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;ﬁ 1,000 1x | EREZE(LEHR%) 0 0.9 0.8 0.4 0.3 0.2
B | 60%RH TEA7 (%) 100 99.4 99 99 99.4 98.8
M 8 AEBR || — - - - -
40°C EEEEE%) 0 -0.2 -0.2 -0.1 -0.2 -0.1
A7 3(%) 100 99 98.9 99.3 99.2 99.3

S — B L

5 REER NBAREOREN
BA=ROANA

6.fhfl & DEEA KL (MELEFHEIL)
Y L

7AHM
A HEBRYE N RViE
(FETHERLE B B8 (50 mg) THLOBEHZFE MR INTWND)

8. MR RIEABRIE
RN

9. %ﬁ“ I:P @ﬁxﬂﬁi \wﬁnlmntﬁfi
WEs/n~ T 74—

10. KT DEMES DEE;
Wik o~ N 757 4 —




1. 11
AR

12EANT HA[REMED $H 5 KW
WA Ay . ANT 7 I UlEA 4

13 EBNRERGESR - NENERTERICHT S1FR
RN

14.F Dt
AR



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

(D ERRT—2N\vir—o
R LA
B<ZE>HAECIRGE (BNEHHER)

4
AR AE A
SRR O FEAE . 7 R w2
o o P K - geh& 2 D] 2| &
(R 5) ol P |
]| | &
3
e S 7' v AR
R AR B 50~400 mg 2 o |o
i (6485-9101)
S 75 & Rt §# 50 mg/ml
Bt R AR (s 5% 25, | 6 o |o
i (6485-9203) o P EHIR - 13 H )
= | A
B RSB HERT A 27 100 mg/ A ; o
B = L s - Y.
(BEDHERER) (6435.9102) (ENgws, ff%)
B S 3'5%:)@357\ F— $E4 100 mg/ A
CEWZE S PR AR (50 mg #% 2 $E. 20 | @
- e (6485-9808) 100 mg §& 1 6%
. Ligk, A—7
e
ﬁﬂﬁgﬁgﬁﬁﬁ) A 5271 100~400 mg/H | 39 o0
Al P (6485-9204)
—_— Sk, A7
L R 57 200~600 mg/ H 18 o0
(AT 5 T ARRRR) (6485-9305)
S Zliigk, A—7
JH % e R M g
g b 1T RS AR $E#4I 100~600 mg/ H 122 [ AN J
(#9155 0 FEARR) (6485.9406)
sk, HEAL, LN
pesrat 75 R %R Thhh
Sy | CEER TR | 8% | 55400 mg/m 62 oo
(55 T FA Bk R) o
AR
(6485-9809)
FW# 55 Lltisk, A—7
(55 TR = 30043 -8 BN #E71 100~600 mg/ H 58 [ BN )
(6485-9407)
Lk, MWAEZL,
e 77 Rk
E 538 A A N
(%m*ﬁthiﬁﬁ%ﬁ@ﬁ&ﬁ) — Eﬁﬁi&j‘?ﬁﬁﬁtt ﬁﬁu 100 600 mg/ El 125 . .
(6485-9809 long)

a) iAoy B
b) k& T ~— hEGAERIEK
©) 77 B ARIRABILAR L, A — T iR




W/NREGEEE GEEER)
s
= ) 4:@ B3 =
" \ % 7
i o) g | oawemsme | R \G | Bn) 2
(Vs k=2 i [&] ot s A@
|| &
(3
Bl B -
VAATLTEY T yézgp&mﬁﬁ %@;&?i 12 1@
¢ HERR) e | &
LN
Fifh R S PRI 7 1 A — 3 —iRBR #E#4] 50 mg 94 °
(£ [R5 RAR) (6485P-007) HRIA] 50 mg
fife PR SR A FEE IR IR HRLA 97 ° P
H G BEhEsER) (6485P-0802) 1~9 mgrkg/ A
¥N
AT B Mt R R
BRALER (6485P-004) 6 mg/kg/H 59 ¢ o0
FEE RIERT IR RER bt vt
(6485P-0803) T’}Juf o, | 1~9 me/ke/H 26 oo
W1 5 e
FEE RIERTIRFRER . R S EEEH 48 olele
(6485P-005) 5~9 mg/kg/
7T v R%R
>k S ZHE R FEA K9 6 mglkg/ B 84
il PRAEARR GEE B 9) (BEAI1600 mg/[1 ) | (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,

FEVESRE BB

7T AR

FET~— MR

Wb v (65 #1%) (61 41%) TR
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,



DA HE—CUEh  FrE E K. 2007; 56 1385-1403

2ERNFEIHEHER (A
BEAFDILT AMATETH 3 RBAEMBEINRB G DN N TANAVBE Z 5 L LT,
FEEEER 3 SR (fLOFLTANAIEE OOFIRE) 2% LTz, ABROTS TA
MABE BT 2 B R UGEE O dERIS (THEESGE) Db 3T LBy
ThoTz,

. - . B AR B fiE

# B 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) KIRE—1EA : B3k L R, 2007; 56: 1659-1681

SEREI MMEHRICE T HRMERMNL AR T —F (FKA)
5 AR RRER N OV AR At 2 i 6 L 7o . S BE2 A4 2 TAn A 210
BN I T DFEMERG| L AR > 2 —3 (RSB 50% LA B LTJERI OFIE)
IFUTDERY ThoTe,

FEAERL @ L AR H—R

B 2 A 33.8% (27/80 #i)
TEHERD 77 54T 32.0% (58/181 {3
TR AR B 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-,
14—



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 %) . 1+ R ERIEIR) 12.8% (16/125 %), y- 7 VX I )L b T R
7 = 7 —EHIN 12.0% (15/125 i) . 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 (BRtAHE 100 mg/H
1 Z &1 200, 400 mg/ H & H#EE) ERRARHEE GlGHE S0 mmg/H, 1H I L
1250 mg/ B3> E) & CTHIEMAEZ 400 mg/H & L7z “EHERLEGRR (ot
TAMAIEE OOFIERE) BNERS T, ZORE, RERBERFRIZIIT 23 EFREL
BEPEID SR O B, @ OMiEE 33.83% (92 1) K OEfR 721k 42.0% (93
) THoT,
BRIV F 38 B 1 X0 & O WS 1 95.7% (89/93 fl) K ONFRER 72 it 1% 88.4% (84/95
) Thote, EREWEMIZ, B OMWiE, BRpEHEcENER, BEETHE
£ 19.4% (18/93 fiil) . 13.7% (13/95 i), FLIEMETE 17.2% (16/93 f5) . 5.3% (5/95
). IR 16.1% (15/93 #1) . 21.1% (20/95 #l) . FEHMED F > 14.0% (13/93 1)) .
17.9% (17/95 ) . 59/ 14.0% (13/93 ). 9.5% (9/95 f5l) . $EEIR 12.9% (12/95
). 7.4% (7/95 %) TH-1=,
T ~— FOEHFEEZER (FPik, PWRCSOIEE) LA EERRIEE L, @E O
ML 837.6% (35/93 1) e OEAR 72 iYL 25.83% (24/95 f5]) THV |, EHETO
BEHMEZBE LT & & BIRZEEECHEILK) o 72 (p=0.048), LIRFFSCE 7.1
Z ]

7 BN EIMERERE (BA)
WS CEEAFEDOHTUT A D AFETH 2 MBI 3G DI WE D T A AE 263
B 2 b 0T, RIS (BIAA & 50 mg/H ., 18 2L 1C 50 mg/ H o8 &) &
X0 RESR W E (B & 25 mg/H, 1 Z 212 25 mg/H§° &) & CHIEM
#4200 mg/A & L7277 AR HEMRERER (fobtTANAIE L OO %
B BNEMIN, ZOMKE, FET~— ME (168 ) OIIEF B D =R H
FMEIL T 7 EAREE (91 6)) X0 HAEICE (p<0.001). FEMHRZRMEIEE (83 ) &
VAR METE (85 ) TIHAEEITRO Lo 7- (p=0.065),
15—



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) .
IR 14.0% (12/86 fil) . 15.3% (13/85 f51]) . HERAIS L OKEIEMRE 10.5% (9/86
). 8.2% (7/85 %) T -7z, [WshFrE 7.1 5]

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) KM+ CTADAHAFZE. 2013; 31: 19-29

IENFEMMERMIEEHE (IMR)

WIFHRBRAE T4, MR ENPLE RO SN TANARIE 48 Bl Z x5 & LT,
FEMP SR (Bd & 9 mg/kg/H X% 600 mg/H DWW NHMEWE G5 8 F T, K&
36 1) & FEhE Lo, AR O F y FAEFE B L b R oo il 12 W% T
46.2%. 24 1% T 49.5%, 36 #H% T 55.6% CThH->7- Y,

BIVEFSEBAEE 1T 64.6% (31/48 f5) T 7=, TRBMWERI, i &R ERHE D
29.2% (14/48 f51) . AR 22.9% (11/48 f5l) . ZiTIE 12.5% (6/48 ), FsiTFasE
8.3% (4/48 f3l) . RV IR OVEAKIBOR 45 4.2% (2/48 ffil) Th -7z,

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

(3) ERPREEEEEAER

1. A
NERFZFORERE GUEBRES : 6485-9101) ¥ [fHl)

AARNFERERR AN BEE RS E LT, FEZ~—F (25, 50, 100, 200, 300, 400
mg) RO 7 vAR% 12 B OMEBRICHER DG Lz & &R E RE Lz
(& FET~— NEHRE6 FI*, 77 BRELRE9 ],

ZORER, B HRERS, FET~— NEERET 25 Bl X CTOIEFIIC, 7 TR
FHHET OB 8 BICRE S HivTo, TR AEERIL, 25 mg KT 50 mg # 5.4
TEZENZEN TRteid) 6 #IF 6 41, 100 mg £ 58T Tateil) 26 #IH 5
B, 200 mg #HEETIX [RteF) et epl, NE-ET 251 2366 54, 300
mg FHRETIE NE-> &35 Bepd 56], 400 mg HGHTIE NE-L7 5] -
Lo sy - 17250 & 6pih 66, TEE)EV] - TOIFED) - 17250 -
[HFW] - [5box] - 26 bA) - TRAE - TRateld ) 2834 6 fFild 5 4,



TR AREEEETIE (Rt BR9BIF 8B NE-s&35) BIBIF6HITHST-,
HEZRFERIZFRO bR o T,

LLEOFER LY. FET~— |k 25~400 mg & B AR AEEERA B I HERE OB 5 L
7o & EOARMEDPHERE STz,

¥ o [l OWBRE D L DAT v FIZBIM LT, hET~— N5 L 25 flch o7,

L [ARAIOEGR S B RO E]  EE, RS FET v — L LT IEES0mg & 1 A 1EX
X1 A 2EORA#EE TGS 5, Uk, 1AM EORMEZ & Tl L, MFrEs LT1 HE
| 200~400 mg % 2 [FICAEIE OB 2, ks, JERIC K O BB 225, 1 AR
L 600 mg £TET 5, i

5) AEPNEERE - BRI O % HakBR (2007 4 7 A 31 A&, CTD2.7.6 (75 No.9101))

Q)REROKSRER GIBRES - 6485-9203) ¢ (FE#)

AARNEFERA B2 LT, FEI~—1F50mg% 1 H 2[A (100 mg/H) 13
HiF (BF 25 ElIfG) RERAFKERE (RAER DG S R —HBRE I R O
h) oreEEERMLE [FET~— MEGRE6 6. 77 BREGRE 2 6],
FER, R ERERIZI N T ~— NET6HIT 5 51, 77 2AREET 2 HIT 2 LIRS
Hivlc, ERMEEERIL, PET~— MEGHEETIE TRl - RGO
NE6HIH 4afl, EF-oLd5] - T@BROFED] - 250 & 6pF 36, 77
EARBEHTIE 5b20%) - 725w - TEPMETS - A - Thted) 2
K 26F 2B ThH o7z, EERBEMIRD RN T,

AARNERR AN B LT, hET~—h50mg 2§14 1 H 2 [BIKERO#HES L
oL ZORRMITBRIF EZ X BT,

6) tEPNE R - IIERE N 5RER (2007 4 7 A 31 HKFE, CTD2.7.6 (A5 No.9203))

2. I©NR

1% [/ IEEYENRERER (FERES : 6485P-0802) " (H#iF)

2 55% 72 B 15 sk OIEMENE TR M R EREE C A ABIR 27 Fllc, FEF~— %
1H 205 BEEEOESG Lz (BB E 1 mgkg/ H G, J5HI 1 2 812 2 mglkg/
H9 >, 9mgkg/ H £ Tiliig),

YRR FEROPCANAI (INAR~EBE Y TJx=h Ay, 7=/ NLE
A=K OTVIRY) OB 1HIEZIFHE LICHEBRE 235312, 2~4 5%,
5~T %, 8~11 AN 12~15 5% (FHERF) O 4 BEERE L, TIZ EiLo Ky s
FHEROHTADAILN DT TADAIED HZZ O LT85 E 2351z, 12
~15 5% GEFEF) O 1FEEZHE LT,

ZOFEFR. 27 B 24 B (88.9%) IZRWERANHHL L7z (FRICEARENEMORELR
WaTRT), ok, BEERBIEMITRD bRNoT2,



EFREMERADORTIRNT

B FERI)
(n=27) FEBLRE KL
BIVER % © GREB) (FEFHEA)
CRE | ERRS [ oam [ s [sum | 1258 | 12-158
(n=5) (n=5) (n=6) (n=6) (n=5)
ik 24 88.9 3 5 5 6 5
fgiR 18 66.7 3 4 5 4 2
. A R R D 9 33.3 2 0 2 2 3
AARIROE 4 14.8 1 0 1 1 1
R 3 11.1 0 1 1 1 0

L AKIORR S MER ORI - 0, 288 EOo/NRICIE hET~— b2 LT 1 HE 1 mg/kg |
L ONRETHA L, 2B EOREE ST 1 H &2 meke ICHRET 5, Lk, 2B ED
A 317 C 1 ARk E LT 2 mglkg LA T L, MY LC 1 A& 6 mg/kg %085
LD, ERIC L 0 IR 525, 1 A E S R 9 mglkg U 600 mg OVFALAD AL b
L ETLT A, B, Wb 1 H2EICAE L TROBET S D L, :

DFAENER  TApABRE GG E U728 T/ I BIERER (2013 4F 11 A 22 HIKGE, CTD2.7.6.3)

(4) FRIOHER
1. A
WATHASE I 4EELER (FERES : 6485-9204) ® [&eHl)
HEBTY Y
gk, A —7 R
X R
#55 TA DA URBTEBIEME T A0 A RO T AN A BE
FLERRELE
c PERDOHUT A AABIRIE T4 7 BRI S D e W R
(DES TAD A EMERFAE, BEHET S RIE, ZRIE SRR B ARFEAE)

Q)T A A
I b 2ELL R A1ERIC Lo TH, BEEELZEHA 2 BILL EOEE T
KiELTWABE

< D7 < & B IR GBRAART 8 W EHCEEH DO HUT A AFEO TS H B2 E E S 1
TW5, BHOFICTADAREZT 7 == Vv, T/ vEZ—)L FUI R
HINR2EBE Y v Tafg V=9I K, = hA7 I FICRE LB 2 #
PN ET 5, EHITEND OIEFIOIRERIER 5-BRAART I H ik B TR A EEFH NI
bHZ L ET D,

FIRBRAVEE
< R ABEFREF R MIEIR 2 2 5 B3
- EITHEOMRIE B A A0 L TV A EE T, E ORI M I £ 87 5 rrag
N5 BE



- IRBRBHAAIFI . CTAMDAFRIEEIREICH DB, & DV ITEED HIRBR T IC B
WREIZ G 2 fERR D @\ S ABE S D B

HERAE
MNeEZ~— 1 & 1020 - Yh Lz, &5 1 H&E 100 mg(50 mg # 1 A 2
[B5H- )L VBHLA LTz, IRBA T+ THO, HoMEEET DRITEH ORI A
HIZEWEAIZIE 1 HE 100 mg 370, 4 Z L IZBEPBO DD £ THEE LUK
DR Ak UT-, S ML 1 B 400 mg & L7z, BIEOEENENED bl
Ltr. FIMEZHERE LS L CREORGHIM, HEZME Lo, 5HIHIX 16 HH
L7z,

FFHEIER
- Bt (i emeE )
o X

FEIBR CLAMEMENTRE G, AR I3 2 PEAEATE B
38 (34) il (Wb, BEINES TANAETE]

# B

@ L (i AaMUEE)
FIRAT %52 34 B HH IS B2 7 41(20.6%), FHEEE L EGIAN 7 61(20.6%), BEE L E
B2 6 B(17.6%), ARZEHIAS 10 $11(29.4%), FEALEID 4 51(11.8%) T - 7=, FHHLkE
Jo QNP4 FE B 5 X A7 C 14 $1(41.2%) Th > 72,

@Mt
38 B 13 #il (34.2%) (ZEWERNRE Uiz, FE2REWERIE, IR 4 6] (10.5%). &
B, (REED . EERE, EEEOR, HMRREREENS 2 6] (5.3%) Th ol
FBEZBER TR LR ST,

8) tEPNE R« BT IAEEABR (20> 1) (2007 47 A 31 A&, CTD2.7.6 (G5 No.9204))

