20194E12 H e ET (B8 1RR) BG
Bk ¢ SRR EES o )
BRHE : 35 871139
WS BERS
FiCADAE
FES<— R
S RO A
METFiE 25mg
Q el A
MEF i S0mg
O ol A
MEF i 100mg
Topinalablets
$E25mg $E50mg $E100mg
FKERERS | 22200AMX00376 | 21900AMZ00073 | 21900AMZ00074
) R~ RAF QLS EIC LV AT A & BR5ERIME | 20104F10A | 20074 9H | 20074 9A
N _ - JCIE®R2mg/kglc BT 5. Llik, 25ERILL Lo
2. ZRROBSI3KS LRI L) R% 51 CLL RS L Tome/ kbl F 5o L.
RAID R UBBIED BEED B 5 B . o B8 i
s " = R L TIHRomg/kgZROBET 5, FERICEK
DEEEHT 5, 1 HEEZEREImg/ kg ik
3. #EAY - R 600mgDVTNAL B VEESRETET 5, 2B,
3.1 R FNE1HAEICHE L CRORET 52 &
R7es| b t%%ﬁmeg I l:ﬁ'%ft:SOmg b Eﬂ‘ﬁ?EOOmg 7. PERUBEBCEET 31E
B |15 P ET Y — RS P YT — R LR RS-k 7.1 M5 T BRATANABEENRE LERBICB LT
P53 |25mg S0mg 100mg | EES0mg THItA L. AR &1250mg e Dy 57 &,

ANFINgy, TOAALAT—RAF ~YTL, BE
WK A, EwRELVO—Z, BItFy >, AFTU Y
WA~ 73> L, AFKOY. e Faxs ot
O—R, b7axu—R(BEEY (7 :2910), v7u

= — L6000
3.2 WFIDOMIR
HR7e44 MEFEE25mg | b ESFEESOmg | b S $EL00mg
B (mm) 6.1 7.1 8.1
JE & (mm) 2.8 3.3 3.6
() 0.08 0.13 0.19
=
wm | O | O | O
A - - D
= Hta He Hea
%ﬁ VEGIZA VRGN VR GIZA
=T VI8 | =T 4 VU8 | A—T 1 VT8¢
KHI115 KHI116 KHI117
El g — (SEAIAAA, (BEAIAAA, (BERIAAA,
! PTP>— hIC PTPY— hIC PTPY— hIC
FR) FR) £R)

4. FHREMIFZHR
DT T AN AETTHBHRDED SNBVTAD RS
DEBDFE (CRMSRLFIEESD) (CHT DM TADAE
E DB RS

6. AERUHS

R D EE. RAICIE METv— e LTIEIESOMg % 1HI
EIELH2BIORO# S THIAT 5. D&, LERD
roMEEH T THHE L, MREEE L TIHE200~
400mg % 2O 3 EIRE R 59 5.
B ERICKVEEERT 25, |IHEEHRERIZ
600mgE TET B,

N EBE. 2R E/NRICIENESY—hELTIHE
Img/kgDREOFHRESThIB L. 28 L Ok Z &

FiaFAE R OHERIEZ KT 522 LT BEUHOEESER
HELPET L2 LOMEDH B L6, RRIOB GG
IZH7-->Tid, BEORRBIZIEC T, BAIKIZIHLES0mMg
P HRIET 52 & UFHEEIE % 1H100mg TldZe < 1H50mglc
iFT 22 &IV THEERT 5L, [17.1.6. 17.1.751#]

7.2 AR TAPAREALTHERT S Z &,

7.3 RAIZFEE L BRI VIR SN 70, BREREDDH
LEETE. AFNDOIIVT IV APBERTEHIENHHDT,
JVTFZ2T)T T ANTI0ML/ARFEDOSEEICIE. 5
BEERICTHAEEEIRET ST E.(9.2.1.16.6.15H]

8. EEREARNEE

8.1 REMET S = AN DHS5HLNBZENHHDT. KAl
5, BICEBRSEICIZ. BEREBC A VEENESD
WMEEBEOREICE U@y 2 g TEMT 5 2 & H
F LW, [9.1.2, 9.7.2, 11.1.35H8]

8.2 HIFWANHEDLNEZENHD ., RHICERICAEDS L
AITHZENHHOT AR EFIIMFEDO LRICHEL.
CZOEIBHBICTERREE N2 TEARE TS L,
BB, HOEPUOHKTERIET 5 &I K VIEREMS
NAHUEELNDH S, [9.7.2, 11.1.450E]

8.3 (FEWAZRT I ENDHLHDOT, AHEIREF., FHICEMH
BERICIE. EHNICAERTZER T 2 7% EBEORRE
PEBEICBET S &,

8.4 HEAMRICB T A HREEDAMGEE R W LFRSHhIEIC X
0. RIBEEPENT 2 HEMEIH 5D T, BE5%2HIET
BEEICIE BRAICEET A4 EEEIITY 2 &, [9.1.5,
9.8.22M]

