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N ETHIRL < AR
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besezsmg | L ETEOME keI 10%
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I. MEICEA9 HIER

1.FAFRDOZERE
k&7 ~— ~i&, k[E McNeil Pharmaceutical £E(2 T 1979 FIZAI# X #17- fructopyranose
BT sulfamate #E A AT 2 HHOTLTANATETH 5,
WA Tl 1995 4F 7 A IR ORI RIS 2 R IEAR & L CHETERB I TR,
ROKSE TR SN TV D,
AFBIZIB N TIE 1990 4 L 0 BB 2170, ERNOBKRBAGEOE R EZ b > THEFO
PUC AP ABETITNRD AR08 3 BAEITK LT foFLTAAIKE OOF LR & L
TOFRERRD BT, £ LT20074E7 A, IO TANAETHGRIRNRRBD S
RN T AN ABE O RE (CZRMERRAERIEEZ ET) (ITT 250 CTANASE L DFFH
FIE) e XUTRA L LT BT 2 ER O ED b 6 50 mg,  k ©F5E 100
mg CTAGR S, 2010 4F 6 AIZiE b B 8E 25 mg OFIEIBIMNA AR S iz,
S HIZ 2013 £F 11 HIZi 2 L B /NI 2 FIE R OCHENBIIERR S v, 2014 4 1
AIZIE S BT HIRL 10% D AITEE N3 &GS STz,

2HRDREFH - HFNFZHHE

DI7NVT FET ) —RAERICANVT 7~ — MEEZ AT 2HHICANAETH L, (1.
LHCBET A B8

(22 AMPA (a-Amino-3-hydroxy-5-methylisoxazole-4-propionic acid) /7 A = &R 7 L %
U AR RE I E R 72 CIEISVERBETF A LT\ b, (TVLIEZh IR 3 5 1H
H1 ZH)

GEEFE DI T A AT IR AEMGIZN R D5 D 7e v 2 L L0 TADA B IC
KU, OFABIEICZ D BRI NRO o Tna, ((VIEEICET HEE 3.(2)-5))
Z )

(@) “RMEEALRIEIZH LCTH, BFEOFH TANAIEK L OOFHBIEIZ L Y BIF722h R A58
HDHNTND, (VIRRICET 2HHE 3.6)2) 1] 1)

GIEWERVIL 24 (A EomES) (BT 55HE 8.0 &)

UTORWERDRH Hoid Z LR DT, BlEL+H73ITV, BENFEREO LSS

IEEZ I 570 EEUI R AEEITO Z L,

- EXGEIER
EEMAEBARNERVTZNIZHES 2MHESR (HEAH), B - RBHEAR (2.3%).
RBEET S F—2 R (1.8%) . ZFERVENIZESER (0.3%)

- ZTDOMOEIER (10%LL L)
R (30.3%) . O FEWV, FEEEE, mMPERBRERD, BRE (V) vL ILvy
Lo Vv, za—, F U DL BE TR (AST,ALT,y-GTP,AI-PLDH ®
I RERD (21.3%)



0. &#ICEA3HIER

1.8R554

(1) ¥4 :

FEF5E 25 mg, bk EE 50 me. EFE 100 mg
kB oA 10%
(2) *4 -

Topina® Tablets 25 mg, Topina® Tablets 50 mg, Topina® Tablets 100 mg
Topina® Fine Granules 10%
(3) BFMDHEE :

—f4 (FET<—) (CHKT 2,
2.—HE%
(D)% (B -
Peg<—h
(2) #% (BEEK) -

Topiramate (INN)
(3) RT L :
B

3BEXRIL TR

4.

\

FARUDFE

d\

: C,Hy NOGS
: 339.36

3
4
2



54%% (%K)
()-2,3 : 4,5-Di- O-isopropylidene-B-D-fructopyranose sulfamate

6.[EA%&. Al4. KBS, B5ES
1BERE S - ke - KW-6485
kB Sk - KW-6485P

7.CAS &8%&ES
97240-79-4
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(1) 5VER - 143K -
HEDREmTH D . IZBWDIETZR <, BRITFE W,

(2) FAfEME

AE )= F=H ) —)L (99.5) IZIEITRT L,

(3) IimtE
WE e L

Q) ptm (DR, Hm. RER
fhs : 126.8°C

(5) ERIEEFRBETE 2N
pKa : 8.7

(6) N ELIREK
logP r=0.59

KIZEETFIZ < Wy,

(AIEE 77 R2Aay A X075, A7 % ) —)VipHT $EERIR)

(7) T DD E 1 RELE -
pH : 5.8 (1 mg/mL KA, 20°C)

2AMBSDEREHGTICE T HREL

OB PRAFESME: PRIFIERE | PRAFIAT i e
CHERY F 30 5 H 2 E
. o 0 VAR Ty o 1oy Mo, 36 %A THE ()
SRAER | 25C, 60%RH | ¢ Zhes 00| 368 s xmomm, & molk RO
M DN ERD HiTz)
ZHRY T B (1) OZAb. KON, & EOE
40C, TB%RH |V 48/ 7 7| 614 H | TLROSMAERDOEMNRFED il
i S 8= KT A
IERER AR T R
30°C. 60%RH |V~ 8/7 7| 12 %A
PR N
50°C R 3A | (B) OZERRD LT
wmeE [ o Ry sy [PME () 0% BROET. SAER
WD BTz
AT P A PS5 2 g5
AR e | 95°C. 90%RH :ng’ﬂi P I E
E—— =
D65 57 fzx vl ogop |RlEBL

ABRIEE - MRR OMBD . RERRAUBR, MIEERRBR. K4y, EESE
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V. BHIIZB§d HIEH

1%
M FROXR., SEBRUHER :
E‘/X =] E=N L ~ N .
4 (;E)(ii) O | k| Em | mm | emm | wme—
KH115
[SRERZAP IV
r B T 8 e (EEAIAA,
25 mg 61 | 28 | 0.08 - P47 | o1 o hie
- #7)
KH116
Hf 7 ¢ LA .
kY LT | G,
50 mg 71 | 33 | 0.13 bt T | orp o i
- #7)
KH117
A7 4 VA
NE s SO0 | G,
100 mg 8.1 3.6 0.19 . TA T PTP & — 1 1=
’ #7)
b E TR s - 7 4 B 4
10%
(2) HEIDYE -
mrEFEE

TEE : 30N ULk

(3) @A —k

"IV.L.OFAE O XA, SMELLOMER ] DS R

(4)pH. ZEEL. #E. LE. BEEOERURER pH #F

Y LR

2. HE| DM

(1) A CEMERD) OEE
b EF & 25 mg
b EF & 50 mg

(2) #mA -

o 1 BEHY
21 gEH

-
—
-

—

feZ~—h25mg & H
FET~—h50mg #& A
FEFEE100mg : 1 EEHFICFET~— 1 100 mg & H
FEFHKL10% : 1g FIZ FET~—F 100 mg & H

W~ ES$ 25 mg - 50 mg - 100 mg




ANFoURay JuaARNAn—RAF )T A BEHEKS A, fatro—2]
lbF s, ATT VB 732U L KT, £ Redo e rtro—
A, veFmAn—2 (BHEX A7 :2910), v 7 = 2—/L 6000

B~ EFHIH 10%

T UNEEZFIL « AR T YNLEEAF LR v—Sik, =F Lo —2Kk55E
W, BEEKT A, e ra—A o7 RBERREED IV T A ILEEKFIY), &
Fexy 7 meilrtiluo—2, D-~vr=h—/

(3) £ Dt -
A% L

3BEA. HADHHMEICHT HEE
A L7

ABEFNDBEFHTICEITHREM
W ~EF 25 mg - 50 mg - 100 mg

FRBR PRAT SR AT HE el gL o
PTP/7 L 3 4%
. 25C, ] - I
R 60%RH ) ?% Ly 39 & A LE
A kv
20°C PTP/7 /L I 4%
S ER 750 RH HY=F L 6 14 A LETE
A kv
50°C 3 14 H ALY
20 H Bl L
" ) ¥ FZJ;;?E AL () DAL IBRD LN (25
o B o 30 H mg )
ZZ{k72 L (50 mg, 100 mg &)
H T A oy IKGT DN A S THE DR T 23580 5
N - (Bake) iz
MLz N I AN foen Iy b)
| 90%RH P'il?)/?;l/; 18 & H ik L
= nN) = :
L R ﬁwb/ 3t A ZAp7 LY
{7 L (25 mg §E)
D65 7 7 | A7 2wy U PP NSRRI DRI ST B
7= (50 mg, 100 mg )
ot 60 H ik L
EYRre 2 Hore L %éﬁf‘*gé) DAL ONRFED HiT- (25
FoF 91 H mg s
{72 L (50 mg, 100 mg &)

a) SRERIEH Mk OMED . MeaRERER, MR, WM. SR R, K%
b)50 mg $& K& O 100 mg FE D H k5 52 i

o)\ A

AT RS



W~ EFHH 10%

B 1R i B2 it PRI RE PRI FER
Eggﬁ 25°C | 60%RH I AT A R s 36 & A LT
TR AR 40°C | 75%RH 5T AR h VAL 6 & H BIE
50°C - 5 T T 7 A (B 31 H X (AP
TR S (1) D%
60°C - HEHT 57 A Bk 1151 (b OB &
ax ni-
%5
; 1 25°C | 90%RH m AT HZ 2 (BRk 3 & A 7z L
= 30°C | TA%RH | W | 452 () 3 % A B2 L
HI=RATAEA
40C | 75%RH 5T T 7 A (B 3 & A X (AP
bin 25°C | 60%RH c) HIFGA p—1L 41 WP bl L
— TR

a) WBRIAE - Mk (UMD . EREERER. MUERER, Ak, &R

b)41 MR ORIREE T 121 77 Ix-h, #ITERIMU = % L% — 1% 228 W-h/m?
oFxt /57 (30000 Ix)

DT INIK B E O R TE

S5HEERUVBREOREM
A% L7

6.1t & DEEEEL (MELFHMEL)
FAERSTAR

7.RHMH
W HRBRIE S Pvik
(FEFRLE b ET8E (50 mg) THBIOEHZEEBNHEE SN TVD)
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Y L2

0. KA DA DHERAERE
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V. JAEICEAT HIER

1.30RER (TR
DM TADARTHRGHIRDZBDoNBTVTANEEZEDES RE (ZRIEEMIEFE
ZE20) ITHT IR TANMAVEEDHFRARE

2RERUVHAE

RN . A PE I ~—hE L TC1EESOmMmg Z 1 H 1RSI 1 H 2 EOR OB
5 CRthT 5, Dtk 1ERBILL EOMEZ STl L, #EREE LT1 H&E 200~
400 mg # 2 [N EIRR D& 5T 5,

B JERICE  EEHEET 52, 1 BEE5EIZ600mg £ TET 5,

AR EE . 2L EO/NRIZIZT P E T~ — & LT1 HiE 1 mgkg OO 5 THtG L.,
2 MU EOMEAEHITT1 HE 2 mgkg ICHERET S, LiE, 2 B EOREZ &
TT1HEE LT 2mgkg LTI O L, &L L T1 HE 6mgkg 20
59 %, ERICE 0 EEEBT 528, 1 Hm& 58T 9 mg/kg X 600 mg DW
VLR nEGERETET S, B, Wb 1 A 2EICHEI L TRAKET 2 &,

7. RERVAZICEET 5

7.1 WS TIE, A CTADABRE RS E L2 BRICKE VT 1 HE 50 mg TRISA L, 1
W Z &2 50 mg T o ET 570 &, Bt HER O ER AT 2 2 & T, &5
MO EEGHEBEMET L OMERH D Z L0 b, RAIORGHMICH T2
STiE, BEOWRRBIZGE U T, BAICIZ 1 B 1050 mg 2>580064 2% 2 & X3
#iEZ 1 H 100 mg TiE72< 1 H 50 mg IZIEHT 52 LICoWTEBETHZ &,
[17.1.6, 17.1.7 Z]

7.2 RFNIMOFLTANAREIR L THERT L Z &,

7.3 AANTEE LTEBIRE VRt SN D720, BREREREDOH 5 BE TIX, AFIO 7 U
TIUVAMETTAHZENHLDT, 7L TF =27 VT T2 AW 70 mLIAy Ak
DHBEITIE, G ELZFRICT AR EEEREICRG T2 L, [9.2.1, 16.6.1 Z#]

(fZE%]

7.1 fifl 2 OTADABEF TERENC KT 2 BEMENR R D720 F00 el RN L7255
LD ZENOLWINTOFERRNESBICHE Lz, [[V.3.02)) OHESMK]

7.2 EWNEERRBRIIAK EOPLTANAIK E OPFH TEfE S, BHME G ORERIT /20,

7.8 WAMZ B W TE I N EpEiiERER ONEAT—%) T, BEE (7L T7F=v7
U7 F % 30~69mL/45y) MOEE (7 L7 F =277 T %30 mL/IAyAd) o
EHEREFE E R A xS L LT, AAI 100 mg & MR AHK G LTk 5, AFloesy s
U7 7% (CLIF) 28, BHENSIEEREE (Y vT7F=0207 7270 mL/5y
Plb) LT, OB BERERE B E TIX 42%, HE OBRERE R Tl 54%
BFLEZEDRERENMEOLNTWD, LERN-> T, PEES L ITEEOBHAEREE R
Flz L Cid, HEZ@EEOLRICT 2 CHEEICRGTI0LERDH D, [[VIL6.(2)],
VIL1.(3) ) DIHZH]



3.ERER AUAE

BAWANA

S

M BBERT—2/1\y5r—

B<ZE>HABCREGR (BRFFHER

(6485-9809 long)

4
#o |0 |
FRER OFESE B 7 B PR/ A
S = PSES K - Beba o £0) | &
(B # || o
-
P
e S 7 v AR
<Eﬁ%§§§> O AR 527 50~400 mg 2 o |o
i (6485-9101)
R 75 2 KA $2#1 50 e/l
Bt R AR (%5 25, | 6 o |o
i (6485-9203) o PrEHIR - 13 H )
- s BN
B PR S AR HERT A 27 100 mg/ A ; o
B = L o - Y.
(&2 PR (6485-9102) (Z2fEmE, &%)
SRS FHEMRI mAA— $E4 100 mg/ A
Jif PR SRR R N
CEWZE S PR — R (50 mg #% 2 &, 20 | @
(6485-9808) 100 mg #% 1 §8)
PRIRABR Sk A —7 AR
(HITH145 1 FHAABR) (6485-9204) 571l 100~400 mg/H- | 39 ¢ o
PRt Ll A —7 AR o
(RTHIAS T FEABR) (6485-9305) 5EA 200~600 mg/H | 18 e o
JH R Sk, 7 R DU
(510 TR (6485-9406) 527 100~600 mg/H | 122 ¢ o
Lk, MWAEZL., "
PR 75 & Rk PN
(%%%ﬁggg) CEERTATRRL | CAdA | E7 400 mg/H 62 o0
P AR BE
(6485-9809)
E 5B St A —T R N
(55 TLFEH S0 5400 (6485-9407) BEAI 100~600 mg/H | 58 ¢ o
Zltigk. TIEAL.,
e 75 & AR
@mﬁﬁ%§§§&@ AT R BE# 100~600 mg/Hl | 125 o0
i 5 ERER ©

a) FA Sy

b) T = — MEGIERIEK

©) 77 B ARRABILAR L, A — T iR




W/NREGEEE GEEER)
s
Fz - , e iﬁ* o A | %
s ot g | oawemsme |20 6| Hin) e
(Vs k=2 i [&] ot s A@
% o | i
P
B -
AATALTEDT yi@iﬁ&ﬁﬁﬁ ﬁﬁ%ﬁ? 1z e
¢ M) gegge | WROR 50 me
BN
T A SR 7 1 A —s—iklR $EA 50 mg 94 °
(EW =2 [R5 E R BR) (6485P-007) HIRIA] 50 mg
Jif R SR AR IEE It PREAER HRL A 97 ° P
H G BEhEsER) (6485P-0802) 1~9 mg/kg/ A
¥N
AT B M HEEER R
BRALEER (6485P-004) 6 mg/kg/ 59 ¢ 00
FEE MIERT IR RS bt vt
- (6485P-0803) T’}Jj o | 19 mefke/H 26 ¢ o
R 5HB - it
FEE RIERTIRERER BRI S EEEH 48 olele
(6485P-005) 5~9 mg/kg/H
7T v RKR
>k P T H B R FEA K 6 mg/kg/ B 84
IRALRAER GEE B 9) (BEAI<1600 mg/ [ ) | (439) ¢ o
(YP)
a) H IRy B

b) P& T = — MEGAEHIE
) R £ 53]

d) EEBRMIC T T B R R S

(2) BRIRZNR

BMERUVEREMEICET HHER
1ERFEIHEHAR (BRA)
BEFDHIT AW AT 53 R B EIHINR D B IR WER S T A AR 127 I (7

7 & AWHE 65 B,

FMET~— 6201 x5l Lz

BRI (ot T

D AEEE OFERPEE) 1B W T, FET~— Mt (400 mg/H) X7 78RRt b
L, BIERBBAEOF BRI BPRO b Y,

FEVRFE BB 7T R hET~— M B e o)
b v (65 1) (61 1) ERERE
R gL fE 13.7% 33.4% 0.006
e/ M~ fe KA —102.2~82.3% —178.3~96.6% ’

a) FEVESEHIE D SR, BlE (12 ) & AR GITHE ) 3 38 [ + [ E ST 12 W)
ORI L3 MEER A Z 1 FN 28 Hdb7- ) OFSEBUBEE 1T U CBH L,

b) A 2R AfE 51

c) Wilcoxon O “AEARMED p &

BIVEF R B 1T 80.6% (50/62 ) T -7z, L2RRIWEMAIL, BHR 30.6% (19/62
). FHEME D 0 OURFEEGE 4 17.7% (11/62 #1) . K& 16.1% (10/62 f1) .
AR L OKREIEMREE 14.5% (9/62 i) . BEJE 12.9% (8/62 i) . 1&EUEL O #i
Wk % 11.3% (7/62 1) TH o7,



1) MR —EUED - HrE & IR, 2007; 561 1385-1403

2ERNFEIHEHAER (A
BEAF O T A A TH R R BEMEIN RN O N2 W TANABE ZXIR E LT,
FEEEER 3 BB (fLOHFLTANAIEE OOFIRE) 2% LTz, ABROTS TA
MAVBEIZRB T 2 B R UGEE O dERIS (THEESGE) Db 3T LBy
ThoTz,

- M El;’\:/\‘rha %ﬂ‘

3 A (mg/H) 5 5. pl%% N

GIESER RGN 100~400 39 41.2% (14/34 1)

AT L ARRRBR 2 0 2 200~600 189 50.0% (6/12 )

T 5126 1 AR ARER 2 100~600 1229 41.1% (39/95 1))
a) BT A A 4 BIE T
b) A T A A TG T

¢) B4 T Am A BE TOBEETMIESNC 3515 2 Bk R [hEEYE] U ETho
TIEB OF A

FRBROBWEHARBBEIILLTO LB Thoto,

- BTHIES 11 AR ARBR o0 B VE S BLAE 1 34.2% (13/38 f5) TdH -7-, EREIMEMIZ
AR 10.5% (4/38 f5il) , #EUEk, REJD ., BRI, FIEIER K O M RE RS
%= £ 5.3% (2/38 ) T 7=,

- AT MAHEBR 2= O 2 OREIWEF B X 38.9% (7/18 fl) Th -7z, EREME
FiE, IRERD 11.1% (218 ) THh o7z,

- B TFHRBR O FIVE M S HMEE 1L 57.4% (70122 f5]) Toh 7=, FEREWERIZ
fEHR 18.9% (23/122 i) . &M OMAERA & 7.4% (9/122 f51]) . #EMED £
6.6% (8/122 ) M OMERAI L OKBAEWERE 5.7% (7/122 ffl)) Th ol

2) KIRTE—1Eh : Jrk L AR, 2007; 56: 1659-1681

SENE L MHEARICSTIRERALAR T —F (KA)
o5 TLFHFRBR M OV AR FRBR ARG & 4 & L7 B, S 38 1B 32 CAm B 210
BNZIT DIAFBB L AR o —3 (EIERBUHE DS 50%LL B U 72 SE Fl oFIE)
LT EBY THhoTo,

FEAER VAR F—R

HRIER /> FE A 33.8% (27/80 #i)
TEHERD 77 54T 32.0% (58/181 {3
TR AR AL BRE R AR 27.8% (10/36 #il)

a) BIENCREL LB (EEHH D)

4 ENEITHREHESHRE (BA)
BRI T, RGN SNE LB ONTZTANAERE B8 I %4 L L
T, RHIHEGHR (km/H®E 600 mg/H, K& 569 ) 2 %Efi L7, s 144
B2 5161, 24FEHM 42 6], 3HFEEN 2761, 4FHBD 2461, 5FEN 1961 TH Y |
5 4F H OB EMRUCGERE D [ LI ETh - IIEF O EEIA 1T 84.2% (16/19
) TdHot-,
13—



BIER R EMEE T 72.4% (42/58 i) Th-7-, FREWERIL. HHIE 17.2% (10/58

) . IKEJD 13.8% (8/568 #l) K ONVFENED > 12.1% (7/68 ) TH -7z,
) ST ADA 3 BIET

5 ENENRERHRSHE (BA)
IR (EREGZET) 2B 2AMOEMK,E (FeMH&E 600 mg/H, K&
233 ##) OFWERHEIES] (124 #1) <Tix, [H&58E~6 » HH] X124 61, 16 »
AE~1%H] 10241, NTHFEH~2FH] X366 THY, MTFEE~2FH] D%
VERBUBEEE D S ORI E 47.156% Th - 72,
BIWEFSS AT 97.6% (122/125 f1]) Tl - 7=, L/eBIWER X, K ER 46.4% (58/125
). BUHR 44.8% (56/125 fl) . ZEIE D F > 25.6% (32/125 Bi) R IHE K OV
BB L ORBIEGERE 45 17.6% (22/125 f511) . ¥R 15.2% (19/125 f51]) . & =%
14.4% (18/125 f31l) . 1fL o B R R I 12.8% (16/125 1), yZ V2 IV v T v A
7 = 7 —EHN 12.0% (15/125 fi) . EHR KL O 4 11.2% (14/125 ) . S fliE
10.4% (13/125 ) Th-7=,

6 B EMMAARER (BA)
SN TRy CAMABRE 188 Bl X5 L LC, @ OMliEE (BRtEHE 100 mg/H .,
1 Z & 12200, 400 mg/ H & H#EE) EARRARWHEE GlGHE S50 mg/H, 1HH I L
1250 mg/ B> E) & CTHIEMAEZ 400 mg/H & L7z “HERLEGRR (ot
TAMAIEE OOFIERE) PNER ST, ZORE, RERBERRIZBIT 23 EFREL
BEPEID SR O B, @ OMiEE 33.8% (92 1) K OELR 721k 42.0% (93
) THoT,
BRIV F 38 B 1 X0 & O WIS 95.7% (89/93 ) K ONFRHR 72 i1 88.4% (84/95
) Thole, EREWEMIZ, B OMWiE, BRpEHETENER, HEETHE
£ 19.4% (18/93 fiil) . 13.7% (13/95 i) . FLIEET 17.2% (16/93 f5) . 5.3% (5/95
). IR 16.1% (15/93 #) . 21.1% (20/95 #l) . FEHMED F > 14.0% (13/93 1)) .
17.9% (17/95 ) . 59/ 14.0% (13/93 i), 9.5% (9/95 f5l) . $EEIE 12.9% (12/95
). 7.4% (7/95 %) TH-7=,
T ~v— FOEHFEEZER (FPik, PWRCSOIEE) LA EERRIEE L, BE O
ML 37.6% (35/93 1) e OEAR 72 iYL 25.83% (24/95 f5]) THV |, ZEHETO
BEHMEZE L & & BIRZEEECHEILK) o 72 (p=0.048), (IR 7.1
Z ]

7 BN EIAERERE (BA)
WS CEEAF DU T A AFETH 2 B EMBIZNR 3G DI WE D TADAE 263
B 2 b 0T, RIS (BRAA & 50 mg/H ., 18 2L 1C 50 mg/ H o8 &) &
X0 RS E (B & 25 mg/H, 1 Z 212 25 mg/H 2 &) & CHIEM
#4200 mg/A & L7277 Ak HEMRERER (foftTAnAIE L OO %
B BNEMIN, ZOMKE, FET~— ME (168 ) OIAEF B D =R H
FMEL T 7 2AREE (91 6)) X0 HAEICE (p<0.001). FEMHR/RMEIEE (83 ) &
VAR METE (85 ) TIHAEEITRO Lo 7- (p=0.065),
14—



B VE FH 8 BB L TR AR 20 T 64.0% (55/86 f31]) . X 0 FRtk7Znilits 58.8% (50/85
) Tholo, FRBIFEMIX, BRAREEE, X0 ER2WEECENEI. B
11.6% (10/86 f5l) . 11.8% (10/85 f3i]) . &L 10.5% (9/86 i) . 5.9% (5/85 i) .
fERR 14.0% (12/86 f51]) . 15.3% (13/85 f5l) . MER&AI L VK EIEMEAE 10.6% (9/86
). 8.2% (7/85%l) ThH-ol=, [BFIHXT7.15MHK]

8 ENEMMARER (MR

BEAFOHT T A AR TH o 70BN S D720 258005 15 1D TAN AR
B9 Bl axfg & L-de e (ot CANARE OFFFREE, PET~—h1
~6 mg/kg/H) 2B WT, AhEFEMEIM (i I 8 MM & OV EMeR B 8
M) 2R BRSO 4 7= 0 O INERBSEE D RO AL [95%15
FEIXR] 1% 34.0 [16.3,50.3] % TH Y, HoRIERBBEORDPEO NP |
BIVEM S BAEE 1T 50.8% (30/59 f5) T -o7-, TRBMWERIZ, i &R B D
20.3% (12/59 f51]) . MR 15.3% (9/59 #i) . Z{FHE 10.2% (6/59 f]) . BEAKEHE
5.1% (3/69 i), JRH U N K OGRS FIR LN 45 3.4% (2/69 fil) Toh -7z,

3) KIEFEME T+ CTADAMFE. 2013; 31: 19-29

IENFEMMERMIEEHRE (IMR)

HIFHRBRAE T4, RGNV E RO SN TADARIE 48 Bl Z2 x5 & LT,
FEMP SR (Bm & 9 mg/kg/H X% 600 mg/H DWW NHMEW G5B F T, K&
36 8) & FEhE Lo, ARl O # y FAEFE B L b R oo th il i, 12 W% T
46.2%. 24 1% T 49.5%, 36 #t% T 55.6% CThH -7,
BIVEFRSEBIAEE 1T 64.6% (31/48 f5) T 7=, TERBWERIZ, i &R ERHE D
29.2% (14/48 f51) . AR 22.9% (11/48 f5]) . ZiTIE 12.5% (6/48 ), T FasE
8.3% (4/48 f5l) . RV IR OVEAKIBOR 45 4.2% (2/48 ffil) Th -7z,

D AENER MO RIEAAT /MR TAnABE ORI GRER (2013 4 11 A 22 A&, CTD2.7.6.7)

10 Z Dt
WA CCTAMAERT H/NRBE 63 Bl kgL LT, A& (2864, 6~1573%) &L
RFTvH L (3561, 4~155%) OHAPFENKE (K, KE), BE, FEEIC
T FE T B % TN 2 FEHE K FRIE B Mk BR 23 S8 0E S vz, MMRM  (mixed-model
repeated measures) " W RN OFER . BMHEEEE, AR 25 (TBLH)
DBEEE, KMMEED Z AT ORX—2AF A4 b OEEIZE L TRAREE LT
T X LRELE O THEMFICHE B ZNRD bivlz, (B3 9.7.3 ]

BRECYE ZAAT DR=RATA b DOEACBORRE (KAl—L_XFT7EH L)
/NI [95%1E X ] ]

HEEKE 2 -0.296 [-0.4910, -0.1020]
TBLH B » -0.394 [-0.5807, -0.2081]
{RE -0.20 [-0.312, -0.088]

a) “HET L F — XRIINHIEE (DEXA i)



IR GRE, BB . FliE, KBt, REREL RO ZHEMEN, XR—2 T 1 A,
N=R T A MEE RO LA 23R L L, B BATH & i & L7
MMRM f#f

(3) ERPREEEE A ER

1. A
NERIFOKRERERE GRERES : 6485-9101) ¥ [FEHl)

AARANBERER AN B2 RIS LT, FET~—F (25, 50, 100, 200, 300, 400
mg) KO T ER%E 12 K OMEERZICHBIR DKL L L 2O ERGT L
(& hET~— MNEGRE6 B, 7T AR89 H1,

ZORER, BB ARIERDS, FET~— MEGRET 25 BT X TOIEFIIC, 7R
B GHET 9 Bl 8 BZERD BT, ERRSMEAIERIL, 25 mg KT 50 mg & 5-#f

TiIxENER TadelF ) 66 641, 100 mg &5/ TIE MRteid) 26 plt 5

B, 200 mg #HHETIX [teF) el epl, NE-ET 251 28664 546, 300
mg FHGRETIE NE-> & 32 A6 hlF 56, 400 mg HH5HETIE NNE- T2 -
fLons) - 1250 & epif6fl, TEEN)EV] - TOIFED] - 17250 -
(HOFEW] - [55ox] - 26 bA) - TR - TRateld) 2834 6 il 5 4,
TR RBEERETIE ThRiet) BoflFh8El, NE-&95) RNIBlF6ehTHoT-,
HEZBERTREO O T,

U EOFRERIY, T ~— bk 25~400 mg & H A AR A BEICHRER 05 L

72 & X OERMENHER I NI,
¥ Al OWEBREDR 2 D AT v FITHBMUTZT20, hET~— M 2&5 L63% 25 il TH - 7=,

URAIORR S NI RO 85, A P ET~—bhe LT 1A 50 mg & 1 H 1A% |
131 H 2 EOKOEE AT 5, g, 1B EOMEE & T L, MRS LT 1 AR
| 200~400 mg & 2 [EICHER OG5, Ak, FRIC K 0 BTN 525, 1 ARHRG T
L 600 mg £ TLT 5,

5) fEPNEEEL - HR O 5B (2007 4 7 H 31 H7K#R, CTD2.7.6 (75 No.9101))

Q)RERO/SHRE (HEBRES - 6485-9203) 9 [fHl)

AANBERERR A B A% e LT, FETF~—F50mg4 1 A 2[A (100 mg/H) 13
A GF 25 BlI#5) R A& R (RAERE 0 & G- (2060 B[R — s |2 BRI D
&h) oreMERF L [MeEI~— MNMEGEE 66, 77 BREGH 2 ],
AR, B NERIT P YT ~— MET6 FIF 561, 77 B AREET 2 7 2 HilIZHE
Hivlz, R EERIL. FET~— MEGEETIE TRdeld) - TRRFD R
NE6FFapl, NE-&T5) - BBROED] - (7250 BE6HIF3H, 77
tﬁ&@ﬁfmfé%o%J-M%ww-rﬁﬁﬁféj-wwmm-Fm@HJ%
B 26t 26 ThH o7z, EERBIEMIRD bR T,

A AN BEFR RN B R LT bt77~hamg%%&1azﬁﬁ@ﬁu&5b
T EORRMEIRGFEE LN,

6) tEPVE R ¢ KRR DR B (2007 4 7 H 31 AR, CTD2.7.6 (A No.9203))



2. IMNR
1N 1/ THEEMSEHAER GIERES : 6485P-0802) " [HAfiHl)

2 WD B 15 ik OFE M XTI RINE BRI EME T A AR 2T filic, T ~— %
1H2F s HEMEROES L (BAGHE 1 mgkg/ H 6, JFHI 1 Z 212 2 mg/kg/
H9 >, 9 mg/kg/H & Tiliith),

MR REFE RO TADAIE (ISP, Toz= (v, 7= /) 3LE
H—=NFORTUIRY) O bty 1HE20H LEBRE 255100, 2~4 m%,
5~Tif, 8~11k &N 12~155% FHEM) O 4 FE2a%E L, B Ll Ry REHw:
FHELROPITADAIEUNDOFICTAMNAED B a2 LTV D8R E 2 x5, 12
~15 5% GEFERF) O 1BEZHE LT,

ZORER, 27 FIT 24 5] (88.9%) IZEWEHIZNREL L7z (FRIZEREWEN OFRIBUK
WzrT), i, EEREIEHIZERD bNhol,

FHEMERADOHETIKR

S HERI
(n=27) FEE R 5L

BIfER 4, @ (7% 5451 (GEFEA)

B | BBEE o | 5725 | 8-1112% | 12-15 1% 2-15 2%

BaEH (%) 559 % | 12-15 % 12-15 5%

(n=5) (n=5) (n=6) (n=6) (n=5)

AR 24 88.9 3 5 5 6 5
fEE AR 18 66.7 3 4 5 4 2
1. R PR AR 9 33.3 2 0 2 2 3
BB IR 4 14.8 1 0 1 1 1
ENCER 2 3 11.1 0 1 1 1 0

a) MedDRA/J version 12.1 PT

L DRAIOARS hBIEROAR] 8%, 2B LA hEF v — hE LT 1 AR 1 melkg |
L OO ECHItA L. 2 BRI EOMIEA ST 1 A2 mehke [CHIRET B, LIk, 2B L0 |
MR Z DT 1 A E LT 2 me/kg ST P OME L, MR L LT 1A 6 mgkg NG
L Do EIRICE 0 EAHIET 50, 1 ARG RIT 9 mg/kg XU 600 mg DVTRADRVEG R |
L ETLT D, B, WP TH 2EIEHEILTROBET S 2k, :

D HWNEER : CADABIR A G L L7258 T/ EhmERER (2013 4F 11 A 22 H7&GR, CTD2.7.6.3)

(4) PRFRIEHER -

1. A
WATHASE D588 (FAERE S . 6485-9204) ® [&eAl)
HEBRTHY1A Y
gk, A —7 iR
xR
B4y T A AVURTERIEME T A A) B OV T A ABRE
FRERERE
c PERDHUT A AABIRIE T B AEMHI S DR W R
(D& TAA GRMERFE, BEME S FIE, ZIRIE R LIRE EAFEE)
@& TAMA