WATHASE M 4E5L8R (FER&ES : 6485-9305) ¢ [HeHl]
HEBTHYA Y
gk, A—7 R
xR
T A AJRTEBIENE C AN A) B OV T AN AV BE
FREFEERUVRNEE
AT SR T AHRER GREREE 75 : 6485-9204) LRI L
HERAE
MeET~— R &2 1H2EE-YEE L, hET~v— hO&EGEIT 1 HE 200 mg(100
mg $E 1 H 2[5 4) X0 EtE LTz, SWRDBA 0 TH Y, ol EEZRET SFIE
FAORBNR SN2 EAITIE 1 BE 200 mg 70, 2~4 3 Z L IZHERBEDO BN
% FE T E LR ORIEL G Lo, memM&EIL1 H&600mg & L7z, HIEDTESR
HENRD ONTHA, FAREZHERREE L COREOR SN, Bk L-, &
ST 128 & LT,
FFHEIER
AT EE T AHRER GRUBRE 5 © 6485-9204) L [RIL
REIER (L APEMEATRER], SR I 3AT BhPEMEATE B
19—



18 45l (B4 CTAM A - 14 ], B TAMAERE 4 B]) (156 (EB5 TADA @ 12
B, T A ABRE 3 46))
W B

@ 5 (BB )

AT RIS 15 B FP 2 B 28 3 611(20.0%). TR 3 £511(20.0%) ., Xk
B 2 411(13.3%) . RZEFN 5 #1(33.3%). FALBIA 2 $1(18.3%) Th - 7=, FHIH
Jo QNP AR FE B2 A3 C 6 1(40.0%) TH o 7=,

BBy C A A CIE 12 Bl S BRI A 3 511(25.0%) , H 48 B L 1 A% 3 451(25.0%).
R BN 2 1511(16.7%). AZEFID 4 51(33.83%) Th o 7=, FHHIEF] K O 2k
EHNLEFT 6 61(50.0%) Th - 7=,

[FRRIC M T A DA Tl 3 Bl AZEEIAS 1 41(33.3%), BEALKIL 2 41(66.7%) Th > 7=,
@k

18 il 7 61 (38.9%) (CRIWERASRE L, EARIEMIZ, RERD 2641 (11.1%)
Thole, BERRMEATIRO o7,

9) FLPNE R - RIS MARGBR (2 2) (2007 4F 7 A 31 HA&GE, CTD2.7.6 [k No.9305))

(5) BREIAIEER -
1) EEAILLITRERISEER

1. A

WEHFE T4ERE GRERES : 6485-9406) 2 [§H)

HERTH A >

Lhigg. A—7 kbR

X &

BB T AL OB T B

T EGREE

cERD TAMAARIEIET, D7e &b 2L EIZH T DIREIC L » TH RS
YEZ B A 2 BILL EOSEE TRIE L TV 5D Tt D BEHE
(DESTAn A (BRSO FAE, BHES I FE, RSB LIRE R FEE)
@& TANA
- A 7e < & BIRBREEER G-BAAET 8 W] (BIEBENI N WEE DL 4
) (2 BEHOHTANAIEDOFECHENEE SN TWDHEE, JLTAn
NI T 2= v, T /v EHX—)L, TV R, DA< EBE, N
Nramp, V=3I K bR TIROILEFEHIE LT2AILLA, 7k
benzodiazepines I vl & 92 23 1RERIES G-BHAGET 8 1 [A] 2> & £ G-
THEZEZ1ThT . BLTANAIEDEIZITE DR,
FIEBRNELE
ATHIES AR (GAUBRE 5 @ 6485-9204) L[RIU
HERAE
AT, B, &REH GEEN. BEEH) »orb,
BEW  BEHOICANAREEE S NI RECHECTIRAT 281 Ga%
S M., FAEBEE N ST WEE T 4 8H),



HEM: hET~—h100mg/H LV &EEEZBHBL, Lk 4 BT (BIE
BEFEE NI SV EBEFIT 2 2 &) 12200 mg/H. 400 mg/ H |
600 mg/ H & #iHs (G & 600 mg/H) L7z,

EEW : HE%, o HEE 8 MG, HERP TRIENHALIESGAIC
L. FOHEE 8 MMk G L, [A—H&T 8 MM IENTERIC
W5 LA i3 % OF S TRl 24T - 7=,

FFHEIER
- A (B OB AR B B )
- HAE
FEBIER (B HIEF], FULREBI AR e A il ol FE B 431))
122 1] (102 Bl (EB5y CADA 2 95 B, B CAMAERE  761))
#w R
@ 520k
- AR SGEE
102 il TEEBAcE ) 1 16 B, [HRaEEEdcs ) 25 (], TREEQE ) I3 11 i,
TARZE ) X334, ML) X 17fHITHY, THEELE DL EOEIEIE 40.2%
(417102 %) ToH o7z, FT2. #T TADAKL OB TADAZEBIT D THE
ek LLEoEISIIENEN 41.1% (39/95 f5]) . 28.6% (2/7 ) TH -7z,
- FEAVEFEEUBAE UGE
FAFR B ORI HE T [HEESE] LERINT TANAFIEFRBUBE
WA 50%LL L TdH - TIEBI O 56 5 EI G X, 100 mg/H 22.7% (27/119
%), 200 mg/H 32.4% (34/105 5]) . 400 mg/H 29.8% (25/84 #) . 600 mg/
H 30.5% (18/59 ) <. 200 mg/HLA EDOHABETIEE—ETH-7,
FEAEFEBUEE ORBHIET EUGE] L ER SN TADAFIEFR B
DI TERLL L Th o T2 fEFI D (5D HFI A 1%, 100 mg/H 10.1% (12/119 i) .
200 mg/H 7.6% (8/105 f5) . 400 mg/H 11.9% (10/84 #) . 600 mg/H 18.6%
(11/59 #1) TH V. 200 mg/HLA L TIHHEE & HIZHENHE AL TV D ATEE
PER B - T,
IR B CTADABE DI E SR E U CRERICHNT L7325 CORER &K
XEWVERD bR o T,
@k

122 7 70 B (57.4%) ICEIER DFEL Uiz, E7e RS 3uiR 23 6] (18.9%) .

&
1.
H

L REREAD A 9] (7.4%) . FENED E 841 (6.6%). ML (b,
F U R RN CREIEGRENS 76 (5.7%) Tholo, EERENE
I EZLD 1B TH o728, BT LRI L,

2) KA BE—1E2 : H3E L FRIR. 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,

D AAH—2AED>  HE L IR, 2007; 56 1385-1403

INR

BEMHERER GLBRES - 6485P-004) » [HBALHI)
HEBRTYA Y

FEMR, FExTH

PO 3

REMRIE ST R RE B T A AR

FoEHEAE

- BN TR, EHER Y RAE, RMESERIEE B E 72130 3 5
- [EEBUSRF OFHER DY 2 5L B 15 5L F 0 RIR

cPLTADAIE I~3 FITIHRF SN TR Y, BIEWIMBRLARES T 4 BN L2 o
FENEEINTE LT, 7o 2 BHL 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

REER D I R

Y

Bmg/kg/ B ,
28 ' :

4mg/ke/ B
2;8

2mg/ke/ B

FrES<—PF 1mg/ke/H 238
2;8

sEEIR (o58) AR AR (838) PR 4 R (83)
e SRS (8;
- TR (1638)

; BRI TADNAZE (1~35))
AizHAEEE

Y

FEFMEIER
- B NMERTA I D58 43 R A BUAR BE YR %
% B O 53 TS BB EE — B 2P ] 00350 3 8 VE RS BUBE D)/ B2 1T 35T
Sy FEVEFBUBEIX100 (%)
F G EIREEHBER
- FHEAERFI] O FAFE R BUAH EE R ==
- HEMEFHmE O L AR U H—
o HMEFMEIR O Z kMR LR VEFS BB R 3R



~

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
- H EHERF I O 50 40 R E R BB i) 5
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
- BHZNEEAm I © kMR b R VERE B EE ) 3R
CIRME AT AE R BV R RO I 38.7% (95%(EHHIX[H] : —28.6~
75.0%) ToH -7z,
@ LMk
59 il 30 5l (50.8%) IZRIEMMNIIL L=, F5HICIx, i hEREEERD 2
&b < 1261 (20.83%) IZHBLLTZ, RWNT, HHR2Y 96 (15.3%) . ZITHED
6 5l (10.2%). BAJGED 361 (5.1%) . JRHY L HIN K& QTR R A B 1 n s
% 201 (3.4%) 1ZHB LT,
HEZBWEMRE LT, TTADAERKE] 2 1HICEH L, ALY [E
wLi,

3) KM+ ThnAMFFE. 20135 31: 19-29

TN
1. BA
BEIHEEHREHRE GIRES : 6485-9407) 0 [(f&Hl)
HEBTHA Y
Lk, A—7 R B
xR
B C AN R OB T AV EBE
F R EREE - BROVESE
ATHAES T AR B S OV 156 T ARRRER ) © Okt
HERAE
FMeT~—h&21H2EGE, ), FKAE L THRAEORD 57 HE(0100 mg/
H~600 mg/H) Zifkife 5 Uiz, 7272 L CRIERBA -+ 78 - 72354513 600
mg & FRE L CHEEMAEZEM L, STAFEFRLNRE 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) A5
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 EEREEERCD 16 6] (12.8%), Yy 7V Z IV KT AT 2T
— BN 15 f] (12.0%). #EH. EFOE 14 61 (11.2%). Sl 13 fi
(10.4%) THoT=, Z O, KENZFHEFRTH 2 BIREEREA D 3.2% (4/125
Bi) (IZERD BT,
EEZFEEMRZ, 136 (MWl - KRR, BORE, A b=— - HEETHE -
IHUE T, D% (L8 . CTADAIEME, FEED E v, BEEifE, Bk - 2
FYT. EEEIRMARAE, EERE, < BENHMLOS 144, TANLAD 3
fF) 1RO BT, W S IRERIE (RO AIAL T 7 & O ALE I K0 B8
F TR LT,
(2) A 20k
TAMPARERBBE R E (P fE) X, TH&EE~6 5 AB] M
39.40%(124 %), 16 » HB~14H ] 7% 43.65%(102 #f), 1 4H~24H
N A47.15%B6 ) Th o7, F1-. VAR F—FR (%) 1%, [#EE5FEE~6
B A B M 34.7%43/124 B), 16 5 A H~1HH] 7 42.2%(43/102 f5)), 1
EH~24EH] 1T, 44.4%(16/36 ) ThH - 7=,
1D PSR - AR HRGABRIE R & 5 (2007 4E 7 H 31 A&, CTD2.7.6 (75 No0.9809 long))

2. IMNR
BETHERREHAR GI5RES : 6485P-0803) @ [(HFIk)
HEBRTYa Y
B, FEXTHR
xR
%1/ FRERY B REs R GRERE 75 : 6485P-0802) Z 52 T L= (2mE»n b 15
ek OIEMBENE STV RIVE SRR B E M E T A p A BBIE)
FRERRELE - BROVESE
55 1/ L FH SR B RERER )~ © Oiffkfoe
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)



BEIDHEEHREHRE GBS : 6485P-005) ¥ (fEHl. HEHiF)
HEBRTY Y
e, FEXRTHR
PO
FAAHRER GRERE S : 6485P-004) L[A L
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,
BN E KF T RRT & LT, R i, EHE (), TAD
AR, RIS RTE, B G-BRAART O BIERBBE (0/4 8) . £ 5.5
RTOBERFAE, PFHITCTADAIERIE, DFRHFLTADARE (I ~vEBr |
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 . 65K EORETHNER RN ENoT, Tl 2 (0~16 Ak
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 TH D,

- 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,

- BRERBATOI S RERMEE ([|/458) : 0~4 [FIERTGOA ZIEFIZEA 69.1%
(928/1,343 i) THo7=DIizxf L, 4 AL EIT 48.2% (866/1,798 i) T
0. 0~4 B DA EEGIFRD Em o> Tz,

- BEFRATOEERE - BIE 1] OAZEFIHED 55.6% (1,616/2,905
#) Tohol=DIZk L, TH]) 1% 75.4% (178/236 #)) TH Y. [H] HOAH
RGN @ o To, ARIWEFHIFEIE CTh 2 5 0 FBIERBUHE O 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), &
A (112 4) . BRAGEGE (95 14) . y- 7 v Z IV F T 027 =—8HN (54
R . FEMED E W (30 1F) ., M7 A YRR T 72— (25 1F). Z
HE (24 1) ThoTo,
ARENDLENEZHONT, FiT R BENRITARE L E 2 5z,

éXﬂiéﬂﬁ@%%‘%%EUEM’EFH%E@%%EKOI/\T0:,t\ VI.8.(2)) (ZREF STV D F%ﬁ%‘fﬁ%
B, BOHE, HAERE K OFIROAESEE S ORIEMNEIHE ] OHEEZROFE :

B

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,

OFAPICADAIE (V=33 K) BT, AEFI=N [ BT 65.7%
(1,061/1,615 %), 4] RETIL 60.5% (297/491 #l) Th -7z,



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
BERRSERESRAERICY U B X F- ki aA Bk
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
FEMARER (GHERES : 6485-9809long)) [ZH]Y & X 1=k HER

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
—EEEREHER) 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) v BT+ H AWM L2 HERE, 2012; 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

) FREME A BAERE O TR COREIEF OT — X BEE S 20184 A 30 AL TE Lz,

x4 ERALEDEE] 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 REFHORRDOBARERTEERDER VI FEEL AR F—F5)

53 5 (RS SRS D RN L A A SR
AHID A ATRE | rsyseq 4 o
BEPRVL | RO | o | 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) YERERML - fERARE 1020 ¢

FET == MZEY | Bt 15 L 20 Ko Tl 2 2 8EF ko], LR L
U LEROME], A = ERFEFENN S BROME, GABA, &K Z I LIz GABA (2
£27v 74 FAFRADREKR O FREEIKEESR (TR LOIVE) ORERZED
bivle, ZNHDOHEEND, FETv— MO TADAERITEMEGFET R T LT
Y RVMHIER, BALEAANE LB v 7 A F v FOVIHIVER, AMPA*/ 1 A = LR
TNE X R ARRFEREIHIVER . GABA 17(E FIZEB T 5 GABA, S A (AHERERE R E ]
B OURIRIUKER L E RIS LHESh TV D,

* a—~Amino—-3-hydroxy-5-methylisoxazole-4—propionic acid

5= EEER GABA®ER

REMGEDMH




(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—)L FES<—F20 1 mol/L

)EMEKFEELEADILSDLF v ILIMFEIER ™ (invitro [5 v k1)
Z v MEBEIREERGHE (AT A AEK) 128\ T, FEZ~— M 10 umol/L LA
T LA NEREE LT,

FEST—tDZy MEEEKEFRENBROEBMEFRELEHILO Y LABRICHT 524EH

———
——
-

100pA

MES<—h 10mol/L
N ]
100ms

I'\ ark~a—-i




3AMPA/H A Z VBB T LB = UEERBARMEEIIKIER @ (nvitro [S v F])
7 v MR HEAMIICIWT, YT~ — NIV A = CEEE RN E B A

il L7,

FPESI—FDS Y FMIRBEEBREHREMRO N A Z VEFRAREERICHT SR

HhA= B +rEZT—k
200 ¢ mol/L 10 £ mol/L
B 4
EE 2N |
(10~20%3")

10sec

500pA

4)GABA FHETIZH T % GABA, ZBRHEAEIETRIER 2 (invitro [X I R])
~ U AMREEE/NHERLH I IV T. P E T v — ME. GABA, XBFEKEIT LT

GABAIC L5727 vF 4 N4 A i A% 10 pmol/L Tledt L7z,

FEST— Do R/NNEEHMAIZE TS GABAFERI OS54 A4 ViRAIZH

3 51EH
% 2> hra—/L 2 n
MALE (2 ha—)L) 100+4 14
8 1 GABA (10 pmol/L) 147+7 14
GABA (10 pmol/L) -
+FEF<—F (10 pmol/L) 1728 14
MALE (2 ha—)L) 100+9 12
SEhR 2
7 ~— 1 (10 pmol/L) 111+4 12

a) fif RITELE (2 hr—) OFHEE 100 & L TR L,
mean+S.E.M.

