,
O FBEtERE~D % (Morris 7k37|$ftké‘iﬁﬁ) (7 v k) ™
EF®Z v N (BFE 10~12 ) (28025 LT T ' X AORMERRICH T 5 28I omﬂfgﬁb
e A, LRFFTHH L (17\ 54, 170mg/kg. ip) 1% 170mg/kg (2T H ZE[FRENIZ
[ERERFRIC R B % B 2 7o T,
@ EIHE~DORE (m—F—o vy FRER) (w7 A, Ty k) P
L AR_F T4 A (54~1700mg/kgip) %ﬁﬁvr?x (FRE10H)) ot L —%—oa v Rakbk
FEELZEZA, B—F—n vy NOEBEEIZITREITEOD bR o T,
L RF Tt H L (54~1700mg/kg 1p) ’8%7/ N (BEES ) IRk E L, ERRo~wuxEH
WEREBR EFRIBRICEHMI L2 2 A, m—4 —ua v ROEEBEEEIZIZZEDNRD Hieh -7z,
@ HIRAIREER (Z > b)
7w~ (HE, Wistar &, 10~15 f#]) OHRNENRZ F5% LT 90 Z7 [ O R ik A& O % s L .
24 W ICEW 2 B L CHEEROREIZ[E L, LIFT7EX AL 5.5, 11, 22 KD
44mg/kg OHETHEMO 30 /RN EENE G325 L4z, 1.25, 2.6, 5.1 & O 10.2mg/kg/ K
M CHEENICRE G LTz, LT T8 X M@ A& CHZEY 4 X% 33%K F X8, Mkt
RAEMER R BTz,

2. HMHHAR
(1) HREEZSEHHR (v b, 4X) 7
7 v b TIX 2500mg/kg TARZZESLIT. 5000mg/kg THIEEENE T, $IR, RLEEHIT. LENHE
BRIz,
A X TIEM, FREREIRIE & OUKER(E2Y 2400mg/kg TH L LTz,

; = ABEmS D B st
Bl L5 T51k oG (mg/kg) (mg/kg)
Zor % 0. 2500, 5000 >5000
(A5 HEHERESS 5 B1) ’ ) )
= .
e BEHERES 1 1) 1 0. 1200, 2400 (4 FFRIHIRET 2 4%l ) >2400

(2) REZRSEEHRE (v b, 4X) 7
7 v b 13 BRAEE G- EERERTIL 200mg/kg/ A FEO I CRIBIZAS THILAE & ZAUTPE S AR
BORBBEEOMBBO iz L, HEMEEIL<200mg/kg/ B &E 2 Hivz, BlEOPT RIX
bt MIBT 2 EBERNERN 72 < 1800mg/kg/ H I\ CTHEEHE O & £F - 7 R EHE N o Pk HE k)
DHERECTH LT & 73 5, b b~OAMEMNZERE L B2l 600mg/kg/ H & 2 b,
Z > b 52 BER G EMERERCIX. 7T0mg/kg/ A CEMEETHEBREDCE(IN A LN END,
MEMEEITI<TOmg/kg/H & BZx bhvlz, BiEOFT AT MBI omEFHERN L,
350mg/kg/ H UL ETHEIR, R LK OB HMER R ENALNTZZ ENE, & %m@%ﬁ i%%ﬁ% L7=
MBI Tomg/kg/ H & & 2 BTz,
A XD 13 BRAE L 53 MERER Cid, 400mg/kg/ B THIJME T LRGN B2 Lz Z & n, HEE

203 133mg/kg/ H THH B2 bivlz,

A4 XD 52 M EHRGFMHRER T, RNEE/HEBITHA LN > T2 Tomg/kg/ A N EEEME R &
EZ B,



| IX. FERRRBICBIT 25
B 5 ik 5 (mg/ke/H) (fifa)
(%w;z*;%:zo gy | T 138 |0, 200, 600, 1800 <200
(%ﬁéﬁé@fzo g | &0 523 |0, 70, 850, 1800 <70
Ceptitsin s gy | 0 180N [0, 183, 400, 1200 (4 HEMIMINC 2 NI S) 133
(%ﬁ&t’;zg%zmu) #&n 523 |0, 75, 300, 1200 (2.5~3 ME[HEIMERE T 2 /EI5) 75
(3) BIEEMHAER (nvitro, < 9X) ™
ABRIA E B FE 55k h&E it
M 2 OV IRERE R | R XIF 7 AEK QK | in vitro 0. 156.25, 312.5, 625, | [&fk

BR

(B HEMERESS 5 1)

5 s B 1250, 2500, 5000 1. g/plate

~ U2V T r—<tk#HB | vURY T p—< in vitro 0. 625, 1250, 2500, Fe
5000 1 g/mL
i 2000, 3000, 4000,
5000 u g/mL

~ U AEHHINN A AV /ME | CD-1%R~ T A O EE | 0, 10017mg/kg Fatk

(4) BARMERER (XVR, Ty k) @

wh B 50515 ¢ 511/ B4 (mg/kg/H) IR
~ A | 104 8 [H 0. 1000, 2000, MAFRMIE AL 7
(B HEMERES 60 1) 4000/3000% Motz
7 v b TRER 104 FH R 0. 50, 300, 1800 DAFMEE AR B
(B HEMERES 50 f1) Mol
MAETFHIORAIZI Y, 4583 HE»SHAE% 4000 5 3000mg/kg/ HIZAETE L TH 5 LT,

