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AUC Area under the drug concentration- time curve | Il FPJEE — IR AR T i fE
AUC- Area under the drug concentration- time curve | #E[B KR F T AUC

from O to infinity
AUCo+ Area under the drug concentration- time curve | £#&E & S F T AUC
from O to last quantifiable concentration
CCDS Company Core Data Sheet B¥EPET—2— |
CK Creatine kinase JVTFoxS—F
CL Total body clearance BHI VT TR
CL/F Apparent total body clearance RAnigdoeg s )7 Z A
CLcr Creatinine clearance JVTF= T )T TR
Cax Maximum blood concentrations 3¢ e I 3
CYyp Cytochrome P450 F ~ 7 v—2A P450
DIHS Drug-induced hypersensitivity syndrome SR P 2 U i (e
FDA Food and Drug Administration K[ £ i 155 3E )
GABA Gamma-aminobutyric acid Ho=T7 3 EEER
HHV-6 Human herpesvirus type 6 ERAALRRAT A LA 6
ILAE International League Against Epilepsy B C A AR
ip Intraperitoneal ME e N & 5
L057 ucb L057 LARF T2 LOFERHY (I RF
JVAK)
MedDRA | Medical Dictionary for Regulatory Activities [EI RS 2= 38 7
PTP Press through pack —
PTZ Pentylenetetrazol NXUFLUT NIV — L
Q1 Quantile 1 551 DUA R
Q3 Quantile 3 %5 3 MUA i
RMP Risk Management Plan RIS Y R 7 B PG
SV Synaptic vesicle protein DA k=
ti Terminal half-life TH R0
TEN Toxic epidermal necrolysis W R B Rt e
tmax Time of Cmax I v 0. % R B SRR ]
UGT UDP-glucuronosyltransferases ZAVI VR Vg ' S5/ T = IV S T A
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1. R4
(1) 4
A —/r 7 Z®E 250mg, A —7 7 7®E 500mg, A —7 7 TORT A 1 v 50%

(2) *4&
E Keppra® Tablets 250mg. E Keppra® Tablets 500mg. E Keppra® Dry syrup 50%

(3) &ZFDHEE
E)] X TAMNA (Epilepsy) DIRLTE Z/x L T 5,
[Keppra] &\WoO4FIE, =27 hO K Khepra [ZHE L TV 5,

2. —fg%&
(1) #%& (& *x)
LR_RFFEH A (JAN)

(2) #4 (dsik)
Levetiracetam (JAN, INN)

3) RTL
Amide type nootrope agents, piracetam #%& /A : -racetam

3. BEAXITRER
0

HsC P NH:
H
r
4. DFRARUVRF=E
2 CsH14N202
sy 170.21

5. b4 (fidiE) XIEAE
(29-2-(2-Oxopyrrolidine-1-yl)butyramide (IUPAC)

6. BEFA%. A&, KBS, B5ES
S ATAFSEFT = — R 2 L059. ucb L059, ucb22059
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2-7msR ) — )L 90mg/mL RRET TV
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~F Y #70.02mg/mL FEAERT RN

@ #HE pH OKREIRIZ R D iRt

i A ik
pH1.0 1307.58mg/mL Hob TR TR\
pH4.6 1031.79mg/mL Hob TR TR\
pH6.8 1076.07mg/mL b TR TR\

(3) B
SO 37C, 75%RH (FEXHEBE) T 5 BEMRA LGSR, KoOBMEIXZENZEN 0.02% K
0.04%TH V. WiEtEzE RS RhoTz,

(4) R (HfER). HBR. BES
g s 115~119°C

(5) EAIGEMBTER
pKa<-2
(6) ECIRE

LARF TG HED1-F7 X )=V T 7 a~FH o &5 pH OBEIRE O SERE 2 K7 (1
EIREE - 25°C),

q syt (log P)
P 142 5 =Y BT Ly~ Y BRI
7.4 -0.60 -4.25
" AERE (log P)
PRI 0 2 = b U Y L - R | 27 n~ b U L - SRR
1.0 -0.81 -3.91




(7) ZOtDELRMEE
BEYEEE : [a]® : -76~-82°

2. BMRADERFHTICETHAIREM

| IIL. B2mS B3 25H |

AR (BT 4 ATV A7 P
25°C (BHORY =F L A8+ BE
S 6O%RH | omy=Fio srEoa | 9B | s
P S PT BT =y 7
40°C (FBEHORY =F L R+ B 6 A
Pk 75%RH DRV TF LA BRI P U
RSB BRI =Sy o
s 60°C
AR - BT AR (G 1 s Y
(GEE) e
RSB
e 10C
Rl 75%RH W ARG () 15 A SR
(Jm. ) o
RSB
F— 40C
TRV 75%RH 45 15 A AR
7
25°C
S — 120 75 Ix « hr DLk
7%5&% BT T HT A v RO P
KR 200W - hr/m2 L E
RSN T T

RH : AH%E

HIETHHE

IR R OVILA - PRIR, WK, BB E. S, Ko, G&

Wl QRERONRE) « MR, fERR

AR (IR, FELED) . K, BEWHE.

Wil Of)  MRR, HEBRWE, JtEME, SR
¥ RV TF LU B 2RY Fr LU BMoNETHARER

file B BRIA

B OHERRERE. EEE

@ FAFIL A ~27 s VRIERE (ATR )
@ FeeEMEE (dy : -76~-82° [2w/v%. /K. 100mm))

eIk

L _RFFTHHLOERE  REK7a~ T 74—

Bt

A ER GAIERE © 205nm)

&
4%
=
e
‘\lx
&
o
i

BT A R 4.6mm,. EX 25cm DAT U L AEIE Sum Ok a~ N5 7 4 —HY U AL E
FETAT D,

F T LR EiE

BEFE : 7® b= kUL D 2mol/L FifgAK (1—100) JEIE (24 : 1)

W & 1mL/%

T P I 7

D LT T H LORFFRFRE OK) 3 fiF DOHiPH



IV. SFIICET

S1RE

| IV. 8HIcB3 25 H |

1. Fifz
(1) FRzDX A

A —/4 7 Z §E 250mg/500mg : FEAl (7 4 b b a— HEE)
A—T T RIALuay T B50%: KT4vm v 7Hl

(2) HENDHERKR VIR
250mg $E, 500mg HE
B {— 755 { =77 F 4
et 250mg 500mg
, T e
&/ HI% T 4 LA a— h g 7 4 )V a— ~BE*
e O = O
SR/ S s W17
(mm) €1 4.6 #5.8
B 277 # 554
(mg)

A= T IERITERRAD DT 4 b T3— FETIER,
KS4vmv7 50%

fR5E4 A =77 RI74v1m 7 50%
PSR o~ 8 A OFy R Xk
FARREMT D L &, b CAE LIZK

(ARANT, AR L TR 2 R4 m vy 7HITH S,)

(3) #HAa—F
A= 7T5E

A =07 78E

A =TT RKIAvra v 50% :

(4) BH YT

250mg : ucb 250
500mg : ucb 500

ARV

WHME - TIV. |WANCBI T 2B 9. it 2

(5) ZDit

A% LR

2. BE|IDOHERK

(1) AES (BEHERSD) OEERVHFMH

{ongs

A — 7 7 §E 250mg

A — 77§ 500mg

A—/r7IRI74nmy
7°50%

e

5157\./\
1

pal
(1 §EH)

L ARFF & F A 250mg

L RFZ & & A 500mg

lgh L~ F 7 &4 A
500mg

Al

raAh)Aa—AF k
VoA, =27 nad—)
6000EP , #% & K 7 A
fg, AT T U U~ T %y
AR E= LT L a—
v GERA T AAbn) . ERAL
FH L, w7 ad— )
4000, # V7, FH 2 =
TII= AL —F

g ABh)LAa—AF k
VoA, w7 ad—)b
6000EP, #B'H &K 7 A
B AT T UV~ %
YA R E= LT L a—
v (G L) . Rk
FHE, v I — )b
4000, V7w =
[ #ES

D-~v~r=F—J, FEFR
V. TASVT— A (L
T = VT 7= bAE
W), BEEKSAB, &

_6_
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(2) EREZDERE
A= ROV

(3) BE
mAERR L

. RMTBBBAOHEBKRUVEE

YL

i
AZM LR

. BAY DAREME D & B MY

AR/

. BHOEEFHTICEITHREL

(1) 4 —4 75§ 250mg. 500mg

AR TRAFSAE TRAFIZHE PRAT 2 H] (EES
25°C
o /j‘«{:t*l\
ERAEAER 60%RH PP . 36 /1 A
" AN hoveE
W BT
40°C
~ VB!
fiTi 75%RH ol 6 f HLH P
. AN N R
40°C
B0 AT & JHE ) 35 A BN
AR AT
(IRFE) 70°C
B0 AT & JE ) 1% A BN
W HT
25°C PTP al3E*!
75%RH N R R 34 H HiEN
AR W HT s
() 40°C
75%RH FUSEIR 1%A KN
W BT
25°C
I 60%RH PTP ds™!, 120 75 1x -+ hr LA |
(%J SRRV RN VIZCIE SN Kk ik
KO ML 200W - hr/m2 2L E
TN ENT T

RH : AH%E

WEEE - MR, ERWE., e, Ko, Wk, gk
1 A Ve = (BE)., Fa7 Vv =UALHE

%2 RV ZF LR hL+RY L ofilxy v
%3 AL I-KE
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R | RGANE - TWE | REEE | A& e WE | W Ea
40°C
L ﬁbggﬂg 3 1 A BN | BN | A | SRR | B
R
30°C 250mg ¢ :
o 75%RH Bk
e o 6 » g | SRR i | s | e
B s A
250mg Gt -
25°C/60%RH , Bk
DR e mene | mmn | SRR e | e | e
. B0 sk A
ITERAMR O T 250mg $E :
“7 , B2
| 1207 e | i | OSERE ) ey | e | e
s A

RH : FHx} 2

P T8ER « 1 7B AFOBEAERETCOREERBIEIZOWT (BH) | (BAFBERAIRIS © Ak 11 4 8 A

20 H) ICHERLL THT o 72,

*1:1 % HCTREAEMMSR O, 3 » HLUKBR CHBIFTEE/2HEANTRD biviz QIERH : 1, 3, 6 » A),

*2: B CHRBIFTEE /RGO bile, i, P DA Z RS OLEMTITo X RBRICB N TS, FSEOR
BRRD STz,

DA—45T3 L3420y T 50%

Ty e REIE (A I W
o j S MG E CI D = L
R a0 R b 6 5 A AR ST B I
T2 1) 75%RH A L [
an o AJSF
25°C
EHIRGEREBK 60%RH NSk 36 % A RN
Wi
40°C
ROTREE | s 54 A
TR Wi
(IEE) 70°C
ROTREE | e 19 A A
Wi
25C
75%RH 142 54 Bt
SR T
(V@) 40°C
75%RH e 1 %A Kt
Wi
R 25 gragere | 207X hrBLE
) 60%RH | %8 GEX) KU A
200W * hr/m2 L E

RH : FHxHEE

¥ BT S ORER, BTG SITERE MK 7 A BR A Etels, BT IEE A,
BIEIEE : PRIR, WOk, ERWE. M, pH. Ko, WHME, BEWRET, &Rk
7 REERRBRIER <

1 : RV ZF LR M+RY oLty v BBRFHIAD)

* 2 MEOBRK LK
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| IV. 8HIcB3 25 H |

AR | CRTESRM: - FERE | CRIEHIR PR G HHixE Koy A
40°C
e | RDATE LETER
3 AT 3»H RN JRFEN AL JREEN FRFE N
30C
N 75%RH LETER "
' e 65 H RN JREEN AL HFE N RPN
B AR o
60 77 1x-hr ETEER
95CI60%RH | 25 H R B g | B B
HeEwmtT 7 | fHIR GEG) ETCER
. O 95 H RN HIFEN R RN RN
ITERAMR Y | 120 5 1xhr P TER
Sy 50 H TR N RN R RN RN
B AR 2 SHHR (GEESE) ETCER
50 A RN HIFEN SRR RN RN

RH : FHxHEE

FHIE TEER « 1 72 AH O A R EE C O L EMHREBRIEIZ OV T (BH)
20 H) ICHELL TITo 72,

k01 ABAKSBHEINL, TR EILIEA N> 7- GUERS - 1. 3, 6 » H),

(AAEBERARN 2 - PRk 11 4 8 J

REERVBREDREMS

A—7TZF3420v 7 50%

WfiR% DZEMEIZ DWW T, AH| 1000mg (L _F T 1 # A& LT 500mg) % 50mL D /KIEKIZ iR
24 B =IRMRAE L, AMEL (0 RORfFRZIE L7,

- T REE (%)
£ . JLRE
PRpr SRt - I N Yy N AT
LR OENHOCT - -
NTd=t ZEAL7
FIH 5 2 g DTN HE A7 L 100.0 100.1

hFlEDEESEIE (WEEFEHEL)
A= 7T RT7A4vm T 50% L EHEMNEDOEAEE(EROFEME [XIIL F5 2. ZOMoBEE R
DIE|ZFEH

- and
4 —4 7S 250mg. 500mg
GERIE) BASRGEHRERE (O8N FWE)
ESCERREILTE - Qi I EIL 2
AR 7K. 900mL
() 30D QEIZ80% TH D (722l S2/KEETEEE LT D),
A—7TZ3F>420y 7 50%
REM LR

B - A%
(1) EEALELGES - G, SNESKKRLES - QECHY 15
%M L7800
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12.
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(2) B%
A —% 77§k 250mg : [PTP]100 $ (10 #£X10), 500 & (10 §£%x50), [7'F A F v 7 K 11500 6
A —/ 77§ 500mg : [PTP]100 & (10 $2Xx10). 500 &£ (10 $£X50), [77 2 F v 7 K + 11500 &2
A= TT7RIA4vv T 50% : [T AF 27K A]100g, 500g

(3) FREE
FE L

(4) BREOME
PTP : RV =/ TII =0 L{E
ARV :RIFLy (B Ry 7er’Ly (Fvyv7)

ARRE SN DEHLE
BRI L

Z 0t
EERAN



| V. BcT 2EA |

V. ARICEET HIER

1. MEEXIEHR
OTAMNAEEDERFNE (CIRMERBALIEZ G )
O DFLTANAEE T3 72N RD GO LR T A ABE ORERRIEIEIS T 25 TANAHEKE
DHFFRIE

2. hEEXIHRICEHAET 5FE
FEEN TR

3. HERUHE
(1) BERUVHAEDHES
1) 4 —%7 754 250mg. 500mg

BN aEE . RACIE L RF T X AL LT1H1000mg 2 1 H 2EICHTTROKST 5, 7
B ERIZED 1 H 3000mg A #8 2 72 VO VEEPH Tl BT 5 25, H R 2 ML o RIFRE
ZHIFC1HAREE L T1000mg LA FF2179 2 &,

AN @, 4 LA EO/NRIZIZLRF T HX AL LT 1 H20mg/kg 2 1 H 2 [ENIHT TRAOKE
T 5, 72, SERICEY 1 H 60mg/kg % #8 2 72\ EPH Tl BT 525, B &L 2 L
FoMEEHIFT1 HHEE LT 20mgkg LT3 2175 Z &, 7272 L, (K& 50kg UL LD/
W, RAERUHE - ARZHAVWSZ &,

2) A1 —4TS5F3428v750%

RN alE, RACIELARF T X AL LTI HI1000mg (R7A4 vy 7L T2 #1H2
BT CRIFEMR L TR O35, 728, FERICEY 1 H 3000mg (K74 v vy
L LT 6g) X \WEPH CHE I T 228, HMEX 2 HMU LoMEzHI7C1 HHAE
L LT1000mg (RIA4vmy7ELT2) UUFFOT9 2L,

AN EE. 4 U EO/NRIZIZLARFIEHLLELT 1 H 20mgkg (R A4y 7L LT
40mg/kg) % 1 H 2 [ENZ3 T CTHERFER L TROK G35, 7ok, ERICE DY 1 H 60mg/kg
(R4 vmy 7L LT 120melkg) %82 72 V#iPH CRE T %25, BT 2 B L
DlFEZ&H T T1 HHEE LT 20mgkg (K714 m v 7L LT 40mgkg) LA F$21795 2
L, L, KE 50kg LLED/NETIE, lRAERUAE - HEZHWSZ &,

(2) AZERUAZEDHRTERE - B

[N ZExt5e & U]

HAPREICRE T 2 A ERGERBR (EWN N01375 3Bk L O E N01061 #ABR) mifEk v, PEAE
EEREERIC, HAREICBITD 1 HHEZHRE LR,

AME N01061 #ABRIC I T EZEFHIIE B Cd 2 Fofa Al & COFMIIFIC I T 5 6 » H HIFIE
HRPERE OB G OFERNL, L_F T4 A (1000~3000mg/H) DAL ~E U HEEE (400
~1200mg/ H) \Z#kI9 2L MR E N7, EHWN N01375 HBrRICH\ T, REFHMEEA TH D LF
7+ & 2 1000~2000mg/ A $:5-CTOFHHIMICI T 2 6 » HFFEIEWHIBERE OEEOREEN D,
BRMEDFERD S, 1000~2000mg/ HHED 5 5, 1000mg/ H 7> & AN RS-, 4ME N01061
AR T, LXF T & F L 1000mg/ B &5 TORMBHIMICH T 5 6 » HHFEIEHIERE OFIGIL,
EN N01375 RBROFERZ IFFT 2D Th o7,

[EPN N01375 3B K 0K E N01061 BRI IZ L_F T+ & L 1000~3000mg/ H & B At 72 BEVEN
IRENT,

FE N R RBR AR 2 Tl & LT, BEICAMNE TR O TV AR S BB, R L 2O
DO EITO, BRANZBIT D LV_XF 72X LAOMHEED 1 BHEEARE L, LXFTEHX A
OOFAFEELE LT, N165 B Cld, L _XF Tt X A 1000mg/ H D7 7 BRI T 5 HMEDNRGE S
AL7=, 1000mg/ H# & 3000mg/ HBEH OARFIGZIPED LG TE | B D EWIRD bivieno 7o,
HEREZORBRICH VO TH, N165 &5k (1000mg/ H & 3000mg/ H) MO N01221 7#45k (500mg/H |



| V. BcT 2EA |

1000mg/ H. 2000mg/ H } O* 3000mg/ H) DRI K& 7@ MR- T2,
3000mg/ H 1%, 1000mg/H & [RERIC 7 T B REE L ik L CHEFZORFRIZHA S IEN TR L,
HETHZ LI R LD ) 27 1HE W EE 2 B, 3000mg % 1 HigmMEE LTRE LT,
YL EOREHZI IS & | BAREICR 2 A O RiEKR O H&EIZOWT, BA - gFHIZEHL 6 3 FH—0
MEROCHEE T2 2R THL EE26NT,

[/NERZExSE U7-iRER]

4 KL EO/NROESIEOHFHEIEIC KT 5 HELAOCHEIZX, BKTORELAUVHEEZ S BT,
NO01223 #ER OFERZ FITHE LT,

Fo. AT T T RITA a7 50% &SR & DOEYFRIRIE N
vy RO REROHEITEEAR & F— O ELOHEEZHRE LT,

INRSCER B IE, /NRIZI T 2 F L & RO HHEHPHIC L 2 LT T8 X AOHAWRIE T, T
A AFEVEOIHIZI R RO B, BEMEIXEE THD Z ENER SN, FiZ, HRE&EIERT —
2 R ONENOEHBGERE) DL, ZeMICBELIH - 2MEITRO o hos Tz,

PLEX Y ANEOHEBIEEICKT 2 EEOCHEIIMABEE LR —OAEROCHEZRTE LT,

URE AT DA 255 & L7z B EER ]

SRERIRRIEEZ AT D BARA R OHEANZx S E U EEEFERERBR (N01159 38R V) TiL,
BEAEOPLCAMARE DR L7z 9 2T 1000 X% 3000mg/ H £ THET 5 HELROHEZRE L., 4
ERRIEEOIHEIN B ERD bz, £7-. 3000mg/ H # 5-0 D224 MC Kk & 22 REIEERD b h
ST,

PLEX Y| SMEMRBIEZAETO2RATADAVBEIZHT LTI EX LOMES, BEFOHT
WINAEEZ D LT 9 2 THEFEIE & AR D HE=IZERE LTz,

[RE RIS T D/ 2 55 & Uz KRR ]

AARNNEZ R E U SmE MARIEIC S T 2 BRRBR T — 2 1372003, SEEFARIEOREE L
TIE, MR EBADTANAERE L BITHEELTWD Z &2 E 2. i ABRE L& [R50 A k)3
TXHLEZLNT,

WFREEETH/NETANARE Z5 S L Lz N01223 5Bk 2 OV N159 iRBR O & . il A TA
MABE Zxtge L Uiz N165 a0V N01221 3BR O AE 2 O | S FAEIC I 1T DA 20k OV 2k
DNRTANIVEZ ERANTADPVBETCRES AR D LD TIE R o1z,

PbXv, sSEMABIEZET 2/MNETADAVBEIZHT LT T8 X AOMET, BEFEOHT
AAFEEDER Uie 9 2 CTHARE & RO A &ICRE Lz,

mINnlZEnb, FIA

4. BERUVHAEICEHET 5IE

1. RERUVAZICEET 5FE

1.1 ARFZRERRBIEICH L THEAT 25512, Mo TANAEREIHT S Z &, e
RFEVEIT KT D AFI B P 5- T ORER BRI 32/ L Tu7auy,

1.2 HRANBHERERFICARZRGT L5681, FTRICRTZLVLTF=0 27 V7 T AMixk S
ELLTAAOEGEROEGMREEZRAE T 2 &, £, MEENT 2% T BN EE
T, VT F =07 VT T AEITE U1 B BN A T, MgENT 2 3206 L 7% IS AFH
DB ZITHO> 2L, B, TZTCRLTWLIHEBELAUHEEZ Y I 2 b—va URERICE
SEHLDOTHDHZ ENnD, FRETLICEEICHELRNS, HEMOHEZRHE T2 L,
[9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2%#]

JLVTF= . . 40
7(121 E/ Z 1;? >80 >50-<80 >30-<50 <30 g};\%@% %ﬁg’igg
nn | gmee | e | me |

v | Vi | s | it | e | A [,
| P [T | Tne | T |t |
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1.3 HEOIKEEEEZEDOHHBETIT. HETOZ L7 FUEENMETLTEY, 7L T7F=

7 VT T AE S TITB AR E O it/ Nl 5 TREEN H D Z & s K VIR
ENOEGT DL & bic, HEIDEREZBELAVPOMELROCHELHFHE T2 L, [9.3.1,
16.6.3Z 1 ]

(FFw)

1.1

1.2

7.3

H LR R ARGABR I I WV T AFNTRIE RIS 2 OB TA A S & OO THA O
Al 24T > TR Y B TOMAREERIZ 2R,

AFNIB P ORI TH V| BHEREREE O B 2 B3 Tlix, AFIDOB D O P2 ELE S 2 AT RelE
N5, AERETIECOWTE, BEREK THEICE T2 LT T8 ¥ A0ORYEMEE B L2
KRB O RIS, BRE LT,

7272 L BEsRERRE 2 T 5 A UGS 2 %1 TV D BE TR 2 BB R CHEO T IE
WZOWT, MNRTITEMAR 727 — 2 IS SHFTFIEDIRR R TE W=, FRA DRSS VD
B &R LT,

BHSREIR T2 A9 2 BE TIL, BEEKTOREISCTARORE 7 VT T v A LOARFNEN
WZEREHY (ucb LO57) D2 U7 7 AMPME T L, AUC I BHEREIK T OIS U T L7,
ANTORE 7 V7 T 0 A TBEEIETH & BEK T T 40%, PEEKTH T 52%, &
FERTHT 60%MEF L, EREHYOERED BHERTOREL L HICKEL<Rotz, Ltk
T, BHEETEICRBO TBHEEET & L RAREDIRER L T57-0I10F., BEBEOHAGHNSLEL
EZ N, REIKLOERHY (ucb L057) OB I VT Z AN LT F =27 VT T AL
L=z D, AROHERHOEIEL LT, LT F= 2 VT I ABREHTHLEEZD
na,

F7o, MEEHT %521 T D R B BERE R E O B AR IZ A A 500mg 2B AT B GG 44 FREFIATIC
HERO®ZEG Lz &, LT T8 AOIEEHTRFOHE IR 34.7 BFEI TH o 7228, BHTH
X 2.8 RERICHIMG LTz, LT T X AR OERGHY (ucb L057) OFENTIZ L HERERITE <,
ENEFN81% LN 8T% TH -1z,

JFHERBIR THEIZ BT 2 LA_TF T | ¥ L OFEMENRE ORMRFT 21T o I2AMERIREABR O R RITE S & | &
E L7z,

% (Child-Pugh 2% A) ~H%:E (Child-Pugh 43%H B) OAFREREIR FEICRBW T, fEERA L
L CTLRF T L EHMOEDENGE N T A —ZICREREATRDONT, 257 VT F
VARCKIT DA VT T o AD M (CLng/CL) T b IFREREMR N DR IZ B L 72K FidA b,
AFIORBHZB W T OEENTEE TRV EEZ BN, LavL, EE (Child-Pugh /44 C)
JFRSREIR FE IRV T, AR R OERHY (ucb L057) DI & AUC 2R A &
T2~3EHEML, B U T I AL 62% KT Lz, ZOFI VT T U ADIKTFRIFZ VT F =
I VT T AEESE PR LR TRER 2 5 EE > TR0 | BHEREIS T ORLE 238/ MG L <
WhHEEZ BN, 2T, R TE CIZZ LT Fo s OFEANET T2 LIk E2H
nNo, KAlOEE 7 VT 70 A%, BEM T CRBERAD 99%, HFEEEIKTFH T 87%, (K
THEHT 46% ThoTz, Lo T, BEEMEREK TE W TIAEIFT 2 BHRBRIE T OREZE
EICFHMm L, HEZREHT L L,



