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(1) ¥4 :
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b5 50mg, b £ 6E 100mg
kB FCHIKE 10%
(2) *4 -
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TOPINA® Fine Granules 10%
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2.~ %
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FEFEES50mg : 1EEFICIET~— b 50mg #5H
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vrtra—R T UNMBEZT I AZ T VIEBEATF VAR v —08iR, =Tk
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Eﬁigﬁ 25°C | 60%RH WEFT NN IZET 36 » J LETE
T AR 40°C | 75%RH 5T AR h VAL 64 A LIE
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40°C BHEEEE%) 0 -0.4 -0.7 -0.4 -1 0.1
FA3(%) 100 98.3 98.9 98.6 99.9 100.4
o5 sl HEm AR — — — — —
75%RH AR (%) 0 2.3 2.2 2.1 2.1 1.7
¥ A7 3(%) 100 100.4 97.3 101 100.2 100.9
7 95°C oA SFENIFS — — — — —
% 1,000 1x | EEZ{LH(%) 0 0.8 0.7 0.4 0.6 0.2
B | 60%RH TEA7 (%) 100 100.1 97.5 100.5 100.4 100.5
H 8 aEmAR || — - - - -
40°C R R (%) 0 0.3 0.2 0.1 -0.1 0.1
P17 3(%) 100 98.6 98.7 100.7 100.5 100.2
sl — bl L




b EF & 100mg DMBREDEREM (n=2)

PRAF M AR H Initial 7 H 15 H 30 A 60 [ 90 H
. 4 SRENES - — — — —
‘ 7;Z§H AR (%) 0 1.7 1.7 1.8 1.1 0.6
7 AT (%) 100 99.7 99.1 98.9 99.8 99.5
21 esc S48 AEmE | — — - - -
~ | 1,0001x EEEEE%) 0 0.5 0.3 0.4 0.3 0.3
“fg 60%RH FRAF R (%) 100 99 98.9 98.4 99.9 98.8
) S8l SRENE - - — — -
40°C EHEEEE®%) 0 -0.6 0.2 -1.1 -0.7 -1.2
FEA73(%) 100 99.2 98.3 98.7 99.2 98.6
. AN B AR - — — — -
752(2)1%{ AR (%) 0 2.2 2.1 2.1 2 2.1
5 FAr2(%) 100 99.7 99.4 99.9 100.2 99.4
7 25°C A1 SRENEN - — — — —
;ﬁ 1,000 1x | EREZE(LER%) 0 0.9 0.8 0.4 0.3 0.2
B | 60%RH FEA7 (%) 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 5(%) 100 99 98.9 99.3 99.2 99.3

S — Bk L

S5 REER NBAREOREN
BA=ROANA

6.fthfl & DEEA X (MEEFHEIL)
Y L

7AHH
A ERIE X RLiE
(hEFHRIE b ETEE (50mg) THELORHEI DR SN TND)

8. £ MFHIEAERE
A% L7

9. ®EIh DB S DHERHRE
WE/ao~ NI 7 40—

10.HHhDERS DEES
Bk~ 777 4—




1. 11
AR

12EANT DA[REMED $H 5 K4
WA Ay . ANT 7 I Ul 4

1 ERNRERGESR - NENERTERICHT S1FR
RN

14.F Dt
AR



V. JAEICEAT HIER

FERVN
1.38E

- R

DT T AMNATET TR DRD BN T AN BE OEFAE (ZRMERAEIEIE
Zate) XTI TANATEE OOFRRE

2 [ -
B :

INR

(A& - REICEHEY 5ERALDER)

2!
WE. RAIE FE I ~—hE L C1HES0mg 2 1 H 1[BXiE 1 H 2 [EOR 08
HCRthT 5, D, 1ERBLL EOMEZ &I Tl L, #ERFEE LT1 H&E 200~
400mg % 2 BB A& 59 5,

B ERIC X 0 EEHEET 52, 1 A5 REIT 600mg ETET 5,

BE . 2L Eo/NRICIT P E T ~—FE LT1 H&E Imgkg O OG5 TR L.
2 ML EOMEEZ H1T T 1 H&E 2mglkg (&I 5, Uik, 2B EORIREEZ &
T 1 HEE LT 2mg/kg LA OMiE L, HFfE S LT1 HE 6mgkg % 0#& 5
T 5, JERICE Y @EEHEET 22, 1 Him&b R 9Img/kg T 600mg DV 4L
WYL WEGREETET D, B, Wb 1 H 2EICHEIL TRAKGTHZ &,

]

LU T, A TADAMBE &35 L L7ZsBRICIs 0T 1 Ak 50mg TRHfA L, 18R |
T LT 50mg TR B 7 L BRI R OB R A ISR 5 Z & T, BB |
FEGRIEENMET L L OREN DS 2 LD, FAORGRIBC STz Tk, B |
OMRREIZIE U Ty BRAIZIZ 1 A 118 50mg 251692 2 & I EIEZ 1 H 100mg |

2AFNIMOFITADAEE G L THEHRT 5 Z &, [ERBKRRBRICI DT, AHIHHh

FhTOME AT, ]

VABMMEFRTAZERNBLDT, J LT F=0 T UT T AN 70mL/45 R OHEEIC

(=N

(##E5 ]

| TIE72< 1 50mg IR A T LIconT B ERET A 2 L, [TERERME DESH]

SARITEE UCBIE D S 570, BISIERED b 5 IRE T, AFOI VT T |

BEBLYEICT DR EHEBEICERET 52 L, [MEERE), [FEyERE] OESHR]

1. 8% D TANVEE TERN ST 2 BBENRRR D120, RS LB R 6 b &

HZ

EMP DN TOMEMRRES B ITHE LT,

2. ENEGRGBR I AS L OFLTANAIE OOFH CIHME S v, BB 5 ORERIT 20,

3 MM B W CEE S LB GNEAT—%) T, BEE L7 TF=02 07
Z A 30~69mL/4y) MOEE (7 V7 F=27 U7 T2 A 30mL/yA) OB HERERR
ERE AR L LT, KA 100mg # HEHRRORE LR, Kfloeg s V7 70 &
(CL/F) 78, BHERENEREZR2BE (Vv 7 F=0 27 U7 7 &2 70mLIsyELE) LT,
HAEE O B RERR = B E Tl 42%., HEE OBRREIR EAE TlX 54%IK T L7z & OFE RN
BoN TS, LeRn-o T, HEEYL L IXEEDOBMERERE N L X, HE%2@
WONRICT DR PEEICERGTIMLERD D,



3 B R AUAE

BN

>

M BBERT—2 1Ny —

B<ZE>HABCREGR (BRFFmER

=
AL E A
SRR O FEAE " 7 B w2
o o PSES K - geha& 2 D] 2| &
(BB 5) ol | B |
| s | B
3
e S 77 B AR
R O AR Be 50~400mg 2 o |o
i (6485-9101)
R 75 & Rt §E#) 50mg/ml
Bt W R AR (s 5t 25, | 6 o |o
i (6485-9203) o P EHIR - 13 H )
- s BN
B A R HERRTE A 27 100me/ F ; o
B = L s - Y.
Qo N2 =87 9) (6485-9102) (ZEfEmE, A1)
IION #gﬁz AT #£7 100mg/ H
CEMZE S P R) AR (50 mg #% 2 &, 20 | @
- i (6485-9808) 100 mg §& 1 6%)
= S, A—7
B2
ﬁﬂﬁgﬁgﬁ%@ A 5 100~400mg/ A 39 o0
Az L (6485-9204)
. Lhsk, A—7
L R 57 200~600mg/ H 18 o0
(GIEEERIE R 9) (6485-9305)
S Zliigk, A—7
JH % e R M .
g 1T RS AR $iE#4] 100~600mg/ H 122 [ AN J
(1% 1955 11 /7 5R) (6485-9406)
sk, HAEAL, LN
et 75 R %R Thhh
JHERIEAR CEERTEATRML | BF | 55 400me/H 62 oo
(G ) S
AR
(6485-9809)
FW# 506 Lk, A—7
(55 AR = 30143 53058 BN #E71 100~600mg/ H 58 [ BN )
(6485-9407)
Lk, MWAEZL,
e 77 & AR %R
R B Ak et o
(%m*ﬁthiﬁﬁ%ﬁ@ﬁ&ﬁ) — Eﬁﬁi&j‘?ﬁﬁﬁtt ﬁﬁu 100 600mg/13 125 . .
(6485-9809 long)

a) F Sy
b) T = — MEGIERIEK

©) 77 B ARRABILARE L, A — T iR




W/NREGE SR (GREflE #)
s
- wy || L]
= 5 ES
Jis BRI s | mm-msge | |G| ? w2
- (BT 5) # | ®| 0|
% o | i
(3
Bl B -
VAAT T YT yi@iﬁ&&fﬁ %@%ﬁil 12 1@
£ W) fege | " &
BN
Fifh R S PRI 7 0 A G — 3 —iRBR HE#4] 50mg 94 °
(W [R5 RAR) (6485P-007) FHRIA] 50 mg
fife PR SR L A FEE IR IR ptip Vet 97 ° °
H G BEhEsER) (6485P-0802) 1~9mg/kg/ A
EN
PN FEE I R flip vt
BRALER (6485P-004) 6mg/kg/ H 59 ¢ o0
FEE MIExH R HARL
(6485P-0803) T’}JUI;JE o | 1~9merke/ A 26 ¢ o
R B e
FEE MIExH IR . LA S X EEA 48 olele
(6485P-005) 5~9mg/kg/
7T v RKR
S . CHERAR FEA K 6mg/kg/ A 84
il PRAEARR GES IR ©) (EAI<1600mg/ F ©) | (439) ¢ o
(YP)
a) ARy &
b) b & T ~— NEHGAEHIEL
o) EHI&E 54
d) CEHERYIC T 7 RN RE SN TR E
(2) BRERZN R -
1. BRIZH T HEERBE
1) A

(M FEMMARER (ZETREERR) v

BEAF DL T A A BT o3 7238V EMHI D R D35 B A Doy TA M A B 127 #
(7 Z v REE 65 ],

MeET~—REG2HI) ZxfHE Lz _EHEMEERER (tho

LR U BERBUEE OF BRI 1 7RD b,

PLCAMDAEE OPFARE) 2BV T, FEI~— M (400mg/H) (X7 7 R EE

FEAEFE B

7 Z AR

FEZ~— 1

/b o (65 1) (61 5] V) MRRLEARE ©
Wil 13.7% 33.4% 0.006
oo/ I ~ I AIE —102.2~82.3% —178.3~96.6% :

a) FETEFE BV SR1%, Bl ) (1238 /) & ADERHAG (Wi 3 i + [ 2 5 12 38 )
O PICHE L2 RIERES A, 2021128 Hblo b ORBUBHEICHE L TRI LT,

b) A PR A 51

¢) Wilcoxon O _FEARRED p E% R~ L1z,

1) R M BT & R, 56 (9) ,1385 (2007)



(2)F TR GFEREER)
WA DI T A AT RBEIFIIR PG O N2 TANAVBE Z SR E LT,
FHEREER 3 3B (hOFLTANAIE L OOFIEE) 29T, FRBROHS T
AIPVBFEICBIT Dt BfkdeEE OdeEER G (TPEESRE) UL) 3UToLE
D Tholz,

3 il (mg/H) 5.1 N

AT 1L AR 100~400 39 41.2% (14/34 151

ATHIEE T AREERZ 0 2 200~600 182 50.0% (6/12 )

155 11 FH SR 2 100~600 122Y 41.1% (39/95 f51)
a) BT AN A 4 BlETe
b) &% T A A T HIE e

¢) #5r TAd A BFE TORDVERMIEGIZ I 2 R SMRUGEREN THEESE] U EThHo
TIERBDEIE

2) KA M- B3 & BER,56 (10) ,1659 (2007)

Q)Y RIERAI L AR H—2
%H*H.ﬁh%&()\ﬂ%lﬂ%‘ﬁﬁ?ﬁﬁkn‘a%ﬁ L?‘_F% SREEHT D TADAEE
210 BT D RAERBI L AR ' — (%ﬂéf’ﬁ%ﬂé‘@%ﬁf”?ﬁ 50% LA L8 L 72 S B o
#HE) T TO LB ThoTe,

FEERL » L AR B —R

AR S FEAE 33.8% (27/80 #i)
TEHERS 7y 54 32.0% (58/181 fi)
TR AL SR E R TR 27.8% (10/36 #1)

a) BIEWIC R LRI (EEHD)

4) RER5HER

FIARRBRK T, RGN NE LB SN TANARE 58 il x4 & LT,
WG (BmHE 600mg/ B, &k 569 ) 23 L7, FHmEIEIL 14 H
225160, 2FH 4261, SHEEHMN 27H], 4FHEN 24 ], 5EHN19BITH Y |
5 - H O BIRUGERE ) [HEEEYEE ) LLETH > TIEFOUEEIE 1 84.2% (16/19
i) Tholo, o, BUWEFHRBRIL 72.4% (42/58 ffil) ThH -7z,

BUAHRE (EE&GZET) B2 AFOEMES (KM H& 600mg/H .,
233 3) OAMMEFHES] (124 #)) <1k, [#&58E~6 » A H I 12 124 %1, 16
A ABE~1TFEH] Z1026], TFEA~2FH] 1L366FITHY, T1HH~24H]
DFEVEFEBTAE D RO fh R BI1X 47.15% Th > 7=, £7-. BIEHREBERIT
97.6% (122/125 f5) T -7z,

2) MR
(1) EMEGRER CGEatiaiR)
BEAF DI T AN AT I3 EIMHINR DG B2 253% 005 15 KD T AN A
BB Bl axtG Ll LI-FEEMRAER (Pt TANARKE OJFFRE) 2BV T,
15—



AR (T AR 8 B ] K OV S R 8 ) 2B T 2B M 5
D 4 Fﬂzw_wwﬁ PEEVEFE BB FE I 28 0 R gLl [95%#%5@%] 1% 34.0 [16.3,
50.3] % Th v, HFHIERBUEE OB DNED b,

3) KM« TADAMIYESL (1) ,19 (2013)
2)REREHR Y
FIAHEERIE T2, M G0 LEE LGB b TANAEIE 48 il x5 & LT,
EH# 53R (s A& 9mg/kg/ H T 600mg/ H DWW ERW&58EF T, KE
36 ) &k L7, %nwﬁﬂ;ﬁf’ﬁ@% Oy FANER BB R RO R R IX, 12 #% T
46.2%., 24 #1% T 49.5%, 36 1% T 55.6% TH -7z,

5

4) HRNE R TR AT D/NE T A ABE ORI 5 R5R

2. BOWMIHITHERKRAE (BRA. %)

AN TH O CAMARTE 188 il x4 & L ¢, @ OMikgis (B4sH & 100mg/ H .
13 2L 12 200, 400mg/H &) L RERZMEE (BIAA M & 50mg/H, 1#H Z &
50mg/ H "o E) & CTHEME% 400mg/H & L7 —HEMREEHER (fhobiTA
AR & DORFFIREE) MNFEM S T2, ZORE, KRB IS T DI IESEBIEE
WO HRYAE I, B OMWIHETE 33.3% (92 f) & OEMR A2 1k 42.0% (93 1)
Thole, £z, BMEHZBIRITIET OMEE 95.7% (89/93 i) K OFEAR 72 g 15
88.4% (84/95 i) Th olz, " T~— FNOREALEE (P, W OIREE) L
A EFGORBIERIL, W OWHEIE 37.6% (35/93 f5]) K ORI/ MIETE 25.8% (24/95
#) THY, ERFTORGEHMEZE LI L SBRWEE CAEIZE» = (b

= 0.048),
{ﬂ%fﬂﬂif@ T/ura NI TH 03 72 BB B35 O 72 W7 T A AUERFE 263
Bl % RE 1T BrrpiEE (BRAAHE 50me/H, 138 2 & 12 50mg/ H &) & &

;fﬁf%fmﬁtm/f (BAfE & 25mg/H . 1 Z L2 25mg/ A o#&E) & THEMES
200mg/H & L7277 B A% —HERLEKAR (hoft TANAIE E O PFHEE)
WENES NI, EORER, NET~— ME (168 #i) ORIER BT F O H I i
X7 7 EAREE 914 X bHERIC < (p < 0.001). FBRAHIHIE (83 #) & X

D RRAR 7R E (85 ) TIXHE OB oT- (p=0.065), Fi=. EIE
A BRI AR AR 22 W 64.0% (55/86 {ﬁ ). KV REIRZRMTEEYE 58.8% (50/85 i) T
HoT,
(3) BRPRZEIEEAER -
1. A

NEEZFEORERER LBRES - 6485-9101) © [HHl)
AARNEERRANBEZSRE LT, PET~—F (25, 50, 100, 200, 300,
400mg) KO 7 vR%Z 12 R OMMEHIZHERR DG Lz & £ OReMEERE L
7= [ b T~— MEERE6 1%, 7T RE5HE 9 H],

Z DR, *%?Efﬂ%{ﬁif#ﬁbi‘ eI~ — MEERET 25 Gl R TOERFIC, TR
BHRET 9B 8 BITFRD b LTz, TR E AERIT. 25mg KU 50mg % 5-#E T
16—



FEhERN TRt 28 6414 6 6, 100mg #GRETIX Madei)) 23 6 #ilHd 5 i,
200mg $H-EECIE Thadteid) et 6Bl NNEo& 3251 286614 5 4], 300mg
BERECIE NIE- T2 A6 6IF 54, 400mg HGEETIE NE-oE95) - TLWY
nd) - 1250 % 6EIH 6 Fl, TEEMEV - [OFES) - (7250 - 9
FW - [5b0E) - 726 by - K - ThtelT) K& epld 56, 77
TARBEGHETIE TRteid) NoFIF8FI, NE-LT5) B9l 6hlThHoT, &
ERRERERRD bR T,

UEOREREIY, NET~— |k 25~400mg % H AR AR A BB O#& 5 L
7o & & OARMEDHERE STz,

¥ [f—OBBRENB A DAT v FIBMUT=Td, FETw— FEEE LA%E 25 Bl Th - 7=,

5) FEPER} - HIEIRE 155k

)R EZEOKEESRER HBRES : 6485-9203) ¢ [F&Hl]
HARNEERERANBMEZXGE LT, hET~—F50mg% 1 H 2F (100mg/H) 13
A (Gt 25 Bl G) RERAFKER (RAER ARG S R —HBRE [ R O
Bh) OreEMEERFLE [N ~— MEERE6HI. 77 BREGRE 2 4],

FER, ERERIZI NI ~— NET6 BT 5 H, 77 BARRET 2 6T 2 FIZFED
iz, EREHERERIZ. PET~— MEGEETIE TRdeld) - TRRFED 2V
NE6HIFApl, NE-ET5) - T@BROED] - (1250 D& 6HIF 36, 77
EARBEHTIE [502&) - 7250 - TEPMETS) - A - TR 2
% 26F 25 Th o7z, EELBERITRD bR T,

AARNBERER A BEICH LT, hET~— bk 50mg #8114 1 B 2 [AIKERO#ZKE LT
EEORFMIIRAFE B Z b,

6) tEPEERL - SO R 1% IR

2. IphNR

& I/ IHEEMBERER GIBRES : 6485P-0802) ” [HEHIFI)

2 w0 B 15 sk DAE B XTI RIVE BT E B ENE T A AUBIR 27%*\%E§v—b%
1H2F5EMEOHEEG L (FGHE Imgkg/ 226, J5HI 18 Z &2 2mg/kg/H
F5. 9mglkg/ H F CTHiHE)

RGBT EFERADOTTANAIE (IR PE Yy, Txo=hAf Y, 7=/ NLE
Z—VRORT VI RY) OB &b 1AIZDE LI-gBis 2551z, 2~4 0%,
5~T %, 8~11 k&N 12~155% (FHEH) O 4 FF2aE L, B LiLoEWREHw:
FRHERDOPLTAMDAEUN DT TAMNAED B E O LT DR E 2350, 12
~155% (GEFEH]) O 1EFEZRE LT,

ZORER, 27 BT 24 5] (88.9%) IZEWEHANRBL L7z (FRICEARBWERORILK
WaTT), 7ok, BEEREERITRD LR NoT2,



FREMERADORTIRNG

B FERI)
(n=27) FEBLRE KL
BIVER % © GAEH) (FEFH )
CRE | ERRE [ oam [ s [sum | 12258 | 12-158
(n=5) (n=5) (n=6) (n=6) (n=5)
KN 24 88.9 3 5 5 6 5
G 18 66.7 3 4 5 4 2
ifn, A B R 9 33.3 2 0 2 2 3
R 4 14.8 1 0 1 1 1
IR 3 11.1 0 1 1 1 0

a) MedDRA/J version 12.1 PT
TAENEER : CANARBIRZ G & L2 T/ TSR EhiE R

(4) FRHER

1. A
WATHIE DB GRERE S : 6485-9204) ® (#EHl)
HEBRTYA Y

iz, A—7 B
xR

B4 T A AMURTEBEME T A0 A) L OVERR T A B
FLERELE

c PERDHUT A AABIRIE T B AEMHI S DR W R

(D& TAA GRMERFEE, BEME S RIE, ZIRIE R LIRE A 1E)

Q&M T AN
A by 24RELL R ATERIC L > TH . BREBELZEXN A 2 BILL EOSEE T
KELTWALEBEE

- D7 < & BT 5-BRAART 8 1 R BEH 0Pt T A ABEDOFRIEC B3 FHE S
TWb, BHOPLCTANAREIZI T == A, T/ VX —L U R,
NNV ST afg, V=PI R, o hR7 23 RICRE UEAIEE 2 #
PUNET 5, & HIZZEI D QIR OTEERIE S G- B AGHT I HR B ZTER B #i N 12
borZ LT 5,
F BRIV
- FR 72 FRE R EOR e & B 5 B
- HEATHEOMRRIE B A AU L TV D BE T, ORI I EB) 3 5 ATREME
N D BE
ARBRBALAIRFC . TADARIEERREBICSH 285, H 5 WIFBEE IR I EE
WREIZHE 2 fER k2 @ S ABE S b B
HERAE
MeEZ~—bh&1H2EE - Y#EE Lz, #H5ET 1 H&E100mg(50mg §& 1 H 2 [A]
- A) L 0BG LTz, WIRB AR+ THY . Dol EEZRET HRIWEHORBBLN 45
NRWEAIZIZ 1T BE 100mg o, 4 2 L ICRIENED 5N D E THE LUZD



B2 AR L7z, emMHEIL 1 B & 400mg & L7z, BIEOTRERBED by
G, FMEZHERRL L TBEDRGHIN, Bzl Lc, &REGHIMRIT 16 HH &

L7z,

FLRFHEER
- At (e Bk oE L)
- 2k

REGIEL CLAVEMNTIER], FUFESNAZAT B P ERRAT E B1))

38 (34) fil (\WFhudh ., BEIES TANAETE]
#w B

@ 5o (i)

FRMT TG 34 B IR EBI S 7 1511(20.6%), 2 EECEFIA T 41(20.6%), TR W E
BIAS 6 f51(17.6%), AZEBIA 10 41(29.4%), EALBIA 4 1(11.8%) Th o 7=, FHLHE
o QNP8 FE B i XA C 14 $1(41.2%) Th > 72,

@2k

38 Bl 13 5] (34.2%) (CRIEAARIL Lz, E2RIERIE, IR 4 6] (10.5%), 15
D, IRERED, EERE . BOEEOR, SRR E N A 2 61 (5.8%) Tholo,
BEERBIERITRD SR T2,

8) FEPNE R} RIS MARRER (2D 1)

WATHASE D 4E5ER (FERES : 6485-9305) @ [HEHl)

HEBRTHA Y

Lhigk. A —7 R

X R

B85 C Ao A URITE B T A A) ROV C A B

FLEREERURNEE

A EE T AHRER GRUBRE 5 © 6485-9204) L [RIL

HERAE
MET~—h&1H20EE-F%E L, hNET~— FOFEEEIL 1 HE 200mg(100mg
FE1 B 2EF-4) X VB LT, 2IRPAH S THY oM ELHET SRITEHO
FHENAH LNV EIZIE 1 HE 200mg T2, 2~4 i Z L IR BPBDHHNLHET
B L LI OB 2 ket L7-, e A EIL 1 & 600mg & Lz, BIEOZEEEEN
RO LG E, FHEZHEREL U CHREDKR G-I, ek Lz, &5/
12 MR & LTz,

FFHEER
AES AR GABRE 75 6485-9204) LRI L

FEBIE (L RMEMEHTER], AIEINAIIA Zh AT IES])
18 5] Gy CAM A - 14 0], B CAMAVERE 46 56 G CTAnA @ 12
B, AT A ABRE 3 H))



#m B

O (R UGEE)

FEMT TG 15 B3 A EB 28 3 1511(20.0%), 2 EECEFT A 3 41(20.0%), R U
BilAs 2 Bi1(18.3%), RN 5 $i1(33.3%). FALMHID 2 41(18.3%) T -7, FHILE
N OV &2 FE =51 1345 C 6 £511(40.0%) Td - 72,

A T A A TR 12 Bl I SGERI DY 3 $11(25.0%), HAE 8 L 41 23 3 611(25.0%) .
R UERDS 2 B11(16.7%). BN 4 §1(33.3%) T o 7o, &AL ER K OV 28 i
WL EEET 6 #1(50.0%) Th - 7=,

[FRRIC AT A DA T 3 B AZERFIAS 1 41(33.3%), BEALHID 2 41(66.7%) Th > 7=,
| Freealis

18 il 7 61 (38.9%) (CEWWEH AR L7, AR IEMIZ, RERD 2 641 (11.1%)
Thotlz, EEREERIIERD N7,

9) HENEER « RTINS DAIRRER (20> 2)

(5) RELAIERER
1) |EACHITRAERGHER

1. A

WEHE TR (GRERES : 6485-9406) 2 [fEHl)

HEBTHYA Y

Lg%, A—7 R

xR

H o TADA R DB TANBRTE

FLERELE

cPERDOTADIRIEET, Vel &b 2L BT D1RBIC L - TH RS
EZ YA 2 BICL EOBMECTKE L TWD Nt BRH
(DE S TAhm A (MR HAE, BHER 3 FIE, IR VIR EFARFEE)
Q&M T AN
- D7 < & B IRBRIEI G-BRGARET 8 K] CRIFBEENH LT WEFE DA 1T 4
W) 2 BERHOPLCTANAEKOFEHESCHENEE SN TWHEE, ftTin
NEIFZ T 2= AV, T /) VX —L, FUI R, IR EEL, N
nramg, V=3I R, T hAZUI RO LEAIE LT2HIUN, &k
benzodiazepines |3 Al & 9% 25, 1RBRIER G-BAART 8 M [H 2 & G- Wi
THEBEAFEZ1TDT. FITADAIRDOEIZIZE D2\,
FIRRRAVEAE
AT S IAHRER GRERE 5 @ 6485-9204) LT[R L
HERAE
BRI, B, B0 GE=E. BEEW) 1"oRr5d,
BEM  BEHOMTANAREEFHE I N-ECHECRAT 2HM Gas
S MM, FAESEN BN WEF I 4 8H),



WEH: PET~— b 100mg/H XV &5 2BHA L, Dtk 4 B E GEfE
BREEDSH B 2N WEE I 2 BH 2 &) 12 200mg/ H, 400mg/ H |
600mg/H & ik (Fem i & 600mg/H) L7-,

EEH  EE%, Bk HEE 8 MG, tE?¢@%¢ﬁ%%LtBA’
X, FOHELY S kGG L, Fl—HE&T 8 MERIENE
W LT A T F O S il 21T - 72,

73 S
AT R AU FE (TR BRI )
A

FEBIEL (B GIEB], FLARINN 1T ok i s FEE A 51)
122 %] (102 Bl (EB5y CADcA 2 95 B, B CAMAERE - 761))
w R
| FEps)li
AR B
102 il TEEBA ) 1 16 B, TR EEdcs ) 25 (], TREEQE ) 13 11 i,
(ARZE ) X33 41, ML) X 17HITHY . Wlf&%JuL®ﬂ 1% 40.2%
(417102 %) ToH o7z, F12. #T TADAKL OB TADAZEBIT D THE
FEdE LLEOEISITENEI 41.1% (39/95 #) . 28.6% (2/7fl) TH-7T-,
- FEAERS BB UGBS
FAEFHBUHE ORBHE T THEEYGE] LER SN TANAFIERBURE
W ZD 50% LA ETh - 7 IEF O 58 5 EFIE X, 100 mg/H 22.7% (27/119
%), 200 mg/H 32.4% (34/105 1), 400 mg/H 29.8% (25/84 #). 600 mg/
H 30.5% (18/59 i) <. 200 mg/HLA EDOHABETIEE—ETH-7,
FAERBUE ORI E T EEWUGE] L ERINTZ TANATIERBUEE R
DI TR L Th o T2 fEFI D (5D 5FHI A%, 100 mg/H 10.1% (12/119 i) |
200 mg/H 7.6% (8/105 ) . 400 mg/H 11.9% (10/84 #) . 600 mg/H 18.6%
(11/59 #1) TH V. 200 mg/H LA ETIHHEE & IR L TV 5 ATEE
PER B -7,
IRE. B TADABE DI E SR E U CRERICHNT L3 2F CORER &K
ZIEWVTRO e o Tz,
@Mk
122 i 70 B (57.4%) (ZEIWER 233 L7, FRFGIIMIR 23 1] (18.9%) .
BRE, REREDS 9B (7.4%) ., FEMWED E 86 (6.6%) . IH LI,
) R, AR CRBIEMEEENE 76 (5.7%) Thol-, HELRRIE
FIHEZMO 1 I TH - 7228, RBRTP I I LT,

2) KB H— fih : B3 & Eik,56 (10) ,1659 (2007)



2) LLERERER -
1. A
BMEMMELERAR (HBRES : 6485-9809) v [fEH]
HEBRTHA Y
sk, MVEZ b, 77 &R xR S RO TRE M iR
X R
JEMEMERTEREME: T A A BIRMEREREME CANALZET) B
I&ﬁﬁ%ﬁ
SREEAT 2 BE (CREEBRRE R IEEL L)
. %ﬁé’mﬂ;ﬁn’:ﬂ)\ﬂﬁu 5ELINIC, EAMED TANAMERRET RSB b B
CHEOHTAMDAIK (==, T/ EX =)L TUI R, hL
NPy, N 7afip, Y=tI R, Z7atE A =+TF7ERA, 7N
Pa) & 2HUANRAL, 2ORE - AESBIZEMEL 2 HEFTE 0 EER 72
WEE, B o A AOBEFENLERL
F AR ESE
- TR FTHE T AR IS RS O BIE R FFoBE
« TAMA _ﬁﬁéﬁﬁﬂ%%émtﬁ_\Th#hﬁ%ﬁ%m%otﬁﬁ
- PEEDL EORMIER 2 AT 5B
HERAE
AT, B (12 8M) . AR E Gl 3 A, EEH 12 @)
MBI 5,
Bl HEOH CALAREKE —EDOME - HEICTIRH L7,
WiHEH : FeT~— 1k (F720137F58R) ©100mg/H (4 2) ZHEDH
TAMAEIZAI LU TR L., 138 Z & 12 400me/H & L < 135E
i S Ol L 7=,
[ EW © 400mg/H & L < T miitHEZ EEHEE LT 12 EEMmEL L
77
FEFM@ER
- BN T 2 A8 DR 0O T A D> A SRS BUBEE T/ 22
X o WRHEIABR AR > & B EHIE T £ TOHIR
FLRRIRETHEIER
- BRI D L AR A —R
VAR F =L, KGRI DB L a2 PRI B O R AE 7B
BEEE DS 50% LA EJ L7 B OFIG,
- BRI 31T D R MR LR IE AR MRS B A e
- AN
FEBIER (L RMEREATRER], FESNPN A MR AT IE 5]
127 (126) f
w B
@ - ZETAE H



- B C 3t B A M 0O T A D> A G VERS BUBE JE J b 38

A MEFHIENC 31T D TN AFIERBURERAD R (PRfE) 1%, 77 2R
D 13.70%IZxf L., hET~— FEN 3340% CThHHo7-, FET~— METIE
7T AR LT AN ASIER B OF Bl 038 H iz (p=0.006,
Wilcoxon @ 2 AR E)

@ LRIREHIIEE  (LaetElist)

- AR PEEHBEIC BT D L AR H R
AN I 5 L AR H—3E, 7T B RRED 13.8% (9/65 i) (T
L. bET~— MR 32.8% (2061 %)) THY., FET~v— T, 7
T B AR LRIEZ 88 LT ERI A RIZE ) 72 (p=0.019, Fisher D&

HERERIE)
- A2 PEEHIIIC 55 #D’tﬁ e R [ AR A S B A A i) =R
AR 31T 2 IRk b iR E I AR B A p ) == (v Rff)

1. 703“!2/?5%0)000% IR, FET=—MENT73.830%THY., FPET<
— MEIZ T 7 B AR LA EIC ZIREEBA L RERCRBIEZ W35 2 &2
MR =i7= (p=0.032. Wilcoxon @ 2 FEAMRIE)

@t

2.

