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AUC area under the concentration-time curve : J2 & — R ph#R T mifd
BUN blood urea nitrogen : IM{EREEHE
CHO# i chinese hamster ovaryfifiil : & A =— X/~ R % — IR B ik
CK (CPK) creatine kinase : 7 L'7 5= %7 —% (creatine phosphokinase : 7 L' 7 F K AKFF—E)
CYP cytochrome P450 : & 7 v — AP450
1Cso half maximal inhibitory concentration : 50%PH. 2
iv. Intravenous : kPN
LDso median lethal dose : 50% 3t &
LDH lactate dehydrogenase : JLER/ /K E LR
MAO monoamine oxidases : € / 7 I M R{LEEE
PM poor metabolizer : CYP2C19D & m TR OREIT O—FE T, RHHEDIKR W —FE
PMDA Pharmaceuticals and Medical Devices Agency : JMSZATEIE A & 38 5 RS S A S
p.o. per os : &5
PTP 4k press through pack @3 : §EAICH 7R EE LT ¥ 4 7O
RMP risk management plan : U A 7 & HE ]
5-HT 5-hydroxytryptamine : 5-& Kaf 3 h 7% I
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2IFH KR OWRIE (0.3% R L /K RVAR) A Wit C48IFRIILE L 72,

3. BMMS DHERHERE. TE
1. flEREBRIE

TRINBIL AT b U K DR
AN W R Y 7K 2 EEBREAEYESL IS & | RGN A~ S OVRITEEDR— A MEIZLD
HEBRAITV, WE DAY M ERET D L&, F—KED L ZAIZFEEEOIRE DWW 278 5,

2. ERIA

BERK 7 a~ V777 40—V ERT D,

FECAA ks a~ 7777 2=k ) B

B # M A KTER=RNIVRY 7V FEERIRHK (840 : 160 : 1)
B; 7k hr=hkU/KY ZAFafERiRK (1000 : 1)

B

D EAMROOLEERE (HIE R 280nm)




V. ®H|ZBHd HIER

1. &Iz

(

1) FlfzDRA

~ 7 %L FE1IOmg : FREE
~ 7 /L NRPD#E10mg : e AREEsE

(2) HFONERUHEIR

RN

s ®
R 5¢ 4 vailbiz — PR
# = 1
=
i » D (o) i
RE
§£10mg - — R
E&(mm) - % (mm) - H&E(mg) + & (mm)
11.9 48 190.0 3.8
O =
RPD#£10mg TR F
EAA(mm) - H&(mg) « £ & (mm)
12.0~13.8 64.0 5.1
~ 7 %L FRPDEE1OmMgIX, FEHZ LV I > b OEBRZ 1T T 5,
(3) #AO—F
~ 7 %L FE10mg . MSD267
~ 7 %)L NRPD#E10mg : 72 L
(4) HHF|OYE
MR L
(5) T
RZM L7g
. BERIDORERK
(1) AHESS GEHERS) DEE R UHMA
e ~ 7 %)V M EE10mg ~ 7 %/ kRPD#£10mg
1 g
EE Rl %ay . , . .
UMY 77 AR 14.53mg (VY U 7% L LT 10mg)
ILBERFIY), sk o —R HHT V| EFF D= b= T AULT —
AN Tr—bT T, Z@kgk. AT TV | & -7 == AT T = AbEW) . FER
N/ SRV a4
(2) EMRBEZEDERE




V. ®H|ZBHd HIER

(3) #=E

BMER e L

3. RTEMEDHBRRUVEAE
BARSAYA

4. Hif
PSRN

5. IBAT DATREIE D & 5 2R Y

H
N CHa 3 H
gy g ( . L
/ Y | / \ \/@ y, CHa D/ /
/N N ./N \ -
k‘\N _N-CHa " “CHa N /FLJ\_& & N“N’)
= |
CHa CHa X-
L&A AT B ATk
H H
= O S = ) 5
N _N -
Sy {__/N—CHa %N {_/N-—CHa
\CHa \CHa
-
N-FF 2 Fk ARBIEE
6. WHDEEEFHETIZEITIAIREN
[~ 2%/ hEE10mgl
R RIS RAFIERE PRAF IR HERTH H FE.
EHRAT 1MER
25 °CI60%RH/MEFT | PTPAL%E: 36 A kN
S oREUNETT = 9. kB %
30 “C/60%RH/IET | PTPA%E 365 5 |SEME
kB 4 fli R HEA
40 C/T5%RH/MEFT | PTPALLE 65 H W)
. Ko DIK T =7 T,
WL | 60 “CIRET or S 3 A LR AT PIT
o TR ER IR,
& 05 CIS R et 3. VA HERBR IK Gy D39 I 72 HE AN K ONBE A1 i B
ﬁ%—‘ {E’_}E Hij-l” o 455&5 4Hﬂiﬂ§{£ 0)1&?%5@&)7‘:0 'ﬂﬁ&ifﬁ%mo
i i3 )
=% ! PTPAE: BALERER | Bk
S CRBMIED | ) 45 00 g™ i 2 00 B, O ol
D65 T v 162771x * hr | g k43 : i
b (2,500 1x) e E0 A (27H B ) OHOTNRMETERDT-,
S " TEABEL | i,

* KRG OWTIR, B ERE L TV




V. ®H|ZBHd HIER

[~ 2 %/ FRPD#£10mg]

B PRAFSMF PRIFIEHE PRATHR AERIE H S
HALR 25 ‘C/60%RH/ MR ARIEARD T D2 IS LL )
SRE |25 s | senn | MER i 0 b HURARLL T
R 5T 9 Sl E R BTz, TN,
30 “C/60%RH/ R
- TOVIAREEET| 364 A (\f . =
R Wiz T BIAHAME | NERLIK, 4RIEIRD D At
U g0 crsos Ry ‘ LR BUR LA T) 23007, fIEHLRE P,
- TS 64 A s
H%Fﬁ' 5/]3E{£
DI L, NBLIR, 4tk
IREE |50 C/MEHT YIRS ko 43 R LT e EMORKBMELLT) 23R
Oz, MITEFEN,
" S0 WHIRIC & B WATER O & R 7
(B
‘ 25 “C/85%RH/ W T & B K 4y o HE N (3.9 %
T 3 7Y R K — .
WEFT —6.5%) iz GHEIN . X
X T2 43 RGN
" ida 8
s I
V7N °
. EALE 2 R "
Ne2in AN N
A 38 R SR L, KOO8
%—5.9%) @iz # o
o CEESTD) (:(%.9 : 5.3 %) % \&bf (%EJ%%)Q
i AT HIAER LGRIEIRITEEIR R LT TH - 7225,
mea Ak 5. Lk NGRS (Bl LA
#® N T) L. Z OO 53fi130.41% & i
B 120751x » | 6-7K%
% D65 T v N mii,
©,0001x - h) ’ S
(25 HH) .
GRIERITEERILLT Th o 7223,
Sy oA s — NTRALRDN DTN (Bl LA
e T) L. Z DM 53 ERIL0.15% & 1
Ay
7 U7 (AN,
IR,

*1: TV RAF— Ry 7 OIRAFIAD
¥ 7Y 22—y 7 ((FHEPVC/PVDCHO 572 5B 7 4 L AR O E T V2 §8))

*3 ¢ BRI H IR D A

. FRELER NBREBEOREN
BARRNA

. FlEDEREEE (MEEFHEL)

DR L




V. ®H|ZBHd HIER

9. AHM
[~ 2% n EE10mgl
FiEH REHRBRIED S Rk L0 iR E21T 5,
[Z1F] [FliE%R, 50rpm
ARERIR, 7K
FER5 M ORHERIL, FH94% Th o7z,
[~ 2 4%/ FRPD#E10mg]
5 BRI HEBRIED S RVIEIC L 0 ik 21T 9,
[5F] [Bl#EEL, 50rpm
BRI, K
FE B O HERIL, 12IX100% TH -7z,

10. Rz - A%
(1) FELNDELGES - OF. SENRRCRS - SRICHT SFER
BN

(2) A%
[~ 2%/ FE10mg)
68E[65E (PTP) X1] - 18866z (PTP) X 3]
[~ 2 %/ FRPD#£10mg]
6EE[38E (KU T L ir—2) X2] - 18838 (KU 7FrE L 7r—2R) X6]
~ 7 %L FRPDEEIOmMgiX, 7 U AX — X ZIZA-7=18E08 TBEOIY HL 71 & TfAS ] H
SN RBoEaEEN, SWEFITERN 1 OORY Fa 'Ly — A THE STV 5,

Q) FHEE=
BASARANA

(4) BHROME
[~ 274 FE10mg]
PTPAEE : RU =L, TAI=T LA
[~ 24/ FRPD#E10mg]
TV RZ =Ry 7 RV E=v TAI=T A K
. X)) zFL, TAI=UA, K
=R R TrEL Y

1. FlgREShSEME
Y LR

12. Z0ih
PPN



V. BRICEYTHIEB
1. EERIIZE
4. MEERITHE
RELE
2. FEEXINRICEET HIE

5. MREXEIHRICEET HEE
51 AANL, EBSEERFPRICE D HIEF2HAENC LY TRROZRWREER] H50iF TRk ® 5
FEESE ) E W SNEBAICORMERT 5 Z &, FHORO L 5 eBE I, 7R THLED
Jiid . A7 s 2 <o D JFU RN K D BB D ATREME AN B 5 D T, AFIF GETICINE ., B, BEZ +o1cAT
W, BEROIRRNE G L T ERETH L,
A FETICHEER EBWIHETE L= 2 & DRV EE
- R L WS NI Z LI D03, IR IS E A DAL D AERSORGE & 135 e o 7 BT K ONRERERE

RoOH D HEE

5.2 FHEME T RREE T EEE . ISR R R ME T EETR . IMJECR A EETE & D WO X RR AT RSB EER 0O R
G LN &y

(fEsL)

5.1 AHl LA CH S FIET 25-HTisnp S B RFBISILEOEEFHE L TERE LT,
AR OEFRRERIL, ESHR PRI L2 FER2EEEIC LD TRRZ b WHEETR] H D0
X TRIIRZES AR &2 SN 23t FE i S v, ERROEOUGT (56 2 i
(ICHD-IIZAHHET TRIIRD RN FEER | &5\ id TRIJkDH 5 Fidh ) Lacanz - (LLFHE
£R) o D LIS OFEIE IR D ARKN OA FMEILHENL L TuZgny,
FRIZIR D X5 72 BV, 7 BT HH 55 o i ifn /87 [ 5 o O JR RN K 2 B D AT Rt & % O C
EEBMETH D,
1) S TICHEREZWRAMHE L2 LDV EE
JT SRSV ZB MRS O — 2 C, WO Z2IIA T, lE ., B EIC IR A Bt 5 8 35
U bH -T2 85E G0 H 5 F iR TIR2EDICZK 2+ 5 & L & T3,
2) FEEJR &2l S iz 2 S idd B 23, IR E A D D AERORRIE & 13 572 o 78 K O

FHER D & 5 B
LU DIERNGRD BT Rpld, AFIRG-ANCIRE. 2%, A Z +0ic4Tv, B O JRIK 2 fi
BLThbEETLZ L,

fERR 72 55 & Bt o1 D Atk

O ETITRBR U722 &£ ORWEERITIHA E - 721 LWV R

@R, % £ > 72 5

ORI & 7=WFI L U % 9\ FEIE

@A T B L 2 BRI

GOn%., ZRTEWRE, AERE CTE(L T S8R

@®IRIED 5 - MmILIE% £ 5 FEFA

@BEBUARE R G, Kerniglss) & 789 2 FE7H
[(Fex KEH. fh, BER & AR, 79(10),82(2001)]

5.2 K &R CHAN G FUTE T 25-HTisnp S B MFBEISEILEOFEFHE L TERE LT,
SR R R, AR ME R R SRR . MR T R B D O IR AT BRI PR 1. K
1 A5 B 55 2 0D HRRR AR R D BRANE2 I 03 IR S 72 I3 5L oD J BRR CHRF BRI R R & ML T D, o
S OB EER OFRBUITEMAE S L TWb EEXLNTEY ., 2 b oAl LTk
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V. REICEAT SIEH