5. BRERALIE

(1) BREKT

e RAVL

| V. BcT 2EA |

ORLA
RERoOME | . k x5 e \ S RO | 51 ik
gy | RROTEA o RRT YA+ RO B O sEEno| ®5
HHBE R 24 [ A B [HER O 55 R5%
N201 MO (17 1)) FT AR, “EEM, 8 HEME, © 1
% H[al% 5
% Noog | EMMIER O & BERERATBYE AR D B o )
% PEDRE (16 f1) ISRk, SR, KERE
B |\g0s | FMBBICKITT [REMABIE  PFER, 2027 04—~ HERS o 4
& BHROZEOKGT | (12 #l)
e RO EIR G B e, WAEAL, 2 Y 1 A ——
~ EO&5OEME | (27 41) EHEE A
O © 43
DR
EW B K 224 (e A AR 11 £ -3
P A R (18 1) SEEM. 2 87 oA | O 56
I “ ARG L ADK | REHERN e, HERS
o [NO4E | (4 1) © 62
i EHBEORS  |[fEHERA RO AL AT _A 58U T 4 OfE
?  orom (18 ) BB, 207 B A== MR -
i S 7T RAR E SR, WATRER
% i, RS
EMBREORT R WAL IR AR
No1173 (9 ) SEM. A2 o AA— e W O 57
U i BB R 0L L |EhhE i E HE R 5 R
%%IW% PEDRRFS (16 1) JEERR. BEE 5RO ER S O 15
E% HHBE R 24 (TSR T E IS T R 55
5 |13 | protad (21 4l) IR, BB, WATREN O 14
B (N135 ORISR & 3K (R AR T eRKB_EER, 2 v A4 — o 50
% PR AR ORE | (18 #1) N— | RS
s Tax ol 0 KA T eRKB_EER, 2 v A4 —
2 N | pmnemona | (260 R, R © ol
B N146 LT 7 U b D (R A TR EHER, 2 v A — o 5
i PR AR OE | (28 ) N— | RS
) A=20S SV N ROY S5 SHUN HEEHR, 2W7 v 2AA—R— KEHRE
mINIO e momet | (24 ) O 53
z RATamET b |RERA FER. Lo—/ oA s aAF—n
A IN160 |7 A LW A | (16 4]) —. H[FE5 O 48
& fEHORE
51 N143 Tz= b DR |TALARE |FEER. 12 BRFHKERS O A7
WHIEAEFOBE | (8 1)
BRI B RIEEZ AT |7 TR R, “EEH. TR ik
N165 | OfEt DTCAMNESE | (BEHEE ; 77 18R, 1000mg/ H XY © 5
(213 f51)) 3000mg/ H O H#)
& HOWE, AR B RAIEZ AT |75 B Re R, —EE . WATRER 8%
|1 |0 g0q |FEBIEORR LChmABE | (PFREYE ; 7728, 500mg H . o .
I (351 f51) 1000mg/ H, 2000mg/ H } % 3000mg/
™ H D)
= AE R OV 2k [B 5 %1 2 47 3 | Skt 2 FIERE, BiEAL, S
" O % B 72T LR |, FEREIR (AR ; 1000~2000mg/
NO01375 W2 W& 5 1 72 |HEE. 3000mg/ H &%) © 4
ThAhiBE
(70 1))
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PR OFELE o \ POE" A e g " ; B RO | 51 STk
(i Hsk) RO EE H 1 R RERT YA R Ok DO FiSA BEERO| B
B R OVt |RERARREIEL | SHixdtFE, 77 2R3, ZEER,
NO1159 DRt HT D TAA|BIEAG, WATHER ik © .
BE 6L ) | (PFAYHE ; 1000mg/H, Xix 1000—
(251 #i) 2000—3000mg/ H ~Hj &)
EMBRGREORD |MoRIEELET IR, ek, N165 R B (5] A3k
N01020 | E K QN ZE 2D |2 TANABE |B) DO R S © 8
) (151 f3) (PFRRE ; 1000~3000mg/ H)
B1UH mE, B RIEE AT FERMIR, JEEMR. N01221 Bk (S5IHC
SR OEYEE |5 TADLABE |Hk6) KUIN01020 R Ex (5 HICHK 8)
E NO1222 Dt (5 1 8 : 313|105 Okt 5 o 9
1] w50 B GRS |, 452 1 360(< N01222 3B > (PFFMEEE 5 500~
¥ D% A K AT B |f) 3000mg/ 1)
A PEDORRET
A EMgGHoRs | 17 B OBR|ZHxILE. IEX, IEER. Bk
PR OFEHEOR |(N01159 X X |5
A ) N01363 7 5 ) [{KfE 20kg K : N7 4 1 v Al 20
5T L=, X|~60mg/kg/H
N01361 X NO1159 35|16 Al KE 20~50kg K : K7 © 11
ERNRAR 0|4 ey TEITEEA] 20~60mg/kg/ H
7= B IR U |16 RO IRE 50kg LL X 16 5%
7 HAANYEE (UL RT 4 vay FHEIEEER] 1000
(44 1) ~3000mg/ A
N % T 4E [ 3K ) &) s fig HAN & SE A OB SRY Bh e fRbT
A L # — O 49
PN
[~
@R
RER OFEFE o \ POE" e ap - S FHHE RO | 51 H 3Tk
(i ) AR D 2 H Y R KB T YA o R OSSR ORI sEER0O| =2
g IN151 B, BEELY | #o%EE A | FEHR, HEIROKERSL (EEA)
5 EMBREORS | THTANA
o B B O 3
[~ 3t (24 1)
B
NO01223 | % 11 : Aok, &2 | S %BAE2 A | B, Hxtia, B Gk (58
R OEYERE | A5 TANA | 1 FIvmy Al F28: F
DR B FA vy FHEILEEA]) o 10
& EoW RHEGR | (B 1 #:73
I DEeVE AOEKL | B, 2155
Py 1 UENBEOHE | )
[~ %ﬁ NO1363 | A 2h i & VL et | mEMMAIIE | 2R, IR, IEER
DOt EHTHTA | IKTE 50kg A :
MAEE (4~ | 20—40—60mg/kg/ H ~H5: © 12
16 s AT) 1A 50kg UL E :
(13 #i)) 1000—2000—3000mg/ H ~H4 &t
NO01304 | R4 [ 384 Bh e fig HARNDNER RN TANVEED
= Hr RHEM S Eh e st
A D - © 54
il
b 4- [NO1339 | R T A vm» 7RI | HERERA FEM, BIEA, 2 17 0 24— 3—|
M 4 EBERID AR | (26 B1) B[Rl 5
%f RIS O i © 44
b
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(2) ERPRZEIEEAER
@O HARNERERLA BT 2 AR 0 B G o Ky @hie (N201) Y

TR A B L_TF T & A 250~5000mg & HEREO#K&E Lzt & oReteRat Lz, %
OFER, BRIERSCERRAEICIB T, AAl L ORFEBIRNE E T X 720 B P A QNS F 28
FSFRD LA, EEAIERCERIICIIE E 705 K 0 R BREEEBIIRD bivie o7, £,
RE, A ZNVYA v LERRE, NOWFEHRE, RIREKRKOY v B TRER EIZBWNT
b, EARMICRIE & 72 2 B AEIIRO 57, 5000mg F TOHERE OG- 2BV T, Zatt
WCRTEIX o 72,

&R (EKEP-00109-01-1001) HARABEEESRAIZIBIT S LT T & & LAHEIR 5RO Ry EhkE

B
il

AR OEBEIN TS HEEOHET MEE, FACRVY_FI53vX#AE1LT 1 H

1000mg % 1 H 2 [EZ/3F TREOEG-T 5, 728, JERICE Y 1 H 3000mg Z# % 72\
HPH G BT 2 3 R 2 WL EOMEE HiFC 1 BH&E S LT 1000mg L F
PTOITHZ L, THD,

@ HARNERERA BRI 5 ER NG oRy#iE (N202) 2

R A B LT T X L% 118 1000mg & 1500mg 1 B 2 [BI&% (2 7 A (&F 13 7))
KER AL LicE EOREEERFT LTz, TO/RE, KEEREL OIHERECTLXT T84
LOEBNH SN DNERINCIEE E 725 L9 REERFTA IR, £, Zholstois
PEIZRED DB TR AT B IZHB W T HERIRIICIE L 72 2 BEEBNIA DNRN -T2 &0
5. 1 H# 58 3000mg £ TOLRF T X ADORERAFLGIZBWTLZEMEICREIZ 220 &
Wr <z,

fENEE (EKEP-00104-01-1001) HARMNERERRAIZI T 2 LT T+ & ARERGREOIEYE)HE

O REER T DHMEANNRCTADABRE KT DEEE S (ST —%) (N151) ¥
HRIEEZATHHENNETADABEICL_NF T Z 5L LT 20mgkes ZHEERRA#KS L
1HA), £72. L_XFFEZ L L LT 10~40mg/kg/H (10mg/kg/H TG %G (2 HA).
14 H B 20mg/kg/ B (2, 28 H HIZ 40mg/kg/ FICHR] % 1 B 2 M4 1) T 98 H EIKER
N5 Lz, ZTO/ES, REIE ORERERNPEE TE W EREFT I N R EH N0 b
D, BEERERSCEKRMICHE L 725 X0 2 BEEIRD N2 oTz, iz, KE, A X
WA L RBREE, BRMICEERERIEERD b ho -, DERICBW L, LEX R
RO HNTZH O DOEERINZEE T/ & ST,
HNEE (LEV-PRM-022801-052013) #AE/NETANABEIZEIT D
LARF T 7 LA G RO KB

(3) AERICIERALR
MAER e L

(4) WBEIMAER
1) BERIERER
O EAYFAECK 5 HEAEE (N01375) ©

H B RAEE R T AHT I UL 2 2 T - CADAVBE ZXRIC, LT Tk
# 2 1000~2000mg/ H BED A& A BB 1T 5 6 » A BIFRIEHAETRE OElE
FRMEEE & LT, VR_F T X AHEFPRIEOFNIEE T D,

RET YA Zhisk IR, 2 HER., BIELAL, JEEMR. FERTIEEER

x5 RN AT DT T T2 W 2 5217 72 16 Ll LD HARN TAMABRE
E eI UE W FEZME 1 ELNIZ 2RI E2EES » AU 1RIELERL, 6 » A
BREZT TR - T BE T, Visit 1 KBeH RRBRSERIF) OFEHRD 16 L
Fovo,
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AR 1%

®GE LT T Z L 1000~2000mg/ H 3 i% 3000mg/ HREIZ 6: 1 OEIE TUEAE
BBV AT, ESER T TLARF T & A 1000~3000me/ H & BEFEE L LT 1
H2ME, 26 HEEOZEEG L, 20%, & 52 26 BRFGERG 21T 7=
1000~2000mg/ H #ETix, #E& 584 1000mg/H & L. ZZELHiR 18R, 34
AR 26 3 [ K OSHERFR 26 B REIC 1000mg/ B % 35 L 72, 1000mg/ B 0 FAfhi A R
HHZRAIEDRHEL L 7285413 2000mg/ H ~HEE L, FF O E(LHIR . TSI & OWE
FRAMNC 2000mg/ H % 5 U7z, MERRARIRE T84, v B3 2 95 1 oikie B 53 R
BT L, HERFIIRD & R U B2 MeidE 5 L=,

3000mg/ A BETlE, #lE% 58 % 1000mg/H & L. #EEHIHIC 2000mg/ £ THE
L7, ZELHif 5 3000mg/ B 2 #¢5- U, FEAGH A OWMERF A R LS AlkfE L 72,
BERE DR PR D 58 USRS 5 IS RAT LW IGE, & k1R
WBAT L, L RF T X LRI L, WA 1Tk E A o 2 B%IC%E
O DITKRE LT,

BRI A bR X IR OIS OFL T AN AIROFERITEEE L L
720

TEEHH H

1000~2000mg/ H B DO A&7 A B COFMERICE T 5 6 » A MR IEE AR
FHOEIE

il RRFAT ZE H

a) 3000mg/ H B OFMIIRIIC I 1T 5 6 » A BIRIEM I ERE OEIE

b) 1000~2000mg/ H D i A& FEAM & & O 3000mg/ HAEIZF 1T 5 1 4ERIFE 1R
WesRE OEE

¢) 1000~2000mg/ B #E O FHEFEA =B 1F 2 9IEIFREE T HEk

d) 1000~2000mg/ B # O F &AM = B0 2R8Ik E T Bk

FRAT J5 1k

FEFE B 122\ T, BIEHEREBRE OEIS KO 95%FE XM AR M L, §F
MHIENC I 5 6 » A MFEIEHEKREE OEIG O 95%F XA TRIEAS, ek
DOPLCAMAED LLEGRBRIZIE S X HRICEWROH 2 FMEORME L L Tk E
INTZA0% LV b REWEE FREHMT2 2 L & Uic, BIRFEEE H DWW T,
1 FRIRAEE R E OEIE KO 95% XM A2 M Lz, 3000mg/ H#ETIX, 6
H ALY 1 FERRIEHE RS 0BG KD 95%EEXMA R M Lz, FIEFME
FCToO R OVERF I FE o AL, Kaplan-Meier 5% W CREAT L7172, #]lE]
FIEE CTORBD P IAE, IBBRPIEE TORKOPRIE, K ORZTNTHhOBED
95%EHX M 2= HEE L=,

GRS

< EFEFHLEH >

< SHEHIRIC IS D 6 A RIRIEN LR E 0FIS
1000~2000mg/ H #£ D e #&FEAMT A & C ORI 1T 5 6 » H BIRIEE KBRS OEIG 1T

TRIORTEBY ThoT,
1000~2000mg/ A #¥ @
(n=61)
6 » A FEMEIIR) FEAE BB E %5(%) 45 (73.8)
A 95% 15 8 X 60.9, 84.2
pfE D <0.0001

a) HAFHI & T ORI
b) 6 3 HBIFEAEHRERE OFIE % 40% & LRI 2 p EA 2 HOM A MW THRIIL,

< E R H >

a) 3000mg/H BEORHMBIFICIS I 5 6 » A FIFEMEHIMEERE OFIA . b) 1000~2000mg/ A #f
D AT K% O 3000me/ HEEIZH61T 2 1 ERMBEIEHAEIRE OFIGIT, TRIORT L

By THoT,
1000~2000mg/ H & 2 3000mg/ H #f
(n=61) (n=9)
6 » A GHBHIR) E1EN 5 E 2(%) [ 2(22.2)
1R 95 %15 8 X [ ERFHEA S 2.8, 60.0
1 AR VR ISR 40 (%) 36 (59.0) 1(11.1
it {f] 95% 15 FH X [ 45.7, 71.4 0.3, 48.2

a) HAFHI & T ORI



[ V. Weic3 25H |

c) MIEPEIEE TO HEL
BRI E T oREPEEE ToO A #% 7~ L7z Kaplan-Meier #i#t % UL FIZR L7z,

(%)
k100
T 90-
% 80 4
£ 704
N
W 60
PR
L
% 40 -
5] 30 -
20 1
10 -
0 -

50

IPEEFIE S DR F

I I I I I I
0 50 100 150 200 250 300 350 400 (A)
R R AT B d5 1T 2 AP AR PR AR TR H 2K
XTYY &Ry
1000~2000mg/ H £ 61451

d) RBFIEE ToORHK
BRI E T oORBR IR £ To H# % /R L7z Kaplan-Meier #i#t% UL PR L7z,

(%)
100 4

¥4 90 1
80
i 7. —— .
L
L 60
7=
fﬁéé 50 1
% 40-
D _
i 30
§ 20 1
4 10
0_I 1 I I I I I I
0 50 100 150 200 250 300 350 400 (A7)
TR 02 B 1) 2RI B A6 H 3%

O4THI Y %779
1000~2000mg/ H £ 61131
<AMEH>
TR IIR] (M 0 T+ 22 o A L P+ A 1 ] R S PRI L HIRRD) (38 B L 2RI, &
R 71 B 39 $1] (54.9%) T&H Y . 1000~2000mg/ H BT 61 #il 35 61 (57.4%) K O 3000mg/
HEET 10 il 4 61 (40.0%) Th o7z, EREWERIIMER 32.4% (23/71 f) | #EEE 4.2%
BT . SR 2.8% (2171 61) | FHEMED U 4.2% (3/71 41) | EEHIF 2.8% (2/71
fl) KkONEZ 2.8% (271 i) Th -7z,
HEE (JP/KP/1602/0041) H AT 35T 5 4> 3R B A1 O 55 AR 3Bk
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HaRNEZHT 2 HARANRAN TANABEITHT 577 1Ak TR 5 5 M il 5

HAY

FER R CADPARICE VIR EZZ T TV DI bbb TRIEOa L Fu—
WA 72 ARNDOEG TN EZ AT D T A BEITET 2 KK OAH MR D
LMD

BT YA v

St dtF, 77 v AR, CEER, BERL, WATHR R

RS

HoRlEe AT 2 CADABE

e B UE

i 16~65 7 ([FIEIUSE) . B IRIB AR DBIZEBIRK T £ To 12 MH TR
K 12 B OFARIEARR L, 230 4 0 L ITHIK 2 BIOTSRIEL RER LB
T, FRERRFITAPATEDON, 1 HIPAE 3AILINIC X 2TBREZ T TV L BE,

AR 1%

Bl (g 12 BBV, REFTOHTANAIEK 1~3FNTT&
AeExE 1 H 20 B, ), 12BMAFHAROES Lz, TOROEEEM (“EE
W - BRI 4 AR, FHMEHIR 12 WEE. BRI 4 88 S 5 VITBITHIR 6
WA 1CEW T, BRI 0BT A A3 1~3 Kl AFK] 250mg. 500mg §E XL 7 7
vAREEE 1A 20 (F], F&%) PG Lz, B5 2% 1000mg/ B, 3000mg/
A7 o8R0 3fEL Lz,

T EEHH H

RIS 2 & 72 D D ERSy SEVEIRIE O i B AL i & s - )

IR H

a) VARV E—L— bk GHOBIR OB H 7= 0 D54y R RIS DS BLER IR 2 e~
50%Lh Ed B\ 75% UL EikE LR 0FIE)

b) FEALHIR 1T BBERBI A S O 72 0 OE S FEAERIEIR D 3 M OB

o) BBy FEAERYBIFEAE RIS O XA LTI M, WD B ORI R

d) BIEHREgRRE OEE

FEAT J5 1k

PRI 31 B 3 428 e U 7 & 72 0 Sy FEAERIS A B 28, B 58 & 22IA
BT DR BB Ul S 7= 0 80 B AERI & AR &3 5 3L o br
ATV, FRENSE L B GREOTPREE B A VT, LLFOFIEIC L0 HhiE
OBFEEIT -T2, AEKUEXEM 5% & Uiz,
HRMEOBRIEOFNEE LT, £F7 7 AR, 1000mg/ H . 3000mg/ H #E1Z
(=2,1,1) OxflbE 52T, ZOMLOREEAHRE LTz, ZOMEDFEE THN
W, VRF TR LIT T ERL D AECENL TS S MBI LT, 1000mg/ AL L
7T R RBEOIHES, (—1,1,0) ORLEOFBEMEEBRF Lz, ZOxNFET
HAE, 1000mg/ HIZ7 TR L D AZEICENATWD LW L=, 3000mg/ HFED
PriE S i, JHUE L7 SEE s ER B il st B b B LTz,

GRS

< EFEFHLEH >

- RIS 38 1T 2 & 72 O DRy SRR O e B AL TR 12
KA G L 7T B AR ISR ARIA B AR D b,
GE&H 1= Y D ER 7 FAE 2 D »f # 1L SR B F T 191E)

S — AFHN e 5B
T H _ 1000mg/ H 3000mg/ H
(n=170)
(n=172) (n="171)
Fil%g @ 65 64 63
Wi oEs | BESHRH 2.73(1.99-5.38) 3.58(1.75-5.76) 3.44(1.93-6.63)
Sy FEAEEIEL D ST 2.67(1.50-5.39) 2.25(1.04-5.38) 2.08(1.21-6.57)
SEAL TR 3 5l O 1.563 1.354 1.302
T @ — 20.9 (10.2, 30.4)
7 IR p fiti © p<0.001
LWL (%) Bk D — 18.8(6.0, 29.9) 23.0(10.7, 33.6)
p fl @ p=0.006 p<0.001

a) FFAT AT REGIEK « BLERHIH] K ORI AT OO 1 7 — & 2343 > T 2 B 4%
b) HE (55 1 PUSALA, &5 3 PUS LA
o) FHEHIRTIC I 28 b7z V) O FAEREED B R B itk DB 31T % i/ — Sl

d) B aNIT 95% IS HE X M
e) 7T BAREEL DI

oy B HT
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< E R H >

a) AR HE—1L— |
ARG EFEDE0% L AR A —L— MIT T BREL Y EL . MEFFHREEENRD D
iz,

- AN GRE
HH (n=170) 1000mg/ A 3000mg/ H
(n=72) (n=71)
50% L 28 ;Qiyy* 13.8(9/65) 31.3(20/64) 28.6(18/63)
oL ARV o]
Z—L—Fa | pfEP - p=0.021 p=0.045
p fE D - p=0.017

a) PHEHARK OB & 72 » ORI FEAEEE DS BRI b~ 50% UL Edks# L7 o Fl&
b) 7T R E DHER : Logistic [BIJFHSHT

b) FHIHIHIC 1T D BIEHIM & DA & 72 ORI FAEREEA 3
AHNE B GREOH AR FIX 7 7 B AR L 0\ < RN ABEENRRD b7,

e ARFHN e 5-a
75 ¥R
IHH 7: B 1000mg/ H 3000mg/ H
(n="170)
(n=72) (n="171)
Bil%k 65 64 63
B 6.11 (-22.53-34.61) 19.61 (2.74-60.14) 27.72 (-6.30-55.29)
oL & D7 — 21.4 (7.0, 36.6) 21.6 (6.2, 37.5)
p filf @ — p=0.005 p=0.007
a) 7T BAREEE Ol Wilcoxon DEN FIkEE
e HERAFAERIBIFAE R DR
o FEAERL B AR I H > DR R 2 LU N IZR T,
FEAER it La)
MRy 5 AE
\(PES) N AASBERE (1000mg/ A #E ) O8000mg/ HEE) & 77 v AL OBICH
iy 7 B TSR B,
+ MR FEAE
(SPS+CPS)
EERAIRAPASAS
ﬁ(ﬂﬁsﬂifsﬂ)n};{w5 ARNEHEREL 77 R L OMICKEF R EEZITEO LN o T,
TIRPERRALFEAE 3000mg/ AL 7T BaRBE L ORICHEZRAE BENTRO ST,
(SGTC) 1000mg/ HEE L 7° 7 B REEE OBICHEH A BEZITRD SN ho T,

CPS : BHER % E, SGTC : —RIMEEMALFIE, SPS : B 5 F1E
a) 77 vAREE L O Wilcoxon DNEN Fufs &

d) FBIEH RS OB
FHMEAMIC 31T B BAEM A BRE 1. 1000mg/ A E#ETIE2f, 3000mg/ H & TlL3FIAZE D
NN, I BERETIERD SN -T2,

<HENEH >
HEHM A FHER A SN EWER X Z N2 7 7 R EE 50.0% (35/70 fi) . A%l 1000mg
B 56.9% (41/72 ) L OAA| 3000mg & 54.9% (39/71 i) Tod - 7=, E/2FIVEHIEL 1000mg/
HEGHET, BIR 13.9% (10/72 ), SIHBRZK 8.3% (6/72 i), TFEMNED E UV 8.3% (6/72
%) . 3000mg/ H # 5-#£ THAMRE 9.9% (7/71 ) . FIHEEK 8.5% (6/71 f) . VFEIED > 5.6%
471 ) Thot,
FENEERE (JP/KP/1601/0027) HARIZIST 2B AEOERPRIED 77 & A FREEGABR GRAUBR 1)
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W FAEEHT D AARNBEANTANAVBEITST 277 1t BRACATHER 55 # iR

HAY

FICAMAIR 1~3 AN LD BFICB O TR Ea Y e — AR’ G s a0y
HIEEH T 5 TANABEICBT 2AAIDERE G XA AR OREMEORE

RERT YA

Sl dtF, 77 v AR CEER, BIERL, WATHR LR

PSES

FLCAMAIE 1~3 AN L D IBEICBW T o3 Ea sy ha— 3 56RO
NHAVEEAT D 16 HLLE 65 AR O TAMABRE

E eI UE

AR 16 R LA L 65 R (RIEBUSRE) . R8BIk DAEER) Ze Pt T A AUSE
WX BIBEN DR LS 2L BTl &, B 12 B 12 B E, o4
220 2 AL E O FAEN T LT B,

AR 1%

Bl (RERHIE) 12 BEIZBW T, REFOH TANAIEK 1~3 KT T7&
RNEEZ 1R 20 (], 4), 12 HEFHAR ARG LT,

ZO%OIEFEMME (CEERYE) 420 B (N, M2 4 8®H, FEMmIIE 12
., REHE D D VIIBATHIM 4 B8BRE) I28WT, REFOFLTANAIE 1~3
FNCARI T 78R % 1 H 2 @, &) fFARORES L, 581X 500, 1000,

2000, 3000mg/AXIFZFT 7 ADEHL LT,

T ZEHI I H

FEAME R 351F 2 BIE I & D & 72 ) OF Sy FAERIEE D F

il CRFAT ZE H

a)
b)

¢
d

e)

R 35 2 & 72 ) D ER Sy FEVRIRIE D ek AL AR 5 V- o fiE

VAR Z—L— |~ Gl O BIERB OSBRI~ 50% 8 EdH 5
WME 75% L RikeE LT BE OFIE)
FHm AR I 331 A RAEHE KBRS 0BG
SEAMBART I 31T D ¥h 45 SE AR EB D RO 45 HE (—25% A0, —25% 2L _E 25% A
25%LA 1 50% A0, 50% LA L T5% A, 75% LA 1 100% A0, 100%)
REAEI I B V) 2 3B 0 S AERL R A E I s b

fibT 7515

Fht L7z,

HRBAERIBIR D FIZON T, LEEEZEE L CHFIEL AV CLUT ONE T %
BKHEX MM 5% & LTz,
[EfENT] 3000mg/ B AL, 1000mg/ HEEE 77 EAR#E% . Kruskal-Wallis iE (F

BEKHERI 5%) & FHVC IR 9 5, Z D p A% 0.05 LLF Td > 7854, 1000mg/
HitL 778 REE% . Wilcoxon AMLFIfRE (A E/KYMEMM 5%) % H Tk
T5H, ZD p EN 005 LT ThomBA.
Wilcoxon IEAZFIiRE (B BKAERM 5%) & HWTHikd 5,

3000mg/ HELE & 77 B AREE% |

GEED)

< TR E H >

- BL I R ORI IS 35 2 &b 72 OFR 53 FEVERIEKL
BLEIR] B ORFATG 9 T 36 1 2 3 > 72 V) D 53 FEAR[R1 5 B OV 43 FE AR [ 5R13 R R ATR
TEBY THoT,

GE&HT=Y D& FEE R OB FAEE B A K]

B AKI e 51
HH (n=170) 500mg/ H 1000mg/ H 2000mg/ H 3000mg/ H
(n="171) (n="170) (n="170) (n="170)
Fil%g @ 69 68 68 68 66
TR s 3.00 2.58 2.75 3.25 2.65
ﬁﬁﬁg% Wi | (.42, 6.50) | (1.50, 6.13) | (1.71, 5.17) | (1.58, 7.00) | (1.33, 5.50)
Vﬁlnﬁl‘gzb) A 2.45 2.13 2.33 2.60 2.00
W (.17, 5.25) | (1.13, 5.21) | (1.04, 4.04) | (1.13, 6.50) | (0.92, 4.67)
BEWIM NS0 12.50 12.92 18.00 11.11 31.67
W= (-5.81, 31.25)((-13.56, 41.89)|(-12.25, 39.91)|(-19.64, 39.09)| (0.00, 52.07)
0.43 2.27 -2.12 14.93
c)
HRAEDZE (-12.35, 13.21)| (-9.23, 14.44) |(-15.30, 10.33)| (1.98, 27.64)

a) A ATREGIEL « FEAFEE B (>0), FEMEIH (>0) Th 5 HBRE K
b) fRAE (55 1 PUSLA, 55 8 PUS L)
o) A AT 95%(F HEIX ]

FEFHIE H T b 2B D OB B 1 0 OB RAERBRL FIE FEO LB THY K
#1 1000mg/ H &, 3000mg/ HEER N 7 BREED 3 BERNCB W CHREFFIR A EAITRD S
N7 (Kruskal-Wallis #E) .
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GE&H 1= Y DERS S [m 2R D 2]

. 5 BB ARH B G-HE
7 (n=170) 1000mg/ i 3000mg/ H
(n="170) (n="170)

% @ 69 68 66

- 12.50 18.00 31.67

53 N /2R

B D OWeb 5 (-5.81, 31.25) | (-12.25, 39.91) (0.00, 52.07)
BBy FEAE ISR R > 3 FER b ) p=0.067

a) s AR - 7= 0 OE Y FEIERIE A BIEM (>0),
b) Kruskal-Wallis #: &
() rhfiE (35 1 U EA, 26 8 DUSALA)