FEZ~— M (LU TH) Tide2 fld 50 511 (80.6%) (2, 77 AR (U
T P#E) Tixeb Bl 38 45 (58.5%) IZRIMMEHZNRELL 7=, F2RIEM (THEE
P #E & OFBUIEIG DD 10%LL 1) X, IR (T #E 19 # (30.6%). P # 10 11
(15.4%) ), ZEMED E W [THE 116 (17.7%) . P RE3 ] (4.6%) ), IR
(TRE 1161 (17.7%) . PEE2 61 (3.1%)), AL NKEIEMERE (T #E 9 #i
(14.5%) . PE 16 (1.5%)) ThH o7,

HEELEEMIZT T 3H (M - IR, WHRE, Y2 b=— - fHE8ETE -
MET) ICRBO LR, ZALORITERIX, FET~—Fofikd L < Ik
FDOE EREH DV ITEE LT,

D AAH— M« H73E L PR, 56 (9) ,1385 (2007)

INR

WEIERBR GRBES : 6485P-004) ¥ (HEAIHI)
HERT YA Y

FER. X

PO 3

A S R R AE BB T A A i

FTLBHRALE

- BRI FAE, BB A, SIRIERACIAEZ B E 72130 7 5 /&

- [FIEBUS R OFER A 2 5L 1 15 mLL F OB

cPLTANAIE I~ HITIHEEINTE Y, BIEWIMBHGER ST 4 8L L2
FENAEREINTEHT, 7o 2 @ELL EAE - HENSEE I TWRWEIR



F BRI R
- BRI ~OMANET 3 » HUNIZ, TAPAEBKREICRT2Z20bh Db
Bl
 IBFRATRE /e SRR BB S TADARIER AT 5B ((REHRE, 5. X
THEYYEIZ L > TRIEDNRH L T D 54)
HERAE
AR X, B (8 K OH IR (i R & B R
. & 8 & L7z,
SHMOBIEMMAK T L2, FET~— bk Imgkg/H (43 2) ZBGHEL
LT, 2T LI, 2, 4, 6mgkg/H (4 2) ONEICH#HE %, A SRR I
6mg/kg/H (43 2) % 8B OEE Lz, vk, HEMERFHMICBWWTEES
RIZEY FPET v — FORENS LI LW S 25ETE, bme/kg/ B ~O &
A& LT,
OFHPLC A AT 1~3 Al & U, BLEHIFIBALART 2 M & [F— O FEHH & O H
% - HEZAMEHIEIE P bk L, AEFELER BB LG E2RE, £EA
mE L7z,

A

Y

AR ORI

B6mg/ke/ B |

28
dmg/ke/ B
2;8

2mg/keg/ B

FES<T—F Imgke/B| 28
238

S—— AR (8:8) FREHRHRM (8:8)
Pttt Z2 HAR (858)
y 28 b BRI (16:8)

, BRRTANAZE (1 ~35)
RREERE

FEFEIER
- B NMERTAM I D58 43 FE AR BUAR BE R %
i B O 53 T A BB EE — A 20V ] 00350 3 8 VE RS BUBE )/ BB 1T 35T
Sy FEVEFBUBEIX100 (%)
F G EIREEHBIER
- FHEAERFIR] O FAFE R BUAH EE s ==
- HEMEFHmIE O L AR U H—
o HMEFHMEIR O Z kMR bR VEFS BB R 3R



3

~

FEBIER (2 RMEREATRER], FESNPN A MR AT IE 1)
59 (59)
w B
@ - T E H
- 8 2N ST AR 00 8 53 %8 A S BUBE i/ b 38
ROy FEAEFE BB P I D SR D R L1 34.0% (95%(E#EXH : 16.3~50.3%) T
ot
@ 72 FIl T T H
- FH R B O 3 40 8 A E T B oD =
RS FEAETE R AR FEIR D R D PRl 1L 48.4% (95%IEHEX Y] : 24.4~58.4%) T
HoT,
- AR ERHIIE O L AR L X —
L AR B — PBRE R N AR H—RD (95%EHEX]) X, ThEh
59 Bl 22 il Je Y 87.83% (25.0~50.9%) T -7,
a A FEAERBUSEEE I 3% 50%LL T - 1o iR
b : FEHT R SR E LT D L AR X — R E R O ES
- BRI O R ME S LR VR B ) =
TR AL AE R B R RO R BT 38.7% (95%(EHHIX M : -28.6~
75.0%) T -7z,
@Mk
59 il 30 5l (50.8%) IZRIEMMRIILLT-, FHHITIX, i hEREERD 2
b < 124 (20.3%) [ZRB LTz, KWNT, BIHRD 961 (15.3%) . ZIFREN
6 5l (10.2%). BAJGED 3 61 (5.1%) . FRHY L EIN K& QTR Al B 15 in s
%201 (3.4%) \ZHB LT,
HEZBWEMR LT, TTADAERKE] 2 1HICHEI L0, ALY [E
wmLi,

3) KM T+ TANAMIZE31 (1) ,19 (2013)

TR
1. A
BEITHERIRGHR GIBRES  6485-9407) 0 [(F£Hl)
HERTHA Y
Lk, F—7 R B
xR
B T ADA KO T AN RE
F R EREE - BROVESE
RATHES T AR R S OV 156 T ARRRER ) © Oflke
HERAE
MeETZ~—1b%& 1 H 28], ), JKHAE L THREORS 5Lz H&E&000mg/
H~600mg/ H) &Mkt 5 LTz, 7272 LisH TR DA 73178 o 723561 600mg
ZERE LU CEEHEZBEM U, $AEFERNRILZGA T e &2
BT HFIE LT,



S I8 B
(1) 2=t
(2) A 2hiE
FEBIER (2 RMEREATRER], FESNPI A MR ATIE 51
58 (51) 4
w R
(1) Zeatk
58 Bl H1 42 Bl (72.4%) \ZEIER NI Lz, E72E5IXEIR 10 4]
(17.2%) . AHEJEAD 8 51 (13.8%) ., FEIED E W7 #] (12.1%) ThHoTo,
HEECRIWERIZIARE, Bk, BEEE - BEEN, 2% - ZAMEREE@E
A, IEREA R OANED 6 FlTH Y | ALEIZ X0 IERE TR L,
(2) A #hE
B B BGEE OUEERIS (THFEGED B) 13, 14 HD 49.0% (25/51
), 24BN 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=,
FUEBEE CEYE) 1%, BEBIAGRT 11.66 RI/4 8K TH 0 . RH&EGRBRE
1T1% 2.95~5.02 /4 W] Th > 7c, BEWIHEGRBBITHRD 3 » A Z &L OFAE
SR CEEIfE) 1%, 2208 L CRE AR 5T, 18 » AKRRAL
B TR S AUTIEBI DK, FEBEIREED AKX T 1 D 2 BILLTFIZ
Rz 5Tz,

10) FEPEER - 5 AR R 13 -3k
WEMELERBERES (HBRES : 6485-9809 long) ' (1)
HERT YA

Zliiek. WlEAL, 77 B ARA R _EER TR EERGRER (77 7 & RARFA LA
iz, 4 — 7 iBR)
X &

FNAH L iGAER GRABRE 75 « 6485-9809) &R L
FRERRELE - BROVEEE
AR Ll sk BR 7> B O fkie
HERAE
BRI, RS EMIQ EF), ERBITHE EM), EEHMNGRD . »
THOHMICHENTH, 1 HHEZHY 2 /0kE Lz (&R 233 1),
OIERH G ERP(CEERT)
FRED, GBI BT S 72 FAI O AR % ik,
QIEEBITH(CEER T)
SRR BRI IR L CWO RAN N 2 €, %88 2 L ZEIMT S =385 &
RATHZ LIk Y, HERBRIIC T 7R ZRA L CWEEN, hE T
~— MNEZEERA Lz, 2o, R he T ~— MEERA LT
W HBET, RO FIETT 78 RE2RA LT,



QIR W OGEE )
ETOBREN, MET~v— MEIRAT WM, IERHIBITH, HENLER
BaiZix, 600 mg/H (&) ETHIETE LTz,
FHEE B
(1) 2=t
(2) A 20
FEGIEL (2 RMEMRNTIEG] . FESNALZA B PERRAT SE B1])
125 (124) #
#w B
(1) Zea=t
125 il 122 5] (97.6%) (ZRIMEHIDNREEL L 72, F722F5%, KEFD 58
(46.4%) . fEHIR 56 1] (44.8%) . FEWED F > 32 6 (25.6%) . R JkE,
BRRE O KRBEIEGRESS 22 61 (17.6%) . %W 19 1 (15.2%) . #E& 18 {1
(14.4%) . I EREEH R 16 B (12.8%), y" 7V H IV ERT AT 2T —
PN 15 6 (12.0%) . #487. BR O 14 61 (11.2%) . Sl 13 451 (10.4%)
Thole, ZOfh, RANFHEIRFR TH L EIRIEAEAD 3.2% (4/125 i)
WZRRO b,
HEEZFEERZ, 136 (Ml - KRR, BHRE, A b=— - HEETHE -
JHET., L% (L) . CTAD NSRS, FErED v, BEEifME. Bk - 2
BYT. EEEIRMARAE, SRS, < BENHLOS 144, TALAD 3
F) IZERD BT, W B IREREE (RO AIAL T 70 & O ALE L X 0 B8
F TR LT,
(2) A 20k
TAMPARERBBERADE (hfE) X, TH&EE~6 v AB] M
39.40%(124 %), 16 » HB~14H ] 7% 43.65%(102 #f), 1 4H~24H |
MNAT15%B6 ) Tho7-, Fim. VAR X —F (%) 1T, 5L ~6
B A B M 34.7%43/124 B), 16 » A H~1HH] 7 42.2%(43/102 f51)), 1
EH~24EH] 1T, 44.4%(16/36 ) ThH - 7=,

1)t R - 5 IAH FLERBR L = e -

2. I©NR
BE IHEEHRSHE (HERES : 6485P-0803) '» (HEiHl)
HEBTHA Y
HEM, IR
xR
% 1/ IR Eh e B GRERE 5 : 6485P-0802) %58 7 L7-HIE Q26 15
Tk OFEAFENE S X RIME SR E BE M E T AU d A BRI
FLBHREE - RIVEE
55 1/ 1L FESEENRERRER 7> O Dfikioe
HERAE



5 1/ AR ENRERBR O BIEIHIR (4 8M) KOS EiRERBRIM (5 W)
FlEfi<, 2 HOEMEERBRE L THEE L, £/, 52 HOEMEEE%ET
L7cRE 2O\ T, 2R LR G2 & LTz,
91T ARY BN RERBR IS TR OB 5B TG 28 Le (L - 814 2 9R).,
7L, AEELEIO D, IBREEESENE SRR 2 R 2 L)
b5 MW LS Aici, YA ED D 1 UL 2me/ke/ H 2 L T 5% Bth
LTRWI L E LT, TORIERITIS U T, BEEEARES Lz, —HEE L
ThEZ~—b 9mg/kg/H 7> 600mg/H #2772\ E )2, rB., k5%
I3 KBE H OREZ HWTHRE L,
FHEEIE B
(1) 4tk
(2) A EhE
FEBIER (L AMEMEATRER], RSN I SRR IE 5]
26 (25) #i
#w B
(1) 22tk
AR 104 B HORBEH (104 38 HREE H LARNCH IR L7e S aid, R IERERET
H) £TOBy bAT7TF—X TlEEZED £ &7,
26 Bt 24§ (92.3%) ZEIWERNIEEL LTz, b2 B L7 F5ITEIR
THO ., 15 6] (57.7%) ZHH L7, R\ Tl 5 R EEE KD 28 10 5
(38.56%) . FARMIEAY 9 ] (34.6%) . A HE D K OFEIT R E A4 7 4
(26.9%) . ZIFED 34 (11.5%) IZHEHLLT-,
HERBWEMITANA, BEHERSRIE, BVER DT A ERIRRENR £
NEN LI Th o7 (M FAE L OB E I [R — ORI IZER O Hiio),
INOHOEEREIEMZ., Wb BAEILE (RBREOHEE, 1k
IEAAE ) C kv EE L,
(2) A 2hiE
HMEOFMIL 52 METLE LT,
TAMAFIERBUSEE (FFRfE) 1IBEHIM T, 18.0E/M4HTHY . AR
B 12 7% C 10.8 [al/4 1 &b L, ZALI%E 52 1% £ T 11.2~13.6 [F1/4
T, XFE ORI ZHERE LTz, TADAZIERBEE OB T 5
ZALE (FPRfil) 1 IARER 12 % T4.2R/4BTHY . THLIFK 52 % E
T 4.8~7.1 [Al/4 H OFPH THER L 7=,
TAMARIERBIBEE DR (P E) 13, ARER 12 8% TlX 40.5%., 24
% Tl 42.8%. 36 . TIX 45.6%. 52 it TlE 40.9% TH - 7=,
VAR HE—F (95%E M) 13, AR 12 H#% TiX 41.7% (22.1~
63.4%) ., 24 % TIX 36.4% (17.2~59.3%). 36 % TiX 40.0% (16.3~
67.7%) KN 52 % Tl 35.7% (12.8~64.9%) & . ABRWIFEF O L AR
U —FRIX A0% IR HER LT,

12) *NEEL - TADABIR A RS & LT 8 TAH R 538



BENRAEHRERE GRERES : 6485P-005) ¥ (&, MIHl)
HEBTY1I Y
FEMm. FEXRTHR
PO
FUAHRER GRERE S - 6485P-004) &AL
FREERELE - [ROVESE
FMFEFRBR A & Dkt
HERAE
Bt EFFRE U CR IR TREO AR E Lz,
AGRERBEAE: O EIX, 36 M H £ T 5~9mg/kg/H (LR 600mg/H). 36 ¥ H
PR 1~9mg/kg/H (B[R 600mg/H) & L. &KBiHDERELZHW TR L7-#%
HEZWAY 20RTHZEE LT, £70, 128 B £ TIHFMRAI OGO E L
723, 12 B DRSSl o# 5 LA & LT,
FHEE B
(1) 22t
(2) A 20k
FEBIER (L RMEREATRER], FESNP A SRR AT IE 1)
48 (48) 1
w B
ARARBAAAN DT TR TOMBRE N 36 B OMREZK T (ZHRLAETOH
EET) LERRTT—2 Ty A7 L, JEEIRY £ &0,
(1) 24k
48 Bl 31 5] (64.6%) (ZRIEA* DB Lz, FEHBITIE, i R ER
Db %< 14 B (29.2%) IZHB Lz, RWNT, BER2S 11 41 (22.9%) .
ZATREMN 6 B (12.5%) . FITREED 4 1] (8.8%) . JRH U A& OB
BRE 2 6 (4.2%) IZRB Lz, EERFEERITRD Do,
X IAERBR OTRBRIE S 5 BIAATR T H B L RIVEA
(2) A 20k
RSy SEVESEBIME PSR RO PRl (95%EHE X ) 13, 12 %, 24 B% MK
W36 % TENTI 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 B% &L 36 % TENE
 43.8% (29.5~58.8%). 50.0% (34.9~65.1%) K 51.2% (35.5~
66.7%) ThH -7,
TIRVERRALFEER B B O R (95%EHHIXH]) 1, 12 L, 24
Pt e Y 36 % TENE I 32.0% (—51.4~85.6%). 36.1% (—=50.0~
100.0%) & 1*30.2% (—96.8~60.0%) TH -7,

13) #EPEEL - TAPABIR ARG & LI SRR 505

4) 8% - FIEHISER
AR L



(6) ‘amrIfEA

1) ERARERE - FEERABRERE FHIRE) - HERFGHREBRGAR (MREERRK
HER) -
OfE ARERE @
2008 £ 4 H/v 5 2011 4F 9 H £ CToORICH 2 8% 5 U CTEWN 426 ftigk % *t 5
(ZARAE A FEHE L 72,
1. &&MH
AFHA CINEE S 7= 3,905 BB, 162 il CEERIIRIZMER] 1837 i, ZaVERT
iR REAER 18 1], ASFIARFE HIEF J ORI SMERIE 8 Bl (EEHV))
Z RO LT 8,743 BN AVEMAT G & STz,
RIERZBUERIER (LUT, TRWERFRBIER]) 1326.9% (1,008/3,743 ffl) Th
Sfe, BHEWIR, BEERSENELD - OEBEREIINGETH D2, AFEIC
BT 2 RIVE BRI ARG £ CORIKRBRORIEHIEBLER 75.2% (228/303
fil) & L Cm< 2 AT IR o T,
ENRSEROBWERFBLRIL, MREREE 11.83% (424/3,743 #1) . ERK
R 7.8% (273/3,743 B1)) . {UHIH X OVRERE 4.7% (175/3,743 f1]) | Fith
fEE 3.5% (131/3,743 f5i]) \—fi% - Ly B d6 L UM G OREE 3.2% (119/3,743
Bl) . HEREE 2.2% (84/3,743 f5) . FJEd L OB FAEMEREE 1.9% (71/3,743
#l) ETholc, EKBRFE TORIERARBIRLE R U-FER, IR, ERB X
OVEEM OWRRE (1/3,743 ) ZFrE . AFHEIZBWTRIERARBLR WS
DIEH BN -o Tz,
FRRERIZ, IR (249 1), BAGEGE (152 1), KEREAD (110 #) . y—
TNEINNT AT 2—BHEIN (65 1F), wEMEDE W (B11F) Thoiz,
HELBIERIL, 1.7% (63/3,743 #) (2 105 3789 Hiv, WiRITABKEGE (8
), RERD (T4, TAPLAERIRIE (6 14F)., 28, IFHRERE K UEL
(% 31F) HEThotz, Ik, REMMITHRIRIMINCIS T 5 EIEHRBLREIT
27.8% (45/162 f5l) ToH V., NS CA UT-EIWER & Bre DT A D7
Moz,
ARENOLEVEZONT, FeREESRIIRELE 2 L,

éXK?)%E@%%%‘%EUEWE%%éfﬁifﬁélob‘Tbi\ TVI. 8. (5) FEREFRAR, ABHE, EETE&
OFIROAESEE S ORIEMNEISHE ] OHEZZROE

2. B

KA DL VRN TG 8,743 BilD~ D, 276 5l G4 5 AF/e LIERI 192 i, fth
DHFCTANAIEDPER 72 LIER] 90 i, TAMALISLOIER] 8 fiil (¥ AF R
7. BRI, Ty o B, [, B oW, BRAERORIA 1
Bil) . RGBS 2 D FEAE R BURE B SR N R AR BE T do o 7o A 2 MEREAT
REESER] 151 (EEDH VD)) ZEA LTz 3,467 BINAREMIT 5 & Sz,
3,467 D 5 b HAFIERBUHE RV EEL R TE R (BIEOFENRT
#o AR L) JEG] (326 ) AERSFLTZ 8,141 BlICEBWT, MR AER B



FERD s (P, LUTRER) NEH SN, 2Ok, AAIEE 6 » AR
(0~6 » H £ TOF LRI 2 FTe) OEFSFIEFBBEERAD I, %
T+ K] 60.0% K OFERIB (TSPS : B4 %61 66.7%. [CPS : ¥
Eor 3] 50.0%, [SGTC @ —RMEEMALIEIE] 100%) OWVFIIZIBNTE,
AFNP G- BHAART & ol U T FEVEFE B 23 L Tz, 7KGRIRF D BRI
R (9809 #klR) (Z351T 2 E A FBIERBUBL R F1T 33.4% () Tho7z,
BN E KFE T R & LT, R, i, EME (), TAD
AOYFE, RIS RTE, B G-BRAART O BIERBBE (/4 8) . £ 5.5
RTOBERFAE, PFHITCTADPAIERIE, DFRFLTADASE (I vEB e,
Txz=hAfy, ZJanRY L, Tz )NV EX =L HRXIRXFo OTENR
A, TERYFY), AFRKEGE (mg) KOERAEEG R (H) 220
T, ARWEFIFR2 A EENRD T,

< MR BYEOFEIEFIZEN 60.0% (1,001/1,667 i) ThH 7=kt L T,
M TIE 53.8% (793/1,474 f5) TV . B THIEGIZRD F D> T2 3R
KIZ AR TH 5,

< LEES  AEER 1 (0~16 %R, 16~65 oA, 65 Ll b)) BITIiX, 657%LL
o BEDOHERIEF R 84.9% (214/252 ) ToH->7=DITk L, 0~16 %
ATl TIX 51.7% (419/810 i) . 16~65 AT Tik 55.9% (1,154/2,066
B) THY . 65 L EOBETHDIEFRNED -T2, v 2 (0~16 WA
i, 16 kL ) . e 3 (0~65 meAii, 65 mll 1) ([ZHBWTHFH 1 &
[FRE N B ARl ORE DG NEFI RN E Do 1=, ElinE CHIEG RN E -
FREE LT, MoNOEREBERDEZEL TWDHARERE X LN,
FEIE AR TH B,

- BREAE (F) : BRI 0~5 L O 6~10 4 & HEELWEE DA %)
JEFIZR 64.3% K% X 60.7% T 5 DI L, 11~20 4, 21 ~30 4} 31
LB & R RV B OB EFIERILE NI 50.0%. 50.5% K T 49.6%
ThHY ., BRI ENEZTOHTNREWEE L0 b AREFIEED & ME W
NI BT,

« TADASDEE: KM RTEREME C AN A BE OBEEGIZRD 69.2% (290/419
B) Tholedlxt L, SEGEMERIEREENETANABE, R RERE
PETANABE RO DOMOEBFITZNEI 56.0%, 54.9% MK X 40.9% T &H
0 RRREMERTERDEME T A A BE OAEFIRNEVEB N AR ST,

- FREIFHIBTE  BHIEE TADABEOANENFRN 73.7% (112/152 #il) T
HoT-DIZxF L, MEEOFIERFIL 51.4~59.2%Th v . FATAZE TAD
A BE DB NEFR DN EMEBNC S > T2,

- RS BARATOE S FAEIREE (B/48) : 0~4 [FIAREOAEGIEA 69.1%
(928/1,343 i) Tho7=Dizxf L, 4 AL EIT 48.2% (866/1,798 ) T
0. 0~4 B DA EEGIFRD o> T,

- B ERRATOBEFRE - BE E] OFNEFIZED 55.6% (1,616/2,905
) Thot=Dixt L, TH]) 1% 75.4% (178/236 f5l) TH . [H] BEOH
RGN @ o T, AROWEFHITEIE CTh 2 5 0 BIERBUHE O£ H



720 EEEEROBAIXRIERB OB 232G L T\ 5 2 & N
LTWbEEBZ LI,

- BRI TANARERIE - 0P 2850 TANAIED 1 Al BFE TOHNIER]
BN T41% Tho7oolTx L, 2, 3, 4 HILU ETIEENE N 57.7%.
50.3%. 39.3% TdH V. DT 2HAEN L WIE EFREFIRIMEINZ &2
T,

BRI TADNAE . ISPy, ZJo=hA v, ZanFLA Tx)
IS —VEORFTAPAREDOOHA IR TIX, 1) #X TH) #EE
i U CHMIEBIZE B @ T2, DI TANAIRITHEAER 5 T <
B DA 2 HEZL G SN TND 2 ED L AEABEMOEE L RFT 512
XEL RN T,

- REIRKIZFEE (mg) : 200mg RKiifi, 200~400mg Al DDA IG5
58.0%. 57.3% T > 7=DIZxf L, 400~600mg A:jiii &z OV 600mg LL = DRE
TIX 42.0% K% N 47.1%TH Y . 1 HEDPEZBOHE - HEOHFFETH S
200~400mg % # x5 & FHEFIFE MK S 72 2 M A FE O H v,

- RFIEEBEH (B) 0 1~90 HEEOHNEFIFEN 421% TH > 7= DITKF L,
91~180 HEEIX 60.6% ThH v | 5 HE DN EE O HIERIZEAME
BERNFRD B, ZiuE, TS BEDPEVIESIL, IRATHSOAES
GRBLEOHE CTHIESN-720 LS5,

ABNOHINEIZONWT, Flo 7ok I A EE B 2 b,

X1 b BB 10%DRAEILE TV,

X2 AREBIRIE, VAR Z ] EYEBE D 50%LL b LISesl) % [TH%))

SEB, LA TS FEGIE L. {TE%h) 1 TEZ)+8%h) x100} (IcCHRIER
77
14) FEAWRE S CER294E 11 H 20 H)

O EMEARERE (REERICET 2H#E) @
RT3 A A OB EIER D 5 B 6 5 H BB 2 CTARKIO B 5% ik LT iE
Bl 2564 & LT, 2008 4E 4 726 2012 4F 3 H £ TO R ok 5 22 TE
PN 369 it g% % x5 FHA % S L 725,

(Rl S>W T, TV, 3.(6) 1) O HERA | OHEZ 2 M)

1. R&eMH
ATHA CULEE STz 2,477 BB, 113 1 (F FH sl 2 M Bast 86 1), %2
I G722 L 17 B, REMRHMEREE 8 il (AEFROA WA R TX 720
STIER) %) ZBRAE LTz 2,364 BN MRS & Sz,
RIVEHFEELRIT 25.6% (606/2,364 ) Th v KRR E TORGKRERORIVE
FZBIER 75.2% (228/303 f5l) & LT 2 2 miEA b oz,
FREBIRFER O BIWERZEBLIERIT, BRMRA 11.1% (262/2,364 #) . kR
bR 9.5% (224/2,364 f51]) . fRHHE KL OVRERE 5.1% (120/2,364 f5]) . Fff
fRE 2.3% (54/2,364 f5]) . —fi% « L FEE R L O GHNLOIREE 2.1% (50/2,364
Bl) . BHEREE 1.9% (44/2,364 ) . KR L OB TR 1.6% (39/2,364
Bl) Th oz, KBRFE TORWEMAFEBLR L Bl L7 R, AEICS WAl

39



TERFERBNE NS DI SN o 7=, ERBIERIL, IR (141 1), &
HEA (112 4F) . BEBOR (954F), y 72 I T A7 =—BHIIN (54
R . FEMED W (30 1F) ., M7 A YRR T 72— (251F). Z
HE (24 1) ThoTo,
AFNDZENETHONT, FT R B ERIIAELEEZ 5T,

ORI BFE S RABIER ROV T, VL 8. (6) JEREKIS, GOFE, TR
CF RO WSS RIOBIER RIS OHEBROF |

2. H3hE

AR DL VMR 2,364 Bl 5, 34 5 G5 1EZ LAER] 6 B, flhod

FUCTADAIEDODER 722 UIEFI 27 B, A 2hHEsHl A REG] 161 (AR UGS A

BN DR BUEEE IR D BN RN ANRE) 2 BRI L 72 2,330 BIANA 2 HEARAT X 52

L3z,

ROy FEAERE B D> R A2 R T E ZRUVER] (224 #1) ZER4+ L7z 2,106 Bl

BWCH D BIERBBEERD R (FRE, DLTEER) PNEH SN, ZOf

B AHIPEE 12 5 AW (6 5 HiB~12 » A £ ToH LR Z &Tr) DO

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

94.0%, [CPS] 66.7%, [SGTCJ 100%) T, \WTILOREIZIWTHHE K

TR & AR, ASAI R 5-BRAART & bl U CHERARAIER BB ) LTz,

6 » AR (0~6 » A £ TCOFIERFHi 2 &Te) LUV 12 » HEF (6 5 A

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

S0« 2K 12815 6 » HRFR KON 12 5 A XIZH IERF DWW 40

I A C b SR FEAE R B FE OWD 378 B, BIERBIT LRIk CTH - 7=,

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

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

). ORI (R) . CAMAGE, MEITRRIE. AOHE. BEBRERTOR

Oy FVERBUBEE (81/4 38) . % 5-BARTO BREBIE. ORI TA DA SKHIE,

BEHRPLCANAR (2= Ay, 7P A V=PI R, 7= /0LE

H—)b, ANRNRF o FERNIF V), AFEKEEE (mg) ROEHAERE

A% (A) Thotz, ZHHOREFRIT, AAIEE 6 » AREEOBEY ZBIAR)

FEBIREORFHESR (TV.38.(6) D) O ARt OESH) &L Tk

BRERITRD bR ol 2 e n . IR GREOA IR EL KETH

RERITRD bRV EEZ ST,

fifi FH RS T3 B8 DR D> Tm A PHER OB C A SR (V)

=3I R), WHEARAERAENS K2 EE L TWAARARE B (B)

IZOWTBL RIS L7z,

- EHERUVHARTANAVE (VU3 F) : AOHERITIX. ARWEFIZRN
M) FECIL 67.9% (511/753 ). T BETIL 62.6% (845/1,350 f5]) T
Holz,

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



AOHESCIFHIL CADAEDOTFEIZL Y | HEFIEIMMET Lz alaEtEs
EZOBNDHN, DTN ENEGIRDOENK 5% /NS Enb, BED
REEIVDHELIAREE DT ETE R0,

- AFIEBEH (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 HHNEWEL TIX
AENEGIFER@EVERZFEO bivTe, ZiuE, 5 BEPEVERIL, %)
EARHoFEEFGRBSOHEB CHIES -0 LRI,

AFNDOFINEIZONT, Fiemxt iR E L& 2 bz,

M1 b TR 10% D BRI E TR,

14) FEARE#H (FR29 411 A 20 H)
QR E IR ERREER

BCANABRERROETIRRPIRGHEE GIBRES - 6485-9407) M5
BERGTREGRARICUI U B X -t BR
AT EN 11 fsg &2 %512 2007 47 H 725 2008 4F 1 H £ THEM L7,
5 MARE & 53R DT L7z 12 Bl NLeMEffTcig s Snd, Hik
BILERD biie oo, AHEFRIELRIT 50.0% (6/124]) THV |, FHLIZ
BoltAERFZROEERAEFZILRD bR o7, ARHE OFR LR
WESNIRMN-T2FRIT, BITHEE, 7o B=T7T 8, & AR & O $ &5
'\ Q4 Thot,
W B RER CERE I EEORERTH D | FROFBIL b ARFID ke S
oD, Bl RRHREAE L E X i,

WEEREREEEE TANABERNROBRIIMLERAR (ERIRE5Z2ED
FEMAARER GLERFES : 6485-9809long)) [ZH] Y & X F- ket ER
AGRERIXEN 19 fisk 2 %4212 2007 4 7 A5 2008 /-1 H £ CTHEHE L 7=,
BUAHRBRIEE £ 50 AT LTz 44 BIN R MMt & Sz, KRR
NBE SN T HEERIT 1L HIC 27T FRO bz, ERFRIT. RE
i (LB 40F) ROEEEDEW 2612 1) THoTz,
Kk BR TR0 SIZEWERIE, EED 1 ELSNIRETH Y, 2 HDHERIC
LDHIEN 2otz b, BELSNEREFBOOVENOERTHD Z L0
O, FREEREIIARELEE X 5T,

BHS TANABREXROEERTRERRAER (Rapid #i&i% & Slow #Fi&ED
—EEEREER)
AT/ E AL —EERIWATHMERBR ChH 0 | L0 2R N LMK
OBEEICH 2 DB T 52 L2 I E LT, EHN 60 Mgk 183 fi%
ﬁ%ﬁw2%8@12ﬂﬂ%2m0$6ﬂifimbto
1. R2%
Rapid #£ Tl 100mg/ H 2> B B4 L. 1 HHE#%IZ 200mg/H ., =@ 1 @M #%
5 400mg/H % 10 HRI# 5. Slow #£ Tl 50mg/H 2> HBA4A L. 1 AREIZ
50mg/ Aot L, 8 H 25 400mg/ H % 5 MG X7z,