8.5 HiRMEFAZERMARNEZ LS 2EEES Db BT &
BHAHOT. EHMICIRERE2ERT 24 EBRE 5
TS5 2 &, [9.1.10 11.1.10]

8.6 lRZ. FEJI - B4 - RENEFHRENFEOETHIR
ZENDHBHDOT, RRREHROBREICIIHBEDEIRERE
e D BHOBRIMEICRHEBSERVWEOFERT S &,

9. HEDERZHEISREICHT IR

9.1 GHIE - BIEEEDH2EFE

9.1.1 FAEBAKRANEDERS
IERAPBILT 2 BETNA B 5. (8.5, 11.1.18f]

RBHFE



9.1.2 7Y R—=VADFERZBETDEEXEF 7Y R—Y %
RKUPITVEEEZSIITTVSES
E7u—LVEOREBET S R—VAPELEZBENSDH
%, [8.1. 11.1.3%5H8]

9.1.3 BREHOEFENUBEHRIEBEZTT 25 DRDEE
BRERC AR SEPELT 28T D5, [15.128]

9.1.4 HFRELEUPITVESE
TR EBRT5EOEET LI L. B - REEAVD
5bNBIENDH B, [9.7.2, 11.1.2%]

9.1.5 E55E&

BE52HIET 2BAICIE. BRAICEET 22 ERICERT
52 &, [8.42H]

9.2 BiHEEEEEE

9.2.1 KEIDZ V7SV ADPBTRT BB 5, [7.3.
16.6.1%]

9.2.2 MBEMEITDDBHEEEEEE
BEREEH AR O/ THREE2ERT 5 & ARNIIMIE
BIICEDBRESN S, [16.6.281]

9.3 FHHkEEEEEE
AEIDZ VTS APBERT B ENDH 5. [16.6.3518]

9.5 {EE

IEIR SRR L T W A AREE O H 2 1 EICIE. L0/
W (BEOTAD AR 2 E. BE2 KBRIKE
M H5FR) D fERME RS SRS N BIBEICOAKRES
THIE,
FRPICAR ZBE Sh - BEPTR(OBZ, 0%,
BRORETH)Z2ETSREZHELZEORENSH D .
BYER (Y b, 7YF)TREOXRE. OB, ME%R
DEFEROBREHREISRESNTWS, £/, B NTH
BEERTAZENRDOLNT NS,

9.6 RAMR
BRELEOERERUOBAFREOEREZER L. BAOM
WAL E BT A2 &, b N TATHEAOBITARE
SNTWVbB,

9.7 INR

9.7.1 EHAEKER. #HER. AE. 2BRBOL T 2R
& U7- BN RRER X EH LT\,

9.7.2 HiRBOBAXEHEICBVT, NRICBITIE - RIS
A, REET > F—2 2, ZE GETRERD) O#HE A
ICHARTZWEAPED 5N T WS, [8.1. 8.2, 9.1.4,
11.1.2-11.1.4%8]

9.8 MEHE
9.8.1 Aflld, E& LTEBLDIHESNG 2, ElHETIE
BRESETLTLS I ENE0. [16.6.4508)]
9.8.2 5 EHILT HHAITIE. Re ICHET 5% SR
BIoHT L, [8.43H]
10. HE{EH

AEORBICEHET 2FE%F b7 u—LP4503 FREIX
CYP3A4TH %, [16.45HH]
10.2 HAEE (HAICER TR L)

A E

B ARIEIR - BT

W - fERE T

ARFLIY
[16.7.42H8]

ZEFCEEA O M R
ALEA U, MEERET
TERMPIE®RT B2B%
NH %,

ERERO YT
T YAPETT B
ZEDDH B,

Er Uy

ERFEADOAUCHE

LR 07 )T

[16.7.520#] NU. MMEEREHR T AP ERT S
MEE T H2BEND ZEND B,
H5
TINITFU AEFRERA o 1M AR BF ISR TH 5.
[16.7.631#] PERITBZEDND
BDT. MEIZIELT
AEzifids I &,
U F L e EREEA O 1ML IR B BT ISR TH B
[16.7.7%88] PERNIZETT S
ZENDHB.
VIF TV VIAF TV VOAUCH KFIEIAHTH %,
[16.7.8% ] BTRTBZENH D,
tRuruuF 7Y R IAFIOMPEEDN L7 72 EAIIC XD AR

[16.7.92H] THIENHAHOT, [FlOBEHMAET
DB CTARIOA| L, MHEED ER
BERAEHTLH &, THEEZOLND,
feqmpiiyied FEFRERA O 1M IR B BT IR TH 5.
IFNIANTYIDET L. RS
7F =& FITHBENDDH B,
[16.7.10%:H8]
A IATF XTIV AFOMPEES K ELEAEREMICE
(St. John’s Wort, |R32BFNHNH5b. | FES R H
b YVa—rX- % (CYP3A4) »®
J—MNERRMR AH DR %
FTHZEDNDH D,

1. BEA

ROBWERDPH5DND Z ENH 2D T BEEZTTITITL,
REPRDONTBRICEIREG 2T 574 CHY L LEZ

752 &,
1.1 EXKEERA

11.1.1 BRUFAERARNERUZNICH S RIEER GHE

RBH)

ROOZBET., BREOERDYH 5 bhizBEIcIX,
G a2PIE LEY)ZABEZTSI L. BB, 51 AL
WIZb5bNB T ENZWV, [8.5. 9.1. 1]

11.1.

11.1.3 KEE7 >

B - FRESHEE (2.3%)
BlE. JEEEEORERY & 5 bl
I 2% EHEYENEZTD 2 &

RF—2R(1.8%)

[9.