FHIEHIR (> 0) Th 2 HERE K

< BIREHAIIE H >

a)

b)

¢)

d)

FHMHIRIZ 31T 2 0 & 72 0 OFR 5y FEAE BRI O 5t E b IR B 2 i

AR GH#E (1000mg/ H#E+3000mg/ BHE) &7 T ARHAZ I LI 2 A, RAIRGH
D77 B ABECKT DA HE (95%FHXM) 1X7.2 (-8.9,17.1) % ThHV, EHFmIZ
HERZIBO SN2 -7 (p=0.197),

VAR Z—L— |

50% L AR H—L— MIBWT, FANIFHE LZAFIEOMIT 1 & LT, KA 5
(1000mg/ HEE+3000mg/ HEE) &I REEZLE LI-E 2 A, MeFFEENRR

bz (p=0.025), #<fEHr 2 & LT 1000mg/ AfEL 7T bR EZ B LIZL 2 A,

v At (95%1EHEIXH) 1% 1.6 (0.6, 4.3) THV . M FICABREEZRD RN T
(p=0.319),
e AFIP 51
HH 7(?1;67?;)%& 500mg/H |1000mg/H | 2000mg/ H |3000mg/ H
(n=71) (n="70) (n=70) (n="70)
VAR H —
50% L AL |oEa 11.6(8/69) | 19.1(13/68) |17.6(12/68)| 16.2(11/68) [33.3(22/66)
H— L — D) P 1000mg/ H #+3000mg/ H#f & 77 & ARFE O i
™ v X (95%5FEXE) 2.6 (1.1,6.0) p=0.025

T FHMEAR O & 72 0 OFE S FEMERIE A BIEARIZ R 50% LA EikE U=k oG

A AR 351 2 RAETE R BRE DO EIE
77 B AR KO 500mg/ B B TIERBIEHRPEERE 238D bive o> 7Dk L, 1000mg/
HEE. 2000mg/ HEEM O 3000mg/ HBETIEA 2 Bl ORIEH LB E 235580 b Tz,

AN F5 1 D 8y SRR R E D 3R D 434
AHIEIEIC F5 1 DB 2> & OE Sy FEAERIEI D R 2 6 DDA, HEGRET L
DPERE R OFIG 2 HH LR EZ L TITRd,

. 5 R AF G
WAk (n="70) 500mg/H | 1000mg/H | 2000mg/H | 3000mg/H
(n="171) (n="70) (n="70) (n="170)

—25% Al 5.8 19.1 16.2 23.5 15.2
—25% LAk 25% AT 62.3 41.2 44.1 41.2 30.3
25% LA 50% A 20.3 20.6 22.1 19.1 21.2
50% LA b 75% A 7.2 13.2 11.8 8.8 22.7
75% LA _E 100% A 4.3 5.9 2.9 4.4 7.6
100% 0 0 2.9 2.9 3.0
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e) AR 31T B FAERBISVE R 3

A HAERBIPRAE R 2R ORE R 2 LU P ISR,
FEAEH fE 5L
HEHEE %A E (CPS)
R S F A

+BHER D %AE (SPS+CPS)
B3 1E (SPS)
TR IE (SGTC)

ARG EGHEE 77 A OSHMICHAFHIE T ZIER
D HIIR Do T2

CPS : M FAE. SGTC @ MM FAE, SPS : MR FAE
a) Kruskal-Wallis /&

<BEWEH >
I IR I A S N RIERIXENE N T T 2 REE 58.6% (41/70 f51) . AAl 500mg
7 60.6% (43/71 #1), 1000mg #f 61.4% (43/70 1) . 2000mg £f 58.6% (41/70 1), 3000mg
B 64.3% (45/70 ) Th o7z, ERRIEMIIME . N, SIHIESR, 5, 4 PEREE D
F M ERE N, FRENME D o, BEE. IR TH - 72, AHI 3000me FEICHEEIC X B IETHIN
1 BRE S 47z, ERRIERX 500mg/ H # 58T, SIS 14.1% (10/71 ). T 9.9%
(7171 B) . FEIWED E W 7.0% (5/71 #il) . IR 7.0% (5/71 f51). 1000mg/ B # 58T, &
NHEAZE 18.6% (13/70 1) . fBAR 10.0% (7/70 f51]) . 2000mg/H & 5-HE T, IR 17.1% (12/70
B) . EIEHTEZE 15.7% (11/70 451) . #45 7.1% (5/70 1) . 3000mg/ H £ 5-#f THEMHIAK 21.4%
(15/70 ) . fHHR 17.1% (12/70 ), 4FHREREEA 7.1% (470 f5l) ThH o7,
&R (JP/KP/1601/0026) HARIZI T D0 RBIEN AL D 7 7 & A IR GRER 2)

<J5-BR G B TE O AR >
RIS 3T 2 55 FAERIERD 1%, P11 G- 500mg £ T 18.1%., 1000mg #£ T 33.3%
Tholo, £io, HEHMIZIH T 2 BWEHIEBLIFIL 500mg #£ T 26.8%. 1000mg # T 28.6%
Thotz, 20X Iz, WG E 500mg #f L 1000mg #EZ BV TRIVEAREBLRIZZENE
e\ —J7, FAEREBD RICITAEZENEO b=, KAl 1000mg/ B % % 5-B8 44
BEERE LT,

W B O FAEREIER A %
, N
S5 R ARFN LA
500mg 1000mg
o 18.1% 33.3%
(1‘27/‘6) (n=171) (n=170)
p=0.058* p<0.001*
HE WM ORIWEH B
: 5
- AFe 57
500mg 1000mg
25.7% 26.8% 28.6%
(18/70) (19/71) (20/70)

* 7T R E DL Wilcoxon B FIRE
HNERE (JP/KP/1601/0026) HARIZI T 20 BIESHHEIE O 7 7 R R sl GRER 2)



| V. BRICET 55 H |

@ sRiE Fﬁﬁ%‘éf/ﬁ%ﬁféﬁkkfhb ARENTHT D7 T R AR RAATRER] B S R LR

(N01159) 7

HAY

FLCADPAIELAIIT 2 AN K HIERICB N THA R Eay be— A3 G50k
WIREHIAIEEZ BT 5 16 L LOTANABE (HARAPEAN) 1285 1
F T 4 LR GO INE L A OB

BT YA

St dtF, —EER, EERNM, 7T AR WATHER R

ES

ﬁﬁﬁﬁ%ﬁ%ﬁﬁéfhﬁh%%(wﬁuh)

e B G L UE

WIESRBERE DR 16 %L ¢, 8 M OB 72 < & b 3 RIOMBE R
EENRD Y, o, B O 48 Z L2z heh 1 B EOBEMAEESH
2B T, BlEWIMBAARE O 4 WA SBIEME 28 L CHELAOCHAEZEE T2
Ll 1~2 KO TANAERERA L TS B,

AR 1%

sﬁﬁ@ﬁﬁ%ﬁmﬁ R EVLARTF TR ALY T R AR EESIC
T, ﬁ?fv«%7t&A1mm~%mmgHXi77tf% 1H2E
(4 - &)ﬁu&ﬁbtoVA%7t&Aﬁi&@%ﬁ%1zﬁﬁ%ﬁgﬁﬁﬁﬁ&
L. 205 byHo 8 HEICRERREIENTD b WETEL 1000mg/ H % ikt
Beh L, REFRMAREES 1 BTHROLAEHET 2 T &1 1000mg/H 32
3000mg/ H £ CHi&E L7z, T 16 AR OFHMI#IRH 25 E L. YIRIES-2 55 28
RS LT,

EEH

IR OF BRI (<551 2 AR & Ol 72 h ORER
Fe{F IR

IRt H

a) PEMHRIC 3T D EEHHM D © O & 72 » OBRE R VER A 5=

b) TEFI & OREAMYIRC 36 1 2 SRE R RFEAEREIE D 50% L AR #—1L— |
(B & 72 v OME I VERIED GFEBLE IR S~ T 50% 2L EiD L 7= 4k
HOEE)

) FHmIARIC 3510 % T L R RFE VR R BRE OIS

FENT 71 BRWED LT TIX, 1BRIEL 1 EU RS SN TR TOREEND S b, =
A MERITE B & U COFGBLER IR K ONEFR BRI 351 2 34 7T #E 72 94 B
RIEVEEBNRE B, 2o, KRR GCPEK DRV EEER (FAS) 2EH L=,
SRIE IR ERIBR D KT, B EZ AV TEN Lz, BERMOLET, 8
BRI AERIE D R 2 N E A, B HAOCEZK -, IFEBEMMcR T 28
B0 OBERMRFBIEREE L& LT 25802 HWTITo 7, BEROR)
%&U%@%@m/ ZHEPY (LSM) ZWf 95%EHEKE R E E b, F®
hal /BT 1 m%%&u;&@ﬁ%3ﬁ@mﬁ7ﬁ&ANmei%Mmg
B&U77tfﬁ) Oy F T2 A ORERIER & BT A VT T o 72,
%ﬁﬁ%%%®%éfijﬁMm®ﬁ%E%ﬁ$@E&UL%mm@F\ﬁ%ﬁw
TERGEM O E1T 572, Logistic EUR/IHTICIEL, BGHE, E A OUHABIEZEIR
BT 2B oMERREEEEEZ TRIRF & L TEDE,
EEES|
< FEEHIEE >
IR O SRR (230 28I WM b Ol & 72 v O5RE AR ERIEIR
R
TBEHARICK T 2 BIEHMN O OE H 72 0 OIREMRBIEREDRITTREOLILY THY

SRIELFAIRFEEIRI SR SR D fie /s 3R PR O RERI 2SR AR A B 220580 b vz (p<0.0001),
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(BRHREMA-DEH-Y DREFKEFERZBEDE CaREARD))

75 R AF B G- A
(n=109) (n=117)
Bl 109 117
)i+ SD 13.19 = 55.54 68.22 + 34.95
W72 v OFAEREEL R fE 19.64 76.98
b (%) [95%CI] [9.54, 34.98] [69.44, 86.39]
Q1-Q3 -8.37 — 52.75 53.55 — 99.03
oMl — KiE -165.54 — 100.00 -65.69 — 100.00
LSM + SE (%) 12.62 + 4.41 68.75 £ 4.25
L [95%CI] [3.93, 21.31] [60.36, 77.13]
N v e LSM + SE (%) 56.13+6.15
Wﬁ'ﬁk(ﬂfﬁ@ﬁﬁ 7 [95% CI] [44.02, 68.24]
p 1 <0.0001

CI: fFHXH, LSM : fie/h 3 V44, SD : f2YEfR 22, SE : [EHERE
a) ME M RFEEREID R 2 IGELR, BGHROEZ KT, BEWHICR T 28 &7 OFRERA
SRR & S B & D 3y

<RIREHIE H >
a) PHIHIEIC I T DB O B 7= » oiRE AT ER R %
SRR IZ 3 BB 2D O B 72 0 OMERARIEREB O RIZTEO LB TH
V. REERFEAEEEE D RO K/ R OB ZE K FRARENRO b
(p<0.0001),

(BRHEM-DEH-Y DREFKEERZBEDE GHELRD) )

75 R AF B G- A
(n=109) (n=117)
% 97 108
SEEIfE + SD 4.44 + 153.82 68.27 + 42.63
W72 v OFAEEEL A 29.49 86.08
W (%) [95%CI] [10.38, 46.85] [72.81, 94.64]
Q1-Q3 —-6.51 — 61.54 50.96 — 100.00
/ME — IRKIE —1375.00 — 100.00 —140.00 — 100.00
LSM + SE (%) 4.16+11.30 68.51 +10.71
I [95%CI] [-18.13, 26.45] [47.40, 89.63]
\ v e LSM + SE (%) 64.35 + 15.65
wﬁ%t(fgj)ﬁﬁ 7 [95% CI] (33.49, 95.21]
p 1 <0.0001

CI: fFfX[H, LSM : fie/h 3 V44, SD : f2YEfR 22, SE : [EHERE
a) ME M RFEEREID R 2 IGELR, BGHXROEZ KT, BEWHIC BT 28 H 72 OFRERA
SRR & S B & D 3y

b) 50% L AR X —L— |

TR R OGS HAR I 3 1 2 ME R AIERIE D 50% L AR X —L— MITED &
BYThHoT,
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CRERAKRERBD 50% L AR A —L—~ CAEHAE. FHEHRE))

75 AR AHI e R
(n=109) (n=117)
TRIE I
N n ® / Total » (%) 31/109 (28.4) 91/117 (77.8)
BE [95%CI] [20.2, 37.9] [69.2, 84.9]
v X ORAIEE vs 77 AR HE) 9.222
Logistic [Al)F 5347 © ({8 Wald 95%CI] [5.070, 17.362]
p fii @ <0.0001
AT R
BEE Sy A n @ / Total® (%) 33/97 (34.0) 82/108 (75.9)
[95%CT] [25.0, 44.8] [66.7, 83.6]
Logistic [ERAT O | A v X(KRAIRE vs 77 B RE) 6.694
(i1l Wald 95%CI] [3.609, 12.840]
p fii @ <0.0001

CI : {ZHEIXH

a) 50% L AR 2 — DR E

b) AL FTBEGIL  FMET — & ANEE S - RE

o) HER, EROUFABIZEHRICIT 2l H7- ) ORERATIEREZ THEIK T & L7 Logistic [E/H
IHT

d) Wald 71 k€

o) SRIE MR KRE OEIS
MR SR 1 2 MEFARIEHAERE ORS I TERDOLEBY ThoTe,
GRERKREHEAEBREDORES GHEHAR)]

75 REE AHI e R
(n=109) (n=117)
n @ / Total® (%) 3/97 (3.1) 32/108 (29.6)
B 53 AT (18] 95%CI] [0.6, 8.8] [21.2, 39.2]
p fiti 9 — <0.0001
v X ORAIRE vs 77 AR HE) 14.237
Logistic [E)F 54T @ (i1l Wald 95%CI] [5.057, 54.585]
p fiti @ <0.0001

CI : fEHIX[H

a) FEAETEIHBRE L - W H 7= 0 OFRERFCRIERELD 0 OPERE K

b) A P REGIER « RAET — & HANEE S - R E £k

¢) Fisher il 1E#effE R 1E

d) 58, EROGFEBEIMICR T 2l 572 0 ORERRIER$Z FRIK T & L7 Logistic [A])F
ST

e) Wald 7 1 —FRE

<EIWEH >

BUWERNL T 7 B At 13.6% (17/125 i), L _XF T & & LEE 23.8% (30/126 ) 12580 B
7o ERBIVEMIMEIR 2.4% (3/126 ) Th-o7-, £7=. EREFBREMEET GEIEM) 1.
R A 7.1% (9/126 1)) . 1f/MEdED> 4.0% (5/126 1) . 4F R ERE D 3.2% (4/126
) THoT,

R (JP/KP/1512/0080) H AN ONhEIZH 1T 2 MIE MAFEIEGARED 7 T 2 R 6 R iR R
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® WEMARFEEEZ AT D/NETANABE T 2 I IFERB IR (N01363) ¥

HAY

PICAPARIEFSUL 2HNIC L DIRBICB W TR Eary br—AnGoni
WIREAFEEEZ T T 5 4wl B 16 R D H RN TANALBEIL, LXFTE
2L RTAvnmy 7% 60mgke B XL 3000mg/ B £ THFREE Lz L & 0FMME
L BAMIZOWTRET 5,

BT YA v

Zfinxdtln], FEEH, FER IR

RES

SRELMINEIERF T2 CADABE (4L E 16 R

e B UE

WIESEBEREOERE S 4 LI E 16 mAim T, 8 MM oBIEHMIc 2 &b 3 ED
RERCIIER DY, o, BRI O 4 B Z LicEnEn 1 BIELEORE R
FVEN & 2% B T, BIEHIMBRLARE O 4 BRI BRI 28 L CHIERUCHEZ
ERSH LR 1~ 2O TAPAEEIRH L T2 BH,

BRI 1%

BEBIBOBIC, LFTEH A RTA a7 20mgke H (K 50kg LA o
1% 1000mg/H., LAFRIER) % 2 @H#EG%. 40mg/kg/H (2000mg/H) % 2 1
M&EE L (HEEHN) . Z0%, 60mgke/H (3000mg/H) % 20 HF, FEEHT1
H2Mm (8-%) 05 L GHMOHR) ., FETHE CRAFMEICHERH - -8
A%, Fallback &7+ 3 > & LT 40mg/kg/H (2000mg/H) ~DJEE A & LT,
B, FoAvnmy A EOKICHRREME L CIRH L, TR THIVL,

MAZIC 1RO KERTeZ & & LT,

T EEHH H

TRRHIME CEEHM+FHEEIR) (SR 2BIERHM 25 0B H 7= OFREHATEAE

il CRFAT ZE H

a) FHHIRIC 3T 2B AW & O & 72 0 OIRE R VEEER A 3

b) FEFEI ] K ORFEAmIAR 36 1 5 SR RFEAERIE D 50% L AR F—1L— |
(B & 7= Y OSRE SRR FFEBEFIZ T 50%LL Bl U 7= gk
HOEE)

) TR K O 1 )12 36 1 2 SRIE I ARFEAE T i o Fl &

fibT 7515

ARMED EEMNT CIE, IRBREEL 1 R R G SN R TOBEEHDO S B, F
LA RMERHBE B & U CHFABIZ I M K& ORI 35 1 2 RIEAf T 6E 72 7 L 4]
RIIEEEDRG B, 2o, HRZ GCPERKDZRWEEEN (FAS) 2 L7z,
SRIEL RIS VERIBAR D RITBRIFCFH 2 Vo, EERHEE H ORI CTlT. &
EAERE LT, PIE TR < PREO W 95% E X H 2 5 H L7,

GRES
< THFHME H >

AR O R+ (281 D8RI b OB & 72 O 58 E FRFEAERIE D R
BRI B 1T DB 26 O &7 v OSRERAFEIEREIHD RITTFERO LB ThH-

776
(BRI DEHT-Y OEBEMKREREEDE (%) CAEHARM))

AHN s G-AE

(n=13)

S 13

SEYME £ SD 45.47 + 50.34

HpRfE 56.52
Q1-Q3 1.01 — 89.08
w/ME — RKRIE - 45.4-100.0
HH B D 95% 15 #H X [ -15.74, 98.18

SD : Ve £
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< El R H >
a)

AN d 1T 2B > & DM & 72 Y OFRIE BRI AERIERA =
AR 1 DB 2 b DI & 7= » OIRELFRRFEERIEGRD RITTRO LB TH

-7,
(BRHPEM DB HT-Y ORBERMARERLEEALE (%) (FRMmEARD)]
ARHN B 51
(n=13)
%K 12
SEYME £ SD 44.93 +51.86
HHRLE 64.70
Q1-Q3 - 8.29 — 92.38
w/ME — RKRIE - 36.0—100.0
HR R 0D 95 %1 HE X [5] - 16.74, 97.81
SD : [EHE{R 7=

b) 50% L AR X —L— |
TR R OG- IR 2 B8 0 2 RE RS IERIED 50% L AR X —L— NI FED L

BOTHoT,
(REMAREERIED 50% L AR F—L—F CRERAM. FHEHAR) )
AFHN e 5B
] (n=13)
n/Total (%) 95% 15 FE X [H
TR 7/13 (53.8) 25.1, 80.8
A ] 7112 (58.3) 27.7,84.8
n:50% L AR — Total : FIET — & MUNE S NT-HBRAE KK

1 B2 BRI 2 Ik L2720, FHME#IRT O Total 1% 12 il & 72~ 7=

o) SRIEMIIEIEE RRE OEIS

TEIE ] S ORI 236 1 2 SRIEL AR FEMEH R RE OFI R IT T RO LBV Tho T,
CREMKREHXHEEBREDRS Camiif. ST )]

AHN e G-AE
HI R (n=13)
n/Total (%) 95% 15 FE X [H
TR 2/13 (15.4) 1.9, 45.4
A R 2/12 (16.7) 2.1, 48.4
n: FHMOBEH 7= 0 OFRIEEED 0 OEHRELL. Total : FAET — X HBIUNE S R E LK

1 B ERIRNCRBR 2 Ik L7272, FHME#IRT O Total 1% 12 il & 72~ 7=

<BEIEH >

BITE RIS 1L 38.56% (5/18 f)) Th -7z, BIFEANIMBIR 23.1% (3/13 f4) , EEFRIE 7.7%

(1/13 #) . H89R 7.7% (1/13 B)). THI 7.7% (1/13 %) ThH-o7=, £7=. BEBAMET (F)
EAD X, DEX QT IER 7.7% (1/1341) TH-7-,

&R (JP/KP/1512/0082) HARIZ R 2 MRIE IR IEOE R L O /N 55 AR FER
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O EYHEERB% (N01020) ¥

HAY

FEHERY 72 P91 C A ASRIZ X DIRIRIZARA] 1000~3000mg # HFHfkwi RG22 &
(2 X DEIE R OO

e

ZfinedtlFl, FEER, FERI, RNk 5 R

PSES

N165 Rz 5 T Liz#83 151 f
N165 ROt 4 : L TADPAI 1~3 FNT LD BRICB VT o REEay ba—
ADESNRNESTIEL T T 5 16 Ll E 65 UL T TANA B,

e B G L UE

N165 Az 78 T L, Mkt 52 L9 D RE T, 2 oslBREEEANIC X > Tk
foefe G- O LENEDTRD DT ERA

AR 1%

1 A 58% 3000mg 2 HBAME L. £ D% 1 B 5% 1000~3000mg & Tl
EHRL. B - EO HEIREIE 500me/ B X3k K 1000mg/ HE TE L, #&E - B
EOMMRIIRETH 438M & L,

T EEH I H

Wd 7= O FEAERE, W &7 ORI BAE R DL L&

il RRFAT ZE H

AN 35T D B HI D D OB & 72V DFR FEAERIBRA K, 50% L AR &
—b— b BEHAEEORIE, BORIERBIREERE DR R

FEAT J5 1k

BEMED EEMRAT L, AFRBRHIFE I 1 Bl FERE A RIE L7 BE D S H, N165
AR TR OB EIEW R H - - BREF Z IRV BEEM (FAS) AL, &
HHIM 3 » A& — 2> OfHMIHIK FEHTEIE) &L, BH 72 OHMHRIEEK
IERAT AR R AL L7 RAERIE 2 G5 L, lH 72 ORISR Lz, 72, &8
Ay VRIS 13 N165 3R ER BRI BB 7- 0 OB BRI & AR
5RO ASEAT RN 31T 28 B 7= 0 OF/FAERIEBA 2 B U, SR IERIE
B EIT, BB GHICRT 2B MEORER 23T 2 729, 36 » A LL Bkl 5
STV D BE TR LT,

[t ]

< THFHME H >

< W &7 DR FEAEEEL
AF 1000~3000mg/ HZ 1 H 2 A5 T TRRAE G Lz & & O BIERIEIZUUTO L B 1

HERE L7-,

(fe)
6.00

5.004-)

()« ol

S A=)

4.00

£

b

3.00

4453V
[ 2]
=
=

(4
=]
S

(29 & (1)
— - T

W & 7= v Oy FE AR o i dfi

15010 435)

(122)(11)103) 96) 1913 (80) (86 (g5) 81 (78) 7T (35) G0y L

1 I I
= B0 D DD D DO D DD D S

L L L L L L L L L e L
> @
G X >
R SN SN R R A N
BN NN ) N N S R N A
A & A A o o o o N @
NACECE R AR SRR RGN NP,

T

(1) ARERICZN Lt o o b, 766153 T Okt X /- fkpel B BT LA
AT L7 (33~3677 H CLfl, 36~48 H T4TMHl, 484 H LAFEC2814),

<@IEM >

ji

Ho|

IVEFIE 151 Bt 139 1] (92.1%) (23R b=, FAFIEM X, BIHEEZ%R 84 ] (55.6%) .