(5) EREREBRMHRER (v b, 99F, IUR) ¥

- 5 B b .
HRERE A EhipyFi ik B 5 (mg/kg/ A) PEES
ARBLAT, SERR & 7 v b BO | i AZELRT 63 H~ |0, 70, 350, 1800 | H &4 D — mm‘a:
ORI 53| (B TR il é‘ﬁ&z}tﬁi (a5 e )
B 30 f31)) M - ZZHCRT 14 A~ MM RIT 7T0mg/kg/ A T
AR/ HbHEBELLNT,
19 H/540f% 21 H
iR« BRI A~ 7>k o | R 6~15 H 0. 400, 1200, |FEMW O —fEFHMEICKTT
DOREBIZET 5 | (K8E25~33 3600 #EMEIT 400mg/kg/
RBR 1) HoRis . IR - IV 1okt
4 % MEEME R 1200mg/
kg/ HTHDEEZ LN
77
HT R VS Az~ A w0 | YR 6~18 H 0. 200, 600, 1800 | FEhin 1% 12 %F 7~ D M
WEICET 5 | (KHE14~16 PEE T 200mg/kg/ H ARk
uft'?ﬁ 1) THY ., - BRITEMEC K
45 WM R T 200mg/
kg/ HTHDEEZ LN
77
s - BRI~ ~ A w0 | 4z 6~15 H 0. 3000, VST | LRF T X NIV T
DB T 5 | (58 25 1) (CAV, 2w A =17 35all NN I =33l N RN I =3 -3 nll N MLy AN AR 5 3 4
R Vo s @ ES A) | &) HLTHLEFEMEIERZ
IR Lo e,
HA AT R OV AR 7> bk B0 | HEE 15 BH~43%1% | 0. 70, 350, 1800 | BEEh# (x4 % HEH M &
HBOREWNT | (FEE22~25 21 H 1L 70mg/kg/ H., HAERD
REAR OB R I B 1) TR D WA R
ERAERN 1800mg/kg/H TH 5 &5
Z b7z,




| IX. JEERRBICBIT 25 H |

(6) BEFTRIBIERER (VoF)

EURZLE 551k Feh I |58 (mg/mL) i A
A AR ERAN Hi[A] 0, 15, 100 PR HIR ) Ko O B HEL e 7 O AR A 12
(R 3 pil) | A S, B BWTRD b RFTE i, £
AR 5 HH 0. 15 ORI R OFEBHE HIK< | &5

WE RO FEOFENIZE D
SEIIR NS T2 D A

RO T,
(7) Z0Hho4s%=ES
O PR (£t y b)) 9
RERTH H i B E T
PURMRER | £LF > b 600mg/kg Zi# 5 [0, 2 WREBEAOBREGX | FURMEITRVWEE XD

(ASA : FBEHES B, | 138 1 [\, 3 @M F#H512 X viddE, | iz,
PCA : £8EHE 10 6) | BER 2 WEICT 7 4 7% v —Uis
% 600mg/kg DFFIRNIRG-1Z L 0 Ak,
A AT UM IE TR O MR, EAE
o o5 o PiE % A7z PCA
T ONHR I ERBEEE St & 20, SN 7 v
LU EBEERTR ST D,

ASA : REENEFMNT 7 4 TX 1 —, PCA: ZBWEET 7 4 T X —

@ SIEHMERR (55 1) O

RERTE H i B0k | B B b fiti g
o) m R A & 48[ | 0,50, 300, 1800mg/kg/ H | fafEmttixeh o7,
B (4 e

% 10 f51)

@ BEMEOMERKTHER (75 )

RERTE H i Be b5k | %510 e h & AR
BEIEDOE Z vk ®o B\ | 0, 4800mg/kg | L RFTFEX AT eIy
FAREFPaRER | (S HERE 2 f1) a7 ) CEANEBEEMND

BE LT, BlificasrIzuas
a7 ) roOEEEGIEEZT

LEZ T,
7 b | H[E |0, 75, 300, | METIXEIRANEAY I &
(& HEMEES 6 1200, IR AT PE O & BLAE HE K OV
1) 4800mg/kg TROLN, arIZvrrur

U v E X 1200 R O
4800mg/kg/ H T L T
0. WFICHBEMENRA BT,
METIZZ NS DOELITERD S

Niehot-,
Z v b Z v MBS AJRMERER > D8k ST | HETIZEAL RS O S2-S3
(B HEMERES 5 | B GRHBEER Y 1800mg/kg/ HEE) | fLIlC azrIZmruarz Yo
) OBEHEOAE T v v 7 oY I | EFENRO Siiz, MW T
a2 uT Y KT HRERE | X arIsr s a T Y U ED
A% i Lz, N % 7R 9P RS A B a7 s
ST,




@ RFERBR (7> b, YL) 61)

| IX. JEERRBICBIT 25 H |

FRERTE H e | B 050E | 5 w5 & R
RIEERR | Tk o 40 HR# | 0,200, 600, 1800mg/kg/H | 1800mg/kg/ H £ T /&
(BHEHE S THIRBPMEKAFIEZTERL L
) TN EARENT,
Wz %1 HA[A] 50, 100, 200mg/kg ITENRR AR I OV AT R0 &
(B 1A | FRARKN Vo T2 AR AR AR R AR IS
A TEMERES TS I RS ) AN (i
1 1, 100mg/kg LA L o Hi[a]
%20 RN L4125 BT,
BREMERES | 246 - 0. 4. 8. 16mg/kg/infusion ® H &5 | 58/L BIXER O SN 72 s
2 i) 16mg/kg/infusion M A& T 4 FEfmIC 2 WM | o7z, £7=. #WiflERE%D
iR S-% D 4, 8. 16mg/kg/infusion D H % | IBFIERIT A SN0 >
5. 7=
® HEIHO—xFMERR (T b, A X) P
FRERTE H iy fE B 50705 | B 510 P& it
B 7w b o HA[H] |0, 300, 1000, 2000mg/kg |FETS. —fikfE, KE~D
BT DRk (4 B#D) B B B R T RS
(WM AR BOBNRDoT,
MR- 5 51, 738 |0, 450, 900, 1800mg/kg/ H | » M FH M B 1%
7R AR 450mg/kg/ B | o> MM
HERES- 64 51]) &3 1800mg/kg/ A & &
Z b7z,
4 X s Hi[A  |600, 1200, 2400mg/kg | M o ¥ ¥ B X
(3 i) (4 BREIEIRE T 2 0B 5) |2400mg/kg ZH 2 HET
(Hi[E] @ &7 Holz,
MR 1 451, 4 38R |0, 600, 1200, 1800mg/keg/ [ |#EE:E1E 1800mg/kg/
4B - AR (4 BBEIC 2 EIRE) |ThieEzLNE,
HERES 3 1)