FEFMER & Sz TARARSG O R IE - PR ULETH > - A EEROH
HE|IZOWT, Yk HEROFHR (95%EHEXM) (X, Rapid £ 18.9% (11.6
~28.3%). Slow ¥ 14.8% (8.1~23.9%) Th V. FEREICHEEITRD BN
o T,
RIVEH 78 BL3 1%, Rapid #£ T 80% (76/95 5]) . Slow # T 70.5% (62/88
) Thote, MBETHRGZ I LI-FLL, BHR (Rapid #f 28 7,
Slow #f 23 1) Th o7z, 10%LL EOHERZE 15T L 7-F5%, Rapid # T
ITAERD (16.8%) ., M EKREEERD (15.8%) . BAGBOR (14.7%) . #
D EVY (18.7%) . Slow BETITIARERD (14.8%) i 7 E R e b Jel
(13.6%) Th o7z,
DL AP RERBEWVITRD bR o T,
B
BNEDOENT 1T B K OFRNT X G (FAS) ZMfTkig L L, BROMEHEIZHK
fih L7- Slow BE 1 il 2 Fr< 182 # (Rapid # 95 fiil, Slow #f 87 f5i]) 73
FAS IZBEH civ7=,
AR AR G W O TANARIERBLEE DR (P JfE) (3. Rapid #%
32.2%, Slow #f 40.0% ThH v | FERICAEZITRO bivZe -7 (Wilcoxon
D 2 FEARRE) . WK T £ COMIMBITAMNATBIERBUEE R (o
i) 1%, B 5% 3 #HE CTiX Rapid #f 18.1%. Slow £f 35.0% C& v . Rapid
BEL AT Slow #OMAVENRKRE L, BHHEICHFEEZRZB D L
(p=0.039), #&h5- 8 # M CTlX Rapid £f 29.4%, Slow #f 33.8% TH v . #f
MICHEZITRO bR T2,
WHEE OBV X D BIE~DOFEIT 72 < | Slow MHEIEIZB W THLHEIT
ot
14) AR E CFA 29 4F 11 4 20 A)
15) JeF- Mt - HAHRRRS MRS MERE 32 (2) |73 (2012)



@ E EFARIERE (MR

REXRE LE-BHERARERE (RMERICEY SRE)) 0

F 1R R EM G R A 23 556 S 7z,

&1 FHARERAEOHE
NEBRE (20D 16 Bkl (ST A2 ABIOMEHIERE T o (1) K
a1y ORWERORE (2) BIERARIRIOIE (3) Lot L OH IR
ERIETEEZONDERNOIE (4) FAATHAE B S22 M50, &ﬂ;ﬁ@i
A 1AM BT 2 TR OFEIEICOWTHERT D,
EAHAEA REHET v R—o 2 B - REEFEA. ZIFIE, RE~ORE
ST g 2
SHBHE 201445 A 13 H (HBRIAIFEFE H) LARRIC, AAD (B - fikn) 2810 T
- P 5. U 72/ NREBE R OVRHI D FED HATKIZ 1D THI Y B 2 72/ NG
i BRERIIRD © 2014 4E 5 (HPRIAIIR7EBAR) ~2016 4 10 A
A FRAS I - 2014 45 5 (RIAIARGERIAS) ~2017 4 11 A
e FEAM RTREAEG] (1 A kR GER]) & LT 300 44
HERAE I R % 1t T 5 S AR & LT 30 B
Bl 1VIERG 7= 0 fe R 2 A (B 5544 1 28 2015 4F 11 7 DA OB AT 1 4/
T it it 7% 4K 70 fEF%
U AEE 515 321 {5
RN RREGIS | 313
MM RIAEGIEL | 276 ] (D B, ARAZ PO TEE L7-AERIE 206 41)
1. Z&H

11 BRECABEREICE T SEI1EA
1.1.1 BMERERRKR

AT D% 4
RIS

PEFEAT X SAEB] 313 1] 7,
X 28.4% (89 /313 f5l) Th o7z, ZIUTAKGERIFOENEGRER

BIVER L 89 1z 120 1438 b,

BRI 5 RIWERREEIS 76.7% (66/86 i) # Lul &9, AR E CTL i

B L CHRF R & A
TEH (2 Ll B3gEl) &2 ORBEIS

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

bSIPRAEANE



x2 BECARERECETSELEMER

BIVE LR FEEE GEHLEIG %)
HREHET > F—2 2 2(0.6)
R L O
BB 14 (4.5)
Bk 2(0.6)
o i Wik 3(1.0)
ShFRg 2(0.6)
FRENED E 3(1.0)
ThD A 2(0.6)
PR e b
HEhE % 2(0.6)
fEHIR 29 (9.3)
H Mk T 2(0.6)
ZATE 12 (3.8)
R J OV TR e -
VTR R 5(1.6)
. AFREER E O 0 ) E 2(0.6)
&5gﬁ{ﬁ@%ﬁ§ %%& 4 (13)
i AR AR A TR EJ 8(2.6)

MedDRA/J version 20.1

6 P AR A 12 36 U % BINE % O FE U BT — BE IS DV T, :
VI 8. (4). @I EAFEBUER—BE  FrEfApsaE (headge
U7 e (RIMEMICBIT 28#&)) ) 0HASH
112 ERAEEE
HAHAEE ORIEHORBME R OCZORBERIIR 3D LB ThoT,
ek, ZIHEBERIER OZITHE, ITIREE, BRELCHRIE ERIEVF s
HFERTHoT, £lo, ME~ORBICHEES DEIEH ((REBINAER) ©
FHUL 2> T,

®3 ZREEICELLIERHAEER

BIlVEFFE LR FEBUEE (EBLEIG %)

REMET > F—2 % REET >~ F— % 2(0.6)

B RS A PRIERE A 1(0.3)

ZIHE 12 (3.8)

i B TFHR R 5 (1.6)
[ZFE) BERIVEA

HEEN 4(1.3)

iR A 1(0.3)

MedDRA/J version 20.1

INRE RS L U= B B3 2 Fre i FH o sl A DG FL. A0 2 ek
I OWTHRIIZRTBEITER O B Lo 7,



1.2 BMEAR O RS

FRAEM RO 2018 4 4 A 30 HE T (BLTF, [RFEASIM) ([CINELE
EERBIERIT 76 6] 143 F TH o 72, 7o, AHHA IR o ISR E # 5 1 X
o T, FHHRARGEREO EHLEOREE] 2O TFRITE VW ELRFEER (B
B8 2 DL EXTHE T 3 UL ERE) 3R 4D LB ThoTo, T H DR
ERIZ DWW T, oo ZR (BEER, FHIES) OFGREZ N 5EIE
AR, WA R O OFHMIRERBER CTH 2 Z &b Al L OBIENEN
R CTlX72 W2, BIRE R Tl EOEE~DOBRIIAE L EZ D01, 4
% b EWEH OFBURI I I E L, BEIZS U TR Z2/BREH LT
NP B

1) FrEME A BAEREO TR COREIEF OFT — X BEE SN 201844 H 30 AETL Lz,

x4 ERALEDEE] Mo FRITERVEREIER

5 74 HE JEEE
RIlVE 45 D FH
JEGIEL | AR | EGIEL | M| EGIER | MR
&t 98 135 33 56 71 79
o e Bt 5 5 0 0 5 5
TR P BRI RE 2 3 2 3 0 0
I e 1k 1 4 1 4 0 0
MRS R RAmE: T 2% 2 2 2 2 0 0
URERRIE & Lok 4 4 0 0 4 4
—fk - RHEEER | KW AER 5 5 2 2 3 3
£ OEHEALD
IRHE I e A B A 10 10 0 0 10 10
1 HR R SE RGN 3 3 0 0 3 3
BRI R A -
PURAE AR BN 3 3 0 0 3 3
MedDRA/J version 20.1
2. 53

APEDFRRE L LT, B RIERBBE R R, MoRIEL AR Z—R %
OERUGEREO 3HHA & Lz, 7pds, AFRHAIZITAAF OEEA D b ARLANIZ )
DREZTBENEZENTEY . TOAIEFIAREBEKATNRA LT
TZBER DN RO 2T D12 AAERRT R SIER] (2B1) 276 Bl Dtk
FHIINAZ, ARz 1D TREG LTI BE DB zedG & LTl Lo, e
IF LD BB 5y FEAEFEBMAE A R OFB 3 FEAE LV AR —=3RTK 5 D LB
Thole, £lo, EREHEICE 2 BRIEEE TR 6 DL ThoT,



5 REFHORROBIRERTEERDER VI FEEL AR F—F5

53 5 (RS SRS D5 HAY IR L R AL S —
AFD A ATRE | rmsyseq 4 o
BEPRVL | RO | e o | osofE K ”“ﬁ;f*¢ 95%15 15X ]
R (%) 0
XN 223 50.0 [37.5, 75.0] 53.4 [46.8, 59.9]
HFN %D T
5 U 183 58.3 [50.0, 85.7] 57.4 [50.2, 64.5]

¥1)0~12 » H £ ToO IR 2 & e,

M2 EFAF L AR Z =T, O RAFRBUSHE R R SR~ T 50% R L7z
SEBIOE S,

3) AN FTRESE BB IE, AT D MEMRAT X SRR 2> & B2 Rl « RS AR DWW AL 3T
O FEAEIEEE B & LTIy LEEGAT » BeFHIREA O W3 oo R ED
D ARG - B OFEF 2RI LTz,

®6 mUEFMFFROEMBEES

Fe LW it RO BNy hi(a FE R A
D | e
BRI | fn | g | B | g | B | | BN | g | M|, | B, |
= © | sEM O | gEd * | sER Ol sER O e O E
BN 276 15.6 43 23.9 66 16.3 45 38.0 105 2.9 8 3.3 9
AFH A1)
OTHS: 206 18.4 38 26.2 54 16.5 34 31.6 65 3.4 7 3.9 8
L=

K1) BRUGEEIL. FIRENARIF G L i LR 5% OMEIRE U] THEE] |
MRoveE ], [RZ), T RO THIEREE] @ 6 B TRkl L7,

16) A REE CFRS3141 A 81 H)

2) FBRM £ LTRIETF RONEX LS L - HROBE
AR L



VI. ZEHERBICEYT HIER

1. REZHCEEH DIEEYMRTILEYEE
Tx=hAy, V=PI, ISR ELARLE

2 B

(1) YEFRARLL - 1ERHERF 72

FET~— MZE V., FRER DR L 22 L - TR 2 28Rk, LA AL
U L OIH], A = TN R & B O, GABA, XAEMKEZ ST L7 GABA IZ
£27 074 FAARADIRE RO e MREEDIKEERE (TR OIVAY) ORRER D
bz, ZNHOEENDL, MET~v— hORTADAMERTBENARGEET R U AT
Y RVINHIER . BALKAANE LB V> 7 A F v FOUVIHIVER, AMPA*/ 1 A = LR
TB I A RBEREIHIVE . GABA 1#1E FIZ351T 2 GABA, S A (RBEREH 3R 1 ]
B OVRBEBKBERILEIENC S LHEES LTV D,

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

5= EEER GABA®ER

REMGEDMH




(2) B ERT1T 2 HERRUE
NEAKFET b D LF v RI)LIGIER ' (invitro [5 v +])
7 v MRS AL IC BN T, PE T~ — ME, 10umol/L LI ET, Fifith
(1 FD) Wit )L AT & - THlE Z 2 S Kz 4l L7z,

FEST— FOMREEEE A O SN A EE R K (3T B 1R

10mV

W““J AN kdw_ﬁ @————J

avko—)L FES<—F20 1 mol/L

)BAMIKFHELE ALY D LF v ))LIEIER ¥ (nvitro [T 1)
7 v MERIREFERE (R 7 A ZEAR) 2B\ T, FEZ~— ME 10pmol/L LA
ETLAT T NERE IS LT,

FEST—tDZy MEEEKEBRENBROEBMEFELEHILO Y LABRICHT 524EH

———
——
-

100pA

MES<—h 10mol/L
N ]
100ms

I'\ ark~a—-i




3) AMPA/h A Z VBRI LA = UEEZBAEEINHIER 20 (invitro [Ty k1)
F v MIRERERMERERICBN T, hETS~— MIbA = U BHEENn X ERE
il L 7=,

FESI—FDS Y FMIRBEBREHREMRO N A Z VEFRAREERICHT HEH

A=k +rEST—F
200 ¢ mol/L 10 £ mol/L
B 4
500pA
EE 2N |
(10~20%3")

10sec

4)GABA FETIZH 15 GABA, ZRKRKEEEIEERMER 2V (invitro [¥ D X])
~ 7 AR EER/NERCIIZ B W T, PE T~ — ME, GABA, ZHFEEIT L1z
GABA L5727 uF 4 RA A A% 10pumol/L Tliedt L7z,

FEST— O RN NEEHMAIZE TS GABAFERI OS54 A4 ViRAIZH
¥ 51EH

% 2 br—e n
MEILE (2 br—)L) 1004 14
J2BR 1 GABA (10pumol/L) 147+7 14
GABA (10pmol/L) o
+RET~—Fk (10umollL) 1728 14
HEALE (2 bo—)L) 100+9 12
SEhR 2
7 ~— 1k (10pmol/L) 111+4 12
a) fERITIALE (2> br—)L) OFHEE 100 & LTRLZ,
mean+S.E.M.

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



5)REER/KEERBEFEA (nvitro [E FFRIMEK]) 2
b MARMERRERGIKEESR (DR OIVAED) (Zxf LT, hET~— MIEEERZTR
L. ZOKilZzh £ 5 L 6pmol/L Th -7,
FESY— FOREFKERBEER (FHE)

. . Ki (umol/L) ®
S A A IR (% = —
i TA VA 12 Ta) ISR (CC) FES=w—F |[7®ZY53 F
AR ER
I (RIS 0 5 0.04
S
I\% JRIfER 0 6 1

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

B)RABEERIINT HER® (YTVR, TV )
T v — MIFEREREERRICHON T, BHERO&GIZBT 2 HEOHIMTEN
SRIE MRS ZMEI L=, F T ~— b ED,, RO 7-HBRITEEAEET DA,
VU ARDT v MZBWTENLN 18.46~66mg/kg. 5.7~17.5mg/kg DOHiHDEA
WEINTND,
FESY— FRUBDOIRESED Y I RIZEITIRREREL (T /R

%Al B 5% B (min) o, éf%gé‘,f%
FET~—h 21 90 66 (50.4—86.5)
V=3I K o 60 54 (47.4—61.6)
Tr= A Ay 180 14 (11.2—17.5)
HAR=P .| 90 28 (25.0—31.4)
A a=l. ol RN f .| 50 450 (402—504)
T )L R—)L N 90 27 (23.0—31.5)

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

DRWIEF D KU DT ERISHT BER D (59 R)
hETw— T, REOHIIC Y R ORI ST S, Fio, RER(E
FOHER% - KGR T FEA O FGERE I & i (BD,, - 40 Tmglkg, OBEE) L7,
FEST— FRUMOREREDS v FRHEEY K Y LS ERIHS 546

ED;, (mg/kg)

;?Eﬁ'] a) EILES &5%5:% - w%{?ﬁfﬂﬁfuj’ﬁﬁﬁ\ = Tﬁ%ﬁ%ﬁ;’fﬁﬁﬂﬁ%u{/ﬁﬁﬁ

T T = W e

L DL Rt KN B2
S e 10 (. 7.39 7.25 7.09 7.12
7 14 B 13.3 10.6 13.9 10.4
Trx=hrAV 5 REEN 78.9 72.4 77.6 71.8
BN 5 HEIER 34.8 28.6 34.2 32.3

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

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

b) Racine ®J7i%IZ L %

A7 — 1 HIBHES) 2 SHURE 3 piOMAMIEE 4 WU A—REEE 5 T —
FRIZE & Hnf



BNEEMETANAETIVIZHT SR (XRORX, v k)
HBAFBETAMATY b (SER) IZxF B4R 2627

FEZ~— ML, BERBIETANAT v b (SER) OFREMERESE 4 20mg/kg IEFEN
G- T, MRS L 2 I UIBIRE AT S, v MRFREIEISE T D b
v ~— NOFETBIED & ZAMRIN TN, FET~— MEISER DX
FRRFEAE & I L7z,

DBA/2 ¥ RIZ*t3 B 1EH 2"

TEIFRME A FRIET D DBA/2 ~ 7 ZITBWTIE, b BT ~— NI 3 AR
g LR E PR 2 L, OGO ED,, 1. T Fh 8.6 &1 3.5mg/kg ThH

ST,

FEST— FRUMODIERZED DBA2 T D RITH T HERHIEICHT H1EH

L ) ED;, (95%(5#HX[#) (mg/kg,p.0.) ¥
A ORI (min) A A
FET=w— | 120 8.6 (6.1—12.0) 3.5 (2.6—4.4)
V=PI R 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)
A va=1-5 D R/NN 30 42.5 (28.6—61.8) 42.5 (28.6—61.8)

a) EDg KON O5%EHEMIEIT r ey MEICX VW HH L,

N ZFDMDESETILICHT 2R (Tv k)
—BMLKELS v IR H/ER 2
MET~— N, T v MBI DI O RIS R RAERME, B & 0%
ELPEA B 24 L. RO ED,, 13, £ 2H 36.1, 13.0 & * 8.2mg/kg
ThHoT,
HARKBRREE S v MIXT HER >
T ~— NI, 7 v MIBIT D HAERKERARFR SRR IEL . 5~30mg/
kg IEENE G- THEIZIHE L7z (p < 0.05, tE),

(3) 1EAFEIRERT - Friuksfd

LR L



VI. EYEREICEEIT HIER

1.MHREDHER - BIEX

(1

~

AELEEDLGMAPERE
P - L A

(2) &M FREEERA
VIL 1. (8) EEAREAER CHERR S 7z i) Ox

J
D

(3) EREREABA CRERR & ML f= bR
(RERN)
DEERS 7 ()
BEHER A LI b 65~ — b 25~400mg & HEf T HIER 08 5 L 75 oo e
P EHERS B IR <5 A — 2 X FRO L 59 T %,

(¢ g/mL)
10 —O—  25mg
g —e— 50mg
N —— 100mg
1 —— 200mg
] —A— 300mg
1 2 B N TR —A— 400mg
il ] ) mean—+S.D.
55 (Lvgh+n=6)
K
P N W
E L [ O S U
=3 1 Iy T~ . Tl ™ T
E ]
7 AN
01 T | [ i | i R § I ; Bt PR | |  Shicis) TR [ | JE A | | | G B § | e M | ; B o | T
0 12 24 36 48 60 25 84 96 (B¥fE)
MBhENFENSA—4
Jithes Cras FLE Ty AUG,-.. CL/F Vd/F
(mg) (ng/mL) (hr) (hr) (pg * hr/mL) (L/hr) (L)
25 0.25+0.03 2.4+1.6 - 1.742.29 - -
50 0.84+0.25 1.4+0.9 46.7+£10.9 40.9+7.7 1.26+0.26 80.80+11.70
100 2.12+0.39 2.0+1.4 30.9+6.2 76.2+15.1 1.36+0.27 56.77+6.59
200 5.10+0.47 0.8+0.3 25.3+2.2 159.1+17.5 1.27+0.13 44.65+4.89
300 6.20+2.04 2.3+1.4 28.9+7.4 222.0+65.0 1.55+0.81 68.53+59.42
400 8.27+1.27 3.0£1.1 28.5+4.3 315.2+47.0 1.29+0.17 51.27+5.80

PHEARERZE (n=6)

a) AUC,,




M T v — MIBGZESCOITRIN S 4L, FE#% 0.8~3.0 IpfH] i i h iR
WZEE Lo, £0%, Y 25~47 ] TYH L7z, 50~400mg % TO 5 &
FAIZ3W T Cpue M ONAUC, 135 55 & ORICHRIEEN RS bz,

Mg CIEmEFR Lo b hET~v— MIABRICEBWELAREZ R L, MERPIRE
D AUC,. I IMIEF D AUC,.. LV 2~13fE K& 2257, C, . MOV AUC,.. 133
HEOHEEIZHVEEI L7228, RIS L7 T OB < | ik
BATIZHIFPEDZE O BTz,

[AFIOAR S HE - HE] @, AIKIE ES~— e LT 1MEmg %21 H 1MX
11 B 2EORAOBE CBBT 5, Uitc, 1B EOREEZ & T L, Mg LT1H
£ 200~400mg % 2 A ER OG5, 28, IERIC L 0 EEHEET 525, 1 Bmih s
13 600mg £ TET 5,

QR#EHRSE > [FAl)

ERERR N BPEIC P E T ~— b 50mg % 1 H 28] (100mg/H) 13 B (FF 25 A
5) KERORGHX LT5E OEMEE T A —2 X TiDOLBH Tho,

X RAERE OGS B R — R I R D 5 21T - 7,

(¢t g/mL)
10: ........................................................................................................
— 5853838 53585 mean+S.D. (n=6)
N &
- 3
TR SRR, OSSN | SRR
® %
B
0.1 | I | | I
0 5 10 15 20 25 (A)

HeEBE~¥168BHENTE

MmEFREMBRE/NS A —4

st R o oo it 0
Hi[a]4& 5 0.87+0.15 3.2+0.8 37.9+14.99 37.8+14.07 -
EIGIER Ee3 1.04£0.11 3.0+0.6 — — —
A& G- 3.95+0.44 2.3+0.8 27.6+3.6 — 5.20+0.82
PEIE - EEER A (n=6)

a) n=5




KEEEORGEROMET b7 ~— MR, KERS% 5 B B U —EE
ZRL, FET~— hOENEIETES 5 H BUBRIZIETERIREBIOET S 525
Nz, E&Bl¥EE#% 2.3 KIC C,,.3.95ng/mL Z 7~ L7-1% 1 HMEIcilk Lz, B
Bl 8 5-1% 0 12 BRI & fof&lal & 5 0 12 REfE O (FRE%E) 1£5.20 ThH -
Too BRI GHD T, 1%, 37.9 FFfH, mAAEREGZO T, 1L 27.6 K TH O | K
W X D2 RNEEZLITERD b e o Tz,

[ARAOEBE NI HIE - HR] @, RAKIEbES~—hE LT 1EES0mg 2 1 H 1Y
i1 A 2BOREOELCRRET S, Uik, 1EFL EOFEZ & Cli L, MffEE LT1A
& 200~400mg % 2 [ ER O G925, 72d, ERICE VEEHERKT 223, 1 Bima&k 52
13 600mg £ TET 5,

@BARARUNEANIZE T ZEMENRELLE 5V
HARANLKOSNEAD R E T ~— NOERNEIREIZIL, HEROER OGRS §12
RIEENRBD bLTe, L LR, MAERRER OSEYERE T A — X ITEREAH
EIZEVEET 2 2 e Sh, EYEEOREATIEREEICERT 5 60 LHEE
=Y W

GINRY 2 (MR
2~15 % DIEGEME ST RTERLEM: T ANABRIRIC, hEHkiZ 1 B 2 [
i lmg/kg/ B2 6 13 2 & 12 2mg/kg/ H 37>, 9mglkg/H £ THitE& 5 L7z, 1 &
O bmg/kg/ H #5123 17 2 MAE PR EHER M OFENGE T A —Z I FD LB Y T
b5, MEHBEZFEERAEZE TR TCADLAE (WA A~¥EY, Tx==h A,
TUI Ry, 7z 0ve =) EOFR GEER)) L7cHEaict, FEOFH GEF
) Tl Chu T 1.6 6%, AUC,,, T 2.0 (I d Smglkg/ H % 5HF) T
Hol-,

(ug/mL)

14
——3EE%EE (5meg/keg/B) (n=3)

—— %8 (5mg/kg/B) (n=16)
—A—JEFFE (Img/kg/H) (n=5)
——FE (1mg/kg/B) (n=22)
Mean+S.D.

w# FiE B B

10 (F§FE)

o
L~
&~ 4
[=2]
[==]



- BEE Conax T, Ty, AUC,,;°
(mg/kg/H) (ng/mL) (hr) (hr) (g * hr/mL)
SR —~ i
#H (2~1575%) 1 1.05-0.38 2.042.0 9.844.0° 9.3+4.1
(n=22)
EZ =] ~ =
#E (2~1550) 5 5.31+1.69 1.840.9 9.13.7% 44.3+18.0
(n=16)
E = ~ =
HA (1(11:25) 15 7%) 1 1.95+0.27 9.4+15 17.3+4.49 19.9+3.3
e o
5 (1(11:23) 15 7%) 5 8.5142.14 2.6+1.1 93.49 86.6426.9
SEPIME £ R R

a)n=13, b) n=10, c¢) n=2, d) n=1, e) MAEFRE D 0 FERIMEA 12 BERFIME & L TR

[(AANOER S L - AE] @i, 2@ Eo/RNRIZiE b T ~— R E LT 1 HE Imgkg Of%
A% G CRME L, 2 B EORMFZ 1T 1 A& 2me/kg ICHET S, LI, 2 BB EoRREZ &
JTCT1HEE LT 2mgkg UL PO L, MFRFELE LT1 HE 6mgkg 20595, JERIZE
OEEHEET 528, 1 i ERG R 9mg/kg 1T 600mg DWFnb R nWEERETETS, A
B, Wt 1H2EICHEFILCRAOKESTHZ &,

GFAGEEEE)

OEEE GAEAT—2) 3 A
fEEEE S (65~81 %) ([ hET~— | 100mg %z HEfE A& G LzGa, @ES
W ClIERE R (18~38 %) 12 C,,, KOVAUC,.IZZNEI 23% &L TN 25%
MU, Ty 23559 18%IERE L7z,
FES<—k 100mg ZEEROHREHOEMENE/S A —4 (FHEHEERE. n=16)

L Cmax A‘LICONOO Tl/Z CL/F CLR
PSE3 )
(pg/mL) (pg * hr/mL) (hr) (mL/min) (mL/min)
fERR AN 2.03+0.69 74.2+14.1 32.8+7.3 23.3+4.4 12.4+2.4
R i 2.50+0.79 92.7+15.3 37.0£5.9 18.5+3.3 10.0+3.1

QEHEEETRE WEAT—2) 0 [§H)

e (7 L7 F =227 )7 7 A 30~69mL/min/1.73m?) N OEE (7 L7 F
=27 U7 7 A<30mL/min/1.73m?%) OBFEREREEREIZ M YT ~— b 100mg
ZHEERO#KEG LZ, PEI~—FORMNTO2E 7 V7 F 2 (CLF) 1%, &
BEREN ER 0B E (L7 F=r27 V7 72 A=270mL/min/1.73m?) &k~ H
SEFE DRSS RERE E R TlE 42%., BHEEOBHREREERE TIX 4% KT Lz, L-
Do T, FEER L ITHEEOBHEREBEE IO L X, @EHEOY-EOMH
BRI D,



BEEEREFICIESY— 100mg #EEROEK S %O MEREYBEE

E/INS A — AR (FEHE LI

RZE. n=7)
v AUC, .. Ty CL/F CL,

(pg * hr/mL) (hr) (mL/min) (mL/min)

1E 5 B RE 88.1+24.2 31.6+4.8 20.25+5.83 | 10.82+2.32
R RS 190.8+49.9" 58.8+11.2° | 9.24+2.95" | 2.54+0.42*

E B EE 73.8+12.1 37.5+8.2 23.13+3.97 | 13.13+2.80

Hp A R e %* W 136.8+45.6" 54.6+11.2" | 13.38+4.33" | 6.18+2.83"

HREE R RS R RE R R b TN U PR A R

a) R E B b
* 1 p<0.056 (IEFEHREE L OHE : G0 H 5 t-1iE)

QRIFHEEEETEE WEAT—4) ¥ [(#l)
FREEEE /D EFE (Child-Pugh A 227 5~9) O FHERER 2 H
i L C AUC,... 1% 29% M L, CL/F 1% 26%{X T L 7=,
FFREZESEEIC FESY— k 100mg £ BEEROER S %0 MEREYE RS

VAT, BERERRN & I

£/85 A — B (PHIE=AEHE

RE)
s AUC, .. Ty, CL/F CL%K
(pg * hr/mL) (hr) (mL/min) | (mL/min) ®
fEEER A (n=6) 55.9+15.5 24.65+4.99 | 31.78+8.93 | 26.44+6.03
T RERE S BE (n=b) 72.2+10.3 33.61+10.7 | 23.45+3.27 | 13.49+3.44
a)n=3

(EMZRIRE M) °0
NETHRIE P ETEE (ENENLRETv— & LT 50mg) #ENEIERE TIZ
TAKE & BICTHERAEE L I2AW I ESEMERR T, Chw XTVAUC,, @ F B
FELZXET 2 FE S HIRLO H D 90%15 #H X 1L £ 1L 4 86.1~103.5% M 1Y 96.0~

100.9% CTH v . WEFI O RIS SRS S iz,
(¢ g/mL) —e— hEFH#HIHI - o= - FEFERE
147 Mean+S.D.
(ug/mL) (WFhtn=24)
1.2 14

12

14

08

i ik B B

08 dfr 0.6

04 7

Pl R =)

06 02 7

0

9 12 (B%RED)
04 -

02 -

== .
-

0 12 24 36 48 60 72 (M)



(4) hEH -
P L A

5)BE - fRAXOEE
NREOEE 7 [5EHI)
fERERRNIC b BT 6E 100mg 1 822 22 M8 e VR RIS H G L AN O i B8R 2 R
FHLIZE 2D, Tope EEBFIC L VIBIE L2, Cppe AUC,.HDIEYFIRE T A —
ZICHBRATIR NN T,

n Tmax Cmax AUCO'OO T1/2 CL/F
(hr) (pg/mL) (pg * hr/mL) (hr) (L/hr)
ZE G R - 7 1.5+1.2" 2.01+0.37 74.2+11.6 32.4+4.8 1.37+0.20
e 5 7 3.6+1.5 1.80+0.15 72.7+6.6 31.0+4.0 1.3940.12
*: p<0.05 (tFRE, vs BHBEE) FHE SR 2=
2)BtREDEE
VIl 7. (2) PEFHEE L ZOHHB] OESMH

6)BER REaL—>3y) @ISV LE-EMERNBIELTHER *
HANEBEIZBITA N T~— b NORNTORE 7 VT Z A2 (CL/F) ([ZXIET 0
WORBERE 2L —varT7y—~vaxx7r 47 2 (PK) BICX VRN LT,
1HNEMEER
OFASEOEE RETT DR CL/F, BT O 04 BAE(VIF) B ORI FE 2 (ka) o
WL 5 2 DNRMEER 2R Lz & 2 A, CL/F ICITRE R OYER, V/IF ICIXAE

DOENBD LT, —J, THBIEYENE T A —Z [ THEITRD o7z,
2N AEMER

THRICR LEERAED 2 0FAZS5REO YT ~— o CL/F X, @EKRAC T~
— b ERER OGO CL/F S LT 1.8~2.8fFIC EHT2 Z LAREnTz,

FPESI—FDCLF IZRIZFTHRAEDFEGRE 2 L— 3 > PK fi##1)

CL/F CL/F &

# PHT CBZ PRM PB CLB oY Y7PEVHR? (L) Thsxo
O O 3.09 2.51
@) O O 3.18 2.58
® @) 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
(D) O O 2.39 1.94
— 1.239




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

CLB : 7 1 /34 A

O:fikf&Y

ANV VT BV R AT T A TN N TERA R LRy AT A s
XHYTA UTERA, TATTENRL, TuvBRA u7 IS BeFIL, TR A, T
NI CTR=A I L, TIVNTTERLKDRI A XL RL

b)CL/F [ ISAE#% N #% 53R 51T 2 B DK E(65 kg) K UMFIR(25 F)DEXEZE AWCHRH L,

OB BHARED CL/F 2 M 580 CL/F T4 5 Z LIk WEH LT,

d T~ — NEMEGIEO CL/F 1%, R O R N #5308 L 015 5z CL/F 26 A Lz,

2 EMRERI/NT A —F

(1) BB A&
IEYENREE T LT — R IORFED B S 1-a v X— h A FEFALE L, g EES
—ZIFETEFRETTHELNAL LD L LTI LT,

(2) RULEE R
ka = 1.09 (h)

BNAATRLAZE)T 1
GrEANT —%) 9
RN B GREAN) 255 E L THRET~—F 100mg & BT ~— k 100mg
KR E R AR OG- Lz, eI~ — MKIERE OB ORH LI NET~— D
FAXFINSA T XA Z YT 4138 80% TH - 7=,

(4) HERETEH :
T ~— b 50mg $E 2 e 5 RE7 5 TN 100mg $E 1 S8 G RE O R EHI L, &
12 0.0266+0.0027h Th -7~

BG)YIIVTSVR:
VIL 1. (3) REARRBR CHERR S 7ot | DIHZM

(OF Lk~
VIL 1. (3) REAREAER CHERR S hiREE ] DS

(7) MPEAFEE 0 .
b MK % ATz in vitro % > 3 7 fEG R D N ERBATRERICKS W T, hET <
— k (0.5~200pg/mL) D% 37 FEEHFIFMKR (15~41%), MBEFPRE D EFITEN
BRI RERFRITIRT Lz,

3.%4%
(BE:T7 v )
BB R LR T v M UC- P E T~ — b 10mg/kg LB L — T NEE L- L
A, TR /ETEE TORWHEIPH TrWIRINER 2R Le, RIEIZ+ 56
51—