G zH

=S
7.22H]

1.4, 9

B, AEIR. BESOERY S 6 DN HEITE, &
ek o2 CHENRLEEZITH & B, B &
BAIREFEOIERD & 5 b N7 HEITIIREITS U TERE

A4 VBEOHEZITO 2 &,

[8.1. 9.1.2, 9.7.25H]

11.1.4 ZHERUZNICHSFER(0.3%)

FET R

R EFFEORERD S 5 bNFEICF, &5

ZHIET 24 ST LLEZTS Z &
11.2 ZOftDEIERA

(8.2, 9.7.25H]

HRIRE AR - 15EAE | BT - AERT
FEREEESE (CYP3A4) | BEF R o> 22 3038851 % 5| A2 2038501 & 0 R
FEER2ET A | BRI 235412 |#EER (CYP3A4) ¥

A 2= N V7 FARF oI EE D FEsA, HICK
NN % | ERTHIEN DD, |0 ARH O M
[16.7.1. 16.7.2%H8] 1 JE O BRI HE X
EANERAE
A= N FeansEAI O M A A F A 72 5 Al o
[16.7.1%MK] ERIBENHD, R#ZHET S
ENDHBo
R ] 58 FEAC AR AV R & | AR H & O 72 5t S A
NLEY = VEBEFE NDZ LD 5, O FRHE A% 300 ]
& itk 5,
REBBUKEESREER] |8 - RIS A %2 A A AL 55 W iR B
TEFIITINE |TE2BFENDHD. |KERHEEHZ
EERAE
JARY K FERLERAIOMAPEED | ERRER O 7V 7
[16.7.32#] BRI EDNDHB, (T AN ERT S

ZENHSB,

10%L2L E |5~10%AK%|  0.1~5%Ki S
AR (30.3%) | L N, | &FERE. A%, 5 sEEl. B
OFE WV, BEFEFE. BEREME. 155, B AEE.
BE JTHETR TRE. MR, 2R B
THET., 2, LE.
REE. HWEERE. &
o Al {EfRIE. BRI, W
R NA - TADPAHE
e =, HER. BRGE
M, AR, P
fRE, BREERE. B
R, BEEE.
TEBRE. 2.
Bk, RIS
R, O, (B, |8 BB R
NI MR BEERAN . WER
W R, ON%. Bin|EE. HE
%, HNEIR R 57 Wb
ENELFS




10%LLE  |5~10%Ki|  0.1~5%Ki | SHEARH
M EREEE 7200 IE I N w11 -
WA, B ., mHh7rE=7
R 'E(HV 7L, LR, mhaL =z
VS 2O D D25 AN F O — LN, BE
FE |V, yu— B
V. F U
SE-5:
. REREYE. R
AR . HIMETR., ZH.
ARASIE S TR D
F #% BE 2% vavy =4y
[AST,ALT, Pt REAE
JHi& vy -G TP,
Al-P, LDH
D _EF)
HIMMERFEER, 5|70 b
e, mERED. &, > vy 8
ANBRIERAD . IR (A, Bk
hn H I
FRICERSME. MR,
B e, - REABGME. SR,
IR A PR A0, FREE
A
ﬁﬁﬁ%%ﬁ E@ﬁ\ ‘E\%gﬁ\ %H}ﬁ\ [fll
A RIME. 8% | E LA
WIS gmmﬁ\ww\é
%1 b A L PN TE SN 3 BN b
27T, %8
Rt BB, BEIET
. BAETE. DY
i R, R
P53 Uk AR B
{RERD BRI #E, CKLER. Ii|E%E, #
Z DAt | (21.3%) T3 TR 198 BVRR. | AR R |
VORI, IR AR

13. BEKRS

13.1 IR

R, IR, SEREE, B, B, o3, 1o, &
EEREE, RBMET S F—T X, WiERE. BH. B,
BILE. BREFPHS-DLNBEIENDH 5,

13.2 Q&

REICS U TMENT 2175 %8B, in vitroTlX. &
ROPRFNZNET B ENRENT VS,

14. BRALDZFE
14.1 FERIRZFOER
PTPEEDHEKIZPTPY — F A SBO B LTIRAT 5 &
HEET S E, PTPY— hORBEKICK D, BLHAER
PEEREARIA L, BEIZIZZBAL2B 2 L TRFBRRSED
EELAMERZMHEIT A EDDH 5,

15. ZD/DFER
15.1 BRIRERICE DL 1EHR
W TESN-RKE 2 E5CEBORTAPARICB Y
B, TADPA, BHEBSE2MRE L1990 75 Rt
B RRBOMIHERICB VLT, BEREERVCBERERD
FKEDV AN, M TAPARDORAB T, St REEE
HEBLTR2MEE BITAPASIRAR 1 0.43%. 75t
AEE:0.24%) MTAPAEDOIRABTIE. SRR
EHARL,000AH 720 1.IANZ W EFTE SN2 (5% FHEX
f:0.6-3.9)0 /2. TAPABEOY T L—TTIE,
T REEEHAR]L00AH7202. 4NV EEESATY
%, [9.1.32M]
BE