| X, ‘B FEICET 5 HE |

X EEMEEICET IEE
1. RHEXS
B F A — 7T EEERE 500 mg AL TS SR
E) EE-EMESEONMFEICLVERTLZ &
BHRRS : LR_RFFT®Z L EE LN
2. BHAME
A =7 Z piEEE 500mg 30 A
3. AERETORTE
%/ml{%ﬁ
4. BIRWVEDFEE
HEEN TV
5. BERITEHM
BEMTERLTA R A0, <TVOLEBY : A0 (HARGE, #58)
6. E—RH - ExhE
R34 —4 7 F8E 250mg « 500mg.  —~7 77 R4 1 v~ 50%
7. EERESEAHE
1999 4= 11 A 30 B CKENZH T 2 REAZEHA )
8. BHERFGEARDBFEAARVEARES. EMELWNHFEAR. RFEMWBERR
. BUE AR 78 KGR B AT FE B AR BR A
Eﬁ/u% EHH 7?(»: %’577 EHEI /EEHEI
A =77
ST 500meg 201447 H 4 B | 22600AMX00747000 | 20154 11 H 26 A | 20154212 H 1 H
9. BEEX(XMEREM, AERUVAEZEFENEFOEABRUZTDAR
—HFEICRR AR EN TERVWAEIZBIT D, TiOBEICT 2 LA_F T 7 A8 08RO BEE
TAMAEEDOERDHE (CREEBIERIEEZETe) : 201542 H 20 A
DT TANAIETHREENRRD SN W T A ABE ORE BRI T 2 TANAIE L
OO - 2016 42 A 29 H
TAMNAERRAE : 2022 4£ 12 H 23 H
10. BEERR. BIMERKRAKRERABRUVUZTORE

11.

HHEAEREMSEAE 20214512 H 8 H
FRARE R EIRE, EREAREO N, AR OO BT A 1A 14 455 2 THE 3
BADBANETOWNTIUTHFEY LAV,

BETHM

—IFICR OB 5N TE R WEFIZBIT S, TrORRIZHT 5 LT T ' 2 AR 0 A OREFRE
ThAMPVBEOEFHE (CRMEEBRICEEZET) @ 64 (201447 H 4 H~20204-7 H 3 H)
L DOFLTANATE TR ENZEBD SR N TANABRE ORERNARIEICS T2 TANATEL
OPFRFRE - FERWI (2016 42 A 29 H~20204-7 A 3 H)



12.

13.

14.

REPREHRICE Y 5 1FH
AFNL, B (DDVIEERE) WIRICBET HIRITED BTN,

| X, ‘B FEICET 55 |

£#@a—F
] RS AT S, | RIS = — ] LT
ARoE HOT (13 Z e . . - .
o (s = — B (YJ=—F) | @hia—F
=7 75 B E
1230840020101 1139402A1025 1139402A1025 | 622308401

500mg

RIEEfT EDER
A L
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| XII. ZE&E |

1.

FHNETORTIKR
LARF T8 & L% 1999 4E 11 AIZ FDA LV, 2000 4E 3 HIZAA ZADOMHHILFHL Y, & 512 2000 4F 9
AAIZERM EE ST (EMEA) X0 AR Sz, 2022 46 5 HEIZE, UCB TIEKE. MR 48 OE 1T
MUK CTLRTF T X LOEBEAET D, I, WORIEIT 2 0FHRE. o ECx 2 BARLE,
SRE RIS T 2 DFHBEICEB T 2R OVNE COBISIIAGRE TR S, £7-. 2022 4 6 ABL
£, CTAMNAERIREDE IV O E TR IZ B W T H AR ST,

BEU K OKEICE T B AGRIRIL (2022 4 6 A BLE)

- %1 AL EOTANARE
2B B ERSFEAE

sk | e, HE TR GESAE LS
i g (FEIKRAEA)
EU Keppra HANR L 16 L 7 4V a— N
© HTCTADA EZIENTZ167% | - 500mg/ H 7 S BAfA L. 2 %12 | 250mg 5
VULEDOBREICRIT DE3EME (T 1000mg/ B (GREBIIEHE) ~E | 500mg 42
KRB REZR DY) | - K 3000mg/ H £ THIEA] 750mg $E
O A 18 WLl b 1000mg &E
EH%L AU LEOTADARSE | 12~17 5% (RE 50kg P 1) (200049 A)
W BERFRAE (RS | - 1REIE 1000mg/ B 2> 5 B4k
{LOF A7) « B K 3000mg/ H £ CH{E ] 100mg/mLiF% i
12 UL EOBEEI A s e =— | Eke v A~11 5 (2003 4= 3 A)
TANAVBEICBIT 2 I47 | 12~175% (KHE 50ke Ki)
n =—%{E - 1591% 20mg/kg/ B > S B A EEEA @
< 12 L E ORI TAD | - Kk 60mg/kg/ B £ T &R Al 500mg/5mL
BT B IRE R IE A% 1~6 3 H K (2006 4% 3 H)
< VBHRIT 14mglkg/ H 7> & BAAA
- fx K 42mglkg/ A F CHEARA]
KE | KEPPRA | HAFIEE I OHREE 16 A E 7 43— EE

- V61T 1000mg/ H 7> 5 BiAA
- HESERE A 3000mg/ H & THER ]