(99.1+0.2%) . /M BB (97.0+0.4%) . /IMEHER (93.8+0.7%) . /M FEE (90.3+1.4%) .
H (4.243.3%) DIETH 7=V,

I =2 — VEFA LTRSS v M2 UC- T ~— F%& 10, 40 &0 200mg/kg H
IR O 5 L 7 RE D HU RE O SAREHRME 3RIX, IHyH T 20.2~48.83%., JRH T 47.0~73.7%
ThH O, HEOHEIZEOIEH PR T & JRPHRIERED EF 23O bz, ZoR
Hz, BEICH=a— L EBALENOREMET v Mot iEN& G L2k, RERED 2
FEAEY P BRI R 45.8%, SRR TPHEIERIT 33.7% CTH V. AIFFICH Sz hE T~
— ;& D WDIEEI K 80% BN HWIN SN2 s UC- FE T ~— MIBHEER L T
WaH EFEZ BT,

Xl

(1) 1% — R EAFT EadtE
(2% 7 v b (ASRERE TOmMGE)) 2
HEYEZ v M UC- FE T ~— b 40mg/kg ZHERE OHKEG LI L A, &5% 4 B &
TOMP ORI - /IMIK) T REIREE R, AP S REIREE @ 0.4~0.5 5 Th o7z,

(2) % —Re SR RAPT @B TE
(2% 7 v b (ASRERE TOmME)) 2
ERZ v M UC- P E T ~— b 40mg/kg Z HEE OG- Lz & 245, ek ORI~
DIESREDOBATH RO b L, ok, BIEEs K OREOSME COBSREREL, &5
% 30 . 4 BFfH, 24 BRI OWF ATV T bISIE AR MAE PO REIR B & [FIFRE Th

-7,
(3) i ~D#BITH -
(& T7v b (ISEERE CORE) @
AW DT~ M UC-FE T ~— b 40mg/kg #HERE O E L& 2 A, FLt-H i
REVERE X, AR R REIRE @ 0.07~0.73 5 T~ 7=,

(4

~

BEEA~DBATHE
BL TR L

(5) Z Dt DIHBE~DFEITHE -
(3% 7y b (HRRECOMmE)) 2
HEPEZ » M2 UC- P E T ~— | 40mg/kg ZHEE OG- Lz 2 A, Ky O
3P 30 3 ITie b MmO BRI 2R Uiz, #5430 43 TILE > BEE > FFk > &
i > BB > i ik ONEIZ A BB EE S R o T,
(% : in vitroy ¥
UC-hEZ7~<—F (0.5~200pg/mL) Lt MIER~OEWBEBITEEA /R LT, & kTl
PR D EAICPEO IR PR A — AR A I 21.1 205 1.05 IR F L, mEREAT
(ZEAFNDNERD BV, FERINTORER., MEKIZIX b YT ~— N OREICBE 57 5 @Bl
P CIRAE BORE AL & ARBIFE CEA BEORE AL D 2 ORI NGFIET H 2 &



PRENTND Z b, MEPRED LA SR TREBOR & B fa
THOICMERBITRMET LIz b D EEX BN,

(1) BB R U BHRER -

GrEANT —%) W

fEE RN B UREAN) 12 C- FE T ~— b 100mg & H[AlfE 0BG, mgE, JRE O
#HEAOTRE ORI 2T 7o/ R. 6 OB ME, JREOFEPIZEB VTR
bz, MET~— NOHEERBHREZ LI TICR Lz, 6 FOMHEMIIKERLE (M1,
M2). ks fiEfk (M4, M5), M2 K OXM4 @ 77 o UERfAEER M7, M8) Th
STz, MAEFIZIE M1, M4 K UONM5 380 Hiv, E N2 OFE L X i 4 i ge o
B% AN Ch o7, RFITITSHIZM2 KOM2, MA DT V7 a U BIAEKRTH D
M7, M8 R8O L=, Wb &FEGED 2.5%KiM Th 7=, #EHIZIE M1, M2,
M4 KO Mb 38 by, Wb H&REED 0.03%A0M T > 72,

b ES Y — ~OH#ETERBIER

o, 0
84 %A

s

N
H 0 .—O “NH: H o) ,—o’S‘NH2
o o HO-" ~0
Hac+ ] CHs A %CH
[o] Vel g H £}
nd OH A HO') o

CHs A CH:
H
Ml /4

A4

HOC ., _-OH NP



(2) RBHBE5 T HEEF (CYP450 %) D7y FiE -
(% : in vitroy ¥
ERCYPRIZIZnY—Lh (RNFam A LAR) ZHOWZHREHIBWT, S
NWOHRBREII D ehol=n, PET~— stk MUFICE G T 2% E7 CYP 7 FfEiX
CYP3A4 ThH D LHE S NT=, 7=, CYP1A1l, CYP2C8, CYP2C9 K O* CYP2C19
BV THL LT DR OERPRBD NTZZ D, Ibh L hET~— 1
ORFUZ—FEG L TWDH EEZHNT,
EMFIZ7 B Y—2K0t k CYPRERI 7 v Y — A% AW ABERRCIX, b
v'7~— hE CYP2A6, CYP2B6 K& 1f CYP2D6-Val (x4 HILEMER 2G5 Z &
R b, FOHERTIVTAE 100pmol/L (33.9pg/mL) LI EDOJEE THETH
K130% CTHoT,

) VEEENROERRVZTDEE :
(BE Ty ) 9
o Pt » b (SD) I h T ~— b 10mg/kg £ 0 & 5 WITERIRN 5 L 7=
MAFFRE(CRREZBE LT 2 A, ROEL%O AUC L #RN#E 5% 0 AUC 2>
LR LA HE (BA) 1XTE 100%THY . BT v T ET~—F
XIF L A EREIERZ R A2 T 72 EHER ST,

4) REMDOEEDEERULLE

(BFE <~ RX) 7

T~ —bF 2Ty FOHDWIFHFRERABMEICROREG L& & MR TIIRE S,
RERLE UTHFEET L Z D HE S TW D, ifE, R DWVITEPICHRHE SN
Y M2 KO M5 12O\ TIE, v U AR KEEITWIA (MES) B2 17V, HE
B HROPURSEER 2 fet L7z, M2 1% 300mg/kg THUEE/ER 275 L7223, 75mg/kg
TIIERZ RS 2o 72, )7, M5 1% 200mg/kg THHIEEIERH 2R & 2072, =
DRBARICHBIT S FET~— D ED,, I 43.8mg/kg Tho7=, L7=A->T, M2 KO
M5 BT ~— FOFFEBIEHICHSG L WD afREMEIXIRN b D EE X 6D,

(5) FEHERBMOEERI /T A —5 -
MR L
6.4kt
(1) B AR R AR -
T~ — hOTHRRIIEE CH Y MIE RECEPICRBITRD bR AR, 2
DAFAERII D72 < FICREAR L CRIICHRES Uz,
(2) P 0 .

i R N BPEIZ b BT ~— F¥25~400mg % B [AIRE O3 5-1% O R ZE AR O JR PR 13
35.1~59.2%TH Vv . FAEOHII LN ER-4T 2D S,
% BEA



GMEANT—4)

fs R AN B (AFEAN) 12 “C- b BT ~— b 100mg & H[E#E 05 10 H#% £ Tl
FEGTHED 80.6% 13 R U S 41, Z DRFORZEAROPEM T 59.3% ThH > 7=, &5
b & E CORMEETPMRIT 0.72% ThH > 7=,

(3) HEM R
EER R L

7. b5 D RR—42—ICET B1EHR

(% : in vitro) *®

b MW =42 8T U AR—4%— (hOAT) KOt N T4 v T v AR —4%— (hOCT)
ZRELS W72 S2 Mifa(~ v A BHEAL R T S2 flE) & vy, 4 hOAT & UVhOCT @
HEEEIINT 5 MY T ~— NOEEMZ R LT,

BT ~— MEE 1mmol/L(339pg/mL) DRI Tl hOAT1, hOAT2, hOAT4 & U hOCT2
DBETE VB IZ8D b ey - 72, hOAT3 XX hOCT1 OfiiklL T ~— b
Immol/L DHHNT 46.1 N 44.6% KT L7223, IC,, 1ZE NN 624.4 KT 1063pmol/L
Thol-Z b, FETF~w— MNMIW FT v AR—Z —|ZBRWEERH T 58 F ORI e
DIV EEZ BT,

8 BMFICLDIBREE

WISET BMEEE L

MG GHEAF—)
MEENTEA S R e ~— |k 100mg & Hlali#E O 548, 400mL/min O
FECMIRBHT & 3 Bl T~7- & 25, 3EERIZOMED b v 5 ~— MEEEE
KPR TF L7z, hE T ~— NOEHHRT O CLF 134 7.2L/hr (120mL/
min) TH Y, ZhITEERAICE T 25 CL/F1.2~1.8L/Ahr (20~30mL/
min) £V HRE L, MEBENTICLY FE T ~— MIME» S 20EICFRES
N5,

ELREIMAEHETT « i S &R L



I ££% (ERLOIEES) (CEJ SHEHE

W

X‘f

%24 L 720

k=113

ERNREFDER

2EZRNEELETNER (RAIEZZED)

(22 (ROEBFHIZIIHBELEWNI &)]
AHN D RT3 UIBBUE OREERE D & 5 B

(AEER)

AN 3T A WBEUE T ERE A ERLICEBEOFEEFHTH S,

ARENDORSGy (B2, 35) (SIRBUEDOBEFED & 2 BE I35 2 RET 5 2 &,

[ FEF ]

HENR Sy rET<— |

winy) HEBALFoAny BRZaAANVA0—AF ) oA, HREBEE®EKT A, H
st va—2A HREBRILFZ >, BRATT U Uig~ 7322w A, BIRHLHEKTD
Y. Blge FaXxs o ilkilon—2, At Faio—2x (BEEX A7 .
2910). HJF~72 1 =—/L 6000

[ b ESHEHI]

LR %) rETw— b

winy) HEILBERfIY, BHRMERE L —2 BRLERBILVC D A, BRE Redor

oLt a—A T UNARBTFIL « AX T UNVBRAF VR ~—pHiK, =F
Nm—2KGEE, BRI D-~r=hr—, BREZ/NLZ, HBEREEK7 A R

33EE - MRICEHET AEALDEE L T DER

Y L

4% - AEICEAET SERLDFE L ZDER
V.2, HiE - HE) OmEZRR



SRERERE L ETDEH

DEAZEM AN O B DERDNEBT 2B82hnd 5, ]

DTV R—V ZADHERNEET HHRETIT ¥ F—3 252 R LT WIRELZ T T\ D EE
(&7 e —EORBET  F—V ANELDBZENLH 5, ]

)P HRHEREE, e EDH HEE (RO VT I UANMETTHZEnd 5, (T3
wEhe] DESR) ]

4 AREROBER AR SEEET 5 5 2WOEE DERPE(LT 282N 5, ]
st [[mlnd ~0#h ] OHEHBM]

(FZE5R)

DIVIL 8. (2) \ERARIWEMEWHER) o (iR DEsHoZ L,

2)IVIl. 8. (2) ERZREIEMEVIMIER] © (#H) QxS HoZ L,

MMM I THEE SN -3 BRERER GMNEAT —%) T, H&EE (L7 F=227U7

F A 30~69mL/5y) MOHEE (7 L7 F=27 07T T2 A 30mL/y Al OB HERER
EBEFICBWC, AFlOEE 7 VT 7 A (CLF) TIEFEBHES kL T2nEh
42% K DN A% T T 5 Z LB 6N TN 5,
F72. Child-Pugh 2 =27 5~9 OifinelEE B 123V TARAI 100mg % H[AIRE O # 5%
DIRNENREZ FRET L7 g, AFASRERR S B Tl a s & beie L C AUC, .1 E 29%H8 1
L., CL/FIZ26%K T35 2 ENBHHILTND,

Child-Pugh 4348

18 2 8 3
EULE Y <2 2~3 >3
TNT I > 3.5 3.5~2.8 < 2.8
PT (%) > 80 80~50 < 50 Class A : 5~6
&K L oy ha—)Laf a2 ha—/LN#EE |Class B : 7~9
i L R (I ~10) #E (II~IV) |[Class C: 10~15

A)7KFRIRE FE TIZFEM L 72 [ENERR R K OMSMC I W T, 2 2B HE S Tns 2 & &
V. CCDS (Company Core Date Sheet ; ¥ T —X > — ) 2B ICi# LT,
BIVI. 9. milE~D#h) © (R 2RO &,

EELEAMIT L ETNEARVUES X

DE-REHEELPHOONDZENRHDHOT, farELSTWVERICRET 25EICIX
TR EEBRT A L HEETHZ &, [THERZEWEH] 0o (2), UNEE~DE )
DI 2) B

DRBFMET L F—=2 AR BN ERNH L0 T, REFELG . FRCEME R,
HIRIEA A IR EREFORAEZ BE ORIEIDIS Ui e MR CEmT 2 2 & NEE
Ly, [TERZEWEM] om (3), VNEE~DOHE ] OIH2) ]

DFEFRELVPOLONDZENHY | FHCEFIKEN EHT5Z2 LW LDT, KAIE
HHEIHREODLERICEBEL, ZOXHIRGAICITEBRE T TE L0852 &,
BB, O UDKGEMGT D Z LI VIERSEMS LD RSN H 5, [TERZ2
BIVER ) o (4), DNERE~DEE ) ©IH2) ]




DERERDEZRKTZENHDLOT, KA, FRCRIIER SR, EHROICERE
ZEMET D CRFOREAEEICBIZE L, BUEPRD b HGEITIE, WU 0E %
11952 &,

5)IEATPICKIT 2 REENDABGEREL O LITREHIEICK Y. HEREHIEMT 5 ATRENE
WHDHDOT, HEPILTIGAICTIE, RAICHET 22 EEEIZITY) 2L, B, &
W, EBREOLSIIRIEET S 2 L,

RS, FEN - &Ehh - REEBRAZOETHNEZL2ZENHHDT, AREIEEGHO
BE I A B EOEREMER L M O M OBEICIEFIERVWESTEETDHZ &,

DAFNIMBEBIICEYBRESNDOT, BN ENEBIIAFNOM ARG EZET D L,
[TIEMENRE ) DIES]

8) H HBHIAICIET D, FEARBEWERICOWCTHRFICHA L, BEIFREO LNEAICE, #
RMPICEIREICHEET 2 L HHETRT D L,

(FZE%]

DIVIL 8. (2) ERZENWEM &EAIGER] o (#ER) Q23RO L,

2)IVIl. 8. (2) ERAENWEM & WHIER) © (FER) Q2o &,

3) VL 8. (2) HEALREIWEMEWHER] O (RER]) WESROZ L,

4) 7GR F Tz 3 L 7= BN ERRRBRIC W T, RERD XA TlE 24.8% (75/308 ) |

/NRTIX9.3% (8/86 ) IZFRD BTN D,
T, KEEGHEERBRICBNT, 7 v M AU X TEREBEMMNGEIARZD 5T\ 5, 7
B. 7y bTIEEBHEDOIK TR 5N WGEICHREREINIMEI DB iz &
O, REPEDOF L LT, =3 F—HEBEOHMNG 5 E= 3L ¥ — AR DK
TG T L AREENRE 2 SN,

5) FKGRIRE £ TIZ M L7z N & %15 & U7 ENERIRERBR IZ 3\ T, i3 ik U 7= el
(16 #) IZTANAFIEOBERDIRIEITFERD G- 7o, — NI CTANAREE Ik
T DAL, CANARIEOFBIERE NI 2 fEME %2 B/ NRIZ T 272912, a2
BELPIET D2 RIS,

6) AN D FARARRINHIE N 2 B £ 2. Fdl L7z,

TN IV TEN S L2 3EpERERER GMNEANT —4%) T, MRS EEEZRG L LTAR
#1 100mg % H[A]#% O % 55 O RN EIREIZ K IE 3 i B AT o 5288 2 HE YE ) 70 SR Eh e sk BR
THET L. 400mL/%y O CliENT % 3 KefiiiT 72 & 2 A, 3% omiEh h v 7
~— MREFREDIUE T L, T ~— FOBIFEMTORNTOLE 7 VT T A
(CL/F) 134 7.2L/0f (120mL/453) TH V., iU AICI T 5 CL/F1.2~1.8L/Kf
(20~30mL/4y) LV b R&EL, MIEKENTICLY FET~— R 5 2EICRE S
LI ENRENT,

8) AANC L DRIMER Z BHICH A L, MURAENTZ 5D &5 Ik L,




7 HE/ER

(1) GtRES L EDER !

BEA=RRNA

(2) BrREIE L EDEA !

KFNORFHCEE G425 E72TF F 7 a—2Ih P450 4 71T CYP3A4 Th 5, [[HipHE)

Rl DIESM]

HAZXE (FFRISEET S

&)

ERBE FRERAEIK - HHEHE HF - EIREF
FrREIEESR (CYP3A4) FEAE| O OAFRIEA 2 JE I | A R A X 0 IFAH B R
AEEd 5FH T 25RO A #E | (CYP3A4) AiFE I, JFAIC

Jz=k Y NEFTHZ NS, ® X0 AHN O i A R X FEDF IR
AILNNTEEUE (A= RN [ R
Jz= kY JEFR AN O M RED EFH-3 5 | AR D LR FA O 2 BLE
ZENHDH, W HIENDHD,
AR H I 2 FAEICVEF TR S D 2 & 23 | AA 2 OV R 3841 o FAR AR
NILEY—ILEREEERE b5, HITERIZ L5,
REERRKEERASH B IRIEHRE A Z TR T 2 B2 0 | ARFNT55 R EE B K BER BH 1R
T2V RE N5, HeHT5,
AR Ky ERLFEANOMAREMET T 5 | EEHO 7 VT 7 AN EH

TERDHDH, W

THZENDHD,

ARRILE Y

e GC AN O i PR EE S B L
LB TR ASSR T 5 B2 1
WD, ©

ERHEHRD 2 VT T AMET
THZENRDD,

EXTUE T

FERRFEA O AUC 2MEF L. i
B TR 2SS 4 D B2 huds
3’7)50 i)

LA D7 VT T AN LR
THZERHD,

TIrYUTFUY

FERLEEA O M PR A BT D
ZENHDHDT, BEITIELT
MEZHET L, P

BT ITRHATH D,

) Fo L

ZERCHEAN OO i P EE 23 b 573
BFT52&0H5, P

WX TH S,

saxoy

vaxy o AUC BMETFT 5
TERDHDH, W

EFIEARITH D,

ErAZOAFTOR

AF O PHER EAT 52 &
D& H DT, MBS U TAHA
ODHEZHEGTH &, W

FEFEIRANT &0 A D RS
KT L, mA#REN BRI L
EAbhb,

RO BT
IFZIILIRMSOA—ILE

A O M REFET L
IR DR TN DD, P

WFFIAHTH S,

A IATF XY YD
(St.John'sWort, £ k- 33—
VX -J—hk) EEER

AAOMmHREMET o6
nndH 5,

Eiagaahliclvifgsnk
REEEHE (CYP3A4) MAH D
KA RET D LD D,

) EYEEOHS M,

(FRER)

AFNORBIZES T HELF b O—L P450 D FiE
ERCYPREARIZ Y —A (RF¥aunUAfLAR) ZHWmHLD., REfsh

LREEIDLRNb OO, KFlDOE M

#ZE G 5 F 72 CYP 4 1fflL CYP3A4 TH

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




)

TR OELBRBD NI LD, 2o ARA ORI —HB G L
TWbEEZLND,

BB, B MFI ey —AFEEEe F CYP BERI 7 0V — 2% OB ER
BRCix, AHl 100pmol/L T CYP2B6 & U CYP2A6 (2% % LEEH MR b7
N, EOHEFEEIT 28% K N 18% EKWMETH -7, £z, AHKl 200pmol/L Tl
CYP2D6-Val |2k} 9 B LEEHAIEO bz, ZOMERIT 33.1% Tho72, &5
(I E D 300umol/L & U 900pmol/L Tld CYP2C19 (x4 A BHLEMEMANTRD b
72, TOHERIT 11% K 29% THh - 72,

PR EEER (CYP3A4) FEMERAEZHT HEH
INRZERIGR L LT IR ENRE A MR L 7o SRRSO RHE R SR B BB AT Tl 7 == b A
LN BE AT A, CYP3AAEAFHFETHZ LNHMbND 7 = /) /L EH
— VRO TN I RZbbEC 40> 6, Dl b 1AIZFHL THWD/NETA
ABEEFER, 2D 4 FIUAOHTANAEO L EIH L T DR TANA
BEZIFFEN & L TAFOEYERE L MFt Lz, ZOfEHR. CYP3A4 F4 7587
2 2D DHT AN AED DDA OSBRI B A2 RIT T 2 L DR ST
D, R FEER 267 2 A RMRITEE DL &l LT,

Jx= b2 ABBEAT—EF) @

7 x= hA HAFl (130~300mg % 1 H 2[E % L< 1% 360~480mg 2 1 H 1 [@]) T
RIR &5 TV D55 CTAMABFE 12 BNZAA] (100, 200, 400mg % 1 H 2 [A])
EIRERG LT 2 A, REIO MR ITARF B 5.5 (400mg % 1 H 2 [\])
LHEE L TA8%IE T L7z, 7= hA idk MZHBWT CYP3A #5558 T 25 = L3
XN TS0, LERsT, 7= h > EDPEHIZ L Y AKIDO CYP3A4 |2 &
HACGHMEE S, AFIOMBFEFRENMETTHEE X HND,

—J. 12BIDEED S H 6 FIICBNTIEITZ == A D AUC 2 25%FE &R LT,
7 x= b OREHITIE CYP2C19 G T 252 & AHMEINTND Z L 52
AHIN CYP2C19 ZHE L/fE R, 7= b > OIMMEHRE 2 ER S8l gErEN
fegis b,

AUNTEEY (MEAT—2) P
H NP E U HAl (300~800mg % 1 H 3 [R]) TIEHEZZ T TW DT TAMNAMR
#F 12 BlZAAE] (100, 200, 400mg % 1 H 2[A]) ZKE#HE LA, AElOM
HEP R | IOARH B B 5 (400mg 2 1 H 21[A]) &l LT 40%(EK F L7z, B
<P Uit MZBWT CYP3A 722 5 TNZ CYP2C #7589 25 Z L v ST
% LN T, AR P OO L Y AKIO CYP3A4 (2 X BRI
RSN, AFOMIFEFRENMETFTHEEXLND, —FH, AT EBEDOEN
BB L CARANT R Z KE S o Tz,

hARINFIZE (NLEY—ILEEEEIRE)
AFNEPRAFRIEIER 243 2720, MHEIERNEBRI NS TREERE 2 b
R L,

REEBKEBERIAER (7E2YV 52 M)
AFENTFIREEKEERLEERA 2 G570, 7' Y7 I REOMORERIKE:
FIEFEOFHT 2 &, B - REZBOAODPEEINSCT S RLHATRBENREZ bND Z &
XVt L7,

60—



YRR Ry (SAEAT—4)
EFRN 12 B2 AXY R (2mg) ZHEHREG L7z & &, A4 (50~100mg % 1
H2E) offHicky, VAXRY R C, MTVAUC,_1F, ZHZ4 29% K& Y
28%IK N L7z, F7z, UANY RUTIREZ ST T D BB E & 2 VWIS A 90
MHRERERE 2 XIS e LB ERRBRICB N T, G ETHIELZY AXY
R D Cpoe HONAUC, 1, 13, ZHEHL 24% K T8 33% 1K T L 7=,

ARERILETY (NBEAT—%)
fEE RN 25 Bl A AL (500mg 2 1 H 2 1) Z#MEREG LZE &, A4
(100mg # 1 H 21[a) OPFHIZEY, A FHALI D C,,. & AUC,_, ITZNZE1
18% K N 25% I L, AnidFoeg 7 V7 7 A (CL/F) 1% 20%IKF Lz, 728,
e (VTR RIT S 72000 T2,

ExT)a2Vy (HMEAT—4%)
RN 26 Bllicet 7Y Z > (80mg/H) #E#HE L- & &, A% (16~96mg
Z1H2E) offtficky., 4270200 C 3B Lo 722, AUC,-,,
1L 15%IE L, CL/F X 18%¥IML7=, £/=, A7V 2V v OIFER#MTH L 7
F AR (M-I @ C,, M OVAUC) _p, (TR E 60%IEK T L. AKER(LIK (M-IV) ®
Coe LOVAUC, o, 1IZZFNTN13% KD 16%IK T Lz, — 7, 47U Z V3Rl
DIENENRBIC B Z KT S o Tz,

FERYUTFIY (HEAT—4)
fEF RN 18 HlC T X N Y 7T (25mg/H) #RERE L& X, AK| (25~100mg
Z1H2E) offHicky, 7T RV TFUV D C,,, MONAUC,_,, 1Z. TNZEH
12% KON 13% #4500 L 7=,

DF oL HEAT—2)
fEF A 12 iz F7 A (300mg % 1 H 3[A]) #ERE L X, A4 (50~
100mg # 1 H 2[0) OHFHICED, VFUL02H5 7 VT T AROEIZ VT T
Al EREN 2L T% M 15.6%HM L, U F U LD AUC, 4 1% 12%EK F L7z, —
Ji. VF UL TIHEZ ST T L BB EEE 32 1o U F 7 L0 AUC,,, 1%, K
HEDOARHK (200mg/H) OFFH TITRELZ T oo, mHAEOARHF (600mg/
H) OfFFIZL Y 26%HEN L7,

o3dxTry (MNEAT—%)
EFRRABME 12 0llIcy TX 0 (0.6mg) ZH[EIEE Lz &, A#% (100mg % 1
A2[E) officky, Yaxv oo C,, KONAUC,_ITZ T 16% &L DY 12%1K
TL7e LOLENG, to, MOy, [SIEEBITRO Hivieno Tz,

ErnoBROF7OR (MMEAT—2)
WA 24 Hlice FrZ7enF 7Y R (26mg/H) 2NEHREG L L&, A4 (64
~96mg # 1 A 2[E]) OFHFHICE Y | FHID Co M ONAUC, -y, 1T, ASFHIHM B H-FF
(96mg # 1 H 21[0]) EHEL TENZN 27% X N 29% L=, —Ji, AAlxe §
n7uaF7 Y ROENERBICEEZ KT I o,

BOBMIE (TFILIR S OF—ILE) (MEAT—4H) P



s RN ZME 60 Bl 7 v F AT r Yy (Img/lH) KO F =LV X T UF—/b
(0.035mg/H) & AH| (25, 50 % T*100mg % 1 H 2 [A]) 75:13‘?)%% L7=GE, /v T
270N OREF = )V2 A T A L DOIMEFREIZZ TR Sl hotz, —
Ji. 2NV aREAl (375~1250mg & 1 H 2 [A]) TIEEE% ffb\Z)“C/uinA/ﬁ‘fi
BEF L2 Ve F ATy (Img/H) KO=F= /L= X 74—/ (0.035mg/
H) #KE#EG Li-E &, AF (100, 200, 400mg # 1 H 2[8) OffHIZL Y, K
FE VT AT v OERNENBICEE LY RE SR o7ed, ZF =)L A NTUF
— LD AUC,_,, 1% 18~30%1K F L 7=,
A4 3A9F XYY (Stohn'sWort, to b - 33— X -TJ—F) EHER

A UG XY Y TIZ L0 FEINTAGHEEE (CYP3A4) BAF O & (L7
LHEEMENREZX NS Z & X VFEH LT,

8.El1EH
(M EERDOHE :

<BA>

N B EERFR IR E T OENE T/IAE R ORI 53R 31T D 2T %1 52451 303

B, BIVER (BEERMAER T 25T 25 228 6 (75.2%) IZ@RD b7z, T2RFIE
VAR 90 1 (29.7%) . IKHE A 75 B (24.8%) ., TZEMED F > 44 il (14.5%) .