MAENHEER 26T 2 FEHOM IR T 2 & &I Tnd,

AFIOERARER Tl SRR BE OBEED & 5 BFITK L TiE. HGEEN GRS LT
72, ARFNOM IR 22 < . AR L T, Lzas- T R e Bag 3
HLpnwZ kL7,

ERRRE % H2hACHD- DI K 5555
DZE WM RN FrEEY%E  (familial hemiplegic migraine)
AR D & 2 o, EERE (B 2&Lerikod 2 F B T, B1ETRE £ H2E s o
Dra LB IANERERE (Bi)) & FERIkEET 2,
(B Wi 1)
A.BBXOC &M= T IRIEIEN2ELL Ed D
B.HIIKIE, SEAWYMEOEERRE (Bh) & PR EBLUTOIHEANLRD
LGSR (XX L7k A - e E) BLO - Eiid@msE (HIRER) 25058
AL OB AR R
2.5 (F7 F 75K BERO - FroiTferEilE GRS 45 o5 m W DRI
3R S REIRE TR A R
CAL LB TO2HEA &3
1072 < L H1ODORIIKITS LA ENT TR A ITERT 22, BL O - £721%
R DB ORI F SR E 50 L LT TERT S
2. Z NN DRTIC O FHBERF R 555 LA 2455 i) A
3.1.1 TRIIRD AW TEE | ORBBIEREB ~D 2 ili7- IR, RO HEF S L < IXamk
BtE% 6057 LAPIZAE L %
DARLEL— ADFELES L ITHAEEBEICA~E 2= TIUREIENH 5
E.ZDfMOBERIZE S22

2)FMFE M [ ksEME i 8E%  (sporadic hemiplegic migraine)
Ak & 2 F e, EERE () 2 & ieaikod 2 FEE C. H1ERE £ I3E2BEmsiE
EEEHE (W) 25O REROFIREZ AT 2 OBV,
(B2 W7 )
A.BHLOCEMTHRBIEN 2L LH D
B.ATJKIL, seardEo@EERE () &, A< LB UTOIHANGRD
LGSR (XX L7k A - ML) BLO - Eid@msE (HIRER)  2505%
A O R R SE R
2. W (F7 F 7R BXO - Ezidfatigl: (RS 45T emTlitE ORISR
B BUl ol G g
CAL LB LU TNO2HEE & 7=
140722 < & B 1OORTIKITE UL BT T2 ICERT 20, BXO - 20X
R DB OISR & 50 L LT TERT S
2.2 NN DRTIE D FHGRF L5653 LA 24HE I A
3.1.1 THRDRWFER) OBWIENEB ~D 207 38, fiJko HBif
b L <IZATIRBIAREZ 6057 ANIZAE L %
DAB1IES L ITEAE A ICA~E &l 7= TR BEER 20
E.Z OfMOBERIZ L 5700

11



V. REICEAT SIEH

)Y 7 BEYR (basilar migraine)
Ak & 2 FEEfR, FEER ORTIKO BRI, I E 7= X WHCEER (5 2 32 O
) EBEx oD O, EBERE () PRI THL2HAEITE £,
(L)
A.B~D Z =3 BURRAE 2L B %
B /7 E B LT O20DEEFHHEORIIKA S 523, EEE () 1XE biebizn
1A fRE
2. [FHEMED F
3.5
4 JETE
5. 181
6.TM AR D A KL OB O NS Ao 72 2 AR R
7IEH) KT
8k LR
9. T 0D T i
C AR E BT O2HE 2727
17 B 1ODRTIKIEE UL LT TR ICHERT 72, BLO - £ITER 28
BOFIRN ] EHEE55LL LT CTHEET S
2. FNENDRTIEOFHGRE L5 55 B 16053 LA
D.1.1 TRIJEDZRWFTEER ] O B~D &= 382, Ak MEy b L <
HIIEER 605 ANICA L 5
E.Z DfMOBERIZ L 5720

)RR A% (ophthalmoplegic migraine)
IALL EDORERMMFRIR (—AREITITF3MR) ORI 2 5 FBUE ORISR E A LI BsEk
BURFEIFETH Y . MRIEOREFEDEALLIMNTIT N NR DFAENIRE RO B AL,
2 W)
A Bz RAE2M U LS 5
B EEJRERIER 1L 3, FAE I IO D 5 BIARLL EORERRI AL D A, 7213 HE
SRR 2 B4 4 A DINICAR 2R 2 £ 5
C.HEU A L3 T\/V:@& IREARL LORHEEOHRELBETED

3. RIERUVHAE
(1) BERUVAEDHEHR

6. AERUA=Z

W EACIZY R Y 2L LT LAE0mg & FEENE O R SR IR 0% 595,

7B UIEPAR G RGAEITIE BN ST D 2 LR TE L0, JiElO#K G L2l EH i 5 2 &,
7272 L. 1HOW#R&KEGE220mgLIN &35,

(2) RERUVAEDHRTERE - B
1) #E#E L& 10mg
[ N e O E O il PR ERBR AR 2 AR A SRR L 7oA S A7 7 B ARRE L ik L C10mgit 5
DENTEY ., ZaMELEHCMEN R -T2 2 E DR 5 B4 10mg & 5% E L=,
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V. REICEAT SIEH

2) FhERDBAA5 72 E OB

JEEIR Gl AR B IR OUGEN — BRD b TH T ORIERAHER T2 L0835 5,
SMNEDOEFRRER T, FIREIC K 25mORENFEEL FICEL, BARER L2V EEZ 2 67
Bitr. AFI10mg (158) 25 L7z, BT, IREIER 52002 12 T BJm OFR A TR LUFIC
B L 7ot TRPRIEEE 5-24 R I LA S FE DL B oD R8T IS K 2 3R BIED IR OB L 72556
B 5 MR 2 20U Ed i, AFI10mgA B G- L7,

AFN10mgP 5-205 8114 DIER R 1170.8% (32241/4556%1) T, 7T LR GR DU ERS5.1%
(106f51/3020511) X v AEICUFE LTz (p<0.001),

F 72, 2 H OFIEITKT 2 AKF O ERIL81.5% (5341/656641) T, 77 BARDOLER44.4% (33
BIT5H) LV HEICEWEERTH -7 (p<0.001),

B G O AL > CTRIERRBENE < 22 2B RO b h o T,

[E N K OSE O BRI R CIE I EIC kT U C 24 LANIZ30mg  (38E) £ TG LMD/
EEME LN, AFIOFMEELEEEEE L, 1HORKGE%20mg (258) LR E LT,

3) KIEFEMETOHRE kL

(HIEES) GEMES)
. 1B
@ HEF+5 ‘ @ 20mg (28%)
/ L |
OB RS 2BERALLE " 2485

4. RERUVRAEICEHEY HIE

1. RERUVAEICEET 5EE

1.1 AANT SR OBRAEBRFCRVEMR L. PRI G LnZ &,

1.2 AHFEFIZE D R RPBD DNRNGEIL, TOREICK L TEINRGE Ll L, 20
KO REAIE, BRED L, BROFERZHET 5 &,

(fi#a0)

TARA L A CHBh BT 5 5- HTisnp= AR EE Lm0 EFH E U CRE LT,
ﬁﬁiﬁﬁfﬁ@ﬁ@ﬁﬁmﬁ®ﬁﬁm% PR E O F 0 R OHZBRE R OB EEH

IRV SEDREZRTEEZLNTWD, F7o, tipldl6~1LTHRTHDZ L L0, THHMICH
H L THIEFEDRITIRETE T, L LARWERBIO RN 2D B b T2 TR
W L2 9 IZRt# LT,

72457 & 7] CHEN BRI IR T 5 5-HTipn 2 A FEIE @ o EFIH & U TERIE LT,
AHFNEEIZ L0 2L RBRD SN WAL, i RE% O ﬁgmf% ZER T DN
SEYR LIS OBERERIEETR Cd 2 AIREMENE 2 HILD DT, ZOFRIEITH L TGEMEE G- Lan 2 &y
ZO X RGEIE. BREO L, BERORR AR D L oiiHk L,
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V. REICEAT SIEH

5. BREK
(1)

(2)

(3)

(4)

RRHR
BRERT — /Ny r—1
RN

SR ER

1) HiEFE 550
TR AL6HIN S LT Y Y 72 (7 EAAD 2.5mg. 5mg. 7.5mghk *10mg4 Hlal# 5 L
75, bmgtk G- D20 i b mg B % 5 O 1R DIRK Y. F 72 10mek 5D 14l $XI“O>ALT
(GPT) bSO LN, WIS EALE CRIE Lz, ZOfcEiR ERIE L 72 2 B I3
LIV o T,

2) HA[A] K& OVIE & 5-55R

fERERR A 2451126 L CY S R Y 7% 2 10mghEZ 1 H Bi218, 304 B2 CT1H 3[E&E
W5 H BIZ1EIZEERRE O 5 L7/ R EE 2 A EHRORMRAEEO R EEAHIRO Si/eno
7=,

RERIGIFERAR

RTINS AR A — 7 5Bk

AR ERE (PEEU EORAERT D) 20612582, UV b U7X 2 bmghi iX10mgh

Z1ERR DG L7ofE R, RS2 % O BmUcE ., BEMHERSGE R KOV # ATE 0O SR

FIXZNENEmghETIE40% (2/5). 80% (4/5), 60% (3/5). 10mghtTIL100% (8/8). 100%

(717). 75% (6/8) Toh o7z, £, MR ORI IIEROUGERFIZOWNT, BEN L%

Wz RO i) &R L 72 A FIS 135 mghE T60% (3/5), 10mghtCT100% (8/8) Th -

7o 10mghElZBWTEIER S 16 (AR, DN, S BB LR, Wi BALE CRifE

L7,

LEOFRER KO | AR BREE (PEEM LORAZAET D) T2V N 72 o of
DR LT,

BRI ER

1) BXMEMREIAER

1-1) #EVEAALIATH BLOGHER

L 1A S M i B

FrEEsE R 1166 2 %52, U N 7% 2. 5mghE. bmgdE X N 10mghE & 1k n& 512Xk 5 —
FEERLEGBRZ F20 U-, SEIMEEA & UK R % O ER L ER  (69.2~175.8%) 1%
& OMBARRITERD HALRD o 7223, BIREHGIE B X ONEINFHMIE H & U 72 S vE el OFrfal
p=0.0135, Jonckheeref &) . FIEEFOIER OFEE (FMlp=0.0208. Jonckheerel® &), HHEDH]
4 (A llp=0.0044, Jonckheerefi ). EBNMMEAIERHZE (FMlp=0.0112, Cochran-Armitagef
TE) . ARERARRRI% OFER M ER (F1Hlp=0.0448, Cochran-Armitagefi &) K& OEATEHIHE (1Al
p=0.0397, Cochran-ArmitagefiiE) (ZH W THEEMHBABMRNE O b, 2.5mght L Y 5 mghf &
O10mgREDMENL T e, BIZ ARGERARF[H]#% OO BAJR S 3R M O BRTH R RIZIB\WV T 10mghEDS5mg
BEL D BT > TN, E70, R AVEN TRV L) S HE SNTEROEIE (%
23R) X, 2.5mght379.5%., 5mghf375.7%. 10mghtni75.8% CTh v | Za&MEICB W TIIHE &
FIEIRIR TR H e o 7z,

1) ARBNOAERINTWD FE - A&, R, ATV R 7% L L T1EI10meg% J 88

14



V. REICEAT SIEH

DOIRFRBRF IR OB G35, ok, PIRPA oG EIIE, BIERETH5ZENTEXDM, A/l
FORGENOAR/LL EHIFDHZ &, 7272 L, 1HORKREEA20mgllNET 5,1 ThHD,

1-2) bR

ESIREA G G

JrEATE EE 1400 2 k5s, VY MY 7’4 2 10mghE X7 7 B AR Z 1RO 512 L5 “EHERIE

W a2 S L 7o, EEAHEE R Ch 2 IR % O BFERIL, VY R Y X U 10mghER

59.4% (41/69). 77 B AREEN34.3% (24/70) L VY NY 7 X UEERAEICEN T (Ffllp=

0.025. FisherDE#EEZRE), £1-. BHELREN [Z2MEICHER L) SHE SNTEROFIE
(ZEHR) L7 72 RREEN84.5%, UV R 7% 10mghfn368.1% Th 0 . REMICHEZENRD L

M7= (Fflp<0.025, Fisher®EHMERE), VY~ 7% L 10mght OBINEM OFLE T8RS L <

FFEECTHY . EEREVEHORRITRO LN, VI RN 77X ORISR I,

1) AFIOERBINTWD HE - HER, TEE, ATV RY 7% L LU TC1EI10mg% JrEEm
DOIRJERBRFCR OB G35, ok, RN A oG E1i, BIERET5 2N TEXDMR, A7l
HOEGNOARFMLL EHITFHZ L, 72720, 1HORKEGELZ20mgllNET 5, ] THD,