4~16 AR

- JEHEIL 20mg/kg/ B > S BHAG

- HEEF 1T 60mg/kg/ H

- {REE 20~40kg /N KEPPRA
PEA 5T A4 1RIRIT 500me/ H
DR, HESER S & 1500mg/ H

- {KE40kg O/ NEEEIZ KEPPRA £
P 5856 1A 1000mg/ H )
DEAkA, HEE SR H R 3000mg/ H

Atk 6 H A~4 AT
- JEHIL 20mg/kg/ B > S BHAG
- HEEH BT 50mg/kg/ H

A% 1~6 5 HARTN
- JEHIL 14mg/kg/ B > 5 B4G
- HELE A T 42mg/kg/ H

BiRiil s

<12 WL EOEFEI A I n=—
TADIVEBEZEICB TSI A
1 =—FAE

12 el bk
- JB9IE 1000mg/ H 7> 5 BitA
- HEZEF 13 3000mg/ H

DEAIRR:

6 Ll ORI T AN A
BEITR T D IRE I E

16 A B
- 1R¥E1T 1000mg/ H 7> 5 BAtA
- HELE 13 3000mg/ H

6~16 pEATH
- BIEIT 20mg/kg/ H 2 5 BRtA
- HELEA B3 60mg/kg/ H

250mg
500mg £
750mg $E
1000mg $E
(1999 4 11 H)

e »
500mg
750mg
(2008 4F 12 A)

100mg/mL #% O3H
(20034 7 H)

GEREVAERE op- 1Y
500mg/5mL
(2006 4= 7 A)

a) FEHTERFNL, R OB G5 D—RICREE R B ORI E LTSNS (EU T 45 EOBE O
), #EHEE THEEEAREEZ 100mL ORI CAIR L, 15 0T TERIRN~EAT S, o505
FEIRNE G, XX D~ B2 bt 2 HE~OHE e LIZITH 2 L TX 528, 1 H RO S EHITHE
FToZl,) LshTnsg,

b) BHEED 2022 4 6 HEAEDOAGEREIGT 112 Ll LD TADABE IR DEH3E BHIEE) ] OFy, ZHETO
ROKl (7 4 v b a— MERURROEAD) 121 B 2 BSEIRGICR L, WEEET 1 B 1 ERGORA L5,



| XII. ZE&E |

AIRNZFT DRI R L OHIELOHEIFLL T L0 TH Y | AMETORGIRIL & 1382 5,
4. BhEEX 1T 5h R
O—FFCRR D EEN TERVWAREICBIT D, FRROBBRISHT 5 LA_F T & Ak 0 8E o R L
« TAMABEOEGIE (CRIEERIEEIELZ B T)
s ML DFLT ADAIK TR BEBFRD SR T AN ABRE OREMAREIEITT 2 TANA
3 E OOF L
OT A A ERIREE
6. HIEKR UOHE
(—RRICROBENTERVAFICRIT 5 L_XF T & & A& O RK O RBRE)
LARF T X AORAFRGDOARFNYI 0 B2 D546

BE, LXTFIXAROBELEFRT 1 HHEEOEGEEIC T, 1 BIE% 15 00T CTREERIRN

w535,

L RF T X AOROFGIZISE AR B 5T 5546

A . RAIIZLAR_F T X AL L T1 H1000mg 2 1 H 2 [ENSS T, 1EEE 15 40F T
FIHE RN S35,

AN EE . 4 EO/NRIIZLR_RF T AL LT 1 H 20mgkg 2 1 H 2 BNSHT, 1 [EI&EE
5 43 CRTEERIRNE 595, 72720, IRE 50kg LA EO/NETIE, BN & A CHE - A
BEHAWSZ &,

WTROBAICBNTH, JERICEVEERB TE 2, 1 ARkmEGEL OB HEIUTO LB
ETH L,

B s BN TR 1 #5203 3000mg i 2 72 b & Lo HElE 2 B EofRE H T T 1
HASE L T1000mg L TT21T9,

AN 4L EO/NETIE 1 BEE#R G RIT 60mg/kg BN L L, HEET 2 AR EOR
faz T 1 BAES LT 20mgkg AT 2179, 7272 L. KHE 50kg L EDO/NETIE, Bk
ANERUEGEEZAND Z &,

(CTADAERIRE)

WHE . RAIZIZL_F T AL LT1 A 1000~3000mg % FRIRN S (%553 % 1T 2~5mg/kg//) T
FIRNE ) 25723, 1 HEKRHEE &1L 3000mg &35,

2. BINZE T HERRIRER
(1) 1ERICEId 2iB5MEHR (FDA. A —RX S U755
A B T LREDE R EATLEEICHET LR 19.5 13571, 19.6 #RELIF] OHOLHITILL T O
LBV THY, FDA CREIRFMICGE), A=A T U 70 ETRRD,

9.5 -

I TR L COW A FTREME O & D T LT D L 9 72V A7 38 LG EOA RN G

Matkx ER 2 LB SN AL EICORBETH L,

- B MIBWT, HIETICLARF I X AOMTEENMET LZEORERHY, H3 U X
A =ML, K THIRRTD 60% & 7272 & OWENRH 5,

- Ty MZBWTHREBITERZED LN TN D,

- BERICBNT, 7y N TIEE o OREE L FRED EORER TERS A B O E OF
KB OB, REEIE, WO CREMARO b, VX TiE, b h~DIREED 4~5
£ DOUEFE TIRESE, "BA& F 5 OB & O E OBINRFERD LT 5,
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4. CLINICAL PARTICULARS
4.6 Fertility, pregnancy and lactation

Pregnancy
A large amount of postmarketing data on pregnant women exposed to le-

vetiracetam monotherapy (more than 1800, among which in more than
1500 exposure occurred during the 1t trimester) do not suggest an increase
in the risk for major congenital malformations. Only limited evidence is
available on the neurodevelopment of children exposed to Keppra mono-
therapy in utero. However, current epidemiological studies (on about 100
children) do not suggest an increased risk of neurodevelopmental disorders
or delays.

Levetiracetam can be used during pregnancy, if after careful assessment it
is considered clinically needed. In such case, the lowest effective dose is
recommended.

Physiological changes during pregnancy may affect levetiracetam concen-
tration. Decrease in levetiracetam plasma concentrations has been ob-
served during pregnancy. This decrease is more pronounced during the
third trimester (up to 60% of baseline concentration before pregnancy).
Appropriate clinical management of pregnant women treated with le-
vetiracetam should be ensured.