AR N VK BEERE 32 1] (10.6%) 25 Th o 7o, F 72 LR FIL y-GTP

Hn 24 11 (7.9%) . i ECEEIN 22 61 (7.3%) . iR EREEE R 19 61 (6.3%) |

U i 16 65l (5.83%) HTh o7,

[ b & GE&GEEs]
~ B SERLE IR e A R IR IS 35 1T D24 ii;ﬁﬂﬁxf%%ﬁ 239 B, FIVEH (Emrﬂﬁﬁ
B8 ZETe) 2 151 il (63.2%) RO LT, EREMEMIZ, IR 52 4
(21.8%) . {REJ 30 5 (12.6%) . I HEHREEE R 28 1 (11.7%) . FEED £
W22 651 (9.2%) T o7z,

N B BEGE FH BORE A A S OVRE B (5 FH AR AR A L2 35 1T B e R VEMRAT % 52481] 3,743 5
E'H’EFH (BRRMRAEERE 2 5T) 2 1,177 6] (31.4%) IZRO LTz, E2RIEH
. fERR 277 1 (7.4%) . BARIBGE 173 B (4.6%) . (KEJEL 150 61 (4.0%) . y-GTP
t@ﬂu 7361 (2.0%) ThH-o7-,
(AR TR
</INR>
N B BEX I b BT HRL O E N ER IR BBR 2 35 1T D LM X G451 86 il . RIMEH]
25 66 Bl (76.7%) (2D biv/c, FERRIERITEIR 28 il (32.6%). ZITIE 13 f
(15.1%) . BARJEGE 12 61 (14.0%) . ZIFFREE 11 41 (12.8%) . (KERED 8 61 (9.3%)
BThole, FloE/RERRA MR iﬁmﬂﬁrﬁk His 26 B (30.2%) T o7z,
[ b T 8E /N R B AR R
[ b & FHkz : /N Ve AGR ]




85
<iBFC : 2018 4F 5 HGETRe (B FEET) >
(RSN WSR2 PR A IR A& T IR D S AR e 2 R PR BB . 58 Rt A M VR e A
MEGEREORITERRBIR A VI 8. (1) RIEAHOBEZE ] O <A >IZBR LT,
728, BWERORBURIUZ DWW T, AKGREE & REAEMRK T Clalion-fERe b
B U7 R, AT B 2N LR TE T 2R 0o T,

(2) EXREIER & B -

1) EX%GREIVER

(1) HERERUAEBAZAERTZICHES SHEER (BERIT)
e MEPHZEMR A RN 2 0 5 BMEIHEN S b b Z ENH 5D T, EHICHK
TEAT O 72 EBISRE 012470, HAOEMRKE T, IRREOERN S b b
BEIix, &5 2RI LEORAEZITI) 2L, BB, &5 15 HURNIZH L
bivd Z EnZn,

(2 B - RE#HER (2.3%)
B RBFEARDSOND ZENHDHDOT, BEE 1TV, BMIE, EERELS
DIERD S HONTZHAE, Pk 57 SR EE21TH 2 &, [TEERK
ARWEE] OE 1), VNS~ L) O 2) BH]

(3) RBMHETLF—IR (1.8%)
7 a—EORPET v R—= ARH LD Z ERH DD T, BEDIRRE
TACBIER L, @R, RER, SESOIERN S bbb BEaIciE, #E5a2h
1327 SR EEITO Z &, s, WY, BERRIREDIERNH &b
BAEICIINEIS U TEREA AV IREOWEEITH Z &, [TEERERNE
Bl 0w 2), UNEE~0EE ) 0 2) S

(4) ZFERUVZNIZESEER (0.3%)
ZITHENRHHLOND Z ERHDHD T, BEL 0TV, T, KR EAS%
DIERDH HONTZHAE, FIET 57 SR @E 2475 2 &, [TEERK
AHER] ©E3), VNRE~0RE ] OFH2) ]

FEELBAE 1 3ARGR IR DR BRI FE S <

1) KGRI £ COENOERRRER CIIBBELN L S TunZen,

(fZER)

(i FEHERAERBARNER T ZNICHES BMHEHR GEETEH)

TRFRIRE £ T IEhE L 72 ENERIRERER TIERA . /I & SIS T e o 7203, MEFMT

BOTHIRZICPHZEBARENENRRE SN TS Z L LY, CCDS (Company Core

Data Sheet ; ¥ EET —HX 2 — ) 22FIC#H LT,

for I PAZE RV A RN B 2 1 © SMEIE SUE MR O B TIE, RO T R OHRYE

R EMMHLL, TS D BROFROLE SR, IRHENEL L2 En3d 5, IRFHFTR

Tidarfd, EAtRE. IRoFxil GER) ., IREEFNALI, LICHEARO 6D

BAEL®H D, WINTEB T, 2 OIERDAFIR 5B66% 1 5 A LURNICHEET 5 =

ENEL FORBUIRANTE T T2 PRPLHHMESNTWND Z Lnn . KA




B3 2+t EICR U TIRBHIIRE 21TV, 720110287 K T,
IR DFER N FEEL L 725 A 121, AR Z Ik Ll 2 @& 42179 2 E BB TH 5,
R

AHFNL, EEBICB N TANLKR T I FEICEBT 2 ALV T 7~— MEEZH LT
WD, AR T I FEIZEBW TR, Mt e OPHZER Mk NI IZ B4 5 iF5E
FERNREINTEY, TOREERE L TANLR T I REICKHT D8 s m3 B
HLTWDHEEZLILTND 5657

AFNT L 2o 3 P ZERE A i N B D B ] OIERE P D\ T b i ORERIMED
B ANEYT X REE AR SBEE L TW0D EFE LISk % 5 508,
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EINEERER Cix [ - JREEFS A 23 C 303 fil 8 5l (2.6%) . /1N T 86 f5i|rh
161 (1.2%) 2D BT,
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TERD, TFAEREZET 2 ARERBZ bR D,
CRE B DEEFEIRTLD
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Bl 14, 0.3%) £ LTW5b, 2B, FICET2E8ERIX. (ZothogIfE-) O
JEOHIZH TR ARt L CHEEBREZIT-> T\ 5,
<iBFC : 2018 4F 5 A kETHY (M FikED) >
(VI 8. (2) FEKZRFEIWER & PFIWIEIR ) OMVEZ FLHEER Lz, 723, BUWERHOIEL
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FEFIEE 13RI O FG R RBRIC S <,

) KR E COENOERRBR CIERERNR LTV,

(f#E%)

ZOMOBIVERIL, AR £ CTIZEM L 72 A K OVINE T o E N R ER (389 BN F
WCHHL U 7= BIVER KON, AN SCBICES W CREH L 7=,

<BEC - 2018 4F 5 HETHE (B k3T >

VI 8. (3) TDOMDEIVER DOMVEZFLHEM Lz, 2k, BWEMOREIVRIUIZS
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(4) HRABEERRBEHEER VRRREBERE -5 -

OEMERRBRES —%& : BB FE TORKHER
Pl £ TOEWNOERKRERICE T 2BIEREIRIIZLUTO LB,

HER B INR &t
T2 EHEAE 52K 303 86 389
BIERRIERIZR (RIRE) 228 (75.2%) 66 (76.7%) 294 (75.6%)
BMERARREH 1063 139 1202

e = FIRHE FIRE
748 - BHER4 A N = )

mMEH LV VIREE
1. 7 — 7 1.8
i Bk E 1 — 1 0.3
SREE 1 — 1 0.3
M/ IR HiAE 1 - 1 0.3
DEEE
HASMIGHE 1 — 1 0.3
Lo I 1 — 1 0.3
GfEs 2 — 2 0.5
HEREET R — 1 1 0.3
=t i PANIYE 1 — 1 0.3
T IVT e R—=F v R A MEGERE 1 — 1 0.3
B L URKES
TR I S 1 — 1 0.3
TEIE 1 — 1 0.3
NERT:) 1 — 1 0.3
TR b 1 — 1 0.3
AR R/ 1 — 1 0.3
Hig 5 — 5 1.3
EILTR IR — 1 1 0.3
WEMRT 1 — 1 0.3
ARfEE
MR o> 55 & 6 — 6 1.5
MR A 7 2 — 2 0.5
AR i e A 1 — 1 0.3
Sha]s 1 — 1 0.3
AR 18 — 18 4.6
I 4 — 4 1.0
AR iz 1 — 1 0.3
TR P WM T 1 — 1 0.3
7= 2 — 2 0.5
JEHUE 2 — 2 0.5
T P 3 — 3 0.8
IRE 2 FEiE 1 — 1 0.3




£ I8

7 - BlfFR A %i:& &t %;i)x
i AR Bk B 1 — 1 0.3
AR e 1 — 1 0.3
BRRlEE
G R REZ 3 — 3 0.8
i8] 15 — 15 3.9
AE% 2 — 2 0.5
55K 10 1 11 2.8
] 9 — 9 2.3
(20 1 — 1 0.3
HR) -7 1 — 1 0.3
B 2 — 2 0.5
AR R 1 — 1 0.3
B P 1 — 1 0.3
1 P R 2 — 2 0.5
RS 1 — 1 0.3
L 11 1 12 3.1
RN 2 — 2 0.5
Mgt 6 — 6 1.5
1 O S SRR 4 — 4 1.0
£ BEEL L UBRERATERE
e 9 6 — 6 1.5
Ja e 5 — 5 1.3
957 2 — 2 0.5
K 3 — 3 0.8
yixox vl 2 — 2 0.5
1B K 29 3 32 8.2
TN 1 — 1 0.3
HRFY M E 4 — 4 1.0
FEEN 1 7 1.8
FFREE R EE
JEAE S A 1 — 1 0.3
JIRA 3 — 3 0.8
S HE S 1 — 1 0.3
BEEH K UFERE
B IR 1 — 1 0.3
LISGIEAS — 1 1 0.3
BE. FES L UVNEEHHE
i} 1 — 1 0.3
JEEIT 1 — 1 0.3
FEI 1 — 1 0.3
B 1 — 1 0.3
e 1 — 1 0.3




L = FHIRHE FHIE

7% - BlfFRA A INR &t (%)
g SRR 15 1 — 1 0.3
FNHIE — 1 1 0.3
FRRIRE
TI=UT ) T UAT 2T — BN 4 — 4 1.0
TNT I a7 ) N 1 — 1 0.3
T =T N 5 — 5 1.3
TANRTXUET I T AT =T —EBHI 4 — 4 1.0
i R R R R 19 26 45 11.6
g7 v — VB 1 — 1 0.3
e 27 v — Vg 2 — 2 0.5
27w — L 22 2 24 6.2
M= L 257 1 — L 4 — 4 1.0
M7 L7 F o i ARFF— BN 7 — 7 1.8
1. LI I K SR T SR I 2 — 2 0.5
i H L I A S 1 5 D 3 — 3 0.8
AR T 1 — 1 0.3
T~ Y D L 3 — 3 0.8
M kU270 ' Y K8 8 — 8 2.1
1 H GRS N 1 — 1 0.3
1 H PR R 2 — 2 0.5
1 HBR P N — 1 1 0.3
C — RIS | 1 — 1 0.3
B R R 1 — 1 0.3
7 L7 ForkRzxrxr—EREd 2 — 2 0.5
L X L 1 — 1 0.3
DFER ST #h4y B 5 1 — 1 0.3
Y= NEINVET AT =T —BHIN 24 1 25 6.4
PR R w7 WG 1 — 1 0.3
~< ~7 U Mg 5 — 5 1.3
K pH L5 1 — 1 0.3
RIIRANY T fel % 6 — 6 1.5
FE A 3 — 3 0.8
WA R 3 — 3 0.8
L A A S 3 — 3 0.8
NEENT e 75 8 83 21.3
RE N 1 — 1 0.3
I ER %R 13 — 13 3.3
I ER A HE n 3 — 3 0.8
A Y A 16 — 16 4.1
PRI Rt 14 — 14 3.6
A Y N 2 — 2 0.5
T M R R oy SN 1 — 1 0.3




L = FHIRHE FHIE

7% - BlfFRA A INR &t (%)
Rl S NERAE S 2 — 2 0.5
UFTEER & 4y SR 0 6 — 6 1.5
LSRR NEREAE S % 6 — 6 1.5
I FRERE 43 20 3 — 3 0.8
HAER E 5 1 1 — 1 0.3
LR Ep AR Syl 2 — 2 0.5
U 2 RERE Sy EED 4 — 4 1.0
U v SERE S SN 2 — 2 0.5
PR H i BB 7 — 7 1.8
PR AR E 5 — 5 1.3
RFya el s =78 5 — 5 1.3
FRHY N — 2 2 0.5
PO A AR N 13 2 15 3.9
PRIE 5 — 1 1 0.3
M7 A Y RAT 7 & —BHN 14 — 14 3.6
PRUEHE B 1 1 0.3
REBLURERESE
K 1 — 1 0.3
U A fLE 2 — 2 0.5
& v A LE 3 — 3 0.8
K27 v — Ve 1 — 1 0.3
BH U 7 L fiE 3 — 3 0.8
(55wl MUV iR 1 — 1 0.3
RHPET > R =2 6 1 7 1.8
=P/} 3 — 3 0.8
R 1 — 1 0.3
B S BIES 2 12 14 3.6
HERRE L UEEHBES
A iR 2 — 2 0.5
e 2 — 2 0.5
B i F)ie 1 — 1 0.3
i MK 1 — 1 0.3
HAHFRIE 1 — 1 0.3
utlisara 6 — 6 1.5
S AT RS 1 — 1 0.3
GV 2 — 2 0.5
i R 1 — 1 0.3
lidnEes 1 — 1 0.3
Bt - BB S UHMTHOFEY (ERELUVRY—TEED)
RRIE B £ 1 — 1 0.3
T 1 — 1 0.3




748 - BHER4 i C
A | R | A (%)
HIEREE
= — 1 1 0.3
KRB 4 — 4 1.0
T ) 1 — 1 0.3
TE AR 3 — 3 0.8
HEHERR 53 561 — 1 1 0.3
T ARE R HL 1 — 1 0.3
Bk L~V O 1 — 1 0.3
RS 1 — 1 0.3
TREIMED F 0 44 1 45 11.6
AL F 11 — 11 2.8
MR E 3 — 3 0.8
MR S 2 — 2 0.5
T R 1 — 1 0.3
VA=~ 1 — 1 0.3
TAD N 2 1 3 0.8
R—=F Y BT 11 — 11 2.8
SER 25 1 26 6.7
NS 1 — 1 0.3
L A 1 — 1 0.3
TEE)E — 2 2 0.5
il SR 0 U 4 — 4 1.0
S S - 1 1 0.3
VR R RIS 29 — 29 7.5
USRI SIS 1 — 1 0.3
I T 2 — 2 0.5
FE PR B RE R 9 — 9 2.3
R It A AR 1 — 1 0.3
Ktk =2 —m 8y — 1 — 1 0.3
R4 4 — 4 1.0
SERLTE 1 — 1 0.3
SR PR 2 — 2 0.5
fE IR 90 28 118 30.3
AR E 8 — 8 2.1
T A ATERLIREE — 2 2 0.5
< BT H i 1 — 1 0.3
PRk 5 — 5 1.3
BRI R E 7 — 7 1.8
A P 2 — 2 0.5
PN E — 1 1 0.3
EEEE
Tk 1 1 2 0.5




5 - BIERE EEfA EoE
A INR &5t (%)
HARRE L ORBIERERE 32 — 32 8.2
NS 5 — 5 1.3
g 1 — 1 0.3
ISEIPEIRT 1 — 1 0.3
) 2 — 2 0.5
il A 4 — 4 1.0
o %5y 6 — 6 1.5
PRSY 7 — 7 1.8
THREEHT D DD 1 — 1 0.3
N 1 — 1 0.3
5 W 1 — 1 0.3
LI 6 — 6 1.5
SIS 1 — 1 0.3
LYUE 1 — 1 0.3
P 1 — 1 0.3
EaPoN S 3 — 3 0.8
WA AR AE 1 — 1 0.3
AHRE 10 — 10 2.6
Syl 15 — 15 3.9
ER R ARy 2 — 2 0.5
BhyE 1 — 1 0.3
RO R R 7 — 7 1.8
i 2 1 — 1 0.3
SRIE VERE 1 — 1 0.3
FLIESERR 1 — 1 0.3
e ZAE 2 — 2 0.5
N 1 — 1 0.3
H R AR 1 — 1 0.3
BB 2 — 2 0.5
i) 4 — 4 1.0
HAGATHE) 2 — 2 0.5
SRR phET 1 — 1 0.3
TG AR E 1 1 2 0.5
NEE 1 — 1 0.3
T A AFERNF 1 — 1 0.3
T 3 — 3 0.8
U EGLNERIN 1 3 4 1.0
SN e 1 — 1 0.3
R MR 1 — 1 0.3
BEHLURBES
53R 1 — 1 0.3
PREREA 1 — 1 0.3




! iz
PR &S A 3 — 3 0.8
1 pR 2 — 2 0.5
TR 1 — 1 0.3
JREYE 1 — 1 0.3
R 5 1 6 1.5
BEIR 1 — 1 0.3
JRIEE — 1 1 0.3
EERBLVIEES
R R 2 — 0.5
AHLRAIA % 2 — 0.5
BEEE A % 1 — 0.3
MEIRER. KIERE & UHEIRIES
M 1, 1 — 1 0.3
Ik 3 — 3 0.8
FE AR E 1 — 1 0.3
IR ] 2 — 2 0.5
BIGE S 1 — 1 0.3
A1 ENE ER A e 1 — 1 0.3
TS 1 — 1 0.3
T UL — RS 1 — 1 0.3
EEH L UVETHBES
B 1 — 1 0.3
JBEE 2 — 2 0.5
MV E 2 — 2 0.5
7 bR E % 1 — 1 0.3
P2 i R 1 — 1 0.3
TR Z - 11 11 2.8
1% 4 — 4 1.0
FTEE 1 — 1 0.3
ZITE — 13 13 3.3
W5 2 1 3 0.8
% EhE 1 — 1 0.3
N EE 1 — 1 0.3
BT 1 — 1 0.3
Z O FENE 1 — 1 0.3
EAER 1 — 1 0.3
2 BE - 1 1 0.3
mEREE
HEE ST AR M 4 — 1.0
ERIGR 2 — 0.5
RS ERIR AR E 1 — 0.3
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QEMERARRES —% : FERAMERE

KRB ERAERE ast

DIKR DR s

R EFEAE 52K 303 3743 4046
BIfERRREAIS (RF) (75.35%) (26.05%) (30.55%)
BMERRREH 1134 1610 2744
BlEREOEHERFBFEM(BE) = (%)

EIfE RS OER ARHiZ | GAREAE ot

DK 55 =
BEES K UFERE 2 (0.66) 5 (0.13) 7 (0.17)
AR IR 1 (0.33) 1 (0.02)
ko MK 1 (0.03) 1 (0.02)
kSRt 1 (0.03) 1 (0.02)
ko RIHEAZ 1 (0.03) 1 (0.02)
* 0 AR 1 (0.03) 1 (0.02)
DS 1 (0.33) 1 (0.02)
k0 JRIRIEY 1 (0.03) 1 (0.02)
s DL L 1 039 | 2 005 | 3 (007
L ] 1 (0.03) 1 (0.02)
*  PECE A 1 (0.33) 1 (0.02)
kIR 1 (0.03) 1 (0.02)
% T U AR ERE 1 (0.03) 1 (0.02)
miEH LU VNREE (0.66) 13 (0.35) 15 (0.37)
2 (0.66) 8 (0.21) 10 (0.25)
T BRI 9 1 (0.03) 1 (0.02)
* gz 1 (0.03) 1 (0.02)
I R E 2 (0.05) 2 (0.05)
T BRI E 1 (0.03) 1 (0.02)
RERES 1 (0.33) 1 (0.02)
*  FEMET LY — 1 (0.33) 1 (0.02)
RBEBLURERES 46 (15.18) | 175 (4.68) | 221 (5.46)
kK 1 (0.33) 1 (0.03) 2 (0.05)
BT V=T ME 1 (0.03) 1 (0.02)
7 a— VI 9 (0.24) 9 (0.22)
oL AT a— U gE 2 (0.05) 2 (0.05)
& R U T AfdE 2 (0.05) 2 (0.05)
&Y B I E 1 (0.03) 1 (0.02)
&MU ZU R Y RIfE 2 (0.05) 2 (0.05)
K77 2 e 1 (0.03) 1 (0.02)
&AL I LSE 1 (0.33) 1 (0.02)
&7 v — L E 1 (0.33) 1 (0.03) 2 (0.05)
ARG ifn A (0.03) 1 (0.02)
BH Y U L fLSE 5 (0.13) 5 (0.12)




BElFAEFDEERNRBES (HE) X (%)

EEREDIELE REBRELZ ERAIERAE a5t
IR DRE =
KT b YU v A MSE 2 (0.66) (0.08) 5 (0.12)
R 7> F—v 2 6 (1.98 (0.13) 11 (0.27)
IREIINA R (0.03) 1 (0.02)
RS 1 (0.33) 1 (0.02)
NE & B i 1 (0.03) 1 (0.02)
BN BIES 1 (0.03) 1 (0.02)
AAGEOR 36 (11.88) | 151 (4.03) 187 (4.62)
FHES 57 (18.81) | 131 (3.50) | 188 (4.65)
ik 20 (0.53) 20 (0.49)
o) (0.66) 2 (0.05) 4 (0.10)
NS (1.65) 2 (0.05) 7 (0.17)
NS 0.33) 6 (0.16) 7 (0.17)
R R 1 (0.03) 1 (0.02)
B 1 (0.03) 1 (0.02)
50 1 (0.03) 1 (0.02)
=R 3 (0.99) 3 (0.08) 6 (0.15)
o oKy 6 (1.99) 2 (0.05) 8 (0.20)
5 O 8 (2.64) 17 (0.45) 25 (0.62)
W REETT 5 D D 1 (0.33) 1 (0.02)
it fE P i 1 (0.03) 1 (0.02)
NS 1 (0.33) 3 (0.08) 4 (0.10)
B RREE 1 (0.03) 1 (0.02)
EIR 1 (0.03) 1 (0.02)
eSS (0.33) 1 (0.02)
K%t (1.32) (0.21) 12 (0.30)
LT (0.66) (0.13) 7 (0.17)
LI (0.03) 1 (0.02)
DYRUIE 1 (0.33) 1 (0.02)
Bt 1 (0.33) 1 (0.02)
BA I SR 3 (0.99) 1 (0.03) 4 (0.10)
HERT L 1 (0.03) 1 (0.02)
WIHIAIRSE 1 (0.33) 1 (0.03) 2 (0.05)
A HRE 11 (3.63) 14 (0.37) 25 (0.62)
WEOBEITA 2 (0.05) 2 (0.05)
Sy (0.99) 15 (0.40) 18 (0.44)
H R FERE O J ) (0.66) 2 (0.05)
BRI 3 (0.08 3 (0.07)
KA 11 (3.63) (0.19) 18 (0.44)
LETESIRIT 1 (0.33) (0.02)
G 2 1 (0.33) 2 (0.05) 0.07)
iER e 2 (0.66) (0.05)




BERFE DA FBTER(GE) = (%)
EEREDIELE REBRELZ ERAIERAE a5t
IR DRE =

FLIESERR 1 (0.33) 1 (0.02)
EARIE 1 (0.33) 1 (0.03) 2 (0.05)
e = 3 (0.99) 1 (0.03) 4 (0.10)
R=yF U T ¢ bEE 1 (0.33) 1 (0.02)
DEAmIRE 1 (0.03) 1 (0.02)
HEOTZLE 1 (0.03) 1 (0.02)
HHHEETDRS 2 (0.66) 7 (0.19) 9 (0.22)
. 1 (0.03) 1 (0.02)
A L. 1 (0.03) 1 (0.02)
AR RERE TS 1 (0.03) 1 (0.02)
MFE 2 (0.05) 2 (0.05)
S 1 (0.03) 1 (0.02)
B R A[X] 1 (0.33) 1 (0.02)
BB 2 (0.66) 1 (0.03) 3 (0.07)
F v 1 (0.03) 1 (0.02)
bR iR 4 (1.32) 4 (0.11) 8 (0.20)
TSR 2 1 (0.03) 1 (0.02)
I RSN 2 (0.05) 2 (0.05)
JAE AL E 3 (0.99) 4 (0.1 7 (0.17)
RzhEH 1 (0.33) 1 (0.02)
TR R E - 1 (0.03) 1 (0.02)
T A ANENR 1 (0.33) 1 (0.02)
T B 3 (0.99) 1 (0.03) 4 (0.10)
ko BEATH) 1 (0.33) 3 (0.08) 4 (0.10)
ko ORFRRER 1 (0.33) 1 (0.02)
ko JE SRR 1 (0.33) 1 (0.02)
ko REREPERE E 1 (0.33) 1 (0.02)
BAGATE) 2 (0.66) 2 (0.05) 4 (0.10)
i [ - 2 (0.05) 2 (0.05)
HIEREE 155 (51.16) | 424 (11.33) | 579 (14.31)
THDT - 1 (0.03) 1 (0.02)
FA AR - 1 (0.03) 1 (0.02)
= 4 (1.32) 5 (0.13) 9 (0.22)
BT 4 (1.32) 4 (0.10)
RATHE - 1 (0.03) 1 (0.02)
TEE) TR 1 (0.33) 5 (0.13) 6 (0.15)
TEEFE S 3 (0.99) 19 (0.51) 22 (0.54)
Toh ARE ) L 1 (0.33) 1 (0.02)
FREE - 1 (0.03) 1 (0.02)
i~V T - 1 (0.03) 1 (0.02)
Bk L~V 1 (0.33) 1 (0.02)




BElFAEFDEERNRBES (HE) X (%)

BIfEAZ OIS AR | EARMEE a3t
IR DRE =
W E 1 (0.33) 3 (0.08) 4 (0.10)
RS F 50 (16.50) 51 (1.36) 101 (2.50)
IRAEPED F 9 (297 9 (0.22)
kizn 1 (0.03) 1 (0.02)
LA 1 (0.03) 1 (0.02)
MR 11 (3.63) 5 (0.13) 16 (0.40)
R S 3 (0.99) 2 (0.05) 5 (0.12)
CAXRTT 3 (0.08) 3 (0.07)
T R 1 (0.33) 2 (0.05) 3 (0.07)
PR =T 1 (0.33) 1 (0.03) 2 (0.05)
fikdgiE 1 (0.03) 1 (0.02)
TADA 2 (0.66) 2 (0.05)
RS PR 1 (0.03) 1 (0.02)
SR 24 (7.92) 37 (0.99) 61 (1.51)
A4 IRRAE 1 (0.33) 1 (0.02)
T 1 (0.33) 1 (0.02)
SEARHE 4 (0.03) 1 (0.02)
B ARAE 2 (0.05) 2 (0.05)
il R0 it 1 (0.33) (0.03) 2 (0.05)
SR LR 29 (9.57) 28 (0.75) 57 (1.41)
PSR RIS 1 (0.33) 1 (0.02)
KT 2 (0.66) 1 (0.03) 3 (0.07)
FEAR 1 (0.33) 1 (0.02)
FLIEREE 3 (0.99) 1 (0.03) 4 (0.10)
FEFRAEE RE R 10 (3.30) 15 (0.40) 25 (0.62)
Jv 5 1 (0.03) 1 (0.02)
N AR 1 (0.33) 1 (0.02)
KR = 2 —m g — 1 (0.33) 1 (0.02)
K= 22— F— 1 (0.03) 1 (0.02)
AR 4 (1.32) 4 (0.10)
PR 1 (0.33) 1 (0.02)
JRgE 1 (0.33) 1 (0.02)
Pk 5 (1.65) 5 (0.12)
R 2 (0.66) 2 (0.05) 4 (0.10)
feER 91 (30.03) | 249 (6.65) | 340 (8.40)
AR E 13 (0.35) 13 (0.32)
TADAVETEIRE 6 (0.16) 6 (0.15)
< BT 1 (0.33) 1 (0.02)
EXAEMESRE 1 (0.33) (0.03) 2 (0.05)
PRk 6 (1.98 5 (0.13) 11 (0.27)
BRI E 7 (2.31) (0.03) 8 (0.20)




BERFE DA FBTER(GE) = (%)
EEREDIELE REBRELZ ERAIERAE a5t
IR DRE =

Sl B 2 (0.66) 1 (0.03) 3 (0.07)
HERNE - 1 (0.03) 1 (0.02)
RSN - 2 (0.05) 2 (0.05)

P T e A 1 (0.33) 1 (0.02)

B E b E - 5 (0.13) 5 (0.12)
ARES 35 (11.55) 13 (0.35) 48 (1.19)
AR 0D 2 2 (0.66) 1 (0.03) 3 (0.07)
ARG 57 3 (0.99) 1 (0.03) 4 (0.10)

AR g i 1 (0.33) - 1 (0.02)

H PR 1 (0.33) 1 (0.02)
A 18 (5.94) 2 (0.05) 20 (0.49)
AR 4 (1.32) 2 (0.05) 6 (0.15)
TRIR WA T 1 (0.33) 1 (0.02)

AR e if. 1 (0.33) 1 (0.02)
] 2 (0.66) 2 (0.05)
JEHUE 2 (0.66) 2 (0.05)
P 2 (0.66) 2 (0.05)
T 5 (1.65) 5 (0.12)
BINET - 1 (0.03) 1 (0.02)
TR - 5 (0.13) 5 (0.12)

*  IROEY)K 1 (0.33) 1 (0.02)
* o FEEFEM - 1 (0.03) 1 (0.02)
*  RZE D PEE 1 (0.33) 1 (0.02)
* IR - 1 (0.03) 1 (0.02)
i R R ) e 1 (0.33) 1 (0.02)

AR M i 1 (0.33) 1 (0.02)
EB L URKES 10 (3.30) 3 (0.08) 13 (0.32)
T - 1 (0.03) 1 (0.02)

SR M T 1 (0.33) 1 (0.02)

* MK 1 (0.33) 1 (0.02)
*  H9W 2 (0.66) 2 (0.05)
ko PR 1 (0.33) 1 (0.02)
ko TEEARE - 1 (0.03) 1 (0.02)
Hng 5 (1.65) 1 (0.03) 6 (0.15)
HESRF 1 (0.33) 1 (0.02)
EA R 1 (0.33) 1 (0.02)
DEEE 6 (1.99) 10 (0.27) 16 (0.40)
N - 1 (0.03) 1 (0.02)
WISMIHE 1 (0.33) 1 (0.02)

O R 1 1 (0.33) 1 (0.02)
s 2 (0.66) 7 (0.19) 9 (0.22)




BElFAEFDEERNRBES (HE) X (%)

EEREDIELE REBRELZ ERAIERAE a5t
IR DRE =
ko JRAPESER - 1 (0.03) 1 (0.02)
* Bk 1 (0.03) 1 (0.02)
D EEPE IS 1 (0.33) 1 (0.02)
* VLT e =R e RT A ERERE 1 (0.33) 1 (0.02)
mEEE 7 (2.31) 1 (0.03) 8 (0.20)
NP i 4 (1.32) 4 (0.10)
R 2 (0.66) 2 (0.05)
*  TRESERIR MARE 1 (0.33) 1 (0.02)
k0 1ETY 1 (0.03) 1 (0.02)
EREE. MIZRE & UHEFRES 12 (3.96) 9 (0.24) 21 (0.52)
ko meE 1 (0.33) 1 (0.03) 2 (0.05)
*  BEEE VK 1 (0.33) 1 (0.02)
AU 3 (0.99) 3 (0.07)
F R 1 (0.33) 1 (0.02)
)% ) 2 (0.66) 3 (0.08) 5 (0.12)
BIGELS) 1 (0.33) 1 (0.02)
T L — g 1 (0.33) 1 (0.02)
R 1 (0.33) 1 (0.02)
ko WRHHEIN (0.05) 2 (0.05)
k0 Wi (0.05) 2 (0.05)
ko ERTRPERE S W (0.03) 1 (0.02)
* 1 A S A 2 (0.66) 2 (0.05)
BaEE 44 (14.52) | 84 (2.24) | 128 (3.16)
JIE BB A R Ja (0.99) 6 (0.16) 9 (0.22)
R EAT (0.99) 1 (0.03) 4 (0.10)
201 (1.65) 6 (0.16) 11 (0.27)
TREE (0.66) 1 (0.03) 3 (0.07)
R 10 (3.30) 2 (0.05) 12 (0.30)
*  MERKRZ 1 (0.03) (0.02)
HIER (0.99) 1 (0.03) (0.10)
12 %% (0.66) (0.05)
{5 10 (3.30) 8 (0.21) 18 (0.44)
*  fEELNE 1 (0.03) 1 (0.02)
T 10 (3.30) 13 (0.35) 23 (0.57)
* RGBS 1 (0.03) 1 (0.02)
W T e 1 (0.03) 1 (0.02)
W 1 (0.33) 1 (0.02)
fiE 2 1 (0.03) 1 (0.02)
HUE 1 (0.03) 1 (0.02)
kO HRY— 1 (0.33) 1 (0.02)
*  HIEE 2 (0.05) 2 (0.05)




BERFE DA FBTER(GE) = (%)
EEREDIELE REBRELZ ERAIERAE a5t
IR DRE A

B - 1 (0.03) 1 (0.02)
P HH 1 (0.33) 1 (0.02)
B P - 1 (0.03) 1 (0.02)
e PN 2 (0.66) 1 (0.03) 3 (0.07)
HR 1 (0.33) 1 (0.02)
ko ImAEGEE - 1 (0.03) 1 (0.02)
kR 1 (0.33) 1 (0.02)
¥ ALTR - 1 (0.03) 1 (0.02)
ko IEEENEBERE 1 (0.33) 1 (0.02)
G 11 (3.63) 27 (0.72) 38 (0.94)
RS EZ 5 (0.13) 5 (0.12)
M A% 2 (0.05) 2 (0.05)
M - 6 (1.99) 5 (0.13) 11 (0.27)
THALEEEE T 1 (0.03) 1 (0.02)
#hA 1 (0.33) - 1 (0.02)
F DS SRR 5 (1.65) 3 (0.08) 8 (0.20)
H D SRR - 1 (0.03) 1 (0.02)
FFIEE REE 5 (1.65) 31 (0.83) 36 (0.89)
K= e 1 (0.33) - 1 (0.02)
AT i 3 (0.99) - 3 (0.07)
PR RE FL R 1 (0.33) 25 (0.67) 26 (0.64)
T - 1 (0.03) 1 (0.02)
JFBE - 5 (0.13) 5 (0.12)
JRFERY —F 1 (0.33) - 1 (0.02)
EEH L UETHEES 20 (6.60) 71 (1.90) 91 (2.25)
B 1 (0.33) 1 (0.02)
it S 2 (0.66) 1 (0.03) 3 (0.07)
M 1 (0.03) 1 (0.02)
K 1 (0.33) 1 (0.03) 2 (0.05)
T LV X— IR R 1 (0.03) 1 (0.02)
7 b — PR G5 1 (0.33) 1 (0.02)
s - 9 (0.24) 9 (0.22)
il R 1 (0.33) 1 (0.02)
T2 4 (1.32) 5 (0.13) 9 (0.22)
FEBE 1 (0.33) 2 (0.05) 3 (0.07)
ESiZ 1 (0.03) 1 (0.02)
ZITE 1 (0.03) 1 (0.02)
% FHi 1 (0.33) 1 (0.03) 2 (0.05)
ZITE 4 (1.32) 27 (0.72) 31 (0.77)
HEE - 1 (0.03) 1 (0.02)
JND R 1 (0.33) 1 (0.02)




BElFAEFDEERNRBES (HE) X (%)

BIfEAZ OIS AR | EARMEE a3t
IR DRE =
LESER 1 (0.33) 1 (0.02)
Z 9 FEE (0.66) 2 (0.05) 4 (0.10)
WI5 (0.66) 14 (0.37) 16 (0.40)
iR INGE 1 (0.03) 1 (0.02)
B T I, 1 (0.33) 1 (0.02)
TERR R 4 (0.11) 4 (0.10)
SIS 1 (0.33) 1 (0.03) 2 (0.05)
BHEERS L UHEHEBES 13 (4.29) 9 (0.24) 22 (0.54)
A &iivi (0.66) 2 (0.05)
I (0.99) 1 (0.03) 4 (0.10)
RAEiH e 1 (0.33) 1 (0.02)
At 1 (0.03) 1 (0.02)
T (0.66) 1 (0.03) 3 (0.07)
iINEEETi] (0.66) 2 (0.05)
5 P 2 (0.05) 2 (0.05)
I 1 (0.33) 1 (0.02)
BALFRIE 1 (0.33) 1 (0.02)
Y52 6 (1.98 6 (0.15)
SRR AR 1 (0.33) 1 (0.02)
I TNET HERE 1 (0.03) 1 (0.02)
il R0 2 (0.05) 2 (0.05)
7 S A L 2 (0.66) 1 (0.03) 3 (0.07)
lidmpdes 1 (0.33) 1 (0.02)
EBLURBES 16 (5.28) 22 (0.59) 38 (0.94)
FaRE 1 (0.33) 1 (0.02)
JREREA (0.33) 1 (0.02)
JREERE A 3 (0.99) (0.08) 6 (0.15)
EIR (0.05) 2 (0.05)
1R 2 (0.66) (0.05) 4 (0.10)
7K 1 (0.33) 1 (0.02)
ek 1 (0.03) 1 (0.02)
JREDNA (0.33) 1 (0.02)
B A E 6 (1.99) 6 (0.15)
RIFHRIR 2 (0.05) 2 (0.05)
PR 2 (0.66) 2 (0.05) 4 (0.10)
SN 1 (0.03) 1 (0.02)
HhEE 2 (0.05) 2 (0.05)
PR IAE 6 (0.16) 6 (0.15)
SR BA 1 (0.03) 1 (0.02)
e R 2 (0.05) 2 (0.05)