*:p<0.05vs 7> ha—/ (Student's t-test)

** : p<0.05 vs GABA 4LiERE  (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) Kilx. Easson-Stedman Plot %3 %\ Lineweaver-Burk Plot &2 L 0 B H L7,

By RABEBEEIIT HERA 2 (YVAR, IU M)

M T v — MIFEREBEERR TN T, HERO&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 RIZHEITE2RAEREZ 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 {12 X Y 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) & MR E R ERR
[VIL1.(3) B bRk Br CRERR S 7= I h i E ] DIES R

(3) ERRAER CRER SN MFRE -
(BERN)
OEREESE Y (FEH)
R AN B MEIC B BT ~— b 25~400 mg Z#e s FHEER OK S LA omEd
TREEHERS S OSSR ENRE N T A — X ZLL T DO &Y ThoTz,
FEEER B E % 5 LTz & & o i rh i HER

(g g/mL)
10 ——  25mg
g —8— 50mg
5 —{— 100mg
. —— 200mg
i —4— 300mg
y —h— 400mg
m A W mean—+S.D.
aﬁ T s, l (Lvg htin=6)
iy
bl - T
= ] l
- dd l |
G] T | | 30 e | | LI T | T LI | LI T i I LI | LI | LI T | LI | T
0 2 24 36 48 60 25 84 96 (B¥Md)
TEFERR NI HLEIRE - LTz & & O ENE ST A —H
ik Chass . tio 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 —a 1.7+2.2" - -
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 1.27+0.13 44.65+4.89
300 6.20+2.04 2.3+1.4 28.947.4 222.0+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 1.29+0.17 51.27+5.80

FEIME RS (n=6) a) FHET  b) AUC,,



FE T~ — MIEGZESOITRIN S 4L, FE% 0.8~3.0 IpfH] T i h iR
IZEELT=, Z Dk, Pl 25~47 FE CIHA L7z, 50~400 mg & TO&K 5 &4
FEIZ3WN T Cpue M ONAUC, 135 55 & ORITHRIZIEDR TR DTz,

Mg CIEmEFR Lo hET~v— MIABRICEBWEAREZ R L, MERPIRE
? AUC,_ T MAEFEEE D AUC, .. &V 2~13 (K& o7, C,. M OVAUC, I
B HBOBEEITENEI U223, HEICHA L2 T o8 InHE <, M
ERBATICARFE RO BT,

L AR ORR S N RO ] e, A PE S~ — e LT 1ER&50mg & 1 B 1EX |
X1 H 2 EORNBS THET S, Lk, VBRI Lo & Tl L, MERRE LT AR
| 200~400 mg % 2 [ENCAHEIR OB G5, Ak, FRIC K0 BTN 225, 1 ARHRG R
L 600 mg £TLT B, 5

QREHRE » (Al

R AN B P E T ~—150mg 2 1 A 218 (100 mg/H) 13 AR (G 25 A4
5) KERORGX LTG5 ORYEE T A —2 X TRO LB Tho,

X o SRR O TSN DR — R | Bl N B 5 21T - 72,

(g g/mL)
10: ........................................................................................................
5 53588879 535 mean+S.D. (n=6)
i o)
o
4 5
e T L T
B %
E -
0.1 | 1 | | I
0 5 10 15 20 25 (H)
EeEE~Z168BIZNSTE
miEhENPFEE/S A —4
Cmax e T AUCowo Bz g
(ug/mL) (h) (h) (ug - h/mL) S
HR 5 0.87+0.15 3.240.8 37.9+14.9 37.8+14.0% —
HIEE G- 1.04+0.11 3.0+0.6 — — —
e S EiEacA 3.95+0.44 2.3+0.8 27.6+3.6 — 5.20+0.82

P E AR E R (n=6)

a) n=hH




HEIE GO GEROMEEF b7 ~— MREEX, KERSHLE 5 B B LUK —EH
ZRL, FET~— FOENEREIZRE 5 A HLURBIZIZEFREICET S EE 25
iz, ‘&G4 2.3 Bifilic C,,.3.95 pg/mL Z R L7-#% 1 FAPEICH & L7, B
[Al# 51% 00 12 BRI & ok ml #5644 0 12 BEfE o (FER) 135.20 Th -
7o WEIEGHD ty, 1X, 37.9 KFfE, RAELEEGHZD t,, 1 27.6 FETH Y | KB
FHIT XD ERNERRZEITEE D b o Tz,

Al OAER S B RO R - . A P E T — e LT 1 EE 50 mg 2 1 A 1[I
1A 2 EORARGCHIAT B, Dk, LB EOMEE S Ol L, RS LT AR |
| 200~400 mg % 2 FIZ RO HST 5. Zds. JEIRIC K VIR 508, 1 ARG R
L 600 mg £TET 5, 5

@BARARUNEANIZE T ZEMENRELLEK 20
AARANKOSEAD b BT~ — FOERNEIRRIZIE, HEROAER A GR & 6 I
RIEENRBD bLTe, L LR, MAERRE R OSEDERE T A — X ITEREH
EICEVEBT 2 Z RS, YO REAZIIAREAICERT 560 LHEE
=Y Wi

GNRDY 30 (R
2~15 ik DIEENE I R RTER M T AN AR, FETHIRIAZ 1 B 2 [RIBA4A
M1 mgkg/H5H 13 &2 2 mgkg/ H$ >, 9 mglkg/ H & TS Lz, 1
KO 5 mglkg/ A#eh U7 & & o iR EHERS K DY ENFENT A —Z TN TF D &
BY Tholo, HRMBEREFEFEHLZAT O TANAK (I \wEE Ly 7=
M, ZUVIRy, 7T/ 082 —)0) O B8R Lcaick~, FEDF
A GEFER) Tk, C,.. TK 1.6f% AUC,,, TK2.0F (W d 5 mekg/ H#
) Tholz,



SEAGEME ST R SRR BDEM: T A A BIRIC R G- L7z & & o MR EHER

(pg/mL)
14
—0—JEFE (5meg/ke/H) (n=3)
12 4 —8—5E (5mg/ke/B) (n=16)
—A—3EEE (Img/kg/ H) (n=5)
10 4 —h—5E (Img/kg/B) (n=22)
m Mean+S.D.
",
b3
& 6
4

—
—2

0 2 4 6 8 10 (&)

SEMEME S R M SR TE B EME T A A BRI RE R G LTz & E OEDERENS T A —4

E.\,:‘é }&5‘% Cmax tmax t-’1/2 AUCO*IZe)
(mg/kg/H) (ng/mL) (h) (h) (ng * h/mL)
EZ =] ~
#HH (2~155) 1 1.05£0.38 2.042.0 9.844.07 9.344.1
(n=22)
SRy R
#2150 5 5.31+1.69 1.840.9 9.1+3.7” 44.3+18.0
(n=16)
SRR ~ TS
4ﬁ£**(g§;)15ﬁ¥> 1 1.95+0.27 24415 17.354.49 | 19.9+3.3
=] ~ =
3F””F(£Eg)155§) 5 8.51+2.14 2.6+1.1 23.49 86.6+26.9
YA o R A 2

a) n=13, b) n=10, ¢) n=2, d) n=1, e) MITPRELD 0 FFRIfEA 12 FFRIME & L TR

[(KFOAREINT-HELOCHE] @, 2 Eo/NRIciE e T~—FE L T1 AHE1mgkeg D
BO%E TG L, 2 8B EoORFEEZ ST 1 HE 2 mgkg ([HET S, L4, 2B Lo
ZHITT1HEE LT 2mgkg LN L, HEfzEE LT1 HE 6 mgkg 2R NEH3 25, JER
WX 0 I 528, 1 ARE 581 9 mgkg XiE 600 mg DWTFRDARWEREBEETET 5,
e, WINE 1T H2ENCEILCROEET 5 Z &,

GFRlEBEEED
OEEE GABEAT—%2) 2 [(5&#ED)
fEEEE RS (65~81 %) I FET~—h 100 mg ZH[ER O& 5 L2546, HE
Bl E I EEER A (18~38 %) (2~ C,,, XM NAUC, . 1ZZNTh 23% KN
25%IEM L.ty 25K 13%IER LT,



FES<— 100 mg ZHEROKRSROEMEE/NS A -5 (FHELFERFE. n=16)

- Crax AUC., b CL/F CLy,
P )
(ng/mL) (ng * h/mL) (h) (mL/min) (mL/min)
fRERR AR 2.03+0.69 74.2+14.1 32.8+7.3 23.3+4.4 12.4+2.4
TR v i 2.50+0.79 92.7+15.3 37.0+5.9 18.5+3.3 10.0£3.1

QBHEEREEEE GEAT—4) ) (F&H)

WEERE (V7 L7 F =227 U T 7 A 30~69 mL/min/1.73 m?) M OVEEE (7 LT F
=27 7 7 A<30 mL/min/1.73 m?2) OBEREMREEAEIC BT ~— bk 100 mg
FEERAKRE L, bEI~—F OO 7 VT F % (CLIF) 1%, &
MERENIEH 2B (7 L7 F =202 U7 7 A=70 mL/min/1.73 m?) &,
MR DB HERERE E R E TIT 42%., EE OB ERE T MA%IE T L, L
Mo T, PEERELITEEOBEHREREERE I L T, @FHEO-EOMfH
BHELES N D,

BREESEICAIEST— k100 mg £EEROREHOMEHENEIE/ S A — 5 (THELZE

RE. n=7)

4 AUC, .. ts CL/F CL,
(ng * h/mL) (h) (mL/min) (mL/min)
BB HREE @ 88.1+24.2 31.6+4.8 20.25+5.83 | 10.82+2.32
R R R 190.8+49.9" 58.8+11.2° | 9.24+2.95" | 2.54+0.42*
TEH B REE 73.8+12.1 37.5+8.2 23.13+3.97 | 13.13+2.80
R R R I R 136.8+45.6" 54.6+11.2" | 13.38+4.33" | 6.18+2.83"

a) B T A AE IR T FR A & P S PR RE

* 1 p<0.05 (IEHEHAES & DL  *HEDH D t—HE)

OIft¢selEEEE GEAT—2) * (EH])
L HEE (Child-Pugh 2 =7 5~9) OAFHERERE BH CTid, REFERA L L
5 LT AUC, /% 29%H M L, CL/F 1% 26%{% F L7z,
FEEEEICFESY— b 100 mg ZEERO K5 RO MBRENBE/ S A —4 (FHE+1B%E

ERE L TEN TR AR E

RE)
4 AUC, .. ty CL/F CL%3
(ng * h/mL) (h) (mL/min) | (mL/min) ®
R A (n=6) 55.9+15.5 24.65+4.99 | 31.78+8.93 | 26.44+6.03
T REREE L (n=b) 72.2+10.3 33.61+10.7 | 23.45+3.27 | 13.49+3.44
a)n=3

(EMZFHIRFME)

fEFERC AL B ERIRL R T BE (ZENEFR T~ — & LT5H0mg) &#ENE
AR TICTARE EHICHEBROEE LAY FHRSHERR TIX, Cpn KO
AUC,, ® ks EFEEICHRT D b EFTHRIO D 90% [ HE X I 24 86.1~103.5%

KN 96.0~100.9%TdH v . HRHK| D[R EMED MR S 17z,



PERERR IS b BT AR & b e gEz R G LT & & oM PR EHER

—e— FEFHEN - o - FETER

(g g/mL)

14 Mean+SD.
(peg/mL)

(LWFhtn=24)

BB

12 (B§MD

(4) hEE -
BA=)-v 2

(5)BE - ftAEDEE
NEEDOFZE 3 (FFH])
R AIZ P BT v — b 100mg $& 2 ZZ IR X O BZICHERR A& G L2 & &t
IXZEEREEE T 1.5 BE, BB G T36 M TH Y, BEKRGOD t,, (X2 IERHE S
EHAREBITERIE LT, Chue AUC, KONt ICHERETRBO bR hoT2,

n tmax Cmax AUCO*OO tl/z CL/F

(h) (pg/mL) (pg * h/mL) (h) (L/h)
ZEfE R - 7 1.5+1.2" 2.01+0.37 74.2+11.6 32.4+4.8 1.37+0.20
REERG 7 3.6+1.5 1.80+0.15 72.7+6.6 31.0+4.0 1.39+0.12

*:p<0.05 (tHE. vs BHEEL) FHME RS
) HRAENZE
VIL7.2) fFHTEE & =DMl OESBR

(6) B&%EMA (REaL—3r) MBI YHBELEZEMERNEBEEZBSER » :
HARANBEIZBITD NET~w—FORNTOLE 7 VT Z A2 (CLF) (IZKIETOHH
WORELRE 2 b—Ya Ty —~vaxx7 47 A (PK) IEIZL T L7,
NAEREER

OFRSEDEEZ T D R0 CL/F, LT O 534 A (VIF) B ORI L & i (ka) o
WL 2 HDNNMEERZRE LI- & 2 A, CL/F IZIHAE KL Ol VIF IZIXAE
DRBRRD LN, —JF, THOEYENE T A —ZITHEITEO b oT,



2NEMER
TERIOR LEEAED 2R E GO T ~— O CL/F 1%, BERAICME T <
— N A REROBESEO CL/F L LT 1.8~2.8FIC FHTAHZ LN RENT,

FESI—FDCLF ICRIZFTHBAEDFEGRE 2 L— 3 > PK fi##1)

CL/F &

B PHT CBZ PRM PB CLB ~wvvreevge  CHE G
©) @) 3.09 2.51
@) @) 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
) O O 2.39 1.94

1.239

PHT : 7==hA v, CBZ: H/X"~EE PRM: 77U IR, PB: 7= //N)LEH —)L,

CLB: 7 u "% L4

O:IkM&HY

AR TR AKX T A I NI ERA B LRy XYV T A, s
XHSTS A UTENRL, IATDTENRL, TuvtBRA, 73BT, aTERA, Y
07 BTER=H) UL, TIVETTERARD AL B R

b)CL/F (ZBAR#E 1 5 53R 35 1T 2 #E i DR E (65 kg) K OMFn (25 ) DB fE 2 AV TR L7,

S PEHEED CL/IF Z B 5D CL/F T4 5 Z LIc kW EH L,

d) b ET~— NGO CL/F 1%, R ORER OGRS 5/ CL/F 264 Lz,

2 BMEE RIS A —4

(1) @A -
HYEREE T LT — RGBT O H A 1-a /83— " A v MEFAE L, ffEhEEs
— 2 I TEFRETCEONZb DL LTI LT,

(2) MULERFEFEE
ka = 1.09 (h?)

BNNAFTRLSEY T« :
GrEANT—%) 9
fEFERANBME AEAN) 2358 L TChET7~— K100 mg 2L N N EZ~— K 100
mg KIFRZHEREOEE L7, FEI~— MKIBREDHEBNOHEH L FET~—
N ORI SA AT RA T EV T 4 135 80% ThH - 7=,



(4) BEEETER
h BT <— bk 50 mg $E 2 SEHGREZ B ONT 100 mg HE 1 $E8 5-FE D 1 Jo i & $ X
& 117 0.0266+0.0027h ! Ta%;oto

BYVIVTIUR:
[VIL1.(3) B pRakBR CHERR S =L iEE ] OISR

(6) R ATE :
[VIL1.(3) FEIRARER CHERR S 7= Il PR EE ] DIES M

(7) MBEEEEE 0
b M A Nz in vitro # 287 fEGEERZ: b ONC IR TRBRIZCIS W T, FE T~
— k (0.5~200 pg/ml) OX 237 FEEGRIFKR (15~41%), MFEFRED EFRIZEND
SR FEERITET L,

WINRE  (pg/mL) 0.5 10 200

MmAEE B (%) 41 24 15
IRASIIEIC LD

3.0%UR

(B#:7 v )

c LB AR LT » Mo UC- b BT ~— b 10 mg/kg ZiE{LE LV — TS5 LT &
A, IR BN T E TOJRWELTE T W IRINER 2R Lz, IR X+ 56
(99.14£0.2%) . /II5 EES (97.040.4%) . /BT (93.8+0.7%) . /MG FHE (90.3+1.4%) |
H (4.243.3%) DIETH o7z 4,

JHEIC =2 —VEBA LT » M2 UC- M E T~ — F % 10, 40 %O 200 mg/kg B
[FIFR OB 5 U 7o REO U RE D SRS 21X, B C 20.2~48.83%. JRHC 47.0~73.7%
Th v, HEOHEIZ OB FPEtEROIR T & JRPERIERD EH 235O bz, ZoME
o, EICh=a—LEHALZBIOREET » Mot BENES Lk, e R
FEAEH PRI R X 45.8%, RRRTHEIEIT 33.7% CTH V| A FIcH Sz b T~
— & D W 80% NI SN/=Z End UC- M E T ~— MIBIFIEER LT
Wb EEZ BT,

4.5%

(1) 1% — R EAFT @adtE
(2% 7 v b (SRR TOmME)) 2
HEVEZ » M2 MC- P E T ~— b 40 mglkg ZHEE NG L L 25, &G4 4 Ffdl &
TOMN ORI« /N T REIREE I, M PO REIREE D 0.4~0.5 5 Th - 7,

(2) % — R RERAFT @@ 1
(% . 7 v b (BSRERE TORE)) 2



EIRT v M2 MC- P BT~ — b 40 mg/kg A HREIRE ARG Lo & 25, LU~
DIFSFTREDBATHZRD v, ok, fa ey KOG R O&FHRE T ORSREREIL, &5
% 30 7y, 4B, 24 B OWF AT T HIRIE R MAE PO RER E & [FIFRE Th

>77,

(3) A ~DBATH
(2% 7 v b (ASRERE TOmME)) 2
IO T v MZHUC- P E T~ — |k 40 mg/kg ZHEIR OG- L& 2 A, At hAdH
REMRE I, AR REIREE 0 0.07~0.73 (5 Th o 7,

(4) BERA~DIBITHE -
P - v 2

(5) T D DFEE~DIEITHE -
(3% 7y b (HRIREECOmE)) 2
HEVEZ > MIZMC-FE T ~— b 40 mglkg Z HEREO& G L7 &L 2 A, KB O/ T
T G% 30 i b m W BEIRE 2o LTz, #5-1% 30 7 TIE'E > BB > ik > &
ik > R > (MR DNELZ S REIR BE A3 151 > o 72,
(% : In vitro) ¥
UC— 7 ~—1F (0.5~200 ng/mL) 1Lt FMER~OENBITHZ R L, & F Tl
MR PR ED EFIZ IR PR — AR I 21.1 206 1.05 IR F L, mERFE
ITICEFNAFRD BTz, FEAMHT OSSR, MERIZIT M7 ~— FOFEEICEET 5 Em Bl
M CIRE EORE S HAL &AM CEA RO ETALO 2 OREATNLNTFIET 5 2
EWRINTWD Z LD, MR IRED EFIZ RO EBAIME IR EORS AL e
T DOICMERBITEMET LebDEB X b,

5.4 55

(1) RBIERML R L HIIREE

GrEANT —%)

fEHE RN B (GHEN) 12 *C- BT ~— b 100 mg Z HREIR 0 #&5%, g RED
FEHOTREW OB 21T o 7245 R, 6 FOMRGBH B MAE, JREOFEFIZHB N TED
bile, METv— FOHEERBREZ LU FITR Lz, 6 FOGEHMIIKELE (M1,
M2). WA fEAE (M4, M5), M2 ROXM4 O 707 o Ui EE (M7, M8) Th
ST, MAEFIZIE M1, M4 K OYM5 338 Hiv, 2O I i g ik g o
5% AN CThoT-, RHPICITEZHIZM2 KO M2, MA D7 v 7 o BlaaiThd
M7, M8 8O L=, WTFN b &G ED 2.5%AKM Th 7=, FEH 2L M1, M2,
M4 KO Mb5 3380 bz, Wb &EE5mD 0.03% A0 T o> 72,
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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'Z~— ~E CYP2A6. CYP2B6 K& CYP2D6-Val (%4 B EMRHZAT 25 Z L
O BT, ETOMHERIIWLTAE 100 pmol/L (33.9 png/mL) LI EDOJEE T T
H# 30% TH -T2,

VEEANROEERUVZDEIE -

(BE Ty k) 9

M TOREMNEZ » ~ (SD) I hET~— bk 10 mg/kg 2 H & 5 WITEARNE G- L 7280
M REGRRE 2B LI 2 A, BROEEH# O AUC & #lRN#E 51% D AUC 7>
SR LA HE (BA) 1XFE 100%THY . BT v T ET~— |
XIF L A EREIERZ R A T 72 EHER ST,

REDDEEDEERULLE .