HEYE 37 1511 (24.5%) MR 34 #1(22.5%) . FHi 29 411 (19.2%) K OVZ@EhM o £ 0> 27 511 (17.9%)
Thol=N, IFLAENRETH-T-,

INAKFI— fth : TADARISE, 29(3), 441-454, 2012
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@ EM#HEE5RER (N01222) ¥

HAY

FEYER 72 PTC A ABRIZ X B TR IZAA] 500~3000mg % £ Hi0F Ak 5 L /-5
DRV

BT YA

St dtF, HEER, I, Rk 5 m5R

PSES

N01221 3B} 0 N01020 FRERIZZ N L 72 T A AHRE

- N01221 SERDORT4 « FLTADNAIE 1~3 HNT L H2IBEICBW TSR E=a v
b — ARG LNRWESFAEE T 5 16 %L F 65 R
DT AMABRE

- N01020 iR Oxt5: : N165 iR A T LI-gBRE TH Y . N165 RO
PLTADNAIE 1~3 ANz X BIBFICBW TR % fEa v
b= AR ELNRWESEIEEZE T 5 16 5%LL E 65 mlh
TOTANABRE

e B L UE

FATRIREE T L. WEREi 5 & ] 5 RBE C. Do WIBREEERNIC £ > CHERE
B 5 DY BRI b IR,

AR 1%

< H1HITIE, N01221 B Z 52 T L7 BE x5 L L <, A% 1000mg/ H 7> 5B
L, ARER O EMEORBUCE UC, JRA 4 WERE, 7+ 3 Bl &R 21T
VY, HEERE T L OMERFF R % 500, 1000, 2000, 3000mg/H ® 4 AR THEL
7o

CH2WITIE, B LA SE T LogBRE KON N01020 3B O ORBATRE E x5 &
L7z, JFAIE LTH 1 B2 THD 50 N01020 7B & OB TR D3 58Tk
B EEITH) Z L L L, BEEDOETIZOWTIL, AHI500, 1000, 1500, 2000,
2500, 3000mg/H®D 6 & & Lz,

P A

(& 1 HoH)

1) B SOHE B 7= 0 OBy FEVERIEK R R

2) WdH 70 OE Sy FAEREEL

3) LAKRYZ—L—K (B0%KDT5% L AR H—L—1])
4) FIEHE R OFIE

5) FEAERIBIFEVEEIHAE 3

(iR

< EEEEHImE H >

<8I0 O FEAEEEL
R RSO oI E (Q1—Q3) 13X, A&k (5 5 [RISREERF X T (ERFOREN) T
30.43 (-13.21-60.00) % HERFE2IK) THoT-,

s VARV E—L— b
50% L AR v —L— MIFMERPERE CIIgig 24 T 33.6% (105/313 i) ThH-o7-,

- BAEH KRR E OBIS
B ARG T s 2T 8.3% (26/313 f3]) THV . & 1 WILKT 1.6 % (5/313 i)

ThHo7T,

<BEIEH >

BIEH BT LM T 214 il (68.4%) THV ., FATHERT 7 BAREEN 47 ] (70.1%).
SEATRBRAFZ 5N 167 ] (67.9%) Th o=, FAREWEMIL. IR 75 i (24.0%). &
NHEEZS 63 61 (20.1%) . HEJA 30 f5il (9.6%) K OVFEMWED E 24 6] (7.7%) Thoiz,

HWNEE (EKEP-00129-01-1004) HARIZI1T 5 K HIfkpife 5505k 2
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WOREZET D AANNETAD BB T DI RIEERAER (55 118 OF&S. 5

21 RG]

(N01223)

HAY

PLCAMAIE 1~2 AN L DIRIRICB W T2 Ea s o — A8 B 5 7R 0ES
DRIEEAT DHARANNETADABEITRIT 2 AK4] 20~60mg/kg H % RS
Lz & & OFIMER L 2o

BT YA v

St FERIR, FEERAER

PSES

FLCADPAIR 1~2 BN L DIERICBNT SRR Ea L Fa— 3G
NWEVEEFT 5 4Ll E 16 Ao TANAERE

E eI UE

B 1H S 4Ll b 16 M. KE 11kg DL 82kg A, EAFIEIC KT AT
TAMAZE 1~2 RN L DIRERToI, WIEEREERT 4 BRI 4 2L E, ol
I ORTH L UL Y0 4 BRI Z NI 4 [BILLEOE S FMEN I L2 B3,
F2H 1 HoOFEHM AT L, IGBELEMSUTIEROEEMIZ LY . AR5
Ok 503G 18 &I S - R,

AR 1%

51 B 8 WV T, IREH O TANAIK 1~2 Flafksg L, %
D% OEEMM 4 HFIZBWT, VL RFITEXARTA a7 50%% 20mg/kg/
HE721% 1000mg/H72°5 1 H 2 [B4SER ARG AL, 2 B 40mg/ke/H £
7213 2000mg/ H . 60mg/kg/ A F 7=1% 3000mg/ A ~Hi & L 7=, FEAfIAR] 10 @Mz E
WL, 60mgrkg/ H £721% 3000mg/ H 2% 5- L7c, AAEMEICHBERH - HE1T,
EEROHIMIC L Y 40mg/kg/ H X i% 2000mg/ B IZWEATEE L LTz,

T2 R LT, B 1HETHOBREETLXFIEXLART A v T 50%
NIV AR_F T & LEEE 1 H2E (F, 4), RO s Lz, EROFET 20
~60mg/kg/ H 3 i% 1000~3000mg/ H O#IFHN THEOME 2 7l & L7z, #5852
FoMREE 2 BEU EE L, Z2FE o HEfFHIL 20mg/kg/ H X1 1000mg/ H %8
BTN oE L,

T EEH I H

14 B DIRFEIE IR, A (=) 5 WA 2 b O b 7= ) Dy
58RI
02 MBI B HERROREHE (Zet)

il CRFAT ZE H

E2WICEIT D 3w H T L OBIEBIEN S DM BT 0 O FEEREI D= (B
M EFRL)
% 2 BT B EIEH ORBLUEE

FEAT 51k

AN D EEMYTClE, IRBR¥EE 1 B ERA L7 BEER (FAS) A L7,
A FEAERIER A E O RAEO T 95%FHHX M & H H L, & O TR HEIMiG IR
RERIZB T D7 7 B RBEOIHSHAEEER D BO R IEEZ R TR E L THRES
iz 16.3% % LES 7286, MKNICEROHLIEAITHL LHWTE 552
72

GRES

< TR E H >

<5 1 14 B omERGIE Gl EWIRE, FHmEIRE) (281 2BERLIM» L OB 72V Oy %8

((EEIE el s

BRI 31T DB b O & 72 Oy FEAERIEL K& OB 53 F6 VR IRI R D 13 T RIS
R LB Thol,

GEH =Y DR FEERB KR CBEELAR S DB H1= Y OB FAEREUR A 3]

AFN 5 (n=73) Ble R TR
%k 2 73 73
W& 7= © OIS FEAERIEL WEIE + SD 19.49 + 30.99 14.61 + 25.29
o fiE 7.67 3.92
Q1-Q3Y 2.5-18.71 0.93-17.08
7= 0 OERFEAERIERD 2 (%) EEME + SD 29.11 + 56.29
R - 43.21
(95% 15 fHIX 1)) (26.19, 52.14)
Q1-Q3Y 2.08-63.26

SD : #EHE(R £

a) A ATREBIEK -

b D HIRHER

B OM & 72 v OE S FEAEREL> 0, 1R FIIH O & 72 » OESFAERE =0 T

b) 5 1 WAL, 55 3 MArhLm



| V. BRICET 55 H |

< F R H >

-a%zh;ﬁ BiF5 3 5 H & OBEHMN S DM BT O FEVERIEED %

%2 WO 7= ) O FIERERAD FE O R RE (Q1-Q3) £, 1 H~3 » A (55 ffl) Tix
46.91 (4.67-74.50) %. 3 » Hii~6 » H (54 i) TIL 47.70 (21.70-82.89) %. 6 » Hi#
~9 % A (53 #) TiX 39.00 (8.93-89.55) %. 9 » HH~12 » H (29 i) Tix 35.82

(1.835-71.71) %, 12 » HE~15 » A (14 ) Tix42.91 (11.80-87.89) %. 15 » HitA~
18 # A (1#l) TiXx33.19% Th -7z,
Fo. MRTAUNAESE 55 BZ 14 WL A 20~60mg/kg/ H ((KHE 50kg LA Lix 1000
~3000mg/H) % 1 H 2BENZ 0T Tk G- LTz & E O BIEREBIIU T O B Y Tho Tz,

20

()= ¥
18
EE 16
E_\E 14
;5050[ 12
Eﬁ’& 10
R (73)
I 8 r
=
RN
S5 (73)
:é;* : (55) (54) (53) (29) (14)
B 2
0 " L " " - L "
BISHIR  BOUIRT MkbiiS kS AbER D koS Mkt

(143#)  1H~37H
52 PR DT — & Ay b A 7 R

3~65H 6~9yA 9~125H 12~154H

<EAMWEH>
BIVEF R EAERE 13, 55 1 W CIiE 56.2% (41/73 #l) KOV 2 HiTlE 23.6% (13/55 fil) . &1k
TIL 58.9% (43/73 #) Thot-, &K CHE1HI+E 2H) TROLNTZEEHD Y B, ﬁﬂ)

% < WE SN OTEIR (31 61 42.5%) TH Y, IRNTOL KK (3 61 4.1%) . #3476
SR, EEVRH, g [ROAMR OIS (% 261 2.7%) Thoto, EREWEMI i\ 16
IR 42.5% (81/73 f5l) Toh o7z, F7z., WRRAEMEE BIER) 1. R EkEgd 1.4% (1/73
@), AIMmEREIEM 1.4% (/73 41) TH-o7=,

<& 5Btk H B E DR >
B 5-B461% 6 MO H 72 0 ORI FAERBA D ROHERE NG | F5BI4h 0~2 8 (20mg/kg/
H 3% 1000mg/ H % 2 E % 5-) OB & 7= © OF43 FAEREIEIR D 2R 0 thfufif (Q1-Q3) i 38.04
(4.64-79.76) % Th-oT-, HEREBR L RO EDBBDO LN Z D, BARNNETAMN
NMEBEIZHRT 2 EEHEIX. BRI EEEZ O D 20mglkg/H EREE LT,
L _F T4 AR (N=73)
B 58316 0~2 PGB 2~4 8 B 563k 4~6
(20mg/kg/ EI (40mg/kg/ H (60mg/kg/ EI
X1 1000mg/ H) X1 2000mg/ H) X1 3000mg/ H)
R 73 71 68
HRLfE (%) 38.04 27.78 45.77
Q1-Q3 4.64-79.76 -20.00-74.76 -7.02-71.37

a) AT T RE B < B K OV I CRAET — 2 ME S, D OBIEHI O 72 © OB/ FAEIRE]
B 0 2482 D HREE

&R (JP/KP/1601/0025) HARIZIS 1T 2 B8y FAEDE R EE O /N5 AR



| V. BcT 2EA |

@ EWE5AB (No13e1) 'V

HK MEMRBIEEAT D TANABEIIRT D LT T2 AFHELERICEBT S
e, AEMEEOEINEDRE
REBRT A v sk ILE, EEMR. XTI, Rk 5
x5 WERNEIEERT D RN TADABRE Arllh)
e B G L UE S TR (N01159 3k, NO01363 #k) #5287 Lo, Xk, N01159 bk
EHRAT, FHFIE LIHBRE T, LTI X AL DIREEMGET D 2
ERFETH D LIBRFLEM SUTIEBr HEMIC X 0l Sh o gies
AR SATHRBROFMMBZ TEORAEDO L XF 54 2%, 1 H2E & -4) &O
W5 Uiz, RSB LB L7841, 1000~3000mg/H (16 kAR T E
50kg A O BFH TIiE, 20~60mg/kg/ H) O#PH CHEREZIT-72, HELE
OfRRIE 2 B EE U AT o M &I 20mg/kg/ B 1% 1000mg/ H % # 2 7
WHo L Lz,
T EFHE A TR GRS HE P ) SR 2 EFLOREE
Bl R B E RSB B RIVER R BLR
HEMEEHIEE | MBI 5 B TR B OBl 2 5 O & 72 v O IR E MR ERE SO %
SHEEARIC T A 1238 2 & OB BT 0 OFRE AT ER B
[ R]
<ARNEFHmE E >

LI B B AT BR O BLR B 20 5 O H 7= 0 O SRIE R I VEE B R o gl
(Q1-Q3) 1% 90.3% (53.2-99.1%) Th -7z, 12 W & OREFIEIERIBID FITLLT
DEIITHRE LT,

BE=AN0R)

o

(BE—amhLR.,

#d7o b ORERRFEERE O RAE
o

<BIEM >

=
=~

—_

—

o

N

()i
91143
0
8 43) (32) (19)
6% (29)
P AN G ) @9 [ @2 (19) (12) (11
N | | [ ae |
: |
Y BRI IEIEIEIEY
‘ﬁ‘%&% z‘bﬁ% a@% - A x“*ﬁ% ' \‘3’“% %\ﬁ% AN %Q“% %‘5“% %“0“%
B &y I A A NN AN NN
@% NN N @ g S
A
¥ FEAA

BIVEF S BIAEE 1T 38.6% (17/44 #) TH o7z, ERmIEAIZEIR 11.4% (5/44 #) ToH -
oo Fz. BEBREMEE GEWEA) X, OBX QT TR 4.5% (2144 ), 7o7=>73 )
N7V AT 2T —FBHM 2.3% (1/144 ), TARXT XTI T A7 =7 —EEN
2.3% (1/44 B)) . C-BUSTEE AN 2.3% (1/44 1) . {KEEEN 2.8% (1/44 ) TH 7=,

HNEE (JP/KP/1512/0081) HARIZE T 2 SR E MR FAEGE I E O K Miki e 5705k
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(5) HBHE - WERIFAR
O EHREIX FE (N01373)

H Y HANBHREEIR A IS 51 2 BRI G-I O SEY B BE O #RET
BT YA Sk, HEEMR, HEEREG WATHER b
SES BRI T

F R ARG 20 % Lh b 80 LA T T, FHI L7z CLer ZEAT D 4 3O WT NI ADE
A BHERETER © =80mL/min/1.73m?
B : SEERHEAEMR T : 50~<80mL/min/1.73m?2
C : PEERFRREREIR T : 30~<50mL/min/1.73m?2
D : HEEBHAEIK T : <30mL/min/1.73m?2
AR5 1) &5 &
AF : 500mg (A~B #f)
AFH . 250mg (C~D #f)
2) $e 5051k
A~B ¥ : A% 500mg (500mg € 1 #8) % 1 [FRA
C~D #f : A#| 250mg (250mg §E 1 £8) % 1 [HIARA
FFmE H MAEFR LT T X ARE JRPLXFT2H LRE

[F5 53]

BT oeE 7 V770 AXBHELER#E (CLer : =80mL/min/1.73m2) & bk L C, B
f F# (CLcr : 50 ~<80mL/min/1.78m2) TI¥ 40% . T EHEK F# (CLcr : 30~
<50mL/min/1.73m2) T 52%. BEEK F3# (CLcr : <30mL/min/1.73m2) T 60%{K F L7z, &
ROEIZ VT AZ 7 VT F= 7 VT 7 A LFEICHE L,

flix OBER THICB T, AEFSR, ME, WMk, OBEREOEEBRAE BV CTHRKD
W E 2 5 BEFITRO 6T, AR OLZEMEICEIT 0o T,

&R (LEV-PRM-030190-032014) H A AN BHSREIR T3 K OMLIKBHT 2 52
TWVARIEREREITBIT D LARF T4 ADEYERE

@ ImEHT A (N01373) ¥

HHY MAHFEHT & 1T T D RHIBHERER E R (238 1 DK G- R O B RE Ot
RERT A sk, IFEMR, HEES
BSES MARFEHT % % T D R BB REE =

T gL U 20 sELA E 80 LA R T, RIABHRERE E R (CLer~OmL/min) . 1 3 Bl fLik%
Wbl &t 3 HREZT TN DHE,

AR 6 BIORIIBHERERE 2 83 D a1 o3t U, BT B4R 44 FEFIRTIC . A% 500mg
FHERROBS Uiz, SIS T 1 FEfg (Wels 49 BFEL) (CARHK)
250mg Z HERE O &5 LT, #5574 44 FFE. 92 FFE MO 140 FefE B I 4 FEE oo i
BN 21T -7,

FFmE E MUER LT T2 NRE, BT IT A—H

CEES|

AFNE, MIBGENT 252 1 T D R EAEREE O i AEBRE [Z B\ T, 30252 2T RN
SNz, £, EBIREOARBIO BT O 7 VT 70 A%, BHEEIEEHE DK 20%I2& T
L7z, ARFIOIEEHTREOW I N 34.7 B CTH - 72 DI L, @EHTHICIE 2.3 FEMIZFEHE
L7z L RFTEZ LK Ruch LO5T OFEHIC L HREDRIZ 1% MV 8T% TH Y, BITIC L
0 AN RN BRE SN D Z EDNRE T,

F o, MIRENT 251 TV D KB BHERERE R |23 1T 2 A% 500mg @ HEHR O #5123
WTREMHICHE T2, AREEIREFTH- T2,

HANEE (LEV-PRM-030190-032014) H A A BHEREIL T K QLIS & 5% )
TWVWARIBEREBRFITBIT D LA_F T LOEYERE
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® frtfemERE (N139) (k7T —%) 1

H Y JIPREREAR T 23 1 2 AT B[l 1 e 551y D KA B RE D 1y
BT YA Sk, HEEMR, HEERG WATHER b
PSES HTREREAR T B OMRERR R A

F ARG 30 LA L 65 mLA T, BMI 2% 17 LA E 32kg/m2 LA R T, 24 BRMERIC L kDT
CLcr i, R A, Child-Pugh 73%8 A & ' B #5:4 Cl¥ 80mL/min/1.73m?2 LA
FoF, 5% C OERE TlF 60mL/min/1.73m2 L L TH HH,

BRIk R A & Child-Pugh 4738 A. B KT8 C O 7 /L o — VIS MEATRR S 9B g 2 6t 42
IZ. AAl%Z 1000mg HEFEOE G L, EKWEHEZ M L 72, IFEZEgkig i
Child-Pugh ZHOfhIz, FFEREOFMRAD —>& LT, IRRIEREGANCY B A
A v 2 HHOEFERHIRNEE), d-V /L E F—/b (3 B O EIRNES) KO
N7 x4y (BO#KE) OBEFRGIZEY, 2o 0K OKRNEREE BE LT,
P H MAFER LT T F LRE, JRPLXFTE2Z LRE

BMI : {Kk&Fa%k

CEES|
R K OV 4 (Child-Pugh 2038 A XU B) OFEREIC FE (UMEAN) Tk, AFloeg s
V7T v REAZH SN0 Tz, BE (Child-Pugh 7738 C) OAFHEREIR TE TlX, &85 7
VT T ANERANDK 50% & 7eo7=0, IR TFOERFREIZ, BHER N L b0 TH-
770
Brockmoller, J. et al. : Clin. Pharmacol. Ther., 77(6), 529-541, 2005

@ mEnE (N083) (Mghsr —x) ¥

E:h) e iR |38 % A HAIR] By OSSR #E 11 #5515 O SR B RE D It
BT YA Hiffigk, JEEM, HE R ORERS
ES il AGEERE GEC A A BAE)

TR Y 60 Ll b, BEYE(RE + 15%LIN T, CLer 28 30mL/min YL LR QMK 2 LT F=
AME 1.6mg/dL Rl OB e = H T HH

ARk AHK| 500mg & H G Uz, RIEHIM 3 Hoo L, KE#HRE (11 HE) %17-
72
P H MAEF L RF T2 L ARE, JRPLRFT X LRE
CEES|

EE AR ERE CEY 77 %) ICARKIZHEER G L2 & 2Ot 13 103 Th 0 . 2D
AN IE0E U 72 BN D tie KV IER L7z, Los L, RIEHRGIEOD ti 1374 10.4 FEfE & B
B GHED t1p ERIREDETHY . 7 V7 T AMEICHENRL . EEEIZBWTH A DK
MENRBIC K G L AR B A L N2 o T2,

LRI LT, WRMICRTEL 228 FFZIRO LN T, ElE 12817 % 500mg HAE
L, 1\ 500mg 1 A 2 [A] 11 AR ORIEER G RO ARFNOZFMEITIRIFTH -T2,

HANERE (EKEP-00101-01-1001) & GHEAN) 2B 2L _XF T8 H A
HA[A] R OV AR O % 51 D SRy dh e



(6)
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AEEE A
1) ERRERE (—REARERE. BERRARERE. EAMRELERAR) . HERTERT 2~
—RARE. BERTRERABROAR

Of FH Al AE R A
a) FREFARIECT 2 0 E AR OVNE] (EP0082) ' (#477)
RO HBY EER T TLRF S 2 ARAFIZMOPTANAIEL R LIZEDO L RF T+
A I D2 N R O 0 O A
RSN rp Bk gy 5
x5 HEOFRIT, LLTFIORTO~@QORMEL T XTEZ L, Bl _"FTH L%
AFIORA ZBRG LI TANABRE L L,
OEmEIEEE T2
QL ARF T v & AREOFNOBEEBIERHMOP T AN AIKIC L D1EEZZ T T
%
OEEIZLRF T & NEFEH LT REBRA 7
DV RF T & LR AOFBEEFIEEOFERN 4 %Ll
JE B EL TR ERIESIEL 503 B (B 361 i, /N2 142 6] (BAEREFIER 300 61, PN,
IR 60 B ET5))
A IR FHATHART - 2016 42 6 A ~2019 45 5 A, Bl£HiRT : 28 W
TR IE B ZaM AEES BRREM th (FEERO S BAAIE ORREBEENGTETE
BNbLOEEWEAE L,)
Ao SRR i (RS EMA SR OER OB S 2 A I E-E L
T TEBYGE - 03 - AL - Bk ©4BETHE L, EHUGER S E
LHIEESNTZBRENEDEOMIT BRI ED2EGEHRRE LTHE
L7,)
[ 5]
<Z2eik>

L MEFRAT /R EERE 365 41 (R 267 61, /N2 98 ) C . BIMEH O R ELE 413 17.81% (65/365
) Th o7, FREWER (BIED 1%LL EIZHBL) 1XEIR 6.85% (25/365 ) . Sy filitE 1.92%
(7 45) . 1k 1.64% (6 ), FEMED E 1.10% (A Thot-, LRMERFIEEIZE L
TIE, BEEVED 13 41 (AR 2.25% (6 f31]) . /N2 7.14% (7 6], FARA - FRDIEA 0.37%
(1 %) @D BT,

<HBE>
BHRVEMNT TR EMIT 313 BT, ERUGEE DA %IHRIT 63.58% (199/313 #1)) TH-o7=,
FEEER M 0 L K, 58(2), 101-118, 2021

b) A FAET T A O0FHREE (AR OV (N0138T) ' (#7T)

Ao B EIR T TCLRF I X AROAFN 2O TANPAIEFH LEED L RF T+
B I DL ANE R O R 0 A

EEEYEY rp gk gy 2

PoES R IE (CRMERRIERIEEZET) 26 T2 TADABED I L, OFLTAN

NWIRTCHSRBENRD SN, Filc L _F T2 AROAZBNEE LA
(16 7% 2L ) KOVNE (4 3%0L E 16 skl B,

JE B EL A EEIESIE 4329 61 (%A 3690 51 (B AZSERI%k 3000 #1) . /N 639 41 (H
FEIE B %k 550 f51)) )
HAT L [ FHAHIM - 2011 4F 4 A ~2017 4F 3 H ., BIE2HIM : 16 8

Fe RN E B ettt AEEL BRREM fMh (FEFLRO D BAHE ORRERPGE T
Wb OERBIERE LT2,)

Bt SRUGEE i (FRYERM AR ORER OB & 2 A RIICFTM L
T Y - o - AL - Bk 04 BECHE L, EHUEEKROHSE
EHESNT-BEDEDEOMTRIZED 2FEEAHRE LTHH
L7z,)




| V. BcT 2EA |

[#ER]

<ZAaEM>
LEARMERRAT R SRR 1 4282 1] (5 3650 i, /N 632 f51]) T, EIEH OFEBLEIAG X 13.52%
(579/4282 ) T -7, HWEEIG D E D> I-RIWER IZMEHR 4.90% (210/4282 i) K& UNFE)
HEHFEU1.831% (66 ) THY ., FH-RLEMEOBE LR DT ILRD bivehroT-, A
FOVNBRCTORWERORREIAIXZNZEH 13.37% (488/3650 1) KO8 14.40% (91/632 f)
L. ARRETH- T,

<HBE>
B NVERNT RIS EMIE 3240 BT, BAXUEE DAL 79.38% (2572/3240 #) TH 7=,

TR M . 220 LT, 56(3), 161-179, 2019

o EARAEIT T L BARE (RAKOVNE] (EP0075) ' (f&T)

HEgRo A R T TLRF T2 & ARO[ EZHAR L LIERO LT T2 AOREM K
O I DT

T Fp kg 2

PoES e (CHREERIERIEEZEL) 2/ T2 TADABRED I b, Filic LT
T & AR OAEBARS LR (16 Ll L) KROVIE (4 50 L 16 R
e

JEBIER A EEIESIE 652 61 (B 407 5 (B EEREFIEL 300 1) . /NG 245 6] (BAR
JEFIEL 200 151) )

PR % THAEHAR - 2015 4E 5 H~2017 4E 11 H . #I£3HR - 25

FFmE A ZaM AEFS. BARAENE th (FEFERO D LARAIE OREBENGETE
Wb OZEEWER & LT,)

AohME  SARUGERE il (Y EMABEEHM R ok OHER % 2R S B9 FHN L
T TERHYE - o - AL - Bk 04 B CHE L, BEHUGER S E
LHESNTRBERE ORI RIZEDAEEE/HRE LTHEM
L7z,)

CEES!

<ZAEM>
LARMERRAT RIS IX 619 51 (B 385 5, /N 234 1) T, RIEAORBIEIEIE 14.05%
(87/619 i) ThH-o7-, AKO/NEENZNORITERIBLEIAIX 18.25% (51/385 i) &
W 15.38% (36/234 ) Tho7-, BIERIT THhieRkEE] RO DEMEE ] 2o Ihd
LONE L Fl B RMEOBREL R T RITRO b o Tz,

<HhME>
FMEMAT R RER 1T 479 BT, BRUGEE DAL 89.98% (431/479 ) Th -7,

TEHEZER il 2R L 71K, 56(3), 181-197, 2019



QR Rl A
a) RYIFANCET A, 0

| V. BRICET 5

SIFEAEITRT 2 OFRREE (R OVAE] (N01390) (&6 T)

AR HRY ERTLRF S Z L E2MOBTANAIEEL A LIEESERED L_FF5+
X L ORENMER A IMEOFHM
FHEF X ¢%”ﬁﬁﬁ
POES Bor31E (ZRMEeRIbIsEE Gte) 2B T2 TANABRED S H, ot TAm
A%T+Aﬁﬂ%# m%h# I L R_F T AR OAEZBINES L2k A
(16 5 Lh E) KOVNE (4 5L 1 16 mklin) B3 T, BElC, N01387 IZ%&6k L#El
%%%16ﬁ%ﬁzfv«%7t&A%ﬂm§ﬁLTmé$%
JEBIER A ZEEIESIE 937 B (B 459 5 (B EEREFIER 500 1) . /N 478 6] (BAR
JEFIER 500 1))
A FRAHIM : 2011 45 3 A~2018 4= 10 A, BIZEHIMH : 16 W25 50 M. fKE 100
JE[H
Fe RN E B ZaM AEFS. BARAENE th (FEFERO D HARAIE OREBENGETE
WL OZEWER & LT,)
AohME  SARUGERE il (Y EM AR R ok OHER % 2 & B9 FHN L
T TS - o - AL - Bk 04 B ECHE L, EHUeEKR O E
EHIE SN BEDEHEOMBM I RICED 2B EEFEHERE LTHEH
L7=.)
[FER]
<zZzet>

ZRVEMNT SR EE T 929 B (A 452 5], /N 477 ) THotz, BEERKE I Y A

7 R OVEEREEN Y A7\ CB#ET 2 RHWERS D 9 b BB O RBE &
B . /NR 2.5% (12/477 i) TH Y .
LIEEE TH Tz, MIKESE

PR HE

BIX o T,

<HE>

b O A MR O BIVE R EI S
B M OHBEIZERK EORE L 70 5 HIH]

1L 0.4% (2/452
A D 1 il ZBRE VT
WINHIEEE) Thot, £,
HICRRECTH -2, BIVERAORBE|
TR HALT | AHN O KW G- D 2 2R B O Rf

N TEMETE T dH o 7223,
2 B (AL /NREAS 1B,
AL R E

BHOMERENT R EERIX 770 61 (B 381 f51], /INIE 389 i) T, FDOWN. EAEKFHAM AT RELE FilIZ

B D MRUEE OANERIT 75.89% (576/759 i) TH -7~
FRAM AWM E (2021412 A 8 H)
b) QOL (T 2., A RIECKT 2 0HHE (A) (N01388) 2 (#7)

HERDHEY BIBTIET D CANAVBRBFICLRF T2 X A EOFTAnAIEE O LD
LARF T2 ADOFIME, ZeAtE K OM@ RS E QOL o At

L EC R ¢%%ﬁﬁf

e OSFNE (TRMERALRAEEZ ET) AT 5 TANABRED S B, 50 mbl BT
rL WEICLRF T2 LOMFARBRNRL . MOFTANAIETHSREN
O LNT, FIIC L _F T X AOBEMEEE LTz QOL BEHE~EA T 5 B,

FER %K FoArEEIE SR 114 41 (HAREEEL 80 £41)

AT P AT © 2011 4E 1 7 ~2013 4F 12 f, FEERYRE SR - 25 1HR

B/ 2 BRME  ERRUCERT (FH 2 AR AN B2 B T SR DO HERB S A R O I AT L T

[EHLGE - o - AL - B b o4 BcHEL, FHWELUOSEL
HE I NTBE DB DO OB EGEFEHRE L THEIBL
720). 0% L AR X — L — b FIEHLARE

AEEG, WBARAE M (BAEHEGO S A L OREBRNGE T
WS DERIERE Lz, ke (Kaplan-Meier EIZX0HEE LT,)
RS E QOL (L _F J & & A EHIZIZI T 5 QOLIE-31-P EH#ZE D
YT 2 —VOENR 2T OFbE, BEASTFYTAr—L2a7 (G4
2a7EHWTCELDST LY TV R — L 2aT) FIRh—&Z/L2aT
DEeEE LT,)
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[#ER]

<HhE>
BT B X 78 BT, BRUGEE DAL 98.72% (77178 ) T -7, FHl
B 4 RITO 50% L AR Z—L— h ERIEHEARIE, ZThTh 97.37% (74/76 ) &
84.21% (64/76 f3)) TH -7,

<ZEM>

LRVERENT R GAERIE 105 B1C. BHWEH O BLEIA X 12.88% (18/105 f5l) Th o7, #HEK
B CHBL L - RBIERIZBIR 5.71% (6/105 #) KWy Z VX IV ET A7 =T —EHN
1.90% (2/105 #l) TH -7, EEZEWERAITEYS 1 #lTh o7z, LEMEMITEN 235102
Kaplan-Meier {512 L 0 B H L7 IR SEIX 96.00% TH - 7=,