< ED 2L IO AIRRICE > T, BRBIEL A 2 BILL EOKET
RiELTWAHEE
- D7 < & B IR B-BRAART 8 W EHICIEH] O HUT A AFEO TR H &2 E & S 1
TWb, BHOBTANARIIZ == v, 7=/ NV EX—L, U IR,
AN BE S Tafg V=9I K, = hR7 U3 RICRE LEAIET 2 A
PUNET 5, EHITEND OFEFOIRERIER 5-BRAART I H ik B TR A HEFH NI
HHLZEET D,
FRRRSESE
< LR Ze FnRERE Ok MR 2 9 A B
- HEATHEOMRIEREZ AL TV D BE T, T ORI TRERI I A8 3 5 AlREME
oYY e
IRBRBIAAREIC. CAMARIERERIREICH DR, & D \VITERE) SIRBR P IC B
WREIZ G 2 fERR 2 @ A S L5 B
HERAE
MET~—h&1H2EH -5 L7E, #5&F1 HE 100 mg(50 mg §£ 1 H 2
[ 4) L0 BEE L=, IRB AR+ THY . o EE A ET 2RIEH DI LD 2
HALZEWEAIZIE 1 HE 100 mg 370, 4 Z L IZBEPBO b D £ THEE LUK
OFHE Mk U=, I AEIZ 1 BE 400 mg & L7, BIEOZREHEERNED Hiiz
Lt R EZHERE L L CREOKRGHIM., BEAMk Lo, &5-HIRMIT 16 H[H
L7,
FFHEIER
- AoE (e R dGE )
o X
FEBIE (L RMEMEHTIER], AFEINNITA 2 AT IES])
38 (34) fil (\WFib . &FIAEHS TADABRE]
# B
@G (R AaMEE)
FEAT TS 34 B FP BB 2N 7 611(20.6%), L ERN 7 41(20.6%), HREECkE
B2 6 B(17.6%), ARZEHIAS 10 $11(29.4%), FEALEFID 4 51(11.8%) T - 7=, FHHIkE
Je QNP FE B X A7 C 14 $1(41.2%) Th > 72,
@t
38 5l 13 5l (34.2%) \ZRIWEFANSIIH Lz, TABWERIX, R 4 41 (10.5%) ., &
R, (REEAD . EERE, EEREOR, FMRREEE NS 2 6] (5.3%) Th ol
HEZBERTRED DR T,
8) FENE R} : RIS MAIRER (2 1) (20074 7 A 31 A&GE, CTD2.7.6 [k No.9204))

WAETHISE DR GABRES : 6485-9305) 9 [HE%l]
HEBRTHY Y
sk, A—7 L iRBR
xR
BBy C A A URTEBTEAME T A DA R ORI T A AV BE
FLHEREERURNEE
18—



AHTES AR GABRE 75 6485-9204) LRI U
HERAE

MeET~— R &2 1H2E-YEE L, hET~v— oG EIX 1 HE 200 mg(100
mg$E 1 H 2 [EF]-4) X 0BtE LTz, SWRDBA+oTH Y, »olEEZHET SFIE
FAORBNSN2NEAITIE 1 B E 200 mg 0, 2~4 3 Z L IZHEBED BN
5 FE CHE LR OTRIEL MG Lo, RmHEIL1 H&E600mg & Lz, HIEDTES
HEPRD ONTHA, FAREZHERREE L CHEOR G, B2k L-, &
HHIRNE 12 8B & L,
FAFHEIER

ATHIZE AR GRBRE 5 : 6485-9204) L [RIL
FEBIER (L2 AMEMEATRE B, AR I3 B LT E B

18 5] oy TAM A - 14 4], B TAMAEE 4] 56 [E5 TAnA @ 12
B, ST ADABRE 3 4))
w R
@ 5 (Bt BB L)

RMT 652 15 Bl BB 23 3 41(20.0%), P45 RE L EH1 A% 8 511(20.0%), R FE ik
B 2 411(13.3%) . RZEFD 5 #1(33.3%). FALBIA 2 1(18.3%) Th -7, FHIH
e QNP AR FE B2 A #EC 6 141(40.0%) Td o 7=,

B4y C A A TUE 12 Bl IR e I A 3 511(25.0%),  H &R FE S FE I AN 3 451(25.0%).,
B BN 2 1511(16.7%). AZEFID 4 $51(33.8%) Th o7z, FHHIEF] K O 26k
EHNLEET 6 #1(50.0%) Th - 7z,

[FIRRIZ 2 T A A TIE 3 B RZHIA 1 41(33.3%) . BEALFIN 2 41(66.7%) TH - 7=,
@At

18 Bl 7 41 (38.9%) \ZRIMWEAZNRE Lz, LERBWEMIX, KERD 2 6] (11.1%)
Thotle, EERBERITRD Lol
9) tEPNEE - BT TAERER (20 2) (2007 4 7 A 31 AR, CTD2.7.6 (i No0.9305))

(5) HREEAIHER
1) B{AE AL LITRE RIGHER :

1. A

WAHE THEHER (HRES - 6485-9406) 2 (FE#l)

HEBRTHA »

Slfigk, A—7 R

PO 3

By TR OEIR T ADVEBE

TR EREE

c WERD T ADIABEIRT, Dir &b 24 BICh 7 5169 & » THERRRE
EZ YA 2 BILL EOBETKE L TV D Rt B
(DESTAm A (BEHERFAE, BHER I FIE, ZIRME A LIRE RIS E)
Q2T AN



- D7 < & BIRBRIE G- BRMART 8 A CRIEBENH NI WEE OSA 1T 4
) 2 BEHOH TANAKOFERSCHENEE SN TWAHEE, stTin
AT T 2= A, T2 /)X —)L, TR, BB E, N
nramg, V=3I R, T hRAZUI RO LEAIE LT2HUN, ok
benzodiazepines (3 H 7l & 3223, IREREEE G5 4ART 8 W) & & 5 MR
THEAEZ1TOT., SUTADLAEDEIZIZTE D2,
F AR RS
ATHAEE I AHRER GRERE 5 : 6485-9204) LAl
HERAE
AR, B, B GEEN. BEEH) "o,
B BEH OB CANAIRZ BE SN -FECHECRAT 2 M GEsE
S WM., FAEHEENH ST WEE T 4 8H),
WEH: I ~— 100 mg/H XV EHEBB L, Dtk 4 HETE GBIE
BEEEDH B NIV EFIL 2 HE 2 &) 12200 mg/H, 400 mg/ H |
600 mg/H & i (B & 600 mg/H) L7,
EIEW : HE%, oK EE S K., HERT TRIENSHA LIS AIC
= %@Fﬁ;ﬂfgf S MMMk 5 L. [Fl—H&ET 8 MEIFIENZERIT

R LT-BA I3 Ol S TEMli 21T - 7=,
FLEFHMEER
- A (iR ecE . SRR BB B )
- eV

FEBIER (B GIEF], ALFEINPN TR A& A o B 1))
122 ] (102 il (EBy CTAD A 2 95 B, B CAMAERE - 761))
w B
@ G40k
A A SGETE
102 il TEEPACE ) 1 16 B, [HReEEE s 25 B, TEREE LR ) 13 11 4,
TRZ ] 123361, MEAL) 12 17HITHY, THEELE] LLEOEAIT
40.2% (41102 ) Toh o7z, Flo, MO TADPAKR DB TANAIZEBIT D
(PR L EOEIRITZNEN 41.1% (39/95 #) . 28.6% (2/7 ) T
HoT,
- FAEFE U UGE
FAEFBUHE OREBHE T THEEYEE] LER SN TANAFIERBURE
I # A3 50% LA ECTd o T ER O 8 5 EIG X, 100 mg/ H 22.7% (27/119
%) . 200 mg/H 32.4% (34/105 f41), 400 mg/H 29.8% (25/84 1), 600 mg/
H 30.5% (18/59 i) <. 200 mg/HLA EDOHABETIEE—ETH-7,
FEAEFBUBEE OB HIET EUGE] L ER ST TADAFIER BB
WIS T5%LL LT - T2 FEFI O 5D 5EIA1E, 100 mg/H 10.1% (12/119 #1) .
200 mg/ H 7.6% (8/105 ). 400 mg/ H 11.9% (10/84 f3]). 600 mg/ H
18.6% (11/59 %) T& Y, 200 mg/H LA ETIXHE L & HITEBHER LT
WD A[REME N B o T2,




B, Y TANABREDOLZRG L U CRERICHMNT L= COR R & K
ERASEAN S N O RSV A WA Nl
[ Freein

122 Brh 70 B (57.4%) (ZEWEM 2358 Uiz, ERFRIIMHEIR 23 B (18.9%)
B, RERD A 9B (7.4%) . FFEIED E V841 (6.6%). I HE(LyHEN,
MY o R R EIEERES S 76 (5.7%) Tholo, HERENE
M EZRO 1 I Th 7223, BB IRRIZERR L7,

2) KBW—132 + B L IR, 2007; 56: 1659-1681



2) LLERERER -
1. A
BMEMMELERAR (HBRES : 6485-9809) v [fEH]
HEBRTHA Y
Zhiak, HAER L, 77 ARt RO TR i e
PO
SEEVERERBTEME CAMA BRMEREEEE CANAEET) BE
I&ﬁﬁ%ﬁ
SREEAT 2 BE (CREEBRE R IEEL L)
. %ﬁé’mﬂ;ﬁn’:ﬂ)\ﬂﬁu 5AELINIC, BERMED T A AT A S 7= B
CHEOHTAMDARK (T==bA v, T/ EX =)L TUI R, hL
NPy, N 7afip, Y=HI R, Z7atEA =+TF7ERRLA, 7N
PL) Z2HUNIRA L, ZDHE - HESBIEHIBE 2 MERTE 0 ZER 72
WEE, B o A AOBEFENLRL
F RS RS
IR AR 7 SRR BT B O S BB R R0 B
« TADA _ﬁﬁéﬁﬁﬁ%ﬁémtﬁ_\f@#hﬁ%ﬁ%m%otﬁﬁ
- PEEDL EORMIER A AT 5B
HERAE
AT, B (12 8M) . AR E Gl 3 EM. EEH 12 @)
MBI 5,

Bl HEOH CALAEKE —EDOME « HEICTIRH L,

Wi . S ~—bh (X72013758R) ©100mg/H (43 2) ZHIEDH
TANAEIZAMUCHLAL, 1T L2400 mg/H S L < 1dxm
it FH B S O L7,

EEM 400 mg/H & L <3k miffHEZEEHEE LT 12 BEMANE L
L7,

FEF@ER
- BN DA DR 0O T A D> A SRS BB I/ 22
X0 WRHEIABR AR > & B EHIE T £ TOHIR
FLRRIRETEIEB
- BRI D L AR A —R
VAR F =L, KGRI DB LA 2 PRI B O R AE 7B
BEPE DS 50% LA EJb L7 BE OFIG,
- BRI 31 B R MR LR IE AR MRS B
- BN
FEBIER (L RMEREATRER], FESNPN A SRR AT IE 51
127 (126) f
w2
@ - ZETAH H



- Bl D AR A D T A D A FAEFE BUSE PR SR
A MEFHIENC 31T D TN AFIERBURERAD R (PRfE) 1%, 77 2R
D 13.70%IZxf L., hET~— FEN 3340% CThHHo7-, FET~— METIE
7T ARRECE LT AN ASIER B OF B 3@ H vz (p=0.006,
Wilcoxon @ 2 AW TE) .

FRRNRGHIEE (el

- BRI BT D L AR F—R
BRI BT D VAR ¥ —FL, 778 REED 13.8% (9/65 f5i]) 1
RL. FEZ~— M 32.8% (20/61 ) THY, FET~— FEETIE, 7
Z B ARBRC I LRIER UG8 LTZERDN A BEIZE - 7= (p=0.019, Fisher OH

ERERIE)
- AZPERHI I C 5 #D’tﬁ i R [ AR A S B A A i) =R
AR 31T 2 IR b iR E R AR B A p ) == (R

[ 703“!2/?5%0)000% IR, FET=— MENT73.830%THY., FPET<
— MEIZ 7 7 B AR LA EIC ZIREEBA b RERCBIEZ W35 2 &2
MR =i7= (p=0.032. Wilcoxon @ 2 FEAMRIE)

_FreeXia

2.

FEZ~— M (LUF TH) Tide2 4 50 511 (80.6%) (2, 77 AR (U
T PR Tix 6569 38 5] (58.5%) ICEWEMNRI Lz, EREWEM (THEE
P #E & OFBUEIG DZED 10%LL 1) 1, IR (T #E 19 1 (30.6%). P # 10 {1
(15.4%) ), ZEMED E W [THE 116 (17.7%) . P RE3 ] (4.6%) ), IR JHGEE
(TRE 111 (17.7%) . PEE2 B (3.1%)), WAL NKEBAEMERE [T B9
(14.5%). PE 16 (1.5%)) ThHo7-,

HEELEEMIZT BT 3H (M - IR, HRE, YA b=— - i8R -
MET) ICRBOLNTR, ZALORITERIX, FET~—Fofikd L < Ik
FOE EREH D VT LT,

DAH—EUED>  Hr#k LR, 2007; 56 1385-1403

INR

BEMHEGKER (ERES : 6485P-004) @ [HEHIFAI]
HEBRTYA L

FER, FExTH

PO 3

REMRIE ST R RE B T A AR

FoEHEAE

- BN TR, EHER Y RAE, IRMESMERIEE B E 7213 0FE 3 5
- [EEBSRF OFHER DY 2 5L E 15 5L F O RIR

cPLTADAIE I~3 FITIHRF S TR Y, BIEZWIRMBRLARES T 4 BN L2 o
FENEEINTE LT, 7o 2 BHEL EHE - HENSZEE I THRWEIR



FEBRESE
- BB ~OMANET 3 » HUNIZ, TAPAEBKREICHRT2Z20bh Db
Y
 IBFRATRE 7 SR BB S TADARIER AT 2B ((REHRE, 5. X
TRREE L K > TRIEDR I L TV 5 5H)
HERAE
ARERMIR X, B (8 M) K OH MR (i R & B R
., & 8 & L7z,
S M DOBILIAM AT Lizth, FET~— bk 1mgkg/H (4 2) ZBHIAHE L
LT, 2%, 2, 4, 6 mg/kg/H (4 2) DIAICHEEIEE. HEMERHIFIC 6
mg/kg/H (43 2) % 8B AOKE L=, ok, HEMEFHMICEWTHEERES
IZED FET~— FOJRENS VI LM S 5E 121, 5 mglkg/ H~DOJ&E %
"l & L7z,
OEHPLC A AT 1~3 Al & L, BLEHIIBALART 2 M & [F— O FEH & OH
- AR AR bk L, AEFSR BRI LS ALRE, AHEA
nE L7z,

I 3

AREER D xR AR

Y

Bmg/kg/ B ,
28 ' :

4mg/kg/ B
2;8

2mg/ke/ B

FrES<—PF 1mg/ke/H 238
2;8

sEEIR (o58) AL AR (838) PR 4 R (83)
s SRR (8;
i TR (1638)

¢ BRI TADAZE (1~35))
AizHAEEE

Y

FEFHIER
- B NMERTAM I D58 43 R AR BUAR BE R %
% B ] O 53 T A BB EE — A 2P ] 00350 3 8 VE RS BUBE )/ BB 1T 35T
Sy FEVEFBUBEIX100 (%)
F I EIREEHBIER
- FH SRR O 0 FAE R BUAH BE R ==
- BEMEFHmEIE O L AR o H—
o HMEFEAMEIR O Z R MR LR VEFS BB R =R



3

~

FEBIER (2 RMEREATRER] . FESLNPN A MR AT IE 1)
59 (59) {3
w B
@ - ZEThE H
- B 2N ST AT 00 8 53 %8 A S BUBE i b 38
ROy FEAEFE BB S I D SR D R L1 34.0% (95%(5HEX[H : 16.3~50.3%) T
ot
@ 72 FI T T H
- FH R B O 3 40 A E R B i) =
RS FEAEFE R AR FE IR R D PRl 1L 48.4% (95%IEHEX ] : 24.4~58.4%) T
HoT,
- AW EEHEIE O L AR X —
L AR B — PBRE R N AR —RD (95%EHEX]) X, ThEh
59 Bl 22 il Je Y 87.83% (25.0~50.9%) T o7,
a : A FEAERBUSEEE D %% 50%LL T b - 1o iR
b : FEHTRH SR E LT D L AR X — R E R O ES
- MR O R ME S LR VR B ) =
TR AL AE R B R RO R BT 38.7% (95%(SHHIX M : -28.6~
75.0%) ThH -7z,
@Mk
59 il 30 f5il (50.8%) IZRIEMRSHIL LT-, FHHICIX, i hEREEERD 2
b < 124 (20.3%) ZRBL LTz, KANT, BHRD 961 (15.3%) . ZIFREN
6 5l (10.2%). BAIGED 3 61 (5.1%) . FRH YU L HIN & QTR Al B 15 in s
%241 (3.4%) \ZHB LT,
HEZBWEMRE LT, TTADAERKE] 2 1HICHEH L0, ALY [E
"\,

3) KEFEM1- 1 CTAn AT, 2013; 318 19-29

TN
1. BA
BEIHEEHREHRER GIRES : 6485-9407) 0 [(f&Hl)
HEBTHA Y
Lk, F—7 R
xR
B C AN R OB T ADABRE
F R EREE - BROVEEE
ATHES T AR B S OV 156 T ARRRER ) © Dkt
HERAE
FeT~—h&21H2EGE], ), FKAE L THAEORD 57z H&E(100 mg/
H~600 mg/H) Zifkife 5 Uiz, 7272 L CRIRDBA 71278 - 7235413 600
mg & FRE L CHEEMEZEM L, STAEFRLNRE LS AIEEHE
EIET D H Ik LT,



S I8 B
(1) et
(2) A 2hiE
FEBIER (2 RMEREATRER], FEONP A MR ATIE 1)
58 (51) 4
w R
(1) Ze 2t
58 Bl H1 42 B (72.4%) (ZEIER NI Lz, E72E5IXEIR 10 4]
(17.2%) . AHEJREAD 8 51 (18.8%) ., FEIMED E W7 H] (12.1%) ThHoTo,
HEEACRIERIZIARE, Bk, BHEE - BEEM, 2% - SAMEREE@E
B, EREA R OANED 6 FlTH Y | ALEIZ L0 IERE TR L,
(2) A #hE
BB BGEE OUEERIS (THEEGEM B) 13, 14 H2 49.0% (25/51
). 24 HN 61.9% (26/42 #1), 34 H M 85.2% (23/27 ), 4 4 H M
95.8% (23/24 fl) . 54-H M 84.2% (16/19 ffl) TH 7=,
SEAEHEEE CEfE) 13, #%5-BRLART 11.66 /4 WE TH 0 . EWIHERBRS
1T1% 2.95~5.02 /4 WM Th ~7-, BEWIHEGRBBITHRD 3 » A Z &L OFAE
B CEEIfE) 1%, 228 L CRE AR 5T, 18 » A KRR
B THEkfE S AUTIEBI DK1Y, FEBIEIREED AKX T A > D 2 BILLTFIZ
Bz 5Tz,
10) #EPEE - B DA R 538k (2007 4 7 A 31 H/&FR., CTD2.7.6 [R5 No.9407))

BENALEABRERRS (FERES - 6485-9809 long) ' [&EH!]
HBRTH1

Zhiiek. WlEAL, 77 B ARA R _EEREATRM ERGRER (77 7 & RARFA LA
it 4 — 7 ikBR)
X &

FIAH LGRS+ 6485-9809) &R L
FRERRELE - BRIV EEE
5 AR LR BR 2> B DOfkfe
HERAE
AR, RS EHIQ EF), ERBITHE EE), EEMNGRD . »
THOHMICHENTH, 1 HHEZHY 2 /0kE Lz (& 233 1),
OIERH G ERI(CEERT)
FRED, RGBT S 72 FA O AR % ik,
QIEEBITH(CEER T)
SRR BRI IR L CO R RANT N 2 €, %88 2 LB =385 &
BHTHZ Lk, GBI 77 R ZRAL CWeEEN, T
~— NEZEERA Lz, 2O, BRI b T ~— MEERA LT
W HBET, RO FIETT 78 RERA L=,



QIR W OGEE )
ETOBREN, MET~v— MEIRAT 2HIM, IERHIBITH, HENLER
BaiZix, 600 mg/H (&) ETHIETE LTz,
@ E B
(1) 2=t
(2) A 20
FEGIEL (L2 RMEMRMTIEG] . FESNALA B PERRAT SE B1])
125 (124) #
#w B
(1) Ze 2=t
125 il 122 5l (97.6%) (ZRIMEHIDNREL L 7o, F722F5I, KEFD 58
(46.4%) . fEHIR 56 1] (44.8%) . FFEWED F > 32 1 (25.6%) . R IkE,
BRRE O KRBIEGRESS 22 6] (17.6%) . %W 19 1 (15.2%) . #E& 18 {1
(14.4%) . I EREEHE R 16 6] (12.8%), y" 7V H IV ERT AT 2T —
PN 15 i (12.0%) . #481. BR O 14 61 (11.2%) . Sl 13 451 (10.4%)
Thole, T, RANFHEIRFR TH L EIRIEREAD 3.2% (4/125 i)
2RO bz,
EEZFEERZ, 136 (MW - KRR, BHRE, A b=— - HERRTHE -
JHET., L% (L) . TAD NSRS, FErED v, BEEME. Bk - 2
FYT. EEEIRMARAE, EERE, < BENHLOS 144, TALAD 3
fF) 12RO BT, WIS IRERIE (RO AIAL T 7 & O ALE L K0 B8
F TR LT,
(2) A 20k
TAMPARERBBE R E (hfE) 1, TH&EME~6 5 AB] M
39.40%(124 %), 16 » HB~14H ] 7% 43.65%(102 #), 1 4H~24H
N A47.15%B6 ) Th o7, F1-. VAR X —FR (%) 1%, (5B ~6
B A B M 34.7%43/124 B), 16 5 A H~1HH] 7 42.2%(43/102 f51)), 1
EH~24EH] 1%, 44.4%(16/36 ) ThH - 7=,
1D NS R - AR HRGABR IR R & 5 (2007 4E 7 H 31 A&, CTD2.7.6 (75 No0.9809 long))

2. IMNR
BEITHERREHAR GABRES . 6485P-0803) 2 (HEAiHl)
HEBRTYA Y
EEM, FEXTHR
xR
% 1/ ARSE B e R GRBRE 5 1 6485P-0802) %5 T L7=AIE (2505 15
ek OIEBENE ST RIVE SRR B E M E T A p AR
F R ERELE - BROVESE
55 1/ L FH SR B RERER )~ D Okt
HERAE



5 1/ AR ENRERBR O BIEIIR (4 8M) KOS EiRERERIM (5 #RH)
FlEfi<, 2 HOEMEERBRE LTHEE L, £/, 52 BOEMEEEZ%ET
L7oRE 2O\ TIE, 2R LR G2 & LTz,
91/ I AR BN RERBR IS TR OB 5B TG 280 L (HE - 814 2 9R).,
7L, AEELEEIO O, IBREEESENE S ICRBRE 2 R 2 L)
HDEHMB LIGEITIE, YEHED 1 T 2 mgkg/ H & L TS5 %25
BLTRWI L E L, TORERITIS T, WEMHAES Lz, —HEE
LTHhrEZ~—F9mgkg/HH)> 600 mg/HEZBZRNEHICLT-, 2B, &5
BIXAKBEH OFREEZHONCRE L,
FHEEIE B
(1) 4tk
(2) A EhE
FEIER (LM RER], RSN SRR IE 5]
26 (25) #i
#w B
(1) 24tk
AsABR 104 38 B kB A (104 38 B kPe A LENZ FIE L2560, FIRRekEE
H) £TOhy bAT7TF—X TlREZED £ & D7,
26 Bt 24 1 (92.3%) ZEIWEANIEEL LTz, b2 <HBL L7 F5ITHIR
THO ., 15 6] (57.7%) B L7, R\ Tl & R EEE KD 28 10 5
(38.5%) . FARMIEAY 9 ] (34.6%). M HE D K OFEITRRE R4 7 6
(26.9%) ., ZIFIED 34 (11.5%) IZHEHL L=,
HELBWEMITANA, B SRIE, BVER O CTAAERIRIENR £
NEN LI Th o7 (M FAE L OB E IR — ORI ER O B i),
INSOEEREIEMZ., Wb BAETAE (RBREOHEE, 1k
IEAAE ) C kv EE L,
(2) A 2hiE
HEOFIL 52 METE LT,
TAMNAFIERBUSEE (FPRfE) 1 IBEHIM T, 18.0E/M4HTHY . AR
B 12 7% C 10.8 [l/4 1 &b L, A LIFE 52 1% £ T 11.2~13.6 [F1/4
T, ARE—EOHFAEHER Lz, TADARIEFRIBEE OB 5
ZALE (FPoRfil) 1 IARER 12 % T4.2R/4BTHY . THLIKE 52 % E
T 4.8~7.1 [Al/4 FHOFPH THER L 7=,
TAMARIERBUBEE D R (P JuE) 13, ARER 12 8% TlX 40.5%., 24
% Tl 42.8%., 36 i TIX 45.6%. 52 it TlE 40.9% TH - 7=,
VAR HE—F (95%E X)) 13, ARER 12 H#% TiX 41.7% (22.1~
63.4%) ., 24 % TIX 36.4% (17.2~59.3%). 36 %% Ti% 40.0% (16.3~
67.7%) KON 52 % Tt 35.7% (12.8~64.9%) & . ABRHIF+F O L AR
VA —FRIX A0% IR HER LT,
12) HEEEEL - TADABIRA S L L% HRESE 558 (2013 42 11 A 22 A7&#R, CTD2.7.6.6)



BENRAEHIRERE GIEBRES : 6485P-005) * (f&#l. fAAIA)
HEBRTY Y
e, FEXRTHR
PO
FAAHRER GRERE S : 6485P-004) &AL
FREFRELE - [ROVESE
5 MARGER 2> & OfkE
HERAE
BafA M EIFFAE U CE IR TREO AR E Lz,
ARG ORI, 36 B H £ T5~9 mg/ke/H (R 600mg/H). 36 ¥ H
DIBE 1~9 mg/kg/H (EFR 600 mg/H) & L. &HKEEHOEKREEZ HWTHEI L
BHEEZWAY 29RTHZEE L, £o, 128 B £ TIXMRIAI OB GO L
L7223, 1238 B LI IZEEAI % G5 bl & LT,
FHEEE
(1) 22tk
(2) A 20k
FEBIER (L RMEREATRER] . FESNPN A MR AT IE 51
48 (48) 1
w B
AR A AN DT X TOMBRE N 36 B OMREZK T (ZRLATOH
&EET) LERRTT =2y A7 L, JEEIRY £E 07,
(1) 24k
48 Bl 31 5] (64.6%) (ZRIEA*DREL LTz, FEHBITIE, i R ER I
Db %< 14 B (29.2%) 1ZHRB Lz, RWT, BHER2 11 41 (22.9%) .
ZATREM 6 B (12.5%) . FITFEED 4 1] (8.8%) . JRH YU A& OB AR
BRE 2 61 (4.2%) IZRB L7z, EERFEERITRD Do,
X IAERBR OTRBRIE S 5 BIAATR T H B L RIVEA
(2) A 20k
RSy SEVESE BB PSR RO PRl (95%[EHE X ) 13, 12 W%, 24 B% MK
36 % TENTN 46.2% (27.2~70.7%). 49.5% (26.4~69.6%) K
55.6% (34.3~81.4%) Th-7=,
VAR H—F (95%(EHEIXH) 1%, 12 %, 24 H% KO 36 HE TENE
1 43.8% (29.5~58.8%). 50.0% (34.9~65.1%) K 51.2% (35.5~
66.7%) ThH -1z,
TRVERRALFEER B B O P (95%EHHIXH]) 1, 12 %, 24
e M O 36 % TENE I 32.0% (-51.4~85.6%). 36.1% (=50.0~
100.0%) & 1*30.2% (—96.8~60.0%) TH -7,
4) FENERL R IEE AT D/ R CADARE ORI 53R (2018 4F 11 A 22 HA&GE, CTD2.7.6.7)

4) BE - FERIRR -
MR L



(6) ‘amrIEA

1) ERRERE - FEERABRERE FHIRE) - HERFGERERRGAER (MREERRK
ER) -
OfEAERE ¥
2008 4E 4 H/v 5 2011 4F 9 H £ TR H 8% 5 U CTEWN 426 ftigk % *F 5
(ZARAE A FEHE L 72,
1. &&MH
AFHA CINEE S 7= 3,905 BB, 162 il CEERIIRIZMER] 187 i, ZaMERT
iR REAER 18 1], ASFI A F HIEF] Jo ORI SMERE 8 Bl (EHEHV))
Z RO LTz 8,743 BN AVEMAT G & STz,
RIERZBUERIER (LUT, TRWERRBIER]) 1326.9% (1,008/3,743 ) TH
Sfe, BHHIR, BEERSENEL D OEBEREIINGETH D2, AFEIC
BT % RIVEHZE BRI TG £ CORIKRBRORIERI B 75.2% (228/303
f5il) & L Cm< 72 AR D IR o T,
ENRSERIOBWERFBLREIL, MREREE 11.83% (424/3,743 #1) . ERK
A 7.3% (273/3,743 f5) . T K OVREREE 4.7% (175/3,743 ) . FEth
PR 3.5% (131/3,743 f51]) \ —fi% - Ly bR F6 L UM GHRAL DR 3.2% (119/3,743
Bl) . HREE 2.2% (84/3,743 f5) . FZJEd L OB FAAMEREE 1.9% (71/3,743
Bl) EThole, KBRFE TORIERARBIRLE R U-FER, IR, ERB X
OEEM OWRRE (1/3,743 ) ZFrE . AFHEIZBWTRIEARBLRNmW S
DL BN > T,
FRRIERIZ, BIR (249 #F), BAGEGE (152 1), KERED (110 #) . y—
TNEINNT AT 2—BEIN (65 1F), wEMEDE W (B11F) ThoTz,
HELBIERIX, 1.7% (63/3,743 #) (2 105 78 Hiv, WiRIT AR (8
) ARERA (T1F) . TAPLAERNREE (6 1F) . ZME. ITHERER T KO EL
(% 31F) HEThotz, Ik, REMMITRIRIMINCIS T 5 BIEHRBLREIT
27.8% (45/162 f5l) TH V| FRNTXISCA UT-RBIWER & B DX A D7
Mmool
AENOLEVEZONT, FeREERIIRELE 2 L,

NORTE O BF A RBIEM IR OV T, L8R IR SR TG (IR
B, GOHE, R R OR ESE RN OBIEREBSIE] OWEBHOTF

2. B

KA DL MR TG 8,743 Bl D, 276 5l G5 AF/e LIERI 192 1, fth
DHFCTANAIEDOPER 72 LIER] 90 il TAMALISLOIER] 8 ffil (¥ AF R
7. BRI, Ty o B, [, B oW, BRERORIE 1
Bil) . RGBS 2 D A E R BURE D SR N R AR BE C d o 7o A 2 MEREAT
REESER] 151 (EEDHV)) ZEI LTz 3,467 BINAREMIT 5 & Sz,
3,467 BlD 5 b A FIERBUHE D EL R TE 0 (BIEOFENRT
#o- AR L) JER] (326 ) AERSFLTZ 8,141 BlIBWT, MR AER B



FERD R (PR, LUTRER) NEH SN, 2Ok, AFIEE 6 » AR
(0~6 » H £ TOFILFRRHE 2 ZTe) O FIEFBBEERD I, 5%
T+ K] 60.0% M OF1ERIE (TSPS : B4 %61 66.7%. [CPS : #i
Eor 3] 50.0%, [SGTC @ —RMEEMALIEIE] 100%) OWFIUIZIBNTE,
AHANPG-BRAATT & el U TRV FE RSB EE 38 L Tz, ZKERIF DR IR AR
R (9809 #klR) (Z351T 2 E A BIERBUBL R F1T 33.4% () Tho7e,
AR B L RITTERE & LT, ML T, BFEIH (8., TAn
AR, RIS RTE, B G-BRAART O BIERBBE (0/4 8) . £ 5.5
ATOEEFAE, OFHIT T A AIERE, ST TADNAIE (I =B,
Tz by, ZJanrY L, Tz )RV ER =L HRIRFo OUTENR
A, TERYFY), AFRKEGE (mg) MKOARAREEG R (H) 220
T, ARWEFIFR2 I EENRD T,

< MR BYEOHFEIEFIZEN 60.0% (1,001/1,667 i) TH 7=kt L T,
M TIL 53.8% (793/1,474 f5) TV . BHETHIEGIZRD mD> > T2 3R
KIZ AR TH 5,

- FEES  AEHR 1 (0~16 AR, 16~65 moARdili. 65 L b)) BITIiX, 657%LL
o BEDHEREF RN 84.9% (214/252 ) ToH->7=DITk L, 0~16 %
HRAil TIX 51.7% (419/810 f1]) . 16~65 %A Tl 55.9% (1,154/2,066
) THY . 65 L EOBETHDIEF RN ED -T2, Fln 2 (0~16 A
T, 16 LA ) Fils 3 (0~65 iR, 65kl F) ICB W THFH 1 &
[FRE N BRI ORE DG NEFI RN E Do T2, ElinE CHREG RN E >
FREE LT, MorOEZEBERDEZEL TWDHARERE LN,
PRI AR TH B,

- BREAE (F) : IR 0~5 L O 6~10 4 & HE i ELWEE DA %)
JEFIZRD 64.3% K% X 60.7% T 5 DI L, 11~20 4, 21 ~30 4} 1 31
LB & R RV R OB EFIERIZE NI 50.0%. 50.5% K TF 49.6%
THY ., BHHENENEFTOHTNEWVESR L0 b A RNEFIZED & ME W
MIBIT,

« TADASDEE: KM REREME C AN A BE OBEEGIZRN 69.2% (290/419
B) Toholedlxt L, fEGEMERTERENMETANABE, RN RTERE
PETANABE R OZEDOMOEFITZNEI 56.0%, 54.9% K X 40.9% T &H
0 RV RTERDEME T A0 A BE O EFIRN EMEB N B ST,

- FREIHIBIE - FHIEETADABEOGENIFRN 73.7% (112/152 #il) T
HoT-DIZxt L, MEEOFIERFIL 51.4~59.2%Th v . FATAZE CTAD
NEBE DFNEFIRDZEMEBNC S > T2,

- BERRATOM Y RERBE ([E/4 8) : 0~4 [BIA O A DIEF] =235
69.1% (928/1,343 i) Toh->7-DITxt L. 4 [EILL 1% 48.2% (866/1,798
B) THY . 0~4 KM DA EGIFRR E 2> T2,

- BEFRATOEERE - BIE 1] O ZEFIHED 55.6% (1,616/2,905
#) Tohol=DIZk L, TH]) 1% 75.4% (178/236 ) TH Y. ] HOAH
EBIERN @ o T, ARIWEFHITEIE CTh 2 5 0 FBIERBUHE LI H



720 BEREEVEA OBAITRIERE O MBE LR A2 S L T\ D 2 & N
LTWdEEBZ LI,

- BERAMTADNAERIE - OFH T 250 TANAIED 1 A0 BE TOHZEH]
BN TM41% THoTeDlTxt L, 2, 3, 4 AU ETIEENZE N 57.7%,
50.3%., 39.3% Td v, PFHT DA LW EFEFIFEIMENZ & A
T,