(BE . ~UR) W

NET~—F 2Ty b&®DWVITEERABECRO&E L & & mEh cidRin s
REIRE UTHAET 2 2 ERME STV AR, g, RHDWITES IR S
R M2 LM 12O\ TR, v U AR RKEET LA (MES) BBRAITV, HA
B G REOFURBER 2 5 L7z, M2 1% 300 mg/kg THUESIEA Z /R L7228, 75
mg/kg CIIERZ RS 72 o7, )i, M5 1% 200 mg/kg THHBIER 2 /RS 72
7o ZORBRAIZEBITS YT ~— D ED,, I%43.8 mglkg TH o7z, L7=2-> T,
M2 L O'M5 3 h BT ~v— FOFIEEIERICH 5 L T D ARV D LB 2 b
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ERBDOEERN/S A—5
LR L
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MET < — FOEYHIERREITE TH Y . miE, RECEPTIRHMTEED SN H8, €
DIFERITID 70 < BITRE B L LTRPICHR S L7,

Bttt = 40
s RN BEIC b BT ~— F#25~400 mg % H[AIFE 0B 5-1% O RZEAIR O R R R
1% 35.1~59.2%CTH 1V . FAEDOHEINILEW EFT DA ED Hiviz,



X% SEAI

GAEANT—%)

R AN BME (FAEAN) I2MC- T ~— b 100 mg # H[ER O &5 10 H% £ Tl
JETRED 80.6% A3 R HUZHEM S v, Z DIFDOREALIROPEI T 59.3% TH > 7=, K5
b A% E CORMETPMEIT 0.72% Th -7,
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7. bS5 U RKR—E2—ICEAT S1ER
(% : in vitro) *®
v N =4 T AR —%— (hOAT) kOt Na#L T4 T AR —4%— (hOCT)
%%ﬁéﬁtswmmvﬁx UL PR AR HETER S2 M) 2 vy, 45 hOAT &Y hOCT o
FEREICRT 5 PE T ~— FOEERZHRF LT,
R BT ~— FEE 1 mmol/L(339 pg/mL) DN Tid hOAT1, hOAT2, hOAT4 &% X hOCT2
DEEIEMEIC BT SN2 > 72, hOAT3 X hOCT1 Dk id b &7 ~— MR 1
mmol/L OIRNNT 46.1 LN 44.6%IZIK T L7228, 1C,, IZZFNE 4 624.4 }2 T} 1063 pmol/L
TholeZ &b, NET~— NI N7V AR—F —IZHMMEH T 2082 ORRE L2
DIINEE 2 BT,

8 BMEFICLDBRER

R N2 A DM ERR L

MREHT ANE IS I b BT ~— b 100 mg & HERE 0% 5%, 400 mL/min
OME CIMEENT %2 3 B S0 L7z & &, 3Rf%OmE+F s v 7 ~— Mg
FEIIHPEDITIR T L2, P E T ~— @i f o CL/F 134 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~— MMIfmE» D EEHICERE S
o,
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AN T UNBRET IV« A X7 UNVEEA TR <w—p#iR, =F /b a— ARG
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EFeXxy o iltlruo—R, D-wr=hr—/L
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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
ENEFELY, [9.1.2, 9.7.2, 11.1.3 2]

8.2 HITWINHHLLNDLZERHY | FCERIEHENS ERT2283H50T, K
FEEHIIERO ERICHE L, 20X 5 25AICI3EREERE T2 T 57208




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
A Eh T 5 7 EEREOREAEEICBIETHZ L,

8.4 WHHIZEBIT 2 HEGEOR2MLIER N ULE G IR L Y | BIEMEE T 5 ]
MRS DT, BEE2RIETHHAICIE., he CBET SR CEEICITY &,
[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—
FUEZD DK TR G-3 2 ATREMENRE 2 bl b,

8.4 JKFRMEE TICHEM L7k A Z x5 & LZENEERRBRICB O T, Wi ik L72E
B (16 B) IZTADPARIEOERIRREITRD SN0, —RIICH TAN AL
ZHIET DGR, TADAIEDFBUEL 33 2 faliath 4 S/ NRICT 5 720
2, e ZEELFIET 2 2 RS TV, [IVIL6.(1)), [VIL6.(8)) DIESFH]

8.5 VIL.8.(1)) @ UfEH) 11.1.1 25 L, [IVIL.6.(1)] DHEEMH]

8.6 AHIDHAXHRRIMBEINEA 2 & 2. ok L7z,

BRENDERZEZHIT HEHICHI IR

(1) BHHE - BEEFOHLHEE -

9.1 BHHE - MEEZEOHIEH

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

912 PV R—YRADZRRERZETHIEEXET LV F—SRERLPTULVAEESE
ZTTWDEE
m 0= WMEOREHET V R—=v 2AnAE L8N AH 5, (8.1, 11.1.3
2]

9.1.3 BREROBERVERSEZEIT S5 2FNDESE
BEAEKSCEESENELT2B8EZ0R 55, [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]




85

WM W TS S -y EhiERER UE A7 —%) T, Child-Pugh Z=27 5~
9 DORFHEREFE T B 1T IV TAAI 100 mg 4 HL[EIRR A & 51 O IR NENRE 2 it L 7o
B FFHSREREE BE CIXEE AR & el LT AUC, .13 29%880 L, CL/F iX 26%{K
TTH5ZENBOLNTVWS, [[VIL1.(3)] DIEEM]

Child-Pugh %8

1 A 2 8 3
CULEL <2 9~3 >3
LTI > 35 3.5~2.8 <28 Class A : 5~6
Class B: 7~9
PT (%) > 80 80~50 < 50 Clase C + 1015
g K L oy hue—/E | 3y ha—/LREE
S5 HE B L LR (1 ~1I) FE (IM~1V)
(4) KIEREZE T 5F -
BREIN TN
(5) W& -
9.5 1E1F

BEIE SO TAER U TV 2 ATREMED & 5 ZetEI2iE, 1R Lot (FHEO TAM
NIEVERR ZTLE . IR ZIREERIRENDSTFD) Baittsd kml2 &l & i
LDHEICDOHREGS DT L,
R AR 2 & G SN2 BERAGE (DEH, NEHER, BRORETH) %
AT2REHPELIZEORENRHY  BWER (7 v M, v¥F) ThEDOX
fa. PD#ER. WERORE M OBKRRAFENRE SN TS, £/, & FTh
MEZEIRT 5 Z RO BTN D,
(7R
HKGRIRFE TIZHENE L 7= ik N OENERRER ClIdtim, #Elm, SImEE2 x5 & Lok
FFEHE L TWRV, 2B, RMETTANATIERER L, IRIEAMKEEFIREEICH]E 5 fER
PR fE SN TG a2 E L, 6 LOARRENERYEL EES i 255120
HEHTHEE LT,
N % %t 5 b U= 7KFEEE, CCDS (Company Core Data Sheet ; 3 H T — & v —
N #2ZB\2 JRETREAETL2HR) 2L, 0% CCDS 12 THEH, nHEH
ABRESIUIZ 950 Z L, 2009 48 7 A TOEH, DHEH) 2oV GERET- 72,

oy




<IBFC : 2018 4F 5 A eiTH (B FET) >

EMA (WINEZEMST) 13 N7 ~— N O EMNZ2ERgiHmE 235 PRAC (77
—vaABTT R Y RIFHMEEES) OFERELEE X, v NI D EREE T
LOHAHFA~OBITEIZE LT, BRINO M7 ~— MBI OB SCEOUET ZRE L
oo Flo, ARNFICEAL T SmPC (BMFHEEEE) ~OBFLM T T,
ZoxtnEZT, BNICBWTHAREBICE N TBEINEREXMTHZ L & LT,
(B 7y b, UHF)

Z v MRS E FWEIE - RIREAICET 2R BRICEHE VT, 7 v b 400 mg/kg/H |
7 %% 120 mg/kg/ H OfE AL T, SMHB, NEdH 5 WITEERE PO b, £,
[FRRBRIZI\W T, 7~ b 30 mg/kg/ H O O 5-CHA AR E A & OV AE ARSI g
fil, 7 ¥ 120 mg/kg/ H O O &5 THRIZAE TR EF K OWNES - BT RO 51
el e, FRBORMROFAICET 2 WEEEIL, 7> b 2.5 mgkg/H, 7%
35 mg/kg/H Th -7,

(6) =247

9.6 &ELIw
BIR O ORISR BEOA ML BB L, 2L ok T 1k 2 et
HZ L, B FTHAHT~OBITRHRE SN TN D,
(7R
RGO TES R
(BE .7y
7 v b AR AR OFAN NS RHMEORSEEIC BT 2 3Bk I2B\V ¢, 1 mg/kg/ H
O D5 CHA RRERMIGE 25RO Sz 2 En b KRB ORI D3I
T 5 ML 0.5 mg/kg/H TH - 7=,

(7) MR

9.7 INR%ZF
9.7.1 {RHAEMKEI, Fral, AR, 2 RBOSN 25 & L EN KRR
WEEESE LTy,
9.7.2 ikt D BERFEBREIZBNT, NNELCBIT L - REFGA, REET VR
— VR, ZIHE BITED) OWEPRANTHSTEWMEA 2GR D i
TW5, [8.1, 82, 9.1.4, 11.1.2-11.1.4 =[]

(#ZER]
9.7.1 AR OENEEARRE CNE) ([ZB8WT, 2~15 i D/NEIZH % 22 eI e
SHns, ARHARER, BrER, fLIE, 2 moRm O RIZ R L6 RN

RN ENBRE LT,

9.7.2 AAPE5E (2007 -9 H 26 H) L% 2013 4F 7 H 17 A £ TOENERMFE L
BEERX BN LL NIRRT, B - RO 12OV TR, AN KD &R
HHR DI 2o TV D BMERBEEN D VWREBET 5 & BIHEE LS
K enEBEZLRS, [IVL5.), TVIL6.(1)), VI.8.(1)) DIAE]

& ENERBMIE (200749 H 26 H~2013 47 H 17 H)



- REEFEA D>

ElEM4% (MedDRA PT) 16 UL 16 EE ki
FE RS A 1 0
IREREA 1 1
JREEAE A 5 3
R 1 1

At 8 5
KRBT v R— 2>

El#EA4& (MedDRA PT) 16 Ll E 16 MR
7Y R—U A 1 1
REET > R— 2 7 17
HIRAE T > F—2 2 1 0

it 9 18
L FEITRD >

gl#EA4 (MedDRA PT) 16 Ll E 16 R
I 1 1
HIFIEE 2 7
ZiFE 13 43
i A 1
FEEL 20
IR 5 1

&Rt 39 62

(8) S E -

9.8 EHE

9.8.1 AANL, & LTEIEE v S 28, Eilind CTIXBHERENME T LT
W5 Z En%W, [16.6.4 7]

9.8.2 B ZMIETALEITIT., A ICBET AR ERICEETHZ L, [84
2]

(fZER)]

9.8.1 AANX, & LTHEIE Y HEIEEIN D2, —RICEIE CIXAEBENMIT L
TNDZENEL, BHELKTL TS EEZLNDZ ENnD, BEDIREE
EBE LN OEEICRGTI2XLERS S, [[VIL1.(3)] OESMR]

9.8.2 IVIL.5.) @ [f#Fi]) 8.4 LMD &,

7HE/ER

10. B E1EH
AFNIORFHZEE 59 5L/ F ~ 7 oa—2 P450 4y 1-fE1Z CYP3A4 Th b, [16.4 ]




(1) HRZE EZDHER
BRIE I TR

(2) BrREIE L EDHEA !

10.2 #AEE (BFRISEEIT S &L)

A 4 5 BEIRAER - H & 51k HEFY - faRRIk 1
JFEEES (CYP3A4) 7% | R i o e fo kA 2 k2 5 | e e B8 A L 0 TR %
TER %4 2 385 PR 2B AIIEARIO MY | (CYP3A4) 2FFE S, HEH

TJx= kA BENEFETHE013H5, 12X AF DM A XTI
BT HARFICEE~ME T 5,
[16.7.1, 16.7.2 4]
Trx= AV JEFRERAN O M PR EE S B | ARAI e FRERA O A BLE
[16.7.1 /] LT ERD D, THZENDD,
FRRR PTI] 5E MAEIZERN IR S N D Z & | AR R OVE R ERA 0 HpRah

PV B — B R

W%,

HHEERIC L %,

R A ot K P L 75 741
TEZVTINE

B RESR O TR D%
R s,

ARFN TS BRI M K% 5 L
(REEEC R

Y2A~RY Ko
[16.7.3 &[]

FERCLAEERAN 0D ifn i BE MR
HIERDHD,

JEfe# AN D s VT Z ANk
"ATH52E083H5,

A MRV
[16.7.4 /]

J2 SR IR AN 0 ifn. o A b -
L. MBERE FER MRS 5
BENWRDH D,

FERRFER D2 VT T o ADMK
TI5ZENnH D,

| A A
[16.7.5 /]

fEFLIEHA D AUC LT L
Mg TR 2N e85 k%
b s,

RN D7 VT T AN E
B+ nd5,

TIRNVTFY
[16.7.6 Z:FR]

FEFLEEAN O M DS BSR4
LH2EBHLOT, BLEIIG

BRI TH D,

CCHBEZMETHZ &,
DR RVAVN FEFRERAN O M PR B B IE R TH D,
[16.7.7 &[] R TFT D2 nb 5,
vaxyyw TUIAX O AUC KT T |[HFIEARHTH D,

[16.7.8 /]

LZENDHD,

| =/ A= =t Sy SV
[16.7.9 =]

ARANOMAPRED EFHS D Z
LRHLDOT, BEIGELT

FEREERANT L0 A O E PR
AMET L, s BR3

AANIOHBEZHEGTL L, [DEEZOND,
R F1BEAT- SR Je RRERA o o R E MK T (B IX R TH D,
TF =LA N T VA= L, RN T D BTN
£ H5,

[16.7.10 18]

N =Ryl NSV
(St.John's Wort, &> k « ¥
a—vR-U—F) GHEER

AFNO M APREE T 55
TNRDH B,

EaAEmctvFEsn
7-1GEEEE (CYP3A4) 23K
BORFERET D03 H
60

(##E5R)

FHEORBICEET HELTF Y O—L P450 53 Fi&
b FCYPEEAZRIZnY—Lb (NFanUAfLAR) ZHWiciard v, Esh
LRETDIRNE OO, AFlo e MRS 5 CYP 29 71T CYP3A4 TH
L EHERIND, 72, CYP1ALl, CYP2C8, CYP2C9 XU CYP2C19 (2B W\ Tho

ERA R

TWsEEZLND,

B DOERRDFBO N LD TS0 TS ARA ORI —HBEE 5 L




B, B MFIZu Yy —AFide F CYP BRI 7 v Y — L% DTG ER
BRCix., A%l 100 pmol/L ¢ CYP2B6 & Of CYP2A6 (Zx13 5 LEEH NGRS b7z
D, ZOHERIT 28% LN 18% LIKVMETH 7=, F7-. AAl 200 pmol/L Tix
CYP2D6-Val IZxt 9 B BHEEHNRD Gz, FOHERIL331% TH-o7z,
5IZERE O 300 pmol/L K O 900 pmol/L Tix CYP2C19 (2 %td 2 BLENEM 233860
LR, FOMHERIT 11%M N 29% TH 7=, [[VIL5.(2)] DIEZME]