16. FEYE)E

16.1 Mo

16.1.1 BEOig5

(MBA
TERRRRAIC YT < — F25~400mg Z it B T HRERE ARG Lz & &
DM R OENBIE T A~ BUTFOEBD TH -1,

(ug/mL)

104 —o— 25mg
: —e— 50mg
a1 —o— 100mg
1 W N e --2--200mg
[ e N ——300mg
1 &2 ™ot~ - A 400mg

m mean+3.D.
15 (Lhen=6)
=a] 14

B

E ]

O e L B e B B B B

81 96(EHE
R AICHERS U & & o MmiEhiEEHEs

TR NI S Uiz & S OEMBRE/ST X —F

m % tmax Crnax AUCo-» ti2
(mg) (h) (ug/mL) | (ug-h/mL) (h)
25 2.4+1.6 0.25+0.03 1.742.2 @ -0
50 1.4+0.9 0.84+0.25 40.9x7.7 46.7%+10.9
100 2.0+1.4 2.12%0.39 76.2£15.1 30.9+6.2
200 0.8+0.3 5.10%0.47 159.1+17.5 25.3%2.2
300 2.3x1.4 6.20£2.04 | 222.0£65.0 28.9+7.4
400 3.0+1.1 8.27£1.27 | 315.2%47.0 28.5+4.3
a)AUCo- mean=*S.D., n=6
b)EHEd
16.1.2 RIERS
(MaA

TR A6 T~ — 1+ 1[EI50mg % 1 H 2B 13H [ (3125 5)
REFEOHRE L7z & E o MEFRESH B URESIEERREICE
U B[54 0 1 2Rl & Bf& mH 542 0 12 FHE O e (EFEER)
135.20CTH > 7z,
(2 INR
2~ ISR DIEBE R REREE TAPA BRI, MY
k% 1 H2ME B F B lmg/kg/HA2 6 EZ & i122mg/kg/H T D,
Img/kg/H & THlEIR S Lz, 1RUSMg/kg/HZRE LI EZ2D
MR EHER R OB NT A = ZLUTROEBY TH o7z,
HRHERFLEHEE T 2R TAPAE I INYEE Y, T2
kA FUIRY, TNV EY =)L) EGHR (GRER) L7:
EICHA, JEOHH (FEFFES]) TIE. CraxTHIL.6 5. AUCH2T
92,065 (Wb 5mg/kg/ HIEGR) TH -7V o

Qﬁ/ mL) —o— FFFE (5me/ke/B) (n=3)
e F8 (5mg/kg/B) (n=16)
. —— FFE(Ima/ke/B) (=5)

-~k FEE(1mg/kg/B) (n=22)
mean+S.D.

10 A
m
® 8-
@
b
= 6
ay ./ T —
,
iy T T T T T T
0 2 4 6 8 10 (65E)
FEMEME A B R REEEE T AP ABIRIC
RE#RSG LT & & ol EERER

FEMENE S B R BRI AP ABRICRIERS L & 2 0EMEE/ S
TA—=%

ﬁ Fﬂ% tmax Cmax AUCO*IZ a) ti2
(mg/kg/H)|  (h) | (ug/mL) |(pug-h/mL) (h)
(2~157%) 1 2.0£2.0{1.05£0.38| 9.3+4.1 [9.8+£4.0 "
(n=22)
(2~154%) 5 1.8+0.9(5.31£1.69| 44.3£18.0 |9.1+3.7 ¢
(n=16)
FEFHE
(12~155%) 1 2.4£1.5/1.95+0.27| 19.9+3.3 |17.3£4.4 ¥
(n=5)




g¥ ﬁﬁ% tmax Cmax AUCO-IZ a) ti2
(mg/kg/H)| (h) | (ug/mL) | (pug - h/mL) (h)
Elat
(12~ 15%%) 5 2.6+1.1/8.51+2.14| 86.6%+26.9 23.4 9
(n=3)
mean=+S.D.

a) MR E ORI E 2 120 fMME & L TEE,. b)n=13, ¢)n=10,
d)n=2. e)n=1
16.1.3 £YFHREIEME
BRI N EFHIRE P EFEE(ENENR IS —ELT
50mg) % ZNZhMERTICTKE & ICHEROKS L £
E"Jﬁ%'&%ﬁgﬁfti\ Cmax&(ﬁAUCOﬂ@ I‘ Efﬁﬁl:ﬁﬂ'é ]‘ l:°ﬂ’%m
RO HEDIORFFEX T 1E Z 2 186.1~103.5% 1% 196.0~100.9%
THY ., MMFORESEEITER SN
(ug/mL) —e— ~EFBHL
14 o R EFEE
mean=S.D.