BRI TADNAE . ISPy, ZJo=h A v, ZanFLA Tx)
ISV E L —VEORFT AL AR TIX, 1) #X TH) B e
e U CHMEFIEN B T20, D HTANAIKITHEANE 5 T <
B OHEE 2 BEEE SN TNWD 2 ED B AEANEMOE B L RTT D51
IXEL o T,

- REIRKIFEEE (mg) : 200 mg Ajifi, 200~400 mg Al O HEN AT ZhE 515
58.0%, 57.3% T > 7=DIZxf L, 400~600 mg A & O 600 mg LL_EDO#E
TIX 42.0% K% N 47.1%TH Y . 1 HEDPEZBOHE - HEOHFETH S
200~400 mg ZH 2 5 & HIEFIZEIMK < 72 D378 H iz,

- REIZEEBEH (B) 1 1~90 HEEOADEFIFED 42.1% ThH > 7= D%t L,
91~180 HEEIX 60.6% ThH v | 5 HE DN EEHEO A HIERIZAME
ERINFRD B, Ziux, TS5 BEDEVIESIL, IRATHSOAES
GRBSEOHBTHIESNd LRI D,

AR DOEIVECDONT, e ISIIAELEE X b,

X1 b ETHIRL 10% D AR ILE Eh TV,

X2 AEBIRIT, VAR Z RG] GEVEBEEE DS 50%LA Eib LI siefl) % (440

JEGI, TS a THESh) JERIE L, {T%h) /1 THa%+ 850 x100) [ CHEINEN
72
13) BEEA WG #E (k29411 A 20 A)

O EFEARERE (REERICET 2HE) @
AT NI AR A O BEIER D 2 B 6 » A 22 CTAREIO P 5% ki L 7-IE
Bzt & LT, 2008 4E 4 H 706 2012 4F 3 H £ TO R o 7 U2 TE
N 369 Jifi 7% & % IR A& FhE L 727,
(fE A RRERAEIC Wi, TV, 38.(6) 1) O ARERAE) DEEZR)
1. R&MH
AFHAE CINE SN2 2,477 Bl e, 113 1 (i 2e S VEERA: 86 i, #152
BN G2 L 17 B, 2R REE 8 ] (HEFROA WL MR TE 2D
STREW]) %) RSN LT 2,364 FlN MM R4 & Shutz,
BIERZBIEIT 25.6% (606/2,364 f5l) T V|, KB E TORFRKRBROFIE
FZEHER 75.2% (228/303 f5l) & T R AHEAITA B -T2,
SRE BRI FER O BIWERZBLIERIT, BRRA 11.1% (262/2,364 #) . kR
5 9.5% (224/2,364 1) . 1UHTF L OVRERE 5.1% (120/2,364 ) . K
[Rd 2.3% (54/2,364 f51]) . —fi% - & FEE R L O GHNLOIRGE 2.1% (50/2,364
Bl) . HEREE 1.9% (44/2,364 §5) . &R L OB TR 1.6% (39/2,364
Bl) Thoiz, KBRFE TORNWERFEBIEL il L7/ R, AHEICS WAl



TERFERBNE NS DI SN o T-, ERBIERIL, IR (141 1), &
HEA (112 4F) . BEBOR (954F), y 72 IV T A7 =—BHIIN (54
). FEMED W (30 1F) ., M7 A YRR T 72— (25 1F). Z
HE (24 1) ThoTo,
AFNDZENEZHONT, FT R B ERIIAELEEZ 5T,

RO BT RHAERERRICONTIE, L8] SRS TS K
B, AOHE, TEEROTHOAESE RHOBENRIEE OREBROE

2. H3tE

AR DL VMR 2,364 Bl 5, 34 5 G F1EZR LAER] 6 B, flhod

TTCAPASEDOOR 72 UIEB] 27 51, A RYIERFG R EERES] 141 (Do R

BN DR B BUEEE IR D BN RN ARRE) 2 BRI L72 2,330 BIANA 2 AT X 52

Laniz,

RO FEAEFE B D R A2 R T E ZRUVER (224 #1) Z R4+ L7 2,106 Bl

BWCH D BIERBSEERDF (FIE, DLTEER) PNEH SN, Z0Of

B AHIPEE 12 5 A (6 5 HiB~12 » A £ ToHIEFEHEZ &Tr) DO

Sy AR BB I TR AE « 28 75.0% K OVFIERLA] (TSPS)

94.0%. [CPS] 66.7%. [SGTCJ 100%) T, W I OB T b K

FETRA & AR, ASAIEe 5-BRAART & bl U CHEBARAIER BB A LTz,

6 » AREE (0~6 » A £ TOWIERFGHEZ &) KOV12 » AR (6 » A

~12 % A £ TOHR LKL 2 & Te) Oy RIERBUEE R ROHER Tl

A« 2K 12815 6 » ARFR KON 12 5 A XIXH IERF DWW 0

I A C b R FEAE R B FE OWD 378 H v, RBIERBITHL R CTH - 7=,

BIEICR B L T ERK T LT, ABENRO LN LOIE, Fih 1

(0~16 A, 16~65 A, 65 LA ), s 3 (0~65 mAim, 65 kLA

). BRI (R) . CAMAGE, MEITRRIE. AOHE. BERERTOR

Oy FVERBUBEE (In1/4 ), % 5-BARTO BREBIE. ORI TA DA KA,

FRAPICANARER (== A v, Zun¥PFiha Y=%IF, 7= //0LE

=), ANXRF o FERNIF V), AFEAREEGE (mg) ROEAERE

A% (A) Thotz, ZHHOREFRIT, AAEE 6 » AREEOBEY ZBIA R

FEBIREORFHER (TV.38.(6) D) O FfEid] OESH) &gl Tk

BRERITRD G ol 2 e n IR GREO R EL KE T

RERIFFEO IRV EZ SN,

il FH B RE A T3 BB bR D> TE A PHER OB C A AR (V)

= I R), WHEARAERAENS K2 EE L TWAARARE B (H)

\ZDOWTLL FITHET L7z,

- EHERUVHARTANAVE (Y=Y F) : AOHERITIX. AREFIZRN
M| FETIL 67.9% (511/763 f41]) . A1 BETIX 62.6% (845/1,350 fiil) T
HoT,

PR CANAE (V=% F) BITIE, AREFEN () BETIX
65.7% (1,061/1,615 f5) . [ BETIX 60.5% (297/491 ) TH 7=,



APHESCHHAIL TADPAEKDIFEIZ LY . AREFIRIME T L7 alaEME A
EZONDEN, WTN S HEDEFIROENDK 5% E/NENZ L b, RO
REEIDHELIAREE DT ETE R0,

- A5 (B) : AREFIZRIL, 181~270 H T 36.2% (54/149 #i)
271~360 H T 66.9% (1,289/1,928 f5l) Th Vv, £ 5 HHNEWEEL TIX
AENEGIFER@EVER DGR bivTe, ZiuE, 5 BEPEVERIL, %)
RAFOEERGRBAEOHB THIES N EHERI D,

AFNOFIEIZDONT, FilolekbGIIRE EE 2 bz,

¥1: b EFHIEL 10% DRI E EN TV,

13) FEAWE S (P 294 11 H 20 H)

QR E IR ERREER ¥
BCANABRERROEITRRGIRGREE GIBRES : 6485-9407) M5
BIEBRSE R SRR ICYI U B X F- k6 aBR

AT EN 11 fsg & %512 2007 47 H 725 2008 4 1 H £ THEM L7,
5 MR & 53R 5T L7z 12 Bl NLeMEfTcig s S, Hik
BIIRD LR o 7o, BEFEFHIRT 50.0% (6/124]) THH ., LI
BolHEFZROEERAERERIIRD LNRh o T, RAEIE OKREEHRN
WESNIRMN-T2FRIT, BITHEE, 7B =T7 8, & AR KO F &5
'\ Q4 Thot,

W B RER CEE I HEEORERTH Y | FROFBIL b ARFID Mk S
e b, Bl RxHREAE L E X T,

WEREBEBEE TANAVBRERNROBRIIMLERER (ERESZED
FMAARER (GLERES : 6485-9809long)) ¥ Y & % -k naAER

AT EN 19 fiik 2 %5512 2007 4 7 A226H 2008 421 A £ Tl L7z,
B IAHRBRIE B 5% 50> AT LTz 44 BIR L EMEMIT 5 & Silz, KRR
DBE SN T HEERIT 11 HIC 27T FRO bz, ERFRIT. RE
A B4 ROvFEMED W QB2 ThoTo,

AR CTRD LNFIERIL, BEEO 1HUIMIBRETHY ., 2 bDFRIC
Lol Riemot=z b, BELSNEZREEALBETOFERTHD Z L
5. Fi-ERREIIAELEEZ LN,

BHS TANABREXROEERTRERRAER (Rapid #i&i% & Slow #Fi&ED
—EEEREER) W
AT E AL —EERIWATHMERBR CThH 0 | L0 2R N LMK
OBEIEICH 2 DB T 52 L2 I E LT, EN 60 figk o 183 #i%
Rz, 2008 4- 12 A 25 2010 426 A F Tl L 7=,
1. R2%
Rapid #Cix 100 mg/H 2> HBA46 L, 1 HE#%IC 200 mg/H, @ 1 #[F%
225 400 mg/H % 10 #M#E 5. Slow B TiX 50 mg/H 2> 5B L. 1 HR
il Z 50 mg/ B> L, 8 H 5 400 mg/H & 5 @& 5 iz,



FEHMIEE & ST ARG IE - PR NETH > T-HEHEROA
HE|IZOWT, Yk HEROFHR (95%EHEXM) (X, Rapid £ 18.9% (11.6
~28.3%) . Slow #f 14.8% (8.1~23.9%) TH V., HEEICABEEITRD BN
o T,
RIVEH 7 BL3 1%, Rapid #£ T 80% (76/95 5]) . Slow # T 70.5% (62/88
) Thoto, MBETHRGZ I LI-FGIL, BHR (Rapid #f 28 7,
Slow #f 23 1) Th o7z, 10%LL EOHERZE 15T L 7-F5%, Rapid # T
(TEFERAD (16.8%) ., ML EKBEERRD (15.8%) . BAREOE (14.7%). ¥+
D EV (13.7%) . Slow BETITARERD (14.8%) i 7 B R e b Jel
(13.6%) Th o1z,
DL MR ERBWVITRD bR T,
B
BNEDO T 1T B K ORI G (FAS) ZMfTkig L L, BROMEHEIZHK
fih L7z Slow B 1 il 2 Fr< 182 # (Rapid #¥ 95 i, Slow #f 87 f5i]) 73
FAS [ZBEH civ7=,
AR G W O TANARIERBEERD R (P JfE) (. Rapid #%
32.2%, Slow #f 40.0% TH v . FEFICAE AT v >7- (Wilcoxon
D 2 FEARRGE) . WL T £ COMMBITANAFIERBBE DR (hk
i) 1X. $&e5-% 3 HH Tix Rapid #f 18.1%. Slow #f 35.0% T& Y . Rapid
BEL AT Slow #EOEMAVENRKRE L, BHHEICHFEEZRB D LT
(p=0.039), $&h5- 8 #H M Tl Rapid £f 29.4%. Slow #f 33.8% TH 0 . #f
MICHEZITRO b7z,
WHEE OBV X D BIE~DOFEIT 72 < | Slow MHEIEIZB W THLHEIT
ot
13) FEAWmE# (Fk29 411 A 20 H)
14) He1- BT+ H AR SR EL 2 HERE. 20125 320 73-83 (PMID : 22708259)



@ E AR (MR

LEXRE LE-BHERARERE (RAERICEY SRE))

F 1R R ERE R 23 556 S 7z,

=1 FRBEREOHME
INRERE (25805 16 BT (SR 2 AR O HERE FTo (1) KM
i ORWEH ORI (2) BIfEHRBUROIEE (3) ZefM R O M
ERIETEEZ SN EROEE (4) EANAEA SR L, BYE
(1R (CBT B R R OE IS OV T RS 5,
AR REMET & F—o A, 8 - RESHEA . ZIPIE. R~
P ITIE g
SHBHE 2014 45 A 13 B (HPRIAIZE5E H) DIRRIC, A (B8 - kD) 241D T
“ 5. U T2/ E R R OURHI O B B HIRLIC 1160 T B 0 % & 7=/ R s
T AL - 2014 4E 5 A (HRIAIRIERIME) ~2016 4F 10 A
i AW - 2014 45 5 H  GRBRIAIIGERIMA) ~2017 4E 11 A
N SEAMRTREREG] (1 4ERIAkEER G ) & L=C 300 f
HRIE I CRAIZ )% TR S & LC 30 )
A 1HEGIB 7= 0 fe B 2 4R [ (R 5-BIA A A5 2015 48 11 A LI O A1E 14ER)
S i it ¢ 70 fitiF%
I AE S (51 5 321
RN GBI | 313 il
A WERRIT R BRI | 276 ] (5 B, AKIEHID TG LI-5EEIE 206 1)
1. 2%

11 BREEABEREICE T SEI1EA
1.1.1 BMERERRKR

AT D% 4
GRS

PEFEAT X SAEB] 313 51 H
X 28.4% (89/313 f3l) Th o7z, ZIUITAKGEHFOENEGRR

EIVEFRIE 89 iz 120 1438 b,

BRI 5 REIWERREEIS 76.7% (66/86 i) # Lul 69, AR E CTL i

B LT RL T & A
TEH (2 Ll B3gEl) &2 ORBEIS

DRI T2, FEEMEHMGERA S
3, #20EEY ThHoT,

bSIPRAEEAN



x2 WBECARERECETS5ELEER

BIVE LRI FEEE GEHLEIG %)
HREHET > F—2 2 2(0.6)
R L O E
BB 14 (4.5)
Bk 2(0.6)
o i Wik 3(1.0)
ShFRg 2(0.6)
FRENED E 3(1.0)
TN 2(0.6)
PR e b
HEhiE % 2(0.6)
fEHAR 29 (9.3)
H Mk T 2(0.6)
ZATE 12 (3.8)
R kO TR
VTR R 5(1.6)
. A FREER E O fliyabha 2(0.6)
&5gﬁ{ﬁ@%ﬁ§ %%& 4 (13)
i AR AR A TR EJ 8(2.6)

MedDRA/J version 20.1

{56 A AR L2 351 2 B P 8 D FE BLRE I — B DU T :
VIL8.2)) (i &N TV % [@RIERRBES % « R EH A |
WA ONRERG L USRS (R T 53 |
)] OEE B :

1.1.2 ERERAEIER
HAREHEE OREHORBIME L OZORBESILZIDOEBY ThoTo,
¥, ZIPEREENWEH OZE, ITIREE, BEL MR AT b
FEE CThHoTz, o, HE~OEBICEET HEWEH (EKEHMAR) ©
FELNL 2o Tz,

®3 REEICEDLLIERHEER

BIE R FEBLR DL FBUEE (EBLEIG %)

REHET > F— % RFET > F— % 2(0.6)
B RS PREERE 1(0.3)
ZIE 12 (3.8)
TTRRRE 5(1.6)

[ZVFE] BEEEIfEH
Pt 4 (1.3)
iR H 1(0.3)

MedDRA/J version 20.1

NG & U T RIS BE 3 2 e e i FH BRI A ORGSR . AAI D224k
(DWW THRHZMBEITER D b e T,



1.2 BMEAR O RRESE

FREAEMM RO 20184 4 A 30 HE T (BLF, [RFAASIM) ([CIELE
BEERBIEMIT 76 ] 143 F TH o 72, 7pds. AHHA IR o ISR E # 5 1 X
o T, HHRARGEREO EHRLOXEE] 2O TFRITEA2VnELRFEER (B
BB 2 UL EXUTHE T 3 UL ERE) 3R 4D LB ThoTo, T b DR
ERZ DWW T, oo ZR (BEER, FHIES) OFGREZ N 5EIE
AR, AR O OFHMIRERBER CTH 2 Z &b AHlE O BIENEN
R CTlX72 W2, B Tl EOEE~OBRIIAE L EZ D01, 4
% b EWEH OFBURI I IR E L, BEIZS U TR Z2/REH LT
NP B

1) FREME A BRERE O TR COREIEF OT — X BEE SN 201844 A 30 AETL Lz,

x4 ERALEDEIE] Mo FRITERVEREIER

5 74 HE JEE
RIlE 45 O FéH
JEGIEL | AR | EGIEL | M| EGIER | MR
&t 98 135 33 56 71 79
o Yok 5 5 0 0 5 5
TR b BRI RE 2 3 2 3 0 0
Ll TS 1k 1 4 1 4 0 0
MRS R RAmE: T 2% 2 2 2 2 0 0
UM Lok 4 4 0 0 4 4
—fk - RHEEER | SR AER 5 5 2 2 3 3
£ OEHEALD
IRHE I e 2 B A 10 10 0 0 10 10
1 HR R SE RGN 3 3 0 0 3 3
R R A -
P A RN 3 3 0 0 3 3
MedDRA/J version 20.1
2. B3

APEDFRRE L LT B RIERBBE R R, MoRIEL AR F—R %
OERUGEREO 3HHA L Lz, 7, AFRHAIZIIAF OEEA D b ARLANIZ )
DREZTBENEZENTEY . T OAIEFITAREBSKATNRA LT
TBER DN RO 22T D12 AANERRT R SIER] (261) 276 Bl Dtk
FHIINZ . ARz 1D TREG LB DR zedG & LTl Lo, r&aHh
IF LD BB 5y FEAEFEBMAE A R OFB A FEAE L AR =T K 5 D LB
Thole, £lo, EREHEICE 2 EBRIEEETR6 DL ThoT,



5 REFHORROBARERTEERDER VI FEEL AR F—F5

53 5 (RS SRS b5 A RMEL A A SR
AHAID A ATRE | rsyseq 4 o
BEIRVL | IEEEY | e ombr | osofEmIK ”“ﬁ;f*¢ 95%15 15X ]
R (%) 0
AR 223 50.0 [37.5, 75.0] 53.4 [46.8, 59.9]
HFN DT
B - 183 58.3 [50.0, 85.7] 57.4 [50.2, 64.5]

¥1)0~12 » H £ To IR 2 & e,

K2 EFAF L AR Z =T, O RAFRBUSHE S R SR~ T 50%L R L7z
SEBIOE S,

3) A FTRESE BB IE, AT D MEARAT X SEAF] 2> & B2 Rl « RS AR DWW AL D3
Oy FEVEIEEE N & LTIy LG » BeFHIREAL O W s o R ED
D ARG - B OFEB ZBRIN LTz,

®6 RMEFMFEROEMBEES

e | EOIE e R R (L B

D | e

g | R L [ T | T | [we | [ |, | e
i R U e U I U I I I I e

BN 276 15.6 43 23.9 66 16.3 45 38.0 105 2.9 8 3.3 9

A%

O TS 206 18.4 38 26.2 54 16.5 34 31.6 65 3.4 7 3.9 8

L=

X1) BNUGEE T, FIRENSABIBE G0 & g Uiz e 5% ORIk %2 T3 HWE . TXG%) .,
ot |, AR, T k) KO PHEAREE] O 6 BME TR L 7=,
15) A wE®E (P s314:1 A 81 A)

2) BREM & L TREFRONE XTER L - HBROBE |
MR L



VI. ZEHERBICEYT HIER

1. REZHCEEH DIEEYMRTLEYEE
Tx=hAr, V=PI, ISR ELARLE

2 B

(1) YEFRABLL - 1ERHER 620 ¢

FET~—MZE V., FRER O L 22 L - TR Z 2 HEF koM, LA AL
U LFEROIH, A = TN A & B O, GABA, AL ST L7 GABA IZ
£27 074 FAARADIRE RO e MREEGIKEEZE (TR R OIVAY) ORRE D
bz, ZNHOEENDL, MET~v— FORTADAMERTBNARGESET R U AT
Y RVMHIER, BALEAANE LB v 7 A F v FOVIHIVER, AMPA*/ 1 A = LR
TB I A RBEREINHIVE . GABA f#1E FIZ 31T 2 GABA, S A IRBEREH 3R (]
B OVRBEBKBERLEENIC S LHEES LTV D,

* aAmino-3-hydroxy-5-methylisoxazole-4-propionic acid

T I5 = U EEER GABA®ER

REMGEDOMH




(2) B ERT1T 2 HERRUE
NEAKFET b D LF v RJLIGIER 7 (invitro [Z v k)
7 v MBS HEAMIZICISW T, PE T ~— ME, 10 pmol/L LA ET, Fifetk
(LFD) Wit <)L AT & - THlE Z 2 Bl K 2 4l L7z,

FEST— F ORISR S A O B GN A EE R K (3T B 1R

10mV

W““J AN kdw_ﬁ @————J

avko—JL FES<—F20 1 mol/L

)EMEKFELEADILSDLF v ILIMFEIER ™ (invitro [Z v k1)
Z v MEBEIREERGHE (AT A AEAR) 128\ T, FEZ~— M 10 umol/L LA
T LA LT NEREE LT,

FEST—tDZy MEEEKEFRENBROEBMEFRELEHILO Y LABRICHT 524EH

———
——
-

100pA

MNES<—h 10mol/L
N ]
100ms

I'\ ark~a—-iv




3) AMPA/ B A — VBRI LA = UEEZBAEEINHIER @ (invitro [Ty k1)
F v MIRIEEEREMERERICBN T, FEI~— MIbA = U BHEENn X ERE
il L7,

FPESI—FDS Y FMIRBEEBREHREMRO N A Z VEFRAREERICHT SR

A=k +rEST—hk
200 ¢ mol/L 10 tt mol/L
B i
500pA
EE 2N
(10~20%3")

10sec

4)GABA FETIZH 15 GABA, S RKRKEEEIERMER 20 (invitro [¥ D X])
~ 7 AR EER/REERRIC B W T, PE T~ — I, GABA, ZHFEEIT L1z
GABAIC L5727 vF 4 N4 A i A% 10 pmol/L Tledt L7z,

FEST— Do R/NNEEHMAIZE TS GABAFERI OS54 A4 ViRAIZH
¥ 51EH

% 2 br—e n
MEILE (2 br—)L) 100+4 14
o 1 GABA (10 pmol/L) 147+7 14
GABA (10 pmol/L) s
+RETw—F (10 pmol/L) 17248 14
HEALE (2 bo—)L) 100+9 12
SEhR 2
M7 ~— 1 (10 pmol/L) 111+4 12
a) fE I ALE (2> Fe—)L) OVHfEE 100 & LT L,
mean+S.E.M.

*:p<0.05vs 2> hue—/ (Student's t-test)
** : p<0.05 vs GABA ZL{E#E  (Student's t-test)



5)REERKEERBEFEA (nvitro [E FFRIMEK]) 2V
b MARMERRERGIKEESR (DR KR OIVED) (Zxf LT, hET~— MIEEEREZTR
L. O KilZZh £ 5 K16 pmol/L Th -7,
FESY— FOREFKERBEER (FHE)

. . Ki (umol/L) ®
S A A IR (% = —
gy TA VA 12 Ta) ISR (CC) FES=w—F |[7®ZYS5 3 F
AR ER
I CRE IS 0 5 0.04
[
I\% PRIfER 0 6 1

a) KilZ. Easson-Stedman Plot & %\ d Lineweaver-Burk Plot {£IC X W EH L7-,

B RABBEEIINT HERA 2 (YVA, IU M)

M T v — MIFEREREERRICHBON T, BHERO&GIZBT 2 HEOHIMTEN
SRELVE RIS A L2, BB T ~— F D EDy, 2RO 7 RBIIEEAFET D03,
VU ARDNT v MIBWTZENEI 18.46~66 mg/kg, 5.7~17.5 mg/kg DOHiPHDfE
DE I TN,

FESY— FRUMDIMERED T I RIZHITERAEREZ T HEH

Al B 54 B (min) ﬂﬁégﬁ%
FET~—h 21 90 66 (50.4—86.5)
V=3I K o 60 54 (47.4—61.6)
Tr= A B 180 14 (11.2—17.5)
HAR=P .| 90 28 (25.0—31.4)
A a=l ol RN B 50 450 (402—504)
T ) LR —)L BT 90 27 (23.0—31.5)

Litchfield & Wilcoxon 752 & Y EDy, & 95% (5 #AX M Z&H H L7z,
a) BEAIRTALE R

NEHZF Y ) O TERBITHT SR (S )
MET~— ME, AEOEIMICHEVEERIEOREER 2T Sz, 70, R
B OVRHERS « KM B % Fe 5 O Frfocie ] 2 400 (EDy, : A9 7 mg/kg, #EHE) LI,
FEZT— FRUMMDIAEREDS v FRHZF Y P U ERIIHT 516

ED,, (mg/kg)

] » Wk 1y 5 4RK - }%{’E‘{%{ﬁﬁﬂjﬂfﬁﬁﬁ\ — T SRR HIE

= F=% P

in ax Rk | KRR
N 10 ® 0 7.39 7.25 7.09 7.12
7 14 TR 13.3 10.6 13.9 10.4
Tr= kA 5 fE e 78.9 79.4 77.6 71.8
BN~ P 5 e 34.8 28.6 34.2 32.3

Sigmoid non-linear regression 752 L VW ED,, & H L7z,

a) HHFVLERF . PEF~— 12404, 7==FA 2605, WL TEEL 605

b) Racine M 752 L %

A7 — 1 MRS 2 SEURE 3 g oMM 4 WU T A—REEE 5 h T —
FRIZES & Hnff



BNEEMETANAETIVIZHT SR (RDRX, v k)
HBAFBETAMATY b (SER) IZXF B4R 20

FEZ~— NI, BRIIECTANATZ v b (SER) OFREMERE % 20 mg/kg REEN
5 THHI L, MRS L Z I UIBIRE AT SE e, B MRFREIEISS TS b
VI ~w— FOFEITBED & ZABRIN TV W, FEZ~— MM SER DX

PRERFEVE S B L 72,

DBA/2 ¥ RIZ*t3 B 1EFH 20

ERFEIEZ FRIET D DBA/2 ~ 7 A 2B W TIE, P E T ~— MIHRITEHE R EAMRE
g L REMEROE A HH L, OG0 ED,, 1%, THhFh 8.6 X1 3.5 mgkg Th

ST,

FEST— FRUMDIESRZED DBA2 T D RIZH T HERFEIEICHT H1EH

L ) ED;, (95%(5#HX[#) (mg/kg,p.0.) ¥

A ORI (min) A B
FET=w— | 120 8.6 (6.1—12.0) 3.5 (2.6—4.4)
V=PI K 120 31.4 (24.3—42.6) 13.4 (11.2—16.0)
Tr= kY 120 1.0 (0.5—1.6) 0.61 (0.38—0.91)
AN 30 2.0 (0.8—4.6) 1.0 (0.6—1.6)
T )L E R — L 120 1.7 (1.0—2.5) 1.3 (0.7—2.0)
Y va=1-5 s N R/NN 30 42.5 (28.6—61.8) 42.5 (28.6—61.8)

a) EDg K ONO5%EHEMIEIT r ey MEICXL W HH L,

9ZDMDEBRETIVICHT SR (S k)
—@MEEMEM S v ~MIxd HER 27
FET~w— NI Ty MBI DN ML OB RIS S TR, R & OV

EVE RS A L, OGO ED,, 13, £ 36.1, 13.0 X1} 8.2 mglkg
THoT,

HEREBERBREEATS v MIRTHEA®
T ~— NI, 7 v MTBT D HAERIKEER AR AMEIEERIEL . 5~30 mg/

kg fEPEN G- CAHEICIH L7 (p < 0.05, Mﬁ)o

(3) EFRFTRRSR - FAERRR -
AR L



VI. EYEREICEIT HIER

1.MHREDHER - AIEX

(1

~

ABELEEDLGMPERE
P - Y 2

(2) &M FREEERR
[VIL1.(3) R PR FRER THERR S M7z P ) DIHS

(3) ERIREABR CHER SN PRE -
(BERAN
OEREESE Y (FEH)
fEEERR A BIEC B BT ~— |k 25~400 mg Z @ FHEFE 085 L5 A o miEh
TREEHERS S OSSR ENRE N T A — X ZLL T DO &Y ThoTz,
fEFER NI BB G U7 & & o i HE
(A?go/rinL) —o— 25mg
. —e— 50mg
.. —o— 100mg
........ ~ --#-200mg
B ——300mg
e 400ME

mean+S.D.
(LWghen=6)

0.1~
0 12 24 36 48 60 72 84  96(BED

HEEERR NI HAR - LTz & & OB/ T A —F

R Cha, b tta AUC, .. CL/F Vd /F
(mg) (ng/mL) (h) (h) (ng * h/mL) (L/h) L)

25 0.25+0.03 2.4+1.6 — 1.7+2.29 - -

50 0.84+0.25 1.4+0.9 46.7+10.9 40.9+7.7 1.26+0.26 80.80+11.70
100 2.12+0.39 2.0+1.4 30.9+6.2 76.2+15.1 1.36+0.27 56.77+6.59
200 5.10+0.47 0.8+0.3 25.3+2.2 159.1%17.5 1.2740.13 44.65+4.89
300 6.20+2.04 2.3+1.4 28.9+7.4 222.0+65.0 1.55+0.81 68.53+59.42
400 8.27+1.27 3.0+1.1 28.5+4.3 315.2+47.0 1.2940.17 51.27+5.80

PEME R ERE (n=6) a) BHET  b) AUC,,



BT~ — MIBEGZELCOITRI SF, H 55 0.8~3.0 HF T i ifi i o
IZEE LTz, £ Ok, Yl 25~47 KR CIHL L=, 50~400 mg & CO L &4
FALZ BT Cpue L OVAUC, 13855 & ORITHIEEDFRD BTz,

MmEH CIEmEF LY S hET~— MIABRICEWHELAEZ R L, MEPERE
? AUC,. I IMAEF D AUC,... LV 2~13 fERZX ) o7, C,.. KOVAUC,... 134
HEOHEEIZHEVEI L7228, HEICHS] L2 BN T oI < | ek

BATIZEAPE DR O BTz,

L AAIOAR SN ER O E] 5, AT P ET~— LT 1RE0mg & 1 H 1R |
1A 2 EOKOBECHIAT 5, Dk, LB EOMIRA SOl L, MR LT 1 AR
| 200~400 mg % 2 FIZ A EHEOHST 5. Zds. JEIRIC K VBT 508, 1 ARG R
L 600 mg £TET 5, ;

QR#EHSE > (FAl)
R A BIEIC P E T ~—150mg 2 1 H 210 (100 mg/H) 13 H# (G 25 A4
5) KERARGH* LT 5EOEMEE T A =2 X TiDEBH ThHD,
X UER A E G B R R IR O & 52 1T > 7,

(g eg/mL)
10: ........................................................................................................
5 153853838833 mean+S.D. (n=6)
o o o
%E o
1 el s P s R R e T e A S s SR e
B %’
E A
0.1 | 1 | | I
0 5 10 15 20 25 (H)
HEEE~$168 B8 XS 7{E
MmIFHEDBE/NS A —42
Clas: e i AUC, e
(g/mL) (h) (h) 117 il AR
B[] 4% - 0.87+0.15 3.240.8 37.9+14.9” 37.8+14.00 —
wal$ G- 1.04+0.11 3.0£0.6 — — —
b6 EIEtaoA 3.95+0.44 2.3+0.8 27.6+3.6 — 5.20+0.82

I E AR ERE (n=6)

a) n=5




Kl GO GEROMER F 7 ~— MEEIX, RIERS4% 5 B BURE—EE
ZRL, FET~— NOENEIETES 5 H BUBRIZIETEFIREIOET S 525
i, Ik 5% 2.3 K C,,.3.95 ng/mL /R L7-t% 1 fRPEICTER LT-, H
B3 51 0 12 BRI & &m0 12 BEfE O (FFEFR) 13 5.20 Th -
Too HEEGZD t, 1%, 37.9 K], B GHZD t, (X276 FFTH Y . K
B 5 X D ENEEELITERO b o T2,

L RFIOER SN RO R @R, RACIE PET v — L LT 1EE50mg 4 1 A 1FEX
1 H 2FOROBR G ORI S, Bk, BRI EORMEA ST L, MRS LT AR
| 200~400 mg & 2 [ENCHEIR OG5, Ak, FRIC K0 ETRNT 525, 1 ARHRGRIT
L 600 mg £ TLT 5,

QBARARUNEANIZHE T EEMBNELLE 0
AARANKOHNEAND FET~— FOKRNEIREIC 1T, HERORERARGRE I
RIBGAENRBD DTz, L LR s, mEHRE K Oy BN T A — & XK HEAH
EICE VBT 2 2 e Sh, EYEED RIEAEITEEAICERT 5 60 L HEE
STz,

GNRY 3V CHERLFI)
2~15 ik OIEGENE ST R RTERE M T AN ABIRIZ, P ETHRIZ 1 B 2 BB 44
& 1 mgkg/ B2 1T L2 2 mgkg/H3 >, 9 mg/kg/ H £ THERG Lz, 1
KON 5 mglkg/ H# G- L7z & & O fEFIREHER K OB ERE T A —Z [ZLLTF D &
BY Thole, MRBERFEEN AT O TANAE (I AwEBEY Tx=
Mo, VIR, 7=/ 0882 —0) L0 GEERF) L7csaicte~, FEDF
Bl GEFREH) TIE. C,. TR 1.6 5. AUC,., T 2.0 1% (Wb 5 melke/ H 42
HIK) Tholz,
JiE e SO R ME SR E B M T A A BRI B G LTz & & o iR B HER

(ug/mL) —o— 3B (5mg/ke/D) (n=3)

14 e 5 (5me/ke/B) (1=16)
—— 8 (1mg/ke/B) (n=5)

12 e T8 (1ma/ke/B) (n=22)
mean+S.D.