Breastfeeding
Levetiracetam is excreted in human breast milk. Therefore, breast-feeding

is not recommended.

However, if levetiracetam treatment is needed during breastfeeding, the
benefit/risk of the treatment should be weighed considering the importance
of breastfeeding.

Fertility
No impact on fertility was detected in animal studies (see section 5.3). No
clinical data are available, potential risk for human is unknown.

KENCI T DIRA SCE
(KEPPRA (levetirace-

tam) injection, UCB,

INC., 2020 9 H]

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes

in women exposed to antiepileptic drugs (AEDs), including KEPPRA, dur-
ing pregnancy. Encourage women who are taking KEPPRA during preg-
nancy to enroll in the North American Antiepileptic Drug (NAAED) preg-
nancy registry by calling 1-888-233-2334 or visiting
http://www.aedpregnancyregistry.org/.

Risk Summary

Prolonged experience with KEPPRA in pregnant women has not identified
a drug-associated risk of major birth defects or miscarriage, based on pub-
lished literature, which includes data from pregnancy registries, and re-
flects experience over two decades /see Human Data/. In animal studies,
levetiracetam produced developmental toxicity (increased embryofetal and
offspring mortality, increased incidences of fetal structural abnormalities,
decreased embryofetal and offspring growth, neurobehavioral alterations
in ]offspring) at doses similar to human therapeutic doses /see Animal Da-
tal.

In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2-4%
and 15-20%, respectively. The background risk of major birth defects and
miscarriage for the indicated population is unknown.

Clinical Considerations
Levetiracetam blood levels may decrease during pregnancy /see Warnings
and Precautions (5.9)].

Physiological changes during pregnancy may affect levetiracetam con-
centration. Decrease in levetiracetam plasma concentrations has been
observed during pregnancy. This decrease is more pronounced during the
third trimester. Dose adjustments may be necessary to maintain clinical
response.
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Human Data

While available studies cannot definitively establish the absence of
risk, data from the published literature and pregnancy registries have
not established an association with levetiracetam use during pregnancy
and major birth defects or miscarriage.

Animal Data

When levetiracetam (0, 400, 1200, or 3600 mg/kg/day) was administered
orally to pregnant rats during the period of organogenesis, reduced fetal
weights and increased incidence of fetal skeletal variations were observed
at the highest dose tested. There was no evidence of maternal toxicity. The
no-effect dose for adverse effects on embryofetal developmental in rats
(1200 mg/kg/day) is approximately 4 times the maximum recommended
human dose (MRHD) of 3000 mg on a body surface area (mg/m?2) basis.

Oral administration of levetiracetam (0, 200, 600, or 1800 mg/kg/day) to
pregnant rabbits during the period of organogenesis resulted in increased
embryofetal mortality and incidence of fetal skeletal variations at the mid
and high dose and decreased fetal weights and increased incidence of fetal
malformations at the high dose, which was associated with maternal tox-
icity. The no-effect dose for adverse effects on embryofetal development in
rabbits (200 mg/kg/day) is approximately equivalent to the MRHD on a
mg/m2basis.

Oral administration of levetiracetam (0, 70, 350, or 1800 mg/kg/day) to
female rats throughout pregnancy and lactation led to an increased inci-
dence of fetal skeletal variations, reduced fetal body weight, and decreased
growth in offspring at the mid and high doses and increased pup mortality
and neurobehavioral alterations in offspring at the highest dose tested.
There was no evidence of maternal toxicity. The no-effect dose for adverse
effects on pre-and postnatal development in rats (70 mg/kg/day) is less than
the MRHD on a mg/m?2 basis.

Oral administration of levetiracetam to rats during the latter part of ges-
tation and throughout lactation produced no adverse developmental or
maternal effects at doses of up to 1800 mg/kg/day (6 times the MRHD on a

mg/m? basis).
gl
F—ANZ VT O B3
An Australian categori- [KEPPRA (levetiracetam) film-coated tablets and oral solution, UCB

sation of risk of drug use | Pharma : 2021 46 H]
in pregnancy

£ . PO - An Australian categorisation of risk of drug use in pregnancy

B3:Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful effects on the
human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of
which is considered uncertain in humans.

(2) MNRZFICEHT HEEH
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V. EU, KEORMICEL IR D,
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16 A C O E NIRRT D ANCR 5 5,
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4. CLINICAL PARTICULARS
4.2 Posology and method of administration

Paediatric population
The physician should prescribe the most appropriate pharmaceutical form, presen-
tation and strength according to age, weight and dose.

Monotherapy

The safety and efficacy of Keppra in children and adolescents below 16 years as
monotherapy treatment have not been established.
No data are available.

Add-on therapy for children aged 4 to 11 years and adolescents (12 to 17 years)
weighing less than 50 kg

The initial therapeutic dose is 10 mg/kg twice daily.

Depending upon the clinical response and tolerability, the dose can be increased up
to 30 mg/kg twice daily. Dose changes should not exceed increases or decreases of 10
mg/kg twice daily every two weeks. The lowest effective dose should be used for all
indications.

Dose in children 50 kg or greater is the same as in adults for all indications.
Please refer to the above section on Adults (>18 years) and adolescents (12 to 17
years) weighing 50 kg or more for all indications.

Dose recommendations for children and adolescents:

Weight Starting dose: Maximum dose:

10 mg/kg twice daily 30 mg/kg twice daily
15 kg @W 150 mg twice daily 450 mg twice daily
20 kg W 200 mg twice daily 600 mg twice daily
25 kg 250 mg twice daily 750 mg twice daily
From 50 kg @| 500 mg twice daily 1500 mg twice daily

@ Children 25 kg or less should preferably start the treatment with Keppra
100 mg/mL oral solution.
@ Dose in children and adolescents 50 kg or more is the same as in adults.

Add-on therapy for infants and children less than 4 years

The safety and efficacy of Keppra concentrate for solution for infusion in infants and
children less than 4 years have not been established.