(ug/mL)

m (WIhEn=24)
i
1.0 o
o b
4 0.8 i3
b
N::) T
= 0.6 12 (B3R
4

0 12 24 36 48 60 72 (B5/&)

BERBAIC P YIRS b Y BEE
B[O 5 U7 & & o M EEHER

16.2 DRUY

16.2.1 NAFTPRASEUF ¢
HENBRBRAIC P YT 2 — F100mgsE kO b BT~ — ~100mg
KB 2 BAROKREG L&, PET v — MKIBRE O LD
SHEH L FE T2 — MOOmEFEDHMIINA F 7 XA T 7
1 1%, K% TH - 720 &

16.2.2 BEOHE
R AIC b BT < — b 100mgse % 2SR I OV A% 12 B [l 4%
B U7 & &, tmax| IRIERER 5 T 5KE . BB S T3.68EH T
» D N ﬁ?ﬁ&g@tmaxtigﬂgﬁ&%&tkk"‘ﬁ%tcgg U720 Cmaxs
AUCr«R Ut BB REIDO NP9

16.3 9

16.3.1 FHEBA~D DT
S v MITHC- T v— MOmg/kgZ BERO#KEG Lz & &,
KEBT DA T EHI0F IR B VRS RERE LR L, #
513053 T3 8 > Bt > I > B IR > B > MR O NEI KT R
EnE» o7

16.3.2 MR —RBEPT @B
HEHES v MIHC- b T v — MMOmg/kgZ BEREOHEG Lz & &,
PG4 R & T OMIP R - /M) T BB 13 AR U e
BED0.4~0.5[ETH 7Y

16.3.3 MK —RAEEREEPT @&
IR v MCHC-F T v — bOmg/kgz BEIEOREG Lz & &,
BRI O RADKRHREOBITFRD S, IRBROBE2HD
FRATREVRRE X RHMAMAE U EERE & IZIERAEETH - 2% &

16.3.4 BEBADBITHE
BAHDT v MIUC- T v — MOmg/kg & BEREOK G Lz & &,
FLIT AR ATREVE L, AR AETREVEEE 00.07 ~0. 735 Tdh 72V o

16.3.5 MITEEREE
in vitroTot FEEABERIILUTOEBD TH -7z,

AR (ug/mL) 0.5 10 200
MAEEEHEEER (%) 41 24 15
R5E2BIKIC & %
16.4 {38

t FCYPRERIZuY —2z2H0HED» 5. KEIOMRHEIC
3. EICCYP3A4»B5 L., CYPIAL. CYP2C8. CYP2COK Y
CYP2CI9%—ERE5 LT3 &E X 517z (in vitro). [10.318]
16.5 BEtt

HE N ICUC- FES v — F100mgZ BEREO#RS%. 10
HE E TICEICRPICREL K E LT ERERDOR60%) Ht S
%o M, FRep RO IZ6E OB OKBR LR, ko
EROZ V70 Y BIaEE) SR ENZN. WThbEE5ED
2.5% KM TH %

16.6 HENERZF I DEE

16.6.1 BiEEEESES
hEE(Z L7 FZr )T 5 Y A30~69mL/min/l.73m?) K OE
E(ZL7F=>2) 75 A<30mL/min/l.73m?) O/ E N B
HEERERLEICNES v — M00mgZ BEROKS Lz, hES<
—FORPTDEEZ Y75 A(CL/F)id. BHREERE (7L
FFZ7 VYT T A270mL/min/1.73m?) & X, FEE O
FERERE R Tl1342%. BEOBBAERERE TIES4%E T L.
[7.3. 9.2.13H]

16.6.2 [MRENTEE
HEANMPGBERBEIC NS — F100mg 2 B EFEOHR 5%,
400mL/min® 3 E TILGENT 2 3R EM Lz & &, 3% oI
R M- MEEIINEDITE R L. T — OB
RO CL/FIZ#7.2L/h(120mL/min) TH V. T I EERALC
B 5CL/F1.2~1.8L/h(20~30mL/min) & ¥ & K& <. MMiKE
FICED FES v — MMEED 6 2FICKRES NS, [9.2.250F]

16.6.3 FFigEEEEEE
PR & B (Child —Pugh 2 2 75~9) O E AT AERE E B
EHTIX, SHE AR A & - L TAUCH-1329%8h L. CL/F
1326%1E T L7z, [9.3508]

16.6.4 S
HLE SR E (65~ 81%) I h ¥'F v — M100mg % B [EFE 3%
L7z &, SAEANBRERACHARCnak FAUCH-EZ N Z 1
23% L U25%EM Uy t12h5913%ER L7z, [9.8. 18]

16.7 EYHEEIER

16.7.1 JT=bhA>
7 x = b HAF(130~300mg % 1 H2[E% L < 13360 ~480mg% 1 H
1) THEREZ T TV AHEATTTAPABELRANC T <
— b (100, 200, 400mg#1H2[E)® % RKEHG L&, FES
— bOMFEFEEIL DT < — BRI S R (400mg % 1 H2[E) i
HARBBE R Lze —F. R2FDEZFED > 566T. T —h
DOHFICED 7 2= b1 > DAUCH25%IERE LR L7, [10.228]

16.7.2 AL\ EEY
FILNTEE > B (300~800mg % 1 H3[E) TR 21 T a4t
EARDTADABELHNIZ P ES<— (100, 200, 400mg#1
H2[E) B %2 REHREG Lz &, PEIv— hOImFEREREIR MY
F < — MU SR (400mg 2 1 H2[E]) PIc HN40%E R Lz, —
H. FEIT—FEIHIUNTEE Y OERNEEICHEL RTS
Motz [10.2288]

16.7.3 UZRRU R
HLENBERBRAL261121) 2R R (2mg) 2 BEEES Lz & &,
Y ZRY R Y DCnaxk FAUCH=1E. hEF<— bk (50~100mg# 1
H2E) OBFICE D . FNEN29%KU23%BET L7z, [10.228]