<QOL>
faEERE QOL bt REM X 29 B T, L_XF T & ¥ A 50i# © QOLIE-31-P ER =D
—H VA a7 OEE CEME + HEEERFZE) 1$4.1+16.8 TH-7-, QOLIE-31-P ERIZ D
I HOWMA 2T OZAbETIE, [FIECHT oA, THErEE) KOt TR QOL) T
ﬁ%%wuﬁgﬂi%ﬂﬁjbﬂ4iz9%P(NMG181i348P(Nm9135i322P(HB%
AT HHWCTELSIT LY T A — L 2aT7 OB ETHRY 7 27— B0 T
WENBED LN (FRFH 11.8 + 28.4; P=0.033, 18.2 + 39.4; P=0.018, 14.3 + 22.6;
P=0.002), EALZRBDIZ AT II R T,
IINEHE f : Brain and Nerve, 67(6), 749-758, 2015
N fh  ERER RS SEEE 20(10), 1183-1193, 2017

¢) Add-on Fi, EOFIEITHT 20 (RA) (N01389) *V (#7T)

Ao B EFRTULRF T X LAEMOTH CTADAELHHA LIZKROLRF T2 LDAH
PE R OV MED R

FHEF X ¢%“ﬁﬁﬁ

PoES SFVE (CRMESBILRIEEET) 2H T2 CADABED I, LT

7%&A@ﬁ%ﬁ%#&< fDOFLTAPAIET 372 TR w5n¢ Bz

LRF T H LA BINEEE LD E B L_F T2 ARAMM L » ARTE Vi

DOPLTCAMDAIEHEANO A TIHFE SN TV D EHE,

JEBI 5K A EEIPUEF S 307 51 (B EERFIH 300 )

A A FHATIIR - 2011 4F 1 A ~2013 4F 12 A, EHEMR SR - 25 HiH

2P H Bty SR AL EMAFEESR T O ERER LS LERERE T8
HIDOME RN L, TS - i - A4 - B k) © 4 BECHE
L. B E K O & BT SNz BE DA O 81 5 5515
EHENBRE LTEH L) B0% L AR F—L— . FIEWER

Zat AEES, BRRAEME fth (FEFRO S HAK L ORRBEENGE TX
WL OERIEHE Liz,) fkfisE (Kaplan-Meier (BIZ X W HEE L72,)

[F55]

<H >
B IWERRHT R G FNE 229 1) CH2hRE M rTRESER] 211 61, FEAEEEOED A H T RE4ERT 202
) T, SRERUEEOANRIL 81.52% (172/211 f5]) Th-7-, THmHIE 4 HETD 50% L
AR HZ—L— bk EREMERIL, TN 81.68% (165/202 f#1]) & 70.79% (143/202 #)
ThHoT,

}

<z >
LEARMEMRAT R GAERIX 250 1T, BHWEH O BLEIAS X 15.20% (38/250 f5) TH-o7-, FIL
EIE 1%Ll EORIERIL, BHIR 7.60% (19/250 ) K OEERE 1.20% (3/250 ) TH-7-,
L MERRATHE R & %1512 Kaplan-Meier 152 & Y B U 72 IRFAEGERIL 92.28% TH - 7=,
PN i ERER RS SR, 17(12), 1671-1686, 2014



| V. BRICET 55 H |

d) EBFEAECTE T D O () (N01398) (4 T)

AR HRY EFETLRF T2 X LEMOH TADAEKEFR LD LT T X LDH
M B V2 M O 3 AT
EEESYE PR gy o
poES LRF T & Leh U B
SEBI 5K PSR EIESI S 236 51 (B A=5EFI%k 300 41))
A FHAHIM : 2010 4F 9 H~2014 4= 2 A, #EHERYF 5311 : 24 JE R
TP H Aoty SR AL EMAFEEYR T O EFER LS LERERE T8
IR BRI U, [EEEE - 8% - A4 - Bk © 4 BRETHE
L. FHHWE K O & BT SN2 BE RO 8 5 515
EHENRE LTEH L) B0% L AR F—L— k. FEWER
et AEFEL BRREME fh (FEFRO O BAA L ORRERPGE T
ROWHLOERBIERE LTZ,)
CEES|
<H@hE>

HVEMAT RIS EMIT 122 BT, BRUEGEE DA %2R 1T 82.91% (165/199 ffl) TH 7=,

<EAME>

LR MERRAT XTSRRI X 225 T,
BIVERHIE 4.89% (11/225 #1) 128D HiL. EOHNFRIT. TADA 2.22% (5/225 ) |
AEEFEIREE 1.33% (3/225 f4]) &

1% 29.33% (66/255 f3]) TH-7-, EHER
TAM
1. FERE RO (1

AER ORBEE

HTholo, ZhbHEERENEMH DR

'@"J) u%ai\ b‘fh%@@x i%:l%f&)ofuo

FRAM WS E (2021412 A 8 H)

2) RRBFHELTERFPEDREXIEM L-RAE - HEROME

AR/

xq2bi]

WORIELAT 2 HARANRAN TADABEIIKT 277 e AR HE R EGER 2 W5 (RS T

S MHHEER (N165 #ER) &UIW%MH%&% (N01221 #BR) ]
jrao) 3000mg/ H RO A 2 0FE LT kE S,

2B 57T v AREE, 1000mg/ HEE
B FAEE AT 5 ChAbiBE GIREERERRE : 395

Bl) (2T Dl BT OE S FAEE L i/)’t@kio D ThHhot, ¥

H R L _RF T X LR
1000mg/ H 3000mg/ H
%k 2 134 132 129
BEAE ([=8))
rp 1 2.94 3.23 2.75
Q1-Q3 1.50-6.08 1.75-5.58 1.83-6.30
FEAREART (121)
Fp 1 2.58 2.30 2.00
Q1-Q3 1.33-5.33 1.04-4.96 1.00-4.83
Ry FAERIER AR (%)
i 8.06 18.76 28.64
Q1-Q3 —12.20-33.25 —6.02-47.76 —1.94-53.49
pfE » — 0.020 <0.001
50% L AR A —L—F 9 (%) 12.7 24.2 31.0
n 9/#%k 2 17/134 32/132 40/129

a) IR OMNTHREN D 5 B, ISR K OFHIHIR O T — & 23> TV B 35S
b) 7T AREE L O : Wilcoxon BN A E

o) W7z OFEFFAEMEEABIZIAM & b 50%LL FokiE L7-#5RE oFl &

d) BB 7= 0 OFSFEAERIEDBEIIM & B 50% L FiE U - R

ILFAEHZE il : Ther. Res., 36(8),787-797, 2015
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VI. EMEREICRI SHE

1. REZFMICEEH D LEMRITILEME
Txz= b AR BE Y ST afET YU LA 7T ERL V=Y IR 7 aAF A
TR F o FETv—RMEOTE Y X
EE  BEEO S DLW OMREIHREL, BHORNILELZRT D L,

2. EBEER
(1) EREGEL - fERE =
LARF T X AL, BFEOTCTAMNAIEE 138 e 58 CRAEMGHWER 2383425 Z LR &S T
Do LRF T ELZLAPMERO T 7 2/ EH 2A (SV2A) L6752 L. E72. SV2A ITXH
T HMEEBANE & ST ANABYET M T 2 FEMEHER & ORIZIZMHBEREO b d 2 &
Wb, LRFTEvZ AL SV2A OFEGR, BEMEERICHFSTL2b0LEZ 6N TVDS, il N
Al CatF ¥ FVELE, MM Cazr O iEEENH], GABA KO U o AEEMEERICH T2 7 227 Y
> 7 B O e Ol i i o i ) 72 R U b o 1 23558 80 B, 2D b IEIEIHNEMR 2B - T
WHEEXLND,

A gapi o ntig
VT AR
\F — N Ca* F b

SV2A

A
- TNO
A\ ‘ 7 2 g;/
TR (mE Y SR DI ER N & Ca?* F+ XIVPEE
; k.

e

LARF S5+ 8 LDRTF LALOERREOHETERE

LARF T v & K OHEEERIET

PR IEE I OFRENC BS54 5 £ B 2 b D SV2A ~DiH

* N & Ca2F v R /VELEEA]

- MNP Caz b e HIE N

* GABA J O 7 ) o AEBWEERICK 427 1 27 U w7 BEOHHIEH
+ PRI O 72 [ oo B 7
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<%#%>MSV2A L3
SV2A 1, #EAE» DWILEE CEL 0BPREICRD S D /MalEE 12 [FIEwET 25
EHETH D, NOWARECHPMILICIFEET 203, FRCHRER TIT s =Y E OFEEE
WZRAR 7  IRWHELRERD b b, 728 SV2 EHEI2IE, SV2A, SV2B, SV2C 0¥ 74
A TNIFET D END->Tn D,
SV2A %, HRAREWE O KHOHIEICE G L TV D EHEISNTWE R, TOFLE L
THRRANEED b7 v AR —% — & L TOMRE, Ca2H&AFMES T 7" A/ NaBA 1 ik HH % il £
95 Caztt U —DEE BT 5T 7 b X 7 2 U OFEIRERE. SV2A O BESEEL Y 3 %
BEME LT T /v =0 Vg (ATP) 7 EZ2RFFT 5~ R v 7 2L LTOMEEEZH
I HEEMEARE STV D,
—J7 SV2A (=/=) RE ) v I T b~ AFEBE LR EBEDO TADARIEEZRILL,
2~ W THLETHZ &, /o, SV2A (+/-) ~7T 1/ v 77U b~ AL, SV2A (+/+)
OBARZE_X T a ey A =g, XUF LT F 7= LK 6Hz #IEET
ILTORERMEMET T2 2 L2805, SV2A N TADADIREICEET 5 Z & AR
EhTWna,

O MRAZZEME KR OREICE G325 LB 2 5D SV2A ~DfEA (in vitro)

D) LRFTEH ADOEEIE~DRES 2
Z v MR ORI OSB3 Zxt T D L_TF T2 X LD EEMET LTz & &, RrRAUHE
AR C BV T O LR B, KWK ITRES Lo 7z,

i) B bk SV2A. SV2B. SV2C ~D L _F T & ¥ AFEKOFES 2
BN T O LR_F & & AEGEAL O RTEZ M LR, ek 7 A/ 53 1258 R
HICh o7,
bk SV2H T A AT HRAERF L&, LRF I X LT SV2AICHAETHZ L
PRSI, SV2B KO SV2C I A Loz,

i) b b SV2A (ZkF3 28U & R MEREMHIER & o R B 7
LARF Z I LJRVANTF T 7 LAFEROPRERIEET L (w7 X) (28U 2R /EHH]
TRl & B b SV2A IS 2 8MME & DFERZTA~TZ L 24, mWHBEINGED b,

SIS ) VeASY

o
ot
1

4 T T T
2 3 4 5 6 7

T S 3 A i E FH @ p E Do
pKi : ZAEEIZT 2 BIF0M 27 Ki fE oA xidk,
ERRKEWVIZ EBFIERE N EE2FRT,
K70y M, VT T HX LAEUOEECEYOEERT,
MLANF T L LD pKi=5.5

@ N # Caz+F v /L ENEM (in vitro) ¥
L R_RFFTvH A (32umol/L) 1. T v MEBAT A AL CAL #EAEMRMEo N
CaztF v x V&I L7z CaztE&Rm 2 L7z,
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© MR Caz+ilgBEmsIER (in vitro) *
7 v MIREEBRIEE MRS T, 7 oA & A THRHIIEN CaZiTisiEkiD Y 7 /) Vv 3%
BERERRE L T 7 = A AN Ca2iff i lc x5 5 L_F T &4 A (1,10,32 KU 100 pmol/L)
ODEAZERFLIZEZ A, LRFTEHX L (10umol/L) X, V7 /) VU RIRENT HHIEA
Caz+ilift 2 Jl L7=,

@ GABA ROV AEEMEER ST D7 a0 27 U v 7 EOMEIWEN (in vitro) »

N/ INEEURI ARG, ~ T AV AR RSHI AL M O BE R R A AR O IEEE I 2 I E L C. GABA {E&Eh 1
%,E’?)ﬁjf()“ﬁ’ MY =R o AR IR S LT 7' # A (0.1~1000 zmol/L)
OERZERFI LI Z A, LRFFTEHX AL, GABA KOV UV AEBIMEERO T 0 AT U v 7
[HEYE (DMCM K OMish) 12k 2 FHEZH L7z (ECso=1~10 umol/L),

® FHERARA R O R 72 WL OBIHIER (i vitro) *
L R_RF T+ H A (32umol/L) (X TAMNA in vitro T T VOIS FEFKIC X D IEEVEN O RIE & O
TREVEN S GEKBERE) (T8 % RIF & T, Mifast Crosk S 5 4E G RIS Z 1T kT L &R
BWCAVER U, ARk e R oo i 38 7 [R5k &2 i) L 7=,

(2) EMERMATDHERAR

< TR AR £ & D >

L RFTEX AT E NOTADAFREEZRDIIKBLTWALEEBEZ LN TWEF Y R U7 E
TNEIZILD ETLHGRIEET NV, ARFIELZEZT A N T AT — VBB TANAT ¥ b
72 EORRIET T NV CTREMGIER Z 7R L, BIETADNATT MR L CTHRIAWIEISIER %
RUT, — . BT WVRAETT VICIEIRE RSN E G, BEFEOFITADARKE ZRR D
¥ EET D EWNRENnT,

BLAFSE5 LOREMNGER

ET )L EukZpin i R
ARSI o R 7 %E | v~ A |EDso=7mg/kg. ip
PTZ#%x RV v J34E ~ 7 A |EDs=36mg/kg, ip
S A kX KU Vv TFEAE 7> b | B/hAZE=13mg/kg, ip
Go |7 == A VERIER T Sy |7 F= RAVERIET v R
Y BRI v R U o 754k XLT, XA
T vo Ve R RAE 7 v b |RADAZE=1Tmg/kg, ip
A = VBRI RAE 7 v b | ABE=b54mg/kg. ip
ARNT AT = VBEMERMPTA| - o e .
BRI DA T b 7 v b |R/ADAZE=5.4mg/kg. ip
5 )L N EDso=9.7Tmg/kg. po (fl{%)
B E fF vUA EDso="7.0mg/kg. po (FREH)
ﬁ\t%my oy [BARERT VA ~ 7 % |EDso>540mg/kg. ip
won BTV | RKRPIZERT VA <~ 2 |EDso>540mg/ke. ip

BLRAFSE2 LORTAMARMEER

5L B il o
Pt S NN/ A9 Z v b |27 & 54mg/kg. ip THIH]
PTZ %> KV > 7Kk <A |17 KO 54mg/kg., ip THIH)

B LARF 2 L0OEEEOFEM

£ )L By fd it R
MEERH X v R 754 ~ A |TDso/EDso=148
AL TAT VR TANAT v & | Ty | TDso/f/NAZNE=235
EDso : 50% A %0 &, po : #&&H# 5. TDso : 50% il &




O TAMNAFIEIZKT H1EH
HHARA 7 ) —= TEF L THDLEKE
W AIEIER %2 7R S 72 v o 7208,

T VIAET V72 E TR
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TWNATT VR R F LT T Y — )Lk
AIRESEM Y R v 7~

TR NRF LT ARG —AF L R USRI NI, =V EREDS >

b AR T AT = VBEHERMTANAT v b (GAERS),
BTN R LT T AN A ET LIS

) ARESHEIES S RY 7 RBIEROPTZ T R v I RIEIC

8~11 i) *¥

L RF T H AT~ A AEE
LCHfERAZRL, 50%F%h%E (EDso)

TEIRMERAE~ 7 A 70 EDE Gy FEAE
BT, EEMIHIERZ7R L,

T DER (w7 A SR

AN R VI BIER O PTZ 3% 0 R Y v 78 EICk

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

e ﬁﬁ%%ﬂﬁ#ykvyf%ﬁ FM%%%VPUV?%W
EDsofE (mg/kg. ip) EDsofE (mg/kg. ip)
LRF T XA 7 (2~10) 36 (15~96)
V2 A=1"al Ry NN 66 (52~83) 147 (116~189)
7 aF BN 0.03 (0.02~0.05) 0.03 (0.02~0.04)
Tz ) LE X — )L 12 (8~17) 5 (3~17)
Trz= kA 6 (1~16) 38 (22~171)
TR 6 (4~10) 17 (8~28)
T hRIZ IR >254 117 (99~161)
e ol N A= S 4 (2~7) >82
TN F 55 (30~95) >665
rET~—1 >109 >340
EDso : 50% A %h & () : 95%(E X/

i) PR R U RIS 2R (T b SR8 B W
LARF TR NET v MRS B o 7 RIEOERERE, SRR R & OV JE 54 Fifse s
il 2 F B ARAF RO L7z,

T Py Ty e
BSR | (Racine =4 —1) () (#)
(mg/ke. D [ U g owrn| MR L Fotvsrn| 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*
EE + HEHEFEZE  *p<0.05. **p<0.01 Wilcoxon D 5F & BN E
i) 7= hA UEFET v FORHEES > RY U RBEBIHTAER (5> . £BE8 ) 10
VN%?ﬁ5Aﬁ7::F4V@§ﬁ&@EH@9/%®§%%@ﬁ%AuLﬁéﬁto7

== b UEZMET v P RO BT 2= b VHEBUET v MIZBWT, X0 K& 2EE LA
b bz,

iv) b RO A = UEEFRBEIEICHTDER (T b, KR8 )
LARF I Z NI RN RO A = CEERFEFARIT U TRIEMGEN 2R L. &b
HhElT, ©r e UEREIET 1Tmg/kg, WA =V BEHRHEIET bdmg/kg TH - 7=,

v) ARNFAT—VBIEMHERMTANAT v OB FEHEMIRBERGI T 2EH (7> b B8
) v
LARF T Z LIA T AT = /VBIRHERB TN T v b O B FEVERRIR IS R Ry &

AEIZHEREL (50~90%) . FEMEMHIEM 27 LT,

vi) BEEMERAEIC T 2 (w0 A &8 10~20 #1) *
LARF TR H LT, U AR DR RGO WA 2 H BRI IE L7,
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vil) AT VDR AET ST A1EH (= A, &BE8~11 fi) @
RREBITOVNA~T AR ORK PTZHR T ONA~ T 22BN T, BEFEOHITANAIRIL
Pl Eb TN —FHOET L THITONAEREZRLIEDOIZH LT, LRXFTEX AL
WTNDET BN THIUTWIAERZ RS o7z,

@ FICADNABEMEER (7> b, KR8 )
RHEESIIE S R 7Ty M2BWT, ¥ RU IR ZME L7,
R ESHE R > 7Ty Moxd B 7ER
V«?T%Z&Ai FAFEIEFE O FH 28 L, BEXANEOSZBH M Z B> S8,
Y RU TR A Ls, 25, BRBEGREZLRRL W D LRFT
X APTTCANARHER Z BT 2 2 L B3R Iz,

A RUHI

A
v

—— %R

S—INoe S —~o o
Lo

- 27mg/kg
1 —o— 54mg/kg
] .= * 1 p<0.05
< LT TS AR > Mann-Whitney U /&
093 % 6 8 012416185022 6 30 34 38(1)

HEZAE
Sy FORKZTY R D TBMEICHT BER (REEER)

) S R
100- e
— 27mg/kg
80+
%60
i
40
B
20+
0 **J" V“\ﬁr VAT RN s > Student’s.t-@ﬁ?
12 4 6 8 10121416182022' 26 30 34 38(H)
Gl EIR

S FORMET Y R O TRRBICRT HER (RS

(3) feFASTEST - A
AR L
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VII. EMEREICEY S5HEE

1. mMAREDHTS
(1) BAELEDLIDRERE
MR L

(2) ERRABRTHREIN-ODRE
@O fREERAICE T 2 HEE R (28R b v
HARMNERER A LT T & & A 250, 500, 1000, 1500, 2000, 3000, 4000, 5000mg (%
H& 6 ) Z2ERICHERAKEG LIz &, T RTORGETLXF 78X L0 MBETRE
BE#ITIT 1 RIS R EEZ R U, RN G RIZh DO T~9 KR Th o7z,

(ug/mL)
150

il —0— 250mg
i —1+— 500mg
Ha 100 —0— 1000mg
K (F¥IE =SD, n=6) —— 1500mg
=+ —v— 2000mg
7 —o— 3000mg
“E —=— 4000mg
7. 50 —e— 5000mg
ey
i 3

0 6 12 18 24 30 36 42 48
P55 (h)

b Cmax tmax AUCo-48n tiz

(mg) (ug/mL) (h) (ug-h/mL) (h)
250 6.9+1.3 1.0+ 0.6 56.7+6.2 6.9+0.9
500 16.4+ 4.8 1.0+ 0.6 148.7 + 18.4 79+1.0
1000 29.7+ 9.3 0.8+0.6 288.9 + 34.0 79+1.0
1500 40.8+ 7.2 0.8+0.3 458.1 + 50.9 8.1+0.4
2000 53.3+8.3 0.8+0.6 574.6 +71.4 8.0+£0.8
3000 82.9+7.4 0.6+0.2 925.2 +£102.1 7.8+0.8
4000 114.1 + 11.0 0.9+0.6 1248.2 + 152.4 8.6+1.0
5000 115.1 +14.3 1.0+ 0.6 1363.3 +£ 151.9 8.1+0.7

Crmax : %%mqj{)%&f tmax : %%Iﬁl*/&%fﬁ@”%ﬁ% AUC : [ﬁlqjﬁ%/}%g'ﬂﬁflaﬁﬂjﬂff}%?ﬁ%
tue @ VIR, EE £ BEERE

HE  AFOARBIN TV HELROCHEIX HEFE., RAZEZLVRFI8X2 L LT 1 H
1000mg % 1 H 2 ENZ/ i TROE G35, 7o, JERICE Y 1 H 3000mg %48 2 720
HPH TR I ST A 0, R T 2RI L LR A HiF T 1 B EE LT 1000mg LA F
TOMTHIZ L) THD,
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@ fERER A E T B S B G- RE oD i, i 2
HARNERR A IZ LT T X A 1[0 1000mg F721% 1500mg (£ 5E64]) #1H2[R7H
ML L&, 5 1HE (WEREGR) &7 HE GKEERGER) o miEfREgIticiks
%A 2~8 FEMIC Comax 7R L, ZOHK 8 REE DR MM TN Lz, F£7o, mAEHRE
EE 3 B HICITEREREBICET 2 LR SN,

(pg/mL) 2000mg (n=6) (ug/mL) 3000mg (n=6)
100 3 SERJE+SD 100 - SR+ SD
o 1073 o 1073
g 0
o 14 x i 1y
i e
B 014 B 014
001 B T T T T T T T T 1 001 - T T T T T T T T 1
0 24 48 72 96 120 144 168 192 (W) 0 24 48 72 96 120 144 168 192 (W)
P 514 IR R Pe 1% R
te o 2000mg/ H 3000mg/ H
SERE T A — 4 S mi
Fl|EIE S SRS e S EIE AL | EIESEAiET e S EIE AL
Cmax (ng/mL) 24.1+ 3.0 36.3+ 5.7 33.3+3.6 52.0+ 4.6
tmax (h) 2.2+1.2 2.8+1.0 2.2+0.8 2.5+1.0
AUCo12n (g h/mL) 191.3+ 26.7 318.3+63.2 253.7 + 30.3 445.6 £ 56.9
tz (h) 8.0+1.4 8.3+0.9 7.5+ 0.7 7.7+ 0.4

M + AR

@ FEFERR ISR 2RO S EFAI~OU) 0 2 3B (RiEs kN &L
HAARNERERR A 25 12 L _XF T & % A5 1500mg % 15 53 LA FF RN BE G- X 3R e G- L= & &
RO B & Pl U C L AR B 5B D Cmax 1359 1.6 fi5 8 < LAUC KON tue 133EBL L TNz,
BB, LRF T H LRORGREO AW FFRIRIZH 100% TH - 7=,

(pg/mL) o )
101 (ROIIAEBEHI X COME) oy R
100 -
90 (A& FEIAE + 95% (= X )
Lﬁ% F n=25
1% 80 -
T
v o704
F 60 it
- 50 4
o I
2, 401
LR
20 {1
10 4]
0 j_ T T T T T T T T —.I
0 4 8 12 16 20 2 28 32 36

5B iRtk O (h)
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(ng/mL)

+/ m E
110 1 (ORI £ CONED) o« o T
100 -
i 904 (jxf%:{;f{)‘ﬁiéﬂlﬁiQE)%E*ElZFnﬂ)
%fj 80
701
7 60 4
=
+ 50 -
x
2 40 -
f’:é 30
20
10
0 . . , . ,
0 2 3 4 5 6 7
PG BLATS O (h)

o s oS g ST EARN R 5 I mES s
FIBR AT A (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)

Lz (h'1) 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)

LI (EEMREC%) . tmax CTIEP SRR (Be/ME — Fe K AE)
CL: 2527 V77 A, CLIF: RnFney 7 V7 Z A, MRT : Y8R, NA : 3%
W, Vz: AR, VI/F 1 RN OSHER. Az KOOI T
a) MEFARPNE LTI CL KO Vz, f& A5 Tl% CL/F XU Vi/F
[(LRFS5+E4L1500mg % 15 HEEE AEFHIRRNRSERVERZORE LE-Fomigh LA

FoE52 LREHTRE)

(LAFS+4% L 1500mg % 15 S EEE REFRAR S R VCERZEORS LI-BRD
LAFSEZLDOETERYEE/NT A —F DENTIER]

SRR 5% 0 £ 0 )
SEITE <5 A — 5 CRTRRAEC e S v
AHEENE 90%1{Z# X ] (%)
Cumax 1.64 1.47,1.83 22.8
AUCo-t 0.97 0.95, 0.99 3.6

a) FEAEGATET 2 MR G- O BB H O )RHEEE & U 90 %o B RHIX T (5310t

b) #EREPNZEEREL (T HOIHT)
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HARNERERA 26 B2 L_XF T X A 500mg( K7 A vy 7 50%% 1g XX 500mg #& % 1 §E)
FZRERHERER L L &, LRF T X ADOMBETEEHRE K OSEmERE T A — X XL T D
R4y 7 50%E 500mg SEILAEMFHINCFETH D Z L PRI Lz,

LBy THoT,

(ug/mL)

35

30 1

(ugimL)

—— A1y 7 50%

30 |

--0-- 500mg §E

A E-15fE+SD, n=26

i3
i

1fil. H

HE 25 L 251

h = 90

) ; 20

73 20 157

EA % 10

Z 151 =

y 1 e

A

# 10 )

i3 i £ 514 e

A
OE T T T T T T T T T T N
0 3 6 9 12 15 18 21 24 27 30 33 36(h
B 515 R
HRIMBNRE RT A —H K4 v>y750% FEAl BUHIF O LB g b @)
(n=26) (n=26) (90% 15 #E X )

Cmax (1 g/mL) 20.9 [24.5] 19.6 [28.1] 1.0680 (0.9689, 1.1772)
AUCo+ (1 g-h/mL) 149 [15.6] 151 [15.2] 0.9871 (0.9701, 1.0044)
tmax (h) 0.500 (0.233-1.50) 0.633 (0.250-2.00) —

Comax X N AUCo-t (T AT A BT CV (%) ]
tmax 1L IAE (B/ME— & KfE) a) KT 4 1 v 7 50%/500mg