BElFAEFDEERNRBES (HE) X (%)

EEREDIELE REBRELZ ERAIERAE a5t
IR DRE =
iR, EES I VEAESHOIRE g 1 (0.03) 1 (0.02)
ko JREE 1 (0.03) 1 (0.02)
EERBLUVIEREE 4 (1.32) 4 (0.11) 8 (0.20)
BT 1 (0.03) 1 (0.02)
H &R 2 (0.66) 2 (0.05)
*  FLHRHE 1 (0.33) 1 (0.02)
AHLRI A % 3 (0.99) 1 (0.03) 4 (0.10)
L TIRVA 5/ 1 (0.03) 1 (0.02)
*  FLEAMEAE 1 (0.03) 1 (0.02)
—f2 - 2EEEL L VEREHLOIKE 57 (18.81) | 119 (3.18) | 176 (4.35)
) E (1.65) (0.21) 13 (0.32)
b A R Ja (0.99) (0.05) 5 (0.12)
ik (0.66) (0.05) 4 (0.10)
I (0.03) 1 (0.02)
RREEAL 29 (0.77) 29 (0.72)
THENEIR T 1 (0.33) 11 (0.29) 12 (0.30)
ko APRIEK 1 (0.03) 1 (0.02)
AR 2 (0.66) 1 (0.03) 3 (0.07)
*  IEWIHEAEA 3 (0.08 3 (0.07)
SR AR 2 (0.05) 2 (0.05)
W7 2 (0.66) 2 (0.05) 4 (0.10)
HL K 3 (0.99) 5 (0.13) 8 (0.20)
7K 1 (0.33) 1 (0.02)
E2 3 (0.99) 2 (0.05) 5 (0.12)
AR E 11 (3.63) 7 (0.19) 18 (0.44)
e B 1 (0.03) 1 (0.02)
* RIRIE 1 (0.03) 1 (0.02)
RO HON 2 (0.66) 2 (0.05)
5 EUEK 31 (10.23) | 23 (0.61) 54 (1.33)
T IE 1 (0.33) 1 (0.02)
KR PE RIS 3 (0.99) 3 (0.07)
kW 2 (0.66) 2 (0.05)
FEEN 7 (2.31) 17 (0.45) 24 (0.59)
ENEES 3 (0.08) 3 (0.07)
*  JHRIE (0.03) 1 (0.02)
H8 3 (0.99) 1 (0.03) 4 (0.10)
KA RERE 1 (0.33) 1 (0.02)
FRRIRE 147 (48.51) | 273 (7.29) | 420 (10.38)
TI=rT I NI AT =T — P 4 (1.32) 16 (0.43) 20 (0.49)
ko THT I - a7y N (0.33) 1 (0.02)
TS T N 6 (1.99) 6 (0.15)




BElFAEFDEERNRBES (HE) X (%)

BIfEAZ OIS REWE | EABEHE -
IR DRE A
TANRGEET 2 ) T AT =T —BHIN 4 (1.32) 11 (0.29) 15 (0.37)
7 7 3 R 1 (0.03) 1 (0.02)
i A R R P 19 (6.27) 5 (0.13) 24 (0.59)
1 H B R SR N 2 (0.05) 2 (0.05)
v NED 2 (0.66) 1 (0.03) 3 (0.07)
i o — VR 1 (0.33) 1 (0.02)
A7 a— g 2 (0.66) 1 (0.03) 3 (0.07)
i 2 @ — N 22 (7.26) 12 (0.32) 34 (0.84)
= b 27w — LA (1.32) 6 (0.16) 10 (0.25)
M7 L7 F ik 2% —E BN (2.31) 4 (0.11) 11 (0.27)
Moz V7= 0 2 (0.05) 2 (0.05)
fH =~ R o fEE N 1 (0.03) 1 (0.02)
1 H LR A K SR T SR R 2 (0.66) 2 (0.05)
1. P PLIER i Ak S SR N 3 (0.99) 10 (0.27) 13 (0.32)
MK p HIE T 2 (0.05) 2 (0.05)
A U o 2 3 (0.99) 1 (0.03) 4 (0.10)
M U v A Hh0 2 (0.66) 1 (0.03) 3 (0.07)
M EART 1 (0.33) 1 (0.02)
A~ U o LR 3 (0.99) 2 (0.05) 5 (0.12)
e ~Y 7 UEY R 8 (2.64) 6 (0.16) 14 (0.35)
1 H PR SR s 1 (0.03) 1 (0.02)
1 H BR SR N 1 (0.33) 9 (0.24) 10 (0.25)
1 H PR IR 2 (0.66) 2 (0.05)
IKIR B 5 2 (0.05) 2 (0.05)
C — B MEE R 1 (0.33) 1 (0.03) 2 (0.05)
B IR A B 1 (0.33) 1 (0.02)
FLER S o AR (0.03) 1 (0.02)
HEW I DR 2 (0.05) 2 (0.05)
AN-EARE =¥ 1 (0.33) 1 (0.02)
DS THSY E5- 1 (0.33) 1 (0.02)
AT ERAHE N 6 (0.16) 6 (0.15)
Y= NWE I T AT =T — BN 24 (7.92) 55 (1.47) 79 (1.95)
JRAFT Kok 1 (0.33) 1 (0.02)
R T R BERG 1 (0.33) 1 (0.02)
~< k7 Uy NED 5 (1.65) 4 (0.1 9 (0.22)
~~ k7Y N 1 (0.03) 1 (0.02)
PR i B (2.31) 1 (0.03) 8 (0.20)
~T e R (1.98) 4 (0.11) 10 (0.25)
i R ER B 1 (0.03) 1 (0.02)
T R EREHE N 1 (0.03) 1 (0.02)
JRpH L5 1 (0.33) 1 (0.02)




BElFAEFDEERNRBES (HE) X (%)

BIfEAZ OIS AR | EARMEE a3t
IR DRE =
kI MREGRD - 1 (0.03) 1 (0.02)
[IIRANY el 7 (2.31) 8 (0.21) 15 (0.37)
R H A 3 (0.99) 2 (0.05) 5 (0.12)
R i R & s 5 (1.65) 4 (0.11) 9 (0.22)
A B 3 (0.99) 3 (0.07)
LI p A S 3 (0.99) 0.07)
IR R 79 (26.07) | 110 (2.94) 189 (4.67)
RN 1 (0.33) 5 (0.13) 6 (0.15)
£ il BR A 14 (4.62) 15 (0.40) 29 (0.72)
H L ERHBEE N 3 (0.99) (0.16) 9 (0.22)
ey b 16 (5.28) (0.05) 18 (0.44)
PRUCTE B 14 (4.62) 14 (0.35)
[ ERANS Y 2 (0.66) 2 (0.05)
kMRS N 1 (0.33) 1 (0.03) 2 (0.05)
B HE R 5 280 1 (0.33) 1 (0.02)
T BRER B 5 b 2 (0.66) 2 (0.05)
U ER B 53 22550 6 (1.98 0.19) 13 (0.32)
I R ERE 5y D 6 (1.98 3 (0.08) 9 (0.22)
I P ERE 43 2280 3 (0.99) 3 (0.07)
BAER 4y i 1 (0.33) 1 (0.02)
BAEKE 2y =0 2 (0.66) 2 (0.05)
U L SER Gy S 4 (1.32) 4 (0.10)
U U ERE 3 280 2 (0.66) 2 (0.05)
SR PR B 5 (1.65) 1 (0.03) 6 (0.15)
ko BRI AN 2 (0.66) (0.03) 3 (0.07)
PSR AR N 11 (3.63) 2 (0.05) 13 (0.32)
M7 B Y RAT 7 % —EHN 14 (4.62) 23 (0.61) 37 (0.91)
JFB%ER L5 1 (0.03) 1 (0.02)
PRUCTE S5 1 (0.33) 1 (0.02)
kI LT F R ARTF—BRED 2 (0.66) 2 (0.05)
R a ey ) —5 N 5 (1.65) 5 (0.12)
BE. PES L UVUEEHHE 5 (1.65) 5 (0.12)
*  E 1 (0.33) 1 (0.02)
*  PEIT 1 (0.33) 1 (0.02)
ko B 1 (0.33) 1 (0.02)
* R 1 (0.33) 1 (0.02)
ko 5 1 (0.33) 1 (0.02)
* o JEEEE 1 (0.33) 1 (0.02)
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QEIMFRARES —% : BRECARERNE (RUFERICEYT 5HRE)

AFHAR 3 R A OB ERIE G 2t R & L REUEM T 2 E&ETH 0 . I pckA
AL & A A OB 2 & DX TR 2 280 L7c, (B i A O BIVE I 5E 5L
FEBI ROV T, (VI 8. (4). QRIMEMIZEBUEG]—T - (I kRE ) DEEZMR)

g - .{%T%)ﬁ%;?zﬁ%ﬁ aft

2 1% ET A AE 151 52 303 2364 2667
BIfERRRERIS (RHR=) (752.25%%) (256.3(35%) (31%%%)

ElEARIREH 1134 1037 2171
BEMERZEDEARAKREG (HH) E (%)

RUFRSRORS s (R R

& DRE

BEES S UFERE 2 (0.66) 2 (0.08) 4 (0.15)
B IR 1 (0.33) 1 (0.04)
ko RHERZ - 1 (0.04) 1 (0.04)
k0 gk - 1 (0.04) 1 (0.04)
LS 1 (0.33) 1 (0.04)
?‘%ﬂ}ﬂ%&ﬁ JU__#}%T;%{?*’? £24 1 (0.33) 1 (0.04) 2 (0.07
* o FEOEIEE 1 (0.33) - 1 (0.04)
kTN AR AR ERE - 1 (0.04) 1 (0.04)
MERB &V VNRREE 2 (0.66) 16 (0.68) 18 (0.67)
1. 2 (0.66) 11 (0.47) 13 (0.49)
I R I A 1 (0.04) 1 (0.04)
*  gRRZMERM 2 (0.08) 2 (0.07)
I R ERI S 1 (0.04) 1 (0.04)
1N E 1 (0.04) 1 (0.04)
REREE 1 (0.33) 1 (0.04)
*  FBEIMET LLX— 1 (0.33) 1 (0.04)
REBLUORERES 46 (15.18) | 120 (5.08) 166 (6.22)
TV R—=VA - 1 (0.04) 1 (0.04)
ko ik 1 (0.33) 1 (0.04) 2 (0.07)
&7 =T M 1 (0.04) 1 (0.04)
&7 1 — L ME - 11 (0.47 11 (0.41)
oL AT a— UIE 2 (0.08) 2 (0.07)
& N U T AfdiE 1 (0.04) 1 (0.04)
&Y B I E 1 (0.04) 1 (0.04)
ERYZVRY RlE 2 (0.08) 2 (0.07)
1R v 7 S E 1 (0.33) 1 (0.04)
A=y ik 1 (0.33) 1 (0.04)
KAV o A fE - 5 (0.21) 5 (0.19)
K7 kYU T A ME 2 (0.66) 1 (0.04) 3 (0.11)
*  AKIREE MAE - 1 (0.04) 1 (0.04)




BlERFDEEMNRBES (HH) X (%)

A A e L%Tﬁﬁﬁ%gﬁ%ﬁ a5t
REHET > R—3 % 6 (1.98 3 (0.13) 9 (0.34)
IREIINA R 2 (0.08) 2 (0.07)
RS 1 (0.33) 1 (0.04)
NE & B i 1 (0.04) 1 (0.04)
BTN RAT 7 X —P I 1 (0.04) 1 (0.04)
AAGEOR 36 (11.8%) | 95 (4.02) 131 (4.91)

fElEE 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)
BN 5 (1.65) 1 (0.04) 6 (0.22)
SIS 1 (0.33) 2 (0.08) 3 (0.11)
w48 3 (0.99) 4 (0.17) 7 (0.26)
oo 6 (1.98 6 (0.22)
bRt} 8 (2.64) 6 (0.25) 14 (0.52)
FHEIEEHT D 5O 1 (0.33) 1 (0.04)
N 1 (0.33) 2 (0.08) 3 (0.11)
B RREE 1 (0.04) 1 (0.04)
EIR 1 (0.04) 1 (0.04)
eSS 1 (0.33) 1 (0.04)
LI 4 (1.32) (0.08) 6 (0.22)
K8 2 (0.66) (0.08) 4 (0.15)
DRUE 1 (0.33) 1 (0.04)
TRk 1 (0.33) 1 (0.04)
RAIH A 3 (0.99) 1 (0.04) 4 (0.15)
PVHIAIRSE 1 (0.33) 1 (0.04)
AHRE 11 (3.63) (0.34) 19 (0.71)
Sy 3 (0.99) (0.34) 11 (0.41)
BRI E O 2 (0.66) 2 (0.07)
KA 11 (3.63) 3 (0.13) 14 (0.52)
PRI 1 (0.33) 1 (0.04)
m 1 (0.33) 2 (0.08) 3 (0.11)
S IE P e 2 (0.66) 2 (0.07)
FLIESERR 1 (0.33) 1 (0.04)
SARAE 1 (0.33) 1 (0.04)
B =AR 3 (0.99) 3 (0.11)
R=YF VT ¢ EE 1 (0.33) 1 (0.04)
EHEZDRE 2 (0.66) 3 (0.13) 5 (0.19)
e L 1 (0.04) 1 (0.04)
JHEE 1 (0.04) 1 (0.04)
B R AE[X] 1 (0.33) 1 (0.04)
BB 2 (0.66) 2 (0.07)
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A A e L%Tﬁﬁﬁ%gﬁ%ﬁ a5t
bR 4 (1.32) 1 (0.04) 5 (0.19)
EIDRSTIEIN 1 (0.04) 1 (0.04)
JEAE R E 3 (0.99) 1 (0.04) 4 (0.15)
TZIEE (0.33) 1 (0.04)
k DEMERE 1 (0.04) 1 (0.04)
T A /AR 1 (0.33) 1 (0.04)
bipuilae 3 (0.99) 1 (0.04) 4 (0.15)
*  BEATE) 1 (0.33) 1 (0.04)
ko ORERRELR 1 (0.33) 1 (0.04) 2 (0.07)
ko JELEE 1 (0.33) 1 (0.04)
k FEAREPERE 1 (0.33) 1 (0.04)
HAGATE 2 (0.66) 1 (0.04) 3 (0.11)
*  HER 1 (0.04) 1 (0.04)
kT A BT MNED 1 (0.04) 1 (0.04)
HIEREE 155 (51.16) | 224 (9.48) 379 (14.21)
ko M) 1 (0.04) 1 (0.04)
* EIWARIREE (0.04) 1 (0.04)
= 4 (1.32) 2 (0.08) 6 (0.22)
RFERE 4 (1.32) 4 (0.15)
T 1 (0.33) (0.08) 3 (0.11)
TR HE S 3 (0.99) (0.34) 11 (0.41)
oA T L 1 (0.33) - 1 (0.04)
ik L~V T 1 (0.33) - 1 (0.04)
eyl 1 (0.33) 2 (0.08) 3 (0.11)
FREED F 50 (16.50) | 30 (1.27) 80 (3.00)
IRAEPESD F 0 9 (2.97) - 9 (0.34)
kiZn 1 (0.04) (0.04)
*  BEIRE 1 (0.04) 1 (0.04)
LA 1 (0.04) 1 (0.04)
I REREE 11 (3.63) 2 (0.08) 13 (0.49)
SN 3 (0.99) 3 (0.11)
CAXRDT 2 (0.08) 2 (0.07)
M R 1 (0.33) 2 (0.08) 3 (0.11)
A =T 1 (0.33) 1 (0.04)
*  BMIE 1 (0.04) 1 (0.04)
TADA 2 (0.66) 2 (0.07)
SR 24 (7.92) 13 (0.55) 37 (1.39)
* RERE 1 (0.33) 1 (0.04)
A BRI 1 (0.04) 1 (0.04)
PN 1 (0.33) 1 (0.04)
i R 1 (0.33) 1 (0.04)




BlERFEOREERNFBFEDN (HE) = (%)
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S SR 29 (9.57) 11 (0.47) 40 (1.50)
PSR RIS 1 (0.33) 1 (0.04)
KT 2 (0.66) 1 (0.04) 3 (0.11)
B R 1 (0.33) 1 (0.04)
FLIEREE 3 (0.99) 3 (0.11)
TR RE PR 10 (3.30) 8 (0.34) 18 (0.67)
Jv 5 - 1 (0.04) 1 (0.04)
IA /=X R 1 (0.33) 1 (0.04)
KR = 2 —m g — 1 (0.33) 1 (0.04)
K= 22— g — - 1 (0.04) 1 (0.04)
AR 4 (1.32) 4 (0.15)
PR 1 (0.33) 1 (0.04)
JERIEE 1 (0.33) 1 (0.04)
PHE 5 (1.65) 1 (0.04) 6 (0.22)
R R 2 (0.66) 1 (0.04) 3 (0.11)
feEHR 91 (30.03) | 141 (5.96) 232 (8.70)
AR E - 7 (0.30) 7 (0.26)
T A VEFEIRRE - 4 (0.17) 4 (0.15)
< BT 1 (0.33) 1 (0.04)
B AR LS 1 (0.33) 1 (0.04) 2 (0.07)
PRk 6 (1.98 2 (0.08) 8 (0.30)
FHR R E 7 (2.31) 7 (0.26)
S 2 (0.66) 2 (0.07)
RSN - 1 (0.04) 1 (0.04)
P T s i 1 (0.33) 1 (0.04)
SiEkEE - 3 (0.13) 3 (0.11)
AREE 35 (11.55) 8 (0.34) 43 (1.61)
AR D 2 2 (0.66) 2 (0.07)
AR 57 3 (0.99) 1 (0.04) 4 (0.15)
AR g i 1 (0.33) - 1 (0.04)
H PR 1 (0.33) 1 (0.04)
() 18 (5.94) 2 (0.08 20 (0.75)
AR 4 (1.32) 4 (0.15)
RIR S WAR T 1 (0.33) 1 (0.04)
AR e if. 1 (0.33) 1 (0.04)
A 2 (0.66) 2 (0.07)
JEHUE 2 (0.66) 2 (0.07)
) 2 (0.66) 2 (0.07)
T 5 (1.65) 5 (0.19)
I EE - 2 (0.08) 2 (0.07)
AR o> FL & 1 (0.33) 1 (0.04)
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HFRS ORS e Lgﬁﬁ?iﬁ‘ﬁ%%ﬁﬁﬁﬁ it
*  FEEFEM 2 (0.08) 2 (0.07)
*  RZE D PEE 1 (0.33) 1 (0.04)
*  IRBBE 1 (0.04) 1 (0.04)
i I R B e 1 (0.33) 1 (0.04)
*  IREREEE 1 (0.33) 1 (0.04)
EB L URKES 10 (3.30) 3 (0.13) 13 (0.49)
SN 1 (0.04) 1 (0.04)
SR M T 1 (0.33) 1 (0.04)
* MK 1 (0.33) 1 (0.04)
*  H9W 2 (0.66) 2 (0.07)
* BETERET 1 (0.33) 1 (0.04)
ko BETLIEEL 1 (0.04) 1 (0.04)
Hng 5 (1.65) 1 (0.04) 6 (0.22)
HER T 1 (0.33) 1 (0.04)
* HAPREK 1 (0.33) 1 (0.04)
IDEEE 6 (1.98) 4 (0.1 10 (0.37)
*  FTI—F (0.04) 1 (0.04)
WISMIGHE 1 (0.33) 1 (0.04)
ko DRI 1 (0.33) 1 (0.04)
s 2 (0.66) 2 (0.08) 4 (0.15)
ko RPESER 1 (0.04) 1 (0.04)
D EEPE IS 1 (0.33) 1 (0.04)
* VLT e R—=F e TR A MEERE (0.33) 1 (0.04)
mEREE 7 (2.31) 1 (0.04) 8 (0.30)
kWD 1 (0.04) 1 (0.04)
ST PR e (1.32) 4 (0.15)
ERIEIRY (0.66) 2 (0.07)
ko GEEERIR IARE (0.33) 1 (0.04)
EREE. MIZRE & HEFRES 12 (3.96) 5 (0.21) 17 (0.64)
x o mEE 1 (0.33) 1 (0.04) 2 (0.07)
*  BEEE DK 1 (0.33) 1 (0.04)
DA 3 (0.99) 3 (0.11)
R 1 (0.33) 1 (0.04)
I PR 2 (0.66) 2 (0.08) 4 (0.15)
BIGELS) 1 (0.33) 1 (0.04)
kRS 1 (0.04) 1 (0.04)
T LR 1 (0.33) 1 (0.04)
i 1 (0.33) 1 (0.04)
k0 Wi 1 (0.04) 1 (0.04)
* 1 AN SR A TR 2 (0.66) 2 (0.07)
BRRlEE 44 (14.52) | 44 (1.86) 88 (3.30)
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I AN RS 3 (0.99) 3 (0.11)
EREAT 3 (0.99) 3 (0.11)
N 5 (1.65) 3 (0.13) 8 (0.30)
TREE 2 (0.66) 1 (0.04) 3 (0.11)
R 10 (3.30) 10 (0.37)
g% 3 (0.99) 3 (0.11)
18 H % 2 (0.66) 2 (0.07)
{5 10 (3.30) 8 (0.34) 18 (0.67)
T 10 (3.30) 6 (0.25) 16 (0.60)
+ ZHRIBE S 1 (0.04) 1 (0.04)
I T B 1 (0.04) 1 (0.04)
W 1 (0.33) 1 (0.04)
HRY—7 1 (0.33) 1 (0.04)
BRi-v) (0.13) 3 (0.11)
B (0.08) 2 (0.07)
B E W R ER R 1 (0.04) 1 (0.04)
P H . 1 (0.33) 1 (0.04)
B P 2 (0.66) 2 (0.07)
R 1 (0.33) 1 (0.04)
iz 1 (0.33) 1 (0.04)
MG (B 1 (0.33) 1 (0.04)
GV 11 (3.63) 16 (0.68) 27 (1.01)
it I 25 (0.13) 3 (0.11)
i 6 (1.98 0.13) 9 (0.34)
THALE EEE T 1 (0.04) 1 (0.04)
£ ¥e) 1 (0.33) 1 (0.04)
F D3 SR 5 (1.65) 5 (0.19)
FFREE REE 5 (1.65) 13 (0.55) 18 (0.67)
EAE 5 A 1 (0.33) 1 (0.04)
HEA i 3 (0.99) - 3 (0.11)
JFHERE 2L 5 1 (0.33) 12 (0.51) 13 (0.49)
i 1 (0.04) 1 (0.04)
JRFERY —F 1 (0.33) 1 (0.04)
EEH L UETHBES 20 (6.60) 39 (1.65) 59 (2.21)
B 1 (0.33) (0.04) 2 (0.07)
it B 2 (0.66) 2 (0.08) 4 (0.15)
K 1 (0.33) 1 (0.04)
7 bR G5 1 (0.33) 1 (0.04)
s 2 (0.08) 2 (0.07)
il R (0.33) 1 (0.04)
TS 4 (1.32) 1 (0.04) 5 (0.19)
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HFRS ORS e L%Tﬁﬁﬁ%gﬁ%ﬁ it
FLBE 1 (0.33) 1 (0.04)
% EhE 1 (0.33) 1 (0.04)
ZITE 4 (1.32) 24 (1.02) 28 (1.05)
JND R 1 (0.33) 1 (0.04)
BT 1 (0.33) 1 (0.04)
A BNE S 1 (0.04) 1 (0.04)
O PEIE (0.66) 1 (0.04) 3 (0.11)
WI5 (0.66) 2 (0.08) 4 (0.15)
F I FI (0.33) 1 (0.04)
TR R 5 (0.21) 5 (0.19)
EAIIR2S 1 (0.33) 1 (0.04)
SR AR E 1 (0.04) 1 (0.04)
HEERS L UHEEHEBES 13 (4.29) 5 (0.21) 18 (0.67)
RA & 2 (0.66) 2 (0.07)
R (0.99) 1 (0.04) 4 (0.15)
RA & e (0.33) 1 (0.04)
At 1 (0.04) 1 (0.04)
R T (0.66) 2 (0.07)
ONEEETi] (0.66) 2 (0.07)
P 1 (0.04) 1 (0.04)
I 1 (0.33) 1 (0.04)
BALFRIE 1 (0.33) 1 (0.04)
Y52 6 (1.98 6 (0.22)
SR AR 1 (0.33) 1 (0.04)
BTN HERE 1 (0.04) 1 (0.04)
R 1 (0.04) 1 (0.04)
7B R A L 2 (0.66) 2 (0.07)
lidmpdes (0.33) 1 (0.04)
BB L UREBEE 16 (5.28) 10 (0.42) 26 (0.97)
FaRE) 1 (0.33) 1 (0.04)
JREREA 1 (0.33) 1 (0.04)
JREEREA 3 (0.99) 2 (0.08) 5 (0.19)
R 1 (0.04) 1 (0.04)
[N 2 (0.66) 1 (0.04) 3 (0.11)
KB 1 (0.33) 1 (0.04)
FREDA 1 (0.33) 1 (0.04)
R 6 (1.98 6 (0.22)
HEPR 2 (0.66) 1 (0.04) 3 (0.11)
BEHAR 1 (0.04) 1 (0.04)
JRREE 2 (0.08) 2 (0.07)
SR P 1 (0.04) 1 (0.04)
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AERS O e Lgﬁﬁ?iﬁ‘ﬁ%%ﬁﬁﬁﬁ At
*  EHEREREE 1 (0.04) 1 (0.04)
EERBLUVIEREE 4 (1.32) 3 (0.13) 7 (0.26)
LI 1 (0.04) 1 (0.04)
H A e 2 (0.66) 2 (0.07)
*  FLHRHE 1 (0.33) 1 (0.04)
AFRHI A % 3 (0.99) 1 (0.04) 4 (0.15)
*  FLEANEAR 1 (0.04) 1 (0.04)
—fg - 2EEES L UEREHLDIKE 57 (18.81) | 50 (2.12) 107 (4.01)
T RE 5 (1.65) 1 (0.04) 6 (0.22)
i 0 AN R 3 (0.99) 3 (0.11)
fiaJra 2 (0.66) 1 (0.04) 3 (0.11)
N 13 (0.55) 13 (0.49)
kBT 1 (0.04) 1 (0.04)
IHEMEAS T 1 (0.33) 7 (0.30) 8 (0.30)
k0 PRI 1 (0.04) 1 (0.04)
ANPRIER 2 (0.66) 2 (0.07)
*  HEWIFEAEH 5 (0.21) 5 (0.19)
95 55 2 (0.66) 1 (0.04) 3 (0.11)
HLE R 3 (0.99) 2 (0.08) 5 (0.19)
7K 1 (0.33) 1 (0.04)
E 3 (0.99) 3 (0.11)
TR 11 (3.63) 3 (0.13) 14 (0.52)
RO HON 2 (0.66) 2 (0.07)
PE R 31 (10.23) 7 (0.30) 38 (1.42)
1 1 (0.33) 1 (0.04)
RAY P 3 (0.99) 3 (0.11)
* W 2 (0.66) (0.07)
FEEN 7 (2.31) 10 (0.42) 17 (0.64)
H8 3 (0.99) 3 (0.11)
KA RERR 1 (0.33) 1 (0.04)
FRRIRE 147 (48.51) | 262 (11.08) | 409 (15.34)
TIT=rT ) T AT =T — BN 4 (1.32) 10 (0.42) 14 (0.52)
ko THT I ruaT Y N 1 (0.33) 1 (0.04)
TR TN 6 (1.98) 6 (0.22)
kT T—EHIN 1 (0.04) 1 (0.04)
TANRGERT I ) NT AT =T —BHIN 4 (1.32) 6 (0.25) 10 (0.37)
M7 L7 2 3 (0.13) 3 (0.11)
1fn. R R R AR R D 19 (6.27) 8 (0.34) 27 (1.01)
kI E R ERE N 1 (0.04) 1 (0.04)
L H v Ng 2 (0.66) 1 (0.04) 3 (0.11)
A7 a— R 1 (0.33) 1 (0.04)




BlERFDEEMNRBES (HH) X (%)

AERS O AEnE Lgﬁﬁ?iﬁ‘ﬁ%%ﬁﬁﬁﬁ a3
A7 a— g 2 (0.66) 2 (0.07)
2 a— g 22 (7.26) 14 (0.59) 36 (1.35)
i = LA o — L 4 (1.32) 6 (0.25) 10 (0.37)
ko My LT F R ARF SR 1 (0.04) 1 (0.04)
M7 L7 F ik 2R —E BN 7 (2.31) 4 (0.17) 11 (0.41)
kM LT F =8 1 (0.04) 1 (0.04)
ko IR R BRI 1 (0.04) 1 (0.04)
kI ELEEBLK R EE SRR 2 (0.66) 2 (0.07)
1. P PLIER Ak S SR N 3 (0.99) 7 (0.30) 10 (0.37)
* iR p HIKF 3 (0.13) 3 (0.11)
Mg p HAK 3 (0.13) 3 (0.11)
e U 7 Kb 3 (0.99) 2 (0.08) 5 (0.19)
A U o AN 2 (0.66) 1 (0.04) 3 (0.11)
* o IMEET 1 (0.33) 1 (0.04)
>~ U o A 3 (0.99) 3 (0.13) 6 (0.22)
A kY 27Ut Y KB 8 (2.64) 5 (0.21) 13 (0.49)
kI RS 1 (0.04) 1 (0.04)
kI RSRHEN 1 (0.33) 7 (0.30) 8 (0.30)
kR ERND 2 (0.66) 2 (0.07)
kI REEHE N 1 (0.04) 1 (0.04)
IKIR B 5 1 (0.04) 1 (0.04)
*  C—RISHER P 1 (0.33) 1 (0.04)
B R A B 1 (0.33) 1 (0.04)
FLER S o AR 1 (0.04) 1 (0.04)
* MR 1 (0.04) 1 (0.04)
AN-EARE =¥ 1 (0.33) 1 (0.04)
DS THESY b5 1 (0.33) 1 (0.04)
D e BR A 0 8 (0.34) 8 (0.30)
Y= NWEIN T AT =T — BN 24 (7.92) 54 (2.28) 78 (2.92)
*  JRPT RO 1 (0.33) 1 (0.04)
ko RPTR oo 1 (0.33) 1 (0.04) 2 (0.07)
~~ b7 Uy Mg 5 (1.65) 5 (0.21) 10 (0.37)
ko~ 7 Uy RN 2 (0.08) 2 (0.07)
SR I (2.31) 1 (0.04) 8 (0.30)
S /=R 7 (1.98) 4 (0.17) 10 (0.37)
*  RIE RS 1 (0.04) 1 (0.04)
HAERBOE M 1 (0.04) 1 (0.04)
i AR EREOR D 1 (0.04) 1 (0.04)
*  JRpHLEH (0.33) 1 (0.04)
ISR AR (2.31) 10 (0.42) 17 (0.64)
IR H A (0.99) 7 (0.30) 10 (0.37)




BlERFDEEMNRBES (HH) X (%)