10

8 4

K i B <k B

(@578



SEMEME ST R M SR EBEME T A A BRI KGR G LTz & & OEYERE N T A —4

ﬁ &5‘% Cmax tmax t-’1/2 AUCO'IZS)
(mg/kg/ H) (ng/mL) (h) (h) (ng - h/mL)
SR —~ TS
#H (2~1575%) 1 1.05+0.38 2.042.0 9.844.0° 9.3+4.1
(n=22)
EZ =] ~ =
#E (2~1550) 5 5.31+1.69 1.840.9 9.1+3.7% 44.3+18.0
(n=16)
== ~ =
HA (1(11:25) 15 %) 1 1.9540.27 92.4+15 17.3+4.49 19.9+3.3
e o
5 (1(11:23) 15 7%) 5 8.5142.14 2.6+1.1 93.49 86.6+-26.9
SEVIME £ R R

a)n=13, b) n=10, ¢) n=2, d) n=1, e) MAEFERED 0 KERIMHEA 12 BERFIME & L TR

[(AHNOAR SN HELOHE] @, 2o/ heT~— 2 LT1 HE 1 mgkg O
POFE TR L., 2B EOMMEEZ HIFC1 B E 2mgkeg (ZHETH, L, 2L EORIE
ZBITT1HEE LT 2mgkg LT L, MiFfRE LT1 H&E 6 mgkg #0535, R
IR0 EEESE 5, 1 g5 1% 9 mgkg i 600 mg OWTRD RV ERETET S,
2B, WL 1 H 2ENCOEI L CRAKETDH I L,

GFALGEEEE)

OEEE GAEAT—2) 2 D
fEfemlnE (65~81 /%) I hE T ~— b 100 mg Z Wik O &5 L-54 . #EEE
B CII BN (18~38 %) (R C,,, MY AUC, . 1ZZFNLh 23% K T
25%FENN L, ty,, 230 18%IER L7z,
FES<T— k100 mg ZEEROZSHOEMEE/NS A —42 (FELZERZE. n=16)

£ Cmax A‘LICONOO t"1/2 CL/F CLR
PSE-3 )
(pg/mL) (pg * h/mL) (h) (mL/min) (mL/min)
fRERR AN 2.03+0.69 74.2+14.1 32.8+7.3 23.3+4.4 12.4+2.4
R 2.50+0.79 92.7+15.3 37.0£5.9 18.5+3.3 10.0+3.1

QEHEEETRE WEAT—2) * [§H)

RS (7 L7 F =027 U7 7% 30~69 mL/min/1.73 m2) K ONEE (7 LT F
=27 U7 72 A<30 mL/min/1.73 m?) OBHEREREREIC P YT ~— b 100 mg
FHEERO#KE LZ, PEI~—FORMTO2E 27 V772 (CLF) 1%, &
BERENIEFE 2B E (v 7 =27 U7 7 A=270 mL/min/1.73 m?) &b,
SERE DRSS RERE E R TlT 42%., BHEEOBMREREERE TIX54%IK T Lz, L-
Do T, FEER L ITHEEOBFEEREBEE IS L X, @EHEOY-EOMH
BRSNS,



BEEETEFICFESY— K 100 mg ZEEROKSEZOMBHENBE/ NS A —4 (FHELZE
RZE. n=7)

v AUC, .. s CL/F CL,
(ng * h/mL) (h) (mL/min) (mL/min)
IEH B sRES @ 88.1+24.2 31.6+4.8 20.25+5.83 | 10.82+2.32
TR AR RS 190.8+49.9" 58.8+11.2° | 9.24+2.95" | 2.54+0.42*
EH R REE @ 73.8+12.1 37.5+8.2 23.13+3.97 | 13.13+2.80
Fh S I R R e P AR 136.8+45.6" 54.6+11.2" | 13.38+4.33" | 6.18+2.83"

a) T PR AR IR T B L SR R R RERT T B & TR B U BB A R
*: p<0.05 (IEFEHAEE & DR : HEDH D t-1E)

QRIFHEEEETEE WEAT—4) * (#)
/NS EE (Child-Pugh A 27 5~9) OFHEREREE BE T, MEEERA &
i L C AUC,...1% 29% M L, CL/F 1% 26%{X T L 7=,
%g?%ﬁth557—b1mmg%i@ﬁﬂ&%&@mﬁ¢$%ﬁﬁﬂﬁi—M$ﬁﬁi%$

o AUC, ., thm CL/F CL,
(png * h/mL) (h) (mL/min) | (mL/min) ®
R A (n=6) 55.9+15.5 924.65+4.99 | 31.78+8.93 | 26.44+6.03
AFHgREREE B (n=h) 72.2410.3 33.61+10.7 | 23.45+3.27 | 13.49+3.44

a)n=3

(EMZERIRE M) *
TR B ETSHRLUE e (ZFNEN T~ —hE L T50mg) Z#EhE
e T Tk E &EBICHRBIRAO®ZG LZEYPENRSEERBR CIE, Ch KO
AUC,, ® s B FEEIZkT 5 b EFTHRLO LD 90%(EHE X M IXZ 1 86.1~103.5%
JTr96.0~100.9%Tod v | MR DOFFEVED R STz,
fREER S b B MR & b E B & A G LTz & & o MR EHER

(ug/mL) —e— AL
1.4 <U1g/£ﬂl_) 0 RS S
1'2A mean=S.D.
1.2 o, (WFhon=24)
g 1.0
oK i
10 &b 0.8
e 0.6
il = 04l
= 0.8 E 04
$ 0.2 1
Nz 0.6 0 ¢ T T T
J/E . 0 12 (B5R@)
=
0.4
O
0 ;
0 12 24 36 48 60 72 (B5R)



(4) hEH -
B¢ A

5)BE - HAXDOEE .
NEEOFE % [§FH])
fEFEE IZ B BT v — b 100mg $& % ZZFIR R VB ICHERE DG L & & b,
IXZEE R G- C 1.5 BEE, B%KRET3.6HKHTHY . BBEED t,,, (F22EHEE
EHAREEICEIE L, Co AUC L KUt ICABERZTRD bR oT

n tmax Cmax AUCO-OO t‘1/2 CL/F

(h) (pg/mL) (ng * h/mL) (h) (L/h)
ZefiE i 5 7 1.5+1.2" 2.01+0.37 74.2+11.6 32.4+4.8 1.87+0.20
BERG 7 3.6£1.5 1.80+0.15 72.7+6.6 31.0+4.0 1.3940.12

*:p<0.05 (tHE, vs BEKRST) FHEHIEERFA

2)HREDEE
VIL7.2) PFREE & 2 0Fih] OHES R

6)B&EH (REaL—>3Y) BITICKY B L-EMANBIEEHER >

HANBEIZBITD PET~—FORNTOLE 7 ) 77 A (CLIF) (ZMIETHHH
WORELZRE 2L —Yary Ty —~vaxx7 47 A2 (PK) EICLVEIT LT,
HAREMZER

OE IR DB 2 KT 581 CLIF, BT O SREVIF) K OWL I B 5 (ka) |2
WL H 2 DNAMEERZBRS L& 24, CL/F XK E L 4R, VIF IZIZIRE
DEENRD DT, —TF, ZNHIEYENEE T A — X ITHEEITRO b o Tz,
2N EHER

TRICR LEEFFED 2O G5REO T ~— o CL/F X, f@EKRAZ R E T~
— MR REROF GO CL/F L LT 1.8~2.8FIC LRI 5 Z &R Eni-,

FESIY—FDCLF ICRIZTHBENDEZEGRE 2 L— 3 > PK fi##)

B PHT CBZ PRM PB CLB Y U7PEVHR? (%%)Fw f;é.%@
® O 3.09 2.51
@) O O 3.18 2.58
® O O 3.88 2.81
@ O O 3.07 2.50
® O O O 2.85 2.32
® O 2.40 1.95
@ O O 2.26 1.83
O O 3.14 2.55
©® O 2.41 1.96
O O 2.84 2.31
(0 O O 2.39 1.94
— 1.239




PHT: 7==FrA >, CBZ: hWX~¥E PRM: 77U I Ky, PB: 7= //N)LEZ—)L,

CLB : 7 o "4 L

O:fikf&Y

ANV VT B UK AT T A TN N TERLA R L YRY AT A T
XHYTA UTERA, TATTENRL, TuvwBRA u 7T BFIL, uTERA, T
=i A =Ry N N i & VAN VI ON =W S s P AN

b)CL/F [ ISAE#% M #5382 51T 2 e DK E(65 kg) K UMFR(25 F)DEXEZE AWCHRH L,

O BHARED CL/F 2B 5o CL/F TR 5 Z LIk WEH LT,

d BT~ — NEMEGIEO CL/F 1%, MR A O R N 538 L 015 Hhiz CL/F 268 Lz,

2 EMRERI/NT A —F

(1) BRI A&
BB T LT —RIGRFED B S 1-a v X— h A MEFAE L, g EES
—ZIFETEFRETTHELNAL LD L LTI LT,

(2) PR ETEE
ka = 1.09 (h?)

BNAATRLZE)T 1
GrEANT — %) 39
A B OEAN) x5 ELTRET~— k100 mg 8EX N M T~ — bk 100
mg KEREZHEROBG L7z, FET~— MKERE DB LHEH L hE T ~—
N ORI A T _A TV T 413K 80% TH > 7,

(4) HERETEH
hEZ<— bk 50 mg $E 2 SEHGREZR © ONT 100 mg §E 1 SEI 5-1E D 14 il B @ 53,
& 112 0.0266+0.0027h Th -7,

BG)YIVTSVR:
[VIL1.(3) EPRRBR CRERR S 7o) DB

(OF- Lk~
[VIL1.(3) BRPRARBR CRERR S 7o) DS

(7) MIBEBFESE 0 .
b MK % N7z in vitro % > 3 7 §EG R D N ERBATRERICKS VT, hET <
— b (0.5~200 pg/mL) O % > 37 fEAEFRITMEL (15~41%), MBEHFRED EFITEN
Z NI FERRITRT L,

WINEEE (pg/ml) 0.5 10 200

MIFEFRHEER (%) 41 24 15
FREN SHIIEI K D




3.0%UR

(2517 v b)

s LB SRR LT » Ml MC- T ~— b 10 mglkg LB L — TG LT &
A, FEEE B /NE TR E TOIRWEIE TE ORI 2R Uiz, IR X
(99.140.2%) . /MM E#F (97.040.4%) . /PEGHES (93.8+0.7%) . /N5 THEE (90.3+1.4%) |
H (4.243.3%) DIETH 7= 1V,

CJEBICH =2 — LV EFEA LT v M UC- BT~ — h & 10, 40 X1 200 mg/kg Hi
[BIRE O 5 L 7= RF O B e SARE PRI RIX . A5 C 20.2~48.83%. JRH T 47.0~73.7%
ThH O, HEOHEMIEOIEH PEEIERO T & R PHEIEREO EA 3O bz, Zo|
Haz, WECh=a2—VEBALZBORENET v Mo+ iaBN&EE L7z, EEED 2
FERAVT R PRI R T 45.8%, BRR P HEIRIL 33.7% CTH V. BH-FICHEt Sz b T~
— &2 WIEHEITH 80% N FHIRIL S NT/-Z & D UC- b E T~ — MIGFEER LT
WanH EEZ BN,

4.5%

(1) & — iBEPTAEE -
(B% 7 v b (BARERE CORED) 2
HEMEZ v MITUC-FE T ~— b 40 mgkg B[R OG5 Lz L 2 A, 5% 4 R E
TOMN ORI« /NIK) AT REIREE IR, AR BN REIRE D 0.4~0.5 5 Th o7z,

(2) % — R RE R P @@ 1
(B%E 7y b (RERERE TOmME))
IR » PIZMC- P E T ~— | 40 mg/kg ZHEIFE OG- Lz & 24, IREA UM~
DIFGFTREDBATFRD v, ok, IR KOG RO T ORSREREIT, &5
% 30 47, 4 W, 24 R OWTHUTI W T HIRIE R AT P BRI B & [FFREE CTh

-7,

(3) ELit~DFATIE -
(B%E 7 v b (ASERE TOmRE)) @
IO T v M UC- P E T ~v— b 40 mglkg ZHERR OG- Lz & 2 A, HIT TR
REMR LI, AR RERRE 0 0.07~0.73 fF TH - 7,

(4) R~ DFBATIE -
AR L

(5) T D DIEB~DIEITIE -
(3% 7y b (HRERE CORE)) 2
HEMEZ v MIZUC- M E T~ — | 40 mglkg Z HERRAHKE L7z & Z A, K O#MiET
5% 30 30 b E WU RRIRE A 78 LT, #5-4% 30 43 TILHE > Bk > g > &
gt > R > MR DNEIZ U REIR EE 23 @ v o Tz,
(%% : In vitro) *¥



UC— 7 <—1F (0.5~200 ng/mL) %t hMER~DOENBITHEEZ R LTZ, B FTlE
MR PR EED IO IR PR — iR b 21.1 206 1.05 IR F L, mERFE
ITICEEFIDFRD DT, FEGHATORET, MEKIZIZ T ~— hORAICE ST 5 &8
M CIRAE EORE S HAL & IRE M TEAEDREATALD 2 O ATALNHFET 5 Z
EWRENTWD Z D, METIEED BRI EER M CIRABDO A AL
M D7DITMEBATENMET LI b D B2 LT,

545

(1) RBIERML R LIRS
FrEANT—%)
fEHE RN B FRHEA) 12 4C- P E T ~— |k 100 mg & R O#&E%, miE, JRED
#EE2 RO TREYORRT 21T o TR, 6 FOMFH S MEE, JRKEOEFIZRB W TREO
bz, MET~— NOHEERBREZ LI FIR Lz, 6 FEOMHIIKELE (M1,
M2). JAKS A (M4, M5), M2 R OXM4 O 7V 7 o Ui EER (M7, M8) Th
STz, MAEFIZIE M1, M4 KON M5 3388 Hiv, 2O ME i i 8% o S RE o
5% AN T oT-, RHPICIXIEIHIZM2 KO M2, MAD 7 v 7 o BlaaERTh D
M7, M8 8 L=, WTN LG 8D 2.5%AKM Th 7=, FEH (2L M1, M2,
M4 KO Mb 3380 by, Wb &EE5mED 0.03% A T > 72,

bES < — b O#ETE KBRS

N
H 0, ~—0 'NH H 0 —0 “NH
[of o HO Qo
Huc7LOH E'OJ(—CHa o o ) —cn
HiC CHa H H CHa
OH
M1
\ / M5
0‘\51’0
Y
H O ~—9 'NH:
o o]
HsC B )TCH
/o' i ¢
HaC CHs
/ FEST—H \
o, O
N &
N7 o P
H, o .,'—0 NH: S\

HOC ., .-OH N



(2)

(3)

(4)

(5

~

6.5kt

(1)

(2)

REFIZBEET HE% (CYP450 %) D5 Fig -

(% : in vitroy ¥
ERCYPRIZIZnY—Lh (NFam A LAR) ZHOWZHREHIBWT, S
NOHRBREII D ehol=n, PET~— stk MUFICE G T 2% E7 CYP 4 FfEiX
CYP3A4 ThH D LHE I NT=, 7=, CYP1A1l, CYP2C8, CYP2C9 K O* CYP2C19
BV THL LT DR OERPBD GNTZZ EnDh, IbA L hET~— |
ORFBUZ—FEG L TWDH EEZHNT,

E MFIZ7 8 Y—2K0t k CYPRERI 7 v Y — 2% AW ABERRTIX, b
v'7 ~— h& CYP2A6., CYP2B6 K& 1f CYP2D6-Val (x4 B ILEMEA 2G5 Z &
RO BT, EOMHERIIVLTAE 100 pmol/L (33.9 png/mL) LI EDOJEE T T
H# 30% TH -T2,

VEEANROERERUVZDEIE -

(BE Ty k) 9

A TOREMNEZ » ~ (SD) I hET~— b 10 mg/kg £ H & 5 WITEARN K S- L 7o
M REGRREZBE LI 2 A, BROEE# D AUC &#lRN#E 5% D AUC 7>
SR LA AR (BA) 1XFE 100%THY . BT v T ET~— |
XIF L A EREIERZD R A2 T 72 EHER ST,

REDDEEDEERULLE

(B ~UR) W

NET~—F 2Ty b&®DWITEERABECRO&E L & & mEP cidRisns
REIRE UTIHAET 2 2 E MG S TWA R, g, RHDWITES IR S
R M2 LM IZOWTIE, v U AR RKEETOINLA (MES) BBRAZITV, HA
G EEOHURBER Z M5 L7z, M2 1% 300 mg/kg THUESIEMA Z /R L7223, 75
mg/kg CIIERZ RS 2o 7=, )i, M5 1% 200 mg/kg THHBIER 2 /RS 727>
7o ZORBRAIZEBITSD YT ~— D ED,, 1% 43.8 mglkg TH o7z, L7=2-> 7T,
M2 K O'M5 3 h BT ~w— FOFIEEEIERICH G L T D IRV D LB 2 b
5o

ERBDOEERN/S A—5 -
B L

PR AR AL B UME RS
M T — FOEYHIERREITE TH Y . mE, RECEPTIHMITEED SN 58, €
DIFERIID 70 < BITRE B L LTRPICHR S L7,

Bttt = 40
A A BEIC b BT ~— F#25~400 mg % HIAIFR 08 5-1% O RZEAIR O JR R R
1% 35.1~59.2%CTH 1V . FAEDOHEINIEW EFT DA ED Hiviz,



X% SEAI

GMEANT— %)

RN B OEA) 1T UC- FE T~ — b 100 mg Z HLE#E O # 5 10 H#% £ Tl
HEHRED 80.6% 73 IR I HEME S 4L, & DRFORZE(AROPEMHIL 59.3% Th o 7=, &5
b A% E CORMETPMEIT 0.72% ThH -7,

(3) B -
LR L

7. b3 v RAKR—2—IZEY H1ER

(% : In vitro) *®

v N =4 F T AR —%— (hOAT) KOt NI T4 T AR —4%— (hOCT)
%%Efﬁéﬂ‘t S2 flifa(~ 7 A B UTAL R AR R S2 AiR) 2 AV, 4 hOAT & OV hOCT @

FEEEICKT 5 P T~ — FOREEREZ BT L,

T ~— MEE 1 mmol/L(339 ng/mL) DFRINTIiX hOAT1, hOAT2, hOAT4 }% O* hOCT2
DERETE I FBITFE D B2y > 72, hOAT3 & (* hOCT1 Diifikid b v 7 ~— MR 1
mmol/L DIRINT 46.1 LN 44.6%IZIK T L7228, 1C,, ILZFNE 4 624.4 }2 T} 1063 pmol/L
TholzZ &b, MET~— NI T v AR—Z —ICHFWEEZ BT 5 BN Z OFRREE IR
DIV EEZ BT,

8 BMEFICLDBRER
R N2 A DM ER R L
MREHT CANE ST R b BT ~— b 100 mg % HERE 0% 5%, 400 mL/min
OME CIMEENT % 3 B S0 L7z & &, 3Rf%OmE+F s 7 ~— Mg
FEIIHPEITIR T Lz, P E T ~— @i T o CL/F 1349 7.2L/A (120
mL/min) TH Y, ZHUIEEFERAIZBIT 5 CL/F1.2~1.8L/h (20~30 mL/
min) £V HREL, MEEHICLY P ET~— MIfE)» D EEICERE S
o,
ELBE MR R4 E R L



I ££% (ERLOIES) (CEJ SHEHE

1 E25RBEENEH

H
[ |
E I TR0

R I

I3k

2ERRNBEETNER

3

222 (ROBFIZITEE LGN &)
AR D E % UiBUE OBEERE D H 5 HBE

(FRER)
ST 31 BB I R R E 3 S Sl O P I T 5.
FFNORSY DR, WA (BB OBEED & 5 MR G 2T 5 = &,

=t d
HENR Sy FETv—h
W IFooRuy JuRAhAiu—2AF )L WEEKS AR, Eatloe—2Z,

fpfbF 2, ATT VU~ 72T A KT, © Faxoraertrn—
A, bTuAn—R (EHREX A7 :2910), ~ 7 1 =2—/L 6000

[ b EF#ls]

CEID % FET~—h

VRN T VMBIF L - AF 7 YABEAF AR v — 8K, T F A e— RO
R, BEEK A B, MR e—A X7 RN D L KT,
t Fefxy o ilkilao—2, D-vor=hF—/

SMEERIIHRICEET HFE L FDEH
BRE STV

4ARERVAEICEET 5FE L TDER
(V2 HENOHE] 22552 L,

SERLGEAMIE LT NEH

B EELEARNIEER

8.1 MRHMET v K= ARB LD Z ENH DD T, RAIB G H, FRCEM#EG5HIC
X, BEREA A U RENES OREZ BF OREICS Ut 2 MR TEET 5 2
EMNEE LV, [9.1.2, 9.7.2, 9.7.3, 11.1.3 &#]

8.2 BITW VR HLDONDZ ENRH Y, FRCHBIREN EHTHZEnHLHDT, K
B G HRIRIEDO EFICHEE L, 20X ) R AICITEERE F 42 T 27200580




28, B, HOHD UKD EMGT D Z EICX VIERIER SN D ATREMEN &
%, [9.7.2, 11.1.4 ]

8.3 KEWADEZKT Z LN LDOT, AFELH, FRCEMIEGRIZIL, EHMICAE
FHE ST 578 CREFEOREAEEICESE TS L, [9.7.3 2]

8.4 WHPIZEBIT 2 HEGEOR2MALIER N LE G IR L Y | BIEMEE T 5 A
MRS DT, BEE2RIETHHAICIE. hRe CBET LR CEEICITY Z &,
[9.1.5, 9.8.2 ]

8.5 e FsMEPAZEMARMNEEZ LS BT RA S Db Z ERH L0 T, EMICIRE
BEZEmET 572 B2 0o 2k, [9.1.1, 11.1.1 ]

8.6 IR, WE - 7)) - KEHEEBENEORKTNEZ L2 L0 DD T, KA,
HOBEITITH B EOEIREERE (O M OBEICIEF I TR VWL EET L Z
Eo

(fZE%]

8.1 MNVI.8.(1)) » [fiFai) 11.1.3 &Mz &, [IVIL6.(1)), VIL.6.(7)] DIESMH]

8.2 IVIL.8.(1)) @ UfE#) 11.14 25 L, [IVIL6.(7)] DHEEMH]

8.3 JKFRKF £ Tz L= ENEERRERICHB VT, RERD TR Tk 24.8% (75/303

). NETIE9.83% (8/86 ) IZFEH BN TWND,
Tz, KEERGEERBRIZEBWT, 7y MRS X THREHEIIME 23588 54T
b, 728, T v FTIHEHEEOK TIRO LR WGEEIZ D IREE IS 2AFED H i
Tl e, EEBDOKFE LT, =RV XF—EEEOHEMNE 5N ET R F—
FULNROIR TN S35 alEtEnE 2 65, [IVIL6.(T)) DIESMH]

8.4 JKFRMEE TICHEM L7k A Z x5 & LZENEERRBRICB O T, Wi ik L72E
B (16 B) ([ZTADARIEOERIRREITRD SN0, —RIICH TAN AL
LT D5, TADNAIEDFBUREL SN 3 2 faliath 4 o/ NRICT 5 720
2, tRa EELFIET 2 2 E RS TV, [IVIL6.(1)), [VIL6.(8)) DIESFH]

8.5 MVIL.8.(1)) @ ) 11.1.1 #&o L, [IVIL.6.(1)] OHEEMH]

8.6 AHIDHAXHRRMBINEH 2 & 2. ik L7z,

BRENDERZEZHRT HEHICHIT IR

(1) BHHE - BEEFOHLHEE -

9.1 GHHE - MEEZEOHIEH

9.1.1 AERBABZAEDEE
JERDELT D BZENRH D, [8.5, 11.1.1 BFE]

912 PV R—YRADZRRZETHIEBEXIET LV F—SRERLPTULVAEESE
ZTTWDEE
m 0= WWEOREHET V R—= v 2AnE L8N AH 5, (8.1, 11.1.3
2]

9.1.3 BREROBERVERSEZAIT S5 2FNDESE
BEAEKSCHERSENELT2B8Z1RH 5, [15.1 ]




9.1.4 HBEFELOTVEE
TS EERT AL OEET AL, B REEANHLDbOND Z &
N b, [9.7.2, 11.1.2 K]

9.1.5 EHE
BehE2PIET 2551003, R IORET 2R ERFICEET LS, [84
S ]

(fZER]

9.1.1 IVI.8.(1)J & [fiEan) 11.1.1 2o = &, [IVIL5.| OIEEMHE]

9.1.2 VI.8.(1)] » [fiFin) 11.1.3 &Moo = &, [[VIL.5.] DOIESM]

9.1.3 FKFRIFE TICFE M L 7z ENERR R L MW T, 9 DR EHRE ST
HZ & XV, CCDS (Company Core Date Sheet ; (R T —X v — 1) %
SE R Uiz, [[VIL12.) OEZRE]

9.1.4 IVIL8.(1)J & () 11.1.2 25 = &, [IVIL6.(7)) DIEE]

9.1.5 IVIL.5) @ [fiFFi) 84 2D &,

(2) BHREEE RS -

9.2 BialEERE
921 KFIDOZ VT FZ U APMKT T2 0355, [7.3, 16.6.1 /]
9.2.2 MKBMIETHDERKEEEETERSE
BT I HIIAR OM ARG ZBET 52 &, RANXMAEENTIC LD B
EEhb, [16.6.2 5]

(fZER)]

9.2.1 ¥EIMI B W CTEME SN - KYBIER UNEANT—%) T, H%EE (Z LT F
=7 V77 A30~69 ml/5y) MOEE (Zv7F=r27077 2230
mL/Zr AR OBMEERERE BT, Afloeg s V7 72 (CL/F) I
IEHRBERER & I L TN 42% K DN 54% IR T35 Z E 3O H AL TW
%, [TV.2.0, TVIL1.(3)) MIABM]

9.2.2 YEAMI B W THENE SN - EMBERERR UNEANT —%) T, MiRET BH % xt
5 & L TAAI 100 mg A H[AIR A #5402 ORNENREIZ KT 3 ik &t D8 %
ARG 72 S BN BERBR THET L. 400 mL/%y O EE TIIKEHT %2 3 BT - 7=
LA, 3B OMEET P YT v — MEEIZK DK T L, FET~w—
kOB O BT oL E 7 U7 F A (CLIF) 1349 7.2L/0 (120 mL/4y)
ThHY . ZHIFRERAICKITS CL/F1.2~1.8L/MF (20~30 mL/4y) XV b
K&, MBEITIZLY PET~— FRMEN S ARICHRESND Z LAURE
iz, [IVIL8.] DIAE]

(3) FFHREfEEB%E -

9.3 MHReEERE
AKRNO7 VT T ABKRTTHZEBH 5, [16.6.3 ZMH]




(4) £EREEHT % -

85

WM B W TE L S - 3B RERER UHE AT —%) T, Child-Pugh X227 5~9
DT REFE F BF 12V TARAI 100 mg % H[ERE 1 4% 5-1% O RN ENRE 2 Bt L 7ok
B FFHSRERE E BE CTIXEEE AR & el LT AUC, .13 29%380 L, CL/F i% 26%{K
TT 5 ENBOLNTVWS, [[VIL1.(3)] DIEEM]

Child-Pugh 4348

14 2 5 3 &
CULE L <2 2~3 >3
FALT I > 35 3.5~2.8 <28 gi:zzg : ?:g
PT (%) > 80 80~50 <50 Clase C + 1015
g K L oy hwu—La | 22 b r— LR
S5 HE B L B (1~1) FE (IM~1V)

9.4 XNEREEE T HE
TR 2 AIREME D & D eI 2 %A 1213, AARGIZ L0 A LRI
BELDYAZIZONWTERAICH#AT 52 L, [95.1, 9.5.2FH]
(3R]
<BRC : 2024 - 2 A dGETRE>
642 A 15 BATREAEA EEFEEZ SRR RS (EEZ@Em) (1S
&, AGlRea A3 2% kO T OHEAWRET Lz,
EMA (European Medicines Agency : FRINEFE S T) @ PRAC (Pharmacovigilance
Risk Assessment Committee : 77—~ 2T X - J R 73 HEES) OFEhAE
RITHEASE | TR OARANEER I I 2 WO T E0E I B3 2 MEME il A SCHR O FEAM
AT, WEHMBIZRATSE 4950 (T WT, IEIRTPICAAIZ G SN BE L0 AL
7RI BT DTS EIE DORBIE D ATREMEDS RIB ST 2 & 2B E 2 MRS R 1T AA
DI VA7 L LTEETARETHY, BRCEEWEFLAOFFICET2EED
., [EiERRE AT 5E ] KO T OWEAWET L CTHERIBHEELITH 2 & L,
(5F0 6 4F 2 H 15 B A JEA I3 878 = 5 R B 3822 Aoe IR Rl E3RZ2 8 0215 55 1 75)
[TVIL.6.(5)) DIEZHH]

(5) 44 -

9.5 1FiF

IEh XATIER LT WA RTERME O & 2 ZetEiciE, 18R EoA M (FHEO TAD

PRIEBR A E | BRI A2 IRERRIRED D5F D) BatEsd BRI &l s

LB ORBEET DT b WRPICARAIZERT 256, UIARFZMEH

ICHEIR L7258, ARSI X VA LERICAET D U A7 120 THRAIC

+aRAT s L, LTFOZ EnHEINTND,

9.5.1 LRI AK Z G- sz BENAGE (NER, nHEHE, BHRORET
) ETLHIREMELZEORERDH Y, BWFER (7 b, UHX)




THRITOXIE, NHER, MERORE K OVEEEFENRE SN TND,
T, B N COHEEZBRT LI ENEDOLNLTND, [9.4 B ]

9.5.2 IHIRFICARK &b S BE L0 A LT, MissEE (HEA
N7 NTNE, FIPFRTERE, EEKA - ZEME) OREICBE T 5 ATHE
R DN, B TEMSNZBEMEICBTHRES LT
%, 4950 [94 HHE]

§: 58

FRERIF & TIT N L 72 s O ENERIRSUER Cldattiam, PElm, RAMELZ x5 & Lzl
FFEHE LT, 2238, RHRTTANARIEDSHFE L, IR E2MRER SRR D fapR
PERfER SN TG AEZEE L, 18R EOFARENGERIEEL EE2 i s 2558120
HEETHEE LT,

N &5t & L2 &G, CCDS (Company Core Data Sheet ; (¥ HlET — 4% o —
N #5Z\ TJRIETHEZAT 2B Z5idi L. £0% CCDS IC TNEA, NDHEH)
MBS NTZ 505 Z L 200947 Al THEZ, OHEH (oW GEREIT- T,
<HHEC : 2018 4E 5 HGETRy (H kG >

EMA (BINEZEST) 1T h Y7 ~— FOEMZ 2t HmEIZBET 5 PRAC (77
—~vaAb YT UR Y RAIFHMEZES) OFMERELZENE 2, b MIBT 2RISR
KO ~OBITFIZEA LT, BIMND hET~— FNUKIOUF SCEOUFT ZRE L
oo Flo, ANFEICEAL T SmPC (BMFFEEEE) ~DBFLM TN,
ZOXRIGEZT, ERNICBWTHAHEBICE N TSN EREKMT 528 & LTz,
(B& Ty b, U¥F)

7w M RO EHWEW - JRIEREAICET 2RBRICEBW T, T v 400 mg/kg/ H |
7% 120 mg/kg/ H Ot AF 5T, S, N D 2 WITEREE SO bz, £z,
FFRERIZIVT, 7 v b 30 mg/kg/ H O OB 5-Cha RARE D Jo OV A VS AR EE 1S 4
fil, T 120 mg/kg/ H O 0 &5 TR TR EA R OWE - BHEEDPHO b
2 enb FRBRORMROBAICE T 2 EEET. 7 v - 2.5 mgkg/H, U¥%
35 mg/kg/H T o7z,

<JHFEC : 2024 F 2 H WETRE>

T 64 2 H 156 AfHEAGEE ERRERZ SRR RSN (EERZ@EmM) (1S
&, R E AT 54 kO il OWEAUET L,

EMA (European Medicines Agency : FKJNE3E L T) @ PRAC (Pharmacovigilance
Risk Assessment Committee : 7 7 —~a b v 7 X « U R FH0EES) OFEHmHE
RICHES E | IR OAFNMEIZZ I 2 R OMRET EAEIC B3 2 Mo 5l A SCER O FEA
BTN, MEIMBIEZRATTE 4950 (T W T, HIRTICAAI Z &G SN BE LV AL
7o VRT3 1T DARRRIEEAE DFIE D I REMEN R S V72 2 & B E 2. RIS ERE I IAH
DEAEHI7R Y A7 L LTEBETRETHY . BRICHEERERAOFHICET OEED
., EREE AT 58] KO TiEm) OWAWET L CTHERIBILAITH> 2 & L,
(FF0 6 4 2 A 15 AT JBA I EE 3R 3 2o R R d@ A 323 0215 55 1 5)
[TVI.6.(4)] DIEZH]



(6) =34 -

9.6 LI
18R EOA MR O NAREBEOFRMELBE L, =IO ST 1L 2 RET
5T &, B FTHNPTA~OBATHHRE SN TVND,
(fiFER)
ECAER DS IR
(% Ty )
7 v AR R O A OF AW N RHAROEEEIZB T 23R I VT, 1 mg/kg/H
O H- CTHAVRERMIME 2RO Sz Z &b RO KA ORI
T 5 MEEME R 0.5 mg/kg/ H TH - 7=,

(7) INR%

9.7 IMNR%ZH

9.7.1 fRHAEREN, FrAal, L, 2RO IR Z %5 L U BN
=Y A UNQAVAIAN

9.7.2 HR#% O BBMEIZBNT, /NNEICHBITLE - R A, REET R
— VA, ZIHE CGETRD) OWEDRA AR TEZUWMEFEED H i
TW5, [8.1, 82, 9.1.4, 11.1.2-11.1.4 ]

9.7.3 WA CHEIMEI NI CTANAZET H/NEE (63 #) X% E LI-AH
(28 f51]) (2L D BIERZ2RHHET v R— R CBEET LD EE 2B
TWAH R, BiE, BEE~OREZRF LT LT T8 AL DK
BRI W T, WEE TR 2 RIS O DN, RELEEEED Z
A2 aTIZB L CLRF T ¥ AR A_ARFIRE CHRAHEICE B 7R
NRH BN, [8.1, 8.3, 11.1.3, 17.3 2]

(fEER)

9.7.1 AR OENEKHER CNE) 128\ T, 2~15 5D /M cﬁ?éi MEI T fERE
Sy, ARHARER, FrAaR, IR, 2 MR O RIZ BT 28RBS
WD EINERRTE L/f\_o

9.7.2 AAP5E (200749 H 26 H) LI 2018 4F 7 A 17 H £ COENEREFH L
BEEEXOINZLL NIRRT, B - RO 12O TE, BN KD & 58ERE
HER DI 2o TV D BMERBEEN DI VWREBET 5 & BIEE IS
<edlEZoND, [IVIL5.), TVIL6.(1)], IVI.8.(1)] DIEZRM]
& [ENERMHEL (200749 A 26 H~2013 47 A 17 H)

B - IREEHEA>

gl{EFA4 (MedDRA PT) 16 L E 16 & Rim

RS A 1 0

PRAEEHEA 1 1

PR GRS A 5 3

B AR 1 1
At 8 5




KARBHHET > R—2 2>

gl#EFA4 (MedDRA PT) 16 UL 16 EE ki
TV R—U R 1 1
REHET > F—3 A 7 17
BIRAENET v F—v 2 1 0
&Rt 9 18
L FEITRD >
E|#EA4% (MedDRA PT) 16 L E 16 & Kim
MEiE 1 1
FFER S 2 7
ZIHE 13 43
e 1
FEEN 20
RIR 5 1 2
At 39 62