2) REMHER

] PN 2 TIUFR = 1% -3

JrEadE R 42 2t iz, VY R Y % 2 10mg RPDEE (OFENAREESE) 2 /K72 L CIRHS®, E
G (RE218) OFMMER e E B Lz, TORE, K180 FiEERIECB W TY
PR TH RS S, 10 G SIERIED b o T, 1RIH ORI IS 5 5ETE
R (B H2MEM%) 1373.8% (31/42) Th-o7-, 90 H F TORIEICKIT 5 HERMLERITI69%
ETHY ., BIERBICERRS AN THL Z EWRBENTZ, £72, VY Y FXZ U OMERR
BoO7=ofb 2 1L L7eplix2a < & 612, FIEEHE O > THREE G < 22 28 m b7
B0 T, FBBEEOEGEIER & UTHEIR, ZEED 0, BEESES DN, VY b
U 7a o OEMBEGICE Y, BIVER O, FLEE & OUSBEE N LT D EIAITRD Hieno
2o 2B, AEFRICL 2P IEHITIH (BEIREKOEREE) ThoT,

(5) B - IR
B L

(6) AEMER
1) ERABERE (—REARERE. FEEABERE. ERABBLERRAT). HERTERT —42
R—IAE. RERTERERABRONE
o AR AT 1220034512 H 72 52006411 H £ THEfi L. FERFIER1, 76 1651(306fi7%) & INEE L 7=,
LM R R GUERI,68 1611233 T, T1HI8IM: D RIVEFH 235588 & 41, BIVEMA R B HRIT4.22% T -
7oo BIWERZEBLRIZEWIEIC, BIRA30.95% (161F) . H230.65% (1114) . HFEVH0.59% (10
fF) . WEM:, BREA% 20.30% (5iF) Tholo, ARPEERRIGUERI,627HIZ331T 5 Fr s 1%t
T HAHNHFEIT91.58% (1,490/1,627%1) TH 7=,

2) RBEMHELTEREFEOABRIEER L-RE - AROME
RO
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V. REICEAT SIEH

(1) =i
1) EBRFELIHEA—T R
AARNRBREE 4101 2 %12, RERBIERBIRFICY Y 7% - 10mg AEN R EESE 1 5E 4 B
[l 1 B 53 2 5B & 920 U 7=, ASKI B 5-205 8] % O BER U522 13.80.0% (32/40%1)) TH -7,
AR AT K 5D B RIER % O AT A BT 2 BIEH O R B 1322.0% (9/4161) | B A E
BT D EWER OB 134.9% (2/4161]) TH o7z, ERBRIERIXBIRL7.1% (7/41%41) TH-
77

2) BN TORRRKRABRBEDHE

[ENTHEM S 7z “HERILERRZ Z0RRRRICIS W T, VY Y 7 ¥ U 10mgnd ik G- S
B BB 1930 OBRIRERT (IRZE2e [ 1% OB UESR) OMBEIILLTO LB TH 2D,
REBREEZRRE LT TR L0 “EEREEGBRICEY . VY FY 7% - 10mgd A HIHED
ROHLNTWD, FRE2LADORYIFRGHAER LY | AH OIREBEE DI AL 5 R OB T

R HILTN R,
FIRSE 2 [ % O B sl e Y
77 R U Y
ATHAEE AR A — 7 7Bk 100.0% (8/8)
B 1 — B iR 75.8% (25/33)
SEILAH — B R LB 34.3% (24/70) 59.4%™%  (41/69)
HIE A — 7 R 80.0% (32/40)
ES[ey F1FRAE 73.8% (31/42)
F2FEAE 77.8% (28/36)
R a2 F3%AE 69.0% (20/29)
FHAFAE 70.8% (17/24)
FHHFAR 90.9% (20/22)
P ER R 35.1% (106/302) 70.8%"  (322/455)
W | K0 R LR ERBR 36.6% (30/82) 76.9%"  (246/320)
iR 40.3% (64/159) 67.0% ™ (258/385)

ELD : BERORES TEE) X TR 20 T8E) T e L) ICdFE LizEE
2) : FRAEFI4241

7E3) : Fllp<0.025(7 7 & AR & @ ki)

£ 4) : p<0.05(7"F &R & D)
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V. REICEAT SIEH

2) SVETOERRKRAERAE

2-1) FREEFRVERBRY

HEo S AR R (FRIE T AR atiR)

HAEE T EE O IR RIERE 258Uz, VY R Y 7% U bmghE, 10mghe &k N7 7 & AR % 1[al#%

m&ﬁ#é*it@m&%%%imbtoﬁrﬁﬁﬁ CEIE LA, 24BN O2lE £ TD

PRI LIRBE S 7 (24 RILAN TReR3[EIIREE) . FELREARE H T b 2 IRFE2RF[#] 1% D BR i
FIX, VY R Y 7 & 5mghfni62.4% (285/457) . 10mghtE1370.8% (322/455) , 77 L R EEN335.1%

(106/302) &, VY N 77X UHENT T RBRBEL VA EIZED-72(p<0.001, 2 AT 4 v 7 A[A|

JHET V), U Y7 Z U ARFEZICREBL L CBERIL, wEED v, IR, I ELK OIES T

HU | 24FFHLINIC Y W N 7 U E @ 3EIRIE L2 A CHRIERAREBLRIT LA L o7z,

U R U 7% o bmg Mk N 0mgld v B8/ K& OV 85I/ O B3 TR IS A RS iR S vz,

) AFNOERBEI N TS AL - HE, HEE, jA i)%%)7&/kbfﬂﬂm@%ﬁﬁ
ORI OB ET 25, 2B, DRI ARTSREGAIIE. BINRE T2 LR TE S50,
%E@ﬁﬁﬂEﬂﬁﬁuh%Hé:&ottL\15@%&5%%%M@HW&?6J‘T%60

2-2) MY iR URIERBR

WSS AR AR (R 0 R LR EaR)

AR T EE O IR RIERE 255z, UV M) 72 10mglE KOV 7R E R O& 535
CHE SRR A I Lo, BRCGER ISR LA E, 24 BIN O 2[E F TOFFITHK L
RFE =72 QAEIOFRIEITK LT, MﬁﬁuWkammﬁi)4@®%w (xRS S H 7,
FHEFHEE TH 2 FE1IRIEICE T 5 RIE205M % O EER T, VY MY 7 ¥ o 10mghEn
76.9% (246/320) . 77 B AREEN36.6% (30/82) & U U 7" X URERAHBEIZENL TV = (p<0.05,
0YRAT 4y 7 AERET V),

U MU 7 X RECRBUBEE O ORITERIXZEIED T, IR, TRK. E & OSERGE TH -
776

T 24RIOFRIEICKT DV MU 7 & o OfF AN HER S,

2-3) LrEABRs)

WS 5 AR AR

HAEE T EE O IR RIERE 258Uz, VY R Y 7% U bmghE, 10mghe &k N7 7 & AR % 1[al#%
m&ﬁﬂié:i%ﬁm@ﬁ%%imbtoE%%ﬁ@ﬁf%é%%ﬂ%ﬁ%@ﬁf&%+m\J
P RY T X 5mghtn360.4% (99/164), U~ U 7% 2 10mght2367.0% (258/385). 77 R
7340.3%(64/159) TH Y, VI MU FX BN T T2 REEL D AEITENRL T 2(p<0.05, BV A
T4 v ARYFET L),

BIER R BRI 5mghE N 27.4% (45/164) ., 10mghE7332.6% (126/387), 7 7 B AREENY20.0%
(32/160) TH -7z,

LEDOFERNS U RN Y 7 &2 o OfF A R I,

) AFNOEBEI N TS AL - HEE, T8, mA i)%%)7&/kbfﬂﬂm@%ﬁﬁ

A OBRBBFCR NS5, B, PRI R+5 WZIE, BT 5 Z &R TE D08,
%E@&Q#Eﬂﬁﬁui%ﬁé:&otﬁb\15@%%5%%%M@UW&¢6J‘?&60
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V. REICEAT SIEH

3) FHETTIE
AFNOERRBRIZOWTIL, [EBREE 2 O R SRR A S S £ L7,

(%]
[ BREER P 1T L D e o /0 a™ (B R 3R S iRy
1.1 AR EED 2RV ETE 1.4 MR A B
1.2 BRZE RS Fr o 1.5 /NS HIMEAEGRE (5 & O BEE A3 R &
1.2.1 MR EIEZ £ 5 A B nobHo)
1.2.2  FiJKIEBAER Fy 5E 1.5.1 /N BAPERIEMED F 0
1.2.3  FIEME R BRI 5 1.5.2 /NRAZRAE B
1.2.4  fMESR froETE 1.6 FEROBIHE
1.2.5 RJEDOHTHR ARV H D 1.6.1 JEURRIERERE
1.2.6  ZERMEDORTIEE £E S FrIE 1.6.2  FrEEYEIC K D iNiEdE
1.3 HRARBREELE F EEE 1.7 EEAHEICE S 220 EER

7£)International Headache Society : Cephalalgia,8(Suppl),9,12-17,19-73,75-92(1988)

[EBRER A (S K 2 TR a2 AL vED (B R R It )

HiTJE 2 fE D 72a v 8RR

B
C

A
s BRI BN 4 — T2 Rike T B
RO OB, A7 LB 2THE BT,

ROB —D & 23 IENERILLEH S,

1 PSR

2 B

3.5 —5RE O A (H H AT B D)

4. PEB DR AR RRBIEIC L0 BURASEET 5,

DRAER koD BL1EA &2,

LIEL KOS D\ D 3
2 G % OV i

RO D BLUER &=

LIRER O - AR R & 0 S EMERB A B EL O D,

2IAMER & D, FARR DY 2 WIAREAT R L 0 SSEMERES DN THRAIC LY BE
TE %,

BAEMERBPAEL TH, BB kv FE L ORENEETE 2,

B 2B 5 9

A
B :

WD B AR DFIEN2EI LD,

WOAHB DS 5, 3HA ZMi=7,

1B/ H Y . M B 2 WIS O RFTRER & B2 b b,

2.BRITAG L Bz v R L, 2L EOREAEEE L TAETTH L,

3AIIRIE60 L ERAGE T 2 2 L idde v, 2L EORKOMAS b END & XX, EO0FHE
RefHI DL R T 5,

4. FER AR 60 AN AT D, Rk L D BLRiTS D5 WVIERIFTH L)

RO D L1IEE &=,

LIAE R O A - PP R & 0 SR E MR EZ G EL 9 5,

2IRER D8 B E H ROV EH D WIAEAT R & 0 SEMRES RO TOREICL Y &E
TE D,

BAEMAEDAEL Th, #Ril &V H e & BRI EETE 5,

7£)International Headache Society : Cephalalgia,8(Suppl),9,12-17,19-73,75-92(1988)
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VI. EMER(ICE§T HIEE

1. EEZHMICEEHDLEMRITILEYEE
U 7% % (5-HTiBnp S FIRTEENEE)
—Mh AT DI T B AN @ VI M) TE . =L M) T2 RAKFERE, 7T Y
7B YRR

EE : BEO H LM ORBESUIIRFIT, OB FRLELZRI L L,

2. FIBEMA

(1) VEFAEREL - fERFE
VERERAL - GRS M
TERRSR: © VY Y 72 0%, BEME ICFET 25 HT w2 ARICER L, 7 BR R ERRC IR
T 5 EEZEZLIVTOAINIOIRENENRZ SHRAICIAE S5, Flo, = XHRICFEET DKW
K OVAREE M 5-HTio BRI/ERA L, FfETTF K (7 RAZ AP, vy b= idfs 1B
HWARTF RE) O E LT, MEIEE, RO RIE, THRMER OREZ T 5 & Ebh
Dy VRN TZHZ T, ZROOERICE Y FlRE2%SETDLIEEZ LN TWNDHY ~9,

1) BREZIERE~ADEERHN

1-1) 5-HTwp, w2 BRIk 2 B RAGKE S

UHRY 7 &%, SREEESRBRICE T, 5-HTisB& U5-HT i BRICH LEWEifiniE 2 s L
7=, ZOMOS-HTZHRY 7 X2 A TREOMOZ R (afeOB-7 R U UZR/IE, F—33
VERFIR, B AZ I UREWR, DAD Y CZFIR, XY UTRBE O FIRE) TR, FEE
WZFFWBIFIME LAV & 7o 7= (in vitro) .