Currently available data are described in sections 4.8, 5.1, and 5.2 but no recom-
mendation on a posology can be made.

ib:jﬁ&j‘é%ﬁﬁﬁ

(KEPPRA (le-
vetiracetam) injec-
tion, UCB, INC.,
2020 £ 9 A]

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

The safety and effectiveness of KEPPRA for the treatment of partial-onset seizures
in patients 1 month to 16 years of age have been established /see Clinical Pharma-
cology (12.3) and Clinical Studies (14.1)]. The dosing recommendation in these pe-
diatric patients varies according to age group and is weight-based /[see Dosage and
Administration (2.6)].

The safety and effectiveness of KEPPRA as adjunctive therapy for the treatment of
myoclonic seizures in adolescents 12 years of age and older with juvenile myoclonic
epilepsy have been established /see Clinical Studies (14.2)].

The safety and effectiveness of KEPPRA as adjunctive therapy for the treatment of
primary generalized tonic-clonic seizures in pediatric patients 6 years of age and
older with idiopathic generalized epilepsy have been established /see Clinical Stud-
ies (14.3)].

Safety and effectiveness for the treatment of partial-onset seizures in pediatric pa-
tients below the age of 1 month; adjunctive therapy for the treatment of myoclonic
seizures in pediatric patients below the age of 12 years; and adjunctive therapy for
the treatment of primary generalized tonic-clonic seizures in pediatric patients be-
low the age of 6 years have not been established.
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2. TOMOEEE R

[4—’7' j7“\/ﬁ$$/jf 500mg EHU/&&@EEAEﬂ:]

PRAFIEHE Wi\ 77/ R hv

TRAFSAE - SEIR, ﬁi?)??ﬁ%iﬁfﬁlitﬁﬁ&ELﬁéW< (REE : K9 10001x)

AREBRIEE - AMEL (BFH, PN . pH, 88 (BEEROEGEZ 100% L Lz & & OFRFR) (2o T, Ml
ERE = &2 1 BIRE Lto

BlAE A —7 77 REEE 500mg 1 234 7V (5mL) OWNEWE FROEIR & BlE L,

AR 2014 4F (5L D RRTEA M OIS AR 76 21k 40 1R S IRs s D 44 )

(K. AZERUVRHEICEYT 5F1E)
PR P B 2R VIR

pH : 5.0~6.0

WL AL ThoibET52 8

WK EDERALEL
I .
p:Ce ii{;u% B Bl AIEDER - pH Sk PRAFIIM
— H . K AR IR
(BERRTE 2 ) (RHCE L D) BAESE | LUSM | 3BSM | GRS | 24 B
5 e s MEta A DR — — — —
NI 4 5
EBEIEH 100mL 0 pH 5.94 5.72 5.59 5.74 5.72
(RIS T 45)) R AR (%) 100.2 | 100.1 | 100.2 | 100.1
T 5% S8 mEBHOK | — — —
KEHEHR 5% T
5% K% 100mL 55 pH 6.09 5.77 5.68 5.74 5.73
(REZREET 1) o HIEE (%) 99.9 100.0 98.7 100.3
Y N I A0 Y5 B OIR — — —
777 | 5 )
O 500mL* 605 pH 6.26 6.40 6.39 6.26 6.23
(RS T H) R BIER (%) 100.2 100.0 99.8 99.7

— EEZ IV BN 2ol EBERT,
% 1 MBSO TARRER D S A HE500mL & {EFA L 72,



(4 —4 75 AiEE:E 500mg  #iik & DEEEZEE]

RIFTHE W T A%

PRAFSRAE ¢ 28R, AR AT S R OMGELYE ™ (BRE - 59 10001x)

AERIEE AL (BF, B, pH, & (BEEHZOEEZ 100% & Lz & EDEEER) 1220 T, #l
TEREH] Z L1 1 BHAE LTz,

BB A —F 77N EE 500meg 1 34 7L (5mL) ORNEWZ FROEIR LA Lz,

AR FENRE  2014 4F (5L D RRTEA M OIS AR 76 21k 40 1R S IRy s D 44 )

(K. AZERUVRHEICEYT 5F1E)
PR+ M PR B 72 SR
pH : 5.0~6.0
Mk mRLThoEkbE5T52 L

WE&REDEBREZEIE
TN ===
—n B RR AR
e ORf L D) N L L it H‘
(RS 2 ) i [IRRENIERES 1EER) | 3EER | 6 BER | 24 KM
) A wapnow | — | — | — | —
7V A — i Jp— a8l O
myYEYL, B 100mL |7 pH 5.01 488 | 497 | 507 | 4.98
(oK) o TEIEE (%) 100.0 | 100.4 | 100.5 | 100.0
AA 0 HHTE 8.4% A i WEBo® | — — — —
REKES FUYL 100mL ?o ; 5 pH 7.99 802 | 808 | 810 | 814
(RIFRET ) R FEAEER (%) 100.3 | 100.1 | 100.0 | 100.3
L=y h T wm | mewvow | — | — | — | —
20%~ =y h—LTEEE YD) J— Bl I O
D-v = k=i 100mL | pH 5.80 587 | 592 | 622 | 598
(Wit E) R RAEER (%) 99.7 99.8 99.7 99.9
2 wm | mewvow | — | — | — | —
KIGH T NAE 2% 1 8 Bl D
AL IL S LKA 100mL | pH 5.39 511 | 550 | 546 | 5.44
(RIS T 45)) R TEIEE (%) 100.0 | 100.0 | 100.3 | 99.8
. BRE. 73/B. 1B
. BAE _Eﬁ , 100mL % 5.1 pH 5.13 513 | 514 | 514 | 5.13
BEES23IY. MEBRRR (R
(KRR T 453) AT Rt R (%) 99.9 | 100.0 | 100.0 | 99.8
. BRE. 73/B. 1B
*F ?ﬁ*g _Eﬁ , 100mL % 5.3 pH 5.31 532 | 533 | 533 | 531
BEES23IY. MEBRRR (R
(KRB T 353) R R (%) 100.0 | 995 | 99.8 | 100.4