16.7.4 X RIL=ZYV
HLEEERRR 2512 A kAL X > (500mg 2 1 H2ME) 2 REHRS L
L& AMRL I YOCnax R AUCH21E. M ET < — bk (100mg
Z1H2E) OFRIC & D FNZN18% K U25%HEH L 72, [10. 25 1]]

16.7.5 EFTUIVY
SENBRRRA66ICEF 77 V> (30mg/H) % RIEHRS LT
L&, EF 7YYV UDAUCHuE. FETv— b (16~9%6mgZ1
H2E) OBFRICE VIS%ETR Lz —FH. EF 77UV 3 E
T — N DENEREICHEZ TS kA o7z, [10.28]]

16.7.6 7 RUTFFUY
HLE N EREBRALSBIICT 2 U FFY > (25mg/H) % KEHRS L
72X, 7IM)TFY U OCoax RTFAUCHulE, FET v — k(25
~100mgZ 1 H2[E) OB K D 22 N12% K 13% L 72,
[10.228]

16.7.7 UFI L
HVE A RRERLA L2612 ) 777 4 (300mg % 1 H3[E]) 2 KIER S L 7z
L&, UFILDAUCKIE. I <— bk (50~100mg# 1 H2[E)
OHAICEVRBE TR Lz —FH. UFTLTIHEEZZI TV
HLE AU B g 32 D VU F 7 A DAUCH2IE, BFHED
Z v — M (200mg/H) DA TIHEEZ I 2h 57205, SHED
FEF 2 — k(600mg/H) DHFRIC & D 26% M L7z, [10.2208]

16.7.8 I3y
AL E N R BB Y T2 > (0.6mg) ZHEERS Uiz &
&, V3% Y Y DOCuaLUAUCH=IZ. FETF<— 1 (100mgZ1H
2E) DHERICE D TRENI6% KR TI2%E TR L7z, [10.2208]

16.7.9 EROZOOF 7 IR
SEANBERA240Ice FurzouF 7Y F(25mg/H) 2 RER
lizE e Rurzaus7 Y FOAKNERIZ, hES<v— (64
~9%mg#x 1 H2E) OftHIC L D EEE2Z I Er o7z, —FH. bE
< — b (64~9%6mg#x 1 H2M) % KE#KE5 L&, T —h
DCnaRUPAUCH2IE. k FaraaF 7Y F(25mg/H) DRI
L0, FNEN27T%RV29%IEN L 7ze [10.2508]

16.7.10 #ROEHIEEE
NV 7O EA] (375~ 1250mg % | H2[E) TiHEZ %1 TL B E A
TAPARERELRGNC ) VZF 2570y (Img/H) RO TF =)L



IXFTVF—)(0.035mg/H) 2 REHZES L&, JVIF A
7O OENEIEIE. FEF<— k(100 200, 400mgz 1 H2[E)®
OWAICKVEERZZ I P o1D, TFZLIANTIIF—LOD
AUCo2ld FET 7 — bOHRIC L D 18~30%REA L7z, [10.22 18]

H) AR OAZHARIZIH00MEgE TTH 5,

17. ERPRANAR

17.1 BMERURLEICET HHEBR

17.1.1 ERSE MR (WA)
BRI TADP AT RREMRIRPB SN2 WD TA
PABELDIGN(T T 2R BE6SH. b YT~ — M) 2R E L
e —EEMHLEBEAR (hOFTADP AR E OHREE) ICB VT,
FET v — MEE(A00mg/H) 37T ARBE L B L. RIERESEE
OERBERPIRD 5N

RIS |79 RBE6SHI) | 1 57— MBEGIH1Y) | Bt
HOLfE 13.7% 33.4%

0.006

/ME~ kMl -102.2~82.3% -178.3~96.6%

a) FAEFBUBEE R R, BRI (1238 [) & A %0t 3P4 7 (7 3 A 358 8+
[E7EHA 1 2:8 1) O HAR I FI L 7= Rk 2 2 h 2 n28H H 72 0 OFBL
SEICBRELTEH L.

b) %N EHATRER]

¢) Wilcoxon® ZAZ A 7E D plE

HIEFFE AR 1380.6% (50/62f1) Tdh -7z, F2BIERAIZ. HR
30.6%(19/62(51) . FEIMED FWREERGE %17.7%(11/6241) . &
ERA16.1%(10/6261) . BEEAS K OKREREWRREE14.5%(9/62/) . T8
3#12.9%(8/6265) . IBRBEKX OGN £11.3%(7/6261) THh -7z,
17.1.2 EWE 0 4855% (BA)

BEFEOITADPAETHFLRRIEMFIRIRPESN LTV TANA
BEEZNRE LT, FEMRABIHAE (O TAPAZE L OHH
PR R EM L7z, FRBOED TADPABREIIB I 2RE2HRN
EEOWELA ((PEESEI DL M TOEBY TH -7,

= 53
ATHAEE LA B 100~400 39 41.2%(14/341)
RTHAES TARRERZ 02 | 200~600 182 50.0% (6/12f1)
BIES TARRER 100~ 600 1220 41.1%(39/9541)
a) &R TADAMIET
b) & TAPATHIE T