1-2) b b7 o—5-HT Mk O5-HT 52 AR 69 5 /B
UH MU 7 0%, b b7 v—25-HT iR OS5-HT i BIE~DOGTPYySHE ARV TC, 5-HT &
IFIEL DL RVEEIER E L CoiEta2 R LTz (in vitro),

1-3) EOMOZHEEEFITIIT DG AR

1) B RZ I UZFER, 5-HTEUD AR R OV A T U 2 35S A 7R
UHF RN TEZ %, B MEO B A X I VHIZER, 7> MIMS-HTHEY ALK N~ Ak
LAH Y UZRRITH LT, BRMER 2D BT D T o T2, > T, b DOZRFER
WCFEET D AREMIIZE A E VWt B 2 Bz,

i) 7 RLT U o mIRHE AR
b hm—r07 FuF U raf OB /RIS RT 2 80fPEZ . U4 Y 7% 2 1%10 1w mol/
LIZK 2 ZNENOEMEY T FOFMEHERTHM Lz, VNI T2 o7 FvrhU v
ZRERICRTT AEFMIIIEFT IR, ICs0iE >700nmol/LTH o7z, - TI b DEZFRIZ
g U CASED5-HT1Bnp% ARk B3 IRIMEN R STz,

iii ) A FESZ AR E~ORE SR
YUY M) FZ o OBFMEEZ SO KT (7T ) U2 /R, 7 RUvF U U/ IR, 7
BRI, EEANT I URRER, A F T, TEFALY URER AESFA R
KR, 7axy )4 RZRK, 7T7=b—br77—8, AV VBLEEFEC) THRE L,
FRBR I WAL (109, 1078 L < 13105 mol/L) (28 DEY 4 REEA2350% LA
ERESNIIIERE BT D L ER LD, TOME, REIRED105 mol/LTAAN Y Mi%
KIEIZK L Th0% B2 AFECHEL, F-e 2 ¥ I VHIZEELRA RS Y oMoz HIRIC
®LTE0%ICIEVWHEFEE R LIZE T Thole, ZRHOFEENG, UV RY 7% D5-HTien
D BRI D 3RRME DI WERE S 7=,
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VI. EHER(ICE§T HIEE

(2) EMEEMNTZRERAAE
1) b MEHmEIzx3 5 7EH
UHRY T &%, v S OREGH AN BRE IR A IR B AFRY (108~105 M) 1Z5@ < Ui S 7z,
—Ji. & MEHEBIIRIC R L CiE, FERICIVIGEETE LAvR S e hr o7z (in vitro) ¥ 7,

)
*é( 200 0 1 5-HT
= O 1 AvM)TE
% 150 4 ® )T aL
5
Y} il
= 100 i
&
e
o 50 4
3 FIELIEESE (n=6)
l‘% 0_ T T T 1
<t

-9 -8 -7 -6 -5

FREE (mol/L) Mtk

DHFERY T2, AT M) T2 URUS-HTOHEH £ AN R B AR IR HE O iR B & S 4R

(%)
125 -

0 :5-HT (h=7)
O AT HY (n=7)
® I UHNJTEL (n=6)

FEHRERE

45mmol/L KCWL#EE 100%E L 7= =

FENBEE (mol/L) DItE

JHERY TR T b)) T2 ORUS-HTORE £ FEEIIRICH 1T 5 RE RIS
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VI.

e
/\

B

FIEICRHY HEE

2) WREENY) OO LB R I 6 3 5 /E

L7277 = Ly bIT

RN (0.3~1000 1 glkg) 975 & IMEICITREEZ G212

AR 7 SHENR I A BT O LA 23589 %nto
F7-. LA XITEIRNE S L5
PRI IE e E300 1 g/kgbh T Lol ﬁfﬁﬁ [N WA I oY

N “ilgibﬂ)’ﬂﬁl{}mg@ﬁTf/ﬁﬂﬂ IR EY.0) Lz Z))

. R

BRI

I L 724 X2+ el G (30~1000 1 gkg) L7=%6&

b AR OO SHE R L B 1 F 23 2

BTz,

(%)

90
*
i &
% 70
B
S 507
D
=
ﬂ-!:‘
Ih 30—
El
oy e o
. A8 HZEIE (n=6)
% 1 p=0.05 (RIFATE—TERE S M)
O T T T T
01 1 10 100 1000

BE (rokg)

ZzLy FOBEBROEERRICHTHVS Y T2 U DER

(mL/min)
2004
B SEHR0EE

O : BEARMAE

150
FHETRERE (n=6)

8 100+
=

50+

B 3 10 30
A& (ug/kg)

100 300 1000

MEA X 2B B )Y M) TE O ORBIRE VB EIRE R MRE~DEZE

21
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VI. ENEREICEAY HEB

3) BERRILAE 7> B OARRME MR A Sk 5 7R
%@Lt7/% RN 5 (1~1000 1 g/kg) 35 & = XARRHETESRRIC & 2 I A 2> 5
M R H 2 T B A i L 728,

(%)

M=

FHEHZEAERSZE (n=10)
%  p<0.05 (Student's t-12 %)

-40 T T T T
0.1 1 10 100 1000

B2 (xg/kg)

B v MBI H=REREEIRBIC & SR MFREICHT S
VYR TR OREKFHER

4) PREEHIIIC X 2R s RaR I k3 D B
WML 727 v MCEIRNEES (1~10mg/kg) 35 & M8 JE PHARRR & SRS &L 2 mlfssiin & bk
%, 3mg/kgll b CTHIHI L 78,

AER AER2
| Il [
(%) H7xg22P b (%) CGRP  EEMM
120 - 140~
100 - l l 120 l
ﬂ' 304 1004
P 80 %
Sﬂ 60 *
T 60
g 404
g 40_
201 204
0 0
O :asa—w ] :a~ro—i
[ : U¥NITE 1mgkg B : VRN TE3mglkg
D UHR) T2 10mgrk e
W : yyh7510mgkg TINEHBEIRE (n=5~5)

FIEHIREERE (n=8)

* : p<0.05(Paired t-4& %)

VY )T a2 D OEEMETRRICX T SR
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VI. E3hEFEB(ICEH 9 5I1EH

5) RERRIMAE (EPHARRE) XIS K D = XA R O BUS IR T 5 1EH]
BRI L7 7 v MICEIRABES (0.3~3mglkg) 9% & #EIRMAE (HUHFR) BEXRHIC X2 =X
MR R OTEEN RN FE ML &, Img/kgll - T RIRAFRITINH] L 729,

(%)
o ]
IE%A T
w20
= i
-40 — *

_60 —

L

| |
0.3 1 3 mAIE
& (mg/kg)

B :UyrTE- [ EiEaho—i

FHERERE (n=5-6)
* 0 p<0.05, * * : p0.01 (REAER ZTEESERSHT)

EXHEZERBOEFHEMMEICHNT SR

Zv MIBFHVHF ) TH U3mg/keERAI% 5 5% O M K URKNAIRE

P& 515 g MAE R (ng/mL) NN IR EE (ng/g)
54y 916 70
15% 468 50
304y 313 54
IR 167 26
20R5f 65 <20
4IRF 20 <20

DM & ™ LT, BRI 20ng/gTH > 7,

(3) feFISEHBERT - FHREERT
ek L

23



VI. EMEREICEHT H1ER

1. MmehRE DS
(1) R LA M RE
BB L

(2) BRRAEBR TR INMFPEE
1) H[Eb
R A BMIC U Y R Y 7% L 10mghE XiF10mg RPDEEZ 22 I IC AR 4% G- L= & &, RE
EARIZZNZNE % 1.0 % O 3RFRENC Fe @ MAE IR (Cmax) (ZEIEE L, 1.6 % OV TIRER 0 435
T Lz, MRS CTH D NI A F RDAUClE, VY FU 7 X D14% M N11% T

HoT,
BEZEOHRSROEMER/ NS A—4
ﬁlJ ﬂ'g Tmax tie Cmax AUCO‘)ZD
(hr) (hr) (ng/mL) (ng-hr/mL)
BE 1.0+0.6 1.6+0.3 20.3+5.3 69.3+18.2
RPD#&E 1.3+£0.7 1.7+0.3 19.3+£6.7 68.0+22.0

CPEHFEYERZE, n=16)

(ng/mL)
25 —

20

—— it
—O— RPDiE

PibT Sipi=

(Fiy+1RER/E. n=16)

BEEAZETS VYR T2 U ImgEEZEORS RO MBRREICARERRS
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EWENREICEII HIHB

2) KEHYG
EERABZIZV Y N U 7% o 10mghiZ 1H BiZ1al, 3&UM4HA BIZ2FFHME CT1H 3R &L Ub5H
FIC1EZ2 g o O G- L7 & & . AUCo-2am D& (5ABE/HRB) 1ZRZIAT0.99T
HY . NBiAF AR TIZLIITH ST,

REROREROREILAOENIE S A—4

1H &5‘% Tmax* tie Cmax AUCO‘)Z‘*hK’
®E5R
(mg) (hr) (hr) (ng/mL) (ng-hr/mL)
1HE 10 0.8+0.4 1.9+0.4 33.0£13.5 81.6+25.3
3HH 30 1.4+0.5 2.1+£0.3 49.1+£11.7 279.5+62.8
5HH 10 1.1+0.5 1.9+0.4 28.0+12.5 79.5+20.1
CEHHEEERAE, n=22 (FtEn=11, Zn=11))
* . 3E| E @TmaxliSEH&ﬁ‘?&@ﬁﬁﬁﬁﬁﬁﬁ
{ng/mL) (ng/mL)
70— 70
B0 1HAB 8o | 5HE
% 50 % 50 |-
;F EL g 1 =| 40 -
= 30 i 30 I
B 20w, L
10 Tl 10 = .
0 | 1 = & ' W] L =8
0 2 4 & 8 0 12(hr) 0 2 4 6 a 10 12(hr)
B [ B fEl
(ng/mL)
70
80 |
L I H 3B 8
% 40 H ] T 5
::I J‘\T '-\ o %”i"
% 30 14 %{1}? ) ‘.I [ -4
o0 B8 \
[ '._cqlr ) \\\
10 \;\
0 1 1 . — L &
0 4 8 12 16 20 24 (hr)
B A
(5510 mg/lal, n=22(BA1141) . FH) L EEHERZE)

RN Y 72 o EIOmgZ21 B Bic1E, 3R T4E BIZ2iEfMREE T
1TH3EE IO BIC1ERR A &S Lo g R 2 bR H

(3) st

BRI L
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VI. EMEREICEHT H1ER

4) BE - iAEOEE
1) BFEOE

RN BIEIC U Y Y 7 X o T e Fbmg & ZEEE K VB ICHER OG5 L2k R, RE
(LR D Tmaxl X ZERERF T1.4+ 0.4FFR] . &% CT2.7+ 1O CHEZITRD L2 o728, N A
F RO Trax THBEZZDRRD DTz, BEEGREORECAR KL ONBLA FAARDAUCO00 -0, Crmax
P Oyl TZEHEIE & b WP LA EZEITRD SR> 7o, NILA F RO M R TR 2

(LR DKILIE6TH - 7=,
RN T B VY N 7 X o ZEGRE  OR LB G R OSYENE T A — X

ﬁ%%{qf- Cmax Tmax t1/2b AUCO‘):)O
(ng/mL) (hr) (hr) (ng-hr/mL)

Z= g 7.6+1.8 1.4+0.4 2.6+1.3 32.4+11.7

RER -
' % 8.9+6.1 2.7+1.0 2.140.8 37.1+11.9
i 22 g 1.440.3 1.6+0.4 1.840.4 4.9+1.4
NI A F AR
' #% 1.4+0.5 3.4%+1.1 1.52+£0.3 6.2 2+1.2

$e b 0 5mg, n=6(a: n=5). VFRIHEHERE, bFlf Ry v v 7 A 7R
* . p <0.05 (Paired t-Hi &)

(ng/mL)

100 —
o BERIRE
O: ZiEHkES

Pl B ip =)

(%5 = : 5mg, n=6, FHTIZHE(RE)

0.1 | | | | | |
"0 2 4 6 8 10 12 (hr)

BEREACETZ VS M) T UEBERRVRBRERZEOREZROMBPREIIKREERS
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VI. EMEREICEET H1ER

2) PFHIBE DR (fERER N « SAEN)
2-1) 7nu 77 ) u— kg

7u 77 ) u— NV HEEEE120mg XL T AR A2 1H2E, 7.5H M12BMEICRO&EE L, 7AW
SHEWIUY N 7 10mg L7 78 RZHEROKE LT, TORER, 7ar7 / a—1
WREOFREEO U Y R Y 7% DOAUCo-3 .67, Cmax23L75MEITHEM L, t12lX1.3F IR
L7z, E7z, 7ur7 7 u— VEREOR 5 E%60mg, 1H2EIIH LT, 7o/ LiE7
7 ) a—)UERE R G- O1 T2 RBIC VP N T2 v ERG LT hofsgs, 77 'R
#5057 & EERAUC, CoaxlIZNENAEITHIIN L, £ OB AT R0 o T,

ek, OB T FUF U R ENATCHL T Fe—n, A v Fre— Lol k53
WENREA~ DB TFRD b o Tz,

2-2) MAOBH 12

ARE ) 7 2 VR eSS (ABIMAO) HEAITHDHEZ B3 B (KERARR) 150mg it~
ZeAR&E1A3ME, 4AMROKEG L, 4HBICYVYF R 7 X 10mgx HER DL L-, 20
fER, 7 oI ROFARFORZECR K ONEA FIARDAUC) -l L E L 412,195 1 185.34
5. ConaxlF1AUE K O2.64F5ZHM L, tuelT 1365 K U2.0fFITHER L7z,