— RAEE LD BB RpoTo Z L ERT,
* o BRFRITE M U4 R (SN T BLAB RIS ONT AR biviaiod, IRERE Oz 7 7 Ui,

R ARANOFEAIFRHIEREOFEEIL, 114.1.1 AFIO 1 E# 58 (500~1500mg) % 100mL O A4 AR,
ALY v T IVESUL 5% 7 R UBEESHE CHART 2 2 &, /MR TIE, A TOMREE 2 B2 ICHR
HREOWREREZBESTHZ L, [7T.15H]

14.1.2 FRBEIT, ELNITHEAT D 2 &,

14.1.3 Ak, AOIRETIZEMEZBO LI M L2t ) THD,




(1 —4 75 Ri#EsE 500mg  FEF|E DEREZE L]

RAFTERE - i/ N> 7 /K bov

TRAFSRAE - =R, ARV AT S L OHELDE T (B« K 10001x)

ABRIEE c AMEL (Bl IR, pH, &8 (BAEROEEZEZ 100% & L7 & & DERMAFR) 2o T, Hl
TERHY Z &2 1 EAE L7e,

EE A =77 7 AT 500mg 1 /54 7L (bmL) ORNEW AR (REARIE, REWEK 5%, 7
Ty 7)) Oy TSR BVITEAUR LT, S bICEAZ 1 /SN ARM LT, 7ok,
IR E TSRO RANT, 5% DI SCEITIEVEE L ik 2Bl e LT,

ABRSENE 2014 4 (Rih D IRIEA M OBE IR e 140 (3 RBR SE M Ry AL D 44 FF)

(K. FERUVA=ZICET 5FHE)
PR A P T VRS
pH : 5.0~6.0

A FHRL O eRETDZE

W% (KEAERT) LEHEDREEL

URN: ===
%{uuiﬁ;ﬂﬁ A B AHEDPEY - pH SABRIE PRAFHITH
—h% AR A
— —| GRHSCEED
(BLERE ) Wi | mp g | RHCEEY) A | 1R | 3 R | 6 mER | 24 mER
KGARTE P— s BAOFEHOWE| — — — —
HEBER 100mL e pH 5.94 572 | 559 | 574 | 5.72
2 41 ] <IiE') 4.5~8.0
CREEEE TS PR (%) 100.2 | 100.1 | 100.2 | 100.1
ARA 2V Img P— AElL | EEEWO®KR| — — — —
FELFUY 100mL| 1mL 23 *5 o pH 5.72 576 | 5.75 | 5.712 | 5.70
(#—=38) T BER (%) 100.0 | 100.3 | 100.0 | 100.1
F v 7 AT 20mg Py Az ) MOBEHOW| — — — —
JO0+&3 R 100mL| 2mL ’é“G ﬂg 6 pH 6.28 6.84 6.47 6.61 6.44
7 74) T e (%) 99.8 | 100.1 | 99.8 | 99.9
YNE 7 S EER 100mg -~ T~ N | EGEROK| — — — —
m
AULIBAY YL 100mL| o DU pH 8.25 823 | 829 | 830 | 821
(Z7A49=) 9~10  |ztEE (%) 99.9 | 999 | 998 | 99.8
N . — Mard:x q A A7 P e J— I _ .
VL - a—5 7S A 100mg o S8 HEAEH DK
ErOaLFy: omL
FRALFIvaANIE 100mL| 2™ a5 e 5] pH 6.76 6.75 6.81 6.77 6.76
IRFLFUSL (1 2) 7080 |z6rimm (o
(77 4 ) 0~8.0 | gfr® (%) 99.8 | 99.7 | 99.7 | 99.7
T Fa rERK 3.3mg 0 I BAFEHOWE| — — — —
FEHARYUYUBIZTILF FYSL[100mL| 1mL ?o ; 5 pH 6.68 668 | 6.69 | 661 | 6.63
(MS D) T BER (%) 100.1 | 100.0 | 100.3 | 99.8
m 2,
HREH— b A LB 100mL| o s pH 6.19 634 | 6.33 | 620 | 6.16
CREFR L T3) BRI (%) 99.3 | 99.2 | 992 | 995
N 3 ,ﬁ{i VA N J— J— — —_
T 10 S - A1 VI O
m
FIFERS Y FAVILEE 100mL| 7 pH 5.18 523 | 527 | 522 | 5.20
) (1) | 3.5~4.0
() Sedh AT (%) 100.5 | 100.2 | 99.9 100.2
J R« ~sSY U 1 FHA10mL e~y | ML | REEHOR) — — — —
AU SF RS L 100mL.| 10ml. {75 ] pH 5.86 591 | 594 | 588 | 5.90
(Fr LK) 55~8.0 |mfEE (%) 100.5 | 100.6 | 100.9 | 100.6
77 AV o 0.25¢ gp, | SMBL | REEIOR| — — — —
77V oF B LK 100mL (gl) [EREXQL Y pH 5.49 5.52 5.51 5.51 5.49
(72T T ABER) 5.0~6.3 |7fi% (%) 100.2 | 99.7 | 100.2 | 100.1