<JHFC : 2023 4 10 A &GTHR (B ESGT) >

9.7.3 WM CHEM SIZ CTANAEET H/NLEE G & U7 F2385 IR IE B Malbi
DOFERICHESE, HEEMELRITH) 2 L L Lz, £7o. 18 EEAREAMEE)
KoY T11. BIWER | OMEZMHASME U Crtdidm Lz, [IVIL5.), MVI.8.(1)],
[V.3.(2)) DHEZM]

(8) G E -

9.8 BENE
9.8.1 AFIX., &L TEIBEI VPR EIND, EilpE TIEBHEENME T LT
WA Z ENZW, [16.6.4 ]

9.8.2 BHZHFIETHEEICIE, BRAICHET AR EHICHEETHZ L, [84
S ]

85

9.8.1 AANX, F& L TEIRE VHEEIN D2, —RICHEIE CIIAEPSIENME T L
TNWDHZENEL, BEELVETL WS EEZONDZ LD, BEDIREE
B LNSEEICRGTALERH D, [[VIL1.(3)] OHEEBH]

9.8.2 MVII.5.] @ [f#:) 8.4 LMD &,

7HEER

10.#8E1EH
ARFNONRFHIRI 54 5 E72TF 7 u—L P450 4> FllT CYP3A4 TH 5, [16.4 ]

(1) BtREZ L EDER :
BRE STV



(2) GtREE L EDER -

10.2 FAEE (FFRISEET S L)

A% HRAJEAR - HF T 1A BEFF - fabRIK
JIFAHImESR (CYP3A4) #3 | BRI T 72 RE A & I8 ST | 22 RE AN L 0 T A 58
TER & A3 % KAl P 258 3AA O M | (CYP3A4) 2SiFE S, B

Tx= kA WRENEATDZ L0305, [IZLVARFO M HHERE (ZHH

A S =
[16.7.1. 16.7.2 /4]

MFFIZLE~E TS 2,

Tx= kA FEFRIEAN O M PR S A | ARAID e RR SR A O R & PR
[16.7.1 ZH] HTEND D, THZENHD,
FRORR ] R FEICERN IR SN D 2 & | ARA KL OV L HRA O iR phR

SNV — VR R

NHD,

MHERIC X %,

% 1 R 7K % 5 L 25 4
TReH T I N

B RER AT 2%
s,

S HIEGEIN TN = Sl
TEHZAT %,

U A~ R FEFRERAN O M PR E MK T3 | ERREEAN D7 VT T AN B
[16.7.3 & R] HZENHD, B452nd5,
A RFLI v FERRERA O i PR E S S| ERREAIO 7 ) T T ARK

[16.7.4 /]

L. IMpERE FIER 2509 %
BEADRH D,

TToZends,

EA TN K
[16.7.5 ZF]

FEFLEEAID AUC 2K T L
MBERE RN E T 2 6%
%,

AN DT VT T ANk
B452nd5,

TINVTFY
[16.7.6 2]

FEFRERAN O M D A
L2 EBHDOT, BLEITIG

A TH D,

CORRZHRET 2 2 &
VFU L FEFEEEKOIMPEEN FH | #BFIIARHTH 5,
vaxiv TAEX O AUC MR N T [ BFIIAATH 5,

[16.7.8 Z ]

LILEBDHD,

bt Resaud7r R
[16.7.9 /]

AR O PREN ER D 2
ERHDHOT, REITIETT
AFOHBEEZRE S5 &,

FERLEEANT &0 AHI o0 i
PMETF L, s ER$
LEBERABND,

B2 1 RS Je FR R A O i TR FE MR [ ARANC L0 S S o G
TF=NTA T UA—| L, BROBIMEE AR ENE | (CYP3A4) M3 FLHAID
IV M OFBLENE KT A B |2 RtET 22 0nb 5,

[16.7.10 &) TNNnH D,

AT UA XY VY ARADOMFRENME T T B | EilaA NI VFEEIN

(St.John's Wort, > b - | Zhndh 5, 7210 (CYP3A4) 23K

a—r R U— ) GAEEN BN EMET D2 L1

Do

§:H

AEIDORBIZESTHELF YU O—L P450 FiE
E R CYPRIEZRI /Y —L (NFanUA VAR ZHWEHRETLD, RS

LREEIV RN DD, AHIDE MU

#5953 CYP 43 7Fflx CYP3A4 Th

L EHEEIND, 72, CYP1ALl, CYP2C8, CYP2C9 XU CYP2C19 (ZH W\ THbo

TR

TWbEEZLND,
o¥. B MFIZmY—AFlidt b CYP EHAI 7 vy — Az 0B ER
BRCix., A%l 100 pmol/L T CYP2B6 & ¥ CYP2A6 (2 %14 5 HLEEHBFRD b
D, EOMRFERIL 28% LN 18% LIKVMETH - 7=, F7o, AHl 200 pmol/L Tix

Y DERRDFBO N LD TS50 THE S AA ORI —HBE G L




CYP2D6-Val |2k} T B LEEHANED b=, ZOMERIT 33.1% Tho72, &5
(2R D 300 pmol/L & TF 900 pmol/L Tik CYP2C19 (x4 2 FLEMEH 3 FRD 5
N7, ZOHERIL 11% ML N 29% ThH - 7=, [[VIL.5.(2)] DIEEM]

FFREE %R (CYP3A4) FEERAEZHT HEH
INRZE RIS L LT 3B RE A T L 72 SRRSO RHE R SR B BB AT Tl 7 == b A
KON BEANIMA, CYPSAAEAFETHZ LR HMOLND T =/ N EH
— W ROTN I RrEdbbiElc 406, Dl b 1AIZFHL THWD/NETA
ABEEFHER], 2D 4 KDDL TANAIEOHZEIFH L T DN TANA
BEZIEFHEN & L CARF OB e A MG Lo, Z0RE%R, CYP3A4 %3R8
2 2D DHT AN ATED DD ARAN O I BB B A2 RIE T 2 L DR ST
. IR FEER 26T 2 A BRI EE DL &l LT,

TJz= b2 (NEANT—2) P

7 x=hA HH| (130~300mg % 1 H 2[AH L<1%360~480mg % 1 H 1[@]) T
RIR 25T T D EG CTAMMABE 12 FIICAH (100, 200, 400 mg # 1 H 2 [A])
EIEREG L& 2 A, REIO MR ITARK B 55 (400 mg % 1 H 2 [\])
LHEE L TA8%IE T L7z, 7 == FA idt MIBWT CYP3A #3842 = L 2V
HEINTNDE MY LER-T, 7= 2 EOFFAICE W AAID CYP3A4 1T X
HREDEES N, AR OMBETRENMETT 5B 615,
—J5. 12BIDEED I L 6 FIICBNTIEITZ == FA D AUC 2 25%FE FH- Lz,
7= b OMRGEHTIE CYP2C19 3G T D5 Z ERHESNTNDH I EMnD 5
AHIHN CYP2C19 ZFHE LR, 7 == b v OIMMEHRE 2 ER S8 72l gerEN
fegs b,

AUNTEEY (MEAT—5) 7
HN =B E HA] (300~800mg Z 1 H 3[A]) TIHEEEZZIT TWDHED TANA
B 12 BlIICAA] (100, 200, 400 mg % 1 H 2[A) ZEERGLIZEZ A, AFIO
i 35 TP RS I AH B % 5 (400 mg 2 1 H 2[8]) L E# LT 40%K F L7z, Hb
NeEBEUITE MIBWT CYP3A 72 5N CYP2C #7584 5 Z L vl S Tn
%558 LTeRNo T, WA EE L DI L D AFIDO CYP3A4 12 & HHN
R S iv, AFOMPFEFTRENMETTDEEL 6D, —FH, I EE L DERN
gl xt L AN EZ KF S o T,

hARINFIZE (NLEY—ILEEFERE)
AFNEPRAFRIEIER 243 2720, MHEIERNEBRI NS TREERE 2 5D
ZE Rk LT,

BB KBRIAER (7E22Y I3 FE)
AANIIFNRFEEDKERAEER 269 5720, 78 VT I REOMO REELKEE
FIHEAEHT DL, B - REEADPERINSCT S RDABEEREZ L ND Z &
X VFiHE L7,

JARY Ry ANBAT—4)

EFERAN 12 B2 AU R (2mg) ZH[EEG- LzE &, AH (50~100 mg %
1H2ME) offficky, VAU RroC,, MONAUC,_.1X. TNEH 29% K
23%IK T L7z, F7z. VAU RUTIHEA ST T D BHRMEREE & 5 W EH & K



PR RERE 255 e LT BEERRBRIZB T, R THIELZY AXY
R D Cpp KMOVAUC, 1, 12, ZNZEH 24% K DY 33% K T L7z,

ARERILETY (NBEAT—2)
fE A 25 Bl A R (500 mg 2 1 H 21[0) #KEHRE LZE &, KA
(100 mg # 1 H 2[E) OFFHICEY, A bAALIdC,,, & AUC,_, lZZhZh
18% M TN 26% I L, Anidoely 7 U7 7 A (CLF) X 20% (KT Lz, 723,
o (N EEE RIF X 200 72,

EAXT IRV ANEAT—%)
fEE A 26 Bllc A7 U ZY 2 (30 mg/H) HREHRSG Li-& &, A% (16~96
mgZ1H2[E) OFFIcEY, 47U 20D C,, 1T Lo T-08, AUC,-
w T 1% T L, CL/FIZ18%M L7, 7=, ©F 27U &Y v OIEHREY TH 5
AR (M-I @ Cy M OVAUC L, 1T E 60%IK T L, AKEREIAR (M-IV)
D Crue MONAUC, _, 1TZFNFTI13% KL DN 16%IE F LIz, —F, B4 7V X 3R
HOENENRBIZR B L KT S o Tz,

FEr)TFUY SHBEAT—%)
AN 18 HIiCT 2 FY 7T (25 mg/H) #NEREE Li-EL &, &K (25~100
mg#1H2FE) OffHicEy, 7I MV FFIU D C,,, KOAUC,,, 1. TNE
U 12% KON 13% 00 L 7=,

DF oL (HEAT—42)
fEE AN 126U F 7 A (300 mg % 1 H 3[0]) ZERS LZE &, A& (50~
100mg % 1 H 2R) OFHICEY, VFULOLE7 VT Z ARG VT 7
A1, ENEN 21 T% KN 15.6%EM L, UV F U LD AUC, 4 1T 12%KF L7z, —
. UTF UL TEREE T T D BEREEEE 32 1D Y F 7 LD AUC,-,, 1%, 1K
FEOARA] (200 mg/ H) OOFHTIXEEZ T 20> 703, EHAEOAH] (600 mg/H)
OFEHIZ LY 26%H L 7=,

odxor (HNEAT—%)
fEE R AN B 126l TF 2 (0.6 mg) ZH[EEE L& &, A (100 mg %
1H2E) offficky, Y% 00 C,, MO AUC, . 1ZZNZEH 16% K% N 12%
KR L7, L LR Dty Lt [TIFEGITED LR o T,

ErR ROFT7OR (MEAT—2)
fEFRA 24 plice FrZnuF 7Y R (26 mg/H) ZKERS L&, KK (64
~96mg % 1 H 21[E) OFHIZED . KAID C e HKOVAUC, -y, 1T, AHIHIME 51
(96 mg # 1 H 2[a]) &L CTENEI 27% L O 29% M L7z, —J, AFliZe K
nranuF7 Y ROERNEIEIZEELY RIFX ot

BOBEE (TFZILIR I OF—ILE) (HNEAT—5) P
fEE R A& 60 Bl /v F ATy (I1mg/H) RO F =LA T P4 —)b
(0.035 mg/H) EAA (25, 50 XN 100mg # 1 H 2[A) ZOFHLZHE, /L=
FRTFR KRR F VT A ST DF— O MEREEICEITERD SR> T,
—Ji. VT aEERAl (8375~1250 mg & 1 A 2 [8]) TIHEEZZ T THD TANAK
MREFE12HIC /v TFATr Yy (1 mg/lH) A= F =LA KNT VF—



b (0.035 mg/H) ZEHKG Lz & &, AHl (100, 200, 400 mg # 1 H 2[E]) &
PFIC LY, BANZ V2 F 2T v OERNBIRBICEEZ RIES o Ty, =F =
WA NT VA =D AUC,_,, 1F 18~30%{K T L 7=,

<JEFL : 2023 4 10 A GETHR (B E%GETD) >

RABHESRE (ZF =V X T U4 — %) EOFHICL Y | NEM R OB
MEERT DBENNH D Z 0D, TERKRER - #EHE] 1B L, HEERE AT
Iz e LT, £, MAIOEASEK D -0 THEF - fGRINF) % icd@i i Lz,
A4 39F XYYy (Stohn'sWort, E> b - S3—2 X -TJ—h) EHER
A IUF XY Y UIZL 0 FEINTAHEESE (CYP3A4) DAKI O A (e
HAEREMENEZ NS Z & LV Rd Lz,

L [ARAIOAR S AER O R] - EE, A R ET~— L LT 1A S0mg % 1 B 1[RX |
LI 1A 2 EORNBS THET S, Lk, BRI oM & Tl L, MERRL LT AR
| 200~400 mg % 2 [EICAFEIR OB G5, Ak, FRIC K0 BEERNT 225, 1 AR&R G
L 600 mg £TLT 5, 5

8.El1E M

1. 8I¥ER
ROBFWERBH oML ZEBHLDT, BEEL THITITV, BESRD NS E
(IR G 2T 57 EE R A E AT O 2 &,

(1) EXGEMER & HER

1.1 EX%GEIMER

11.1.1 #RMHFAERBARNER TZICHE S BEER LAY
WO ORWERET ., IRFSEOERA S Db HalciE, #5%2F1k
LB Z1TH 2 &, ok, &E5 1 v ALRIZH S biLd Z & A
%2\, [8.5, 9.1.1 &/]

11.1.2 & - RB#ER (2.3%)
LR, EEREOERR S Db Ha1ciE, 52 F1kd 57k L
WEIRILE 21T D 2 &, [9.1.4, 9.7.2 B ]

11.1.3 REHET7 S F—2 R (1.8%)
WA, AR, SRS OERA D S bz Aalcik, 85 eI
L7 CHU B EITO 2, b, Y. BRECRIRFEOER D H &
OIS AITINEIDG U CERBA A VREOMEEITY Z &, [8.1,
9.1.2, 9.7.2, 9.7.3 ZH]

11.14 ZFHERUVZNIZESEE (0.3%)
WD, KR EFEOERRS bbb He1E, &52F1E15
7R )R AE AT H Z &, [8.2, 9.7.2 B]




(#RER)

1111 SRMARBARNIER KT S BMSEE LR

KGRI & Tl 320 L 72 BN EG R RER Tlaak A, /N & Sz sE 13720 o 7223,
WAMZ B W T IR ICPAZERARRNES I RE S LTS Z & kb, CCDS
(Company Core Data Sheet ; {¥TEET — X — k) 2B EFIR#H LT,
foc e 1t P ZE R A RN B A £ © BT HEBERE O BT Tk, S OR2MRIKT
ORI 72 EAHBL L, 2SO RAROFRECEE &, IRERAT D2 8
N5, IREHET R CITTE., &aliRAE. IRoFm GHR) . IRE EABHAD
., BICHIENZEO bNH566H D, MIMIBWT, 2 b ORER B AHA
BeHBME% 1 » AUNIZRELT D Z %<, TORBUIRANTZT Tlid7Ze<
INRINS G ST D Z &b, RAERG FIXBEZ 012470, E
2 CCIRBHURAE 21T\, £\ 0 02 IK T, IR ORER S I L
oA, ARl 2w LEO)ZRIE 21T 5 2 LA TH 5, [IVIL5. ), (VL
6.(1)] DIEBM]
(FEHLHE )

AFNL, HEEERICBWT AR T S FEICEBT S 2L 7 7~ — M
WEALT WL, ANECT I REICBWTIE, —@MEIrd & OPHZER
AFENFRIZB T A HF5E RN WA SN TR . ZOREER & L TALR
Y7 X FEICKHT 2B # L TV D EB X BT D 060
ARFNT & 2 o3 PAZERE A ok N B D BELME K OVIERSFFIC DWW T | i
OFERIMEN D, ALK T I FEE R NG LD EB8 LTz
SCHK 626 b b D08, FIEMITIIARITH D,
CIEB DEEFTIRDLD

[E NG BER CIER AN, /MR &SI TPHZER AR ) 23881 L7 EEI
IRty PAZEMARRNBEICREE T 2 FIREME D & D IEIR & L TR Tl
TARJR ) 23 303 il 4 i (1.3%) . MEIRARE | 28 361 (1.0%). [Hi%
FRAEE ) 28 361 (1.0%) IO Bz, ZbOFEEEIL, FEED TR
Wl O1BIEERE, WTRLBETH 7=, NNEICBWTIIRICET 28
TER ORBUTRD Sip-o Tz,
(% . BABEIZOWT)

FEABE & IR RN EEEZ ST 2HEE T, BREO EFZ2M4 Z 0% <
LTV CRIEAEOHENELZ R T2 L0835 D, NI, IR
Lo THANAEINFERRHEIMEE SN DR, IREN EH-7 2 PHZERM
RN & A PAZEIT R WS AR 2 B T B KK R O £ 2T
FAET DRI T 5 B K B O 72 D IZIRIEAS 57972 BR kbl £4 ok
WEEIZ K Z < I,

Ho b b ALNDHBBARANKIL, BFOBRE R LICEEN R~ I
HITT %, —F., PHEBARNEILEKMEARNEIZ N2 S 132 008
FEORWERRTH 208, IRIENGE EH LR OZB 7 K T & ORI 72 43
ZERHBLT 272D BEARANT ITRF IR, PAEMA AR CTIL,
JERNBLN T D BHIIERE L s RAn kb s BZ NN b 572D xf
ISR B EET S,

67—



11.1.2

11.1.3

T - REHER (2.3%)
WEIMZ 1T 2 B R B R O E NIRRT T8 - R A Al EIh T
WAHZ ELYEE LT,
RO, IEERS OIERD H L b, ARlOREERIET S L
WHE R AUENLETH 5,
D IRFEEBIKEEE L ER & OO, b BFRIETOBE~OBE X, A
MR ST < 2R D AEBRBRE 2BV T Al REER & 2 T D EE N LE T
bbb, EEMEAOY A7 BROZ DTS K OmME AR STV D 89
[MVIL6.(1))., TVIL6.(7)] DIEER]
(FEBET)
TRH VT R EOREBKBEELESRCBWNT, 7= BRIEO R T HE
ME O &R pH O ERAZBI &SR T2 LICE VA OB ERT &
DA N5 Z D, AFILIFO BN KEEEMEERZHA L TEBY
DR N E 2 b b,
CIREB DEEFTIRDLD
EINEEAR AR CIE T8 - JREEFEA ) 235 T 303 il 8 il (2.6%). /N
T86HIH 14 (1.2%) IR BT,
REHET7S F—2 X (1.8%)
WS B T 2 BRI S k OCE NIRRT T v K= 2 ) 3#ss
SNTWHZ ELVEEHE LT,
ARG HITBLE & 50TV, R, 7. BN IR, REEAR, SRS
DIER D H N BHEITIE. HEIZS U TEKREA 4 EELHED L.
AFNEWREIIPILT 272 U RAELZIT) ZENPMETH DL, £,
TV R—=VADRREFOBRFTCIRIE 22T TV HEE T, MINMICER
WA A RENEDTOBZENDRH LT, FRICEENPLETHD, KD
WASCETIE, 7Y F—Y AOHRRE R DIRETIHFEE LT, BYER, &
ORISR, CTANABERKRIE, TH, 7 b BRESUIRE QA 2
L Eh b,
2B, JBEFOEDORRIZEB W T HHBLT D R[N H H 03, W X FVERE
THRBT D, o, RANCL D EREEA AV RERDIL, Z<ITBRENS T
SR (RAOHA 1 H 100 mg & 5L L, NEDOEA 1 B 6 mgkg $i5-TF
%] 4 mEqg/L OY) THDHMN, BEREA A EEN 10 mEq/L LLT (GE%E
i ; 24+2 mEqg/L) (272> 72 b#@d &b, [IVIL5.), TVIL6.(1)), TVI.
6.(7)) DIESM]
R BT
w7 = EDIET =AU X x o THEREHET U F—U 2 (1[BIERERMET
N a— T ANRTRUREE T, LT OB RER A A L IRERD) 12O
TlE. KA T 2 REBKEERLEERIC LD BliglcBWCERE A 4
VIRRKRONASZETHEBTHEEZEZILND,
CREBI DO EEFEIRDL)
ENEERRER T MUEHE T > F—3 & 2355 A T 303 #ilH 6 61 (2.0%) .
/NRT 86 HIH 161 (1.2%) IZFEH BT,
68—



11.1.4 ZFERVZENIZESEE (0.3%)

MM B W CTHRZICABEIEZ LB L Lz TZIFEGETD) ) s S

TEBY., ERBEERABRTOHRESNTWAZ e Ly, L7, [[VIL5., [V

6.(7)] DIEBH]

AN G-I B &+ ATV, W{@Lﬂu%%LTW(RFT%Tgé

TR, TR RIR BRSO REL L2 GA I, IERORREIC

N Kﬁ%ﬁ%iti¢t?é&kﬁﬂﬁk%%ﬁo:&ﬁ%%?%éo

B, HOED UKD EMIET D L TIERDEMIND ATREER S 5,

(FE BT

AKANL, in vitro IZRB T B ONVER BRI KEE SR 12 %) L CRIRAY 2 BHLE
ERZRTZERMBNTNS 2V, —FH, B hOx=Z7 U AFIRIZE T,
I AR OV R R BRI K EE R DFET D 2 EBRH LN E o TERY O KAl
Db OREMKEERLEER S, TAEKRZET 2 EEREZ DD,

CREBI DO EEFE IR
ENEERRBR CIX THFAE ] 2SR AT 141 (0.7%) 12, TRFHRZ ) A3/
1161 (12.8%) (2. [ZiHE)] 23/0E 13 61 (15.1%) (2. [EVRIE] 23/
B4 (1.2%) bz, b0 o b TEHE] & LTl sSnk
1BNE, @EVEEW, HEEREMEH E LTHESNTZZ D, TZER
OZRUTHE D @B OBEEORIL (389 i 161, 0.3%) & LTW\W5b, 7
B, FICET 2EWERIZ, [ZotoRIER] OREOEIZE 3T )
il L CHEBMLE 21T > T\ 5,

<BEC : 2018 4 5 HGTRE (B £&GET) >
BIVER O3 BARBUZ DWW T, KGR & RN T £ TIchE o= HR
b U7= G S, i iR DS LB LR o T2,



(2) ZDHDEERA

1.2 ZD D EIER
10%LL 1 5~10%ATii 0.1~5%AJii BAEAH]
BEIR (30.8%) | LUV, BH|SE6BEE . R, SN, M5 S $5EL,
HEW, BRI, LB | BTRY. RIR, RBEIKT. 28 EEAE,
¥ B KT DR, R, WY BERE. R| A
ﬁa?&m R, FWHA - TAMABE R
R BRAEAER, [oAR, PHkEE, KR
B EekRe, BEEEGE . W dRiES) R
WL ZEh, Sk, RapbEE
JES . B, (RS, TR, mErk, EEL| S5 O
AP, AN, Bk, wANERE | wE TR
2R W 7% 5y W
%, f#
gk
i v e R FUZURY RER, b7 w7 (R
W AR S oL 27—, @
N
ran | 0707 ERm
. Jma—J
FhU T L)
L
iR B, SRR, s, BT, &
B, ARk S, R
B B% mE B oW vovl )= Ut IBAAE
. |[ASTALT,
TGP AP,
LDH @ &)
M ER Ay S . B ERED . B 7 e b e
o /I | I EREE N NAE
B,
HH 1.
T M - % PRUCHERSVE, MR, JRERAPE, MR
PR 2% PRAY BN, PRACEE
?}Efgnn H@%\ 'L‘%E&ﬁ\ j@j‘l\é'f&[ﬁlﬂ__{\ @]'Ié ?/%HJT?\ [ﬁl
b JE B
I 2 R TR Nk, s
] TR B, B, RIgR, 2. 2F& iE
e Hig, FEHET
o AT, POERR. DUMGERER, et
PR ARREE LA
NGRS 1B FE, CK L&, Wi, ZE, ng|EE 1k
ZOfh | (21.3%) B, DU, RN Bk &
R

(##E5R)

ZOMOBIEMIL, KGR £ TIZFEM L 72 iR A K OV T OENBRIRERER (389 )i 3
WTHHL LZRIERI R OY, WEANIAT SCRIC SV CRER L 72,

<BEC : 2018 4F 5 HETHE (B FokET) >

BIER ORBARBLUIZ OV T, AR L HRAEHRK T G o -ERE ik Lz
FEE. T ICIEEME N LB AR E I R o T,




EHEANEEARREERVERREERE &
OEMERRRES—& : KBEFE TOERKAER
KRR TOENOERKABRIZEK T 2RITEHRBIRRIIU TO LB,

HER A INR &5t
& 4 FF A AE 151 £ 303 86 389
BIEFARIRAEGIH (REE) 228 (75.2%) 66 (76.7%) 294 (75.6%)
BIERAHREH 1063 139 1202

v = FEIRHH FIRE
A - BIfERS A IR &t (%)

MAES LV VNRREE
S=iiil 7 — 7 1.8
H R E 1 — 1 0.3
SRBE 1 — 1 0.3
M/ )NR HSE 1 — 1 0.3
IR AES
WISMIGHE 1 — 1 0.3
Lo f HE 1. 1 — 1 0.3
Eules 2 — 2 0.5
HoEEET Oy — 1 1 0.3
LEE VRIS 1 — 1 0.3
AT X=X R A MEERE 1 — 1 0.3
EB S UREES
G M 1 — 1 0.3
T 1 — 1 0.3
ERT ) 1 — 1 0.3
TR e o 1 — 1 0.3
NER R/ 1 — 1 0.3
Hng 5 — 5 1.3
(TR 6D F 0 — 1 1 0.3
WEMET 1 — 1 0.3
ARfEE
AR o> J 5 & 6 — 6 1.5
AR 57 2 — 2 0.5
AR i e At 1 — 1 0.3
H PR 1 — 1 0.3
A 18 — 18 4.6
AR 4 — 4 1.0
AR iz 45 1 — 1 0.3
TRHE 53 MR T 1 — 1 0.3
A 2 — 2 0.5
JEHUE 2 — 2 0.5
L PR 3 — 3 0.8
AR 5 FENE 1 — 1 0.3




P R FIRER

7 - BlfER A IR & (%)
7 IR B e 1 — 1 0.3
AR e 2 5 1 — 1 0.3
BREE
EREA 3 — 3 0.8
il-2hi) 15 — 15 3.9
AER 2 — 2 0.5
{5 10 1 11 2.8
T 9 — 9 2.3
172 1 — 1 0.3
HRY -7 1 — 1 0.3
% 2 — 2 0.5
BB A PRk 1 — 1 0.3
P H I 1 — 1 0.3
By P 2 — 2 0.5
EES 1 — 1 0.3
TR 11 1 12 3.1
RN 2 — 2 0.5
Mg - 6 — 6 1.5
F DS SRR 4 — 4 1.0
£ 5EES L UREFFTHRE
0 i 6 — 6 1.5
o 5 — 5 1.3
957 2 — 2 0.5
Ek 3 — 3 0.8
RO HLON 2 — 2 0.5
18 TR 29 3 32 8.2
el 1 — 1 0.3
A M 4 — 4 1.0
FEEN 1 1.8
FFREEREE
RHAS A 1 — 1 0.3
JIRA i 3 — 3 0.8
B e S 1 — 1 0.3
REIE S K UFERE
A B IR 1 — 1 0.3
DS — 1 1 0.3
BE. FEH L UVLEESHHE
K 1 — 1 0.3
T 1 — 1 0.3
FEHIT 1 — 1 0.3
P 1 — 1 0.3
e 1 — 1 0.3




P R FIRE

7% - BlfFRA A IR a3t (%)
i AR 15 1 — 1 0.3
ENFE — 1 1 0.3
ERRRE
TI=UT R R TUAT 2T — BN 4 - 4 1.0
TNT I a7 1 — 1 0.3
T e TN 5 — 5 1.3
TANRTGXUET I T AT =7 —BHIN 4 — 4 1.0
1fn. R R R AR R 19 26 45 11.6
7 v — R 1 — 1 0.3
2 o — L 2 — 2 0.5
i 27 & — N 22 2 24 6.2
M= v 27 o — LN 4 — 4 1.0
M7 L7 F iR ARF T —BHN 7 — 7 1.8
1 H LR A K SR T SR A 2 — 2 0.5
it P pLIEE A SE SR HE 0 3 — 3 0.8
MR 1 — 1 0.3
M~ U D A 3 — 3 0.8
M ~Y 7 Uk y R 8 — 8 2.1
1fnHBR SR N 1 — 1 0.3
1 H PR P YR 2 — 2 0.5
1fnH BRI — 1 1 0.3
C — RO B0 1 — 1 0.3
B R A B 1 — 1 0.3
M7 V7 F R ARFF— B 2 — 2 0.5
DV 1 — 1 0.3
DB ST #4y b5- 1 — 1 0.3
Y= NVEINV T AT =T =B 24 1 25 6.4
SR T RO 1 — 1 0.3
~v h7 Uy MR 5 — 5 1.3
& pH b5 1 — 1 0.3
LIIRANY el % 6 — 6 1.5
R H A 3 — 3 0.8
TR A 3 — 3 0.8
TR i AT S 3 — 3 0.8
IRTEE D 75 8 83 21.3
RIS 1 — 1 0.3
o i R 13 — 13 3.3
i BRI 3 — 3 0.8
LAY b 16 — 16 4.1
PRUCHE B 14 — 14 3.6
AU B 2 — 2 0.5
I MR R Sy 2N 1 — 1 0.3




= FIHE FIRE

7% - BlfFRA A IR a3t (%)
L BARER E 5 ) 2 — 2 0.5
AFPRER & 4y SN 6 — 6 1.5
I R ERE 5 ) 6 — 6 1.5
I R ERE 43 2N 3 — 3 0.8
LR NER R 1 — 1 0.3
LEsQEpa RSyl 2 — 2 0.5
U L RERE Sy =R 4 — 4 1.0
U o ERE 3 28N 2 — 2 0.5
SR A i B 7 — 7 1.8
SRR B 5 — 5 1.3
RFa ey s —5 8 5 — 5 1.3
SR N — 2 2 0.5
TSR AR 13 2 15 3.9
IR - — 1 1 0.3
M7 A Y RAT 7 % —BHI 14 — 14 3.6
PRUCHE #5 — 1 1 0.3
R#ELURERE
iV 1 — 1 0.3
Eh U 7 AfAE 2 — 2 0.5
1K v 7 S LE 3 — 3 0.8
K27 v — g 1 — 1 0.3
KAV o A ffE 3 — 3 0.8
KF MU U A SE 1 — 1 0.3
REHET v F— A 6 1 7 1.8
P/ 3 — 3 0.8
PR 1 — 1 0.3
BN BIES 2 12 14 3.6
HERRB L UEEHARBIES
BA Hive 2 — 2 0.5
RG] 2 — 2 0.5
BA Hfi e 1 — 1 0.3
i R 1 — 1 0.3
B HLRRNE 1 — 1 0.3
VU fie g 6 — 6 1.5
SR ISR IS 1 — 1 0.3
ok 2 — 2 0.5
A7 B R B 1 — 1 0.3
MEIRR P 1 — 1 0.3
B - BB S UHATHOFHEY (BERSLURY—TED)
RRTE B £ 1 — 1 0.3
TV 1 — 1 0.3




55 - BIHERIS : FIHE _ FIRE
mA | MR | & (%)
I REE
= — 1 1 0.3
JFENE 4 — 4 1.0
TEE) S 1 — 1 0.3
TR HE S 3 — 3 0.8
EHER 52 HEAE — 1 1 0.3
Toh ARE ) L 1 — 1 0.3
Bk L ~LDIET 1 — 1 0.3
R bR E 1 — 1 0.3
TFEWED F 44 1 45 11.6
RAEPESD F 11 — 11 2.8
M REREE 3 — 3 0.8
S 2 — 2 0.5
T PR 1 — 1 0.3
A b=— 1 — 1 0.3
TAD N 2 1 3 0.8
IN—=F 0V T 11 — 11 2.8
SER 25 1 26 6.7
AT BRI 1 — 1 0.3
PRI 1 — 1 0.3
SR 2 — 2 2 0.5
il R0 it 4 — 4 1.0
B IRAK T — 1 1 0.3
Rl SIS 29 — 29 7.5
SR RIS 1 — 1 0.3
I IR 2 — 2 0.5
FE AR RE R 9 — 9 2.3
TR A AR 1 — 1 0.3
Kigtk=a —m Ry — 1 — 1 0.3
AR 4 — 4 1.0
BERLTE 1 — 1 0.3
SRR PR 2 — 2 0.5
TR 90 28 118 30.3
SRR E 8 — 8 2.1
T A ATEFRIREE — 2 2 0.5
< HIFET Hiln 1 — 1 0.3
PRH 5 — 5 1.3
FHR R E 7 — 7 1.8
ST 2 — 2 0.5
FAEEE — 1 1 0.3
TEHEE
Tk 1 1 2 0.5




748 - BIER4A - ERHR . ERE
B INR &t (%)
HERAE L R BIE R 32 — 32 8.2
NS 5 — 5 1.3
SRS 1 — 1 0.3
IREMPERT 1 — 1 0.3
=R 2 — 2 0.5
B 4 — 4 1.0
oo 6 — 6 1.5
9 O 7 - 7 1.8
T REEHT D D D 1 — 1 0.3
NS 1 — 1 0.3
T W B 1 — 1 0.3
ZI5 6 — 6 1.5
LIk 1 — 1 0.3
DRE 1 — 1 0.3
(g 1 — 1 0.3
EapEvN S 3 — 3 0.8
B ARE 1 — 1 0.3
ANRAE 10 — 10 2.6
Sy 15 — 15 3.9
R N 5 2 — 2 0.5
PP 1 — 1 0.3
RO R R 7 — 7 1.8
mEE 1 — 1 0.3
g3 M R 1 — 1 0.3
FLIESERA 1 — 1 0.3
PEZAn 2 — 2 0.5
NG 1 — 1 0.3
B R AE X 1 — 1 0.3
BB 2 — 2 0.5
R e 4 — 4 1.0
H{E1TE) 2 — 2 0.5
AR T 1 — 1 0.3
JEIE N2 1 1 2 0.5
TZIEE 1 — 1 0.3
T A A FERIE 1 — 1 0.3
T B 3 — 3 0.8
R IR 1 3 4 1.0
Tk i 1 — 1 0.3
Fe e 1 — 1 0.3
BEH L UREES
i aiRT] 1 — 1 0.3
IREREA 1 — 1 0.3