2-3) &1 b= TR AR EH1S

HEIRE e b= HRYIARHERTH L0 X F L 20mg L7 7B REZ1H 1A, 14HM
RO L, 4HBICYYF R 72 10mga R O#%E Lz, TOMKE, NaxtF O
DREACAR K ONPEA FAARDO MAEFILEE X, FEOFHFE & LR IFER D b o7z,

2-4) % DREEHK 1Y

% D#EESE (ORTHO-NOVUM 1/35) & U KU 7 # > 10mg (1H1[E, 6HM, X5HIC2HM
IFZ4RFE 1A 3R O E) OfFHE G, BRAOBITEEORS THLZF =LA TV
F—=N KR N2 F o Fa o OMBERIREICEEL 52 R olz, £, HARLEU#EE 7 R
7V O MSERIREICE R 5 2 e iho Tz,

VI—6.(2) QAN EH. VIL-7. FHEAEH] OESM]K
1) AFIOAGR I TWAHE- &L, EE, ATV Y 72 L LC1El10mg% f8E%

OFRFEBIFIRE NG9 5, B, DRPATDRGEEE, BIEGT 25 2 L3 TE 508, #i
[EIOEG D H2RFRILL BT H 2 & 72720, 1H O 5 RZ220mgllNE T 5. THD,

2. RBWRERASA—F

(M

(2)

R A%
M ER L

IR
LRk L
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VI. EMEREICEHT H1ER

(3) HEEETEH
BEEER A 166 U ¥ R U 7 & L 10mg 4 ZEJERFHLIRIRE 1 $52 5-Rp OV SR BE e E (RERAR) 1ZAF
DY Th-oT-,
~ 7 %V FE10mg : 0.430 hr!
~ 7 %L NRPD#£10mg : 0.413 hr'!

4) 2I)F753R
R N (FREAN) 74BNV Y R Y X v 1~dmgZ BEFRIRN&E G5 L7=RFrofiEs V7 7 2 A
(CLp) 131062mL/min T& - 7=,

(5) 2HBRE
fERER N (FMEN) 74BNV B b Y 7 X 2 1~4mgZ HREARN &5 L 7280 & 5 IR IE D /5 A 58
(Vd,ss) 1F127LCTH o 7=,

(6) Dt
RN

3. MR GREaL—Yay) i
(1) fRAfT %
BB L

(2) 135 A — S EHER
BB L

4. TRIR
(1) NAFTRAZEY T+«
faREEk AN GMNEN) [V Y RY 7 H U EBROZES LTEREO AL AT XA 78U 7 11X, $£10mgT
1%45% (n=12). RPD#£10mgTiI48% (n=12) TH -7,

(2) WRURERL
1) WEE DS ORI
PR (FMELN) (ISR P R O RR - U T2 Rp D IR FPRI R s & B H U 72 BRI R I3KI90% T > 72,

2) MPEREIED & OWLIN

fEp A Y U 7% 2 10mg RPDEE A Hiln| TR O & 5 X O EN& S L=, AERNE S T,
RPD#EZ 1558 1 e Rt Uy 5 RRIC DENIRE M 2 L, K TT 9072, OENS DR
AR DA 2R1E89.1+4.4% T - 7=,

K R U B D AU Cooal 2 119 2 1% 1 -1 D AU Com2a TH- 2 53U 5 FH AW Z00F F I
1.9%3.0% TH v . REIOEW LRI ARICKT 5 OPEREBIRIOFEITIT & A L7220 2 & D3 iR
S,

) BEER
BB L

28



VI. EMEREICEET H1ER

5. 5
(1) %k — A BP9 @@ 1%
(%)

Z v MZ[ClU ¥ U 7% o 3mglkg AR O 4255 D IMP IR EE 2 JIE U7 A, Py iR L Vi 4
TRED31.9% (RERIFHE) ThHho7o,

(2) Mm%k —RaBEEEPT @B
(%)

Z v MZUH MY 7% 22X 13100mg/kg/day Z 1EHR6~20 H £ CRER O BE L=k, AR DR
IR A RZAV AR B 2 E L7-, 100mg/kg/day$% 58 Tl&. 0.5 O2HFRI O RHAI NG IR
O MR X, %% 5.85% 0%4.06 1 g/mLil NZ1.15% .62 1 gmLTH 72, 0.5} O20F
HCORRV/AHAMAEFRELIX, 22 10.2004TH-7-,

2mg/kg/day# 5HE TIE, RHADO MR X, 0.5 U2 <, £ £40.162700.03 1 g/mL
Tholem, RIEROEHMAEPREITERRALLT CThote, ULEDOERNG, VY 7 HZ 0%
e 295 2 & AR S iz,

(3) EiA~DFITH
(%)
Z v MZUWH U 7 H 2 03100mg/kg/day = E0R6 H 20 B /0 itk 14 H £ TIERO&R G L7 &
ZAH YUY MY FE ATHHITRAT LT, i G22I 35 1T 2 Fyt B OV B R 22 kAR,
100mg/kg# 5-RFCHK 4 | 1813 112.82 1 g/mLTH Y | 2mg/kg/dayix 5-KFTi30.59 u g/mL K& OVE
BRFALLT Th o7z, FitRE T TIREOR6ME Th -7,

(4) BRA~OBHE
PR L

(5) ZDhDBB~DIEITIE
(%)
Mg - g Al
[CIV Y N TH o %2T v b, A XKk MK E A > F 22—k L, MER~D5 & et Lz
Fl R ARIKITARMER I C /A U @i PR X, 7 v . A4 X KO h TERENL35, 1.19,
MOX1.21CTH -7,

(6) MIFPEAEESE
VYR 74 (RBEFF50~5000ng/mL) Dinvitroll 81} 5t MUEEA & OFEARITR14%

ThHo7,

B MEICRIT 2 4CI) N T H L OEAMAE
[4Cl ) ¥ U 74 i E (ng/mL) #E e (%)

50 13.8+0.3

100 9.3+2.5

500 12.8+3.9

1000 16.6+0.6

5000 19.5+1.6

CEEHEAER 2, n=3)
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VI. EMEREICEHT H1ER

6. X
(1) RBEDR USRS
FRAERLE - FFIS
FRURERE © AR, ABMAOIC X SRILAILT S /(LT Y | JEMFHIC FIEIEARA
R — LR & T 5.

1) miETHOREY

tERE N SMEN) (U U 7 F 2 10mghE 2 Bilml & OSSR M ¥ G- (1R 3E], 20 124 A [#)
Lzt xob MuSEPREY & ULTNBA TV, A2 F—/VHERI, 6ALKIRILIA K O DRk
REENBO LI, NRRALEIHER#IM TH T,

2) R ORGEH)

R OMELN) (2[UClY ¥~ U 7% 2 10mga HAl#E A 5-4%, IR OMREE et Lz, B
4254 TIZA > F—VHERIA R ORZE(UIAR £ & UTHFE LTe, NERIBIK, NI A F /LR DY
BRERI S RIE. TR PRBETRE DB % ARl Tdb > 72,

(%)
UH N T X Din vive TOHEERHHFRES
VPRV THZ L DAX, Ty b, v TR, UHXRNE MBI Hinvivo TOHEERBRREE TR O
WY THDH,

H
N—\ N
N /

N NHz H
Ne—= N,
sNew

MDA F AR N

T A v F—)VEiER

H H
N= N N= N,
Q:jx\//[::]:;%lw/ [ Q:jh\/J:::I:{iN/
N H N
N—ch, OH

N-E ) LA F VAR AV F—pxFn
(Wi A F-AK) TN a— )k

\ " OOH /
N=\ N
wNesghe

N—CH,
/ U e \

H h N
N=\ —\N
QN N CHs
Ny

§/
\\ / NER{Elk
HO3S! H n
N= =
—\ i
QOO 5 Y
N—cH, N;

CHy

COOH

é\ ZT
Z

(o]
4 _CHs
CHj

ehTKER LA
H
N

R E A 6-t Fu ¥ o-pEkik

In vivo (28T 2 VY N 7 & o OHEERHHEEE
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VI. EMEREICEET H1ER

(2) KBICEAE5T 58K CYPHE) DR FE, FE5E
USRI T2 A%, S MFF F 7 v —AP4504 5 7-FE (CYP3A4/5, 1A2, 2C9, 2C19, 2E1)
D~ —H—1EMZFRE Ly, CYP2D6IZx L CiE, BRRAICHIE E 7 2 W miRE T, e
IZPHZE L7=(Ki =1400nmol/L)  (in vitro).

(3) YEEENRDEERVZDEE
UH Y FEATgm@EiEsh R e 2T 5, @EERA GHEAN) 12U Y U 77 2 10mgh & HaliE
H 5 LIeRg 0 W iIR I 3RI1345% Th » 72,

4) REYOFHEOEERWEMEL, FHELE
1) R#EW OTEM: DA
MR T D NHA FIARDTEMIIRER L FRE Th o7, o, oKW OIEMH:
XA 6N hoT,
2) EM DR
fERER A Y B U 7% 2 10mghE XiF10mg RPDEE A Z2fEF A [alfR % 5 L 7= & & . {EMEAGHY
T D NAF IARDIRMENRE T A —F TR DY THY . AUCo-nld. RELKD14% K Y
11% CToH -7,

NJJLA T IARD KB RE ST A — X

" Tmax Cmax AUCO‘)ZD
#l T
(hr) (ng/mL) (ng-hr/mL)
B 1.6+0.6 2.44+0.5 9.4+2.5
RPD#E 1.8+0.7 1.9+0.4 7.7+1.4

CPEHEHER 2, n=16)

1. Bt
D R (HiEH )
fERERR AL U B R U 72 2 10mghE 33 10mg RPDEE & ZEiERHZ RS M 3 L, RABIKR OV
LA FIARD PR BRI E U7z, BRI G- 245 R % £ TORER L ONBEA F/LARD IR H
PRI, 452 B GRED14.0% K T1.3% TH D . RPDFES G- TIXFERRIZ11.5% K T1.1% TH -
7o
Eio, RERRAICUCIERY 9 b Y 74 2 10me % HEE ARG Ui & &, #1545 R % TITHITHE
D82.4%ITIRHIZ, 11.5%IFFEMFIZPEt Sz, 7o, BHREOKTA%IIRE(LE L LT, 51%i%
A v F—ABERAEHY & L CORBICRE S e GHEAT — %),

2) R (&5

R NI Y R Y 72 10 mghE a1 H BIZ1Rl, 3K UM H BHIZ2KFMMMB C1HSRIEIZ5H HIZ1
[ ZZJERFIC R P i B Lo, BYEORZEARO BFER PHRIEERIZ1IA B11.4%., 3A H14.2% & U5H
H12.6%C, NiAF/ARTITIAH1.4%, 3HH1.3% K UB5HH1.5% CTh o7z,

LMD RZEAARD BAIR P HEMERI1T1H B16.4%, 30 BH17.7% & U5H H15.1% T, NiA F /LR
TIF1HEL1.2%, 3HH1.0% &K UB5HH1.3% TH -7,

B & BITREFE G K D RENE KL ONLA FIUARD PR PHEER O EBIFEO b o7z,
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VI. EMEREICEHT H1ER

8.