C)ERY T A D A BE T OAIEEHIAERIC B 1) 2 BeAk SR R A &
BEILLLTH - IEROEE
BRBOBERAAERBEE R TOEBY TH o7,

- ATHES T AHRRBR O Rl (R I R BUSHRE 1334, 2% (13/38%1) Td - 7z,
F 2RI 3. EHR10.5% (4/3861) ARV (A E R | EENHEE.
IRELBOR K ORI RERE S #55.3% (2/3861) TH > 7z,

- HISIEE TARRBE € 020 B FAFEBUSAE1E38.9% (7/18f1) T# -
oo ERIWERIE. (KEBA1L.1%(2/1861) TH -7z,

- RIS TAHABR D BIE R BERE 1357 . 4% (70/1226) TdH > 720
FRIERIE. HR18.9% (23/122f]) . BREEKR OMARERED &
7.4%(9/122f5)  TFENED F116.6% (8/122f3]) R O BAEMRB L O
REAEMGERES. 7% (7/1226]) TdH > 7=

17.1.3 BRE I/ MR ICSF B FIEBRIL ARV T —F (BA)
o AR S OB ITARABR R E 2 i & L RER. SR 2 B9
B TANABEMNCB T DRERBIL AR & — R (GE(EFB
SRR 750%LL B L7EFIOEIE) I T EBD TH -7z,

FefEL LARY & =R
B SR 33.8%(27/80f1)
Ry 381 32.0%(58/18143)
TR AR EARIE R R 27.8% (10/363)

a) BIEICHB L - SR (DB D)
17.1.4 BR% 1 BRI SHER (RA)

B IHEBK TR, RREPRELRED SN TANARESS
BIP 2R E LT, RIS HE (REAE00mg/H. &RE5698)
M L7z, FHmGIEUIIER 2516, 2B 234261, 3FEE 2327641,
MEEH2461. SEENIMITH Y SFEHORMEMGBED[HE
FEuiaE | BB T - 7 REBI O e El &1384. 2% (16/1961) TdH - 7z,
BIVEFSEBUBHE1372.4% (42/58(]) Tap - 7= EBIERIZ. 16
AR17.2% (10/58%1) KRB 13.8% (8/58M) e OiFE D & 1»
12.1%(7/5861) T&H > 7z,

F) &R TAPAIMIE T

17.1.5 BN MERBKRSHER (RA)
BIHRR(ERRE2ET) ICB I 288 0ORAKRS (REHE
600mg/H. #R233:8) DA ZIEFHMRER] (12451) T1&. [#554A
~6n AE1E12461. Ton HE~14H Z10261. T14H ~24H ]

366 TH 0. [EEH~2EH | OFRIEFRBAERD RO HRIEIL
47.15%TdH > 7z,
RIVE RIS 197.6% (122/12561) T > 7= FEBIERIE, &
EHRAD46.4% (58/12561)  1HAR44.8% (56/125f1) . ZEE D %
1125.6% (32/1256) . ERERER KO MAER S & CKBRERER &
17.6%(22/12561) . SEFE15.2% (19/12541) . 1BEE14.4%(18/125
Bl). IR E R B 12.8% (16/12561) . v-Z Lo ISV
7 7 —XHN12.0%(15/12561) . ERZLOIEE &11.2%(14/125
Bl) . BHIEEL0.4% (13/12561) TH > 7z,

17.1.6 B MABHER (MA)
BN TES TAPABEL8MIZ MR E LT, BHEOWIEE (FE
FIR100mg/H. LT &12200. 400mg/H & H8) & 87 Wik
(BALEFES0mg/H. HEZ &1250mg/H I D#EE) L CHIEMRE%
400mg/H & L7 “EHEMIERE (O TA»AZEE O R
B)PEBS N TORR. BACRIERRICB T 2 FEFRBUHE
WAROHRRIEIL, BE OWHEES3. 3% (9201) K OREHR 2 W %
42.0%(9361) TH - 7z
B P B (338 O W 195 7% (89/93M1) T OMBAR 72 Wi 3
88.4% (84/95M) T > 7= EBIWEMAIL, EH OWIEE, Bk
WHEETEN TN, EEREPEEE.4% (18/9361) . 13.7% (13/95
Bl) . FEtEREEL7.2% (16/93M) 5.3% (5/954)  {EHR16.1% (15/93
B).21.1% (20/9561)  7ZE P 8 F 11 14.0% (13/931)  17.9% (17/95
B) \ BE9R 14. 0% (13/9361) . 9.5% (9/9541) | $EIEF12.9% (12/9561) |
7.4%(7/9561) TdH > 7z,
FETv— N OBREEEE (R, PRSUIEER) LIEEERHE
BRI, B OWIHEIEST . 6% (35/93M1) T OB 72 Wit 1%:25. 3%
(24/9561) TH D . EEFTORGHMEZER L& &, BiRLWH
BWETHRICE,? - 72 (p=0.048) . [7.1%H]