P R FIRE

7 - BlfER A IR & (%)
SREEAE A 3 — 3 0.8
i pR 2 — 2 0.5
K 1 — 1 0.3
JREEE 1 — 1 0.3
R e 5 1 6 1.5
BER 1 — 1 0.3
JRIAE — 1 1 0.3
HERB L UVIEES
A R EEE — 2 0.5
AFRHI A # — 2 0.5
SE%E A % — 1 0.3
MERER. BERES & UHEFEREE
(T3S 1 — 1 0.3
AR 3 — 3 0.8
AR 1 — 1 0.3
I PR 2 — 2 0.5
BIGES) 1 — 1 0.3
1PN SR A R 1 — 1 0.3
DS 1 — 1 0.3
T LIV — P 1 — 1 0.3
KRES LUK THMBEE
R 1 — 1 0.3
WiBAE 2 — 2 0.5
HETFIE 2 — 2 0.5
7 NP 1 — 1 0.3
B IR 1 — 1 0.3
TS — 11 11 2.8
iz 4 — 4 1.0
FTBE 1 — 1 0.3
ZATIE — 13 13 3.3
B2 2 1 3 0.8
% EhE 1 — 1 0.3
O 1 — 1 0.3
BT 1 — 1 0.3
Z 9 FEIE 1 — 1 0.3
SIS 1 — 1 0.3
iz B — 1 1 0.3
mEEE
JEE ST PR AR LT 4 — 4 1.0
EREGIRS 2 — 2 0.5
R R A2 — 1 0.3
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QEMERRIRES —F : FERAMEHAE

AFEFFIZ EAMERE &5

DK DRE s

e iibn k= 303 3743 4046
BIERRRIEAN (RRF) Wﬁ%%) @§£&> <$§£@
BIERARREHK 1134 1610 2744
BlERZEDEHRRREG (HFE) E (%)

BIfFAZOIR REFZ | HARMAZ -

DK D RE =
BPFEL L UFERE 2 (0.66) 5 (0.13) 7 (0.17)
A PR 1 (0.33) 1 (0.02)
25/ 1 (0.03) 1 (0.02)
k  BRRYLE UM 1 (0.03) 1 (0.02)
ko AR 1 (0.03) 1 (0.02)
kil 1 (0.03) 1 (0.02)
S 1 (0.33) 1 (0.02)
k PRESE 1 (0.03) 1 (0.02)
o e A B 1 (0.33) 2 (0.05) 3 (0.07)
kA 1 (0.03) 1 (0.02)
*  ECEEE 1 (0.33) 1 (0.02)
*  EEm 1 (0.03) 1 (0.02)
kT U AN AR ERE 1 (0.03) 1 (0.02)
MES &V VNREE (0.66) 13 (0.35) 15 (0.37)
2 ifi. (0.66) 8 (0.21) 10 (0.25)
T BRI i 1 (0.03) 1 (0.02)
*  BRRZ MM 1 (0.03) 1 (0.02)
i BRI E 2 (0.05) 2 (0.05)
fif R S 1 (0.03) 1 (0.02)
REREE 1 (0.33) 1 (0.02)
*  FEIET LLF— 1 (0.33) 1 (0.02)
R#BLURERE 46 (15.18) | 175 (4.68) 221 (5.46)
k0 Bk 1 (0.33) 1 (0.03) 2 (0.05)
E7 e =T ME 1 (0.03) 1 (0.02)
2 v — )V IUE 9 (0.24) 9 (0.22)
Ea L 27 m— U E 2 (0.05) 2 (0.05)
&N U T A e 2 (0.05) 2 (0.05)
&V ERR IMAE 1 (0.03) 1 (0.02)
&MY 7YY RigE 2 (0.05) 2 (0.05)
KT 7 2 v e 1 (0.03) 1 (0.02)
A L7 I fE 1 (0.33) 1 (0.02)
&7 v — LI fE 1 (0.33) 1 (0.03) 2 (0.05)
AR ifn A (0.03) 1 (0.02)
AV 7 AffE 5 (0.13) 5 (0.12)




BlIfERFDES

BIfEAFEDEERRREL(H2) £ (%)

RERRFZ

e

DK DR aat
KT~ U T A ffE 2 (0.66) (0.08) 5 (0.12)
REMET & F—3 2 6 (1.98) 0.13) 1 (0.27)
IREH AR B (0.03) 1 (0.02)
R 1 (0.33) 1 (0.02)
N BT S i 1 (0.03) 1 (0.02)
BN Bl 1 (0.03) 1 (0.02)
BBRIEE 36 (11.88) | 151 (4.03) 187 (4.62)
FEHEE 57 (18.81) | 131 (3.50) 188 (4.65)
ik 20 (0.53) 20 (0.49)
) (0.66) 2 (0.05) 4 (0.10)
NS (1.65) 2 (0.05) 7 (0.17)
IR (0.33) 6 (0.16) 7 (0.17)
Hr i [ 1 (0.03) 1 (0.02)
B 1 (0.03) 1 (0.02)
) 1 (0.03) 1 (0.02)
=18 3 (0.99) 3 (0.08) 6 (0.15)
o >Ry 6 (1.98) 2 (0.05) 8 (0.20)
RS 8 (2.64) 17 (0.45) 25 (0.62)
TR EHT D D O 1 (0.33) 1 (0.02)
fiR e e 1 (0.03) 1 (0.02)
N 1 (0.33) 3 (0.08) 4 (0.10)
BEakE 1 (0.03) 1 (0.02)
St 1 (0.03) 1 (0.02)
ES SV 1 (0.33) 1 (0.02)
LI 4 (1.32) 8 (0.21) 12 (0.30)
) 2 (0.66) 5 (0.13) 7 (0.17)
LI (0.03) 1 (0.02)
DYRIE 1 (0.33) 1 (0.02)
R 1 (0.33) 1 (0.02)
RS 3 (0.99) 1 (0.03) 4 (0.10)
RS0 1 (0.03) 1 (0.02)
AR B 1 (0.33) 1 (0.03) 2 (0.05)
ANRAE 11 (3.63) 14 (0.37) 25 (0.62)
WEOHEITS 2 (0.05) 2 (0.05)
Sy (0.99) 15 (0.40) 18 (0.44)
RS T (0.66) (0.05)
B (0.08) 0.07)
K[k 11 (3.63) 0.19) 18 (0.44)
FhARIE 1 (0.33) (0.02)
e 1 (0.33) 2 (0.05) 0.07)
I PE R 2 (0.66) (0.05)




BlEAZEDEHAFRIREG (HFH) E (%)

EIfFRFOEE AR ERRERAE ot

DK D REt =
RO SRR 1 (0.33) - 1 (0.02)
SARE 1 (0.33) 1 (0.03) 2 (0.05)
e ZAE 3 (0.99) 1 (0.03) 4 (0.10)
R F U T 4 [EE 1 (0.33) 1 (0.02)
Az 1 (0.03) 1 (0.02)
FEEOZ LS 1 (0.03) 1 (0.02)
HHHEEDRS 2 (0.66) 7 (0.19) 9 (0.22)
el 1 (0.03) 1 (0.02)
e L 1 (0.03) 1 (0.02)
R IRE R 1 (0.03) 1 (0.02)
MFE 2 (0.05) 2 (0.05)
BERE 1 (0.03) 1 (0.02)
EEER 1 (0.33) 1 (0.02)
EE 2 (0.66) 1 (0.03) 3 (0.07)
F v 1 (0.03) 1 (0.02)
CRLT ] 4 (1.32) 4 (0.1 8 (0.20)
FEEE R E 1 (0.03) 1 (0.02)
EIORSYIEEIN 2 (0.05) 2 (0.05)
TG AR E 3 (0.99) 4 (0.1 7 (0.17)
REZ R E 1 (0.33) 1 (0.02)
THARA S - 1 (0.03) 1 (0.02)
T AD AR 1 (0.33) 1 (0.02)
i 3 (0.99) 1 (0.03) 4 (0.10)
*  BEITH 1 (0.33) 3 (0.08) 4 (0.10)
k FEAER 1 (0.33) 1 (0.02)
kISR 1 (0.33) 1 (0.02)
kR IERE 1 (0.33) 1 (0.02)
HSATH) 2 (0.66) 2 (0.05) 4 (0.10)
JEEL [ - 2 (0.05) 2 (0.05)
I REE 155 (51.16) | 424 (11.833) | 579 (14.31)
THDT - 1 (0.03) 1 (0.02)
AR AR R - 1 (0.03) 1 (0.02)
= 4 (1.32) 5 (0.13) 9 (0.22)
B 4 (1.32) 4 (0.10)
SATHE - 1 (0.03) 1 (0.02)
T B A 1 (0.33) 5 (0.13) 6 (0.15)
TEEE R 3 (0.99) 19 (0.51) 22 (0.54)
{oh R F 1 (0.33) 1 (0.02)
PRAE - 1 (0.03) 1 (0.02)
B~ Lok - 1 (0.03) 1 (0.02)
B LOEKT 1 (0.33) 1 (0.02)




BIfEAFEDEERRREL(H2) £ (%)

EIfFRFOEE AR ERRERAE ot
DK D REt =
T b E 1 (0.33) 3 (0.08) 4 (0.10)
FEED E 0 50 (16.50) 51 (1.36) 101 (2.50)
RO F 9 (2,97 9 (0.22)
LrEn 1 (0.03) 1 (0.02)
SR 1 (0.03) 1 (0.02)
HiEREE 11 (3.63) 5 (0.13) 16 (0.40)
R S 3 (0.99) 2 (0.05) 5 (0.12)
CAXRYT 3 (0.08) 3 (0.07)
bR 1 (0.33) 2 (0.05) 3 (0.07)
A =T 1 (0.33) 1 (0.03) 2 (0.05)
jithd 1 (0.03) 1 (0.02)
TADA 2 (0.66) 2 (0.05)
BRI KB E 1 (0.03) 1 (0.02)
Gt 24 (7.92) 37 (0.99) 61 (1.51)
Ay R 1 (0.33) 1 (0.02)
P RInLE 1 (0.33) 1 (0.02)
i % 1 (0.03) 1 (0.02)
R ARE 2 (0.05) 2 (0.05)
i R AR TUAE 1 (0.33) 1 (0.03) 2 (0.05)
AL SRR 29 (9.57) 28 (0.75) 57 (1.41)
SRR 1 (0.33) 1 (0.02)
HI R T 2 (0.66) 1 (0.03) 3 (0.07)
ENR 1 (0.33) 1 (0.02)
Al 3 (0.99) 1 (0.03) 4 (0.10)
TR e 10 (3.30) 15 (0.40) 25 (0.62)
Jv 9EE 1 (0.03) 1 (0.02)
R AT $73 1 (0.33) 1 (0.02)
K= 2 —nm T — 1 (0.33) 1 (0.02)
K= 2 —nm 5 — 1 (0.03) 1 (0.02)
R4 4 (1.32) 4 (0.10)
SEE 1 (0.33) 1 (0.02)
JHRIHL 1 (0.33) 1 (0.02)
By 5 (1.65) 5 (0.12)
R P 2 (0.66) 2 (0.05) 4 (0.10)
fBER 91 (30.03) | 249 (6.65) 340 (8.40)
DR 13 (0.35) 13 (0.32)
T AnA BRI 6 (0.16) 6 (0.15)
< B IR H i 1 (0.33) 1 (0.02)
ERARIETETY 1 (0.33) 1 (0.03) 2 (0.05)
PR 6 (1.98) 5 (0.13) 11 (0.27)
BRI R E 7 (2.31) 1 (0.03) 8 (0.20)




BMEREDREERNRBTENEE) £ (%)
EIfFRFOEE AR ERRERAE ot
DK D REt =

Al i 2 (0.66) 1 (0.03) 3 (0.07)
G - 1 (0.03) 1 (0.02)
R - 2 (0.05) 2 (0.05)
PRI 1 (0.33) 1 (0.02)
SrEkEE - 5 (0.13) 5 (0.12)
IREE 35 (11.55) 13 (0.35) 48 (1.19)
MR o> 55 & 2 (0.66) 1 (0.03) 3 (0.07)
RS 57 3 (0.99) 1 (0.03) 4 (0.10)

MR g g 1 (0.33) - 1 (0.02)
kR 1 (0.33) 1 (0.02)
A 18 (5.94) 2 (0.05) 20 (0.49)
ARIm 4 (1.32) 2 (0.05) 6 (0.15)
IR WM 1 (0.33) 1 (0.02)

MR 7 1fn. 1 (0.33) 1 (0.02)
& 2 (0.66) 2 (0.05)
ST 2 (0.66) 2 (0.05)
T 2 (0.66) 2 (0.05)
F 5 (1.65) 5 (0.12)
[Evaian - 1 (0.03) 1 (0.02)
vl - 5 (0.13) 5 (0.12)
kRO 1 (0.33) 1 (0.02)
ko SR - 1 (0.03) 1 (0.02)
% RZE D IEE 1 (0.33) 1 (0.02)
*  [IRME - 1 (0.03) 1 (0.02)
il AR B B e 1 (0.33) 1 (0.02)

MR pea 1 (0.33) 1 (0.02)
EB L UREES 10 (3.30) 3 (0.08) 13 (0.32)
HERE - 1 (0.03) 1 (0.02)
JEE I R 1 (0.33) 1 (0.02)

* I 1 (0.33) 1 (0.02)
*  HIR 2 (0.66) 2 (0.05)
*  BETERETE 1 (0.33) 1 (0.02)
* R - 1 (0.03) 1 (0.02)
H 5 (1.65) 1 (0.03) 6 (0.15)
JEKT 1 (0.33) 1 (0.02)

H AR 1 (0.33) 1 (0.02)
SRS 6 (1.98) 10 (0.27) 16 (0.40)
DARAE - 1 (0.03) 1 (0.02)
SIS 1 (0.33) 1 (0.02)
AT I, 1 (0.33) 1 (0.02)
EfES 2 (0.66) 7 (0.19) 9 (0.22)




BMEREDREERNRBTENEE) £ (%)
BlfEASOER RKEME | EARERE ot
DK D REt =

TRPESERR - 1 (0.03) 1 (0.02)
HER - 1 (0.03) 1 (0.02)
D PE IS 1 (0.33) 1 (0.02)
AT e R—=H e R T A NEAGERE 1 (0.33) 1 (0.02)
mEEE 7 (2.31) 1 (0.03) 8 (0.20)
FEL N AR i 4 (1.32) 4 (0.10)
ERiGR 2 (0.66) 2 (0.05)
ko UREBERR dARE 1 (0.33) 1 (0.02)
x  1ETY - 1 (0.03) 1 (0.02)
FERER. BIZRES & HEFRIES 12 (3.96) 9 (0.24) 21 (0.52)
Mty . 1 (0.33) 1 (0.03) 2 (0.05)
BEEE 0K 1 (0.33) 1 (0.02)
MK 3 (0.99) 3 (0.07)
H 7 I 1 (0.33) 1 (0.02)
=% ] e 2 (0.66) 3 (0.08) 5 (0.12)
B B 1 (0.33) 1 (0.02)
T UL — P g 1 (0.33) 1 (0.02)
S 1 (0.33) 1 (0.02)
WE RN - 2 (0.05) 2 (0.05)
M S - 2 (0.05) 2 (0.05)
R RS S AT - 1 (0.03) 1 (0.02)
1 e R S A T 2 (0.66) 2 (0.05)
BlaEE 44 (14.52) 84 (2.24) 128 (3.16)
HE AN R 3 (0.99) 6 (0.16) 9 (0.22)
AT 3 (0.99) 1 (0.03) 4 (0.10)
25 5 (1.65) 6 (0.16) 1 (0.27)
TREE 2 (0.66) 1 (0.03) 3 (0.07)
- REE 10 (3.30) 2 (0.05) 12 (0.30)
WER R Z 1 (0.03) 1 (0.02)
B/ 3 (0.99) 1 (0.03) 4 (0.10)
TEPEE % 2 (0.66) - 2 (0.05)
{50 10 (3.30) 8 (0.21) 18 (0.44)
fEEn - 1 (0.03) 1 (0.02)
TR 10 (3.30) 13 (0.35) 23 (0.57)
+ R - 1 (0.03) 1 (0.02)
e N bR TE - 1 (0.03) 1 (0.02)
5 9& 1 (0.33) 1 (0.02)
o Ak - 1 (0.03) 1 (0.02)
e - 1 (0.03) 1 (0.02)
HRY—F 1 (0.33) 1 (0.02)
BhRi-v) - 2 (0.05) 2 (0.05)




BMEREDREERNRBTENEE) £ (%)
EIfFRFOEE AR ERRERAE ot
DK D REt =

EES - 1 (0.03) 1 (0.02)
B A HH 1. 1 (0.33) 1 (0.02)
e A - 1 (0.03) 1 (0.02)
A LA 2 (0.66) 1 (0.03) 3 (0.07)
L 1 (0.33) 1 (0.02)
ko I fEHEE - 1 (0.03) 1 (0.02)
kR 1 (0.33) 1 (0.02)
¥ ALUDR - 1 (0.03) 1 (0.02)
ko BB RE R 1 (0.33) 1 (0.02)
HEL 11 (3.63) 27 (0.72) 38 (0.94)
ViLHEE £ 5 (0.13) 5 (0.12)
M 2 (0.05) 2 (0.05)
Mg - 6 (1.98) 5 (0.13) 11 (0.27)
VL K T 1 (0.03) 1 (0.02)
# o 1 (0.33) - 1 (0.02)
BRIV K VS 5 (1.65) 3 (0.08) 8 (0.20)
H DS - 1 (0.03) 1 (0.02)
FRRERES 5 (1.65) 31 (0.83) 36 (0.89)
MR REA 1 (0.33) - 1 (0.02)
JRATiE 3 (0.99) - 3 (0.07)
iR TR 1 (0.33) 25 (0.67) 26 (0.64)
T - 1 (0.03) 1 (0.02)
Ji B - 5 (0.13) 5 (0.12)
JRFER Y —F 1 (0.33) - 1 (0.02)
EEHLUE THEBES 20 (6.60) 71 (1.90) 91 (2.25)
B 1 (0.33) 1 (0.02)
Jid A 2 (0.66) 1 (0.03) 3 (0.07)
BETRE 1 (0.03) 1 (0.02)
K 1 (0.33) 1 (0.03) 2 (0.05)
T LI —PER 5% 1 (0.03) 1 (0.02)
7 N g 1 (0.33) 1 (0.02)
Pz - 9 (0.24) 9 (0.22)
2 e R 1 (0.33) 1 (0.02)
1% 4 (1.32) 5 (0.13) 9 (0.22)
FLBE 1 (0.33) 2 (0.05) 3 (0.07)
ZIHBE 1 (0.03) 1 (0.02)
ZAITIE 1 (0.03) 1 (0.02)
eSS 1 (0.33) 1 (0.03) 2 (0.05)
ZIE 4 (1.32) 27 (0.72) 31 (0.77)
H BT - 1 (0.03) 1 (0.02)
N FEE 1 (0.33) 1 (0.02)




BIfEAFEDEERRREL(H2) £ (%)

BIfEAS O RKEME | EARERE ot
DK D REt =
BT 1 (0.33) - 1 (0.02)
% ) FEIE 2 (0.66) 2 (0.05) 4 (0.10)
W% 2 (0.66) 14 (0.37) 16 (0.40)
RN 1 (0.03) 1 (0.02)
B2 T I 1 (0.33) 1 (0.02)
TR 4 (0.1 4 (0.10)
RIS 1 (0.33) 1 (0.03) 2 (0.05)
BERRS L UHEEHBES 13 (4.29) 9 (0.24) 22 (0.54)
R 2 (0.66) 2 (0.05)
I 3 (0.99) 1 (0.03) 4 (0.10)
R B e (0.33) 1 (0.02)
EE 1 (0.03) 1 (0.02)
IR 2 (0.66) 1 (0.03) 3 (0.07)
(NER ] 2 (0.66) 2 (0.05)
i ARG 2 (0.05) 2 (0.05)
FEHR 1 (0.33) 1 (0.02)
B HLERIE 1 (0.33) 1 (0.02)
DY HE 6 (1.98) 6 (0.15)
IS 1 (0.33) 1 (0.02)
BN HEE 1 (0.03) 1 (0.02)
i ER AR 2 (0.05) 2 (0.05)
(IXEg ST 2 (0.66) 1 (0.03) 3 (0.07)
HE T Bl i 1 (0.33) 1 (0.02)
BEHLUVRBES 16 (5.28) 22 (0.59) 38 (0.94)
5 Pt 1 (0.33) 1 (0.02)
IREREA 1 (0.33) 1 (0.02)
JREEREA 3 (0.99) (0.08) 6 (0.15)
JE R (0.05) 2 (0.05)
iR 2 (0.66) (0.05) 4 (0.10)
KB E 1 (0.33) 1 (0.02)
Ik 1 (0.03) 1 (0.02)
PRI G 1 (0.33) 1 (0.02)
W 6 (1.98) 6 (0.15)
RIFBEIR 2 (0.05) 2 (0.05)
BER 2 (0.66) 2 (0.05) 4 (0.10)
REAR 1 (0.03) 1 (0.02)
B b 2 (0.05) 2 (0.05)
R I EE 6 (0.16) 6 (0.15)
JREA 1 (0.03) 1 (0.02)
W HE AR R 2 (0.05) 2 (0.05)




BIfEAFEDEERRREL(H2) £ (%)

EIfFRFOEE AR ERRERAE ot
DK D REt =
FiR. EES S URAEHDKE : 1 (0.03) 1 (0.02)
k0 YnE 1 (0.03) 1 (0.02)
EERBLVIEES 4 (1.32) 4 (0.11) 8 (0.20)
R 1 (0.03) 1 (0.02)
H IR E 2 (0.66) 2 (0.05)
*  JLHRHE 1 (0.33) 1 (0.02)
AHLRIA % 3 (0.99) 1 (0.03) 4 (0.10)
*  RIIARS 1 (0.03) 1 (0.02)
*  FLEANENR 1 (0.03) 1 (0.02)
—h% - 2HEE S K VRG L OIKEE 57 (18.81) | 119 (3.18) 176 (4.35)
Filybn 5 (1.65) 8 (0.21) 13 (0.32)
Ja s A R 3 (0.99) 2 (0.05) 0.12)
iR 2 (0.66) 2 (0.05) (0.10)
IR 1 (0.03) (0.02)
N (4 29 (0.77) 29 (0.72)
THEMEIR T 1 (0.33) 11 (0.29) 12 (0.30)
kR 1 (0.03) 1 (0.02)
A 2 (0.66) 1 (0.03) 3 (0.07)
*  FEMIEEARH 3 (0.08) 3 (0.07)
SR HAEA 2 (0.05) 2 (0.05)
77 2 (0.66) 2 (0.05) 4 (0.10)
B 3 (0.99) 5 (0.13) 8 (0.20)
7N 1 (0.33) 1 (0.02)
BRK 3 (0.99) 2 (0.05) 5 (0.12)
TR E 11 (3.63) 7 (0.19) 18 (0.44)
SEL 1 (0.03) 1 (0.02)
* KRR 1 (0.03) 1 (0.02)
DB 2 (0.66) 2 (0.05)
(SR 31 (10.23) 23 (0.61) 54 (1.33)
TRAE 1 (0.33) (0.02)
A I 3 (0.99) 0.07)
* KTH 2 (0.66) (0.05)
FEEL 7 (2.31) 17 (0.45) 24 (0.59)
NEE 3 (0.08) 3 (0.07)
* ZERBE 1 (0.03) 1 (0.02)
(mF7=) 3 (0.99) 1 (0.03) 4 (0.10)
FAIENR 1 (0.33) 1 (0.02)
ERPRIEE 147 (48.51) | 273 (7.29) 420 (10.38)
TI=rTI ) NI AT =T — PN 4 (1.32) 16 (0.43) 20 (0.49)
ko TATIv e TuT Y 1 (0.33) 1 (0.02)
T =T R 6 (1.98) 6 (0.15)




BIfEAFEDEERRREL(H2) £ (%)

EIfFRFOEE AR ERMERE ot
DK D REt =
TARGEUET I ) T AT =T —BHN 4 (1.32) 11 (0.29) 15 (0.37)
M7 7 3 1 (0.03) 1 (0.02)
i, 7R P A 19 (6.27) 5 (0.13) 24 (0.59)
Ifi HR R N 2 (0.05) 2 (0.05)
i v KigD 2 (0.66) 1 (0.03) 0.07)
M7 a— LB (0.33) (0.02)
i 7 v — L 2 (0.66) 1 (0.03) 3 (0.07)
e 27 v — L 22 (7.26) 12 (0.32) 34 (0.84)
A = 25 m— LA 4 (1.32) 6 (0.16) 10 (0.25)
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kMY LT F R ARF PR 1 (0.04) 1 (0.04)
7 L7 F ok AR —E N 7 (2.31) 4 (0.17) 11 (0.41)
% s LT F= U8 1 (0.04) 1 (0.04)
ko MR R RN 1 (0.04) 1 (0.04)
ko g AP ELERI K SRR SR D (0.66) 2 (0.07)
1 LR 7K SR ISR (0.99) 7 (0.30) 10 (0.37)
* iR p HIKF 3 (0.13) 3 (0.1D
i p HAK T 3 (0.13) 3 (0.11)
A U 7 Ajgb 3 (0.99) 2 (0.08) 5 (0.19)
i U 2N 2 (0.66) 1 (0.04) 3 (0.11)
DA 1 (0.33) 1 (0.04)
M kY v A 3 (0.99) 3 (0.13) 6 (0.22)
s kY 7YY REm 8 (2.64) 5 (0.21) 13 (0.49)
kI RSERCD 1 (0.04) 1 (0.04)
ko IR IRSEREMN 1 (0.33) 7 (0.30) 8 (0.30)
kIR ERRD 2 (0.66) 2 (0.07)
ko IR REEEEN 1 (0.04) 1 (0.04)
AR 5 1 (0.04) 1 (0.04)
*  C—BUGTEE RN 1 (0.33) 1 (0.04)
IR A R 1 (0.33) 1 (0.04)
M ER 5 53 SR S 1 (0.04) 1 (0.04)
ko SRR 1 (0.04) 1 (0.04)
IPNCEARE S 1 (0.33) 1 (0.04)
DB S TESY B 1 (0.33) 1 (0.04)
LT R A 0 8 (0.34) 8 (0.30)
Y= NEINENT AT 2T — BN 24 (7.92) 54 (2.28) 78 (2.92)
*  JRPT RO 1 (0.33) 1 (0.04)
ko R TR oBETE 1 (0.33) 1 (0.04) 2 (0.07)
~< b7 Uy ME 5 (1.65) 5 (0.21) 10 (0.37)
%k ~< b2 Uy R 2 (0.08) 2 (0.07)
PR H I (2.31) 1 (0.04) 8 (0.30)
~NE T 0 E R (1.98) 4 (0.17) 10 (0.37)
% RJE RS 1 (0.04) 1 (0.04)
BAERECH N 1 (0.04) 1 (0.04)
I ERER A 1 (0.04) 1 (0.04)
%  JRpHLEH 1 (0.33) 1 (0.04)
[/ INRE A (2.31) 10 (0.42) 17 (0.64)
R B (0.99) 7 (0.30) 10 (0.37)




BElF AEDEEMNRBES (HE) X (%)

ERARAEAE -

= *i = Q
SRR A L el T
D RE

AR IMEREQR D 5 (1.65) 4 (0.17) 0.34)
[EWALT & e 3 (0,99 0.11)

TR By AL L 3 (0.99) (0.11)
{RERD 79 (26.07) | 112 (4.74) 191 (7.16)

TR EHN 1 (0.33) 4 (0.17) 5 (0.19)

1 BRER 14 (4.62) 21 (0.89) 35 (1.31)

F i ER A N 3 (0.99) 0.21) 8 (0.30)

A Y b 16 (5.28) (0.08) 18 (0.67)
DRV BB 14 (4.62) 14 (0.52)
Y 8 2 (0.66) (0.04) 3 (0.1D

kI NREEEN 1 (0.33) 2 (0.08) 3 (0.11)
IR ER 4y SN 1 (0.33) 1 (0.04)
BB ER 1 5 SR8 2 (0.66) 2 (0.07)
TR ER T 7 SR HE N 6 (1.98) 4 (0.17) 10 (0.37)

T HRER O SRR 6 (1.98) (0.04) 7 (0.26)

I FRERE 43 250 3 (0,99 3 (0.1D
HAER 1 53 ) 1 (0.33) 1 (0.04)
HAER E 4y N 2 (0.66) 2 (0.07

U L RERE S SRR 4 (1.32) 4 (0.15)

U v SERE S SN 2 (0.66) 2 (0.07
IR B 5 (1.65) 1 (0.04) 6 (0.22)

ko BURE AR M 2 (0.66) 2 (0.08) 4 (0.15)
PO A AR 0 1 (3.63) 1 (0.04) 12 (0.45)

ko BRI 1 (0.04) 1 (0.04)
MFT LAY HRART 7 2 —EHN 14 (4.62) 25 (1.06) 39 (1.46)
ISR b5 3 (0.13) 3 (0.1D
DR 1 (0.33) 1 (0.04)
kM LT F R RRF S-S 2 (0.66) 2 (0.07
R ey s —a N 5 (1.65) 5 (0.19)
BE. PEB I UVLE S BHE 5 (1.65) 2 (0.08) 7 (0.26)
*  RBETE (0.04) 1 (0.04)
kBT 1 (0.33) 1 (0.04)
*  TEYT 1 (0.33) 1 (0.04)
*  BghHR 1 (0.33) 1 (0.04)
* R 1 (0.33) 1 (0.04)
kA5 1 (0.33) 1 (0.04)
kMG 1 (0.04) 1 (0.04)
*  JEERRG 1 (0.33) 1 (0.04)
* B ENE 1 (0.04) 1 (0.04)

BIVER A 22\ CiE MedDRA/J version 18.0 ) L CTHEEF L 7=,

* 0 MEM EOERE) 2o FHITE 2WEITER




@EERARRESN—& - RECRARERE (MNREMRELE-BERARERE (RAKA
[CREY 5EHE))

HEIE (5 FARLIE
RREZ ;J_‘_JE I RABEA a5t
DR IZE9 55RE)
D RE
R4 4 FFAE AE 151 £ 86 313 399
BIFAFORREAR (RRE) (76.6764%) (28?493%) (381.22%)
BEERZEDRBEH 139 120 259
L T {5 FA AR R
BREOES RERL R SEERS a3t
Rt
BEEE S K UFERE 1 (1.16) 2 (0.64) 3 (0.75)
EES - 1 (0.32) 1 (0.25)
C O 510 - 1 (0.32) 1 (0.25)
*  WHEAR 1 (1.16) 1 (0.25)
REBLURERE 13 (15.12) 18 (5.75) 31 (7.77)
&7 e = T ME - 1 (0.32) 1 (0.25)
RFPET > R— 2 1 (1.16) 2 (0.64) 3 (0.75)
ETIVH YRR T 7 A —PIE - 1 (0.32) 1 (0.25)
BAEE 12 (13.95) 14 (4.47) 26 (6.52)
FHES 5 (5.81) 11 (3.51) 16 (4.01)
ko PR 2 (0.64) 2 (0.50)
ik 1 (1.16) 3 (0.96) 4 (1.00)
T 1 (0.32) 1 (0.25)
5 e 2 (0.64) 2 (0.50)
b e 1 (0.32) 1 (0.25)
*  PPERIE 1 (0.32) 1 (0.25)
BAE R E 1 (1.16) 1 (0.32) 2 (0.50)
*  FEAER 3 (3.49) 3 (0.75)
HIRRESE 32 (37.21) 38 (12.14) 70 (17.54)
s 1 (1.16) 1 (0.25)
HEEEE 1 (0.32) 1 (0.25)
FEIED F 0 1 (1.16) 3 (0.96) 4 (1.00)
DAXFRIT 1 (0.32) 1 (0.25)
TAIA 1 (1.16) 2 (0.64) 3 (0.75)
SER 1 (1.16) 1 (0.25)
TEENE % 2 (2.33) 2 (0.64) 4 (1.00)
*  WEBIRIKT 1 (1.16) 1 (0.25)
R R R - 1 (0.32) 1 (0.25)
fBEHR 28 (32.56) 29 (9.27) 57 (14.29)
Thh VERDIRAE 2 (2.33) 1 (0.32) 3 (0.75)




L R {5 FA AR
BIERE DS ARhL | R EUERC s
it
Tk - 1 (0.32) 1 (0.25)
RanpEE 1 (1.16) 1 (0.25)
FERRAE 1 (0.32) 1 (0.25)
RSN RS AE 1 (1.16) 1 (0.32) 2 (0.50)
EB L URKES 1 (1.16) 1 (0.32) 2 (0.50)
L 8 1 (0.32) 1 (0.25)
[EILRETSEIA 1 (1.16) 1 (0.25)
DEEE 1 (1.16) 1 (0.32) 2 (0.50)
HoERET Ty 1 (1.16) 1 (0.25)
IR 1 (0.32) 1 (0.25)
mERES 1 (0.32) 1 (0.25)
ETY 1 (0.32) 1 (0.25)
BRalEE 2 (2.33) 3 (0.96) 5 (1.25)
5 1 (1.16) 1 (0.32) 2 (0.50)
T 2 (0.64) 2 (0.50)
NE (N =3 1 (0.32) 1 (0.25)
L 1 (1.16) 1 (0.25)
FFREE RIEE - 1 (0.32) 1 (0.25)
JHHERE B 5 - 1 (0.32) 1 (0.25)
EEH L UETHEES 24 (27.91) 16 (5.11) 40 (10.03)
ZITE 13 (15.12) 12 (3.83) 25 (6.27)
S 1 (1.16) 1 (0.25)
TR 11 (12.79) 5 (1.60) 16 (4.01)
iz SO 1 (116 1 (0.25)
BHLURKEE 2 (2.33) 2 (0.64) 4 (1.00)
JREERS A - 1 (0.32) 1 (0.25)
i pR - 1 (0.32) 1 (0.25)
O E 1 (116 1 (0.25)
PRI 1 (1.16) 1 (0.25)
—fig - 2EEES L UBREHLOIKE 4 (4.65) 9 (2.89) 13 (3.26)
HET)E 2 (0.64) 2 (0.50)
IHEMEAL T 1 (0.32) 1 (0.25)
oY=y 3 (3.49) 1 (0.32) 4 (1.00)
FEEN 1 (1.16) 4 (1.28) 5 (1.25)
PRI R i P 1 (0.32) 1 (0.25)
EERRE 33 (38.37) 10 (3.19) 43 (10.78)
i H EE R R s 26 (30.23) - 26 (6.52)
A2 m— v n 2 (2.33) - 2 (0.50)
1fn R 8 0 1 (116 - 1 (0.25)
RIR L5 1 (1.16) 1 (0.32) 2 (0.50)
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L 5 E {5 FA RUHE A
BIERE DS ARhL | R EUERC s
it
Y= NEINRNTG U RT 2 TP 1 (1.16) - 1 (0.25)
IRE D 8 (9.30) 8 (2.56) 16 (4.01)
PR Y o HN 2 (2.33) 2 (0.50)
PR A 2 1 0 2 (2.33) 2 (0.50)
PRUCHE S H 1 (1.16) 1 (0.25)
JIT A RE IR A L - - 1 (0.32) 1 (0.25)
BE. PESIVNESHE 1 (1.16) 1 (0.25)
EArPE 1 (1.16) 1 (0.25)

BIVEA 4 22\ Cid MedDRA/J version 20.1 i L THEEF L 7=,
* o M EoEE] Mo THITE 22V EIER

EREER AHHE EEERVFHOEESERINOEMERARREE
OfEAERE

IWEE 472 8,905 il 5 . 162 5l Gk AR SMER] 137 Bl 22 4 R Al AN RESE 51 18 4l

ARFNAA GHE G e OFI W RSMER& 8 5] (E#HV)) ZBRIN LTz 8,743 B 22 M:fR

Mgt Shiz,

LRV EL KT TERR 7L LT, Fln (Bl 1; 0~16 3%AM . 16~65 kA .