FFR#EER (CYP3Ad) FEMEREET HEH
INRZ RIS L LTS Eh B A it U 72 RO R M S B i Cl, 7 ==~ A >
LRI NR<BE A, CYPBAAEZFHETHZ ENALNDL T = /) /L EH
—NAWROTYV I RrzdbbiEiaflor b, L &b 1HE0HLTWA/RETA
DABFEEZFHEG, Znb 4 BLANOFCANAEDO B EDH L THD/RETANA
BEZIFFEN & L TAFOEYEREZ E Lz, ZORHR. CYP3A4 F455E 7
% ZIHDOHT AP AIEOPEFRBARE O BIREI B2 RT3 2 L PR S =T
. IR FEER 26T 2 A 2RI EE DL &l LTz,

TJz= by NEAT—%) Y

7 x=hA HA| (130~300mg % 1 H 2[AH L<1%£360~480mg % 1 H 1[A]) T
1B 22T TV D ES T AN AEE 12 FIICAA (100, 200, 400 mg # 1 H 2 [A])
ARG LT & 2 A ARKI o e i BE IR A B 5 (400 mg 2 1 H 2 [A])
LHEE L TA8%IK T L7z, 7 == hA IEE MTEBWT CYP3A #3825 = & N
HENTWG 28 LERNoT, 7==h EOFHIC X Y AAIDO CYP3A4 12 X
HAGHPMEE S, AFIOMBFEFREMETTHEEX 65,
—J7., 12HDBEDIL 6 FITBNTIET == b1 D AUC 7 25%F%E L5 L=,
7= b OMRFHHTIE CYP2C19 3G T 5 Z ERHESNTNDH I EMnD 5|
AFNIS CYP2C19 ZFHE LI-fE R, 7 == b OIMETRE % EF S algErEn
fegs b,

ALNIEEY (MEAT—%) P
HN =R U HAl (300~800mg Z 1 H 3[B]) TIHEEEZZIT TWDHEDT TANA
BE 12 BlICAA] (100, 200, 400 mg # 1 H 2[H]) Z#EHRG LA, AFlD
A R B L IOARFKI B % S (400 mg 2 1 H 21[0]) Ll L C 40%IK F L7z, BL
NP EUITE MZEBWT CYP3A 72 5 NS CYP2C #7584 5 Z s S Twn
58850 L7z o T, AR EE L EOHHIC X Y ARKID CYP3A4 I L A HHIN
RS, AAIOMEFREMETTDEE2605, —5, DA EE L DOERAN
gl L AT EZ KZ ST,

RARINEIZE (N EY —ILEEFEIRE)
AFNEPRAPRIGENER 24T 2 720, MAEIERNEBI NS REERE X b b
ZE Rk LT,

REEBKERAER (TE2YV T3 FF)
AENTFIREEBKEERLEERA 2 G T 5720, 78XV T I REOMOREEIKE:
FIEAEOHT D L, B - REEODPERENST K RO AREENRZE LA OND Z &
FUFHE LT,

YRR Ry (SAEANT—4)



fEE RN 12 B2 Y AXY Ry (2mg) ZHEHESG LzE &, A4 (50~100 mg %
1H2E) offficky, VALY Fro C,,, LINAUC, 1%, FNZFH 29% K%
23%MK T L7z, F7z, VAU RUTIHREE ST T2 BHBMEREE & 5 W 3k & K
PHREREBRE 255 e LM EERRBRIZBON T, S5 ETHIELZY AXY
R D Choe MOVAUC -, 1T, ZILEI 24% M T 33%IK T L7,

ARERILETY (NBEAT—2)
fEFE RN 25 BliIC A FAALI > (B00mg 2 1 H 210) ZREHRE L&, KA
(100 mg # 1 H 2[) OFFHICEY, A bHAALIodC,,, & AUC,_, lZZNZEh
18% M TN 25% ML, AvidoeE 7 V7 7 A (CLIF) 1% 20%EF Lz, 7238,
nax (NTHBEE AT S T2 o T2,

ExTVE2YY (HMEAT—%)
fEEE A 26 Bllc A7 U ZY (30 mg/H) HREHRG Li-& &, A% (16~96
mg % 1H2[E) OtHICEY, 47V 2o C, 3B L Lo 7273, AUC,-
w T 1% T L, CL/FIZ18%¥EM L7, 7=, ©F 27U &Y v OIEHR# TH 5
7 bR (M-ID O Ce HOVAUC) y, IEW0 T 60%K T L, KERLIE (M-IV)
D Chue MONAUC, o, 1TZFNFTI13% L DN 16%IK F L=, —FH, B4 7V X 3R
FI RN BB Z KT S 7o Tz,

FIr)TFY HBEAT—%)
fEEE A 18 FICT I MY FF v (25 mg/H) ZREHRE L-L &, &H (25~100
mg#1H2FE) OffHIcEY, 7I I FFIU D C,,, KONAUC,,, 1. TNE
U 12% K% N 13% 00 L 7=,

DFoL (HEAT—42)
A 1261 F7 2 (300mg 2 1 A 3[0) Z#EERG Lz &, A4 (50~
100mg % 1 H 2R) OFHICEY, VFULOLE7 VT ZARONE I VT 7
AlE, ENEN 2L 7% KN 15.6%EM L, UV F 7LD AUC, 41X 12%KTF L7z, —
. UTF UL TERE T T D BMEESEE 32 10 Y 77 LD AUC,-,, 1%, 1K
FHEOAHA] (200 mg/ H) OPFHTITREE 2T 20> 70y, mHEOAHA] (600 mg/H)
OFEAIZ LY 26%H L 7=,

odxor (MHNEAT—%)
fEF A B 12 1l T (0.6 mg) ZHI[EERSG Lo & &, A4 (100 mg %
1H2E) offficky, Y% 00 C,, MO AUC, . 1ZZNZEH 16% K% X 12%
TR LZ, UL S, t, MOty [TIEZRITRD e o Tz,

ErR ROFT7OR (MMEAT—2)
fEFRA 24 Blice FeszonF 7Y K (26 mg/H) #ERELZE &, AH (64
~96mg % 1 H 2[R OFFHICLY ., KAID C, o KONAUC, 1, 1E, AH A 515
(96 mg # 1 H 2[A]) &L CTENEI 27% L O 29%E M L7z, —JF, AFliZe K
nruanF7 Y ROKRNERBICRELZ KT S Rh ol

BOBEE (TFILIR S OF—ILE) (MEAT—4F) 7
RN 2t 60 Bl V=F 2Ty (1mg/H) RO F =L X FTFTVF—)L
(0.035 mg/H) EAF (25, 50 X100 mg # 1 H 2[E]) ZHHHLZHEG, /L=



FATFB Y RORTF = VTR T IF— /LD MR IS B LR o T,
—J5. 2V aREA] (375~1250mg & 1 H 2 [\]) THREZIT TV D TADAK
MEF 126/ V2FATry (1 mg/H) MOZF =LA KNT IH—
b (0.035 mg/H) ZiEHE L& &, KA (100, 200, 400 mg 1 H 2[F]) O
PRI LY BANZ V2 F 2T v OERNBIRBICEEZ REIS R T, =F =
VA KNT VA =D AUC,_,, IF 18~30%{% T L 7=,
A4 3A9F XYYy (Stdohn'sWort, E> k- oa3—2X-TJ— k) EFES

A IUF XY Y TR0 FES N AR (CYP3A4) MAHKIONRH ARt
LAREMENE 2 DD Z & L0 iidk Lz,

L AAIOAB SN FIER O] - W, RAICIE PET~— & LC1EE0mg % 1 A 1[X |
I3 1A 2 EOROE G CHEAT S, Lk, 1AL oM S i L, MRS LT H R
| 200~400 mg & 2 [EICYER ARG 5, A, AR K 0BT 525, 1 ARG R
L 600 mg £ TLT 5, 5

8.8ll1F A

1. 8IYER
WROBIWER DR HoND Z LD DT, BEZ T7ITATV., REDPRO bNIZGE
(I3 G 2 Pk 57 R RAEZIT O 2 L,

(1) EXREIER & HERK -

1.1 EXGEIEA

11.1.1 EHRHFAEMRARAERUVZNICES 2HER (HEER)
WO ORI RET ., IBRREOERN™D bbb -GaIid, &5 %291k
LU0 E 2175 2 &, ok, &5 1 v ALRIZH L bid Z &M
£\, [8.5, 9.1.1 ]

11.1.2 & - REFHER (2.3%)
B, EEREOERN S bbb iaicix, BEEFIEd57E
HWE R ALE 2175 Z &, [9.1.4, 9.7.2 B3]

11.1.3 KRBT F—2 X (1.8%)
W, RER, SRS OERNH S oA IR, 5 EPIET
L EWOIRE LT O 2L, B, Y. BERREDIER D H &
DTG AT EN S U CHEHREEA A AREOWEEITS 2 &, [8.1,
9.1.2, 9.7.2 Z&]

11.1.4 ZFERVZENIZESSE (0.3%)
WD, KR EFEOERNS bbb 5510, &52F1ET5
72 EEYIRIEAITH 2k, (8.2, 9.7.2 B ]

TEY
1111 SREAEBARAERUZAIHES BILER BULFD)



FRERIE £ Tl 3 L7z E AR RBR TIZRR A, /R L BICHEIZ R - 7228,
WAMZ B W T IRZ ICPAZEBARAELIHRE S TS Z & kv, CCDS
(Company Core Data Sheet ; 2¥HET —% v — ) 22FIZ5H LT,
for e 1t P ZE R A KRN B A 0 © BRI HEERE O B3 Tk, I O2MBRIKT
F ORI 72 EAHEBL L, FAUTHE D 2R OFFOH & &L IRMEAAET D 2 &
W%, IRFHET R CIIER., EATiRE. IRoFim (FBIR). IRE LARAS
. BICHIENEO GNHHELH D, WIMIBWT, 2 b ORERBAA
PeGBIRET: 1 AUPICIHT S 2 E03%< . TORBUIHRATL T TiER<
INEPDBHRESNTWD Z Enn, RABGFITBEZ 01T, S5
205 U CIRBHRA 24T\, £ 02K T, RS OERSIH L
T AR, ARAE IR Ll e LB A2 1T ) 2 EBANETH S, [[VIL5., TVIL
6.(1)] DIESM]
(BT

AENL, BEEBRICBWT AR T I FEICEBT 5 AL 7 7~ — M
WEWEALT WDEN, ANFRCT I REICBWTIE, —@MEird & OB
ARENBEICB T 298 FERPRE SN TEY | TORIEZER & L TALR
U7X RIS T AWMEESE H L TS EB X BTN D 5859,
ARFNT X 2 fo 38 PA ZERE A foe PN R D BESELME B OVIERS I IC DWW Ty | i
OFEBMEN S, AVAR T I NEE RN L TnD EB8 L
SCHK 660 18 503, FIEMIFIIAITH 5.
CREBI DOEEFEIRDL)

EINERRERER CIER A, /N & Hic TPHZEMABNEE ] 2 38BL L2 ERIE
o Tehy . PAZEMARENIRICREME T 2 raetE O H 2 5Ek & LT Tk
MARIR ) 2% 303 fild 4 1 (1.3%) . [RAMARE | 25 361 (1.0%). [HiE
MAERT 836 (1.0%) (RO LNz, TNDOEEEIT, PEED (R
Wl O1BIZRE, WITRLRETH -7, NNEICBWTUIIRICEET 28
TER OFRBUTRD Hiieino Tz,
(%5 AR DONT)

FEABE & X RMRENEEEZ ST 2HEE T, REO EFE2M4S Z 0% <,
HELTVE CRIEAREOHENEEL LR T2 L0835 5D, NI, AR
Ko THANAZEINFEAREIEE SN DR, IRES EH-T 5 PHZEM
AR & B PAZEIR R WS A IR 2 3 T KUK O £ 2T
FAET DIRZEITEIR 3 5 B K RS O 72 DIZIREAS L5972 BR kb A4 ok
WREIC K& < SN D,

Ho b b AL HBBARARKIL, BEOBRER LICEEN R~ I
HATT 2, —F. PAZEMA RIS A RN 2 &35 2 THE
FEORWERETH L0, IRIENE EF LR ORI T L ORTE 722 & 23
BT 272D BERANT CICRFIZR S, HEMBAENRE T,
JERNBLN T BHICIER L s RAnkbnsBEZnnd 572 xt
JISIXBRAEET D,

11.1.2 & - RE&FER (2.3%)



11.1.3

11.1.4

WM BT 2 BRI S R OCE NIRRT 18 - RES A sls ST
WHZ EXEiE LT,
RO . EERSEOIEIRA S Db HE I, AFloREE2RIE+ 570 L
WO R ENRVETH D,
D IREEBKEERLER & OO b o BEETOBRE~O G 1X, A
ﬂ%%éh¢?<&éi@%%ﬁ%@@m¢T%ﬁﬁ%ékw&%ﬁzgf
bD, ETEADYRATBIEDT=OIIE A5 7Ktk S HERE S LT g 2
[IVIL6.(1)]. VIL6.(T)] DIEZE]
(R BT
TEH VT I R EOREBKEZELERCBWNT, 7= BREO R THE
MEOWD LR pHMEO LR Z5| & E T ZEICLVEAOEKERT &
DA N5 Z LD, AFLIFO RN KEEEBEERZAELTEBY
FEEDIRKNE 2 B b,
CIREBI D EEFEIRDLD
E N B R R CIL  - IR A AT 303 il 8 41 (2.6%) . /INAE
T 86 It 14 (1.2%) T3 b7,
RBEMET7L F—2 X (1.8%)
WM BT 2 BRI k OCE NIRRT TR T v F—o 2 ) 33
ENTWAZEXv#E L,
ﬁﬁ%ﬁﬁiﬁﬁ%+“’ﬁw W, JE . BERARIE, AR, SRS
DIERD o b LN, BEIZS U CEHRKREBA A VIRELZIED I,
ﬁﬁ%ﬁiiti$mﬁé&&@@&m%%ﬁ5_ MULETHD, Fiz,
TV RV ADRRNEFFOBREIBIFR 2% T TV A EE T, MBINMICER
WA A RENEDTHEBZENRH LT, FFICEENRLETHD, KD
INASCETIE, 7Y R—Y ADORR ERDIREUIIRFE L LT, BEE, &
FEOMRZRE, TANABERBIREE, TR 7 b BIRIESUIRE DA 2
L =Y AN QAL
¥, IRFEP O EDOREEIZE W T BRI T H AN H D05, B TRV B
TRRTD, £, AANCL D EIREEA AV RERDIE, Z<ITRENS F
S (RAOHA 1 H 100 mg # 5L, /NEOEA 1 H 6 mglkg # 5 CF
%) 4 mEq/L OJ)) ThoHN, BIREA A IREDN 10 mEq/L BLT (FE4E
fli ; 2442 mEqg/L) [Z7e o=l b s ShTnad, [IVIL5.), TVIL6.(1)), VI
6.(7)) OEZMH]
(FEBET)
7 a—NEDIET =4 F v v THEREIET > F— 2 (BIEFERMET
VA — 2 ANTRUNIREE T, HEELL F O EREEA A IR A) 1T own
Tl AREIDE T 2 REBKEEELEERIC L BiglcBSWCEKRERA 4
VINKRDONAZETHRETHEEZILND,
CIREB DEEFEIRDLD
EINEEAR AR TIE MUEHE T & R— &1 23T 303 filH 6 61 (2.0%) .
/NET 86 il 161 (1.2%) ICFE® LT,
SHERUVZNIZESTE (0.3%)
68—



MM B W TR ICABEINEZ LB E LT TZIFEGETRD) ) BN#E S
THy, BREKRBR THLIESN TS 2L kv, @B# L7z, [[VIL5.], VI
6.(7)) DIESMH]
AFN G HRIIBE 2 0T, RIEO EFICEE L CEERE T2 T2
PRV RE, BT, (RIR EFEORERSREE LS EITE, EROREC
I U, AR ZWEE TP IET 572 EHEURAEEZIT) ZEBRMETH D,
B, HBOEDLULOKDEMET D2 L TIERDEM SN D TR S D,
CREBLFEF)
KA, in vitro \Z3\W T U R R OV R ER IR K EESE 2% L CEIREY 72 BHE
ERZRTZenmbnTnND 2V, —F, b oz U AFRIZEW T,
I B O\ R R KEEE DN FAET D 2 ENH LN Lo TERY 9 KA
Db OIREBKEERILEER N, ITAERZIET L AGEEREZEZ 5N,
QRE B DEEFEIR L)
E NIRRTl THEVFE ] 2SR AT 141 (0.7%) 12, TRFERZ ] 230
W11 (12.8%) (2, TZiTHE] 25/ 13 61 (15.1%) (&, [EWHE] 23/
Rl (1.2%) @D oic, Znboo b [#difiE] & LTHESNE
1HNE, EREM, BEEREWEH E LTHE SN2 0D, TZHEK
OEFUCHE D @y OBEEORIL (389 B 161, 0.3%) &L TW\b, 7
B, FICET2EWERIZ, [ZoMoRIfER] OREOEIZE [FITFRD )
ZRlHl L CHEEMLE 21T > T 5,