3) SR R O b ki

BERERLN OMEN) (ZZERGRE[14Cl U HF N U 7" & o 3mg & HLEIF AR $5- XX 10mg A HilElRE 14 5-

L. R R OFE P PR 2 Bt L7,

FRARINA 55 B 1% & TORSEED IR P PRI R T8 5B D89.5% CTH v . FhHE=134.4% TH - 7=,
OG5 A% £ TOMMRED R PRI RIS E0082.4% Th v | FEHHEIRITI1.5% TH - 7=,

T, BEEOU4A%IIREARE LT, 51%I13A1 > R—/LEEER
RN E#OVF R Y 72087 )7 5 2 Z(CLp)lE349mL/min Th ¥ . SRERIK A L v

NI END, BRMESWSND Z LBHEES LD,

[4C1Y W b U 7% o BRI R - 3 EAR 0 3% G- o JR 9 &% O itk

, BB R @G REICHT S (%)

SR S EIREPSE B

R 4E & Fk

A g 89.5+3.2 4.4+1.4 93.8+2.6
' REAL 26.5+3.4

) J e 82.4+9.0 11.5+2.4 93.9+8.8

% M

REALIR 14.3+4.6

=ARME, 53 mg(#ARY). 10 mg(B& H). n=6, FHIHIE (R =

b5 U RR—E2—IZET B8R

BB L

9. BFICLHBERE

BB L

10. RENEREEIHEE
D dElE GhEAN) 10

fEREEE S (65~T7m%) (U Y MY 7 & 10mei & HERE O %5 L= RN B RE 2 4R
(18~455%) & thig U7z, KRR O Mk R EEe Nk o
HRIACIEDE 7 U 7 Z 2 ZA(CLr)13197.1mL/min. R PHPEHERIZIF G EDI.3% TH Y . BEHERK

NZHA~ARETH -T2,

e NT A4

IFRRO B IR Do T, milE TS

Hiiing (n=16) FFERA (n=65) A RN
AUCo-» (ng-hr/mL) 77.7 81.3 0.96
Cmax (ng/mL) 21.9 24.7 0.89
CLr (mL/min) 197.1 293.8¢ 0.67
PRPHEHER (%) 9.3 12.7° 0.73

a : n=30
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VI. EMEREICEET H1ER

2) fTtEREREER RS (OHEN)

B O EE OB EREICY Y MY 72 o bmgh 2R N5 L, MEPsEhie 2 @Rk A
&PEBR U7 SR, ARZALAR 0> M M vp i B Ve B2 oD PR RERR 75 /B & R AR & TREIFRR b7
Mmolz, R ORTHERERE B TIREFERA & i U TRZBAR O M i 355930 %00 L
2o NRAF/ARD MAEHH AT, ERERRA I e~ ITRR RS E THEICIR T L7z,

HTHERERRE A2 1T 2 M BRE N T A — 4

Crmax tie AUCo-

(ng/mL) (hr) (ng-hr/mL)
BT RERE E A (n=T7) © 10.7 1.8 29.1
PR RE S BE (n=3) 13.8 2.1 41.3
REEEERA  (n=60) 10.6 1.8 31.7

* : Child-Pugh®* =7 5~6
** : Child-Pugh 2 =277

3) EHEREREELE (OMEAN)

EHREIE ERF IC U N Y 77 o bmgiAl & BIER A4 G U, REK DK ERE 2 R &
b UTe, BRRERR E R IX 7 LT F =07 U T T U AT EES & 38 (1 BE:30~60, ITAE10~<30,
A <10mL/min/1.73 m2) (T8 L7z, £ ORER, #& R 51% O Cnax TEFERA & 08 2o 72,
AUCo-o TIMAEE (MIEENTERE) TREER A R44% 8N LENRD bz (p<0.05). 1 Bf
S OV B OB TIHRERER A & 21T O b nro T,

F7o. 2mgHAIHARNE G %oMiEs V7 Z 2 (CLp) (XA (& EE) (28 TR
AL VKL (p<0.05), TEEA O UBEECIXEITRD bNeholz, 7 VT 7 A2 (Clr) 137 L
TF=2 VT T ADETITEVMET LT,

B RENE ERE IS BT D BN T A =X

Crax te AUCo-w CLp CLr
(ng/mL) (hr) (ng-hr/mL) (mL/min) (mL/min)
I# (n=7) 12.3 2.1 41.2 1132.3 113.4*
I# (n=5) 10.5 2.0 40.4 1149.4 46.6**
M (n=6) 11.5 2.6 51.4* 827.1% —
TR (n=24) 12.3 2.3 35.7 1210.2 342.3

a :n=4, * :p<0.05, — : RHUE

4) MIRENTEE GHELN)
MAGENTBEICY R Y 7 H o bmgiE#Alz Bl Lzt 2 A, AUCo-»iE51.4 ng-hr/mLC
fERERR AT HE~44%#n L 7=,

5) FEEm&EHE (GHEAN)
FEREEICY Y RY 72 o bmehi & R A4 5 L7 & & AUCo-wold, Cmax OTmaxl TFEAERF
&R CTRIT R < FER B ERF O DB RRITIEFEAERF I TREL Lo T,
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VI. EMEREICEHT H1ER

11. =0t
U R U7X 10mgdE DR Eh e
HARNERERAIZY Y 7% 2 10mghe 7 B OG5 L7z & EAUCO Vi 1568.5~81.6
ng-hr/mLOFPH CTh -7, £72. BARALOGMNENERERRLANIZY B~ Y 7% 2 10mghi 2 Hilalfk 0
Feli Uiz & &, AUCO Y+ 0B e 722 2 88 % 2 Al E B AN TH7HIH 36 (&2£:122, 160ng-
hr/mL, % : 127ng-hr/mL) . #MNE AN TLIBIF7EITH - 7o, @miEE R LIctiE ca K, RHE,
Filin e £ O mAFBIZFA OMITER D b o Tz,
B, AR LIEEBRED O L, BAEFERDBED LIV HRE X ARG (D F WL OVE%RIH
) . AMENLG (ERE M OBERR) Tho7eh, W TN bEE CAET S Z L mE L,

HARNBRER ALK T 2 U~ U 7% EE10mgHRIRE H 3% 5% ORZ(WIFAUC

AR W EK AUC(ng hr/mL) AUC(ng*hr/mL) ®#iFH
1 22 81.6+£25.3 50.7—160
2 16 68.5+17.7 48.2—98.9
3 19 72.7+16.4 55.7—129
AT R 2
<BXRA> <HEA>
(ng-hr/mL) (ng-hr/mL)
250 O : B (n=46) 250 o 1% (n=74)
s00k ®: & (n=11) s00k © ® . 71t (n=37)
o
- ° -
9 150 L 9 150 . o .
< 100 8 < 100| . o o
2o ~ ®
50t €0 B85%5° 50t ey 3°
oe >
020 4‘0 6‘0 810 1 Cl)O 1é0 (kg) 020 4I0 6I0 8IO 1 (I)O 1 éo (kg)
* & * &

BARARUNEARERANCEITDUSF LY T2 U 10ngfeBEZEOHKEZD
REALKAUC & A E DR
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VII.

TeM(ERALDIFES) (CEEY HIER
1. EERNA L TDER
RIE STV,
2. ERRNA LT DER
2. B CROBHFIZIT/RE LGNNI L)
2.1 KRB DAk LI BEUE OBE D & 5 B3
(fiFEzn)
— AR R & L CRiEk L7z,
ARFN DA U CEBUE D BEERE D & % B ([CAA 2 5 L2854 . mBUE 2/ Z 4 Al et
HOLTDEG LN &,
2.2 LGEEOEREO & 5 B3, Bl EESIIZEORER - KiEDH 5 B3, BASIE GEEIR
i) O HEE [REIR, PJolE, OFfEZE L 5 EE 2R e DRERIERS H bbb s Z &
N b, ]
(fisin)
A &R CHAN AT BT 5 5-HT S A M FE I O EHH & L TRIE LT,
EAN, SE & b ICEImE DR EE AT 2 BFITERRBROKENGERN LTc T, 2 b DEHIC
K3 DL AVEITHENL L TR uy,
TG LenZ &,

DA ZE DR D & 2 B MM O ESUTZE OFEIR - kD & 2 B3, BRI E GEBhik

(FER

i) ObHDEBETIE, BELELEDREBRIERDBHS5ON D ZERHLDT, ZLHLDEHIC
G

SEORRRABR TRIMEM & L TREBIR 261, MilERE TAEFESR L L TOREIRD 561 (KIAREILR:
BV 2B, RELH3sl) . POEN26] (KRR H 5200 LIVRWIS], RELd1p]) . DAfgE) 4
B (RIERBAFR: ARicdas]) . sEin e nsaf] (KRR S V261 HmEshTnd,
(TVi-8-(1). R 72 BIE & AIHER ) DIESR)

2.3 Jiidifn

w2,

FRX SN M FEAEDBEE D & 2 B8 UMl e FEEH > —@IEME M REERH 5o d
o :|

AH & R CHD IR 5 5-HTipip X A A FERE @O EEH E LT

=

AxX &

AT O M RS 0 i B o — i MM IR E S b S o 5 Z & B H 5 D THRE L
Tb\éo
(fiin)

(Tvi-8-(1). FRZ2EIE & AIHER ) DIESR)

L7,
7B, AEOTHIRE A CAFIK GRICHEERES E UM AE REEMEEZE, BNz 23445 (8 5B
R 26, B d 0 1F], RECELED, —IEPEME MR EN 1HI(REB R E E TE V)G SN

2.4 RMEREELZATLEE DERZE(LSELTREEREZ N5, ]

FHIIIRG L nwZ &

i
KA MLE FEE 2 A 5 BEOIER 2B L S5 et NE 2 55 O T, RISMEREE2H9 58
20 wEINTWD,

AR &R CH IR 5 5-HT s A EEER L@ O FHE U TRE LT,

AEOTIRERE THEEER L U OEBINRERN £ 580 220 R M B2 2 61 (KERBIFR AR LR




VI. K24 (ERELDEESF)ICEI SHEB

2.5 arhe— I TWeWEEED RS [—EEom/E EREZ5IEEZTZ2E1”H 5, ]

(a5t
AF & A CHZN BB T 25-HTipnp X B FESEILEO R EFH L L THRIE LT,
ay b= ARROEMEEDEE WETIEAZ ) —=2 DM E)145/95mmHg % #8 2 5
F) IR OGS RN SR LD T, 25D BREITHT DL EMITMHENL L TR0,
5-HTipnp~ A MEBN I LM A HEERIC LV —@tEomE EF 25 &5 R"H 50T, =
YR L SIUTORWEIEEDBFITITHEE LN &,
SMENZ BV TAKNOMg % % 5 U 7= lgskBr 1], R 5388 C4BCRIER & L CRimEnR
LRy gl

2.6 EEOITHEERE2AT58H [9.3. 1]

(figai)
AFNI TN TR SN D DT, PEEOFERER SRS CIMPREN LA Uiz, BEE O
EEZATHEETIIMPRENEIC LA T28TNNH 720K LN &,
(TVI-10-2) FFegREREEE (UMEAN) | OIEZRR)

2.7 BT o EE [9.2.1, 16.6. 1B ]

(fifan)
SAENCIBUNT L BREEERR A & bbis U C BT T o R Tk, AFI O PR ORAE & AUC O EENN AN A
SNTWB =D IEN T O BE IS Lz &,
(IVI-10-4) Mg EE ] OHESM)

2.8 T)IH I, TAIX I VUHEREGEERA HDHOINIMO5NT w2 BRVEENIER &2 5 o B
[10. 1ZH4]

(figEn)
AH &R CHAD BT E T 2 5-HTipnp S A FBEIEILEOFEFH L L TRE LT,
TVIH I LI X I RS A R I O 5-HT s A ARVEBIER X, AHK & AR /E
28R S8, MFE ERSUIMEEE 2 R S 28T H 5720, 2 b 0K E 5 F OB
FIlIIE LenZ &,
B, AFBEEZICZ A TH I H DT I I UFERERFRAIZ RS TA5E. b LR
ZOWDOEAIE, TNEN24FMU EOMEE I TRET 52 L, £72, MD5-HTisinZ A MM
A B ETOREICAREZELGT 56, b LFXZOHOEEIE, T E 24N &5
LAaWnWZ &,
(TVI-7-(1) OFfZER & 2 OB | OERMR)

2.9 &/ 7 X UIRAEBERILEA MAORLERD) 285, &2 WIdkE P Ik2BEE LN O 84 [10. 12 ]

(fiFz5)
T TR UBLEERLERNIAFI OB HE L, AROIEAZERT 282N 5720, £/
7 X VB EEERAER ARG, B WIERG R IE2BERLUANOBEFITIIR G LN &,
AR 7 X UBMEEERE (ABIMAO) BREAITHLEZ I K (RIARER) 150mgXiT~7 7 &
ARE1H3E, 4HMEO#KE L, 40 BIZAAIIOmgZ B a5 Lz, TORE, £/ X3 K
Of B D AFN D R AR K N A F AR D AUCo-e T F N E 2,205 K O85.3f%, CmaxlT1.415 %
V2.6RATHMN L, teld 1.3(E K O2.0E I IER L=,
(TVI-1-(4)-2) DFAZEORE | IVI-7-(1) PFHZE= & 2 OB OEEH)
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VI. K24 (ERELDEESF)ICEI SHEB

2.10 v 77 ) v — VIERIEZ &5 o B3 [10. 18]
(fiR=)
AFN O T FEARBHRIE ITARMAOIL X 2B(LMLT 2 /6T, 7u 77 7 v— UERBREORHICHA
RIMAONEES %, Zo=, 7urT ) a— L & B4 5 & AKI O M PR A A9
HDOT, a7 ) a— IR RSP OEREITITERE LN &,
¥, a7 ) a— VRO IR (tye) (XEEFIT3.9RER], RERAI CHRII0RE TH B
ZEnD, Ty ) ua— ) UEREEZ RS EH 5 O3 GHIE) D SR CIR 24K R, AR E Tk
ASIFH 3 L TR W IZII AR 2R E- L2 &,
(TVI-1-(4)-2) PO S VI-7-(1) fFHZER L 2 OB OESH)