65 kL b, AR 2 5 0~16 AT, 16 kL b, AEHN 3 5 0~65 A, 65 kLl k), BIE

B (ERFAE) . MR RME, BEAEIE, ImBUERE. B0HE, A0HE (BREA). S0MHE

CKsthiR ) . PRI CANAIRR, PERATIICADARE (IR~ o=k A v, 7
B AL, VoI R, IARCF L 7 aFERA) | FITADAERDSOPERZE (f

M) ROFEFEE B (R) 220 T, BHEARBEICHEEENRO bz, £7o. Rl
nEwEARTLE ONR, @, WiEk, BHREREE L. IR E L) 1 JUE S

AUTZIER] X 0 fhiH &, ”W%%ﬁi’ov?@ﬁﬂﬁbhto
- FH A 1 DORIERREBEIL, 0~16 AR 23.1% (228/989 #) . 16~65 A
29.7% (723/2,431 f5) . 65 kLA I 18.4% (56/305 f3]) Td Y . 16~65 Al TOHI
VEFFEBLRDMBAEE L0 @SB DS 2 S U748, ARSI 0 BIVE I 8 Bk~ D B8 | 3 R B
Tho7T,

R 2 RO 3 I2 WL, MNEROE RS OHEZ SO E,

- FAER (BOARME) - AENOBMEHBBLRIL, 1) 33.9% (65/192 ), £
26.6% (943/3,551 f5) Toh Vv, M| FECORNWERIBEREN [ BEX D @A
B O, BRVERRITRI G O 3AE T BRI BIEL AT 2BEN L EEN
TWDZEMEEL TWDAREMENE 2 bz,

- BEIFMBIE - BIEARBRIL, piEE CANAERE T23.8% (219/919 ) & HAL
<, HBRIFETADAEF D 30.6% (38/124 ) Ml bmno7ody, HREHETANAR
FHCRWERBHRRNE > RKIFRHTH - 72,

- BEERE : AERORBIERIH R, 4] 25.4% (675/2,661 f51) . A 30.7% (306/996
) THH., AEETBDOLNZHDOFBERICKE RBENNIALNR -7,
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- BEUEARE A ENORIERFELERIT, 1) 25.8% (870/3,372 f51) . [ 1 38.0% (84/221
B) Thoto, WEIRSFERORIWER T, FKER I OR PRSI Rl
JERE T BEOBE TORBEN 4.1% (91221 41)) THY | 1) BED 1.7% (59/3,372
B) ROEED 1.9% (71/3,743 i) & HA_TEWEBA RSN, L, REB X
OB MRS CRIERRBBERENEVMEAICH 2 D1 THEZ ) KON 52 © 1.4% (3
PR1221 ) THY | WBUEARE L VD BEEFRORENE X L,
- BHHE  HERORIWEREERT, 4] 24.6% (341/1,386 %), 4] 28.4% (664/2,342
) THY., AEEATIRD LN DORBERICKERBENILA N> T,
- BHHE (BREB)  iPIC oV TIR, BEREREBREOHEE SR O,
- BOHE FBMER) - AENoOREHZRISRIT, 1) 26.1% (863/3,306 ), [f ]
33.6% (142/422 f5]) TH YV, AEEITED LI H O DORBRITK X 7258 WNTA B
TR o T,
- HHARTADLAE  FENORIENREBLRIT, M) 16.1% (15/93 fil). A |
27.2% (993/3,650 #il) Tod v . F] FECTRHWEHABIE G oTo, AFNIIMOHT
IDPAIREPF L CTHRT 2L 2> TRY, AAILSADOF TANAENEEL T
WD RREMENE 2 bivlz, AT TANAIIZEB N THHDOZ W 10 FH D 5 5 6 HAl
(IR, TJoz=hAfr, ZaxWL V=B IF, IXFo surt
AA):owTﬁT%ﬁm@%nt%@@%ﬁ$ ICREREN IR o7, £
. BEEOPLTAMNAEZNH L TODIEFINZ N ENE L TV D ATEEMER S 2
f‘oﬂto
- MTADNAEUSNDOGAE (H-R) : AEORIERRBHERT, 11 23.8% (500/2,103
). TH) 31.0% (506/1,634 f5l) TH Y . I BECTREIEHBB RN &S WER A AL
nNie, T8 BOFNEHEEETHBENL N EENREEL CWDLAEENRH 5
N, FERE R TH T,
- REIFRESEH (B) : BWEARBEEIT, 11~90 H 52.9% (387/731 i), 191~180
HJ 20.5% (611/2,983 #3) T, 11~90 H] HEOREIWERFI RN @M T, BIERAFE
BLU7ZBR T, iED—o2 & L TARAIE G 2 Ik UK 2720, BIEHBS R L2
FEFNZ BN T, FERIICAFIE G BEBREL ol b D B 2 bz,
< INR R EVERRIT R RIAER] & LT 989 BIAMNEE Xz, /N (16 s OREIVEH %
BRI 23.1% (228/989 f5l) TH V. 16 Ll Lo BEITH T 5 BEIEH 3 H =R
28.5% (779/2,736 i) &bk L CHEENRO bV, ERENEMIZ, HEIR (69 1),
BAEGR (46 1), REED (26 1) KOZIHE (231F) Thotz, 16 %L EOE
FHE L AR TZIHEICBEET 2 RIEH ORBBEDNEVMEIANIZ S o 7228, BEICEH Eo
EEICBOWTHEEMRE LT\,
- BENE | LM SIER & LT 305 BISINE Sz, il (65 Ll L) ORIE
M BT 18.4% (56/305 f5l) Toh Y . FEFEH (65 mA) O RIEH BB FR
27.8% (951/3,420 f5l) &bl U CHEBEZENRD bz, mlnd CRIVERILEN K
SRR E LT, MO FRERNEEL TS AMREMENE 2 by, FEiIA
HTHD, EREIFEHIZ, BEIR (19 7F) . BAGEEE (9 1F). ZEED v, HEER
RO RFEMN (% TH) HEThoT,
< BEEENR - Mk (1,749 01)) OO B, HHIEL TWAHEE (841) @ 241 (25.0%) IZEIVE
RARFEO BT, Wi, 415, SRELOWE (% 114) Tholz, DRKOEE
—102—



FED 1 FIIERE, BIRHIEEE Th o7, REAROK 1 IHMERIIIARA 2 fik LiEe
PITHR L TEY | EFHEICTHERICEFIIRD 6N THRNT Enb, KAIR
I DR, IRIRRESCO M ~DRBII ol B2 b5, WED 1HIZON
TIE, AAE ORFEERZ T 2 EHRNZ L W TE 0D, AFl-CaryR)E 14 %
BT H L ARIREO RS E X v, WENAE U B ORIFIEEIE L T\,

- BHEEESRE LM SIEN & LT 63 BININE SN, BIfEARERIL
15.9% (10/63 ffl) ThH YV, BHEAEZHI L T RWEEIZH T 2 EIEHRE B R
27.1% (995/3,665 ) & Ll L CHBEZNRD DTz, BHSRERE B CRIMEHRBL
PR o T JRENI AR TH 503, BHERERE B ORERIED 63 il & D72 & 2ve
BLTWDLAREMENREZ bivlc, EREWEMIZ. IR (34F) . M/ EEd (2 1)
ThHoT,

- PRl EEE - LM S s LT 316 BINIE SN, BIMEMAEHEEIT
26.6% (84/316 ffl) TH YV . WHEAEEZ GO L TWARWEEZIZH T 2RIMEHIEIE
27.0% (921/3,412 ) L L THEEITRD Lo, ERRIEM I, B
(201F), Y= NVEZ IV T AT =T BN (10 1), BABOE (9 ). KREMR
o8 ). wEMED W (TH) ThoTz,

OfREFEAKERE (REERICET HE) ¥

ARFAAILE R EH A OBEIEFID 9 B 6 » H 2 X TARFIOE G2 ke L T IEF] 4 x5

E LT, WEESNTE 2477 Bl 6, 113 il (i ElAg 22 A MEBRSL 86 il #BlZ2 IR N 5-

72U 17 B, LZAeMEEHEARE 8 il (A EHFROAEAMR TR TER]) %) &Rk

L7z 2,364 BN EMfRIT XIS & ST,

(ff R AR I 2 DV T, TVIL 8. (2) @REIERFSBUER]—% « i HEGERR A DA S )

LRVEIC AL R TE R L LT, Flr 1 (0~16 mARlil, 16~65 mAlii. 65 kL

B, il 3 (0~65 A, 65 kLl k). MmEAIE (F) . FAER G sE) . BEFERE.

WHEERE ., S0PE. G0HE (BREE) . fFHITCTALASERE, JHHTLTANAI ()

NR=BE Y, Tx= b A2, ZuanPFh HARRF ) FLCTANAEKLS O FEH S

(BFHD) ROAEFEE RS () 1250 T, BHERRBIRICEFEZENBO b, b

DOREHERIT, AFEE 6 » AR o BEE 2RI RIEHFEBER ORGSR (68 H B

) LHE L TREAREMITRO SN hoTz, £ho, Bt mit BT 548 UNR, &

. ihpEly, EWREREE B, ITHREREE B 1 XUIUE S AVER X 0 Hhi i, BIE

RHBLERIZOW TR T T, BGETE CIEA BT D h o 7o HE

(48) . PEHPTTADASERIE L O SR DX 2B E L TV A AAIER G B (H)

ORI e B T AF IOV TORFHERIZLLFTO®EY Th 5,

- FERHEARS (&) : BIMEF B ELRIT. 0~5 45T 23.4% (180/770 41]) . 6~10 4T 23.2% (74/319
#). 11~20 4T 25.5% (121/475 ). 21~30 4T 30.9% (97/314 f5]) . 31 LI L
T 32.7% (917278 ) TH Y . MM EVEF TRIMEAZBEELED @V ME 23578
bivlc, BREIRE () DEWEZIZEIHER EOBEBERNHEZ 2 2 & 3 #HEll S
HZ el KL OREMEN B TlE o T,

- BERIMTADAERIE : BIEARELERIL, 0 AT 11.1% (3/27 1) . 1 AT 21.8% (116/533
) . 2 HIT 23.3% (160/687 ) , 3 KT 28.8% (183/635 Hi) | 4 HILL_ET 29.9% (144/482
) THY . T TADPAERIE N L O EE TRIEHIEEERNEVVEN RO bh
oo PITADAEEEHHER LTSI 1 AOAORIER 280 13 2 & xR #EE72
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BEbbh . ERHENPLOEE CORERRBBICIZI IO IFHIT TANAENEE L
TWAAEEME L E 2 DN, FEIT A ThH -7,

- REIZESBH (B) : BWEHARHERIL, 181~270 H T 39.9% (71/178 #i). 271~360
HT 24.2% (521/2,153 f3)) TV, F5 BEDFEE TIIRIEHIE BRI @V ME
WD BTz, BIERADREL LZBRIL, LEDO—2 L U TR 2 o ik X3RS
L7 BWERRFEEL LIZERNZ BV T, ERICAKIR G BN E RolobD &
EZz o,

< INR 2 EVERRIT RER] & LT 653 BIAINE Sz, /NE (16 moR) ISR D E
TERF BRI 28.0% (150/653 f5]) THh -7, 16 WLl LD EE 1T D EIMEHIE R
26.7% (454/1,703 f5l) L L CHEZEEIRO SN otz, ERFEIERIZ, HEIR
(42 1), BEEEE (26 1F), ZIHER MEEBD (% 201F) Tholz, 16l LD
B L AR TZIHEICBEE T 2BAEH ORBER G WERICSH > 7228, BEICHEH Lo
HEREIZBWTHERESE LT\ 5,

- BEE ¢ LM RIBYES L LT 162 I Sz, il (65 kLL ) (2dsiT
LEIERREBHRIL 17.3% (28/162 ) TH V., FEElmE (65 mAlm) ORIWEHARHEE
26.3% (576/2,194 f5]) & H# L CTHEZENRO bz, mlinE CRITER IR NI
STERKE LT, o0 FBERNBEEL TODAHEMENRE X bz, FElIER
HThH-o7z, FEREWERIEZ, IR (81F), KEHEAD (61F) . mHRFEEM (548 T
HoT,

- BEREELR - Aotk (1,089 61) DO B, HHIRL TWHEE~ORGHIT 6 HITH-T, Mi%
6 BUCEIEMITRO SR o T2, HIRL TWAHEE 1061 (95 4 FlI3E SR
P B R EAE P BGRIR A S RBAT LT To b BE) OREIRIS S 13, HPE 6 1. B 2 61, i)
PE. NTipES 16T, AR 6 BRI 5 FINIER., 1FIEAHTHoT, 7235,
N LIREDR RIZIZRF IO b o7,

- BHEEEE RS - LM SIER L LT 39 BININE ST, BIVERZEBUERIRIT
51% (2/39 ffl) THV |, BEEEZAEIH L TR WEFIZE T 2 RIMEH B
26.0% (603/2,319 i) & H#Z L CHEZANRD bivle, Bl E RS CRITEHZEE
FPMED o T2 JRENI AR TH 2203, BHEREFE B ORERIE 39 ffil & D72 &2
BLUTWDATREMEN S 2 DivTc, BIERIZ, MR (2 #F) . sl me i K SRR 0,
Mg pH AKX T X OGFEREREIEIN (% 11F) Th ol

- FFHREET EE - VMBI SIER] & LT 214 BININE Sz, BITERREEFIT
29.9% (64/214 1) TH VO, WEEZE0FL TOWARWEFIZE T 5 AIEHRE TR
25.2% (541/2,144 ) L L CHEZEIRO SN2 o7z, EREIERIZ, HIR
(15 1), IRERD (10 4) . BREEL Ny — 7V Z IV T A7 =T —BH (6
) Thot-,

OERBRERRICRITTZE
BRE STV
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10 BERS

13. B2 5
13.1 fEIK
FEhg IR, RSRREETE, SRk, WL O FEV, #1950, SEEEEE, REMET VR
—V A, WIESRY ., FH, S8, K, BERERHODbNDZERD D,

13.2 @
VS U CHEET 217 9., 8. in vitro T, TEVERDBPAF ZWET S 2
ENIRENT WA,
(fZER)

13.1 ARRHE F I 0 L 7= E PN ERR B CILBE R 5 OWMEGNL 2o 720y, HBAMEIER
REBRE NI HRS ICB O GRER GHINEE SN TERY,, &, IR, Kbk,
Bk, Wl OF W, oo, SEEEE. REHET O F—v X WilEERE | &
i, B, RIE, BRENRBD LA TN,

13.2 MEHENT R Z xt5 L L CARAI 100 mg % H[alkE 0 B 5-% OIRNEhRE I K IF 9 k%
T D52 % fEVERY 72 SR BY RERRBR CTRRET L. 400 mL/%y Ol CIfL i AT %2 3 e
Totzb 2 A, SEEIGOmMIER T ~— MEETF LK T LE, FET~—
OB D2 7 U T Z A (CL/F) 138 7.2L/8 (120 mL/4y) THY . =
TSR A ICH 1T 5 CL/F1.2~1.8L/F (20~30 mL/%y) X0 b R& <, &N
WL FPET— I MENSRRICBRESND Z EN RSN, ZTORELD,
AF O A GRFOALE & U CIMKENT 2179 Z EI3AHRAGEOVOESTHD &
EZbD,

MERALEDEE
B ~EF 8 25 mg - 50 mg * 100 mg

14 BHALDIEE
14.1 EFIRFEFDIE
PTP @2 DAL PTP > — MDY L CIRAT 2 L 288452 &, PTP
— FOFRERIZ KLY | BEOWLAE A EERR AL, BIZIEZ LA 2 LTt
AR EOEEREIHEZIRT L E08H 5,

(##E5 ]
14.1 HEEFEE 240 5 [PTP OFRERIRICHOWT) (B 843 H 27 HfH) oW LAD
HHHEICIVEHE L,
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12.ZDDEE

(1) BREREAICE D C1EHR

15.1 ERERERAIZE D < 1R

WA CHM S LI ARN 2 GREBOPICANAIRITEIT 5. TAnA, Kt
BELZXRE L 199 O 7 7 AR BERRRBROBRER{ERICB VT, B
RO BBREKOBILDO Y A7 BN, PuCTANAIKORARETY 7 v AR & i
LTR 2/ (BLCADAERMEE : 0.43%, 77 BAREE : 0.24%), BT
NI PERDIRARETIE, 77 B RBEE 1,000 AH720 1.9 AL\ LR S
e (95%(EHEXH : 0.6-3.9), 7z, TANABREOY T 7 V—7TiL, 7
TERBEE LR 1,000 ABHT72D 24 AW EFHRE STV D, [9.1.3 2]

(fZER)]
KERERSFEDAT, 11 FEOPLTANAKED OF F R LHREEARRER 199 7
BT —2 &L Ea—L, 77 BRI TH TANAEETIIAREE L O E A
DY AT PEEIZELS T 7RO 2/ Tho722 L2 AFK (200841 H 31 H
) L., 2TORTANAEORESHICH LT, WA LE~OEEDBTZ LD
Medication Guide (FRF AT DEII T A K) OFER A ZRk L= (2008 412 A 16 H
), *
F7o. HINERLFES R EMEA) TS FDA OAFEZZIF, I TO L E 2 —3E
M S, FLCANATIT, FAIUCHEBELOHBEEXOE) Y 27 EAICEET 5
ZENDH D EORERRER T, HEASEROABREROBIUZOWTEREZBIET HME
PEZBRIT 272D OFHE 2 TOF TANAIROR GFRICER Lz,
INHOWEATORMBEEE 2. 2009 4E 7 H, AIZB W THAFZETLH TADA
o MEHEOFEE] I TZ2ofoEE) & L THASEROAREXICEYT 587
1otz [IVIL6.(1)) DIEHM]

CPR% 21 45 7 A 3 BT A ST B3 A 0 R 22 4ol SRR S 55 8 )

1) 11 FEOPT T An A3 : Carbamazepine, Felbamate®, Gabapentin, Lamotrigine, Levetiracetam,
Oxcarbazepine®, Pregabalin, Tiagabine*, Topiramate, Valproate, Zonisamide
* 0 ENAKRR

SPEE R ko
http://www.fda.gov/Drugs/DrugSafety/
PostmarketDrugSafetylnformationforPatientsandProviders/UCM100190

(2) FEERIREAERICE D < fEHR
RE S TR0
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X. JEERERFBRICEEI SR E

1. R
(1) EFREAER (TVI. ERREBICETHEBI 2R)

(2) BRI ZEIEEAER 7

e w5 | B5E N
Eitsﬁﬁ (:E‘T}I/) 'r“'f\‘jX:Et% (mg/kg) jj{£&o\ﬁkff‘ﬁ

% 10 Hif (P10) 7 v MEEEEAM L, £ D 20
H#% (P30)., A = 010 mgkg %5 L=, WA
= U 3 A% (P33) Ol CA3 fEIRICH T

S 088 DNA 5L (R &7 il R (R )
— R | TP 30 HE L Pl U CIRBRR AT C IS U T 80% 00 L 72,
TaFEI K42 (i [KEEZR £ 30 S3AIIC b BT ~— b 30 mglkg Z 4% 5L

: TRETIE, A = BRIC 5 AEAIIED 7 151 0

Sz (p<0.05 vs W GHERER AMRE, ¢ BE &

" Bonferroni #{%%)

FeF~—1h 3, 10 mgkg HGHTT 2T =7 #il
e, 30 mg/kg B GHETITHREG 1 LU 2 HZICHE
7 a4 =7 (P<0.05 vs IWEER S58E. Dunn @

5 BB o ,

T I p ZELEHE), b7 ~— ] 30 mghkg KEERS (1

%

RETASRIS | R 81030 g g 5 ) 1Ko, T r A =T (RO
BESIIERDS8 bivTe. (BHEITHS b5~ F—

b 60 mglkg ICHEERT 0T 4 =T HHEIER RS
L7z, p<0.05 vs IR 5-#E. Dunn D2 HEEEHRE)

FET~—FHDWIIREEZ 1 B 210, 28 HIE&E L
77o 2HED FET~— ML, & HIZ Zucker BT
N OREHIIN & @A b B OB A A RIS L
7= (P<0.05 vs A% 5-8F, Fisher ® LSD W), 1E
Zucker 7 v MT | g 15 6o | BEMICENTIE, FET~— MEGICE S REE
BT BIEM " ° MEIERIZERD Sz, BRI 2 B8R
Lol £7-. 2HEO FET=— NI, &b

\Z Zucker 7 » b R OUEF BB CIRIEN 24
B 872 (p<0.05 vs A% 58, Fisher ™ LSD
FRIE)

)G 1 H 22BN/ CHM L, &5 81 HOEFHELZRT, FRILOVFRIZ, ZhEiL1 H
MED 1/3 L2138 &5 LTz,

) REMEIBHAER ©® -

M~ — hO—REBEIEHAE~TY A, v b, EALEY b, UHF, A XEHNTH
L7,
1).—RERRVITE & DIREHRRICRIZTZE

an 5. e ha p

FRBRTE H B FE e (me/ke) R
#ﬁiﬁﬁé&(ﬁﬁiﬁa: Z v bk frqm| 30 ER 72 L
KkiFdigE (FOB | (n=6) 100 IR D . AT, TIENE BT,
5 @ TR R OB, RS OE T

300V SO BN BB BEERIGOIE T, B
ik SISO, MR ERIEE O T
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&5

AR H B Fd o (me/ke) [
CAARBROTBIC | T > bR 10007 VUi A I 7= 585, IRIG T TR, AT
KT %2 (FOB |(n=6) He. BEiEoRE . LSO,
%) @ SEH ERDATEIOE K, r—T b D

B i ULSEFICES, N R
DR, HHBEEOIRT, SRR
JEDIRT, JRFEE . RS ORT,
SEE, AIRRIEHE ) O, A& HIREE I
BHIAIE Ok (L EORERIE, Fe5-%
24 BRI LANIZIH )
TORAMERIER |~ v A 3= 1) 10,30, fEM7Z2 L
1) BEF&EEE | (0=10) 100,300,1000
2) BET ) 2) 10,30, fER7Z L
NeTLT TS 100,300
— ik 1000 HEITHEE (p<0.05, Fisher o IEfEHE
FRE)
SR VA 1) &k | 1,3,10 b7 L,
1) SHEEMALATL | (n=4) 2) #&%n  [30,100,300  |Zbre L,
2) BERERAL 1000 B 15 470 5 3 B AT TR R
AIBEL FSRIE > — BB U 7 R
WAL, BG4 30 5370 b I
RN DT TR TR DNRAN, WS M
1 OIRARIE L,
T il S (? % ; FARN 1,3,10 TER7Z2 L
n=4
SR EH <A [y 1) 30,100 TER72 L
D WFE7 A 22 75| (0=10) 300,1000 A EITHH (p=0.05, Dunnett HiE)
2) T ES TR 2) 30,100, |fEfZL
300,1000
MEAR Y R4 ~ U g 0.3,1 EM7e L
(Ry hovre s — | (n=10) 3,10,30,100, |[HEIZHEL (p<0.05, Dunnett f7E)
SV N U T NERRE) 300,1000
7> b e 1,3,10,30,100 |{EH7Z2 L
(n=6) 300,1000 HEIHER (p<0.05. Dunnett f#7)
B R i 7 bk & 30,100,300, TER 72 L
(F— kA v 7 21 | (n=8) 1000
Sl 7> b &0 30,100,300 1) EH7ZL
1) R O (n=5) 2) fEH7Ze L
2) A% IERG
AR Z v bk .| 30 Beh4% 1 R I O (RIRAR T
(n=6) 100,300 TEMZ2 L
1000 e 545 2~4 WIS O RIRAR T
oA K Otz | 7 > b e 1) 30,100,300 |fEl7: L
B n=>5) 1000 Ml (5 8 BRI I3 EE)
;; g%ﬁ%{f 2) 30,100  |[fEfiZe L
) 300,1000 MK TER (%5 8 FEfi#%I21X[81183)
KA pH ? b )& BRI 1,3,10 YER 7 L
n=4

a) A7y 7 U —ikEh e LT GLP & CEN

b) 100 mgrkg THEH HALIER & FEHL

c) 300 mg/kg THRH LNIIER BRI d) %5 & mgkg/day, #5HI 7 B
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2) AMERERICRIET

1

488

3
\

T

B, 5 ehE p
AERTE H TR o (mg/ke) i R
PR 2 A 0 1) 7 b |FIRN 1,3,10 ER7Z2 L
1) AErRREEIE A | (n=4)
2) HEREME —BEIEIEA |2) T > b |in vitro 1,10,100% FERRAR R AL, AR O
(n=6) T L CTHIERAZ L
SR R EAEY (1) RIR 0.01,0.1,1% 1) 1Ef7Ze L
1) AL F (n=10) |2) &N 2) fEf72L
2) B S S
a) HAL pmol/LL b)) HA7%
3).BEHBRRUFBMRICRIZTTHE
o 5 b & 7
ABRTE H B fE s (mg/kg) mOR
WU A A X (n=4) |FFIRN 1,3,10 1) 1Ef7ZeL
1) BRI 2) fEf72L
2) Btk AR
LA 7 v b&B 30,100,300, |{Ef7Z:L
(n=6) 1000
i RE £ /L v |in vitro 1,10,100% BARVEA, ARSI ER 22 L
(Y 7TaFLr ) —nLiiE) |+ (n=6)
i HORE R 7 v Mlinvitro  |1,10,100 HUARPE U m (A 7 L
(AT RLF U s | (n=6)
S lasl G £ )V £ v |in vitro 1,10,100% BAMMER 72 L
1) 7EF ) A | b (n=6) 1 fEH7Z L
2) b AH I UHE 2) fEM72 L
3) tu b= UUAE 3) fE7Z2 L
4) N 7 BIE 4) fEf72 L
I8 H s £ /L E v |in vitro 1,10,100? HMWEA ., IUfEIHIER 72 L
(7 R0 mfE, | b (n=6)
T AR AU S )
e GEEIR) Z v b|invitro 1,10,100% IAESIER 72 L
(A2 b uE) (n=6)
i [an o= Z v b |invitro 1,10,100? H BB . A D O
1) FEIEHR (n=6) WCHIERZR L
2) TR
a) HZ pmol/L
4). 1 - FIRBRICRIEZTZE
. # 5. #ehH & ;
ARBRIE H Wy ik (mg/kg) S
HESFRIPE T ORI 4 X (n=4) [ H 10,30 — 3 Pk O MWL SN B R i,
PEERER R RIT A VEA HCO, X F. 1{EKT—i@tED
(FLARY—}E) @ B EE N
100 — Mk O WL F N, B R i,
HCO, IXF. Lomfdm (k5
6 % 11X E11E)
hERG F + % /ViZ %4 % |hERG-1K |in vitro 30,90,180,300 |72 L
ER @ F ¥ x L 2
% B
HEK293
#IRA (n=4)
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5

b

2) IR

BRI H Yyl s (mg/kg) R
MERREE T OMEBRE R 7 >~ B RRH 10 EH7Z L
M (Fr A NU—ik) | (n=4-5) 30,100 MJE 5
300 ME F5A D
BREE T O MR, AIZ | v M ERN 300 UL B RETALE I &Y i E -
R HAEH (LB R (n=T7) DS s -
L)
MR T O MmE, DhEiz |27 v A 30,100 ER 7 L
KT HER (T —T ) | (n=4) 300 RN
1000 MR T & daEin
BRI N OPEL i, O | A X (n=4) | B RN 1,3,10 EFR7Z L
Ho, e GeSEEIR, K
RRENIR) . DB 5
YEH
R T30 B B ASRRAE | 1 X (n=4) | FFIRN 1,3,10 1) Ef7Z2 L
BN O SEENIRPAZEIC & 2) fEf72L
5% 5 1R 3) fEf72L
1) e SHBD R 2E 4) fEf72L
2) T RvF VU 5) 1ER72L
3) TEFLaY 6) fEM7Zz L
4) 4V TaFL ) —)
5 BAZ IV
6) DMPP»
$i H D AR A E U E v |in vitro 1,10,100° 1) EAZL
1) HEdhEiE k' (n=6) 2) fEH7ZL
2) U1 3) MHAERZL
3) 4V FarL /) —k
DI EANEH
DM REsE 2 VT2 & )L & v |in vitro 1009 1) ERH7a L
A I (n=5) 2) fEH7e L
1) ISEVENL

a) GLP J¥T%EfE  b) 1,1-dimethyl-4-phenylpiperazinium iodide

¢) HAZ pmol/L

5)HILBRRICKRIFTHE

= 5 %58 "
ABAIH B iy s (mg/kg) j S
JRATGERE ~ U A0 30,100,300 EFf72 L
(n=10) 1000 [peEtiive
RS WAL NMFEATA N |Z  » MO 30,100,300 Ef7Z2 L
IR (n=6) 1000 pH L5 AT A MY R
HEm
(=K a1 ) 7 v bM|#O 30,100 EFf7Z2 L
(n=6) 300,1000 HREIE H ifn.
fs ARG (8 B v ¥ ¥|in vitro 1,10,100% EEIIIE 70 NS VAT AN e
(n=6) WCHIEMZ L
TEHR 53 WA 7 v MR 12.5,25,50, Ef7Z2 L
( n=5 ~ 100
16)

a) HAZ pmol/L
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6). KR UBERENRSE. MERRVZDOMICRITTZE

. 5 RN s .
AERTE H B o (mg/kg) iR
R, RWPEME, RpH| T »  F|RAO 1,3 ER7Z2 L
B ORIZZE (n=6) 10,30 jk pH L5
100,300,1000 |k pH LE&H-. JRPEME, KT
Na, K k80
M9 AR Z w MERD 1,3 TER 72 L
(n=6) 10,30,100,300 | 1fiLi% C1 |- 5-
1000 mig Cl EF, —i@tEic KT
ek Z v b|invitro 1,10,100% TER 72 L
(n=6)
17 4R ] E Z v b|invitro 1,10,100¢ 1) fEH7Z L
1) PT® (n=6) 2) fEM7Z L
2) APTTY
/MR EREE RE Z v Ilinvitro 1,10,100% 1 fEM7Ze L
1) collagen #% % (n=6) 2) fEH7Ze L
2) ADPY #H3¢
i pH Z v MEN 30 TER72 L
(n=6) 100,300,1000 |1k pH & F
B HRE 7 v b |FEIRN 3.19 B TR . HCO, B in
(n=5~8) | HLEI B 5 + |3 50 BRI . HCO, Hhil R
i P, RS SR Na, K PRl
T I, FRH ClHEME R, fRiEE
RN
MR 69~ 5 EH Z v MEA 30,100,300,10 |Ef 72 L
(AF =8 (n=6) 00
MR AR T 1EH v F|D) RN |1) 10,25 1) IREET
(n=2~5) |2) IR 2) 1,5 2) EFZL

a) 7mr hrrEVEE b) IS b e AR T T AT R
e) BHEREMFIHR 5 3.1 mg/kg (bolus) + 3.1 mg/kg/h (infusion) & %\ &
30.5 mg/kg (bolus) + 30.5 mg/kg/h (infusion)

d) HAZ pmol/L

WA L

(4) T DD ZEEHER
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f) HAL %

c¢) adenosine 5'-diphosphate




2. FMHHER

(1) BEEEEEEHER

HhiiE BERRHE - ALE - B | B R (mglkg) HBERE D ELBE &
s @ 1000-3375 ﬁ e Egﬁ?
HEIER 500-1700 ﬁ gég Egi?
. w0 1500-4220 I@E z 2888 ﬁgﬁz?
e oo |3 weme

a : i/ NBOLE AWM OBERE LIk LT,

(2) RERESEMEHE 0

B | B GRRES - A - IRT | B 5 R (mg/kg) EVEES
. . Craes AUC (38 5 B D I £ > CHE N
a2 . 90, e
. ®o. 2 10. 90, 750 R BT L 2B L
o, 3 HH 10, 90, 750 e | 10 mg/kg/H
®o, 12 2 M 1. 7. 40, 240 % |7 mg/kg/A
P O, 37 AR 10, 40, 150 P 110 mg/kg/ 1
o, 12 7 AR |10, 30, 100 130 mg/kg/ H
(3) EEFRESMHEHRER ™ -
. 94 . AL .
B mom R g (mejke) ST
HE RN, AED FO —#% : 8 mg/kg/H
Fvk 70 HEiH 52 (0.2, 8. 25, 100 |FO 4%# : 100 mg/kg/ H
30 HIZE T F1: 100 mg/kg/H
I &b SRR, 2B 2 "
%F‘aﬂ%ﬁ N g)}?f FO —/#% : 25 mg/kg/ A
Fvk -10.2. 8, 25, 100 |FO 4:# : 25 mg/kg/ H
BIBE & 2 W i F1 : 95 toalkel 8
LET - 40 MEIKE:
. - FO —f% : 2.5 mg/kg/H
5k ﬁ:_ﬂ . HEIR 7009, 9.5, 30, 400|F0 44K : 400 me/kg/H
eI F1: 2.5 mg/kg/H
@ MR 6 FO —fi% : < 10 mg/kg/H
AV ’§_18 e 10, 35, 120 FO ZE%i : 120 mg/kg/ H
F1: 35 mg/kg/H
p ~ FO —#% : 20 mg/kg/ H
R %_,D\ ‘ﬁaé{;}f E|17 2. 20, 200 FO 44t : 200 mg/kg/H
11 35 7 F1: < 2 mg/kg/
. R AR 17 :
R Qb o1 o |05y 1 200 F1 : 0.5 mg/kg/H
IRBR  ZIHE M OGS IR £ COMMIRFR AR T 5 5k
MRS - I ART R O RS OFR AW NS RHADOBEEICEE - 2 55k
MERER - I - BRI AIC B3 2 38R
FO —fi% : BlEM OB BN B3 2 it m
FO 25 : BlEW) OAFHIZ AT T84 2 it &