IR TE4 N S— FRAT AR
FLESOVER-pH|
e it | mam| Gsny | PRER o
B g | (RAEcE AR : 3 S s
(B A k) R R | BlA & [IRREIER? 1M | SRR | 6 FERE | 24 WERE
ERAEZ U > 8100 1 o~ s i S8 (0 VB B DR — — — —
FUELYLF RUS L, 1mL o
DA ot okt | 100mL G X e S pH 8.12 810 | 810 | 809 | 7.98
(Meiji Seika 7 7 /L~) 7.0~10.0 | 47 (%) 100.1 | 100.2 | 100.5 | 100.4
TS0 HB | mEEHOR|  — — — _
(0 Y5
BUBTA L UREE 100mL | 1wl | pH 5.36 541 | 5.44 | 539 | 5.42
(MS D) | BER %) 100.0 | 99.9 | 100.1 | 100.0
T AT S EER 500m SB | mEEHoR|  — — — —
§ & 1omL | EEOBEK
TYRORALUSY FEAVEE | 100mL | pH 7.12 6.98 | 698 | 699 | 6.93
. NN (#FE1)| 5.0~75
TRy hPx/5v) FRIFER (%) 100.6 | 100.0 | 99.6 | 100.2
Hkif 7 V7 2 25%#$E 5g/20mL WEOPDE| g psemmon  — _ - fﬁﬁﬁ;
R R] RN LS TEIH O
AfET7 LTS > 100mL | 20mL | g g sy pH 6.66 673 | 674 | 676 | 6.74
FEAERTE A P A i A R - —
(LR A A iR 6.4~T.4 | petrsz (%) 100.3 | 100.1 | 100.6 | 100.6
H A2 —PEsHK 10mg (A~ SMBL | mEEO®R| — — — —
IFEFOU 100mL | 1mL | ¥ GEH pH 5.74 5.76 5.77 5.76 5.75
(T AT 7 A BHK) 5.8~6.2 |17 (%) 100.0 | 100.2 | 100.1 | 99.9
o . o~ OB O] — _ _ —
YT w7 AR 250 H B | I Ok
g 10mL |[ELOEE OB
FLHOEL 100mL Gr | R pH 10.46 10.46 | 10.46 | 10.47 | 10.37
(T 77 YAIAT T4 ) #10.4 | A7 (%) 995 | 994 | 99.6 | 99.3
S5OHy A s MEEHOWK | — — — —
771> ME 30mg e
ISR 100mL | 20mL o5 pH 5.07 5.06 | 508 | 507 | 5.09
CHESTTES) O R (%) 99.9 | 995 | 100.0 | 100.4
J =L U EE A 250mg SRR 5 SE | mEEHOW|  — — — —
5mL
T/ NLES—LF UYL 100mL G 1) [ESHFN pH 8.87 884 | 887 | 884 | 876
(/=T 7 =) 9.2~10.2 | Ffrs (%) 99.8 | 99.9 | 99.8 | 99.8
LU TERHI 5mg Wi~k | SMEL | BMEBWOW| — — — —
STEIRL 100mL | 1mL R pH 5.42 542 | 541 | 542 | 5.44
(B T3) 6.0~7.0 | F&1ER (%) 100.3 | 100.2 | 100.3 | 100.0
RA A U HTE T50mg W~k | ML | MEAEHOR  — — — —
RRTT= R VF FUSL 100mL | 10mL | faiEm pH 8.54 852 | 853 | 853 | 854
(=T 7—=) 8.5~9.1 | #17K (%) 99.8 | 99.9 | 995 | 100.0
AV —AERT 0.5g .. fﬁ%ﬁi@iﬁj Mg | maBHoR|  — — — —
FFIS—LF FUDL Loom, | 20mL | PR pH 10.53 10.52 | 10.46 | 10.52 | 10.47
(1 2) | 10.5~11.5
(HET) (1 3) PEAEH (%) 100.1 | 100.0 | 100.3 | 100.1
KL 3 AR 10 S8 MOBEHOE| — — — —
5K 10mg p—
SHYSh 100mL | 2mL. | oo pH 5.16 512 | 513 | 511 | 5.13
(T AT T ARH) T R %) 100.1 | 100.2 | 99.8 | 99.6
7L e Tk 250mg HBL | mEEHOWR|  — — — _
(0 V5
JI=hAVF RUSL 100mL | 5mL 1 pH 10.24 10.23 | 10.25 | 10.21 | 10.10
(K B A A HUER) P73 (%) 100.3 | 100.7 | 100.9 | 100.7
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e S8 M4 BB DR — — — —
KEWEL 5% 45 -
5% Ko SEgtE 100mL 0565 pH 6.09 5.77 5.68 5.74 5.73
(KRS T 55) A7 (%) 99.9 | 1000 | 987 | 100.3
NN 7 4 ¢4 T B D e — — — —
ARAIUYE Img o S8 I Dk
FELFYY 100mL | ImL |7 pH 5.56 5.60 5.59 5.59 5.50
(85— =40 T I BE=R (%) 99.9 99.7 | 100.1 | 100.0
N waBHOW | — — — —
T3 v 7 AT 20mg o Sl B DU
Jo4s R 100mL | 2mL 8606 pH 5.74 5.75 5.73 5.75 5.70
(F774) T I mE=R (%) 100.0 | 100.1 | 100.3 | 100.4
VE 7 b 100mg g, | POEE~ S| mEENO®R | — — — —
m
AUL/BHYSL 100mL G 1) e DBl pH 8.24 8.19 8.22 8.19 8.16
(TZ7AYP=) 9~10  |z&fER (%) 100.2 | 99.8 99.7 | 100.0
VL e a—F 7 14 ) W — — — —
Vv “:l 7‘7%%}5}3 100mg e S8 I (0 VB O K
ERRILFIANTE 100mL 2mL o pH 7.26 7.27 7.24 7.23 7.14
IRFILF RYSL (1 2) - ]
(7 7 A HF—) 7.0~8.0 I 7AER (%) 99.9 | 999 | 999 | 998
TH K K 3.3mg ] S8 (0 VEBR OYR — — — —
TXY ARV VY UBBIRATFILF F)L|100mL | 1mL ‘%“0 a5 pH 7.10 6.81 7.07 7.06 7.00
(MS D) T ek (%) 100.0 | 100.4 | 100.1 | 100.1
ST 7 4+ —7 1 100 4x ) AT DR — — — —
' %ﬂﬂ g 5mL ERiNYi]
BREY— kA LB 100mL Gy | a0~ss pH 5.64 5.62 5.63 5.62 5.57
(NEFEE G T3) T kR (%) 100.2 | 100.5 | 100.2 | 100.3
W 7% 10 4 ) AT DR — — — —
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