<iBFC : 2018 4F 5 ACkETH: (B E&GET) >
BIWER OFEEARIUC OV T, AR & HREEMFKR T ETIcB o n-1HR
bl U728, B B DS L E IR o T,



(2) ZDHDEERA

1.2 TDHDEI{EA
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
W, Zmh, Sk, b
JES . B, (RS, TR, mErk, EEL| S5 O
AP, AN, Bk, wANERE | wE TR
2R W 12 43
%, f#
gk
i v e R U ZURY R ER, 7 e Rk
W AR i ES. 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 Ty =B A E
. | (ASTALT,
TGP AP,
LDH @ &)
M ER Ay S . B ERED . B 7 e b e
o /I | I EREE N NAE
B,
H I
T M - % PRUCHERSVE, MR, JRERAPE, MR
PR 2% PRAY BN, PRACEE
fEmee T AT = A A - N EVIR YA o (2 R 23 [N 1
BR B £ 5
I 2 RO RS, gk, s
] TR B, B, RIER, 2. 2F& iE
e Hig, FEHET
o R, POERR. DUMGERRR, et
PR AR LE
NGRS 1B . CK E&. B, #IE, ng|EE
ZOfh | (21.3%) B, DU, RN B &
B

(##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
1. 7 — 7 1.8
H i ERJs A iE 1 — 1 0.3
SEBE 1 — 1 0.3
MR A 1 — 1 0.3
IR AES
HWISMIHE 1 — 1 0.3
L i 1 — 1 0.3
EfEs 2 — 2 0.5
HoEREET T — 1 1 0.3
L ZEME ISR 1 — 1 0.3
VAT e R=F Ve IRU A NEMERE 1 — 1 0.3
EB S UREES
SR P 1 — 1 0.3
TETE 1 — 1 0.3
Hr 1 — 1 0.3
TR b 1 — 1 0.3
H AR 1 — 1 0.3
Hig 5 — 5 1.3
[EIEE D F 0 — 1 1 0.3
WEIIRT 1 — 1 0.3
ARPEE
MR o> 55 & 6 — 6 1.5
MR A 7 2 — 2 0.5
AR Mg e At 1 — 1 0.3
Shalia 1 — 1 0.3
A 18 — 18 4.6
I 4 — 4 1.0
AR sz 45 1 — 1 0.3
RS WA T 1 — 1 0.3
7= 2 — 2 0.5
SEHUE 2 — 2 0.5
T P 3 — 3 0.8
IRZ 5 e 1 — 1 0.3




P R FIRE
7% - BlfFRA A IR & (%)
i AR ER R B 1 — 1 0.3
AR Mg e 1 — 1 0.3
BREE
I S i 3 — 3 0.8
&9 15 — 15 3.9
AE% 2 — 2 0.5
{550 10 1 11 2.8
T 9 — 9 2.3
(B3 1 — 1 0.3
ERNVESS 1 - 1 0.3
G 2 — 2 0.5
PR AR PR 1 — 1 0.3
P 1 — 1 0.3
g P R 2 — 2 0.5
LS 1 — 1 0.3
L 11 1 12 3.1
NSRS 2 — 2 0.5
Mgt 6 — 6 1.5
1 O S SR 4 — 4 1.0
£ 5EES L UREFFTHRE
e 9 6 — 6 1.5
Ja g 5 — 5 1.3
957 2 — 2 0.5
Eak 3 — 3 0.8
D HON 2 — 2 0.5
1B 29 3 32 8.2
TN 1 — 1 0.3
AR M E 4 — 4 1.0
FEEN 1 1.8
FFREEREE
B RS A 1 — 1 0.3
JIRA7 3 — 3 0.8
iR 1 — 1 0.3
REIE S K UFERE
B R 1 — 1 0.3
DS — 1 1 0.3
BE. FEH L UVLEESHHE
i} 1 — 1 0.3
EEIT 1 — 1 0.3
FEI 1 — 1 0.3
EFHP 1 — 1 0.3
ES 1 — 1 0.3




L = FIHE FIRE

7% - BlfFRA A IR &5t (%)
i G R 15 1 — 1 0.3
B — 1 1 0.3

ERRRE

TI=UT ) N T UAT 2T BN 4 - 4 1.0
TNT I a7 1 — 1 0.3
T U= TN 5 — 5 1.3
TANRTXUET I/ T AT =T —EBH 4 — 4 1.0
ifn R R R R 19 26 45 11.6
17 v — LB 1 — 1 0.3
i 2w — g 2 — 2 0.5
1 H 27 v — L 22 2 24 6.2
M= AT — L 4 — 4 1.0
M7 L7 F i AxR® - —BHn 7 — 7 1.8
1 H LT I K S i R U 2 — 2 0.5
1 LR A A SR SR N 3 — 3 0.8
MERT 1 — 1 0.3
BT S il N VAV - 72 3 — 3 0.8
mH =V 27Ul R 8 — 8 2.1
1 H AR S N 1 — 1 0.3
1 H PR s 2 — 2 0.5
1. HGR P HE N — 1 1 0.3
C — RS | 1 — 1 0.3
IR AR 1 — 1 0.3
frh 7 L7 ok AR % — B 2 — 2 0.5
1L [ L 1 — 1 0.3
DFER ST #h4y B 5 1 — 1 0.3
Y= NVEINV T AT =T —BHIN 24 1 25 6.4
PR R o MERG 1 — 1 0.3
~< ~7 U M 5 — 5 1.3
K pH E5 1 — 1 0.3
RIIRANY il % 6 — 6 1.5
FE A 3 — 3 0.8
T 3 — 3 0.8
L A A L 3 — 3 0.8
NEENT e 75 8 83 21.3
(R EE N 1 — 1 0.3
1 RS 13 — 13 3.3
i BRI 3 — 3 0.8
A Y 16 — 16 4.1
PRI RGP 14 — 14 3.6
A Y 8 2 — 2 0.5
I M R Ry 2B AN 1 — 1 0.3




= FIHE FIRE
7% - BlfFRA A IR a3t (%)
UFERER B 53 98D 2 — 2 0.5
UFTEER & 4y S 0 6 — 6 1.5
U HRER E 5y B 6 — 6 1.5
I FRERE 43 250 3 — 3 0.8
HAER E 5 b 1 — 1 0.3
HLERE S48 0 2 — 2 0.5
UV NERE Gy EED 4 — 4 1.0
U v SERE S SN 2 — 2 0.5
PR A ifn B 7 — 7 1.8
SRR 5 — 5 1.3
RFra ey s =58 5 — 5 1.3
PRE Y N — 2 2 0.5
PO A AR S0 13 2 15 3.9
RIE - — 1 1 0.3
M7 A ) RAT 7 & —BHN 14 — 14 3.6
PRI SL5 — 1 1 0.3
R#ELURERE
JiiK 1 — 1 0.3
U Y A fLE 2 — 2 0.5
K v b LE 3 — 3 0.8
K27 v — Ve 1 — 1 0.3
i RN KiE 3 — 3 0.8
K7 MU U A E 1 — 1 0.3
REHET v F—3 A 6 1 7 1.8
( P72} 3 — 3 0.8
PR 1 — 1 0.3
BN Bl 2 12 14 3.6
HERRB L UEEHARBIES
BA &R 2 — 2 0.5
A 2 — 2 0.5
B EiiF) e 1 — 1 0.3
R T 1 — 1 0.3
HAHIFRIE 1 — 1 0.3
w5l 6 — 6 1.5
SRR RS 1 — 1 0.3
Givy? 2 — 2 0.5
i R A 1 — 1 0.3
lidmiEes 1 — 1 0.3
B - BB S UHATHOFHEY (BERSLURY—TED)
RRTE B £ 1 — 1 0.3
T A 1 — 1 0.3




55 - BIHERIS : FIHE _ FIRE
mA | MR | & (%)
I REE
= — 1 1 0.3
JRBIE 4 — 4 1.0
TEH) A 1 — 1 0.3
TR 3 — 3 0.8
TEMERR 53 561 — 1 1 0.3
Vb AR ) 2L 1 — 1 0.3
B L~V KT 1 — 1 0.3
RS 1 — 1 0.3
FREIMED F 44 1 45 11.6
AL F 11 — 11 2.8
MR 3 — 3 0.8
SN 2 — 2 0.5
T IR 1 — 1 0.3
VA h=— 1 — 1 0.3
TADN 2 1 3 0.8
R—F% 2 AT 11 — 11 2.8
SEYR 25 1 26 6.7
AN R 1 — 1 0.3
L A 1 — 1 0.3
TEE)H L — 2 2 0.5
i BE % T 4 — 4 1.0
eSS — 1 1 0.3
VR R Bl 29 — 29 7.5
USRI SIS 1 — 1 0.3
A T 2 — 2 0.5
R R B RE R 9 — 9 2.3
R I A AR 1 — 1 0.3
Kt =2 —m 8y — 1 — 1 0.3
AR 4 — 4 1.0
SEIRLTE 1 — 1 0.3
S PR 2 — 2 0.5
fE IR 90 28 118 30.3
e 8 — 8 2.1
T A A TERIREE — 2 2 0.5
< HIEET Hif 1 — 1 0.3
PRk 5 — 5 1.3
BRI B E 7 — 7 1.8
A P 2 — 2 0.5
PR E — 1 1 0.3
TEHEE

Tk 1 1 2 0.5




55 - BIHERIS : FIHE i FIRE

B INR &t (%)
MARRE X ORBIERERE 32 — 32 8.2
NS 5 — 5 1.3
MRS 1 — 1 0.3
ISEIPEIRT 1 — 1 0.3
) 2 — 2 0.5
it NI 4 — 4 1.0
o o=y 6 — 6 1.5
PRSY 7 - 7 1.8
FIRIEE T 5 9 D 1 — 1 0.3
NS 1 — 1 0.3
Ul 1 — 1 0.3
L5 6 — 6 1.5
SIS 1 — 1 0.3
ILVUE 1 — 1 0.3
B 1 — 1 0.3
EapoN S 3 — 3 0.8
W R IRIE 1 — 1 0.3
AHRAE 10 — 10 2.6
Sy 15 — 15 3.9
ER R AN 2 — 2 0.5
ByF 1 — 1 0.3
AR R 7 — 7 1.8
B 1 — 1 0.3
SRIEVEREE 1 — 1 0.3
FLIESHRR 1 — 1 0.3
B ZAE 2 — 2 0.5
N 1 — 1 0.3
H R AR 1 — 1 0.3
BB 2 — 2 0.5
Ktz g 4 — 4 1.0
BAGATHE) 2 — 2 0.5
FARMERRE | phET 1 — 1 0.3
JEIE AR E 1 1 2 0.5
NEE 1 — 1 0.3
T A AFERIF 1 — 1 0.3
FE A B 3 — 3 0.8
VI EGLNERIN 1 3 4 1.0
SN e 1 — 1 0.3
R MR 1 — 1 0.3

BEH L UREES

i e 1 — 1 0.3
IREREA 1 — 1 0.3




P R FIRER
7 - BlfER A IR & (%)
PREEHEAT 3 — 3 0.8
iR 2 — 2 0.5
KA 1 — 1 0.3
SR EEE 1 — 1 0.3
T 5 1 6 1.5
BEIR 1 — 1 0.3
PR IEE — 1 1 0.3
HERB L UVIEES
A R i — 2 0.5
AHLRIA % — 2 0.5
BEEE A % — 1 0.3
MERER. BERES & UHEFEREE
(Y5 1 — 1 0.3
MK 3 — 3 0.8
R 1 — 1 0.3
=% ] e 2 — 2 0.5
BIGES) 1 — 1 0.3
A1 ENE ER A e 1 — 1 0.3
DS 1 — 1 0.3
T LK — ik 1 — 1 0.3
BES LUK THBES
B 1 — 1 0.3
JBEE 2 — 2 0.5
HETTFIE 2 — 2 0.5
7 bR E S 1 — 1 0.3
2 e R 1 — 1 0.3
FTERE — 11 11 2.8
1% 4 — 4 1.0
HLBE 1 — 1 0.3
ZITE — 13 13 3.3
W5 2 1 3 0.8
% EhE 1 — 1 0.3
N2 1 — 1 0.3
BT 1 — 1 0.3
Z 9 1 — 1 0.3
TS 1 — 1 0.3
H7 B — 1 1 0.3
mEEE
ST AR 4 — 4 1.0
RAH R 2 — 2 0.5
R ER R A2 — 1 0.3

BIER £ 122\ Tix MedDRA/J version 16.0 D F:AGE (PT) Z{#HH L CHEE L=,




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 (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)
k0 % - 1 (0.03) 1 (0.02)
S 1 (0.33) - 1 (0.02)
* o PRERREYL - 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)
BH U v L E - 5 (0.13) 5 (0.12)




BIfEAFEDEERRREL(H2) £ (%)

BIfEAZOIEA REEE | EARMEE e
DK DR et
KT~ U T A ffE 2 (0.66) (0.08) 5 (0.12)
RFgET v F— 2 (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)
*  IGREE 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 (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) £ (%)
EIfFRFOEE AR ERRERAE 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)
ko FERZ 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)
M7 L7 F R AR F - — B (2.31) 4 (0.1 1 (0.27)
7 V7 =80 - 2 (0.05) 2 (0.05)
M= R s N - 1 (0.03) 1 (0.02)
i, 7P P A S I S 2 (0.66) - 2 (0.05)
1 LR A SR I SR (0.99) 10 (0.27) 13 (0.32)
1M p HIET - 2 (0.05) 2 (0.05)
A U o AjEi 3 (0.99) 1 (0.03) 4 (0.10)
A7 Y BB 2 (0.66) 1 (0.03) 3 (0.07)
i 1 (0.33) - 1 (0.02)
A~ U A 3 (0.99) 2 (0.05) 5 (0.12)
fmH b U 27U R8N 8 (2.64) 6 (0.16) 14 (0.35)
i 7 PR S PR - 1 (0.03) 1 (0.02)
1 H AR S N (0.33) 9 (0.24) 10 (0.25)
i 7R 2 (0.66) - 2 (0.05)
AR 5 - 2 (0.05) 2 (0.05)
C — I PEd (8N 1 (0.33) 1 (0.03) 2 (0.05)
O IR AR 1 (0.33) - 1 (0.02)
M ER 5 43 325 S - 1 (0.03) 1 (0.02)
S D - 2 (0.05) 2 (0.05)
IPNCEARE S 1 (0.33) - 1 (0.02)
DER S TESY B 1 (0.33) - 1 (0.02)
I T R A n - 6 (0.16) 6 (0.15)
Y= IEINRT AT 2T — P 24 (7.92) 55 (1.47) 79 (1.95)
R Rk 1 (0.33) - 1 (0.02)
PR R o B (0.33) - 1 (0.02)
~< k7 Uy ME 5 (1.65) 4 (0.1 9 (0.22)
~< k7 U RN - 1 (0.03) 1 (0.02)
PR H I (2.31) 1 (0.03) 8 (0.20)
~NES T R 6 (1.98) 4 (0.1 10 (0.25)
I ER SR - 1 (0.03) 1 (0.02)
T ER S D - 1 (0.03) 1 (0.02)
JRp H LS 1 (0.33) - 1 (0.02)




BlIfERFDES

BIfEAFEDEERRREL(H2) £ (%)

AFRFFIZ ERERE ast
DIKR DRE
kIR D - 1 (0.03) 1 (0.02)
i/ SR E s> 7 (2.31) 8 (0.21) 15 (0.37)
i B 3 (0.99) 2 (0.05) 0.12)
AR IMEREQH D 5 (1.65) 4 (0.1 0.22)
s 3 (0.99) - 0.07)
TRy AL L 3 (0.99) - 0.07)
{RE R 79 (26.07) | 110 (2.94) 189 (4.67)
RN 1 (0.33) 5 (0.13) 6 (0.15)
1 BREs 14 (4.62) 15 (0.40) 29 (0.72)
F i R EE n 3 (0.99) 0.16) 9 (0.22)
A Y b 16 (5.28) (0.05) 18 (0.44)
DRV BB 14 (4.62) - 14 (0.35)
A U N 2 (0.66) - 2 (0.05)
ki MVREE N 1 (0.33) 1 (0.03) 2 (0.05)
ISR ER 5 4y S 0 1 (0.33) - 1 (0.02)
BB ER 1 5 SRR 2 (0.66) - 2 (0.05)
TR ER BT 7 SR N 6 (1.98) (0.19) 13 (0.32)
T HER O SRR 6 (1.98) (0.08) 9 (0.22)
U ER E Sy SR N 3 (0.99) - 3 (0.07)
HAER 1 53 s 1 (0.33) - 1 (0.02)
HAER B 4y N 2 (0.66) - 2 (0.05)
U L RERE S R 4 (1.32) - 4 (0.10)
U v SERE S SN 2 (0.66) - 2 (0.05)
IR F B 5 (1.65) 1 (0.03) 6 (0.15)
ko BRI 2 (0.66) (0.03) 3 (0.07)
PO A A D 11 (3.63) 2 (0.05) 13 (0.32)
M7 H U hRAT 7 % —BHN 14 (4.62) 23 (0.61) 37 (0.91)
PSR 5 - 1 (0.03) 1 (0.02)
PR B H 1 (0.33) - 1 (0.02)
kMY LT FURARF SRS 2 (0.66) - 2 (0.05)
Ry ey J—7 B 5 (1.65) - 5 (0.12)
BE. FES L UVLEESHHE 5 (1.65) = 5 (0.12)
* BT 1 (0.33) - 1 (0.02)
* B 1 (0.33) - 1 (0.02)
*  BgbE 1 (0.33) - 1 (0.02)
* R 1 (0.33) - 1 (0.02)
k0 1 (0.33) - 1 (0.02)
*  JEERE 1 (0.33) - 1 (0.02)