3. MEERITHMRICEEYT HFE L ENEH
(V. 2. ZHRESIIBRICBE T 1R 22T o2&

4. RERUVAZICEET FEEZTDERH
(V. 4. HIEEROHEICEET S EE] 22RT52 &

5. EELERWVIE L TDHEA

8. BEELEANIEE

8.1 LERDEBDBRD LN WEFIZEB N T, BEERVERPMO TENICRET LI LRH D,
ZD XD RGEIEILUSOR G AR IR L, @ORAEAITH 2 &, [9.1.1, 11. 1. 28]

(fiA=)
AF &R CHEN AT BT 5 5-HT S A A FE I O EHH & L TRIE L7,
SENZ BT, A CLIME R DO EBEREN R VEE T, DIFHEEZFRLIZLOMERH, =
NS OBREIITEEREEO DRBBENGENTWEAEELH D, 207, DIIEROEEMN
RO OLNBRWEBEFIZBW T, REIRGHZIODEBNEDIZGAICIE, UgOREEZRIEL, i
IR EZITH Z L,
(TVI-6-(1) AOHE - BRSO H 5], [VI-8-(1) B\ARARFEIER & WIHIER )] OESMR)

8.2 FEHE & 5 WIIAAMRGIC L VIRKZ T Z £ 3% 5 DT, AKFF G-t oo BE 2 B B) B o s s
fElR % E D BRI EICEF S WL )+ EET D 2 &y

(fiFz5)
AH & A CHEh B BT 5 5-HTipnp S A AREESE LB O R R FH & L CRE LT,
KENIDOENWER & L THEIR KL O £ WA STV 5 72 AFIBEG-th oo BB 213 B B B oD s 4
fER % E D BRI EF S VWX 2+ EET D 2 &,
[N C oM S 7o BRI ARER RGRIRE, AU HA) 12\ RITEA & L TBIRAS374F (1.89%)
WEINTWD,

8.3 RAIZET N 7 X2 U RIEHNZL Y, BRMBEALTHZENH DD T, BHROUELRDR2VEGES
i, TRAIOB ARSI X200 OFEEEZEZE L, B5E2T k3570, MURMEEIT O
Z &9 [11. 1. 9]

(fif=)
FHNIOME 2T L DFURIZ OV T, ENREGIOEREITD 220 OO WESMNRMT S O FE#Eek I &
O'PMDANFESE L7z L& 7 M- FFERRLE G HT — Z N — AU K D07 EREFRAR ROV T,
HAZEEOBER OB E X ZHEORE, S&GTT2 2 LMY & ukr Sz, B4 EK -
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VI. K24 (ERELDEESF)ICEI SHEB

IR A R E IR AR R R A RO X5 E L7z (201946 H ) . ARA & R U3 FIZ @3 5 5-
HTipipZ RAEERLROFEFE S L TRTE LT
(IVI-8-(1) EARZREIEM & FIHIELR ] DIESMH)

6. REDNDEREAIT HBEICHT HIE
(1) EHtE - BEEZFDHLHEE

9.1
9.1

BHHE - BEEZFOHDEE

A EmMEVREDRIREED HLHEE

Bl 21X, LR O X 5 72 838 TIEREENR, BeddiE, (DL & D EE 2R DR BEER A H
bhoBENrdH D, [8.1, 11.1. 28]

- R DR B A B S HE R AREARD H D BE

- PR Ok

- 405k LA Lo

- EENRE B OfERIK 72 A3 5 B

(fi

B

A &R CHED BRI E T 2 5-HT s B M FEIE L EOFEHFH L L TRE LT,

EAN, SMEE B ICE PR EEZ AT 2 BEFTERRBRO ML LR LD T, Zib DBEFIC
K3 DL AVEITHENL L TUeuy,

1> T, BERAEIRO & 5 B3, PARRE O, 405%0L OB, wEElREEOGERK 267
LEEIITERICRG T L,

SMEOEFIRRBR CRIVEA & U TR 261, TIR#EMAAE CHEFS L L TREIRY 56 (RSE%
&2, KFLESH]) . PeoEN26 (KRBER:G D06 LtV RELaE161]) . OAhfEZEN 4
B (REBEMR: RioHan) . gt nag] (NGRS 0 26]) WS Tnd,

— AN EENRZE B ORI - & LT, IREREHIER S, &ifEE, SR, ISR 5, 72,
JE AR O R B D W TN B ERIK - & Z 2 I T\ D,

7E . DI IEDREERED & 2 B3| i DR B SUTE OB - JKMED & 2 BE | BAE (i
RN OH D EEITIIAFIIERTH D,

(TVII-2. 222 NF &2 OBH ), V-5 BEEREARMER L EOMb |, IVI-8-(1) EARLEIEH &
PIWELR ] DIEZHR)

2 TADAHDIWIEZZREC LOT VRENNREDHLEE

TADAERBIERREBLLT- L OWMEDRH D, [11. 1. 458

AH &R CHAD U ET 2 5-HTipnp S B FBEIEILEOFEFHE L TRE LT,
HMECTAAN 2 B EHRI CTADAERIEN BB L2 OWMENDH D Z LD, TADAD DV TR
BRI LT W EREIMER DD 5 B ICITERICKR ST 2 &,

SEOTIRBHE THEFSR L LTI26 DO TANATNED 5 WIE T AN ATIEREDFRIEN G &
TS, 209 BABITBIEOBEENR B - 72 (3% 0 OSHNZ SN TE 0 7 tEHm A DTy,
(TVI-8-(1) FERZ2REIER & FIHIEL ] DOIHSH)

9.1

3 MM EREEDTREMEDH D ESE

MILETER 23 b DBENRH D,

(fi

)

AHAN & R CHED A E T 5 5-HTenpXZ AP EE S IL@ O EFHH & L TRE LT,
AFNOMAENAEE I &0 M EREE R H 5L BENDNEH 5O T, MNLEEE DA RMEDH 5
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BEIIIERICRE T DL,

SME O T IRE A CAFIRGHZICHEESFL L U OMMERESE (M2, MEd) 23461 (KRE%:
%D%&%ﬂ%ﬂum\X%ﬁMm\*ﬁﬁﬁﬁm%ﬁwww(l%%%%ﬁr%ﬁw)ﬁ%éh
TW5,

7Rk, b A R MM S EDBEE D & 5 BEIZIIAFNIZZ TH 5,

(TVII-2. 22 NE L ZOHEE ] OESMR)

9.1.4 AT - N—=F V- ROA MEREE WPWEMRE) XIXtbDDEEIEER & BE L -FE

R &5 EHE
WPWIEERE D BRI FIFEIR Cdo 2 EERFAEMAARD BB LTz & OHRENRH 5, [11. 1. 35 ]
(fiFan)

A & (R CE ISR T 5 5-HT o ARIEBER @O EEFHE L TRIE LT,
SAETTHEANC IV UL T « N=F YV s RU A MEBRE (WPWIEMRRE) OIRIRERTH 5
B RFAEMBIRD I LT £ OWEDRH 5 DT, WPWIREMEEE S Ath o LE s 5 # & B L7z
AEIRD & % BFIITEBICRET D2 &,

(TVII-8-(1) ERZREMEM & AR ) D)

9.1.5 arvrA—iLEShTWIEMEERE
—WPED ME EASORMEIE RO ERAB AN EORERH D,

(figEn)
AFH & R CHGH B E T 2 5-HTinp SR FEEILm o EEHH & UTRIE LT,
5-HTinp BMREERER X — Mo E ERZ2E T2 NnHH72D, a2 be— L InTH5HE
MERE B IR EEICR G T2 &,
2B, a2 b= L ERTORWEIIEREOBE AN ZTH D,
AENZ B D TAAINOmg % #5: U7z eigik c 1], B 538 C4flcRIER & L CRifE2GR
» b,
(TVII-2. Z2S A% & Z OB H | OISR

(2) BHEEEEERE

9.2 %*ﬁ% Be 5—%%%

9.2.1 MEBEHPDEE
BHLRWZ &, BITEEICARZERG Lz & &, BB NI SAUCHEM LT & ORERH D
GMEANT—%), [2.7, 16.6. 15 ]

(figai)
SAENZ BT, FEEERRE A & Bl U C BT o o BB Tl AFIOHE OFRIE & AUC OIS s
SN TV DI DIMEENTH O EFITITHREG LD &y,
(TVI-10-4) kBT EE GHEAN) ). V-2, Z2oNE L Z OB | OESMH)
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() FFHREEERE

9.3 FTHEEEEE R E

9.3.1 EEDIHEESESE
BeH LW &, AANTEICHTIE CR#T SN D O T, HEOIFHERER S BH Tl P EEN L+
LERENWRHDH, [2.6, 16.6. 25 ]

AFNI TN TR SN D DT, PEEOFFERERE SRS CIMPREN A Uiz, BE O
EEZATHEETITMTRENEIC EAT2B8FNNHL-0FE LN &,
(I'VI-10-2) AFtpeErREEAE GMEAN) . (VI-2. Z2RNA L ZOHE ] OESM)

9.3.2 FTHEREfEEBE (EEDIHEEREETEEZKR )
AAENZ IS T, R & beie U TS O TR RERE B Tld. AFIOAUC & Cmax 23 HEINT~ 2 i
MNHE SN TWA, [16.6. 2584

(fifs)
SMENZ I T, BEEERC & bhiie U CH 2 O ITHRERE 5 B Tl AFIDAUC & CraxS 1T S
MRHRE SN TS0, IFEREELZ AT BT ITEEICRS T2 &,
7k, BEEOFHEREREL AT 2 BEIIAANIEZTH D,
(TVI-10-2) FEéRerEEE GMEN) | OHESBMH)

(4) HNEReEHT HE
BRIE ST TUVRUY,

() 4EhE

9.5 1Eim
I he XATIENR U T D RTEEME O & 5 MBI IXTE R EO A SEN G2 BBl 5 & S 555
WCDOIRRET A L,

(fiFz5)
—RA e EEEEE L CGRE L,
SME TR TA% (BERFEBR T224 . IR A Ch24) ICAKIZ G LIzt OFENRH L, ZOH
T2 DOYEREENHME I TWAEN, MG ITHEMFICLY, HIRZERER & @R
T 560 L Wi TND,
L2 Uy 3R SUTIENE LTV B ATRENED & 5 ot B ARAI D2 etEic >V T, BRREHE 2 L
TWRWOT, AIMENEREE LR S S S5 8 IcoR&EETHZ L,
(TVI-5-(2) [fiE—Raiz Bt | oIS

(6) =3Lim

9.6 =FLim
B EOARIERORBIREOAIEMEZZE L, ZAOMGOUIPIEZRETT 25 2 & BiER
(7 b)) TAHFICBTTD Z EPmESNLTVD,

(fiAs)
AFIN e FREELFICBITT 2 Dm0 EHE SN TH RV, BER (7 v ) TR~
ITRHESNTWND, 7 MIEESH B2 b 01E1%14H £ T100mg/kg/H 2 #&5- L7 & 2 A,
H oA PR D6 L E (18.13 1 g/mL) BT L7z, #- T, a2 B E LAAIB 5+ Oz
T &S DL,
(TVI-5-(3) FLIt~DOBATIE) OHZR)
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(N MR

9.7
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N RS & LTRGBS L T 7y,

—REYREREHE L TRIE LT,

[E N TIhE L 72 B R AR (2 3 W T/ 69 D - RRER A 22Tz sh | /NI

N L TUNR U,

=P D ERATRERI 187R L L 2 XTI T LT,

8) =#nE
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BRIE ST TURUY,
1. ¥HEEA
(1) BtHEZZLZTDER
10.1 SERZS BRALLGWI &)
S| 4, B RSESR - HEE T M - fabRIK T

e A
TN AL I AR KT T e A Y
TREATUFEY Y (Z)T )
TS I REERE ARG
Vb RRZAIY I AVLERE (PEFL
v k)
TNITARNY LA Vﬁj{iﬁ (I/I/:f‘)l 1)
v bA R TF))
AFALTZATA RN v A VR (AT
X))
[2.8 &[]

ME BRSO A AR S L b3
ENNH D,

ARFEHBIC AL TE I HHNTT
NAE I UFHERERERAERESTD
BE. bLLIIFOHOBEAIL. Fh
Fh 24 BRI EORIRE A H i TR5
T5HZ L,

5-HTyp, 1p S A IR VEEN 3K
& o BN E A S
v, MAEER (E
W E) % #E5R <
%o

5-HT 1, 1p Se ARV HE

A NY TR ANyl (X T7T0)
SINVI N THE (V=)