—112—




F1 s AR DI AT B B M

(4) Z DDHFTRFTE ™7

o BRI AL | BEEEIT -
FRBRTE H By FE o L RRBRRG R
3 A F . b
11 e o BFEVE M OMRE3T | 15-5000 pg/ "
s | 1) 28R 7 AR ST AL _ (=2
p= Je B B T s ZFL—k
pb |G| CHL E@ﬁg“ﬁﬁ 9.5-10 mmol/L | [tk
B ~ A AN 5| 125-500 mg/kg | FatE
- néé}flilﬂ ﬁa'(ﬁ & EF ) 300. 500 mg/kg ;’1’00 mg/kg/ B DHETIETNRD Hi
HEH LT~ v ZADOBHIFAH DIRZE
-2 o (1R £5)]20. 75, 300 mg/| T 2 REMEOD S5 AR O #E N ANE
24 » A kg BEINZN, MET~— MBS
DS A JEE 7 DIEGEEEITRE D o T,
; . 10 mg/kg/ B LI _ECH O JREE 5
sob |8 ! ﬂ(ﬁgm FE) 110, 55, 300 mel | iy g, EROBAT LIGBIY
g g R L NERD BT,
S, [ER CRE)I20, 45, 120 mg/| FET v — Mz BT 2 R 2L
24 » A H kg TR0 LI o7,
AR - D 0.25. 2.5 mg/|EME
PCA ~ A — animal
A BEAE - EFEPN|0.25 . 2.5 mg/| Ak
Hi (+Alum) animal
Ji T oV E|EAE KT . o
o PCA ok (+CFA) 4, 40 mg/animal | fzE
- JTES:@{’IE C RO 4. 40 mg/an%mal faik
ASA & 1E © B2 T|4. 40 mg/animal | FEME
v b (+CFA)
S I 1 750 mg/kg/ B D 1 » A MIERH G- T
PIRERISDPIRES 5 o 1 . 1000 |T50meke |80 &= BibRBEBRR. 2 -
e A RO CREE Lz
BSESE S | iy 64. 128 mg/kg |[&t
0.5-2, 2-8 mglg
& - - ; ; food ~
% I UNE R ESIARY 7 vk O (JREE) 9-4. 816 melg (=3
[ food
- o GEgEEC|4 . 8 . 16 - o
HEeBHW&ksE | g ) " HREEEIIRD bR o7
PCA  ZHEETF7 4 7% —ilbRr
ASA : REEMMELEE T T 0 T —ilER
CFA : Complete Freund's Adjuvant
Alum : KEE(LT VI =7 L7 )L
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X. EEMEIEICEY 5IEH

1385 R 5
B A AT ERR S

) EE—EMEONGZEICLVEMRTL L
ARG 7% L

2. B AR X (L AEAR
AR : 34

AT - RESRM
FERRAF

4 ZFIMFNLEDFER

M EBTORYHFEWLEDEESRIZDOLT :
BN

(2) ERIRMABFEORYFEWNIZDOVWT (BEBFICHEITNESLERIES)
VIL11. i H EooiEE ] oEHEZZM (76 25 mg - 50 mg + 100 mg)
BEMEELTA R B
<TVoLEBY : A0 (HAFE - ¥5E)

(3) SAFKEFDEERIZDONT :
W~ EF & 25mg - 50 mg - 100 mg
BHOGERBR S 5720, BROFRR, ARSICHERE L, B FBEVICEET L2 L,

EER PTP v — &G

e i
& FEE 25 mg ok
k E'$E 50 mg H
kB 100 mg IR

(BRI OEFH, SEICHOWTIE TIV.L AT OEBR)

S5ARBEMF
A L7g
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6.81%%
M ETEE 26 mg : [PTP, #z/AIA D] 100 $2 (10 X 10)
BT 8E 50 mg : [PTP, #zfHIA Y] 100 F& (10 §E X 10)
N B #E 100 mg : [PTP, Hzf#IA D] 100 & (10 £ X 10)
N ETHERL 10% @ [NT ., HEEAIAD ] 100g

7. REFOME
B ~EF 8 25mg - 50 mg * 100 mg
[PTP] ZF=m : Hifbke =1 (PVC)
BBl 7T
vtn— RNV =F LTI
W~ EF R 10%
("] R RV FL v
N = B il P

8.R—HL S - RzhE
Fl—p5r : hEZ~—F§E25mg 77 A/L] - 50mg [ 7 A/ ] - 100mg [ 7 A /L]
FIZhEE FFRUF, IR TF U, ZJuanPF A Tz=hfr, Y=¥I R, L7
2l h UL (BUTANPARKE LT), LRXFITEFZL, AN EBEE A

O.ERELEFAR
1995 4 7 1

10 ERFTADEABRVEARES

BERFTAREAR & R =
b EJ £ 25 mg 2010426 A 9 H 22200AMX00376000
b E+%& 50 mg 200747 H 31 H 21900AMZ00073000
b EJ8 100 mg 200747 A 31 H 21900AMZ00074000
b E S #EH 10% 201441 A 17 A 22600AMX00004000
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M EMELEREFERB

hETEE 25 mg 2010459 A 24 H
M EEE 50 mg : 2007 4E 9 H 21 H
kB 8E 100 mg : 2007 £ 9 H 21 H
hEFHIRL 10% : 2014454 A 17 H

128X EHREMN,. AERUVAEEEENEOFEABRRUVZTOAR

20134 11 H 22 H

H H HEHH N
INRORER O & BA: BmE. A ESv— R E LT 1 [EE 50
DM mg#& 1H 11 H 2EORO#&FS TR
(F#ER) 9B, Lk, 1ML RO & Tl
HEL, MEFFREE LT 1 B 200~400 mg % 2

BB N E95,
B, FERIC L 0 EEHEET S8, 1 Akm

BE5REIT 600 mg £ TET 5,

INB G EE . 2P Eo/NRICiE b T w—hE L

T1 H&E 1 mgke OfROHEECTRAL, 2

B EORFEZ &I C 1 B 2 mg/kg (ZHE

5, Utk 2P EOREZHITTI H

e L C2mgkg T3 O L, Hfie L
LC1HE6mgkeg 2F0EHT 5, JERIC

LV EEEET 523, 1 Hiemg5 3 9 mg/

kg X3 600 mg DWF v 2 bR E T

ET2, B Wb 1 H 2ENZHEILT

i NE A IR

13 BEERR. BiMEHERARFABRUVEORE

ERRA

AR EEAEN B 2017412 H 21 H
FRRARES TR, ERESREONE ., AR OZ 2 OMREICE T 5 k4

5514 &% 2 1 3 5 UKGBIEGEH) oty

. TEhRESUTE R, THIEROHE] BT LR o7z,

m/hRE

HEAMEEmMEAR 201943 H 14 H
SR AN M OV D TR I BT B A
FI45LE2HE 35 KRESEH) OWVWTHICHLEHY LR LB

FFEAAR  TERL, BRSSO

ANE I =

14 BEEHM

B ~EFE 25 mg - 50 mg * 100 mg
RN 8 AR (2007 4E 7 H 31 H~201547 A 30 H)
/NI 4 AER (20183 4E 11 H 22 H~2017 411 A 21 H)
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W~ EF#%H 10%
BN 2014451 A 17 H~20154 7 H 30 H
/NE 2201441 H 17 H~20184 1 H 16 H

15 % FEEFIREESICEY 515H
N (25 mg « 50 mg « 100 mg) KON b MR 10%1%, BeG-HARIIC BT 5 Hil fRIZE
HHIVTNRY,

16.&E1—F
= sz JEAR 55 B S A AU AL > SR e TS
e HOT( #1)%& % EE o — L7 hERa—R
F BT £E 25 mg 120139001 1139008F3020 622013901
kB §E 50 mg 118191301 1139008F1027 620005827
kB $E 100 mg 118192001 1139008F2023 620005828
kB MR 10% 123353701 1139008C1020 622335301
17 REEfEA LDEE

AR
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X1. Xk

1.5 ARk SCHRGEE K No
D FAH—CUED © Hi3E & BRIR. 2007; 561 13851403 [017-532]
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KERAMXE (TOPAMAX® : 2023 £ 5 AHET)

LI EESYES

1 INDICATIONS AND USAGE

1.1Monotherapy Epilepsy
TOPAMAX® is indicated as initial monotherapy for the treatment of partial-
onset or primary generalized tonic-clonic seizures in patients 2 years of age
and older.

1.2Adjunctive Therapy Epilepsy
TOPAMAX® is indicated as adjunctive therapy for the treatment of partial-
onset seizures, primary generalized tonic-clonic seizures, and seizures
associated with Lennox-Gastaut syndrome in patients 2 years of age and
older.

1.3Migraine
TOPAMAX®is indicated for the preventive treatment of migraine in patients
12 years of age and older.
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2 DOSAGE AND ADMINISTRATION

2.1Dosing in Monotherapy Epilepsy

Adults and Pediatric Patients 10 Years of Age and Older

The recommended dose for TOPAMAX® monotherapy in adults and pediatric
patients 10 years of age and older is 400 mg/day in two divided doses. The
dose should be achieved by titration according to the following schedule
(Table 1):

Table 1: Monotherapy Titration Schedule for Adults and Pediatric Patients 10
years and older

Morning Dose Evening Dose
Week 1 25 mg 25 mg
Week 2 50 mg 50 mg
Week 3 75 mg 75 mg
Week 4 100 mg 100 mg
Week 5 150 mg 150 mg
Week 6 200 mg 200 mg

Pediatric Patients 2 to 9 Years of Age

Dosing in patients 2 to 9 years of age is based on weight. During the titration
period, the initial dose of TOPAMAX® is 25 mg/day nightly for the first week.
Based upon tolerability, the dosage can be increased to 50 mg/day(25 mg

twice daily) in the second week. Dosage can be increased by 25-50 mg/day
each subsequent week as tolerated. Titration to the minimum maintenance
dose should be attempted over 5-7 weeks of the total titration period. Based
upon tolerability and clinical response, additional titration to a higher dose
(up to the maximum maintenance dose) can be attempted at 25-50 mg/day
weekly increments. The total daily dose should not exceed the maximum

maintenance dose for each range of body weight (Table 2).

Table 2: Monotherapy Target Total Daily Maintenance Dosing for Patients 2 to
9 Years of Age

Total Daily Total Daily
Weight (kg)  Dose (mg/day)* Minimum [?ose (mg(day)
) Maximum Maintenance
Maintenance Dose
Dose
Up to 11 150 250
12 - 22 200 300
23-31 200 350
32 - 38 250 350
Greater than 38 250 400

*Administered in two equally divided doses
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2.2Dosing in Adjunctive Therapy Epilepsy

Adults (17 Years of Age and Older)

The recommended total daily dose of TOPAMAX® as adjunctive therapy in
adults with partial onset seizures or Lennox-Gastaut Syndrome is 200 to
400 mg/day in two divided doses, and 400 mg/day in two divided doses as
adjunctive treatment in adults with primary generalized tonic-clonic
seizures. TOPAMAX® should be initiated at 25 to 50 mg/day, followed by
titration to an effective dose in increments of 25 to 50 mg/day every week.
Titrating in increments of 25 mg/day every week may delay the time to reach
an effective dose. Doses above 400 mg/day have not been shown to improve
responses in adults with partial-onset seizures.

Pediatric Patients 2 to 16 Years of Age
The recommended total daily dose of TOPAMAX® as adjunctive therapy for
pediatric patients 2 to 16 years of age with partial-onset seizures, primary

generalized tonic-clonic seizures, or seizures associated with Lennox-
Gastaut syndrome is approximately 5 to 9 mg/kg/day in two divided doses.
Titration should begin at 25 mg/day (or less, based on a range of 1 to
3 mg/kg/day) nightly for the first week. The dosage should then be increased
at 1- or 2-week intervals by increments of 1 to 3 mg/kg/day (administered in
two divided doses), to achieve optimal clinical response. Dose titration should
be guided by clinical outcome. The total daily dose should not exceed 400 mg/
day.

2.3Dosing for the Preventive Treatment of Migraine

The recommended total daily dose of TOPAMAX® as treatment for patients
12 years of age and older for the preventive treatment of migraine is 100
mg/day administered in two divided doses (Table 3). The recommended
titration rate for TOPAMAX® for the preventive treatment of migraine is as
follows:

Table 3: Preventive Treatment of Migraine Titration Schedule for Patients 12
Years of Age and Older

Morning Dose Evening Dose
Week 1 None 25 mg
Week 2 25 mg 25 mg
Week 3 25 mg 50 mg
Week 4 50 mg 50 mg

Dose and titration rate should be guided by clinical outcome. If required,
longer intervals between dose adjustments can be used.

2.4Administration Information

TOPAMAX® can be taken without regard to meals.

TOPAMAX® Tablets
Because of the bitter taste, tablets should not be broken.

TOPAMAX® Sprinkle Capsules
TOPAMAX® Sprinkle Capsules may be swallowed whole or may be
administered by carefully opening the capsule and sprinkling the entire

contents on a small amount (teaspoon) of soft food. This drug/food mixture
should be swallowed immediately and not chewed. It should not be stored for

future use.
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2.5Dosing in Patients with Renal Impairment
In patients with renal impairment (creatinine clearance less than 70
mL/min/1.73 m?), one-half of the usual adult dose of TOPAMAX® is
recommended /[see Use in Specific Populations (8.5, 8.6), Clinical
Pharmacology (12.3)].

2.6Dosing in Patients Undergoing Hemodialysis
To avoid rapid drops in topiramate plasma concentration during
hemodialysis, a supplemental dose of TOPAMAX® may be required. The
actual adjustment should take into account 1) the duration of dialysis
period, 2) the clearance rate of the dialysis system being used, and 3) the
effective renal clearance of topiramate in the patient being dialyzed /see Use
in Specific Populations (8.7), Clinical Pharmacology (12.5)].

KEWASCE (TOPAMAX® @ 2023 4+ 5 HMGET) OFEMIZ FRia 2o Z &
http://www.janssenlabels.com/package-insert/product-monograph/prescribing-informa
tion/TOPAMAX-pi.pdf

SmPC (Topamax®) OFEAII Tz OZ &
https://www.medicines.org.uk/emc/product/1442/smpc
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KERMGXE 8 USE IN SPECIFIC POPULATIONS
(TOPAMAX® : 2023 | 8.1 Pregnancy
5 A®ED Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to TOPAMAX® during pregnancy. Patients should be
encouraged to enroll in the North American Antiepileptic Drug (NAAED)
Pregnancy Registry if they become pregnant. This registry is collecting
information about the safety of antiepileptic drugs during pregnancy. To
enroll, patients can call the toll-free number 1-888-233-2334. Information
about the North American Drug Pregnancy Registry can be found at http://
www.aedpregnancyregistry.org/.

Risk Summary
TOPAMAX® can cause fetal harm when administered to a pregnant woman.

Data from pregnancy registries indicate that infants exposed to topiramate
In utero have an increased risk of major congenital malformations, including
but not limited to cleft lip and/or cleft palate (oral clefts), and of being small
for gestational age (SGA) [see Human Datal. SGA has been observed at all
doses and appears to be dose-dependent. The prevalence of SGA is greater in
infants of women who received higher doses of topiramate during pregnancy.
In addition, the prevalence of SGA in infants of women who continued
topiramate use until later in pregnancy is higher compared to the prevalence
in infants of women who stopped topiramate use before the third trimester.
In multiple animal species, topiramate produced developmental toxicity,
including increased incidences of fetal malformations, in the absence of
maternal toxicity at clinically relevant doses /see Animal Data/.

All pregnancies have a background risk of birth defects, loss, or other adverse
outcomes. The estimated background risk of major birth defects and
miscarriage for the indicated population is unknown. In the U.S. general
population, the estimated background risks of major birth defects and
miscarriage in clinically recognized pregnancies are 2-4% and 15-20%,
respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Consider the benefits and risks of topiramate when prescribing this drug to
women of childbearing potential, particularly when topiramate is considered
for a condition not usually associated with permanent injury or death.
Because of the risk of oral clefts to the fetus, which occur in the first trimester
of pregnancy, all women of childbearing potential should be informed of the
potential risk to the fetus from exposure to topiramate. Women who are
planning a pregnancy should be counseled regarding the relative risks and
benefits of topiramate use during pregnancy, and alternative therapeutic
options should be considered for these patients.
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Labor or Delivery

Although the effect of TOPAMAX® on labor and delivery in humans has not
been established, the development of topiramate-induced metabolic acidosis
in the mother and/or in the fetus might affect the fetus’ ability to tolerate
labor.

TOPAMAX® treatment can cause metabolic acidosis /see Warnings and
Precautions (5.4)]. The effect of topiramate-induced metabolic acidosis has
not been studied in pregnancy; however, metabolic acidosis in pregnancy (due
to other causes) can cause decreased fetal growth, decreased fetal
oxygenation, and fetal death, and may affect the fetus’ ability to tolerate
labor. Pregnant patients should be monitored for metabolic acidosis and
treated as in the nonpregnant state /[see Warnings and Precautions (5.4)].
Newborns of mothers treated with TOPAMAX® should be monitored for
metabolic acidosis because of transfer of topiramate to the fetus and possible
occurrence of transient metabolic acidosis following birth.

Based on limited information, topiramate has also been associated with pre-
term labor and premature delivery.

Data

Human Data

Data from pregnancy registries indicate an increased risk of major congenital
malformations, including but not limited to oral clefts in infants exposed to
topiramate during the first trimester of pregnancy. Other than oral clefts, no
specific pattern of major congenital malformations or grouping of major
congenital malformation types were observed. In the NAAED pregnancy
registry, when topiramate-exposed infants with only oral clefts were
excluded, the prevalence of major congenital malformations (4.1%) was
higher than that in infants exposed to a reference AED (1.8%) or in infants
with mothers without epilepsy and without exposure to AEDs (1.1%). The
prevalence of oral clefts among topiramate-exposed infants (1.4%) was higher
than the prevalence in infants exposed to a reference AED (0.3%) or the
prevalence in infants with mothers without epilepsy and without exposure to
AEDs (0.11%). It was also higher than the background prevalence in United
States (0.17%) as estimated by the Centers for Disease Control and
Prevention (CDC). The relative risk of oral clefts in topiramate-exposed
pregnancies in the NAAED Pregnancy Registry was 12.5 (95% Confidence
Interval [CI]5.9-26.37) as compared to the risk in a background population
of untreated women. The UK Epilepsy and Pregnancy Register reported a
prevalence of oral clefts among infants exposed to topiramate monotherapy
(3.2%) that was 16 times higher than the background rate in the UK (0.2%).

Data from the NAAED pregnancy registry and a population-based birth
registry cohort indicate that exposure to topiramate in utero is associated
with an increased risk of SGA newborns (birth weight <10th percentile). In
the NAAED pregnancy registry, 19.7% of topiramate-exposed newborns were
SGA compared to 7.9% of newborns exposed to a reference AED and 5.4% of
newborns of mothers without epilepsy and without AED exposure. In the
Medical Birth Registry of Norway (MBRN), a population-based pregnancy
registry, 25% of newborns in the topiramate monotherapy exposure group
were SGA compared to 9 % in the comparison group unexposed to AEDs. The
long-term consequences of the SGA findings are not known.
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Animal Data

When topiramate (0, 20, 100, or 500 mg/kg/day) was administered to pregnant
mice during the period of organogenesis, incidences of fetal malformations
(primarily craniofacial defects) were increased at all doses. Fetal body
weights and skeletal ossification were reduced at the highest dose tested in
conjunction with decreased maternal body weight gain. A no-effect dose for
embryofetal developmental toxicity in mice was not identified. The lowest
dose tested, which was associated with increased malformations, is less than
the maximum recommended human dose (MRHD) for epilepsy (400 mg/day)
or migraine (100 mg/day) on a body surface area (mg/m? basis.

In pregnant rats administered topiramate (0, 20, 100, and 500 mg/kg/day or
0, 0.2, 2.5, 30, and 400 mg/kg/day) orally during the period of organogenesis,
the frequency of limb malformations (ectrodactyly, micromelia, and amelia)
was increased in fetuses at 400 and 500 mg/kg/day. Embryotoxicity (reduced
fetal body weights, increased incidences of structural variations) was
observed at doses as low as 20 mg/kg/day. Clinical signs of maternal toxicity
were seen at 400 mg/kg/day and above, and maternal body weight gain was
reduced at doses of 100 mg/kg/day or greater. The no-effect dose
(2.5 mg/kg/day) for embryofetal developmental toxicity in rats is less than the
MRHD for epilepsy or migraine on a mg/m? basis.

In pregnant rabbits administered topiramate (0, 20, 60, and 180 mg/kg/day
or 0, 10, 35, and 120 mg/kg/day) orally during organogenesis, embryofetal
mortality was increased at 35 mg/kg/day, and increased incidences of fetal
malformations (primarily rib and vertebral malformations) were observed at
120 mg/kg/day. Evidence of maternal toxicity (decreased body weight gain,
clinical signs, and/or mortality) was seen at 35 mg/kg/day and above. The no-
effect dose (20 mg/kg/day) for embryofetal developmental toxicity in rabbits
is equivalent to the MRHD for epilepsy and approximately 4 times the MRHD
for migraine on a mg/m? basis.

When topiramate (0, 0.2, 4, 20, and 100 mg/kg/day or 0, 2, 20, and 200
mg/kg/day) was administered orally to female rats during the latter part of
gestation and throughout lactation, offspring exhibited decreased viability
and delayed physical development at 200 mg/kg/day and reductions in pre-
and/or postweaning body weight gain at 2 mg/kg/day and above. Maternal
toxicity (decreased body weight gain, clinical signs) was evident at 100
mg/kg/day or greater. In a rat embryofetal development study which included
postnatal assessment of offspring, oral administration of topiramate (0, 0.2,
2.5, 30, and 400 mg/kg) to pregnant animals during the period of
organogenesis resulted in delayed physical development in offspring at 400
mg/kg/day and persistent reductions in body weight gain in offspring at 30
mg/kg/day and higher. The no-effect dose (0.2 mg/kg/day) for pre- and
postnatal developmental toxicity in rats is less than the MRHD for epilepsy
or migraine on a mg/m? basis.

8.2 Lactation

Risk Summary

Topiramate is excreted in human milk /see Data/. The effects of topiramate
on milk production are unknown. Diarrhea and somnolence have been
reported in breastfed infants whose mothers receive topiramate treatment.
The developmental and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for TOPAMAX® and any potential
adverse effects on the breastfed infant from TOPAMAX® or from the
underlying maternal condition.
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Limited data from 5 women with epilepsy treated with topiramate during
lactation showed drug levels in milk similar to those in maternal plasma.
8.3 Females and Males of Reproductive Potential
Contraception
Women of childbearing potential who are not planning a pregnancy should
use effective contraception because of the risk of major congenital
malformations, including oral clefts, and the risk of infants being SGA /see
Drug Interactions (7.4) and Use in Specific Populations 8.1].
S3H
A=A KZ U T DO5¥H : (An Australian categorisation of risk of D
drug use in pregnancy) (2022 4~ 5 A database)

BE - pEOME

F—A ~Z U7 D4FE - (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These
drugs may also have adverse pharmacological effects. Accompanying texts should be
consulted for further details.
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8 USE IN SPECIFIC POPULATIONS

8.4Pediatric Use
Adjunctive Treatment for Epilepsy
Pediatric Patients 2 Years of Age and Older
The safety and effectiveness of TOPAMAX® as adjunctive therapy for the
treatment of partialonset seizures, primary generalized tonic-clonic
seizures, or seizures associated with Lennox- Gastaut syndrome have been
established in pediatric patients 2 years of age and older /[see Adverse
Reactions (6.1) and Clinical Studies (14.2)].
Pediatric Patients Below the Age of 2 Years
Safety and effectiveness in patients below the age of 2 years have not been
established for the adjunctive therapy treatment of partial-onset seizures,
primary generalized tonic-clonic seizures, or seizures associated with
Lennox-Gastaut syndrome. In a single randomized, double-blind, placebo-
controlled investigational trial, the efficacy, safety, and tolerability of
topiramate oral liquid and sprinkle formulations as an adjunct to concurrent
antiepileptic drug therapy in pediatric patients 1 to 24 months of age with
refractory partial-onset seizures were assessed. After 20 days of double-
blind treatment, topiramate (at fixed doses of 5, 15, and 25 mg/kg/day) did
not demonstrate efficacy compared with placebo in controlling seizures.

In general, the adverse reaction profile for TOPAMAX® in this population was
similar to that of older pediatric patients, although results from the above
controlled study and an open-label, longterm extension study in these
pediatric patients 1 to 24 months old suggested some adverse reactions/
toxicities (not previously observed in older pediatric patients and adults; i.e.,
growth/length retardation, certain clinical laboratory abnormalities, and
other adverse reactions/toxicities that occurred with a greater frequency and/
or greater severity than had been recognized previously from studies in older
pediatric patients or adults for various indications).

These very young pediatric patients appeared to experience an increased risk
for infections (any topiramate dose 12%, placebo 0%) and of respiratory
disorders (any topiramate dose 40%, placebo 16%). The following adverse
reactions were observed in at least 3% of patients on topiramate and were
3% to 7% more frequent than in patients on placebo: viral infection,
bronchitis, pharyngitis, rhinitis, otitis media, upper respiratory infection,
cough, and bronchospasm. A generally similar profile was observed in older
pediatric patients /[see Adverse Reactions (6)].

Topiramate resulted in an increased incidence of patients with increased
creatinine (any topiramate dose 5%, placebo 0%), BUN (any topiramate dose
3%, placebo 0%), and protein (any topiramate dose 34%, placebo 6%), and an
increased incidence of decreased potassium (any topiramate dose 7%, placebo
0%). This increased frequency of abnormal values was not dose-related.
Creatinine was the only analyte showing a noteworthy increased incidence
(topiramate 25 mg/kg/day 5%, placebo 0%) of a markedly abnormal increase.
The significance of these findings is uncertain.
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Topiramate treatment also produced a dose-related increase in the
percentage of patients who had a shift from normal at baseline to high/
increased (above the normal reference range) in total eosinophil count at the
end of treatment. The incidence of these abnormal shifts was 6 % for placebo,
10% for 5 mg/kg/day, 9% for 15 mg/kg/day, 14% for 25 mg/kg/day, and 11% for
any topiramate dose. There was a mean dose-related increase in alkaline

phosphatase. The significance of these findings is uncertain.

Topiramate produced a dose-related increased incidence of
hyperammonemia /see Warnings and Precautions (5.12)].

Treatment with topiramate for up to 1 year was associated with reductions
in Z SCORES for length, weight, and head circumference /[see Warnings and
Precautions (5.4), Adverse Reactions (6)].

In open-label, uncontrolled experience, increasing impairment of adaptive
behavior was documented in behavioral testing over time in this population.
There was a suggestion that this effect was dose-related. However, because
of the absence of an appropriate control group, it is not known if this
decrement in function was treatment-related or reflects the patient’ s
underlying disease (e.g., patients who received higher doses may have more

severe underlying disease) [see Warnings and Precautions (5.6)].

In this open-label, uncontrolled study, the mortality was 37 deaths/1000
patient years. It is not possible to know whether this mortality rate is related
to topiramate treatment, because the background mortality rate for a similar,
significantly refractory, young pediatric population (1-24 months) with

partial epilepsy is not known.

Monotherapy Treatment for Epilepsy
Pediatric Patients 2 Years of Age and Older
The safety and effectiveness of TOPAMAX as monotherapy for the treatment

of partial-onset seizures or primary generalized tonic-clonic seizures have
been established in pediatric patients aged 2 years and older /see Adverse
Reactions (6.1), Clinical Studies (14.1)].
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A one-year, active-controlled, open-label study with blinded assessments of
bone mineral density (BMD) and growth in pediatric patients 4 to 15 years
of age, including 63 patients with recent or new onset of epilepsy, was
conducted to assess effects of TOPAMAX® (N=28, 6-15 years of age) versus
levetiracetam (N=35, 4-15 years of age) monotherapy on bone mineralization
and on height and weight, which reflect growth. Effects on bone
mineralization were evaluated via dual-energy X-ray absorptiometry and
blood markers. Table 10 summarizes effects of TOPAMAX® at 12 months for
key safety outcomes including BMD, height, height velocity, and weight. All
Least Square Mean values for TOPAMAX® and the comparator were positive.
Therefore, the Least Square Mean treatment differences shown reflect a
TOPAMAX®-induced attenuation of the key safety outcomes. Statistically
significant effects were observed for decreases in BMD (and bone mineral
content) in lumbar spine and total body less head and in weight. Subgroup
analyses according to age demonstrated similar negative effects for all key
safety outcomes (i.e., BMD, height, weight).

Table 10 Summary of TOPAMAX® Treatment Difference Results at 12 Months
for Key Safety Outcomes

Safety Parameter Treatment Difference in Least
Square Means
(95% Confidence Interval)

Annual Change in BMD Lumbar

Spine (glem? -0.036 (-0.058, -0.014)

Annual Change in BMD i i )
TBLH"(g/em?) 0.026 (-0.039, -0.012)
Annual Change in Height (cm)

(4-9 years, Primary Analysis -0.84 (-2.67, 0.99)

Population for Height)"

Annual Change in Height (cm)
(4-15 years)

Annual Change in Height (cm)
(10-15 years)

Height Velocity (cm/year)
(4-9 years)

Height Velocity (cm/year)
(4-15 years)

Height Velocity (cm/Year)
(10-15 years)

Annual Change in Weight (kg) -2.05 (-3.66, -0.45)
“ TBLH=total body less head
" Whereas no patients were randomized to 2-5 year age subgroup for

TOPAMAX?®, 5 patients (4-5 years) were randomized to the active control
group.

-0.75 (-2.21, 0.71)

-1.01 (-3.64, 1.61)

-1.00 (-2.76, 0.76)

-0.98 (-2.33, 0.37)

-0.96 (-3.24, 1.32)
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Metabolic acidosis (serum bicarbonate < 20 mEq/L) was observed in all
TOPAMAX®-treated patients at some time in the study /see Warnings and
Precautions (5.4)]. Over the whole study, 76% more TOPAMAX"-treated
patients experienced persistent metabolic acidosis (i.e. 2 consecutive visits
with or final serum bicarbonate < 20 mEq/L) compared to levetiracetam -
treated patients. Over the whole study, 35% more TOPAMAX®-treated
patients experienced a markedly abnormally low serum bicarbonate (.e.,
absolute value < 17 mEq/L and > 5 mEq/L decrease from pre-treatment),
indicating the frequency of more severe metabolic acidosis, compared to
levetiracetam -treated patients. The decrease in BMD at 12 months was
correlated with decreased serum bicarbonate, suggesting that metabolic
acidosis was at least a partial factor contributing to this adverse effect on
BMD.

TOP. ®-treated patients exhibited an increased risk for developing an
increased serum creatinine and an increased serum glucose above the normal

reference range compared to control patients.

Pediatric Patients Below the Age of 2 Years
Safety and effectiveness in patients below the age of 2 years have not been
established for the monotherapy treatment of epilepsy.

Preventive Treatment of Migraine
Pediatric Patients 12 to 17 Years of Age

Safety and effectiveness of topiramate for the preventive treatment of

migraine was studied in 5 double-blind, randomized, placebo-controlled,
parallel-group trials in a total of 219 pediatric patients, at doses of 50 to 200
mg/day, or 2 to 3 mg/kg/day. These comprised a fixed dose study in 103
pediatric patients 12 to 17 years of age /[see Clinical Studies (14.3)], a flexible
dose (2 to 3 mg/kg/day), placebo-controlled study in 157 pediatric patients 6
to 16 years of age (including 67 pediatric patients 12 to 16 years of age), and
a total of 49 pediatric patients 12 to 17 years of age in 3 studies for the
preventive treatment of migraine primarily in adults. Open-label extension
phases of 3 studies enabled evaluation of long-term safety for up to 6 months
after the end of the double-blind phase.

Efficacy of topiramate for the preventive treatment of migraine in pediatric
patients 12 to 17 years of age is demonstrated for a 100 mg daily dose in
Study 13 [see Clinical Studies (14.5)]. Efficacy of topiramate (2 to 3 mg/kg/
day) for the preventive treatment of migraine was not demonstrated in a
placebo-controlled trial of 157 pediatric patients (6 to 16 years of age) that
included treatment of 67 pediatric patients (12 to 16 years of age) for 20
weeks.
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In the pediatric trials (12 to 17 years of age) in which patients were
randomized to placebo or a fixed daily dose of TOPAMAX?®, the most common
adverse reactions with TOPAMAX® that were seen at an incidence higher
(>5%) than in the placebo group were: paresthesia, upper respiratory tract
infection, anorexia, and abdominal pain /see Adverse Reactions (6)].

The most common cognitive adverse reaction in pooled double-blind studies
in pediatric patients 12 to 17 years of age was difficulty with concentration/

attention /see Warnings and Precautions (5.6)].

Markedly abnormally low serum bicarbonate values indicative of metabolic
acidosis were reported in topiramate-treated pediatric migraine patients /see
Warnings and Precautions (5.4)].

In topiramate-treated pediatric patients (12 to 17 years of age) compared to
placebo-treated patients, abnormally increased results were more frequent
for creatinine, BUN, uric acid, chloride, ammonia, total protein, and
platelets. Abnormally decreased results were observed with topiramate vs
placebo treatment for phosphorus and bicarbonate /[see Adverse Reactions

6.1)]

Notable changes (increases and decreases) from baseline in systolic blood
pressure, diastolic blood pressure, and pulse were observed occurred more
commonly in pediatric patients treated with topiramate compared to
pediatric patients treated with placebo /see Clinical Pharmacology (12.2)].

Pediatric Patients Below the Age of 12 Years
Safety and effectiveness in pediatric patients below the age of 12 years have
not been established for the preventive treatment of migraine.

In a double-blind study in 90 pediatric patients 6 to 11 years of age (including
59 topiramate-treated and 31 placebo patients), the adverse reaction profile
was generally similar to that seen in pooled double-blind studies of pediatric
patients 12 to 17 years of age. The most common adverse reactions that
occurred in TOPAMAX®-treated pediatric patients 6 to 11 years of age, and
at least twice as frequently than placebo, were gastroenteritis (12%
topiramate, 6% placebo), sinusitis (10% topiramate, 3% placebo), weight loss
(8% topiramate, 3% placebo) and paresthesia (7% topiramate, 0% placebo).
Difficulty with concentration/attention occurred in 3 topiramate-treated
patients (5%) and O placebo-treated patients.

The risk for cognitive adverse reaction was greater in younger patients (6 to
11 years of age) than in older patients (12 to 17 years of age) [see Warnings
and Precautions (5.6)].
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Juvenile Animal Studies

When topiramate (0, 30, 90, and 300 mg/kg/day) was administered orally to
rats during the juvenile period of development (postnatal days 12 to 50), bone
growth plate thickness was reduced in males at the highest dose. The no-
effect dose (90 mg/kg/day) for adverse developmental effects is approximately
2 times the maximum recommended pediatric dose (9 mg/kg/day) on a body
surface area (mg/m? basis.
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