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

* o MEM EoiEE] O FHITE RVENTEM




CEIERRRES—%  HERARERE (ERERCET 288
RS (M R DA ERIE I R & U MR X B A C b 0 | PR e
LRI OBERIN % A A THEAIRNT & 920 L, (BT AOREANEE R (TR B
I oNTIE, (VI 8. (4). @EIfEFIRILEN] % : (e OuzBR)

Al #f,@{%ﬁﬁ;%i%%ﬁ aft

T2 14 FREAE 151 303 2364 2667
BIfERRTUEAS (RTE) (752.52%) (256.22%) (318.%%)
BlE ARG 1134 1037 2171
BEERSEOFEER FEEM (43R = (%)

HFRSORE reme (SR an

’ DREt

BEERS L UFERE 2 (0.66) 2 (0.08) 4 (0.15)
AR R 1 (0.33) - 1 (0.04)
ko RWAEER - 1 (0.04) 1 (0.04)
k0 % - 1 (0.04) 1 (0.04)
S 1 (0.33) - 1 (0.04)
%ﬁﬂfﬁ%ﬁﬁﬁﬁﬂ,&gi?*ﬁ £2 1 (0.33) 1 (0.04) 2 (0.07)
*  ECEEE 1 (0.33) - 1 (0.04)
* T U IVN v AR ERAE - 1 (0.04) 1 (0.04)
MEH LV VIRREE 2 (0.66) 16 (0.68) 18 (0.67)
2. 2 (0.66) 11 (0.47) 13 (0.49)
T B BRI D i - 1 (0.04) 1 (0.04)
*  BRRZMERE M - 2 (0.08) 2 (0.07)
T HP BRI SE - 1 (0.04) 1 (0.04)
MR E - 1 (0.04) 1 (0.04)
REREE 1 (0.33) = 1 (0.04)
*  BEET LLF— 1 (0.33) - 1 (0.04)
REBLURERE 46 (15.18) | 120 (5.08) 166 (6.22)
T R—V A - 1 (0.04) 1 (0.04)
ko ik 1 (0.33) 1 (0.04) 2 (0.07)
w7 =T IE - 1 (0.04) 1 (0.04)
7 v — VILE - 11 (0.47) 11 (0.41)
L AT o — UIfUE - 2 (0.08) 2 (0.07)
[l SURVN 1 - 1 (0.04) 1 (0.04)
U R I E - 1 (0.04) 1 (0.04)
&MY 7YY RifE - 2 (0.08) 2 (0.07)
&L 7 I LSE 1 (0.33) - 1 (0.04)
&2 v — L HiLiE 1 (0.33) - 1 (0.04)
KAV 7 AffE - 5 (0.21) 5 (0.19
KF h Y T A 2 (0.66) 1 (0.04) 3 (0.11)
*  AKIREE MAE - 1 (0.04) 1 (0.04)




BElF AEDEEMNRBES (HE) X (%)

5 * it o G AESE A
alERENIESE ﬂ@jﬁﬁz ﬁﬁéﬁlﬁﬁ%@% v -
D RE
REET > R—2 A 6 (1.98) 0.13) 9 (0.34)
IREH A B - (0.08) 2 (0.07)
R 1 (0.33) - 1 (0.04)
N BT S i - 1 (0.04) 1 (0.04)
BT NAH YRR T 7 X —PIE - 1 (0.04) 1 (0.04)
BHRIBE 36 (11.88) 95 (4.02) 131 (4.91)
FEES 57 (18.81) 54 (2.28) 111 (4.16)
ik - 4 (0.17) 4 (0.15)
) 2 (0.66) 2 (0.08) 4 (0.15)
N 5 (1.65) 1 (0.04) 6 (0.22)
MRS 1 (0.33) 2 (0.08) 3 (0.11)
) 3 (0.99) 4 (0.17) 7 (0.26)
o>y 6 (1.98) - 6 (0.22)
oReY 8 (2.64) 6 (0.25) 14 (0.52)
TS EHTT D 9 DO 1 (0.33) - 1 (0.04)
ARGy 1 (0.33) 2 (0.08) 3 (0.1
BERE - (0.04) 1 (0.04)
EIkE - 1 (0.04) 1 (0.04)
ES SV 1 (0.33) - 1 (0.04)
LI 4 (1.32) 2 (0.08) 6 (0.22)
b 2 (0.66) (0.08) 4 (0.15)
DRE 1 (0.33) - 1 (0.04)
0 1 (0.33) - 1 (0.04)
R 3 (0.99) 1 (0.04) 4 (0.15)
IR B 1 (0.33) - 1 (0.04)
AARAE 11 (3.63) (0.34) 19 (0.71)
Gy fE 3 (0.99) (0.34) 11 (0.41)
R ARy 2 (0.66) - 2 (0.07
K[k 11 (3.63) 3 (0.13) 14 (0.52)
PhARIE 1 (0.33) - 1 (0.04)
B 1 (0.33) 2 (0.08) 3 (0.11)
I PE R 2 (0.66) - 2 (0.07
FolEsSRA 1 (0.33) - 1 (0.04)
ARE 1 (0.33) - 1 (0.04)
B4R 3 (0.99) - 3 (0.11)
IN= ) F Y T [EE 1 (0.33) - 1 (0.04)
HHHEZDRS 2 (0.66) 3 (0.13) 5 (0.19)
e L - (0.04) 1 (0.04)
PGS - 1 (0.04) 1 (0.04)
EELE R 1 (0.33) - 1 (0.04)
BEE 2 (0.66) - 2 (0.07)




BElF AEDEEMNRBES (HE) X (%)

5 * it o G AESE A

SRS ORE reme GO e

D RE

TRLT A 4 (1.32) 1 (0.04) 5 (0.19)
9 SFER - 1 (0.04) 1 (0.04)
AR E 3 (0.99) 1 (0.04) 4 (0.15)
AL i 1 (0.33) - 1 (0.04)
kKPR TE - 1 (0.04) 1 (0.04)
T A AKERRIF 1 (0.33) - 1 (0.04)
T 3 (0.99) 1 (0.04) 4 (0.15)
*  BEATH) 1 (0.33) - 1 (0.04)
k FEAELR 1 (0.33) 1 (0.04) 2 (0.07)
*  WIGRETE 1 (0.33) - 1 (0.04)
* FEMR RS 1 (0.33) - 1 (0.04)
HAGATE 2 (0.66) 1 (0.04) 3 (0.1D
ko HIR - 1 (0.04) 1 (0.04)
kT AaALET MRED - 1 (0.04) 1 (0.04)
HIEREE 155 (51.16) | 224 (9.48) 379 (14.21)
ko M) - 1 (0.04) 1 (0.04)
kIR RRE - (0.04) 1 (0.04)
= 4 (1.32) 2 (0.08) 6 (0.22)
KB 4 (1.32) - 4 (0.15)
TEH) 1 (0.33) (0.08) 3 (0.1D
TERE 3 (0.99) (0.34) 11 (0.41)
Vb A T L 1 (0.33) - 1 (0.04)
B~ Lok 1 (0.33) - 1 (0.04)
HEEEE 1 (0.33) 2 (0.08) 3 (0.1D
ZEED F 50 (16.50) 30 (1.27) 80 (3.00)
IR F 9 (297 - 9 (0.34)
rrEn - 1 (0.04) 1 (0.04)
*  BHREGE - 1 (0.04) 1 (0.04)
B - 1 (0.04) 1 (0.04)
MR E 11 (3.63) 2 (0.08) 13 (0.49)
SN 3 (0.99) - 3 (0.11)
TARRVT - 2 (0.08) 2 (0.07)
MR B 1 (0.33) 2 (0.08) 3 (0.11)
A =T 1 (0.33) - 1 (0.04)
*  IME - 1 (0.04) 1 (0.04)
TAIA 2 (0.66) - 2 (0.07
SHYR 24 (7.92) 13 (0.55) 37 (1.39)
ko AR 1 (0.33) - 1 (0.04)
A4 R - 1 (0.04) 1 (0.04)
SR 1 (0.33) - 1 (0.04)
i R R U 1 (0.33) - 1 (0.04)




BI{ERZE DR RIRER (42 = (%)
5 * it o G AESE A
BIEASENIEE gﬁﬁﬁg ﬁiﬁﬁﬁﬁﬁ%{zﬁﬁgﬁﬁ o
D RE
AL SRR 29 (9.57) 11 (0.47) 40 (1.50)
R R R 1 (0.33) - 1 (0.04)
T 2 (0.66) 1 (0.04) 3 (0.11)
ENR 1 (0.33) - 1 (0.04)
FOIR R 3 (0.99) - 3 (0.11)
TP R Re 10 (3.30) 8 (0.34) 18 (0.67)
Jv EE - 1 (0.04) 1 (0.04)
R AT $73 1 (0.33) - 1 (0.04)
K= 2 —nm T — 1 (0.33) - 1 (0.04)
K= 2 —nm 5 — - 1 (0.04) 1 (0.04)
R4 4 (1.32) - 4 (0.15)
SEE 1 (0.33) - 1 (0.04)
JHRIHL 1 (0.33) - 1 (0.04)
By 5 (1.65) 1 (0.04) 6 (0.22)
TR 2 (0.66) 1 (0.04) 3 (0.11)
fBER 91 (30.03) | 141 (5.96) 232 (8.70)
DR - 7 (0.30) 7 (0.26)
T AnA BRI - 4 (0.17) 4 (0.15)
< IR H i 1 (0.33) - 1 (0.04)
ERARIETETE 1 (0.33) 1 (0.04) 2 (0.07)
PR 6 (1.98) 2 (0.08) 8 (0.30)
BRI B E 7 (2.31) - 7 (0.26)
A P 2 (0.66) - 2 (0.07)
S R - 1 (0.04) 1 (0.04)
AR A 1 (0.33) - 1 (0.04)
B - 3 (0.13) 3 (0.1D
RES 35 (11.55) 8 (0.34) 43 (1.61)
MR o> 55 & 2 (0.66) - 2 (0.07
RS 77 3 (0.99) 1 (0.04) 4 (0.15)
MR g g 1 (0.33) - 1 (0.04)
Sl]i 1 (0.33) - 1 (0.04)
A 18 (5.94) 2 (0.08) 20 (0.75)
AR 4 (1.32) - 4 (0.15)
TR WM 1 (0.33) - 1 (0.04)
R 7 1fi. 1 (0.33) - 1 (0.04)
] 2 (0.66) - 2 (0.07
S 2 (0.66) - 2 (0.07)
T 2 (0.66) - 2 (0.07)
F 5 (1.65) - 5 (0.19)
b E - 2 (0.08) 2 (0.07)
R Tk 1 (0.33) - 1 (0.04)




BI{ERZE DR RIRER (42 = (%)
5 * it o HEEE S
BIEASENIEE gﬁﬁﬁg ﬁﬁgﬁﬁﬁ%z%ﬁ o
D RE
R TR 1. - 2 (0.08) 2 (0.07)
iRZ 5 FENE 1 (0.33) - 1 (0.04)
HR g - 1 (0.04) 1 (0.04)
il AR B B e 1 (0.33) - 1 (0.04)
MR A hea 1 (0.33) - 1 (0.04)
EBJUREES 10 (3.30) 3 (0.13) 13 (0.49)
HEE - 1 (0.04) 1 (0.04)
JEE I R 1 (0.33) - 1 (0.04)
* 1 (0.33) - 1 (0.04)
*  HUER 2 (0.66) - 2 (0.07)
*  BERREE 1 (0.33) - 1 (0.04)
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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 - 1 (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

Mretge b sz,

LRV R T RR L LT, Fls (Bl 1; 0~16 mAdili. 16~65 miAii,

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
DAL, V=PI R, HIARCF U 7 aFERA) . FICTADAEDS OO (f

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

FUTIER & 0 i S, BITERR BRI OWTIRE M Thi T,

- 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,

- FER (BROFAE) - AEERIORIEABBERIL, T 33.9% (65/192 f5l) . [ ] 26.6%
(943/3,651 ) Td v, ME] FETORWEMEILEL TH] FELY SVEA A B
Too REMMHT RO A T HIXERBIEEATLEBENZLEGERTVD
TEMEELTCWAAREENRE 2 LT,

- REIFHBIE - BIEARERIL, BIEEETADABE T 23.8% (219/919 #) &bk
<, BRIETADAEF D 30.6% (38/124 i) M b o7y, HREHETANAR
HCRWERBHARNE > RKIZRHTH - 72,

- BEERE AR ORITERZH R, 4] 25.4% (675/2,661 f51) . A 30.7% (306/996
) THH, AEETBD LN HDOFBERICZKE RBENNIA LR -T2,
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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
MFBIRIL 18.4% (56/305 #) TH Y, Fmina (65 meAdii) DORENEHIEHLFR 27.8%
(951/3,420 f51) & bhle L CHBZEDRO bz, Elnd CRITERREEMED - 72 ]
KE LT, LD RERNEEL TWDAREENE 2 L0, ZEMIZAHTH
Do FREWERIZ, BIR (19 F). ®EEGE (91F) ., FEED v, HFERERE KD
MmHRFHI (& 7)) FEThoT,
- YEENR - MR (1L,74901) Do b HIELTWAEE 86 @ 241 (25.0%) IZEIE
RAPRFEO BT, WX, 415, SRRELOWE (% 11) Tholz, IRKOEA
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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 f5l) TH V., BHEEZEI L TORWEFITBIT 2EIERARIE 27.1%
(995/3,665 f5]) & Hfe L CHBZAENTRO Hivz, BHERER E B CRITEH B R AMK
Do T JREIIARBTH 503, BHERERE 5B DORERIELD 63 il & D72 L g L C
WD HEBEMENE 2 bivTe, EREIWEMZ, IR (34, /Mg (24 ThoTe,

- FFHEREFEE ERE LM R L LT 316 BININE S, BIEF I HRIT
26.6% (84/316 f5) TH V. HEEEZADFL TR WEFITEB T 2RIERFRELE 27.0%
(921/3,412 f5l) &R L CTHEZITRD v o7-, ERENEMAIEL, Bk (20 1),
Y= NE IV T AT 27— (10 ). BREEE (9 1F) . KEED (8 1),
FEIMED W (T ThoT,

OB EFEAKERE (REERICET HE) ©

AR AETIE O BEIEGI D 5 B 6 5 A 2 X TRANO B 52 ke L 75 % x5

E LT, WESNT 2477 FlH 6, 113 il (i HElAE e R PERRS 86 i, BlIE2HIfRI N 5-

72U 17 6, LZAeMEHIARE 8§l (A EHEZOAEAHB T RN TIER) &) &Rk

L7z 2,364 Bl et xt e & S,

(il A lc >V ik, TVIL 8. (5) Of k&A1 DIEE S R)

ML RIFTH RAF L LT, Filin 1 (0~16 A, 16~65 A, 65 L

). i 3 (0~65 A, 65 kbl b)), M (4F) . BIER (i sE) . BEFERE,

WHEGERE ., S0HE, G0HE (BRE) . JPHITCALAIERE, JFHTLTANAS (I

NR=PE L, Tx= b A2, Za"P o HARUF ) FLTANAIUS O PR K

(BFH) KROARAIFREG B (B) 12250 T, BWEHBBERICAEENRO LN, T b

DREFIRERIT, AFIEE 6 » HRES O BES slRIEHRBLROBRERER (68 H A

) L TREREMTRO N oTz, T, Bl Rsm9 5% UNE, &

. dEESw, EHEREREE B, ITHREREE A IR S ER K FhiH S, BIE

FFBLERIZOWTREI M T oLz, AR CI3A B2 bR n o T ek HifH

(FF) . DFIHU T A AR R OME FH AR A 2 D X0 2 8 L TW D ARAI G- 4 (H)

WO S B2 AT 5 FH IOV TORIHFERIZLUTOEY Th 5,

- FERHARE () : BITER R BIRIT. 0~5 4T 23.4% (180/770 f51]) . 6~10 4T 23.2% (74/319
B) . 11~20 4£ T 25.5% (121/475 i), 21~30 4T 30.9% (97/314 ), 31 4ELL I
T 32.7% (91/278 %) TH V. EIFHIF N E W EE CTRIVEHFE LR & OME A 2378
bivlz, MR () PEWEERIEIHER EOBEHERNNBHER 2 2 L #Ell S
HZ Ll AKAEIE OBEMEN I TlE o7,

- FERMTADNAERIR : BEAFBLERIE, 0 41T 11.1% (3/27 1) . 1 #1T 21.8% (116/533
B) . 2 HIT 23.3% (160/687 ) . 3 KT 28.8% (183/635 ) | 4 HILLET 29.9% (144/482
B THY ., FHHITADAEAE N L\ EE TRWERIEBENEVVEB 25RO 5
oo PICADAEEZEHMHEN L TOWDEIC 1 FAOAORIERZ8 0 3 2 & xR
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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 f5l) TH V| IFEREEZEIFL TORWEFIZE T 2RITEARELE 25.2%
(541/2,144 f5]) L L CHEZEITRD bR hoTz, EREWEMAIT, IR (15 7).
RERD (10 1), BEBOER N y— 27 V2 IV T A7 =7 —BH (61f) TH