©® NMRIEHIER & ML PR OFRRY

HARANTAMAVBEIZL T FEH L 1000mg/ H KO 3000mg/ H A H L&, L_XF T+
& LD AR RS AR 82 ORI IS TR R L7z,
(meg/mlL)
904
i 801 o . .
B 701 ¢ 4" x 1000mg
3 oo '0.. ¢ 3000mg
L 604 o
504 . \".,,-,: .
4 o ¥t | 8
N 40+ x.o.‘o.{‘:' MR * .
//27 30_ " 'x.:'.. :..- L]
%}; x :Xxx .X.:‘..: e * .°
% 207 & Lom o Sta ., &
107 xx X s%%fgxx%%ﬁx%x&. .x ? x %
04 X x
0123456 78 9101112131415161718 192021222324
(IRef)

HiHH £ I )

hEE
MUER e L
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(4) BE - ftAEOEE
O BFEORED
HARNBERERN 12 25, FEEMR. BIERk, 287 o 24— —iE (IREHIR 13 HH)
WXV L RFTEBHZ L 1500mg & ZEMERF £ /- I3 R BICH B 0BG Lz &b & Z2ERE L T,
ﬁ?&&l‘iﬁ%’é;i tmax ﬁ§7(f\/‘j 1.3 H#FEE}LEE L/\ Cmax !j: 30%'{&1: L/7L:7j§\ AUCO-48h 6i E%T&DO f:o

(ug/mL)
6

== 2 (n=12)
-@= ZEfEIF (n=12)
FHfE +SD

EEEYSE
w
o

0o 12 24 36 48 ()
e 5% IR
Cmax tmax AUCo-48n AUC¢- tie
(ug/mL) (h) (pg-h/mL) | (zg-h/mL) (h)
72 [ iy 49.9+12.8 | 0.75+0.43 | 463.1+57.0 | 469.9+58.7 | 7.64+0.85
B 36.4+ 5.5 2.08+1.06 | 431.6+41.2 | 437.0+44.4 | 7.61+0.84

S £ AU

@ PFHIED R 2
) Txz=FkAr BGEAT—%) ®
T = M YOHEFNEETHSICZ Y P — LT X RIS FAE T i LR IE RS
BIEEAT D ChAmABE 66 GEAN) ZX%RIC, LF T &5 4 3000me/ H Z IS
Lizb &, 7= b Y OMGETHRESCHEYBENE T A — X ICHBERIFTS R0 oT, 7=
=R b LRF T X LAOIYENRBICE L KT I ool

i) v ra@gt hY s GHEAT—4) 9
fERERC A 16 5l (AAEAN) ZRRIZ, ST el U U AOEFRETFICBWW LT T
4 L% 1500mg HEREO# G L& &, N7 afig) b o7 AT LRF T X LAOEKYERE
B E RIS hoTz, VRFTEX AL LT i) b U AOERYEhREICEL KT
7o,

PCAMARE (ARAKRUINEANT —%)

HARN 217 Bl OSHEN 311 Bl A L O CTANABEN LS LA EH LT T+
B NRET — 52 2 HWT, REEFIEMENEMT 21TV, DFHILCTADPAIER L RF T X A
DOIEENREIZ RITTHEBERF Lz, TORE., CYPIZEEZ KT S RWBITAASE (IR
RUFr, FERNIF, RETw—h, Y=Y IR) FLRF T AOEY BRI AL
KIFST, CYP [HEEHA AT L2 CANAIE (v rafigr M) on, Z7asFh Jna
TERL) ROCYP FENEHEZHTHIHCTADAIE (I \wBE Yy Jz= bV, 7=/
SN EH =L FYIRY) FLRTFT T LAOEYENREICK LRI EZ RIETIFE
DEIIRIEE 2o T2, £, BARANTANAUEEZNG L L7 7 2R B 55
ONTILTADAIE (DA R~BE, ZJz= b, AT afigth ) vh, V=%3IK)
OMPFEFRET —X ZHNT, LRXFFTEX AN ZNOHH TANAIKOIEYEEIZ RIF T
BEAMB L2, TORE, LRXFTEZ LTI NSHF TANAIKD M E |22 M IE

1ii)
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I pho iz,

iv) BOBTH (ZF =LA NTFT A —AFORLR I AL R LILDOER]) OEAT—H) D

v)

vi)

Rk N &t 18 B (MMEIN) ZxtZic, BOBHTEE (mF =LA b7 U4 —/1 0.03mg K&
RLUR VT A MLV 0.16mg O&EAIZ 1 H 1[E) ROVLXXFF&H A% 1[0 500mg 1
H2m 21 HMMEROZERG L&, LRXFTEX AFZTF =LA T P4 — VLR
VAN VIVDOIRWBNEE N T A — X TR RIE S 2o T, KHERE oifh 7 v 7 27
1 RO VE R E IR THERS L, R OBHEIRO I EBE RIT S 2o
7o ROBHEIIZ, V_XFTEX LAOERYBEICHEEL RIZ I ehoT,

vaxyry GrEAT—%) P

fEEERRA 11 61 (FAEA) Zxi%ic, Y% > (1B0.25mg% 1 H 1) KRL_FT+&
X 25108 1000mg 1 H 2B 7 HEXERO#EL LZEE, LRFTEXZAFYVIF 0K
MENEE R T A —Z B LR MIEE o Tz, VIX LU b LARF T X ADOEYEEE I
EREFES o Tz,

o7 7 )y (HEAT—%) P

7'a by URROEBERER (INR) % BEMOREANICHERT X5, 9rv7 7Y v
DO G- 7% MR 32 T T D AMEERERR A 26 il & 5t 5z, U v~ 7 U > (2.5~T7.5mg/ H)
FOL_RFZEHX A 1[H1000mg 1 H 2[H 7 AMKERAOZELG L&, LRXFITEX AT
TNT7 7 U U REICEEERIFST, Tu b B UL EEEZ T R0 o, YLT 7
Ur b L RFTEH AOEYBNEICEEELY KT S o Tz,

vi) 7Ry K GMNEAT —#)

e 23 B (FREIN) xR, e X% K (1 500mg 2 1 H 4[0]) KOLXFF
XA 10H1000mg 1 H 2[H4 HIEIKERAKRG LLEE, 7rXR Y RELRXFITEH A
DIRMENREI B L NIFE X 727208, R ucb LO57 D7 V7 T 0 A% 61%IEF &
7=,

ERE/NS A —4
(1) FEITiE
O H[El#s:
i MAE PR (Cmax) Mo OV LA FEBNERF ] (tmax) (ZFERME LV KD MAE P — Iy

(3)

MHER A (AUC) IXBIEICE VR Lz, RO 3 BESLLEORE 2 B/ " ET
AR L, SO EROMES (1) M oMmMEPRE RN (t) 2HEH L, &5, LT
ORIZL V7 VT T A (CL) kU HistE (V/F) ZHEH LT,

CLtot/F = DOSG / AUCo—oo
Vd/F =Dose/ (AUCpwX A7)
CL: =Ae/AUCo4sh

@ B

Behi1 A H OB #% KOG 7 B B O i i i (Cmax) K OV i ME A 2 2R (tmax)
VEFEMME X 0 koD, i AER R — RERT AR T A (AUC) IZAEREIC KD B Lz, MR 3
R ASLL b DR FE % B e/ s IR IE CHRERIETR U, 45 O AU 72 AR OME & 7> & i b i B 280 (t12)
ERHHLE, &6l #27 V772 (CL) ROVSAfsf (V/F) Z2&HH Lz,

(2) RUVREES

RHEM AT
ka (h'1) =244 (FBREF), 4.80 (ZE[EEE)
HREETER
AERe L



(4)

(5)

(6)
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SYTSURY

TERERR N LR O #6 5- (n=6)
T’%fg;ﬁ 250 500 1000 1500 2000 3000 4000 5000
77

4137.5 3423.1 3518.0 3290.2 3490.4 3233.9 3181.3 3646.9

7 +182.0 | £444.3 | £412.6 | £479.3 | £457.2 | £397.3 | £372.9 | £383.0

(mL / hr)
MG + FE YR

TR AFOAGR SN TV D HELOHET R RACIEL_FT78% 4L L T1 H 1000mg
Z1H2ENZHTTRAKET 5, 728, FERIZEY 1 0 3000mg % # 2 70\ i T
R 2 28 BRI T 2 AL Lo RIE A & C 1 BH&E S LT 1000mg LA F9217H 2 &
Th b,

DEEE
HANTADAERED RINT OSRERIL, REMNERYEREMAT OfE R 9. 0.64L/kg & HEE Sh,
TR A BTV M & 72 5 7,

R BRI 4 5 (n=6)

Beh &

(mg) 250 500 1000 1500 2000 3000 4000 5000
IAEAE 41.0 39.0 40.1 38.2 40.1 36.2 39.8 42.6
(L) +5.4 +5.7 +7.0 +4.3 +3.1 +4.0 + 8.2 +6.9

MG + FE YR

HE  AFOKRBIN TS HEROHEX LB, A L_"F 78X 4L LT1H 1000mg
1 H 22BN TRAORS T, 728, ERICEDY 1 H 3000mg %48 2 722\ #iH Cili '’
R 2 28 BRI T 2 AL Lo RIBE A & C 1 A& S LT 1000mg LA F9o17H Z & |
Th D,

ZDih
MAMER e L

3. BEE REaL—a>) @i~

D)

(2)

R A&

RN 20 EN R OSE T, R AN DN T A AR & % 8I2AT - 72 10 3Bk, 528 #i (HA A 217
B, SAEA 311 651 ; Bk 343 Fil R Otk 185 ) OBREMNSLELR-MET L RNF T H
LIRET — & 5442 JE MO, =R L O—KREREZE) 12 /3— " A b A—T U F
TNEIEARET )V E L CHRER/ D ZREFIC X 2 IFRIBIRE S RET Lk (NONMEM) %
WH L. RESEAIEM B REARAT 21T - 72,

AN BARNNE RO T A A B 259 Bl BIVEE L2 R L _F T 4 AJRET — 2 1840
Ra OV —RIIGERE R N KIERER 2 AT 08 1-a /3= M Ay NET VA EARE
TV & LT/ N ZIREUFIEIC X 2 IR A DV RE TV & W CREER SR B REMRAT &
Fhiti L7,

NG A= ERER

MATIZ, ARndoesg s )75 A (CL/F) 126 LT, &, #E5], CLor XOMFHPLTANAZK,
BT ONHEFRE (VIF) 128 U TRE, PFATILTADAIRR OB OfEBERRE (R A LT
AMIERE) BEEFERICABRRER T & LTHEE SN,

NRTIE, CL/F 1% L TRER WAL CANAIR, VIF 1% L CRESHE FAINCA B DO RE
PN DO H B IK 1 & L THEE Sz, AARNNEER ORRA TAMABEOMIETERYREL VI =
L—a v LR, BARNNETADABEIC 10~30mg/kg % 1 H 2 [E#5- L 72 B o i i ki
PRI, BAARANTANAEEIZ 500~1500mg 1 H 2 [F#5 LZBR & [ & RIS,
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u&”ﬂ 1, 56~58)

BEEERR B 17 Bl L_F T & # & 250~5000mg & HEEFREAKG L7z L ZOmiEh L ~F T+ &% L
FEITHE 514 0.6~1 B T Cmax (2L T2,

SMEFERERR A 18 BllZ L _TF T & A 1500mg # HERE OG- L2 & X DAL AT XA 80 7 (13T
1X 100% TH o7,

fEEERR B 6 ] (FMEAN) ([CL_F T EH A 500~5000mg & HEEFRE A Lz & & omiEf L5
T H NPT BEG%K 1 R T Cmax [33E LT,

BERER N 5% 9 Bl (FMEILN) Zxige e U CHLE ORI 5 3 B FT CNEEALER, /NG M O EAT#E )
MHEFELNF TEH L 250mg 25 L2 EDLR_F T E LOHMHINAFT A F )T 113,
INBIEALES . /N AL B O EATRE I B G- R CZ 2 98.5%., 100.8% K TN 87.1% Tdh o7, tmax (T/1
BT e OV NN P G- R 3R D 5o S FIEE D 53 0.5 R iite Th - 7228, EITREIGI 50T
S TR EABICERE Lz, 2RO6DZ D, LRF T X LN SRR IDERIC
WX S5 Z EBRENT,

HE  AFIOERBI N TWDLHELCHEIT AW, RAIZIELXF 784 24L LT 1 H 1000mg
Z1H2ENZT RO TS, 728, JERIZE D 1 B 3000mg %8 % 7\ v P C i B HE

FTONEET 2 @EU EOREZ HFT1 HHELE LT 1000mg L2175 2L, 1 TH D,

oKl

(1) Mm&—BEFEBE (v MIBITERADRITHE)
LARF T & ¥ LEEEPENEG% OMEEE T ~D 0 M%7~ b TR LZ & 2 A, ik ONESE
BP LT ZH MREX, ZFTEEOPOHEERFOIC LS Lz, PIRIIER (15 4) ICKFEH
"R CLRFSEZANERINTZ END, LRXF T2 ATMEINBEIFE 200+ 5 = &
DR ST,

(2) m&—FABBEMERYE (S v MIEBTHHBBERME) ©
WEIRT v BT UC- LT T X L bdmg/kg BB ARG Lz & & BRIE, MR R O K T i
REDSERO B, MA@ 5 2 EAVRIR ST, BRIE. B K O K T RE TR B2 (2 REBN A M itk &
HANTENTHER Lz, IRIROMETRERE T, REMWILK & e~ TR G 2 B £ TR > 7225,
B 3~24 Wi TIXFREEE T 70 o T AEIREI O B BED 3 AR (X FRAEIRBIY & LE~ TR R~ 72,

(3) EAADOBITHE (S v MIH T BETBITHE)
AT T v M UC-LRF T & # L 350mg/kg & HERENHK G Lz & & FUTTH~DOBIT R 51,
B4 6 B £ CORIT PSRRI, MIRTIREDK) 90% ThH o7, Fit TR R I RS
% 3R H ClRmIEIZE L, TO®RESLNITIE T L7,

(4) BERA~DBITHE
EER e L
<BE>
[VIL 5. (D g — MBIF@EIEYE (F v MR DIM~DBITH) | 25 R

(5) ZDMDEHEADBITHE (XRVR, 5Y FRUA XIZHEITHZF0MDMBE~DITHE) 2
UC-LRF T X LeREZOMBIHE~ T A, 7y NEOA XTHRE L7, T XTOEWEICE
WC, ERR R AT RE D oA, R (FIRE) KON (RRE) 2RV C, ik —T
HoT,

(6) MIFEAMEEE WEAT—4) @
AME AR AIZ 4C-L_XF Tk X A 500mg Z H[EREO# G- L, 1, 5 KT 12 Kefi 2 4 2 B
L, MEEAFKERZIE L E, BABAIRIZEAEALNRNST,
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6. X
(1) {CBIERAL K UM SRR ©Y
L RF T X AOFEERRHHREIL, 78 87 2 FEOBERMIAKS#ETHY, kv ERshn
HOIFTERBO uch LO57 (HLRF LK) ThD, 7B, ANEYIC KB 2RTEME L2200,

HQ

Lre 42_)
(0]
NH OH
H:aN.
“f ?

ucbK116 l/“\f7’TZ§’L\ uch297 (1.6%)

! !
AT D

NH
HOW HOW
i
0 0
ucbK115 (0.9%) ucbL057 (23.7%)
FR @

(2) R#¥IZEEE5T ZEE (CYPE) OHFE. HFHERY
LARFZEH NEFTF N7 v— A P450 ZAGHEESR TG <2y, ERGEY ueb L057 1%, CYP
HKIGFOBERZE THH ) v 2T T—P LM SN IR L > TER SN D,
In vitro@B BRIZBWT, L RXF T X ALK R ucbh L0O57 1X CYP (3A3/4, 2A6. 2C9, 2C19. 2D6.
2E1 L TV1A2), v U Y ) g (UDP) -7 07 v figtinBiEd (UGT1A1 XX UGT1A6) K OY
TARFT e Fr 7 —BICx L CHEEREZ RS Doz, o, AT rBF NI U LAO T VT v
VIBIA I EEE RIS R0 T,

(3) VELEBHMRDOERRUVZTDEIE Y
LARF Z 152 MIFPIEIEER 1T L A ST e,

(4) KEMOFEREDOFERVFESELL, FHELLEY
FERB O LOBT I IR BTN,

7. H:_;Iﬂ. 1,63)
fEEER A (B EGE 6 ) ICL_F T X A 250~5000mg Z ZEfFHCHER AOKG Lz L &, &5 48
FEff#4 & CoORG-R&ITHT DR PR RO FIIMEIL RZbER & LT 56.83~65.3%,ucb L0O57 & LT 17.7
~21.9% CTH -7z,
fEFER B 4 5] (FMEA) 12 MC-L_F T+ & L 500mg A HARE OG- L- & &, #&%5 48 W% =
WG ED 92.8% DHUHRENIRTF 26 0.1% B ERNLEIN SN, &5 48 Kz £ TORE-&EI
%45 PR R, R IA L LT 65.9%. ucb LO57 & LT 23.7% ThH -7,
L ARF T & & AOPRINT ISR ER IR A K OSRME FFRULAS, uch LOST IZIX-RERIK Al & REEh IR AR 43
WL L TnD,
HE  RRIOKBEINTOHHELOHEIE B, RAIZIZL_XFZ7EX 4L 1LT1H 1000mg %
e

1 H2ENCHTCRAOEGET S, 28, JERIZEY 1 B 3000mg % # Z 72\ & BH C il B g3
L3, HEZ2EM EOMBEEHITT1 HHESE LT1000mg A FTOI1TH> 2 &, Thbd,

8. FTURKR—E—IZET BB
MR L
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9. BREICLDBERY
MARFENT 2521 T % KB R RE R E AR 6 Bl LT T & & A 500mg & EHTBHAG 44 FERIATIC
HERO®KG Lz &, FEENTER O H1T 34.7 Bl TH o 7228, BT 2.3 BRI AN L=,
LARF T H LKLk uch L057 (M) OFEHTIZ L DBREDFEITSE<, 81% LT 8T% Th -7,

10. BEDERZHEITHEE
(1) MNETALABEICETLERBZEFOOGEE GBEAT—4) 7
6~12 HO/NETADPAVBEIZL_RFTEZ 5L LT 20mekg #HERFEAKRG L&, LFT
& LD M REITRGRITE 2 FHICR&EZ R L, HEEEGIT 6 Th o7,

(ug/mlL)
35 7

30

25

20 A

15 A

10 A

R S NN ), B

i +SD, n=24

12
L1205 (h)

24

B b
(mg/kg)

Cmax
(u g/mL)

tmax

(h)

AUCo-24n
(u g+h/mL)

tie
(h)

20

25.8+ 8.6

2.3+1.2

226 + 64

6.0+1.1

24 B (tue :

(2) BHaEEEE "

23 ) |\ P £ KEAE(EZE

ERERE DR D B D s AWERE 24 Bl 2RI, VRF T X AEHBEROKE L&, BT
DOEH 7 VT 5 A TBHEEERHE (CLcer : >80mI/min/1.78m2) & bk LT, BRE(L F# (CLcr :
50~<80mL/min/1.73m2) Ti¥ 40%. "ZEEM & (CLcr : 30~<50mL/min/1.73m2) T 52%, &

FEIK T3 (CLcr : <30mL/min/1.73m2) T 60%1& T L7=,

TR VT F 2 UT TR ABICHEBE L,

L_XFT L LE ucb LOST OE 7 VT

e . B RE DR
I T BEE P B
(N=6) (N=6) (N=6) (N=6)

CLcr (mL/min/1.73m?2) >80 50-<80 30-<50 <30
B 58 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-¢ (1 g-h/mL) 167.9 £ 27.9 250.5 + 41.0 171.2 £27.8 215.83+41.0
tuz (h) 7.6+0.5 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?) 32.5+8.3 15.7+4.1 10.0 + 2.4 6.6 £2.7
ucb L0O57
Cumax (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+7.6 20.7 + 10.0 66.5 + 45.8
tiz (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?2) 251.4+ 35.8 111.8 + 43.9 88.8+44.1 31.3+11.6

FME + FEHERZE, tmax KO ucb LOST O tuz 13 RAE e/ ME— I KME) . CL/F: Rirdoeg s V77

A, Clr: 27 VT 7R
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BLRFSHEALDEIYTIVREILTFIUS TSI VREDEE (BEEOKRS)

(mL/min/1.73m?2)
45 + CLRr=0.2569xCLcRr

40 4 R?=0.955 o

p<0.0001 GEFEEVRS3HT)
351 d

30 1
25 1
20 -
15 1
10 1
5

NUNIN =S\ TE

T T T T 1 (mL/min/1.78m?)
0 30 60 90 120 150

JVTF= VT T A

(3) MKBHBZETOEANENRE
MIFEAT %521 T D RSB E O R AWBRE 6 Bl L_F T & # 4 500mg % BHTELE 44 FERTAT
\CHERE O G LTz & & FEBHTRF O I L 34.7 BERE TH - 7228, @i 2.3 BRI NG L7,
LRFZ2H AR O ucb LO57 (=) DOFENTIC L DFREZNFEIL 81% KD 8T% Th -1z,

(ug/mL) LARFFE XA (ng/mL) uch LO57
22+ 10
20 9
181 (%%gﬁﬂﬁi’s{ﬁi 95% {1 IX 1) o (%é’%éﬂ%?i@ﬁi%%ﬁiﬁlﬁaﬁ)
n= n=
164 7
i 141 i g
#E 19 5
Ho5
i 101 e
E gl g4
6‘ 3
44 2
24 1
0+ 0
0 12 24 36 48 60 72 84 96 108120132144 0 12 24 36 48 60 72 84 96 108120132144
5% (h) Pr 5% M (h)
IRYENRE /R T A — X LRF T H N L057
Chmax (ng/mL) 18.7+ 1.6 8.86 + 0.63
tmax (h) 0.7 (0.4-1.0) 44.0 (44.0-44.0)
tie (h) 34.7 (29.2-38.6) —
AUCo-44n (ng+h/mL) 464.6 + 49.6 231.0 + 18.0
CL/F (mL/min/1.73m2) 10.9 (9.4-13.1) —
BAT T4 P —DREGHER (%) 81.3+5.8 86.9+5.9
BT R OFE R (h) 2.3(2.1-2.6) 2.1 (1.9-2.6)
MEENT 7 VT T A (mL/min/1.73m2) 115.7+9.3 123.1+ 8.6

N=6, F¥E + AR, tmax. tuye. CL/F, MEEHTH OTE KA Pl /Ml — i K E)
CL/F: BT oeg s V7T A
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(4) FHREREEETORRNEE GEAT—42)
B K O AEE (Child-Pugh 7330 A KUY B) OFFEREIR FH 21 61 (HA) ([CV_"F 78X LxH
FRAKLGLIeLE, VLRFIEVZLORE I VT 70 RZBTALN oo, HE
(Child-Pugh 77#8 C) OJFEREIK TH TIX, 227 U7 7 ARMEREA DK 50% & 72> 7z,

(ng/mL)
30

20 FHIE+SD

VR S N ), TR

0 24 48 72 96
Fe G EE (h)

—O— A ——HIA —e—2lB —A—7HIC

(n=5) (n=5) (n=6) (n=5)
Crnax tmax AUCq-» tie CL/F
(ug/mL) (h) (pg-h/mL) (h) (mL/min/1.73m?)
RN (n=5) 231+1.2 | 0.8+0.3 | 234+49 7.6+ 1.0 63.4+9.7
Child-Pugh 733 A (n=5) | 23.6+4.9 | 06+0.2 | 224+25 7.6+0.7 62.5+8.7
Child-Pugh 73 B (n=6) | 24.7+3.3 | 0.5+0.0 262 + 58 87+15 55.4 +10.5
Child-Pugh /3738 C (n=5) | 24.1+38 | 1.6+1.5 | 595+220 | 18.4+7.2 29.2+13.5

CL/F: And ey 7 V770 A, FHE + EYERFE

(5) BEHETORAFE HEAT—42) ¥
E AL B E GETAMNABRE ., FH TR BT AHL_F T & LOEYEEEIZHOWT, 7 L
TF=2 7 VT T AN 30~TImL/min O#ERE 16 B (s 61~88 %) Zxfg & L Calli L 7=
B, EEE TITIEIEE 25 40% R L, 10~11 B & 72> 7=,

Crax tmax AUC tie
(ug/mlL) (h) (ng-h/mL) (h)
HEREOEE | 19.1+3.1 0.97+1.837 |251.0+54.3%"| 10.3+1.7
KRS | 31.2+4.3 1.17+0.94 [247.5+487*| 104+ 1.8

HME £ YRR A
*1:AUCpw k2 : AUCo-12

1. Z0ft
MR L
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VIII. &£t (FRLOIESF) ICEIHEH

ERNBEFNDER
TIN TV

IR

N
%

BERIABRLTOER

2. B2 (ROBEIZIIRG LN L)

AFNOR I a Y R FHERIC R UiBBUE OO & 2 B

(fi0)

2. KAIOREAXiTE e Y RUFHERICKT 2BBUEOMEERE D H 5 BEIC, AR ZEE LEZSEA, B
WEER D FEIRT HAREMENE N E ZEZ BN DD T, AAIOKS T r U R FHERI 6 LI EE
DOEERED & 2 BEIZIX, AR OG- 2HET 5 Z &,

KRR E COENEBERRRICBNT, va v 7 UET7 T 7 1 7F O —RIEROBIERHREIL/RVD,
WHUE & B2 DN RBEORERNHRE SN TEY, MEICBW L, v a v 7 T ERESE N
WEINTWD,

LRFZEXZAFEa ) RUVBEERTHLZ 0D, KRIOKROHR LT, Brl KU ERICk
L CHBBUEDOBEERE DO SH 5 BE IR LT, H52RITA20ERH L, ©al FUFERIZIT, H
NTIHFEH-E THLIE T X A (KRFICEBIT D4 - I A —2HWRIK 33.8%) 73, F 7215t
TET7T=7%% 5 (HNTIERBEKT), 7T TITITELL 27 478X L
ENDH D (¢ ENARFET),

2B, BRI LARF T X DUSOAFI O ON T, [TV, 2. KDL 25T L,

3. EEXIIHRICEHET 5FE & FDER
BIE STV

4 RERUVRAEICEEYT HIEELZNER
V. 4. FIELAOHRICEET 21EF] 2R3 52 &

5. EELGEXRKIE L ZDER

8.1 EMHIZBIT 2REEOTDHARHMER VW LEEPIIZEY | TANARIEOHEX T TANAEM
WERHLbNDZ ENHLOT, FhEHIET 256121, D7 &b 2 B BT Tkl
BET DR EEEITI Z &,

8.2 IRR., B - £ - KEHEBENEDR TR D Z ENHDHOT, KFEETOEREICITH
B OERE . GRZ M O IR OBEICEE SR VWL EETH 2 &,

8.3 Sk, $EEL, MR, BB, WBEMEFOBMIERES b, BREKIZELZZEHHDHDT,
AREN G HITEE ORBR RO E(L A EERBIET 52 &, [8.4, 11.1.6, 15.1.1 ]
8.4 BE K ONE DFHEHEICBENE, BREAENEORBHIERBEBLO AR DWW T 2470, ERT

EREICHAEEZTD A O L OEETHZ L, [8.3, 11.1.6, 15.1.1 ]

8.5 /NREBE OE AR kT 2 BAEIEIC BT 2 B AR BRI EWN - ¥ & b ITiThbh TN 2 &
B, NRBEOESFIEITH T 5 BARIEI AR ZEH T 5546, R BBIRHITAE ORE
BT L, [9.7.2 3]