A A e Lgﬁﬁ?iﬁ‘ﬁ%%ﬁﬁﬁﬁ a5t
R i R & s 5 (1.65) 4 (0.17) 9 (0.34)
A F 3 (0.99) 0.11)
AL f A S 3 (0.99) 0.11)
TR P 79 (26.07) | 112 (4.74) 191 (7.16)
IR N 1 (0.33) 4 (0.17) 5 (0.19)
£ il BRI 14 (4.62) 21 (0.89) 35 (1.31)
H BRI 3 (0.99) 0.21) 8 (0.30)
) b 16 (5.28) (0.08) 18 (0.67)
SR UGB 14 (4.62) - 14 (0.52)
e Y 2 (0.66) 1 (0.04) 3 (0.11)
kMRS N 1 (0.33) 2 (0.08) 3 (0.11)
T MR R ER T S 28N 1 (0.33) 1 (0.04)
T BARER B 53 ) 2 (0.66) 2 (0.07)
U ER 53 22550 6 (1.98 4 (0.17) 10 (0.37)
I R ERE 53 b 6 (1.98 (0.04) 7 (0.26)
AR B 4 SR N 3 (0.99) 3 (0.11)
BAER 43 i 1 (0.33) 1 (0.04)
BAEKE Sy S0 2 (0.66) 2 (0.07)
U L SER 4y Sk 4 (1.32) 4 (0.15)
U ERE 3 28N 2 (0.66) 2 (0.07)
SRR B 5 (1.65) 1 (0.04) 6 (0.22)
ko PURAE AR LN 2 (0.66) 2 (0.08) 4 (0.15)
PSR AR N 11 (3.63) 1 (0.04) 12 (0.45)
ko PURRE AR LR 1 (0.04) 1 (0.04)
M7 AT Y RAT 7 & —BHIN 14 (4.62) 25 (1.06) 39 (1.46)
e A 3 (0.13) 3 (0.11)
SR UG R 1 (0.33) 1 (0.04)
ks L7 F R ARFF—BRED 2 (0.66) 2 (0.07)
Rfvavel ) —27 8 5 (1.65) 5 (0.19)
SE. PEB L ULEESHHE 5 (1.65) 2 (0.08) 7 (0.26)
* o JEBIHIEE T 1 (0.04) 1 (0.04)
*  E 1 (0.33) 1 (0.04)
*  PFHEIT 1 (0.33) 1 (0.04)
kB 1 (0.33) 1 (0.04)
* G 1 (0.33) 1 (0.04)
ko 5 1 (0.33) 1 (0.04)
ko 1 (0.04) 1 (0.04)
*  EEHRE 1 (0.33) 1 (0.04)
* A FMEWEHEME 1 (0.04) 1 (0.04)
BIVER £ 122\ Tk MedDRA/J version 18.0 Z{# fH L CTHEF L 7=,
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@REIERARRESN—& . BRECARERE (MNREXMRELE-BEERRERE (RHY

ERICEYT 58HE))

T A R iE
BB nﬂﬁ_ FE,HJ@ ast
DR RIZEd 53
&l DRET
Fae i = 86 313 399
BfFRFORRERAM (RRF) (76.6764%) (28?493%) (381.22%)
BEMERZE DR HH 139 120 259
o 55 3E {5 P R
BIER% O AEEL BRI aw
& ORE
REEAE S & UL RAE 1 (1.16) 2 (0.64) 3 (0.75)
LB 0.32) 1 (0.25)
k  RWHEESR 1 (0.32) 1 (0.25)
*  NHSER 1 (1.16) 1 (0.25)
REBLUREREE 13 (15.12) 18 (5.75) 31 (7.77)
&7 ' =7 fE 0.32) 1 (0.25)
REET > R— 2 1 (1.16) 2 (0.64) 3 (0.75)
ET VA YRR T 7 F—PIE 1 (0.32) 1 (0.25)
BHE 12 (13.95) 14 (4.47) 26 (6.52)
EEE 5 (5.81) 11 (3.51) 16 (4.01)
ko MR 2 (0.64) 2 (0.50)
Wk 1 (1.16) 3 (0.96) 4 (1.00)
T 1 (0.32) 1 (0.25)
Syl 2 (0.64) 2 (0.50)
KA 1 (0.32) 1 (0.25)
k FRERAE 1 (0.32) 1 (0.25)
BAERREE 1 (1.16) 1 (0.32) 2 (0.50)
ko ORFRERR 3 (3.49) 3 (0.75)
HIRRES 32 (37.21) 38 (12.149) | 70 (17.54)
= 1 (1.16) 1 (0.25)
HEEES 1 (0.32) 1 (0.25)
FFEIED F 1 (1.16) 3 (0.96) 4 (1.00)
CAXRYT 1 (0.32) 1 (0.25)
Thinh 1 (1.16) 2 (0.64) 3 (0.75)
SE 1 (1.16) 1 (0.25)
TR 2 2 (2.33) 2 (0.64) 4 (1.00)
*  HEERET 1 (1.16) 1 (0.25)
FEARAORSRE PR 1 (0.32) 1 (0.25)
TR 28 (32.56) 29 (9.27) 57 (14.29)
T AN AERIRRE 2 (2.33) 1 (0.32) 3 (0.75)
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BlfEAEDEE DR FI-Ed 338 &5t
&l ORE
ik 1 (0.32) 1 (0.25)
Fassilies 1 (1.16) 1 (0.25)
FEEAE 1 (0.32) 1 (0.25)
PR E AR 1 (1.16) 1 (0.32) 2 (0.50)
EB L URKES 1 (1.16) 1 (0.32) 2 (0.50)
ko R 1 (0.32) 1 (0.25)
[lfAPE D F 1 (1.16) 1 (0.25)
IDMEREE 1 (1.16) 1 (0.32) 2 (0.50)
HoERET Oy 1 (1.16) 1 (0.25)
R 1 (0.32) 1 (0.25)
mERESE 1 (0.32) 1 (0.25)
0 1EFTY 1 (0.32) 1 (0.25)
BRRlEE 2 (2.33) 3 (0.96) 5 (1.25)
(EE 1 (1.16) 1 (0.32) 2 (0.50)
T 2 (0.64) 2 (0.50)
*  HIERR 1 (0.32) 1 (0.25)
L 1 (1.16) 1 (0.25)
FFREE REE 1 (0.32) 1 (0.25)
R R 2L 5 1 (0.32) 1 (0.25)
RES LUK THBES 24 (27.91) 16 (5.11) 40 (10.03)
ZITAE 13 (15.12) 12 (3.83) 25 (6.27)
B 1 (1.16) 1 (0.25)
TR E 11 (12.79) 5 (1.60) 16 (4.01)
* HLRUE 1 (1.16) 1 (0.25)
ERLURBES 2 (2.33) 2 (0.64) 4 (1.00)
PREEFE AT 1 (0.32) 1 (0.25)
1 fR 1 (0.32) 1 (0.25)
s AE 1 (1.16) 1 (0.25)
PRICEE 1 (1.16) 1 (0.25)
—f% - £ H5EES S USRI OIKE 4 (4.65) 9 (2.88) 13 (3.26)
I RE 2 (0.64) 2 (0.50)
TEENEAS T 1 (0.32) 1 (0.25)
R 3 (3.49) 1 (0.32) 4 (1.00)
FEEN 1 (1.16) 4 (1.28) 5 (1.25)
*  (RIEFHENREE 1 (0.32) 1 (0.25)
BRI E 33 (38.37) 10 (3.19) 43 (10.78)
1. Hh B R P S s 26 (30.23) 26 (6.52)
i 27 @ — LN 2 (2.33) 2 (0.50)
kI RERHE N 1 (1.16) 1 (0.25)
IR L5 1 (1.16) 1 (0.32) 2 (0.50)




o Y55 3E 15 P R
B REOEE ARhL | B SNE At

&1 DR
Y= NEINNTG U RT = TP 1 (1.16) - 1 (0.25)
R 8 (9.30) 8 (2.56) 16 (4.01)
PR Y A HE N 2 (2.33) 2 (0.50)
PO A ) B N 2 (2.33) 2 (0.50)
PRUCHE FH 1 (1.16) 1 (0.25)
AT pnets A e A - 1 (0.32) 1 (0.25)
BE. PESIVLESHE 1 (1.16) 1 (0.25)
ErfE 1 (1.16) 1 (0.25)

BIVER 4 122\ MedDRA/J version 20.1 Z{# fH L CTHEF L 7=,
% A EOWE 25 FHITE RVEIER

(5) BitRE, A0HE FEEERVFHOAEEFESRINOBERRKIREE
OfE ARAERE

INEE S 472 8,905 il 162 il CRERIIFISMER] 137 fil, ZZVERHI A RESER] 18

B, ARFIAEE GG e O AFSMER %S 8 Bl (EEHV)) ZFrHb L7z 3,743 B

LRVERRATRI G & STz,

MR Z KT T RKEF L LT, Fh (FFli 1; 0~16 moklili, 16~65 ik

fiti. 65 kLl b AF 2 0~16 A, 16 mkLA b, 4FEfin 3 ; 0~65 kAT, 65 kLl

B RER G 3A0E) . fEdI PRI RE, BRI, BEUERE. S0HE. &0HE (B

W) . AOHE CEMEER) . OFHBLCADAE, JFHIICTADNAZE (I <8y

V., Txz= by, 7anY A V=W IR IR TF U TaFEAL) BT

ADAIELSNOOFRZE (D) KOARKIES B4 (A) 2o\ T, BIERRBLRICE

i‘#ﬁ &bﬁghto Fio, Rl B2 AT 2% N, Elnd, (O, Bekbems
B, TTPHSRERRE ) 1 UUE S VTER & 0 il S, RIERIZSBLERIZ OV TR

ni‘ﬁ)’ﬂ‘bﬂf\_o
- SEHG AR 1 B OBRIWERR BRI, 0~16 %A 23.1% (228/989 1) . 16~65 ik
A 29.7% (723/2,431 1), 65 iLL | 18.4% (56/305 f5) TH V., 16~65 kA
i CORWERZBLRMMBE L ESWER A A DAL 28, FEl 5 O BIE B~

DEBIIRHTH -T2,
i 2 KO 3 I WL, /MNEKR ORI OHEZ SR OE,

- FAER (BROFME) - AENORWEMFBIRIL, T4 33.9% (65/192 i), 4]
26.6% (943/3,5651 1) Th v, ME| FETORIERIBERN ] BELY &V ME
NI HIVTe, RIS O FAE T BT eRBIEEZ AT 2 E8E 1%
CEENTWDHZ EREEL TCWDAREENE X LIk,

- BEIFRBIE  BIEFARBIRIL, AiEEECTANABE T 23.8% (219/919 fI) & &
HAK< . BEEIE CTANABRE D 30.6% (38/124 ) kb - 7275, HEAKET
AW BE CRIWERIZBLEN E 0> T2 RIKIE A Th - 72,

- BEERE . AN ORIERSS BRI, [ 25.4% (675/2,661 15]) . [ 30.7% (306/996
) THY, HAEETRD LN ODORERIZKE 2EWNIA LN T,



- BEUEARE - AENORIERRBIRIL, 1) 25.8% (870/3,372 #1), [4f] 38.0%
(84/221 f5l) TH o7, axBBIKRFEBIORIWER TIE. FREF L O FMkREEIC
BWCHRBUERE 1) HOBETORBLFEN 4.1% (9/221 ) ThHY, ] #f
D 1.7% (59/3,372 ) K OVEIRD 1.9% (71/3,743 f5Il) & Lb~TEVMER 237 5
Nize LU, BRR X OV TRk S CRITEA RN @ MERIC S 5 Dk T3
Z KON TRZ] D 1.4% (31221 1) ThHV | BBIERE &V D BETROE
BENE Z BTz,

- SHHE A ERIORIVETFEERRIT, [4E)24.6% (341/1,386 1)) . [#128.4% (664/2,342
) THY, HFEETRD LN ODORERIZRKE2EWNIA LN T,

- BHHE (BKRB)  sEc VWL, BHERERFOHEESROHE,

- BOHE (B®ER) - AEJIORWEHRBL=IT, 1] 26.1% (863/3,306 f5) . [H ]
33.6% (142/422 ff]) TH Y, AEEILRD LI H OORBRITKE BN T A
Y AWAIREY

- A TADAE  AEHNOBMEMRIERIT, 1] 16.1% (15/93 f#]) . £
27.2% (993/3,650 #l) ThHV . ff] BECRUWEMHBIENENoTo, AFNITMO
PICAMAEKEPFRH L CTHERT D2 & Lo TEY . KFILANADOH TADAIEN
WEL TV AEENE 2 b, PFHIITADAIKIZBWTHFHDOZ W 10 354
DIHIH6HE[ (IR BEY, TJo=bAY, Zan"PF LA V=W I R AN
RyF . 7aFENRL) ICOWVWTHEEDRD LT H ODRELFITK X 70iE
WE R BRI o T2, Fa, HEEOHR TADAREA L CWDEFNZ N &
MEE LT D Al RetEnNE 2 bz,

- TADARELSNOBRE (BA) - A ERIORIWERFREBRIZ, TH) 23.8% (500/2,103
). TH]) 31.0% (506/1,634 ) TV . [F) B TRIWEHIEBLERD EVMER 23
Hontz, [H] BEOFPEIHEEFTHEENSZ NI EENEEL T D AlFEME
NHDHH, FEIAHTH -T2,

- AFIBEBH (B) : AEARBIEIE, [1~90 H) 52.9% (387/731 f5]), 91~
180 HJ 20.5% (611/2,983 f5) <. [1~90 H | BEORIVEMRBEENEN-T-, Bl
TER DL LB, ED—o2 & L TARIE S % Ik IR T 5720, RBIfE
FADFEEL L TIEFNZ BN T, MERICAFIE G BENEL 2ol b D EE X bz,
< INR R EMERRAT R BIER] & LT 989 BIINEE Stz /R (16 A ORFIE
FFBIRIT 23.1% (228/989 i) TV . 16 kLA EOBFIZH T D RIEHEBLE
28.5% (779/2,736 f3i]) & Ik U CHEZENRD bz, EREWERIL, HHER (69
). BBEGEGE (46 1), (KERD (26 1F) KOZITFE (231F) Thotz, 16%
UL b BFEREE A TZIFREICBLE T 2 RIVE A O R BLE N B VMEFNIZ & > 7253,
BECHE A EOEBICBOWTHEEREZ L TV,

- BENE - LEVEMNT R SYER] & LT 305 BININE S s, EilE (65 Ll L) @
BIVEFZHRIT 18.4% (56/305 ) TH V. FE@mMlnE (65 AT ORIEHRER
F27.8% (951/3,420 f5l) & tb#k L CHEZED RO bivle, milnd CRIEHZRBLIER
PRS2 JHE & LT, Mo 0O FERERDBEZE L TV D AMEEMERS 2 b L2235,
IR CH D, ERBEWEAIL, BHR (194, ®&KEE (94, FEikD E
U, SRS RE R E R NI R FEEN (% T FEThoT,



< BEEEWR M (1,749 0B)) OO B, IEL TV A EE (841 @ 241 (25.0%) I
BIEARRD b, WNaRiE, LR, SERONEE (% 1) Thot, 4R
K OEMED 1 FITEE, WRHILEE Ch o7, m%ﬂ@@ﬁlﬁ%% VEAHA
ZHIE LIERMICHA L TR Y . IEFHEICTHARICET IR Ty
b, ﬁﬁwmmiéﬁ%\%E&%@%%A@%Em@ﬁokkﬁigm

Do WEED 1 HFNZDOWTIEL, KA E ORBERZ 0T 2 HHAZ L Wt
RN, AFRSIHIRE M A2 BB T 5 & ARMEDFREME B 2 bz, WENE
U 7= B OiRIfIEEIE LT 5,

BHEEEE RE - LM SIER & LT 63 BINIE SN, BIEARRERIT
15.9% (10/63 f5) TV, BEABZ AP L TORWER I 2 RIMEHEELH

27.1% (995/3,665 i) & H#s U CHEZN RO bivle, Bk ELE TRIEN
FEHRDMED - T2 RRII AT H 253, BEERERE T BE OIEFIEDS 63 Bl & D720y
’&#W%LTwéﬁ%ﬁﬁ%26ﬂkoEﬁ%@%ﬁ\@ﬁ(ﬂ®\m¢ﬁ@
W 21F) Thoiz,

- FFHEEREE RS  LaMMT R L LT 316 FINIE S -, BIVEMAEERIT
26.6% (84/316 f3)) TH V|, MFEEZED L TWaWEBFITEIT 2 BIWEHIEELE
27.0% (921/3,412 ) & L CTHEBEZITRD Lo -oTc, EREWERIX, &
R (20100, y—ZAZIN T o275 —BH (10 7F) . BaE0E (9 1F).
REJD (814) ., wEIMED W (T1) Tholz,

OB EHEMAKERE (REERICET HE) ¥

AT A SAETREOBEIERG D 5 B 6 » A Z 2 TARFIO P 5% ke U 7-iE 5 %

WGl LT, INE SN 2,477 Bl 6. 113 61 (fF FH s e e ERRo: 86 51, Bl

MANEEE 72 L 17 B, 22 REE 8 5l (BFHEFROGEAME T o 2iE

B) %) BRI LT- 2,364 BN RMERNT RIS & STz,

(ff FHEER AT IZ DWW ik, TVIL 8. (5) Off FpER A ) DA S )

LRV L RIFTEREF & LT, Fln 1 (0~16 A, 16~65 miAlii. 65

LA B) . ARl 3 (0~65 AT, 65 kLA k). MR (45). FIERL GHy3s1E) .

BEEIRE, WBUEMRE., &0HE. A0HE (BREEB) . SFHITCALASERER, PFHPLT

WINAIE (NP, To= Ay, ZanxPFLh, HARAXF ), FLTAmn

ABEUANOPFREE (DFH) ROARFIRE B (H) 1225\ T, AEHBBRICHEZE

MERO ALz, TAL O ORRFHRERIT, KA G 6 » A RSO B mARIEHFEBLHE

ORREHESR (EHAAGERA) & L TRERZIFFRO benotz, £z, FAl
nERERTHE ONE, @i, ik, BHREREERE . TR EEE) 13U

%éﬂtrﬁ;@mmén BIERRBRIC OV TR Tz, HEERE T

IFEBEZEDVRO G2 TR IR () . OFFRH0T A D A SEAIE K% OME ) Rl

BINORGEEL L TCOAHARAIRG HE (H) WWNZFRI S R 2 AT 512DV T

DOREFHERIZLL T O#E Y Th 5,

- BEHRE (F)  BWEARBLRIE, 0~5 4T 23.4% (180/770 #]), 6~10 4T
23.2% (74/319 f51]) . 11~20 4£T 25.5% (121/475 ) . 21~30 4T 30.9% (97/314
B, 31 FLLET 32.7% (91/278 #5l) TH v . HHHIF N E WV EE TRIEFARE
EREVME B HALlz, RFHEIE () PRVWEFITEIHEZR & o B EK
W2 5 Z EDRHERI SN D Z &2l ARH & OBFEME DB Tl o Tz,
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- HARTAMAERIS - BEAREILRIL, 0 T 11.1% (327 #]), 1 #T
21.8% (116/533 f]) . 2 AT 23.3% (160/687 f5]) . 3 #IT 28.8% (183/635 i) .
4 FILL EC 29.9% (144/482 f5]) ToH V. PFRAFLT A AFERIED LV EBE CTRIVE
FRBERNDEWEE RO DTz, FLCADAREEEER L WD 1AlD
HORWERZEI 0 3 2 LIZNE R GE6 b H 0 . BN Z W EE TORNWERZ
BN OO CADPARERBEE L TWAHATREME S B X 52, FFIER
BHTH - 7=,

- REIZEBH (B) : BWEFAREHERT, 181~270 A T 39.9% (71/178 f5]) . 271~
360 H T 24.2% (521/2,153 ) TH Y, &5 HEEWEE TIXENWEHFEBLRN
EVMEE AR BT, BIERASRER L7-BIX, LEo—> & L TARAIR %
1B SRS 2720, BIWERAIEE LIZESNICRB W T, fERAICAFIR 5 B 5553
WML lpolmbDEEZ BN,

< INR VR RAE R & LT 653 BN ST, R (16 moRl) (SR
% REWERZEBLERIT 23.0% (150/653 f5l) Toh -7z, 16 mLh EOEH 2RI % EIfE
FHZBLE 26.7% (454/1,703 f5]) L g L CHEEITRD bR d o iz, E7REIE
i, R (424, R (26 1), ZIFELROEERD (% 201) Tho
7o 16 L LB & T IHEICRE T 2 RIEH OFBLER @ MENIZ & -
7208, BRI EOEEICBWTHEERE L T\ 5,

- BENE - LM SIER & LT 162 BISINE Sz, EilnE (65 L) i
BT LRIEHIEBLRIL 17.3% (28/162 f5]) TH V| MM (65 miAklin) ORIE
% HLER 26.3% (576/2,194 f5]) &l L CHEZENRD bz, miling CRIMEH
FHBRWMEP-STZRR E LT, MO0 RBERNEE L TWAHAREMERE 2 S
NIz, BRI A Ch o7, ERBWEMIX, BIR (840, FEE (644), i
HIRSEEN (51) ThoTo,

< BEEESR - AME (1,089 61) DO L, HHRL TWAEE~OEGHIT 6 HITH T,
W% 6 BUCRIERITRD beholz, HIRLTWDEE 106 (95 4 BiliXfHEH
BB TR A 2> & R E M GRS AT Lo oo EE) OIERRES . HE 6 fi,
RBA 2 B, JPE. N LIRPES 1<, AR 6 Bl X 5 I ER., 1 FIEAR
HThotz, 7B, NLMEOKRIEICIZEREITRD bhviehoT,

- BHEEEEEE LM SUER & LT 39 BINIUE Sz, BIVER & BUEG
FL5.1% (2/39#1) THY, BERELEI L CORWERFIZE T 2REHREITE
26.0% (603/2,319 f5il) & i U CHEZENR D bivle, B EEE TRIEH
FEHLRDMED > T2 RRIIAITH 253, BHEREREE BE OIEFIEDY 39 Bl & D720
TENEEL TV L AMRRENRE X b, FIERE, BIR (2 4. i FLEeiix
FEEFIM, MR pH KT R OGFREERBIEI (&% 11F) Thoiz,

- FFHSREREE B - VMR SUER] & L C 214 BIAINEE Sz, BIVER IS ER
1%29.9% (64/214 f5) TH Y . FHREZEIF L TWARWEFIZEB T 5 EIEHIE
F25.2% (541/2,144 ) & H# L THEEITR D bivien o7, FEREIEMIL,
IR (15 1) . RERED (10 ). BERBERK O Yy— AV E IV T AT =T —
B (6 1F) Tholz,
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6) EYMT7 LILFX—I2xdd 2B RUVERE :

(£ (ROBHEIZEBRELGNIL)]
AN D B 53 56 U BUE DREERE D & 5 B

o.EEImE~DERE

AFNL, L& UTHEBE PS50, @EilE TIIBERENETL TS Z EBL0o
T, BHRIIEETL 2L, 2B, BEE2TIETLHEICI3RA IR 572 SHEIT O
Z L, [[Ey@he) DESM]
(AZER)
AANT, £ LTHEMEE PRt Sh 528, —fRiCmins TIIAEREKREMET LT Z e
Z<, BEREGETLTWSLEZOND Z 6, BEDREBZBILE L 20 bHEEICKR S
TOMEND D,

100285, ElR RIFBE~DORS

1) R SUTEESR L TV B ATREME D B D i@ N I2iE, 16 EOF RN (BHRD T A ASEERE
WEGE, MEEZRBFBIRENDTD) BaiEsz k5 L S5 a IO REE:
T2 L, UERPICAAZ G SNTZBERGE (HER, DHEHX. BIORIE T
EHTHORAHELLEORERHY, BER (v M, X)) THREOXIE, O
R, MERORGF R OERBTENHREIN TS, 72, & N ChELZBEET S Z
ERBOHEN TS, ]

(23%)
T FROTHXZHWZE - JBIERRAICET R BRICB VT, 7~ b 400mg/kg/
H. D% % 120mg/kg/ H DX O HE 5T, FMH. NEH 2 WITEERFERFE O DL,
F7o. FRBRICBWT, 7 v b 30mg/kg/ H Of 045 CThe IR IR ERED K OH AR
NG, P 120mg/kg/ H O 05 CTRIEFECHE LA K ONE - BREEN
BOLNTEZ LD, FHRBRORIROIAEICE T 2 WEt &L, 7 v b 2.5mg/kg/
H. %X 35mglkg/H ThH -7z,

IR G T HBRAIIITA AT EEL2 L, [ h TR T ~OBITHHRE SN
TW5, ]
(%)

7 v N HVAERT R N AEZ OF AN N RHAR OBEREIZ B3 2 BRI\ T, 1mg/kg/H
OF% 05 CHARRESINMEIRFEO SN2 Enb, ARBROK IR OFREEICE
9% Mg ElT 0.5mg/kg/ H TH -7z,
(FZE5%)
HKGRIE TSI L 72 O E NG AR RER TlIedim, PEM, RISz g s LziBidsE
fi LT, Zeds, RHERTTADLARIENSTS L, IBIRAMKEESRIRIEI M 2 falRiE s fa i
SN EERBE L, IR LOFRENEREEL S Ll S 258 Ico&k 535 2
L,
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RN &%t & L7- &G, CCDS (Company Core Data Sheet ; (B3 H 7T —4% v — )
BEIC TRBETREZHEITHHBIE 2588 L. 0% CCDS I THEA
i 6360 = L 2009 4E 7 Al THIES

<iBFC : 2018 4F 5 HdGRTHF (H F&ET) >
EMA (BRMEZESLT) X M7 ~— O EMNL 2RI HREICEET 5 PRAC (77—
vab v I A JRIFMERS) OFMEREEE X, v MBI D REEEE LD

AT ~OBITHEICEAL T, BKIND FET~— MUK OBRMN LEOSRET ZIRE LT, F
oo ARNFICE LT SmPC (AR ~DBRLMThIT,

ZOxGEZ T, ERNICBWTHAHAICE M TBR SN ERE KRS 52 & & LT,

. OFEH MER
L AEZL oW TBR AT T,
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MINREADERE

DARHARER, FrAR, FLIE, 2 R O RITxd 2 ZaMIEHEL LTy (FEW
2B T DA HRRER DS 72\

2) TR O BRBEICB T, DRICBIT 28 - REME A, ST v R—v X ZITE
GEITIA) OFEDPRMNEERTEWVEAABD LI TND DT, BIEE+5I121TH
&, IEEREARMWER] OHE 1), 2) KW3), THRZEWEH] ©HE (2), 3) &k
O (4) ]

(fZE%]
1) AF O EWNEERRER VN 1280 T, 2~15 O/NNEICx T2 Z VIR S 7223,
AR, B, LR, 2 RO RIC BT 2R 72N 2 & BRE LT,
2) RAEEFE (2007 429 H 26 H) LAKE 2013 4 7 H 17 H £ TO ENER 5 2 BF X
AYRNCLLTFIC R, T8« JREEFEA ] 12OV TIE. A L 0 SERIEED DL o T
HRMERBELN DR EBETH L, BEBEEXEL R EB520N5,
& ENERMEE (200749 A 26 H~2013 47 H 17 H)
KB - REEREA >

ElEFA4 (MedDRA PT) 16 L E 16 Bk

[ R el 1 0

PR G4 1 1

PR &S A 5 3

B AE 1 1
At 8 5

KRFHET v K= 2>

El#EFA4 (MedDRA PT) 16 L 16 R

TV R— R 1 1

REHET v R— % 7 17

BIRAENET v = & 1 0
aat 9 18

L FEITFRD >

El#EMA4 (MedDRA PT) 16 L 16 MR

i 1 1

BRI S 2 7

ZiHE 13 43

L 1 0

FEEL 20

IR A 1 2
Gl 39 62

I

12ERBERRIRIETHE
PR L

R
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13 BERS

SEAR R AR, R, Bk, W o F v, 1o o, REEREE, REMET v F—
VA, WiEEB R, FE. BE, KE, ERERLLObNDZERND D,

JLiE - R G R HIOSE IR, e, BT EHERE G oKk K D IRE
M DVEHESE O — ) 72 3k« XHEBIEZ1T 9, F MBS U TIIRENT 217 9,
72¥. In vitro TIX, {EMERDBAFNEZRET HZ ENRINTND,

S5

FRGRIRFE Tlo e L 72 [E N ERIRER Cliod &3 5 OMEBNI /20> o 720y, AR &K O

TIRG R EICB W CGRER GHINRE SN TR Y, 8, IR, Rk, Sk, M, »

T, WO o, SEEEE, RHEET v M=y 2 WiRESNRY . FE, G, K, 8

ERBEDO LN TN D,

¥, MEENTRE 265 & L TAA] 100mg Z HEIFR 1 # 5.4 O RN EIREIC K IF 3 fiE %

M D B8 2 FEUERY 72 S B REGRBR TG L. 400mL/%y O3 & CIiiENT &2 3 BiffiT - 7= &

A, SRMBOMSEF F T v — MREIZESITIET L, FET~— FOFEFR R

D7 VT T A (CLIF) 134 7.2L/0 (120mL/%7) TH Y. ZHIUTEERAICEIT S

CL/F1.2~1.8L/Kf (20~30mL/%y) XV $ K&, MEENICEY T ~— FRMEEND

BEICREIND Z VRSN, ZORERID | AFIOE &R GREOLE & L CIMEET

ZATH ZEIFERRTIEOOESTHD EEZBND,

14 BRALOIE
W + EF & 25mg - 50mg * 100mg

ZEH| A+ By

PTP WL DAL PTP > — MO MV L TR 2 L 58T 52 &, [PTP > —F

DRI LY | BEOELA TR EIEREEEA~RIA L, FIZITZAL A 2 L THERIF R F D EE

REPHEZPFRET L Z LAMEINTVD, ]

(#2E5)

HFEIE T 240 5 [PTP ORREKXIRIZOWT) CFRk 8 42 3 H 27 AfY) O LEbEHIHA
(XD EEHE L7,
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15. Z DfbDEE

WA CTHM S NT-AHN 2 EDEIOTLTANAEKICTEIT D, TANA, FHIEBR% %2 %%
& L72199 07 7 AR RERRABR OMERE RICB W T, BRRELR O EEEXOIFEBLO
UAZ B, FLCAMPAEOIRARETT 72 REE L i L TR 2 5@ < (BT CTAN AR
B 0.43%., 7T BAREE 1 0.24%) ., HFICADPAEDOIRARETIX., 77 BREEE 1000
AN&H720 1.9 AW EER SN (95%EFIXH @ 0.6-3.9), £7o. TANABEOYT
TN—TTiX, 77 BAREELLER1000 ABHT20 24 AZWEFHEINLTND,
(fZE%]
KEAE S ERLFFEDAIL., 11 FEOFITANAIRE OF F R % REEHRRER 199 ik D
FT—HElLEa—L, 7T RN TH TADAERBECTITARSER AR EKD Y 2
INABEICEL T RBEOR 2 ThHoT22 L 2AF (200841 H 31 HAY) L, &T
DPLTAMNAEEDBLESFLITHR LT, I SCEA~DEE OEFE & O Medication Guide (&
FINTOEIESLTA R) OFKRAZZR Lz (2008412 A 16 Hf)), *
F7-. BINERLHFEEFREMEA) TH FDA OAFE%Z1F, BMNEBE TO L B 2 —8 Ei &
. FLCTADPAEEL, FNCABRESEROAREMOEN Y 27 ERICEEGT 522016
% EOfEmES T, BRASEAOEZREROBBUZ DWW TERE L BT 2 LB A ST 5
72O OREEZETOH TANAED B FRICER LT,
IO OWHATORIMBEEE 2. 2009 F 7 H, AFHICBWNTHARFZ BRI TANAIKD
MEA EoEE] I TZ2oMmoiEE] & L THRSELOCAZREXIZET 2B T2,
CERL 21 4F 7 H 3 BAT A T84 15 3 A i J) 28 Aoet IR AR 15 148 )

)11 FE O T AN AZ « Carbamazepine, Felbamate*, Gabapentin, Lamotrigine, Levetiracetam,
Oxcarbazepine™, Pregabalin, Tiagabine*, Topiramate, Valproate, Zonisamide
* o [ERNARIAR
X B HFRAGH Y 1 b -
http//www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/

UCM100190

16.Z Dith
PPN
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X. JEEREREBRICEEI SR E

1. R
(1) EREHAER (TVI. ERREBICETHEB] 28)

(2) BRI ZEIEEAER &

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

£ 10 B (P10) 7 v MEEEEAMT L, £ D 20
H% (P30). #1 =% 10mg/kg ¥ 5 L7z, hA1=
UG- 3 Ag (P33) il CA3 fHIkIZF:\\ T DNA

D 088 AR & RIS, K (EREEIFAR) Bt
BRI DI | mmen | 50 | AR CIRRSEATIEC YT S0 LT, (R
@%ngéﬁﬁ FEATH 30 EC hET~— b 30mg/ke %5 L7t

z TR, A = BRIT 2 RS A B S

7= (p<0.05 vs IEIER GHEMRE AT, t RE KW

Bonferroni F{%%)

MeF<— 1 3, 10mgkg H#GRETT 2T ¢ =7 4
e, 30mg/kg & GRECITIRG 1 LT 2 B ICAHE
7 a4 =7 (P<0.05 vs IR 58E. Dunn @