ST,

QAR BREREICRIZTZE
BARWANR
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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,

12.ZDDEE
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(1) BREREAICE D C1EHR

15.1 ERERERAIZE D < 1R

WA CHM S LI ARN 2 GREBOPICTANAIRITEIT 5. TAD A, Kt
BELZXRE L 199 O 7 7 2Rt RERRRBROBERERICB T, B
RO BBREKOBILDO Y 27 B, PuCANAIKORARETY 7 v AR & i
LTR 2/ < (BLCADASERMEE : 0.43%, 77 BAREE : 0.24%), BT
AINPERDOIRARETIE, 77 B RBEL 1,000 AH720 1.9 AL\ EEFR S
Nz (95% XM : 0.6-8.9), £/, TANABEOY 7 7 V—T7TlL, 7
TERBEE LR 1,000 ABHT720 24 AW EFHRE STV D, [9.1.3 2]

(fEER)]
KERERSFEDAT, 11 FEOFTANAKED OF F R 5HREERRER 199 7
BT —2 &L Ea—L, 77 BRI TH TANAEETIIAZEE RO E &4
BOU 27 PEEICELS 77 8RO 25 Tho7 2 & 2% (200841 H 31 H
) L., 2TORTANAERORESHICH LT, RAAXE~DEEDBT LN
Medication Guide (FRF AT DEIE T A K) OFER ARk L= (2008 412 A 16 H
), *
F7o. HINERLFESREMEA) TS FDA OAFEZIF, I TOL B 2—E
M S AU, FLCAPATEL, FNICHBEEMOEERERIOE) LY 27 FAICEET 5
ZENRDH D EOREFRER T, BEASEROABEROBIUZOWTEREZBIET oM E
PEAE T D720 O E 2 TOI TANAEKOREERIZER LT,
INHOWEANTORNM BB E 2. 2009 4E 7 H, ATIZB W THAFZETLH TADA
o MEHEOFEE) I TZ2ofoEE) & L THRSEROAZEXKICEYT 587
To7z, [IVIL6.(1)) DS

CERk 21 45 7 A 3 BAT A ST B 38 0 R 22 4ol SR AR S 55 84 )

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

SPEE TR b
http://www.fda.gov/Drugs/DrugSafety/
PostmarketDrugSafetyInformationforPatientsandProviders/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 ZEIEAER &

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

RERIA H B Fd o (me/ke) [
ME IS mg/kKg
—WRIE R OMTENZ | Z > b | 1000¢ WURK A N 7= 35 IRRg T, AR TR
KiE4 % (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, ATRREERIIOET ., AR
BHEIE O fEHE (UL EDRERIE, K54
24 FERILANIZTE L)
FOWIVAERIE |~ 7 & s 1) 10,30, TER 72 L
1) BEF&EEE | (0=10) 100,300,1000
2) BET ) 2) 10,30, ER7R L
NeTLT TS 100,300
— ik 1000 HEITHEE (p<0.05, Fisher o IEfEHE
)
SR Z v b 1) &k | 1,3,10 b7 L,
1) SHEEMALATL | (n=4) 2) #%1 [30,100,300  [Zfk7z L,
2) MRPERRIIALL 1000 BE5% 15 53700 3 BERIC N TR
BN 2 R O —FBIR A U 7= IR g
BRI L, #5154 30 305 b IRE
RN DT TR TR DNRAN, WS M
1 OIRARIE L,
H (? % ;\ FARN 1,3,10 TER7Z2 L
n=4
SR EH ~ A frqm 1) 30,100 TER 72 L
1) BT A 22 7| (n=10) 300,1000 A EIHIH (p=0.05, Dunnett HiE)
2) 7B TR 2) 30,100, |fEfZL
300,1000
RIEAR H R 1 <A frgm 0.3,1 VER 72 L
(=¥ b s — | (n=10) 3,10,30,100, |AEIZHEE (p<0.05. Dunnett HiiE)
SV U T ANERRE) 300,1000
Z vk o 1,3,10,30,100 |fEH7Z2 L
(n=6) 300,1000 HEIHER (p<0.05. Dunnett #7)
B R N Eqn| 30,100,300, EFf72 L
(F— kA v 7 23 | (n=8) 1000
Sl 7 b ®n 30,100,300 1) EH7Z L
1) R O (n=5) 2) 7L
2) A% IERG
AR v b ! 30 BG4 1 R I O (RIRAR T
(n=6) 100,300 Ef72 L
1000 BeH.4% 2~4 BRI E OMRIRIK T
T A K OVigathiz | 7 > b e 1) 30,100,300 |fEHl7: L
e n=5) 1000 I (B 8 W% 1T I3 E)
;; g%ﬁ%{f 2) 30,100  |[fEfiZe L
) 300,1000 MK TER (%5 8 FEfi#%I21X[81183)
K#ASE pH ? % )& BRI 1,3,10 YER 72 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
LM (F v A NY—iE) | (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%EME  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

B, 5 RN s .
AERTE H B s (mg/kg) iR
R, RWPEME, RpH| T »  F|RAO 1,3 TER72 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) fEf7eL
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 i iR B . HCO, Rt &
(n=5~8) |Hi[a] 4 5 + AN
HARPY 30.5¢ B R . HCO, B Ry
Frigebe 5 M. R, R Na. K Heitiag
m, PR CL YRR, RIS
RN
MR 69~ 5 EH Z v MEA 30,100,300,10 |Ef 72 L
(AF v —E) (n=6) 00
MR AR T 1EH 7o F|D) kN |1) 10,25 1) IREET
(n=2~5) |2) IR 2) 1,5 2) EFZL

a) 7u hr o EURE] b)) IEMELERY b r R T T AT I

d) HA7Z pumol/L

30.5 mg/kg (bolus) + 30.5 mg/kg/h (infusion)

(4) Z DI D EEEHER -
MR L
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f) B %

c¢) adenosine 5'-diphosphate

e) BHEREMFIR 5 3.1 mg/kg (bolus) + 3.1 mg/kg/h (infusion) & %\ &




2. FMHHER

(1) BEEEEEEHER T

ELz/kn Be G - AL - B | & 5E (mglkg) HERE D E53F £
s % 1000-3375 ﬁ i 2888 Egﬁ?
HEIER 500-1700 ﬁ gég Egi?
. % 1500-4220 I@E i 2888 ﬁgﬁz?
e oo |3 weme

a : i/ NBOLE AWM OBERE LIk LT,

(2) RERESEMEHE ©

B G-RERE - AL -

YR o Beh& (mg/kg) B S
. . Craes AUC (3858 5 B D I £ > CHE N
. 20 10, 90, e
. FEH 2 0. 90, 750 RAER5C L 5B L,
o, 3 HiH 10, 90, 750 e | 10 mg/kg/H
®o, 12 2 0 1. 7. 40, 240 %= |7 mg/kg/A
P ®o. 32 AR 10, 40, 150 P 110 mg/kg/H
o, 12 7 AR |10, 30, 100 130 mg/kg/ H
(3) EHEFRAEEMEAER -
o 94 . AL .
B mom [T g g (mejke) T
M RED, AR FO —i#% : 8 mg/kg/H
7w b 70 H #1725 4E 0.2, 8, 25, 100 |FO 4% : 100 mg/kg/H
30 HIZE T F1: 100 mg/kg/H
I # T ENE:
%Fﬁﬁa; g‘iaﬁ FO —f : 25 mg/kg/
7w b U1 10.2. 8. 25, 100 |FO 47 : 25 mg/kg/ A
1 & BT F1 : 25 mg/kg/
LET + 25 mg/kg/H
. - FO —f% : 2.5 mg/kg/H
5k %—?7‘5 HEIR )09, 9.5, 30 400|F0 44K : 400 me/kg/
548 F1: 2.5 mg/kg/H
@ MR 6 FO —fi% : < 10 mg/kg/H
AV ’§—18‘a 10, 35, 120 FO ZE%i : 120 mg/kg/ H
F1: 35 mg/kg/H
p ~ FO —#% : 20 mg/kg/ H
v b %E\Wg;}f E1|7 2. 20. 200 FO ZE5i : 200 mg/kg/ A
11 35 7 F1: < 2 mg/kg/H
. e H L AR 17 .
v b i 21 1 |05+ 1n 200 F1: 0.5 mg/kg/H
I#BR  ZHREEM O K F CORWMIIRIE A B3 % il
MERER - W ART R O R OFR AW NS RHADOBEEICEE - 2 ik
MERER - I - BRI AIC B3 2 38R
FO —fi% : BlEM OB BN B3 2 it m
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FO A5l - BB OB RIE T BIC BT 5 EaEit
F1 IR OISR D B &

(4) Z DDHFTRFE 7

B GRS « LI -

HHEEIT

RERTE H B FE 1 A B R
e f 7 L & O 15-5000 ng/
170 T Im SR 7 A TEPEA b FL— k =348
= NI
pb|HERE | CHL Eﬁﬁimﬁi 2510 mmol/L |tk
B/ MZ ~ A Hia|jE N 5| 125-500 mg/kg | FatE
g0 (Re) 300 mg/kg/ H DHETIELE 235880 B
~ A 6 1 F I 300, 500 mg/kg Iy
A LT~ 7 2 DRI DIRZE
S o (18 #5)]20. 75, 300 mg/| T & 2 MEMEOD S i AR O B 0 A8
24 » A kg BINZN, PET~— MBS
P AR T DIEGEZLITRE D B Ze o T2,
Py N 10 mg/kg/ B LA CH o IR 5 5l
o RN CIRBENI0. 55, 300 mel) yyn i mmo Rt Liiei
7R g 7R EBERD B,
S5k w0 (R €5 )]20, 45, 120 mg/| b ¥ 7 ~— MIBET B 542
7 24 7 A kg EERD B o T,
JEAE - R 0.25. 2.5 mg/|k&k
PCA ~ 7 A — animal
A BEAE - EMEPN|0.25 . 2.5 mg/| ek
) (+Alum) animal
E PCA f}\ﬂ/ * r(,zf_cfg A): L 4. 40 mg/animal | f& %
£ L = JEAE - R0 4. 40 mg/animal | fatk
ASA ok B E : B2 F|4. 40 mg/animal | fEE
7 (+CFA)
Rk L T b ST 750 mg/kg/ H D 1 » AMIKEH ST
igiﬁii’;il%?ﬂ@@@ Sy bk 8N, 1500 |50 mgke | bR HIEHESERIL. 2 &
e HEOKRIECHE L
IRSE NG | O 64, 128 mg/kg |Fatk
0.5-2, 2-8 mg/g
72)
P D A N T N
e food
o e (EfEd C |4, 8. 16 mg/kg/ . o
PCA  ZHKETF 7 4% —RE
ASA REEWESE T T ¢ TR —ilR
CFA : Complete Freund's Adjuvant

Alum : KEB(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)
VIL14. @ EoEE ) oBEA2ZM (h B §E 25 mg - 50 mg - 100 mg)
BEMEELTA R B
<TVoLEBY : A0 (HAFE - JE5E)

(3) SAFKEFDEERIZDONT :
B~ EF 8 25 mg - 50 mg - 100 mg
BHOGERER S 5720, BWRoFRR, BRSICERE L, B FBEVICEET L2 L,

G PTP v — &

4 i
B 62 25 mg ok
k E'$E 50 mg H
kB 100 mg IR

(BRI OEFH, SEICHOWTIE TIV.L AT OEBR)

S5ARBEMF
A L7g

6. 8%
MEFEE 25 mg : [PTP, ®z/EAIAD ] 100 $2 (10 2% 10)
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FEFEE 50 mg : [PTP. EMHIAD] 100 82 (10 $£X10) [/NF . EEFIAY] 500 5
kB 8E 100 mg : [PTP, #2@AIAD ] 100 &£ (10 $2X10) [T, EzEHIA D ] 500 &2
N ETHIRL 10% [T, #EAIA Y ] 100g

1 RH=DME
W~ EF4$ 25 mg - 50 mg * 100 mg
[PTP] =m : ifbke =1 (PVC)
i TVIM
to—R& . RI=FLr /T
[(RT7] Fis: Ry FL v
HZ. RV L
RO R = F L
B~ EFHIH 10%
[(RNT] BRI F Lo~
E I ) =l P

8./ —H5 - RZEE

[Fl—psr 72 L

R SFE MU, INARUFo, 7P A To=bfy, Y=HFI R, LS
R YT LA (ICANARRE LT LRF TS A DN~ EE A

O.EEHEAFEAHR
1995 4 7 H

10 HERFTARBFABRVEARES

HERTEAZREAR xR EF B
b E+ 8% 25 mg 201046 H 9 H 22200AMX00376000
b EJ€ 50 mg 2007 %7 A 31 A 21900AMZ00073000
b EJ§€ 100 mg 200747 H 31 H 21900AMZ00074000
b ES#EHL 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 © Fi3E & BRIR. 2007; 56 1385-1403 [017-532]
2) KIAME—1E0> + H3E & K. 2007; 56: 1659-1681 [017-683]
3) KIFEM T+ TAMAMFSE. 2013; 31: 19-29 [023-947]

DFENGER R IEE AT H/NETANABREDOEMEGRE (2013 4
11 A 22 HA&AFE., CTD2.7.6.7)
5) #EPNE B - HEIR 0 53R (2007 4 7 H 31 AR, CTD2.7.6 (B

No0.9101))
6) R - RIER O ¥ ERER (2007 4E 7 A 31 A&, CTD2.7.6 [(FEx
No0.9203))

DIENEE : TADARIRZSRE LE T/ IR EERER (2013 4 11
H 22 A&, CTD2.7.6.3)
Q) tENE R} : AT NAHEER (£ 1) (2007 4F 7 A 31 H&GE, CTD2.7.6
(48R No.9204))
9) N R - AT TAHRER (20 2) (2007 4 7 H 31 HA&GR, CTD2.7.6
(B No.9305))
10) tENEEL - 3 A E IR 535 (2007 45 7 H 31 A&GR, CTD2.7.6 (Gt
Bk No0.9407])
1D AEWNERL - FIFEEGRBUIEE & 5 (2007 47 A 31 H7&KRE., CTD2.7.6
(7AB% No.9809 long))
12) fHENEEE . TANABRIBZ SR E U7 THEMZ 5 (2013411 A
22 A&, CTD2.7.6.6)
13) A WA CE 294211 A 20 H)
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KERMXE (TOPAMAX® : 2019 £ 5 AET)

LI EESYES

1 INDICATIONS AND USAGE

1.1 Monotherapy 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.

1.2 Adjunctive 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.

1.3 Migraine
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

2.1 Dosing 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 I?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

—122—




KERAMAXE (TOPAMAX® : 2019 £ 5 AKET)

RERUVAE

2.2 Dosing in Adjunctive Therapy Epilepsy

2.3

24

Adults (17 Years of Age and Over)

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.

Dosing 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.

Administration 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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2.5 Dosing 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)].

2.6 Dosing 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® : 2019 4 5 HMGET) OFEMIZ FRiaZ o Z &
http://www.janssenlabels.com/package—insert/product—-monograph/prescribing—inform
ation/TOPAMAX-pi.pdf

SmPC (Topamax®) OFEAII Tz OZ &
https://www.medicines.org.uk/emc/product/1442/smpc

(W 202043 A 23 AT 7 & A)
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i REANE
KRERMXE 8.1 Pregnancy
(TOPAMAX® : Pregnancy Exposure Registry
2019 & 5 A& 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 uterohave an increased risk for cleft lip and/or cleft palate (oral clefts) and
for being SGA [see Human Data/. 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/.

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.

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.
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Data from pregnancy registries indicate an increased risk of oral clefts in
infants exposed to topiramate during the first trimester of pregnancy. In the
NAAED pregnancy registry, the prevalence of oral clefts among topiramate-
exposed infants (1.1%) was higher than the prevalence of infants exposed to
a reference AED (0.36%) or the prevalence of infants in mothers without
epilepsy and without exposure to AEDs (0.12%). 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 9.6
(95% Confidence Interval [CI] 4.0 - 23.0) 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.

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.
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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.

Data

Human Data
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 risks of oral clefts and SGA [see
Drug Interactions (7.4) and Use in Specific Populations 8.1].

apE|

F—2 ~Z U T D44 (An Australian categorisation of risk of D
drug use in pregnancy) (2019 4* 11 A database)

2% . O
F—A 87 U T D4%E : (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
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drugs may also have adverse pharmacological effects. Accompanying texts should be
consulted for further details.
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use
Adjunctive Treatment for Partial-Onset Epilepsy in Pediatric Patients 1
to 24 months
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

%I&ia'%ﬁ@j(% of double-blind treatment, topiramate (at fixed doses of 5, 15, and 25
(TOPAMAX® : _ mg/kg/day) did not demonstrate efficacy compared with placebo in
2019 &£ 5 AKED)

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, long—term 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; 1i.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.
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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.

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 (5.9)].

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 in Partial-Onset Epilepsy in Patients <2 Years
0Old

Safety and effectiveness in patients below the age of 2 years have not been
established for the monotherapy treatment of epilepsy.
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Preventive Treatment of Migraine in 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 (14.5)], 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 (14.3)]. 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.

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
Clinical Trials Experience (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)].

Preventive Treatment of Migraine in Pediatric Patients 6 to 11 Years of
Age

Safety and effectiveness in pediatric patients below the age of 12 years
have not been established for the preventive treatment of migraine.
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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 0 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)].

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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