(fi#=3)

8.1 AAZ & T IE T HEITIE, BBORBE TRZEMOBLANOELICREA T IE LT HER
SRWEAERE, 2~4 L1 1 BEL LT 1000mg (500mg @ 1 H 2 [ZHALE LT) §°
WA ET S0 L, HERICEZITI Z &,

8.2 HENHE OIS, WM OBRIERI~OREICEAT 2R BRIIIToN TW Wl LRXF I8 X LD
AR E TORAZ SR E L-ENERRRICB VT, BIEH & L CHEIR 193/543 5l (35.5%) K&
OZELE D F U 95/543 ] (17.5%) DNEESNTWD, Fi2, /WNNEEG L U EWNEERRBRICER
W, RIWER & UCERR 31/73 fil (42.5%) D3iF S Tun%,
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AH I A B EOERS, GREED BROBIEICERESE RN E S FORET5 2 L,

8.3 A TORFEHND 20134 4 H 30 HE COHRBHFAEIZC, GHREN: (EREE2ETr) 35 14,

8.4

8.5

PETLIREE 3 1, BUEE (Bhlildrk, B EUE S Te) 48 ., BUBME 32 fFoWMENERMI N, TDON,
FEERFLIIGRNE 3 4 (HEEAREERE 1 HhETe) ., SEELIRNE 1 4, BE 7 1, BB 2 HFE03#H
HEENTWD, ZOXIEHMOFICIE, AREN BEZzEat) ICE-sEREbEEhbs 2k
D BEOREMIEROZICHE L 2O X ) RIERDBIN -G EIITEY 23 s a3 5 2 &, 728,
HEAER, HEBERIZOW TR TEE LML TR Y 13 FofE N ER ST\ s (IVIIL 12. (1)
BRIR M IC S B 3 H),

B EANEE [8.3] ICTHEEMEERD > &, FHIHEM:, BERERIZOWT, BESFERIC
TR ATV, BE ORBHERICZEAE DR DN H AT, G D ERR~EKE Ly 722
JEAEN D KO IWCEE T 5 2 & (TVIIL 12. (DEREMS RIS R 2R),
INETINETADABEDOE D RIEE SR E L BARIEOEARRBR S EN - S & b I Ehi
INTWVRWNWZ &b, FFICEGRGRICITEFOREZ +oIcBlg2 L, mEICkG T2 L
(TVIIL. 6. (T)/NE%E ) 2R,

6. HENERERIHLBAHICHT IR

(M

(2)

(3)

(4)

BHE - BERFOHLEE

9.1 GHHE - BMEEZEDHLEE

9.1.1 2z )Ly FUREDESE
AHNE 1g H 30mg DT AT —h (-7 == AT F=1bBW) 2 68T 5720, 7=/
7 N IRIEDIER I ELBENNH 5,

(fE7n)

0511 A =TT RI4 a7 50%ICIFEImE LTT AV T—0 (L7 == VT 7=1bs
W) BEENTWDE, 7=/ NURIEOBEIIENICE T 57 = =T 7 = L KIR bEEE O
FZXY, M7 2=V T TV RENREMEE R D END, V2T T = OB REEHIRT
LBEND LT, RELT,

BHREEESE

9.2 BHEIEERE

9.2.1 BHEEETOHIESE
[7.2. 16.6.1 ]

9.2.2 MEBMEZ T TVWILRGBEHREREETOH L ESE
[7.2. 16.6.2 ]

(fifan)

9.2 AFNTEHEMI DOIATH 0 | BHEBEFEE D B 5 BE TIX, AFN OB 5 OHEM I EIES 5 A fE
HWRHBOT, HEREICKGT 2L (V.4 HEXOCHEICEES ZEE] KO [VIL 10. (3)MM0iF
BHTRE TORNENE] BR),

FiRelEE8E

9.3 FHeEEEESE
9.3.1 EEMFHAEREDHSEHE (Child-Pugh 5% 0)
(7.3, 16.6.3 B3]

(FiF)

9.3 FFEREIR N HICHB T 5 LT 71 7 AOEYBIRR OB 217 - I AMNEBRRKRBR O RIS x|
BOE LT, BRI TE ISR W TIE O 2 BHREIK T DR 2 HEIZRH L, 582
it o EEEICKRET 28 (V.4 HEROCHEICEET 51ER] &0 [VIL 10. (DTG
fEEEE TORRNEIRE GEANT—2) 1 B,

KTEREE BT HEE
BEEIN TR
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(5) 1%
9.5 1R
TEIH ATHENR L CW D ATREME D & 5 eI iZ, AT D K 572U A7 28 LR O A M i
BetEZ B2 ST SN SEAICORELS TS 2 L,
t MZBWT, ERPICL_NF T2 X AOMPEEMEFTLIZEORERH Y, FH3 R A X
2 —HIMIC < | K THERRTD 60% & 72 7= L OHENRH 5,
© Ty MCBWTREBITHENRD b TN D,
- BERICBWT, Ty F’C It MO E & FRRED EORE CERSAL R K OMRE D5
B OB, MEEE, ROFLTERENPBD LI, VX TIE, B h~DIRFERD 4~5 %
@Hz% % CIMEDE, BT OWINE OCFEOBMPR O LT\ 5,
()
9.5 7 v MR HXIZEIT DA AFERR K MEEPEET —4% > — b (Company Core Data
Sheet : CCDS) DFt#k s &E|Z5# L7,
BAFE BB I 36 WO T AR SUTSEAR LTV D FIREME D & B 1T B G- RGN BRI ST b 7
B, EN TOERIRT D6 AR ITIEF 1D 2 < IERP ORI 5 2Tz LT
20, AENCIB TN SRS (B s, BB, Uiz, ML U2 YY) @
B L E2—TlL, LT T8 & LBEANRRICERER O RERFEOEIT, —REERST
ANIVBEOMO LA M) DL ELNZEBOLEL IR L TU XA Z7EIMNTIROLNATED
I SRR BRI TR AR ORIL Y 50 TR WA, IR 5 L_F T ' X L0
FIEGIEAR S TWAD = kbﬂb TERMERBORIZBIT HHEL I TE 57T — 2 &
TR, A% LIHICT—FE2EHL, EEEBEL TN TETH D,
B AR LT T 2 ARENED Le & OWERH DO T MOFLTANAIEE FERIC
TENR TR D AEPRFRIEALDS L ARTF T MRS EEL KT T AR 5 5, S TANATEDOERE:
ki, REREROEREBCEZR S ATREERH U | R E L TR RITICER L 5 2 5 Al ke
it b b,
L7z T, OB TANAIRE FERIZ, i TR L T2 A[EEEO & 5 e kio st LT
Hiwk & etttz +0EBO k. fﬁﬂﬁ“é &

(6) #=FLim
9.6 RELIR
18R EOF MR ORARBOARMELBE L, RALOMKG I T IE 2G5 2 &,
E AT ASBIT TS 2 EHE SR TVD
(FE)
9.6 AETOMHREIZHIT DHKRBRIZENT, LRIF T X ATt MRELTIIBATT 2 Z &
ENTVDHDT, CCDS IZ b AANRRBIFA H ORILIFHELR S 2 & DR H 5,
;IR (7 v ) TR ~OBITRRO TS (IVIL 5. QR ~DBATHE (T v M
B AN 2],

(1) NR

9.7 INR%E

9. 7.1 AR AEREI SUIH A 2 x4 & UK EN - Mk & HICEf L T, FLIRX
I 4 R O 2 x4 & U7 ENEFRREBR IS L TV 720,

9.7.2 /NREBEOESFAFITK 5 HAPRIEICEE T 2 BRRBIZEN - sk & HICEm L TV
WV, [8.5 ]

(fign)

9. 7.1 AAIRGERFE COENERMRIZIH W T, RHAEERER, Fralil, AR T 4 Rl o %
Kl LTI L TRk 67, ENTO 4 5Rm ORI Jﬁ“éﬁﬂ%ﬁ%ﬁ S 15F (NGAVAI AN
FTo, SMETONR ARG & U7 BRI e O R% O s 0> B IR S V7 EBNZ R L, fﬁfif“
WCAFRREZ2 T —Z bl IEICHET 2R 7T R0 b Ty, I 28I
WCTIEAHATH D Z &b, MBS ORI EMEEE ORH# 2 b & IZFEH L=,

9.7.2 /INRZXGR L LIz AR O FAEIT T 2 HANRERERIL, EA RO &SI L T
WZ bR LT,




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

(8) &tk

9.8 SfhE
IVTF=r 7 VT T UoAMEESEZ KRG, RERREERE TSR CEEICES T L, B
WE CITBHEEME T L TWAD Z &%, [7.2, 16.6.1, 16.6.4 ]

(fiA)

9.8 mllinE 2 e RICE M L7 A ERGRRER CPE4EN 77.8 7%, #iPH 61~885%) I2C, L_FT&H
2 500mg A HLEIR O 570N 15 500mg 1 H 2 B 11 AFIKER ARG Lz L x| HEkL
W& SER RO 7 ) T 7 2 AN i I ITIFEFRREOMEZ /R L, &g TbKER S
KD ERMEITIRHBER OFER & 2R 2T IR bRinol, 72720, tyeld 10.4 FF
M (RE&E) &, EERERERAD T~8 K & 25 LK 40%IER LT,

Ui T BlETH LT F=0 2 ) 7 50 A C RO 25 2 Hl & &
EABNDSOT MEICKTTS 2 & (VIL 10. O CORNEIE GHEAT—2) BH])),

7. HHE%EHR

(1)

(2)

HRZEEEZDER
BRE I TV

FHREE L ZFDER
BEEIN TV

BIER

11

. BlEH
WORWERNH LoD Z BB D DT, BELEH5IITV, REPRD NG EIIIRS 21k
T CHEURAEEITO 2L,

(1)

BRIGRIER & MEREIK

1.1 EXAEMERA

11 hEMERKEIREMAE (Toxic Epidermal Necrolysis : TEN) . B & #5 f5 BR fE 1% &
(Stevens-Johnson fE{EEE) (W 9740 & B RH)
FEEN, RLBE, KM - "D A, E D8, IR, IRFM, ONREORENRD b -GE1c i3
HaEmIEL, @ERLERITY 2L,

11.1. 2 EFIEBBUEREIZE (FE )
WHER & U THB, HEN A DAL, BICHERERE, U o HilElR, AmekEn, Feeekib 2,
BRI L ORERINBLEZ 4 9 RO EERIBBUERR S b2 ENb b, B, B b
ATANA6 (HHV-6) HED T A NADOFIEHALZIED 2 En% <, HHERIEEZ BB, RBE
S RERRE 55 DIER DS TR 8 2 WITBIE LT 5 Z E R B DO THEETH 2 & %,

11.1.3 EELGMKEREE (BEEARH)
PLERYS D | BERERIERAE, A MERAD . 4R ERED . MBI 3 b s Z E3d 5,

11.1.4 FFRE. F& (WT b BEERH)
A%, MREOEERIFEERHLDONDLZEND D,

11.1.5 SR (AR
WUV, A IR RHSOEIRA D bz | HERERMEO EAP RS bz EA I
PelGahik L, @YR0@Es2ir5 2 &,

11.1.6 B, BRER (Wb 1%A0H)
Sy, SEEL, AR, BB WERMEEOKBMIERSH b, BEAERICESZ Z L H D, [8.3,
8.4, 15.1.1 2]
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11.1.7 1EERARE (BEAH)
R, Wi, CK E&-, Mk ORP I A7 ey ERERS b B iciifks 2 ik
L. ®@EIRMEZITS Z &,
11.1.8 2UEREET (HERH)
11.1.9 BEMEERSE (WHERP)
FEEL IR, Mg CK E5- SR, mEOZES), EiEE, BTiRE, BmEROBNENH O
NG EITITRGZ2 P U, (RmE, Kofa, FFREREOBUIRLELZITS 2L, £,
AT UREE ) BEEDIKRTRALNDE Z ENH 5,
(fign)
M1 hEMRKIEFERMMIE (Toxic Epidermal Necrolysis : TEN) . &K & %5 I5 BR fiF 1% 3%
(Stevens—-Johnson fE{&EE)
AR £ T OENERIRBRIZ I\ T kR B A f#SE (Toxic Epidermal Necrolysis : TEN)
ST R EEIRAE Rt (Stevens-Johnson SEMERE) DO EIWEHEME X723, FME TIEAF O 1999
FEO EHN D 2009 4E 4 A £ TOWIMT, 30 O LR_F T & & LB 5 HE K EBREERS (%
SR Z B ie) DIEGINHRESNTND, 2095 20 FOHETIL, ZOBORIGEEET H
ENRF LTS 1AL, EOIER 2 0FH £ 73 a5 ST an, ZOmMOERI Tk, A%
LICEHT DL RF T8 X AORREEBREZRIIEE TE RN L b  AANZB T 2EIERE L
T, ERREWERIC £ R R#E (Toxic Epidermal Necrolysis : TEN) ., B J&#ERARAE
fE#E (Stevens-Johnson JEWERE) %, 7o, ZOMOBENWERICEZAB 2 E LT,
AR OFEITEE LT, BRAER &2+ Blg2 L, FE ALBE, K - OB A, £ D8, WHER,
R, OANREOIERN S bbb HEIIE, BEEEZFIE L, WYRLELRITI Z &,
11.1.2 EFIMEBGEEIERH
KRR E COENEBRKRRBRICHE W T, AV EBUERE R (Drug-induced hypersensitivity
syndrome : DIHS) OgIIEH#HEIT 20,
SMETIEARA & ORFEMEN S E T & RWEEORBYEN #]E 4, DRESS (Drug reaction with
eosinophilia and systemic symptoms) ZAANZK T HEIEHA & LT CCDS (ZFH L TV DA,
A TIRIEA M EOE R & L CERARBIEMICRE LT,
DIHS (%, HHIT LLF—& VA N AEGYEOBEE LI TH v . HHEK G 2~6 W% (%<
I 4~6 HH%) ([TERMEICHIE L, mEE BasfEE 2 O SIEOKZ T, FHIh L% b EEk 7
LT ENDD, EHT VLR —DIEIRTH DR, 5, HEENLEL, ZHIT5IEHE B hb
NRRAY 4 VA6 (HHV-6) FDOFIGME(LIC L 5B, FEEOHRNEO D,
KK 2~6 BRI ICHE, BEVENL LA IZIL, DIHS ORTReM: S ZE LR RE MR A A
DORFEA Y RN BLE . DIHS ICRFBAZER ORBUZH2ER T2 2 L, RENRBD LI
EHAIiE, BEEZFRIEL, WYIRAEEZITY Z &,
11.1.3 EELMAERES
AR E COENERRRERIC I\ T BH1IE 72 Mk R ORIEHIL A mEkBasd 23 1/543 41 (0.2%)
WwE Iz,
AJEBNL 30 fRActE T, FHEORMERICL Y & &6 & AMmERD 2000 (KA TH 7203, AHFIBH
WEEIZ S HIZ 1500 £ TR L7272, RBITH L S Tnd, RAIHIEE . AmERBUTIREREELE
ATOMEIZIZIEEIE L TW A7, AFIOBGIXEE TE 20, JFHEDORE L RO DIEN Th
27,
Fo, FREEREWEN AT D, MEEEROBEM & L Tid, ENBERRBRIZISW T, LB
DIE FILERBE | i INRIBAEIZ DU T OEAE L7222y 7o 25 AF P ERERD 30/543 1] (5.5%) |
FLER R 217543 1] (3.9%) . M/ MBI 71543 B (1.3%) 23HE STV D,
L2rL, EEZRMEFEEFIZOWTIL, AMENSTARA & QBN RO IER N L < |ESNLTE
V., FMEEEIXZET X TOFHTANPAETRIERE LTRAET LI ENMOLINLTNDZ &N
b, EAREIEHE LTRELE,
AFNIOBEIZEE LT, BAREREZ FoIcBlEZ L, REDNRBD ONHEICIE, 52U,
U7 E 24T S 2 &
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11.1.4 FFRE, %
AR TOEMNBERAER IV T, FFAESUIATFROBEIER G X720 08 S ETIEAA & DB
EVEREE T RWEFI D IS SHTER Y . EfiLUBR2 b OERRRIL M OAFI O HEH L Tz
FHIHF AR 2RI L, AAIBRGIC LD HEIRBO 6N LRGN L b, KA
LREIWEM E LT, CCDS TR L T 5, afikd LT, FFAIRG@EIZHE O M FEIROIMITA 5 L
TRV, FFAEMOCIFRIIMOFLTAPAETHLERZEEN L LTRE SN TEY . £2H
BB R L, ERRANEME LTRIE LT,
AANB G PICREDBO NG EICE, &E52RIE L, BYRLELZIT) Z &,

11.1.5 BEx
FRERIE E TORENERRRERC BT, BEROBIEH S IR S E TIEAA & 0B G E
TERWERIAHE SN TEY | BBk b OERNRI &LV AFNZ T HEI1EM & LT, CCDS
ISR L TWD, FROBEBMEZHE L, ERREEM L LTRIEL,
AR G-I LWDETR ., FE AL TR ORER R & b/ v | RO LA-NRD 5
e aiid, ARoORG 2 fIE L, WURAELZITI Z &,

11.1.6 BEE, BRER
AFRTOIRFERND 2013 4 4 H 30 B £ TOHMREMAIS T, SR (R 6 fF&Te) 35 1,
PAELIKAE 3 1, BUEE (HlE, REHESTe) 48 fF, BURME 32 fFoWE SRR S, T DA,
BB /G RITENE 3 fF (BB 1 3 de) o BEELIRAR 14, BUZ8 7 fF, B 2 (25
HINTWD, ZOX) MEFOPIZE, BHRER BEZRaE) CEoTtREbEENDL I & X
V. ERDEWEME LTRIELL, £/, BREN. BRBEZRICOVWTE 13 fhoRENERS L
TWn5,
BE ORHIER OZBCIZEE L Z 0 X9 IERNBEN TS EITIFTR A IZHE L3272 Lo
7tz 7o 2 & (TVIIL 5. HERANEE & Z0Mb] 2H),

11,7 1A AR IE
KGR £ TORENERRABRICE O T BEHBARIE OBIER S 37202 AFBTOHRERE LY
ERSNTERNCEES S, ERRENWEMN & LTRE LT,
BRUTHRRIE D 3 BRI, HiAE., BT, IA 7 eV REVDRTVS,
AAFEPIITRARIERISIER L. Zh b OIERDEBO SN HEIiE, AFloxREG 2k L,
Gl e T o 2 &,

11.1.8 SHEESE
AR £ TOENBRRERIC BN T, QLB RS ORIERRE X720V, EREOSETO Ll
Kin b DEBENTIEGNTIES S AANZB T 2EITEH & LT, CCDS IR L TnD, FROH
BrEzBRL, ERRANEME LTHRIE LT,
AFIOEEITEE L TE, BARIER Z s Blg L, RENED bNHEIE, RE5zhib L, @
O viE 21T o 2 &,

11.1.9 BMHERE
AR E TOENBRKRRERIC W T, BMEEREORIER R E X720y, ERO EHLUROERE S
NIEBNZHES &, FROEBMELBR L, ERREWEHN & LTRIE L,
AFNOEEGIZER L TR, BRERZ FoicBlg L, BENED NS EIE, 52k, @
YIRALE 21T D 2 &,
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(2) ZDHDEI/EH
11.2 ZDithoEI1ER
R/ EE 3%LLE 1~3%KE 1% K% HETH
FEEER | BEEOFV JERHIR, JOEE), | Wi, BE. RS | sEELIRRE. BUE. K
(10.8%) . ¥HJ% Rk, BgrE, 5 | E, LR, EENE | g, B,
(12.3%) . RHYE, | #, #W>> %, FLIEREE . SR | ARRREE. RfbiES)
fEHR (28.3%) . BEERY V| Uk, BT T N —
B G ARZEE, | BER, S= v 2%
BOEITE), WIS | fE, IR, EE. T
B %D\/X% Ao AU
E AN N - N 1A
PR F o, MR
BRER TR, AE AR
l\iﬁ‘jll::
;] FhIE, BAE, B | FBE. IREEY. IR
s % 9 FEIE
% I H RO D 2, i e
SRR ZMEEm, s
WA A EkE
., [ RG>
IR DERK QT IR, &
JIINES
EIE2s MEsR. (AL, T | RAZE, HEE A | HILARR. OB%,
B, Bl, OW | &, BATE, W | PRER
. W,
i ALP #4 SRS HE
WBPR - AETESS fERES . R R | SR
BERGME. PR pEE
R EAGE, AR
IR
IR 25 SUREAS (31.5%). | KEX%, Mk, & | |, fiidk
WAMESEAC R, L&GE | IR, WHEELk. A>T
DRIE, #I LT R
RERUEE | AT E
K& A2 Fefgd6, & HEEE, | BLEBAE., HMi~ L2 | SR, MR
w5, SIE A, ERES. AR | E
r*/:dh
mEER e . AT, UK | SRR HAET
. e EEE, B
i
RER Hig E#EPED F W
Z 0t BER, B KRE | P MY U RY R | EIAE, K. RN | FRUC L BAME (R
E% BN, Magm. IREEEY | MEERAE. PURSBAIE | BRES)
Jin FEEM
(figan)

FOlF E TOERNERKRRR. b ORIEHZBLRGL, %72 CCDS ORLHIZHED

SReE L7,
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<HEBHEMERXEHRERVEREEEEE -8 (KA) >
O AN EBORIE) gl LIEEBRRBRICEB T 24 — 7 7 7 5EHAR GREORBIER L, Z2avEfr
SIBYER] 71 B 39 B (54.9%) IZFRD LN TS KFRIKEE TO N01375 55R) .
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[VIIL. %40t (A EoES%) (B3 %A |

12. ZOHDEFE

D)

ERER{EFICE D 1R

15
15

15.

1 BRERERICE D CER
LT AT ER SN A E BT EBROTANATECE T S, TALA, BHEEFEL NS LE L

72 199 O 7 Z R BEEFRRBROBREBF RICB 0T, BRSE,MCEBZREKORIDOY 27 3,
TAMAEDOIRAETT 7R I L TR 2 R BT TADAIRIRARE : 043%., 77 &R
BE:0.24%) . HIiCTADAIEOIRABETIZ, I BRBELH~ 1000 AbH7-0 1.9 AL W EEE SN
72 (95%[EHIXM : 0.6-3.9), /o, TANABEOY T 7 L—T7Tik, 77w REEE <1000 A
B2V 2.4 ANBWEFE SN TWS, [8.3, 84, 11.1.6 ]

1.2 SAE RN TAD AR 1208 Bl 2564 & L= 7 T & st IREG R RBR O RS AT IC B\ T FEkS
MR TEER O EH G (BCRME, W, R0, R, B, BEAJE, 315 o, HEIRLE,
MR, GEENR L, BRI, RGEEL, ARE, ARIETE) OFRBIRIIAKTET 13.3%. I 7R
HET62% Tholz, AERIC, AEANNETADAEE (4~1671%) 198 Fla kgL L7 7 AR%
PRERREBRIC 1T 2 Uik HEF S ORBIRIIAFTET 37.6%., 77 EARHET18.6% Th o7,
F7o, SMENNETANAERE (4~16 %) 98 Bz x5 & Uiz akae & O TENC K9~ 5 28 & 5T
flid %77 AR REERRBRICB N T, BRENLRFNTH L2, 77 AR & i U CTBRAITE)
DEALH R S LTz,

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

L2 ABZBEEITAER EICOWTHEBEBRET A2 XLENARINZI ENOREHE L, ZTONRFE, It T
WINIEED T T B A R EEGABRIZ W T, BRBE TSR (BRBEER, ARMEM. BE%ER) KUH
BESEITR DG MR LR S, U CADARZRA L TS EBE CARERBEEITA R ED Y 273
AN E BT 5 (PUCAMAIERE 0.43% vs 77 B AREE 0.24% ; PLTAMNAIEREO MY A
7 1.8) ZELERTHERTHST,

HOFLTADAI L [FERIZ, AFHEG- I ) DT HBRSE R EORENRBO b EAI2E, 3<I
FIREIGEE T D X 2R T 2 & & bic, BEOITEIOZEICOW I+ 728521795 2 & (IVIIL 5.
EERANER EZ0HEB ] 1),

15.1. 2 KERMCEK D CCDS Otz A, BPERHRIEITENER ) (B4 DA R OVNEDA

(2)

FFELOFEBURDUCET 27 IO T HIFHRI 292 Z L NETTH 5 Ll L, s L7,

JEBEERFEAICE DB
BEEN TV




IX. JEEREREHERICRY 9 HIRE

| IX. JEEERaRBRICBE 2 |

1.