17.1.7 B MAEEER (MA)
B CEEE DI C A D AT L RIEMHIZI R A E S g iR
FTADABE203BENRIC, Bk (FiGAE50mg/H.
L Z &1c50mg/ H S D) & & 0B Wi (s HE25mg/
H. HEZ &i225mg/HY D#EE) & CHEMAR£200mg/H & Lz
77 AR T EHE R EGAR (O T A D AKE L OHFEE)
DEMS NIz, ZORR., TV — MEE(1686]) O FMEFHBUHE
WAOROHRRIEE 7T RBEOH) LD bHERICEL (p<0.001).
FROR 2 W HEE (831) & & 0 MEAR 2 Wi (850]) TIIAEEEIIRD
5D 572 (p=0.065)
BIEFH R B (AR AR 72 T 15264, 0% (55/86%1) « & 0 #8172 Wi
1%58.8% (50/85f) TdH -7z E2BIERIE. BIRAGWIEE, &
DEREEERE TN TN, FELL.6%(10/86f) . 11.8%(10/85
Bil) . $EEEEE10.5% (9/86451) « 5.9% (5/85) « {EHR14.0% (12/86f) +
15.3%(13/85f) . MAAKS & K AREMEEE10.5% (9/864) . 8.2%
(7/85() TH - 7z, [7.15H]

17.1.8 EINEE MAEHER (\R)
BEFEOTRTADP AETHR RRIEMFIRIRSB/ SN L V2EA 515
RO TAD ARSI ETRE LI B (hOFTADATEE
OB, PSS v — bl ~6mg/kg/E) BT, ARy
Fif (37 448 F0 P & i e OV BEAERF A RIS IE ) 1o B 1 B BB B > 5
HED 7= OERTIFAEFBIAE IR DR DO RAE[95%E X [E]1334.0
[16.3,50.31% CTH V. HARERBHEEORWDIRDSNIY
RIS 1350.8% (30/5961) TdH - 7z FEABINERIE, M
HRERIERA20.3% (12/5961) . 16HR15.3% (9/5961) . ZHHEL0.2
% (6/59%1) . BARIBERS. 1% (3/596) « FRH Y > N K ML S Al
IBEEIEIN #3.4% (2/5961) TH -7z,

17.1.9 BERSE IERHARSHER (R
BB TR, MEREPBELRD SN TADARRALS
Blaxge LT, RFRSHER (BSHEImg/kg/HXIZ600mg/
HOoWTh,PRWREEE T, RE36E) 2 FEi L7z, SaHbiHH
DD FAEFEBIE R D RO P REIX, 122 T46.2%. 24H1%
T49.5%. 363%T55.6%TH -7z .
BIVEFHFEHBEI364.6% (31/481) TH > 7= ELRIERIZ. I
FREE R ERIE IR 29. 2% (14/4861) . 1EER22.9% (11/486) . Z¥FE
12.5% (6/48f311) . FEIFREES. 3% (4/4861) . RV MK O ERK
IR %4.2% (2/486) Td > 7z

18. FpEIE
18.1 {EFHR

AANT XD FEGER R OV 21 & > THRE Z 2 HE0F KO
LEIA NS LEROWE HA4 =V EBFFHEAR S BROIF]
GABAAZBMEZ N LI2GABAIC K278 T4 A F YIRADRE
EROE bREBUKESR (TRRCVE) OENRD Sz, T
NEDOREREDP S, RHOTFTANPAERITBEAMKEEF MU T A
F v 2IVIMEIER . BAURFEFIELE 7L Y L F v 2 OVITHIER.
AMPA ( a-Amino-3-hydroxy-5-methylisoxazole-4-propionic
acid)/ A = VBBV Y I VR EAEEENTIER . GABATF
TE FIC B B GABAAZ A RENE IR A B OV BRI /K B SR FE B 1
FICED EHEESNTLS Y



18.2 ZIB{EH
18.2.1 MABREEZMHT L (S b, w7 )9,

18.2.2 B TADAET VDX R o 7@ 2iiEHd 5 (5 1)
18.2.3 BIEMTA P AT N ORBEERE K CREREFNE (5 RFE
RETADPATY ). BEREEDBA/2Y Y A) 2579
18.2.4 —@EA MR M & OCHAER KB EAFARER2INH T2

(5‘) ]\)19,20) o

19_.)3@5‘25%3‘(:55@“%&21 EFHIAIR

M E'J < — Ik (Topiramate)

==
(-)-2,3: 4,5-Di-O-isopropylidene-S-D-fructopyranose
sulfamate
2FR
Ci2H2aNOsS
DFE
339.36
L EER
OQ\ //O
/S\
H O —0 'NH,
[¢] O
HSC+ : )TCH;;
[¢] e
e  HOH CHy
27N
HEOHERTH . IZBWIda < KIZFEW,
BRI

A7) —=VXIZTH J =)L (99.5) I TR < KIZBFIZ W,
PELRE

logP’ oct=0.59

(BlEd: : 752y A F 2 7n-F 2% ) —)V/pHTEE )

22. 93
(hEF§E25mg)

[PTP. #ZMHIA D ]11008E (108 X 10)
(hEFE50mg)

[PTP. HZMRAIA V11008 (108E X 10)
(hEF$£2100mg)

[PTP. Rz/RHIA D 1100%E (108E x 10)
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24. XERsARERUBEVNEDOEE
ey UtkREtt <9 OERED
T100-0004  HEETH T HKAFHI1-9-2
FE 0120-850-150
ZATRERE 9:00~17:30(L - H - SHKOERAARHE 2R <)
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26.1 SLERETT

HAFI IR
SERHT REKAFH-9-2
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