S ooy I RS O Gk

qy DS | s 0, 0 | ZHHENRD). N ~— | somelke Kl (1 A

wE = CI e E, 5 A 2k T, BT BT 4 =T (R ORI
EE 533810 T, (BHEATICH D b~ L

60mg/kg IZHHEERT BT 4 =T MFIERARED HiL
7z p<0.05 vs A 5-8E, Dunn OZ%E LEHRTE)

FET~—FHDWIIREEZ 1 3 2100, 28 HIE&E L
77o 2HED FET~— ML, & HIZ Zucker BT
N ORI & @R K E Y B O 5 A B L
7= (P<0.05 vs A% 5-8¢, Fisher ® LSD W), 1IE
WEMWICB VT, P E T~ — MEREIC X A RERN
PHERNIZRS o3, BTS2 AR
Lol £7-. 2HEO FET=— NI, &b

\Z Zucker 57 » b R OUEF BB CIRIEN 24
B & 872 (p<0.05 vs A% 55, Fisher @ LSD
FRE)

)G 1T H 22BN/ CHM L, &5 8T 1 HOEFHEZRT, FRILOVFRIZ, ZhEiL1 H
MED 1/3 218 85Uz,

Zucker 7 v T

Y a)
B % (E #&H 15, 60

() REMEIBHAER ¢ -

M~ — hO—REBEIEHAE~TY A, v h, EALEY b, UHF, A XEHNTH
L7z,
1).—RERRVITE & DR RICRIZTZE

an 5. e ha p

FRBRIE H B FE e (me/ke) R
#ﬁ&“‘#ﬁﬁé&(ﬁ?ﬁm: Z v bk frgm| 30 EH 72 L
KkiFdigE (FOB | (n=6) 100 IR D . AT, TIENE BT,
N RS OBEEBE,. BRI OE T

300V SO BN BB BEERIGOIR T, B
il SISO, MR ERIEE O T
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w58

RERIA H B Fd o (me/ke) [
ME P mg/Kg
—WRIE R OMTENZ | Z > b | 1000? VURK A T 7= 3 IRRg T, AR TR
KiE4 % (FOB | (n=6) He. BEiEoRE . LSV OKT,
%) @ SEH ERDATEIOE K, r—T b0
B i ULEFICES, N R
DR, WHREEDOIRT, SR
SR, JRFEE . RS OIRT,
SEE, ATRREER IO, A HIREL
BHEIE O fEHE (UL EDRERIE, &5%
24 FERILANIZTE L)
FWIVAERIE |~ 7 & #n 1) 10,30, TER 72 L
1) BEF@EEE | (0=10) 100,300,1000
2) BET ) 2) 10,30, TER7R L
NeFTLLTRTY 100,300
— ik 1000 HEITHE (p<0.05, Fisher o IEHEHE
ERE)
SR P Z v b 1) &k | 1,3,10 Zie7a L,
1) SHEEMALATL | (n=4) 2) #1 [30,100,300  [Zfk7zL,
2) 1BPERRIIALL 1000 BE5% 15 53785 3 BERIC N TR
BRI L R O —FBIR N U 7= IR g
BRI L, $e5-5% 30 305 b IE
RN DT TR SA TR DNRAN, S M
1 OIRIRIE L,
H (? % ;\ FARN 1,3,10 TER7Z2 L
n=4
SR EH ~ A frqu 1) 30,100 TER 72 L
1) BT A 2> 7| (n=10) 300,1000 A EITHIH (p=0.05, Dunnett HiE)
2) 7B TR 2) 30,100, |fEfZL
300,1000
RIEAR H R 1 <A [ qm 0.3,1 VER 72 L
(=¥ hosre s — | (n=10) 3,10,30,100, |AEIZHEE (p<0.05. Dunnett HiiE)
SV N U T NERRE) 300,1000
Z vk o 1,3,10,30,100 |fEH7Z2 L
(n=6) 300,1000 HEIHERE (p<0.05. Dunnett #7)
B R i 7> b Eqn| 30,100,300, ERf72 L
(F— kA v 7 21 | (n=8) 1000
Sl 7 b ®n 30,100,300 1) EH7Z L
1) MR O (n=5) 2) fEH7Ze L
2) % IERG
R v b | 30 BG4 1 R O (RIRAR T
(n=6) 100,300 Ef72 L
1000 BeH.4% 2~4 BRI E OMRIRIK T
T A K Oigathiz | 7 > b e 1) 30,100,300 |fEl7: L
e n=5) 1000 I (B 8 A% 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 7 L
n=4

a) A7y 7 U —ikEh e LT GLP & CEN
¢) 300mglkg TR HILTHER b FEBL
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b) 100mg/kg THED HIVIZEIR I3 HL
d) 5% mg/kg/day. 5 7 B




I

2)AMMERICRIFTTHE

=R

&

- B 5 e hE .
PBRTE H T fE o (mg/kg) i R
PRI A 0 1) 7 b |FIRN 1,3,10 ER7Z2 L
1) AErRREEIE A | (n=4)
2) HEREME —BEIRIEA |2) T v b |in vitro 1,10,100% FERRAR R AL, AR O
(n=6) T L THIERAZ L
SR R E 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) HAZ pmol/L  b) HA%
3).BEHBRRUFBMRICRIZTTHE
o £t b & p
ARBRTE H B fE s (mg/kg) sOR
WU A A X (n=4) |FFIRN 1,3,10 1) 1Ef7Ze L
1) BRI 2) fEFf72L
2) Btk
R FLEE 7 v bRE 30,100,300, |{EfZL
(n=6) 1000
iR E £ /L v |in vitro 1,10,100? HARVEA, ARSI EM 22 L
Ay FuaFr ) —nLigg) | b (n=6)
I H KD IR Z v b |invitro 1,10,100% HARVEA., IEmEIER 2 L
(AT RLF U s | (n=6)
T HH BT £ )V v |in vitro 1,10,100% BAMER 72 L
1) 7EFAa) AE | b (n=6) 1 fEH7Z L
2) b AHX I UUHE 2) fE72 L
3) tu b= UuAE 3) fE7Z2L
4) U o KULHE 4) fE72 L
I H s £ )V E v |in vitro 1,10,100? HMWEA ., IUHEIHIER 72 L
(V7 R0 fE, | b (n=6)
T I AR R AU S )
e GEEIR) Z v  b|invitro 1,10,100% IAESIER 72 L
(A2 b uE) (n=6)
i [an = Z v b|invitro 1,10,100? H B SEEE , SUHE ) oW
1) FEEHR (n=6) WCHIERZR L
2) TR
a) HAZ pmol/L
4).0 1% - BIRBRICKIFTTEE
. # 5. e 55 ;
ARBRTE H Wk i (mg/kg) OR
HESFRIPE T ORI 4 X (n=4) [ H 10,30 — 3t Pk o> W F N, Eh R af.
PEER SRR KIT A VEA HCO, X F. 1{E{KRT—i@tED
(T LARY—3E) @ DAL EE N
100 — Pk O WL F N, B R i,
HCO, KT, mfdm (k5
6 % 11X E11E)
hERG F + % /ViZ %4 % |hERG-1K |in vitro 30,90,180,300 |{EM 72 L
fEH F ¥ v o
% EE7)
HEK293
HORE (n=4)
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#h

b

2) IR

FABRIA H Wk s (mg/kg) R
MERREE T OMEBRERICK T 7 >~ B [RRH 10 EH7Z L
M (F LA U —ik) | (n=4-5) 30,100 MJE 5
300 M F5A D
MR T OmME, |7 v b RE 300 LV URTALE I LY fE
R HAEH (LA R (n=T7) DA s -
L)
MR T O MmE, agiz |27 v b RA 30,100 ER 7 L
KT HER (T —T ) | (n=4) 300 DR
1000 MR T &g in
BRI N OB, i, O | A X (n=4) | B RN 1,3,10 ERZ L
B, e GeSEER, K
BEEIAR) . DERICKTT D
YEH
RT3 2 BHEARIE | 4 X (n=4) |F#IRA 1,3,10 1) {EH7Z L
BN O SEENIRPAZEIC & 2) fEf72L
5% 5 1R 3) fEFf72L
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»
Ji H D AR A E U v |in vitro 1,10,100° 1) EAZL
1) HEdhEiE k' (n=6) 2) fEH7ZL
2) U1 3) MHAERZRL
3) AV TFuTFL s —Lk
DI HEANEH
DM RasE 2 VT2 & )L & v |in vitro 1009 1) ERH7a L
A L (n=5) 2) fEH7e L
1) ISEVENL

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

¢) HAZ pmol/L

5)HILBRICKRIFTHE

= 5 58 "
FABAIH B ELY/s s (mgfkg) j S
JRATGERE ~ U RA|#H 30,100,300 EFf72 L
(n=10) 1000 [opeEtive
RS NMAEATA N |Z  » MO 30,100,300 Ef7Z2 L
VIR (n=6) 1000 pH L5 AT A MY RE
HEm
(=K a1 ) 7 v bM|#RO 30,100 EFf7Z2 L
(n=6) 300,1000 HRGIE H ifn.
fi ARG (8 B v ¥ ¥|in vitro 1,10,100% EEIIIE 7 NS VAT AN v e
(n=6) WHIEMZ L
TEHR 53 WA 7 v MEQO 12.5,25,50, Ef7Z2 L
( n=5 ~ 100
16)

a) HAAZ umol/L
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6). KR UBEMRENRSE. MERKRVZDOMICRITTZE

- B 5 RNy .
PBRTE H B Xk (mg/kg) RS
R, RWPEME, RpH| T »  F RO 1,3 TER 72 L
B ORIZ ZE (n=6) 10,30 Jk pH L5
100,300,1000 |k pH LE&H-. JRPEME, KT
Na, K kg0
M9 EE AR Z w MERN 1,3 TER 72 L
(n=6) 10,30,100,300 | 1fiLi% C1 |- 5-
1000 mig Cl E&F, —i@tEic KIKF
eIk Z v b|invitro 1,10,100% TER 72 L
(n=6)
107 4R ] E Z v b|invitro 1,10,100¢ 1) fEf7eL
1) PT® (n=6) 2) fEM7Z L
2) APTTY
/MR ERE RE Z v Ilinvitro 1,10,100% 1) fEf7Ze L
1) collagen #%% (n=6) 2) fEH7Ze L
2) ADPY #H3¢
i pH Z v MEN 30 TER 72 L
(n=6) 100,300,1000 |1k pH & F
B HRE 7 v b|FEIRN 3.19 i B B . HCO, Rt &
(n=5~8) |Hi|a]# 5 + N
HARPY 30.5¢ i R . HCO, B Rty
Frigebe 5 M. R, R Na. K Heit g
. PR CL PR, RIS
N
MR 69~ 5 EH Z v MEN 30,100,300,10 |Ef 72 L
(AF v —E) (n=6) 00
MR AR T 1EH v F|D) RN |1) 10,25 1) REET
(n=2~5) |2) IR 2) 1,5 2) EFZL

a) 7u hr B R b) IEMELERY b a R T T AT W

d) HAZ pmol/L

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

(4) Z DD EREHER -
MR L
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f) BT %

c¢) adenosine 5'-diphosphate

e) BHEREMFIRER 5 & 3.1mg/kg (bolus) + 3.1mg/kg/hr (infusion) & %\ %




2. FMHHER

(1) BEEEEEEHER T

R | Bt LR AN | B5R (mgke) P ORGER
- 2
REREN 500-1700 ﬁ gégigigz
- 2
fEREN 750-2550 fé ﬂggﬂilﬁg
—

a: i/ NBOLE AWM OBIERE LIk LT,

(2) RERESEMEHER ©

B G-RERE - AL -

EL7ika o Beh& (mglkg) B S
. . Craes AUC (38 5B D H I £ > CHE N
A, 20 10, 90, e
. FEH 2 0. 90, 750 AR AT X DB L,
o, 3»HM 10, 90, 750 e | < 10mg/kg/H
®o, 12 2 0 1. 7. 40, 240 % | Tmg/kg/ A
o, 3, AR 10, 40, 150 P [ 10mg/kg/ A
A X p =
B, 12 » AR 10, 30, 100 30mg/kg/ H
(3) EREFRAEE AR -
o 94 . AL .
B mor [T g g (mejke) T
HE RN, AHED FO —j#% : 8mg/kg/H
Fvk 70 HEiA 5 2HE 0.2, 8. 25, 100 |FO 4E%# : 100mg/kg/ H
30 H#ET F1: 100mg/kg/ H
I 35 T
%F}aﬂ%ﬁal Sﬁaﬁ FO —f% : 25ma/ke/F
7wk ~=10.2, 8, 25, 100 |FO Z:%# : 25mg/kg/ H
BB & 2 W i F1 : 95melkel
LET - someTs
. - FO —f% : 2.5mg/kg/ H
5k %_E . HEIR )09, 2.5, 30, 400|F0 44k + 400mg/kg/ H
MatER F1: 2.5mg/kg/H
‘ . MR 6 FO —fi% : < 10mg/kg/H
AV f-18 ‘El 10, 35, 120 FO A= : 120mg/kg/H
F1 : 35mg/kg/H
p ~ FO —% : 20mg/kg/H
R %_,ﬂ\ ‘%fzﬁ}f E|17 2. 20, 200 FO 4% : 200mg/kg/ A
I 745 7 F1: < 2mg/ke/
. L AR 17 :
R Qb o1 0 |05 1 200 F1 : 0.5mg/kg/H
I#BR  ZHREEM OB K T CORWMIMRIE A B3 % il
MERER - AR O AR O AW NS RHADOBEEICEE 9~ 2 ik
MERER - I8 - R AT B3 2 38R
FO —fi% : BlE O — R 2N B3 2 it m

—112—




FO A5l - BB OB RIE TR BT 5 EaEit
F1 C KRR OISR S D BT &

(4) Z DDHFTRFNE 0

B GeRIHS « LI -

FHEEIT

RERTE H B HE 1 A B R
B2 I
o [k R |7 |CEEESCOTGH 130000087y
= NI
pb WS | CHL Eﬁﬁimﬁi 2.5-10mmol/L |tk
B/ MZ ~ A Hia| N 5| 125-500mg/kg | FatE
g (RfH) 300mg/kg/ H DHETIELE NGO H 1
~ A 6 1 F I 300, 500mg/kg Iy
I LT=~ 7 2 DRI DIRZE
-tz o (I8 f5)]20. 75. 300mg/| T & % MEMEOD S5 AR O B 0 A8
24 - A kg BINZN, PET~— MBS
P AR T DIEGEZLITRE D B e o T2,
. . 10mg/kg/ A LA G O RS
sy [EH H(F;”“ BENI10. 55, S00mel|yysesm e, O BT LGB
7R g 72 &R BT,
5., [ H ClEf)120, 45, 120mg/| I &7~ — BT 2 AL
7 24 4 H kg 3D BRI,
JEAE - R 0.25 . 2.5mg/ |k
PCA ~ 7 A — animal
A BAE - EFEPN|0.25 . 2.5mg/| ek
) (+Alum) animal
E PCA f}\ﬂ/ * r(,zf_cfg A): L 4, 40mg/animal | f&/%:
£ 0 = JEE - R0 4. 40mg/animal | fatk
ASA ok B AE o B2 F|4. 40mg/animal | [EPE
7 (+CFA)
R L T b ST 750mg/kg/ B D 1 » HWKEKRET
igiﬁiiﬁ%ﬁﬁm@ﬁ Sy b A, 15 AR |750melke B> &N M ESRIERIT. 2 &
e HEOARIECHIE L
IRSE NG | O 64, 128mg/kg |tk
0.5-2 ., 2-8mg/g
72)
P D N T O RN
e food
o M (Efed C |4, 8, 16mg/kg/ . o
PCA  ZHHETF 7 4 7% —RE
ASA REEWESE T T T ¢ TR —ilR
CFA : Complete Freund's Adjuvant

Alum : KEE(LT VI =7 L7 )L
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X. BEEMEIEICEY 5IEH

1.3 H X5

K LTS
*FEBE—EMEONSEICLVERT L &

AR M L

2. B AR X (L EREAR
IR - 34 (QUIEICFKROBIRMIHEM S5 Z L)
(e FE PR SR IC D<)

3.ATE - RERMY
R PR A
4 BFIMFNLEDTER

M EBRTORYHFNLEDBESIZDLNT :
M LN

(2

~

FERIZMEFORYKZWNIIDOVNT (BEFICBEITANESHASTESE) -
VI 14. @A E0EE] OEEZZHR

BEREELTAR A

<TVoOLEY : Y (HARGE - H#58)

(3

~

FAFIFOBERIZDOWNT :
M ~ EF % 25mg - 50mg - 100mg
BEOEERMEN D D720, WEORR, AFHFEICESEL, Y BEWNCEETHZ &,

& PTP v — A

e i
kS $E 25mg ok
k&' F§E 50mg H
k58 100mg s

(BHLL O, AABICHONTIE TIV. 1. B OESR)

5KBDELSE
AR

—114—



6.8%
k& F8E 25mg  : [PTP] 100 £ (10 $£x10) [/3F] 500 &
k& 82 50mg : [PTP] 100§ (10 §£x10) [/3F] 500 §E
k& F8E 100mg : [PTP] 100 £ (10 §£x10) [/3F] 500
kB HIRL 10% @ [/3F] 100g

TRBEOME
W ~ EF & 25mg - 50mg * 100mg
[PTP] =m : Hifbke =1 (PVC)
B 73
ER—: K =F LY ST A
[(NZ] BH| ARV =FLo
H: ARV mEL
FEOY) R = F L
W~ EFHIH 10%
(RF] K. RV FL
H: ARV FrELY

8.R—HL 5 - RzhE

[Fl—psr : 72 L

FIgh# S hUXL, IR F o JansFha TJz=h Ay, V=PI R, LT
gt hU A (FICTANAIKELT), LRFTEX A, INARTEEE

0 EFREEFAE
1995 £ 7 1

10 ERFTARZEABRVEARES

RERFTAREAR xR E B
b E 8 25mg 2010456 A 9 H 22200AMX00376000
b £+ % 50mg 2007 47 H 31 H 21900AMZ00073000
k EJ%& 100mg 2007 47 A 31 A 21900AMZ00074000
bk EF#B4 10% 201441 A 17H 22600AMX00004000
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N EMELENKFERB
kB EE 25mg  : 201049 H 24 H
kB8 50mg  : 2007 49 H 21 H
kB #E 100mg : 2007 £ 9 H 21 H
hEHIRL 10% : 201444 H 17 H

123088 - ZIREM, A% - AELEREMFOFABRUVEDOAR

H

H £HH

Pz

B
(FHEHR)

NEROHE - HED

20134 11 H 22 H

INR

BA:EE., RAICIZI NS~ — L T1EE

50mg % 1 A 1[RIXix 1 A 2 Hofk0#ESE T
Bllad 5, Lig, 1 EBL LOMEA 1T
Wi L, MEFFER S LC 1 A& 200~400mg %
2 [ENC RO EGT 5,

7ok, ERIC K VEEEET 52, 1 B
581X 600mg £ TET 5,

W, 2Ll Eo/NICIE b E T — R E L

T 1 H&E Imgkg O OE5 CERfG L. 28
ML EOMEZ H )T 1 HE 2mg/kg (ZHH
T5H, Utk 2 WL EOBEEHIFT1 B
Bl L 2mg/kg LT OME L., HiFreE -
LT1 H#& 6mgkg #f&O0#H59 25, fEfkic
XV EBEEET 52, 1 e S5 Rld 9mg/
kg X% 600mg DWVF NV 0B HEE T
L425, B. Wb 1 H 2EIZHELT
BOg5G3s2 b,

13 BEERR BIMEERARFABRUVETORE

ERA

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

m/hRE

9514 &% 2 1 3 5 UKGBIEGEH) oVt

AL LS

A, TRhRE - B THIE - B ICERIE R -T2,

HREAEIEmMEN B - 201943 A 14 A
SR AN M OV D TR BT B A

FRARE R TR, BRSSO
B 14 5E 2HE 35 KRIESEHR) onTiich

A L] Ll s

A, TZRE - B TG - &) ICERIZ R -T2,

14 BEE LM
W ~ EF & 25mg - 50mg + 100mg

RN 8 4R (2007 4E 7 H 31 H~201547 A 30 H)
/N4 AR (2013 4F 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 201441 H 17 H~20184 1 H 16 H

15 R EHEHRERMIZEAT H1F®
ke EE (25mg - 50mg + 100mg) KON b B HPRL 10%(1%, #5- IR B9 2 PRI E
HALTNZRWY,

16.&E1—F
= -\ s JEAR 55 B S A AU AL > SR e TS
e HOT(O #1)%&% EE o — L7 MERa—R
kB EE 25mg 120139001 1139008F3020 622013901
h B FEE 50mg 118191301 1139008F1027 620005827
kB $E 100mg 118192001 1139008F2023 620005828
kB MR 10% 123353701 1139008C1020 622335301
17 REfEAF LDEE

AR
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X1. X#k

1.5 AR

DIAE—C M FrE & R
S BT L ERER,56 (10) ,1659 (2007)
3) KIFM T :
4) tENE R«
5) tEN &k}
6) tENE B
T FENEE
8) tENE
9) tENE )
10) tENEEL
1D fENEE
12) tENEEL
13) fENE R
14) BEARE E

2) Kk —

,56 (9) ,1385 (2007)

'C/uﬁ,aﬁﬁ7i31 (1) ,19 (2013)

[y FAVEZ A H/NET A ABRE DR 56k
AR RN

AR O B 55005k
TANAVBRIRERG L U258 1R Eh e ER
ATEIES MARRER (£ 1)

ATEIEE NARRER (2D 2)

75 AR R W% 550k

5 AR LL R BRI = B -
TADABRIRZRSRE U8 THEER 55
TAMDABIRE RS L U B IR E % 5508k
(ERk 29411 A 20 H)

15) 31 [EL L © B AR P R 2R 32 (2) ,73 (2012)

16) B ARt &
17) JUKRF— i€ LRI, 56 (9)
18) DeLorenzo R. J., et al. : Epilepsia, 41 (Suppl. 1)
19) Zhang X., et al. : Epilepsia, 41 (Suppl. 1)
20) Gibbs J. W. 3rd., et al. : Epilepsia, 41 (Suppl. 1)
21) White H. S,, et al. : Epilepsy Res., 28 (3)
22) Dodgson S. J., et al. : Epilepsia, 41 (Suppl. 1)

(CERk 3141 A 31 H)

, 1373 (2007)

, 40 (2000)
, 52 (2000)

, 10 (2000)
, 167 (1997)

, 35 (2000)

23) AT Al - K- EHERS 42 (6) ,330 (1991)
24) Shank R. P, et al. : Epilepsia,35 (2) ,450 (1994)
25) Wauquier A., Zhou S. : Epilepsy Res.,24 (2) ,73 (1996)

26) Kanda T., et al. : Life Sci., 59 (19)

30) tNE K}
3D AENEE}
32) KFE T
33) &k}
34) HENE R}
35) &k}
36) tNE K}

, 1607 (1996)

27) Nakamura J., et al. : Eur. J. Pharmacol., 254 (1-2) , 83 (1994)
28) Edmonds H. L. Jr., et al. : Life Sci., 59 (10) , PL127 (1996)
29)Koh S., Jensen F. E. : Ann. Neurol., 50 (3) , 366 (2001)
TR R 31T 2 S B B (R AR 1 % 5-)
ERNYNAONANESYNNS SIPRAE L 7/L) i =at 1
ThMAMIE32 (1) ,13 (2014)
%fﬁ/‘\% LB D IEERE
B REIREE R 1T 2 Ky Ehhe
JFH& RE R :.u% (2317 % EyHEhhe
HIRLA & BEA O A=W 1 [R] PR
B O RS

37) thPEEL
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SCHEREE R No
[017-532]
[017-683]
[023-947]

[021-519]

[017-535]
[016-566]
[016-567]
[016-568]
[016-569]
[016-570]
[017-440]
[016-560]
[016-561]
[016-562]
[016-563]
[016-564]
[016-565]

[025-182]



3 HHNEE : Rt oL — a7 ry—~ax 32T 4 7 A2 L HEWEEFH
SRR HAE R fiEAT

SPIENEEL : XA AT ATV T 4 (EFERRA - FEN)

40) fENER} © Z R T AR

ADHENERE . 7 v MBI 2 WIGHRAL

42) Oiwa H., et al. : Jpn. Pharmacol. Ther., 36 (6) , 493 ( 2008) [017-852]

43) tENE R MERBAT

44) FENER - AR OV

45) fENEE}L © CYP 20 RISk 5 1EH

46) FENEEL ¢ 7w MBI D IIEliEgh R

4 HNEE} . ~ o 2B 2R oL W AER

48) fENE L : N T AR — X —IZBT 55 (in vitro)

49) Gisclon L. G., et al. : Epilepsia, 35 (Suppl. 8) , 54 (1994) [017-529]
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KERAMAXE (TOPAMAX® : 2018 4E 12 AEET)

Shee - R 1 INDICATIONS AND USAGE

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

1.2Adjunctive Therapy Epilepsy
TOPAMAX® is indicated as adjunctive therapy for adults and pediatric
patients 2 to 16 years of age with partial onset seizures or primary
generalized tonic-clonic seizures, and in patients 2 years of age and older
with seizures associated with Lennox-Gastaut syndrome.

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

2.1Dosing in Monotherapy Epilepsy
Adults and Pediatric Patients 10 Years of Age and Older
The recommended dose for TOPAMAX® monotherapy in adults and pediatric
patients 10 years of age and older is 400 mg/day in two divided doses. The
dose should be achieved by titration according to the following schedule
(Table 1):

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

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

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

2.2Dosing in Adjunctive Therapy Epilepsy

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.
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% - & Pediatric Patients 2 to 16 Years of Age

The recommended total daily dose of TOPAMAX® as adjunctive therapy for
pediatric patients 2 to 16 years of age with partial onset seizures, primary
generalized tonic-clonic seizures, or seizures associated with Lennox-Gastaut
syndrome is approximately 5 to 9 mg/kg/day in two divided doses. Titration
should begin at 25 mg/day (or less, based on a range of 1 to 3 mg/kg/day) nightly
for the first week. The dosage should then be increased at 1- or 2-week intervals
by increments of 1 to 3 mg/kg/day (administered in two divided doses), to
achieve optimal clinical response. Dose titration should be guided by clinical
outcome. The total daily dose should not exceed 400 mg/day.

2.3Dosing in Migraine Prophylaxis
The recommended total daily dose of TOPAMAX® as treatment for patients
12 years of age and older for prophylaxis of migraine headache is 100
mg/day administered in two divided doses (Table 3). The recommended
titration rate for TOPAMAX® for migraine prophylaxis is as follows:

Table 3: Migraine Prophylaxis Titration Schedule for Patients 12 Years of Age

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

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

2.4Administration Information
TOPAMAX® can be taken without regard to meals.

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

TOPAMAX® Sprinkle Capsules

TOPAMAX® Sprinkle Capsules may be swallowed whole or may be
administered by carefully opening the capsule and sprinkling the entire
contents on a small amount (teaspoon) of soft food. This drug/food mixture
should be swallowed immediately and not chewed. It should not be stored for
future use.

2.5Dosing in Patients with Renal Impairment
In patients with renal impairment (creatinine clearance less than 70
mL/min/1.73 m?2), one-half of the usual adult dose of TOPAMAX® is
recommended /[see Use in Specific Populations (8.5, 8.6), Clinical
Pharmacology (12.3)].

2.6Dosing in Patients Undergoing Hemodialysis
To avoid rapid drops in topiramate plasma concentration during
hemodialysis, a supplemental dose of TOPAMAX® may be required. The
actual adjustment should take into account 1) the duration of dialysis
period, 2) the clearance rate of the dialysis system being used, and 3) the
effective renal clearance of topiramate in the patient being dialyzed /see Use
in Specific Populations (8.7), Clinical Pharmacology (12.3)].

KERASCE (TOPAMAX® @ 2018 4F 12 H&ET) OFFMIE Ttz 2o = &
http://www.janssenlabels.com/package-insert/product-monograph/prescribing-
information/TOPAMAX-pi.pdf
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RERIXE 8.1 Pregnancy
(TOPAMAX® : 2018 Pregnancy Exposure Registry

F£12 A%ED There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to TOPAMAX® during pregnancy. Patients should be
encouraged to enroll in the North American Antiepileptic Drug (NAAED)
Pregnancy Registry if they become pregnant. This registry is collecting
information about the safety of antiepileptic drugs during pregnancy. To
enroll, patients can call the toll-free number 1-888-233-2334. Information
about the North American Drug Pregnancy Registry can be found at http://
www.aedpregnancyregistry.org/.

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

Data from pregnancy registries indicate that infants exposed to topiramate
in utero have an increased risk 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.
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12 B E&éT) 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 /see Use in Specific Populations (8.1)].

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

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

Data

Human Data

Data from pregnancy registries indicate an increased risk of 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.
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Animal Data

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

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

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

When topiramate (0, 0.2, 4, 20, and 100 mg/kg/day or 0, 2, 20, and 200
mg/kg/day) was administered orally to female rats during the latter part of
gestation and throughout lactation, offspring exhibited decreased viability
and delayed physical development at 200 mg/kg/day and reductions in pre-
and/or postweaning body weight gain at 2 mg/kg/day and above. Maternal
toxicity (decreased body weight gain, clinical signs) was evident at 100
mg/kg/day or greater. In a rat embryofetal development study which included
postnatal assessment of offspring, oral administration of topiramate (0, 0.2,
2.5, 30, and 400 mg/kg) to pregnant animals during the period of
organogenesis resulted in delayed physical development in offspring at 400
mg/kg/day and persistent reductions in body weight gain in offspring at 30
mg/kg/day and higher. The noeffect dose (0.2 mg/kg/day) for pre- and
postnatal developmental toxicity in rats is less than the MRHD for epilepsy
or migraine on a mg/m? basis.

8.2 Lactation

Risk Summary

Topiramate is excreted in human milk /see Data/. The effects of topiramate
on milk production are unknown. Diarrhea and somnolence have been
reported in breastfed infants whose mothers receive topiramate treatment.
The developmental and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for TOPAMAX® and any potential
adverse effects on the breastfed infant from TOPAMAX® or from the
underlying maternal condition.
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Limited data from 5 women with epilepsy treated with topiramate during
lactation showed drug levels in milk similar to those in maternal plasma.
8.3 Females and Males of Reproductive Potential
Contraception
Women of childbearing potential who are not planning a pregnancy should
use effective contraception because of the risks of oral clefts and SGA /see
Drug Interactions (7.3) and Use in Specific Populations 8.1].
43H
F—A KZ U T DO5¥H : (An Australian categorisation of risk of D
drug use in pregnancy) (2018 4= 12 H database)

BE  PEOME

F—A ~Z U7 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
drugs may also have adverse pharmacological effects. Accompanying texts should be

consulted for further details.
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8 USE IN SPECIFIC POPULATIONS

8.4Pediatric Use
Adjunctive Treatment for 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 of double-blind
treatment, topiramate (at fixed doses of 5, 15, and 25 mg/kg/day) did not
demonstrate efficacy compared with placebo in controlling seizures.

In general, the adverse reaction profile for TOPAMAX® in this population was
similar to that of older pediatric patients, although results from the above
controlled study and an open-label, 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; i.e.,
growth/length retardation, certain clinical laboratory abnormalities, and other
adverse reactions/toxicities that occurred with a greater frequency and/or
greater severity than had been recognized previously from studies in older
pediatric patients or adults for various indications.

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

Topiramate resulted in an increased incidence of patients with increased
creatinine (any topiramate dose 5%, placebo 0%), BUN (any topiramate dose
3%, placebo 0%), and protein (any topiramate dose 34%, placebo 6%), and an
increased incidence of decreased potassium (any topiramate dose 7%, placebo
0%). This increased frequency of abnormal values was not dose-related.
Creatinine was the only analyte showing a noteworthy increased incidence
(topiramate 25 mg/kg/day 5%, placebo 0%) of a markedly abnormal increase.
The significance of these findings is uncertain.

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
7 SCORES for length, weight, and head circumference /see Warnings and
Precautions (5.4), Adverse Reactions (6)].
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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 Old
Safety and effectiveness in patients below the age of 2 years have not been
established for the monotherapy treatment of epilepsy.

Migraine Prophylaxis in Pediatric Patients 12 to 17 Years of Age

Safety and effectiveness of topiramate in the prophylaxis 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 of migraine prophylaxis 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 migraine prophylaxis in pediatric patients 12 to 17
years of age is demonstrated for a 100 mg daily dose in Study 12 /see Clinical
Studies (14.3)]. Efficacy of topiramate (2 to 3 mg/kg/day) for migraine
prophylaxis 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)]
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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)].

Migraine Prophylaxis 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 prophylaxis treatment of migraine headache.

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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