FIEAER
(1) ZENFEEAER

[VI. 3ELh3EHIC BT 2 EE ) B0
(2) REMEERER

PR IRERER & L CHARARR R,
Bilg 2 TRIR LT, 7y R~ T AT

HAZRBW T, MEIARTE O EH-NZRO HT=03,
BICER T2 B 2 b5, in vitro Tl

i

Lo

e B A F RIS

M TE B R uﬁfmﬁ%ﬁfﬁ%ﬁﬁ’éf A X

FIFTHELRFI L, ZORERD
%ﬂ%%’f‘ﬁ%ﬁ@@]@ﬁ?ﬂl?f bz, A4 XOEIRNE
AL LB omiklL 4 e o—28
5% 600mg/kg

O OFTETIE QTe LIER Lign o7z, HLE K OWEHEREIZRT T 2 ERIRIZE A ERO o7z,
O FAAREICKIETHE (T b, w7 RA) @
BRI B ﬁ*;j; # 58 (mg/ke) e
Irwin OIERBER| 7~ b A |0, 100, 300, 900, 1800 |9 T o5 & CTEEE 21TEIE L
B i3 NHHNTZ, 300mg/kg DL ECTHE
3 R A7 732 BE T S HR B 1 OO BE N 28 A
S, 30 LI EL L. 24 Wi
BETITHE LT,
TV AERTER ~ 7 A #H |0, 60, 240, 960 TOWNAFBRIER XA N2 D>
(PTZ &FHFRT WA T 72
EF)L) 12 5]
H 38 1EEHE Z v b #&O [0, 100, 300, 900, 1800 |#ZIHH 900 & T 1800mg/kg T
Pica KRR - TEHENEER T L, BRI
8 #l a7 EBREY R 100 | EEENSTEICEKT L,
ARIE 7 b O |0, 100, 300, 900. 1800 | 300mg/kg UL ET. 4 Bt £ CTH
i KEER - 50, 7 /Y | BARRRE O H BEKFEO 2 WIRE
8 fl KT (<1.00) BHrbni-, sk
—BEDRIRIK T AR LT,
Ny A EZ— Ty b | A [0, 100, 300, 900, 1800 | T T D5 (T I T HE IR RF
VTR It L CHBIEA BNz, AT
8 #l 10, Zurra<dy XA B RIERMOEREN D LN
72,
@ DMEZR R ORI RIETEE (v . A X, invitro)
SR B iﬁ“g s ) R
B A /N T A — & | FlA X | kA |50, 150, 450mg/kg iv H@hﬂ)ﬁEﬁiﬁH%ﬁEﬁé’J ZEH &K
Ko OV W, 25 46 AE ~ i (5 rMIEA ; 2.5mL/kg) | 1ER TG 5 5104 b, 20 454
DR 4 151 Wi elicEE) Lz, 450mg/kg
TONAMENNCEBEZD R WK T2
BT, oM, BEIZERT S
AT BRI T2,
LRFF+ & AOMmBEP T 50,
150 2 TN 450mg/kg % 5-#% 45 5y T
FIEI 57.8.208 KX 634 ng/mL
ThH-oT-,
I B IR £ & i oS | BERRERA X | $#RPY |0, 450mg/kg (5 43 [ LA Hﬂ@hﬂ)ﬁr BB —HayR EH (&
T A=K Vi3 +; 45Xi180mg/mL) 51% 5 i CORER). TriREIR
5 fl FED_EH (20 sr[ERE) KOV
DK (15 7[R DA b,
s A b,




| IX. JEERRBRICBIT 25 H |

ey

AERTEH dh Frik BhHE fr s
T LA RY —IT & B X #O |0, 150, 300, 600mg/kg | 150 & OF 300mg/kg CTOMAE &L UV
DI, OB M (508 ; 3. 2 U2 B | EBXIZ#EE7: L, 600mg/kg TlEMH:,
L XIAE % 34 i) DO KL QT ICBT 5T
NHh bz, QTe [T ERLL,
150, 300 & * 600mg/kg &5-% D
MFEPL_NF T2 LEEITEN
Zi 160, 303 X507 ng/mL, =
72, M LO57T BEIXZTHLEN
3.31, 4.84 X1} 5.78 ugeq/mL,
T LA R U =T KBRS | RN | 75, 150, 300, 600mg/kg | 150mg/kg F TOFG THEIIL D
DI, OEEL Y| MR N7ehnoi-, 300mg/kg CTlag KN
L XIAE % 34 600mg/kg %5 ClEM:2 7 S 72,
IR, bl HEto R E D
600mg/kg TD PR [Hk#E D 4EHE & BY
WL, 4 B E TR LT-, T
RIEIZEAE TR —2F 1
WZEET 5728, 63% LA L=, QTe
LTI, BEICIDHBIIHD
o,
MR B ENL fithA X~7|  in |0, 100, 300, 1000 zg/mL| 1000 ug/mL F TLXF T & & A
NEVIR vitro |RTHRIR - dl-Y Z v — v 1L, FF o niiiEic BT AIEENE
He 8 T 50 pmol/L NACHE R RF S e hoTz, dI-V %
GefHR, 1 7 — /LT G BB R (APDeo
F T H A KOV APDg) DIEEZ#7l&E#Z L
& 4) 7=
37/t R B A X in |72, 72, 144mg/mL 72mg/mL UL O EIZ B TR
K OGIR MERZEHEHE ik vitro K OV ARG BE oo b FAF ONC R L ER
5 BEREOEK FAA LN,
MRS B B Y b bk in  [0.1,3,10, 30, 100mg/mL | AR MLERIZ %9 5 EHIZ 30mg/mL @
IRIMERZS T BE BM:24 | vitro BEEFTHELNLE -T2,
ot 4 4 100mg/mL C. FRIMERZEFREIFE T
M HERIM L. BERICEEN LN, LT
¥ % LiEE 50~500mg/mL T
X, b hAfE ORERNCREL D
KBS AL T,
@ HLERICKIETHE (nvitro. 7> b, =~ &) ©
IR e | T L T
% AR e in |0, 10°mol/L (170ng/mL) | ## (¥ X V7 2 =& MILHEIZ %5
K OCWAMFEFEIRE| Ty b vitro | ~10"°mol/L (170 ug/mL) | &7 L,
YEH B BHEEPIIT T I = 2 b ULHE &
T L7,
15 {51
ER(EaR)A Zv b | +Z48 |0, 5.4, 54, 540mg/kg |540mg/kg T KWK T L=, B
(M4 PRt 2% i3 7l EBEEAIIA LN -T2,
10 51
R A H L RE AR <~ A | A |0, 5.4, 54, 540mg/kg | B EENCHE L L,
Jii3
10 13
EHSREIC RIT T B (T k) @
SR B j%f; PR (mg/ke) e
JREK NIREME| 7> O |0, 5.4, 54, 540 JRYEM IS L, B N OVR
KO A O P Tt FIHEMHC B B 2R 7 L,
8




(3)

| IX. JEERRBRICBIT 25 H |

Z Dt DEEHER

PR IZ X 2 2 DOMOER (v A, v b)

7 b @ Morris KEFERERIZIB W TRAERICEEZ KT ST, m—F—nr v Nl CllEE e

B RIES 0 oT-, £, PREENRT v MW TR REER 2~ Lz,

O FEnpe~n2 (Morris 7}(%&*?&%) (7> k)

EW®Z v N (B 10~12 ) (28025 LT T ' X AOFEMERE ﬁ#éwa_omfmﬁb
LA LRFTEH A (17 54, 170mg/kg. ip) 1% 170mg/kg {ZHBWV\ T b Z2MZR 01T
[ALBERF I B A B X Te o T2,

@ EIHEE~DOEE (n—F—a vy FRER) (w7 A, Ty k) #®
VN%7t&A(M~nmmy@m)%%vvx(%ﬁuwwmﬁﬁbn~&~myPﬁ%
EEMLIEEZA, B—F—uy NOBEEEEIZITZEBIZB D N ho T,

L _F T+ H 5 (54~1700mg/kg ip) ’8%7/ ~ (%‘ﬁiSWJ) ’?&"'é‘b FEo~wv2E2H
WZRBR EFRIRRICEM L7 & 2 A, m—F —1 v ROEIEREIZITZERRO bie o7,
@ thiAIatREER (F > h) @
7w b (I, Wistar 52, 10~15 ) OHRMKEIARZ FE%E LT 90 s o R ik B8 D% T L |
24 W ICEW 2 A L CHEROREIZ[E Lz, LXFTEHX AL 5.5, 11, 22 KD
44mg/kg OHETEMD 30 ANCEENE G5 L3z, 1.25, 2.6, 5.1 LT 10.2mg/kg/Kf
M CHEENICRE G Lz, LT T X A m A& CHZEY 4 X% 33%K F X8, Mkt
REER R Bz,

2. A

(M

(2)

HRZE5EEHHAR (v b, 4X) @

7 v FTlE 2500mg/kg TAREZEHALIT. 5000mg/kg THISEEK T, IR, RLESHIT, LEBIE
BRIz,

A X TIEEM, FREREIRIE & OUKER(E2Y 2400mg/kg TH B LTz,

; = WS DB e &
B FE 55 5% (mg/kg) (mg/kg)
(%ﬁiﬂ?ﬁf;&%]: ) & 0. 2500. 5000 >5000
( %ﬁi%;zg % 1) B 0. 1200, 2400 (4 FefI[AIIET 2 HEI#RG) >2400

REHRSEHRE (v b, 4X) @

7 v b 13 BERER G FEMERBRTIE 200mg/kg/ B BEOIECRIIBIZ A T-ILE & T AUTEE D AR

ﬁ@%@%ﬁf@ﬂ*ﬂbm\ WO BT Z Enh, HEEMEREIT<200mg/kg/H EE 2 Bz, BIROPTRIX
B2 mMEFEEZRN 2 <, 1800mg/kg/ A2\ THEER & O/ % ££ - T2 R EEHE N 0 A e )

733‘%&72/%“@%‘ LN EnD, B b~OIMENEEZE L-EENEREIL 600mg/kg/ H £ & 2 v,

Z > b 52 BER G EMERERCIX. 7T0mg/kg/ A CTEMEEITHEBEDCE(NA LN END,

MEMEEII<TOmg/kg/H LB 2 bz, BEOFRLIZE MB T 2mMEFEHNERN 2L,

350mg/kg/ A LL L CHEIR, ZHEK OB NP2 A bNT-Z b, B b «@Nﬁ é%%)ﬁﬁ L7z

MEFEME L TOmg/kg/ A EB 2 bz,

A XD 13 W AE G- HEMERER CIL, 400mg/kg/ H CTHIME T R IR DA A iz 2 &0 h, Mk

03 183mg/kg/ H THH LB L bivlz,
A XD 52 WKEHEGHEMERER TIL, REE/MHEEARTNA LIV -T2 Tomg/kg/ H N R & &
EZ BT,



| IX. FEBRRRBICBIT 2
Bl 5 07k B R (mg/ke/R) (fijm
(%ﬁ%@;@f% g | #1830, 200, 600, 1800 <200
(%M;E;gzo gy | #1523 0, 70, 850, 1800 <70
(%mk;zg% 3 4i) #0133/ |0, 133, 400, 1200 (4 BefEIET 2 /&5 133
(%ﬁiﬂ;zg%zxﬁu) &0 5238 |0, 75, 300, 1200 (2.5~3 KefI[EIE T 2 FI# ) 75
(3) BEEMRER (nvitro, T 9X) ™
AERE kg &5J)7k &5 ik R

IR 22 N T2 R 22 R4 Bk

FAITF T AHMLOR

in vitro 0. 156.25. 312.5. 625, (=33

(B REMERESS 5 1)

i iz 1250, 2500, 5000 1. g/plate

<~ 2AY T r—~thk#kBr | v RV T p—< in vitro 0. 625, 1250, 2500, et
5000 1 g/mL
X 2000, 3000, 4000,
5000 u g/mL

~ U AFHHINE A V- | CD-1 %R~ T A O E[E | 0, 10017mg/kg Fatk

(4) BARMERER (XVR, Ty k) ™

Eubi B 50515 540/ %58 (mg/kg/H) R

~ A i gm! 104 A 0. 1000, 2000, AT A B 7
(& HEMERES 60 i) 4000/3000% Nots

7wk TR 104 & R 0. 50. 300, 1800 DA A B L7
(% FEMERES 50 1) NV

KAEFHIOWZEY, 458

3 A H2 B I R% 4000 75 3000mg/kg/ HIC A LC&H L7,

(5) EREHREFMERER (v b, 99F, ¥vUR) W

Bk 30 f1)

UL G| (AR MEREAS

HlR

M - ZZHBCAT 14 B~

LR

19 B /it 21 H

e Bkt ,
R U7 S e R 2010 (o/hes/ ) K
RAA. WEORE | 7 b | #E0 | B ZchiEi 63 F~ |0, 70, 350, 1800 | BLEI D ik 4 P N

JE R R OV AE R C x4 5
ML 7T0mg/kg/ H T
bHDEEZ LN,

REARDHERE IS i)
+ 5 BR

HBOFREW N | (K 22~25

21 H

i« BRI A~ 7>k O | R 6~15 H 0. 400, 1200, |FEMW O —FEMEICKT
DB T 5| (KHf 25~33 3600 % MM EIY 400mg/kg/
Rl 1) EE S R Yk et
4 A MEME T 1200mg/
ke/ HTHDHLEEZDLN

72
R« R R A~ VAVES O | iR 6~18 H 0. 200, 600, 1800 | F:Eh i 5 4 12 T 9~ D M
OWEIZET 5| (KB 14~16 PEEIT 200mg/kg/ H AR
RBR 1) Thv., I8 BIEEFEI
9 5 MR B X 200mg/
ke/ HTHDHLEEZDLN

77
R IR A~ ~ A O | iR 6~15 H 0. 3000 (NNAVT|LRF T AT ANLT
%2%5 BT 5 | (%8 25 1) GV 7A=Y &l R =4" 3l N RLyAVAR [ = 3"/ 3 ol N My AU NS R 1) 2 113
R U h RS B) | & O L THBABEERZ

IR Lo 7z,

HA TR OV AR 7>k B0 | HEE 156 H~%15%% | 0. 70, 350, 1800 | REENM I % 5 MM &

X 70mg/kg/ B, HARD

EREICx T 2 MR R
1800mg/kg/H TH 5 &5
Z BTz,




| IX. JEERRBRICBIT 25 H |

(6) BFFRIFMRER (VY¥F)

EURZAE #5571k FehIH 58 (mg/mL) it R
A RN, BRI, H ] 0, 15, 100 PRIHIR £ e OV BEARL A 27 O R A2 1
(R 3 ) | A JEPE, BCF BOTEEBO b RFTAE, £
R 5 HH 0. 15 ORI M OFEBUHE HIK< | &5

BEROES HFEOEWICE D
A AV P /Y S A A
BHERRD bz,

(7) ZOtD4F%EMN
O PUEHHER (=Y M) 73)

RERIE E Btd BhH 5k IS
PURERER | ELE Y B 600mg/kg i 5[], 2 W OBEX | FLEEIXZRWVWEFZ X B
(ASA : #BEME S B, | 130 1|, 3 MR FHREIZL Y EE | his,
PCA : #8110 6)) | B 2 BT 7 4 T o — i
% 600mg/kg DFEFIRANBE G2 L 0 ik,
FEFNZHUIIE AR O MR EREL, BAE
W o8 b Pt 2 Huviz PCA
K OR i EREEEE SOG % FEfte, JRA T VT
L UEGMERRE TS,
ASA : BEENI ST 7 4 7% —, PCA : ZEILET T 7 4 7% —

@ fufEEtERBR (7> ) ™

AERE A A 50505 | 5 B R
S R Z v b g 4 M | 0,50, 300, 1800mg/kg/ H | LEEFMHEIT /o7,
B (& B Ml
£ 10 #)

@ BEMEOMEMETHER (75 ) @

FAERTE H EL Be 50515 | 5B P55 IEES
B OE 7 b gl HiE | 0. 4800mg/kg | L RFTFEX AT asrIs s
FAREERRER | (HERE 2 ) a7 EASRLEER b
BE LT, BlgiC a7
n7 Y roEEETlEEIT
LEZ T,
7 v b w H[A] 0. 75. 300, | fECIRIRME 72 H &
(B BEMERER 6 1200, {5 A7 ME oD 7 B BE B OVER i B
i) 4800mg/kg TROLN, arIZvrrur
UovoiE T 1200 K OY
4800mg/kg/ H THM L Tk
0. WEICHBEERN A DT,
METIZ NS DEITRD S
nnoi,
7> bk T v MDA BBk ST | HECIEARME O S2-S3
(B HEMERES 5 | B GRHBRER O 1800mg/kg/ HEE) | fLIlC arIZ/mruar Yoo
1) OEMEFO LI T v v 7 OB FIZ | EEIRD b, HEZBWT
arI/m a7 Y KT ARER | 1L arIsr e T Y CED
AN LTz, W% R T ET R A B e h
>77,




@ ERFEERER (7 b, YL) 73)

| IX. JEERRBRICBIT 25 H |

BRI H R | WL | &G & R
IR AR v b w 40 HFfE | 0,200, 600, 1800mg/kg/H | 1800mg/kg/ H £ TOH &
(BHEHE S THERMKA LA L
i) RN EDRTRENT,

w2 % 1AH H[A] 50, 100, 200mg/kg TTEhFRE IR R OV TT il &
(B 1A | FRARM W o 7o AR R SR AE I

B REMEREA ER T 25978 E n
1 1, 100mg/kg LA _E o B [ol##

552 A R GZIZRRD DTz,
BHEMERES | 240 0 0. 4. 8. 16mg/kg/infusion ® H &5 | AL RIZFR D S 720

2 ) 16mg/kg/infusion O T 4 BEf4IC 2 B | o7, E7-. @HEE#HO

&R G% D 4. 8, 16mg/kg/ infusion D H T | IBFIERIT A LN o

&5 7o

® ShEHYMO-MEERR (T b 4 X) ™

RERIE H il Be 50515 | B 51 B it
B 7w b o Hi[E] |0, 300, 1000, 2000mg/kg |FETS. —fikfE, KE~D
BT DRk (4 B#D) D DV IH R AT I
(B[]« &R R b1,
MR- 5 151, 738 |0, 450, 900, 1800mg/kg/ H |1t o M FH M B X
7T AR 450mg/kg/ H |, WD M
HEES- 64 51]) #1% 1800mg/kg/ A & &
Z b7z,
A4 X s Hi[A  |600, 1200, 2400mg/kg |#E B o T % & I
(8 ) (4 FERAREIBR T 2 W EIF5) |2400mg/kg 2z 2 ET
(Hi[E] @ &7 HoTz,
MR 1 451, 4 38R [0, 600, 1200, 1800mg/kg/ P |#E#HMEEIT 1800me/kg/ A
4 M AR (4 WRAEIZ 2 HFIPEE) ThdrEBzbLNT,
MR- 3 451)




| X, ‘B FEICET 55 |

EENERICEAYT SHA

. REIR

Kl A —4 7T 250mg - $E 500mg, A —7 7T KT A1y 50% ALEERLY
) EE-EREOMGEICIVERTSZ

BRERSY : LRFTEHE L HYE LW

. BxEAE
A —% 7" Z &€ 250mg - §& 500mg 36 » A
A—7TTFRIA4vma 7 50% 361 H

. BERETORE
SR RAF

. IR EDEFE

A —4 7548 250mg - £ 500mg

AFNTEEESE 2T TRIFTHZ &,

WEKOHOFRMET, BETLHZLnHL (TV. WANCEHT 2HE 6. WAOKFEEITIZHIT DLE
P O M),

1—77T3F54>8y750%

BE ST e

. BERTEM
BEMTERNTA R AD, <TOOLBY - Y (HAGFE, 5E5H)

. B—5 - BExE
A —r 77 Sl §#E 500mg

. EEAEEARAH
1999 4E 11 H 30 H CKEICERIT A RLEAREH H)

- BLERTAREABRVARE S, EMALENRFEFAB. REHMBEFEAL

N R 72 AR e SEA AL A BB
Eﬁ/u% ﬁiﬂ H KR = ﬁzﬂ q gﬂ i
;5;n;7 7§ 201047 H 23 H | 22200AMX00864000 | 201049 A 17 H | 201049 H 17 H
;O;n;7 7§ 201047 H 23 H | 22200AMX00865000 | 201049 A 17 H | 201049 H 17 H
{_/7707 ]:7/]) 20134-6 A 28 B | 22500AMX00986000 | 20134-8 A 27 H | 201348 H 29 H

vu v 7 50%

. DEEXITHREM. BERUVAEEFEENENDERAARUZOAR

4 %L Eo/NRICRT D EROHE (FHEE) : 201845 H 31 H

TAMABEOTGFIE (ZRMEEBACIIEEL S L) - 2015 4-2 A 20 H
fOPLTAMAIETHRR2BENRBD SNV TANABEDORER RIS T2 TADAIRLE D
Of R - 2016 42 2 H 29 H



10.

11.

12.

13.

14.

BEEEHR. BIIMERAREAARUVZTOAR
HRAREEWmAMEH P 20214 12 H 8 H

FEAAR - IR, R

[S1aWiren =l

wr~r Do E |

BAMBNAETOWNTIITHEEY LA,

| X, ‘B FEICET 55 |

ANE R O EPEORERR S (ZBE9 D IEAEE 14 2/55 2 THE 3

BEEHME
HOFLTADAIETH437
THhin B D FAE 4 1%L Eo/NR D RO BN T A
(CURMERBALFIEE G | HIER O EOBN BEOREBAREICHT D
P i ABE L OOFRRE
PRy 10 4 FRAR M 2 K455 HH
250mg - 500mg (2010 4£ 7 H 23 H~ (201345 H 31 H~ (2016 4F 2 H 29 H~
2020 4E 7 H 22 H) 2020 4E 7 H 22 H) 2020 457 A 22 A)
PRy FRAR T2 FRAR M 2 K455 HH
(201346 A 28 H~ (20134-6 A 28 H~ (201642 A 29 H~

FZA4vm w7 50%

20204 7 H 22 H)

20204 7 H 22 H)

20204 7 H 22 H)

*1

12010 4F 7 A 23 HIZ MLOFLTANAIKTHOREIRBZBD NN TANAEE OEGRIE (T IRVEER

FIEEETe) IS THHTANAIKE OJFHEE] IS THIREGRZ S L, 2015 4 2 H 20 B IZBEAPEER ]
HEE 72 D%HE TCTADARBE O HIE (ZRESBIERIEL B T) | OEBEZIUE LT,

REGMFIRICE T H1H®
AKANL, B (HDWIEHRE) BIRICET 2HIRITED STy,

2010 42 7 A 23 H OFIEDAGREG AR A OZR IR & L7z,

£Ea—FK
T A B I 1) 125 2 L7 NER
BR5E4 HOT (13#7) F= AT ARG a— K PR 2T
EI G a— K (YJ=z2—F) fAa—FK
S pro g | 1199741020101 (PTP100 &)
950 ¥ 1199741020102 (PTP500 4i) 1139010F1024 | 1139010F1024 | 621997401
me 1199741020201 (75 2F w7 & F v 500 £E)
S pro g | 1199758020101 (PTP100 &)
500 ¥ 11199758020102 (PTP500 4i) 1139010F2020 | 1139010F2020 | 621997501
me 1199758020201 (75 2F w7 & ~ b 500 £E)
A —=r7I R . .
= . 7 . (1225488020101 (7 A F v 7&K kL 100g)
57040;/1:! > 7 | 1995488020201 (75 2F v 7 F L 500g) 1139010R1020 | 1139010R1020 | 622254801
(e}
RIRHH LOEE

REM L7R0



SR

1.

5| FA 3Rk
1) #NEE (EKEP-00109-01-1001) HAR AR AICISIT 5 LT T & & A HEE& 5RO Ky B
(2010 4 7 A 23 H7&GE, CTD 2.7.6.3.1)
2) tN&EE (EKEP-00104-01-1001) H AN AICR T 2 L_F 7 & &% AREHEGREOEY ke
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tam) tablets, KEPPRA | 8-1 Pregnancy

(levetiracetam) oral solu-
tion, UCB, INC., 2020
9A]

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

in women exposed to antiepileptic drugs (AEDs), including KEPPRA,
during pregnancy. Encourage women who are taking KEPPRA during
pregnancy to enroll in the North American Antiepileptic Drug (NAAED)
pregnancy 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
published literature, which includes data from pregnancy registries and
reflects experience over two decades [see Human Data/. In animal studies,
levetiracetam produced developmental toxicity (increased embryofetal
and offspring mortality, increased incidences of fetal structural abnor-
malities, decreased embryofetal and offspring growth, neurobehavioral
alterations in offspring) at doses similar to human therapeutic doses /see
Animal Data].

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 (5.10)].

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.

Data

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 preg-
nancy 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 recon&mended
human dose (MRHD) of 3000 mg on a body surface area (mg/m") 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
rabbitQS (200 mg/kg/day) is approximately equivalent to the MRHD on a
mg/m’ basis.

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 de-
creased 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’ basis.

Oral administration of levetiracetam to rats during the latter part of ges-
tation and throughout lactation produced no adverse developmental or
materznal effects at doses of up to 1800 mg/kg/day (6 times the MRHD on a
mg/m’ basis).
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An Australian categori- [KEPPRA (levetiracetam) film-coated tablets and oral solution, UCB

sation of risk of drug use | Pharma : 2021 49 H]
in pregnancy
2% SPFEOMEEL © 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.
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9.7.2 /NREBE OB KT 5 BANRIEIZB 3 2 BARRERIZE N - #E7h & S L Tuheuy,
[8.5 2]

ik SR

MMES (EU) (28 | Add-on therapy for infants aged from 6 to 23 months, children (2 to 11 years) and
BRAY SRR adolescents (12 to 17 years) weighing less than 50 kg

ﬁgfff(i;z d tablets 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.

Keppra oral solu-
tion, Keppra con-
centrate for solution

for infusion, UCB Dose in children 50 kg or greater is the same as in adults.
Pharma SA, 2021 %+ | Dose recommendations for infants from 6 months of age, children and adolescents:
9 1) Weight Starting dose: Maximum dose:
10 mg/kg twice daily 30 mg/kg twice daily

6 kg W 60 mg (0.6 mL) twice daily | 180 mg (1.8 mL) twice daily

10 kg @ 100 mg (1 mL) twice daily [ 300 mg (3 mL) twice daily

15 kg @W 150 mg (1.5 mL) twice daily | 450 mg (4.5 mL) twice daily

20 kg W 200 mg (2 mL) twice daily | 600 mg (6 mL) 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 aged from 1 month to less than 6 months

The initial therapeutic does is 7 mg/kg twice daily.

Depending upon the clinical response and tolerability, the dose can be increased up
to 21 mg/kg twice daily. Dose changes should not exceed increases or decreases of 7
mg/kg twice daily every two weeks. The lowest effective dose should be used.
Infants should start the treatment with Keppra 100 mg/mL oral solution.

Dose recommendations for infants aged from 1 month to less than 6 months:

Weight Starting dose: Maximum dose:

7 mg/kg twice daily 21 mg/kg twice daily
4 kg 28 mg (0.3 mL) twice daily |84 mg (0.85 mL) twice daily
5 kg 35 mg (0.35 mL) twice daily | 105 mg (1.05 mL) twice daily
7 kg 49 mg (0.5 mL) twice daily | 147 mg (1.5 mL) twice daily

Three presentations are available:

- A 300 mL bottle with a 10 mL oral syringe (containing up to 1000 mg levetiracetam)
graduated every 0.25 mL (corresponding to 25 mg).

This presentation should be prescribed for children aged 4 years and older, adoles-
cents and adults.

- A 150 mL bottle with a 3 mL oral syringe (containing up to 300 mg levetiracetam)
graduated every 0.1 mL (corresponding to 10 mg)

In order to ensure the accuracy of the dosing, this presentation should be prescribed
for infants and young children aged from 6 months to less than 4 years.

- A 150 mL bottle with a 1 mL oral syringe (containing up to 100 mg levetiracetam)
graduated every 0.05 mL (corresponding to 5 mg)

In order to ensure the accuracy of the dosing, this presentation should be prescribed
for infants aged 1 month to less than 6 months.
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[KEPPRA
(levetiracetam) tab-
lets, KEPPRA
(levetiracetam) oral
solution, UCB, INC.,
2020 £ 9 A

Pediatric Patients

1 Month To < 6 Months

Initiate treatment with a daily dose of 14 mg/kg in 2 divided doses (7 mg/kg twice
daily). Increase the daily dose every 2 weeks by increments of 14 mg/kg to the rec-
ommended daily dose of 42 mg/kg (21 mg/kg twice daily). In the clinical trial, the
mean daily dose was 35 mg/kg in this age group.

6 Months To <4 Years:

Initiate treatment with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice
daily). Increase the daily dose in 2 weeks by an increment of 20 mg/kg to the rec-
ommended daily dose of 50 mg/kg (25 mg/kg twice daily). If a patient cannot tolerate
a daily dose of 50 mg/kg, the daily dose may be reduced. In the clinical trial, the
mean daily dose was 47 mg/kg in this age group.

4 Years To <16 Years

Initiate treatment with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice
daily). Increase the daily dose every 2 weeks by increments of 20 mg/kg to the rec-
ommended daily dose of 60 mg/kg (30 mg/kg twice daily). If a patient cannot tolerate
a daily dose of 60 mg/kg, the daily dose may be reduced. In the clinical trial, the
mean daily dose was 44 mg/kg. The maximum daily dose was 3000 mg/day.

For KEPPRA tablet dosing in pediatric patients weighing 20 to 40 kg, initiate
treatment with a daily dose of 500 mg given as twice daily dosing (250 mg twice
daily). Increase the daily dose every 2 weeks by increments of 500 mg to a maximum
recommended daily dose of 1500 mg (750 mg twice daily).

For KEPPRA tablet dosing in pediatric patients weighing more than 40 kg, initiate
treatment with a daily dose of 1000 mg/day given as twice daily dosing (500 mg twice
daily). Increase the daily dose every 2 weeks by increments of 1000 mg/day to a
maximum recommended daily dose of 3000 mg (1500 mg twice daily).

KEPPRA Oral Solution Weight-Based Dosing Calculation For Pediatric Patients
The following calculation should be used to determine the appropriate daily dose of
oral solution for pediatric patients:
Daily dose (mg/kg/day) x patient weight (kg)
Total daily dose (mL/day) = ----===--===========ss=mssmmmmmmocos oo
100 mg/mL
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