T U RN T EURAKFRIE (LvRy 7 R)
FF hUTH MR (T ~—)

[2.8 /]

MBS SOTmE RN R I N D5
Thiid b,
AHINPE 54412 5-HT 15,10 52 BARVER)
ARG TL5E. b LUTEOHD
BEIT, FNFh 24 BRI LLIICIE S L
RN L,

PR X D MAEICER
ZHERSHE D,

MAO BH
(2.9, 16.4.2, 16.7.1 & ]

AN K OENEAGE I DV I =083 (¢
o) DIESR: L ifn P B - e el R e
(AUC) 234842 T, MAO [HEHI%
BeGdd 20 ik G Hk 2 BN O
BFICIIARFEZRG LN &,

A Y MAO FHEANC L 0 A&
FIORHHBIAE S, A
FOVER B R SN D
AREMEN D D,

TurZ ) u—GRE (T TL)
[2.10, 16.4.2, 16.7.2 ZH]

ARFNOW IR (t1,.) BIERE L, 1
FRIREE - R P RS (AUC) ASHEIN
TH5DOT, TurT ) ua—rkhh
b B UVNEFEH IR & YR O HR A3 P
L CWARWEEITIIAF 2HE LN
&,

BEA - 24 WERT, MRHCRLA ;48 HERY

A ORI A B
MAO 23BH 595 7= O AHl
ORI RE S, AF
DERMMBAHERE D]
REPENR S B,

(fs

()

Q= =ax I H o2 I UFFEREARF L OMAEERIZONT

AFA &R CHED IR 5 5-HT X A EBN L@ O EF FH & L TRE

L7,

TIAX I AL I UHEIREHRANL, AK AP ER 2R S, i)E ER/ T
ML HIRISELBENRD L0, ZNOOEFEZHEGTOBREITITHRE LN &,
B, AFIEEHICZATE I UHAWNTIT A I I UHEERS A Z RS TAES. b L
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LUFZDOWOFEIX, TNEFN24REL EOMRE b1 CRE5T 52 &,
(TVII-2. Z£22NE & FOFHQ®)) DESMR)

@5-HTienp= BZE1EENEE & O AAEHIZOWT
AH &R CHEN S FEIC BT 5 5-HT s A MAFBE S O E FH & U TR E LT,
AH & [F— OFEEER 23 2 O5-HT1enpZ A MIEENE & O OFHRHZIL, SKERFIERIZ
KU, MEEFIMEREGENERINDIBENRH D120, 2o DA Z G HOBREIC
TG Lz &y,
., ARG ZICMOS-HTispZ B FEIE L & 5T 256, b LUIZOHDOEEIL, £
ZE 24K RILINIC I G- L e 2 &
(TVIl-2. 22N & ZDOHH®)) DHEEM)

@MAOBHEAN & DA AAEMIZ SN T
T T I VBALEER I EANIAR OB 2 HE L, AAOIERN 2R 282008 H 5720
T T X UBEEERILEA 2 RGP B D WITERE P IR2BEE AN OB IIT G Lian D L,
(TVI-1.(4) &5 - FEEORE ) TVI-6.(1) RHHEBALL OREHER . [VI-2. FEoNAE & 2o
M1 DEZM)

@7 u77 ) a—)IFERE X OMEERIZOWT
AFN O EERHHREEIZARMAOIC L 2BLMIBLT 2 /6T, 7 urT7 ) u— L IEERE O
HLABRMAONB 5325, 2D, 7ur7 ) a— VIGERKE L 02 & ARKI o m i g 23
EAFTLZOT, IuTT s n—NVEBE ARG OBEITIIRG LN &,
BB, TaTT ) a— UERBIEOWICEREM (tye) 1XEER]TT3.9REH, AR AEA TR0/ T
bHZ LD, TurT ) a— UEREE RS RH D\OIIER G IR S BRI TIX24FEM ., Rk
B TILASKFIANRIE L TWARWERZ ITIIAR A2 G L2 &,
(TVI-1.(4) &5 - DRSO FE | TVI-6.(1) REHHBAL L OMRHHREE . V-2, ZE2NA &2 D
M) OHEZH)

(2) BFREE L TDHEAH

10.2 EREE (BHRICEET S &)

FHN 4 S FEARAE R - 51 515 HEFE - fEBRIN T
BRMEE b= FERY | e b= dEREEE (ORE, B BE | ko b= oFRVIAAZEZHEEL, &
AT A BENR, FEEN, BORTLHE, WiREEREE, | o b= REAS FR IE 5, 5-HTp o

TNRXYF I~ A | THIE) BEobbdZEndbbd, SREREEZEEOFHIZLY, Br b
Vg3 =R R T B RREMEA B 2 D
Sn Xt F R K 5o
s
o h=r- LT FLF
U U HELY IAABHEA
INF T T UERE

(figEn)
AFH & R CHGH 3B R T 2 5-HTinp SR FEEILm o EEHH & UTRIE LT,
BRI B b= R ARERR O e k=2 24T NLF U »FR O GARERITE =
SUOERYABEEEL, o b=V ilES ER IS0, AR EOAICE Y B h =
MR L, A2, B, BE ., BIR, B2 RKHTUE, WMilETEE, TH%ER & 5 il d lhE
WRH 5, 1E->T, FHTL2LAEICIE. 2O OEROBBICHER UEEICKRET 52 &,
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IR0 b= FERVIARBEERTH AL/ 0 X F L 20mgXIT 7 7 ARA1A1E, 140 MKEO
Feh L, 148 BIZASNOmgZ R O#& G Lz, ZOfER, v Xt T U OFHREORZEAR KON
AT IARO MR 1T, FEOFHEE & LE_EITERD B o7z,

8. EI{EA
1. BlER
ROBWERBRH SN ZEBHLOT, BEL ToIAT0, REDPRO bNIZHEIid&kEGz PiET
%70 ETU R ALE 21T O T L,

(1) EXGEMER EOHER

1.1 EXGEIEA
N1 T7F72453F—23v9.,. 7+771453F0— (WThELHEETRH)

(FERL)
AHAN &R CHD D FAICE T 5 5-HTenpXZ AP EE L@ O EFHH & L TRE LT,
[EIN DERATRER TOBMEL /203> 7o hy, SME DK TCOEEFRRL LTI 74 7% — (T
FT7 4 TR UL D326 (IST%B'QFF'?EL) WEENTWD,
DX S IERD B bNTHEIIE, FEEPIEL, BEOURLEZIT Z

11.1.2 BhiEORBHER GEETH)
IR, BLE B 5 WIT DR EEIE 2 S e P DIRBERIER D & Db b Z L b 5, KA G4,
W PSR 55 00— MEDRE I (R CUBETEERIC K S5 A 50 %) R B b5 = L b 5,
DX ) RIERMNE MR BIC L D EEDNDEAITIE, UEgEo®RE 2 IR L, it OEED
HEEL AL -0 OWMY R ELZITH> 2 &, [8.1, 9.1. 1B/]

(f)
AH &R LS IR T 2 5-HTipnp X HF A FEIEILEOFEEFH E L TaE LT,
RSB, W @ﬁmfbf$(&wf\@m@*“) DkBLEbRBIERE

KA AL, u&@&5%¢ibf WO e (DEXNE) 2175 2 &, MEORS, i
rmﬁ%ﬁ%<ﬁbht TIE, AFIZFEE Lz &, @mrbﬁﬁm%éﬁﬁmﬁﬁﬂm
HoTH D,

[EIN D 1% 5055 T1ARFRBR CHase 23 161, =835 Gk Br C Rt =g 16, BIVER & LTl STy
60

F 72, SME D250 &% ERER T1361(3.6%)* L O 11(0.2%) ., FFRHEERRBR T1961(2.1%), #Y
WL FERBR CT1561(3.8%), HEGERER T1141(2.0%), & HIZE MGk T7561(4.9%)* * D ffgfw
DEIER E LT ShTnd

*:10~40mgf 5 (fti%s, 10mghth)  ** : FEIREFEEIX5mg, 10mgT19~29[H]
(TVII-5. BE/RFARER & Z0M ], TI-6.(1) A0HE - BEREEOH 5 HBE ) DOESBMR)

11.1.3 #EAR (WPWEREEIZH1TD) (BEETER)
WPWAE B O HAURGIEIR T 2 HE R BAEMEHIROME 2 H 5, [9. 1. 42 M ]

(fifein)
A &R CFA IR T 5 5-HT o ARIEBI @O EEFHE L TRE LT,
SMETHEANC LY T4 VT« N=F YV - RUA MEGRE (WPWIERR) OBBIRER THh 5
HERBEMHRNER LT L OWERH 5,
[EP9 K O E DGR FRER e Ol a4 AANS K 2 WPWHEMRHE O MABIRYTER T 5 B e %
TEVESEAR DS 1270 o T,

(Tvi-6 (1) &OHE - BHERESOH 5 EH ] OHSH)
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11.1.4 TADLABREE EETEH)
[9. 1. 2&:H4]
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(V-6 (1) &0HE « BEFEREEO® 2 85| OHESH)

11.1.5 MEZFE GEETHA)
I, 5, WEEOERENH 5DOND Z R d 5,
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EPN ORGSR TOHE T2 o 7223, SEOHREHE THEFER L L CTHEFE 16 (KR
BE6R  RECHD WE ST\ D, B, &, WIHFOERENED b HaIcid, &5 2Pk L,
WY ZRLEZAT D Z L,

11.1.6 dEUREIEFRMEESE (Toxic Epidermal Necrolysis : TEN) ($8EAER)

EIN O ERRER TOME L7220 > 7293, SME O T A TAEEG L L ThEMER R ARE
W (RERBIR - BEH V) HE SN TWVDLDOT, 2O &) WERPE O b HaIcid, &S5
ZHik L, WYRLE AT T L,

11.1.7 MR RS (GREEAE)

[E N T 9 S L7 M B IS 3V T BIE & L TR IR EEAS 214:(0.12% ) S ST B,
SEOTIRERAE THEFSR L L TR REEA 16 (R RBMRARTLH R E STV D, IR EEED
£ RIERDFRD NI HE I, BE 2L L, BWORLEEZTT S Z &,

11.1.8 Kt (BEETER)

EIN DR TOMREIT 2o 7203, FMEOF 1T AR CRBIBRE313HON, AFIZFE5 L
7B RO T v R EHE L 1BIC, AR LZ, ZOWNIHIIZ80megik 5 CEHERIMTH -
7=,

Fo, AROTHREBHE CTHERES L L TCI4BORMPRE SN TV D,

KRR SN HAIIE, BEEZDIEL, BYRLEERITY Z &,
(TVII-10. WER 5] OESMH)
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11.1.9 ZROFERBLICL SR BEETH)
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(MVI-5. HEERIAREER L ZORM)DOHS M)
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11. 220D EIER
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(fiFEa)

EINOERRRERC B 2EITERFEBR MRS & Al U TR EAHRE S 2 ITEH KO
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WD BIE M OV IR AR CHREBUHEE 23 1% L EDORIERIC DWW T hRE# L7z,
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OB ERRBFHEE-—ERF

(1) HHHEMNEWEHR B & OFRR AR —
1) IEBRIEMERRIREE
H OH FRGRINE E TR fik FH R R AT A F
A hEEX L 54 303 348
FRAE 5112 274 1,681 1,955
B % D3 BLE B 51 71 122
BIVE R S5 oS B4 76 89 165
B % D3 BLE G R 18.61% 4.22% 6.24%
Bl ME A % o M E BIERSORENFREES () = (%)
R L O EE 1 (0.36) - 1 (0.05)
BARE 1 (0.36) 1 (0.05)
TR E 28 (10.22) 33 (1.96) 61 (3.12)
EEMED F U 6 (2.19) 9 (0.54) 15 (0.77)
IR F 1 (0.06) 1 (0.05)
SEYR 2 (0.12) 2 (0.10)
SRR 1 (0.36) 1 (0.05)
TR SRR 3 (1.09) 2 (0.12) 5 (0.26)
FEISRE R 2 (0.12) 2 (0.10)
Jr R 1 (0.06) 1 (0.05)
SEIEIL 1 (0.36) 1 (0.05)
fBAR 21 (7.66) 16 (0.95) 37 (1.89)
R E 1 (0.36) 1 (0.05)
PRH 1 (0.06) 1 (0.05)
MR i 2 (0.73) 2 (0.10)
ARGV A 1 (0.36) 1 (0.05)
FEAE 1 (0.36) 1 (0.05)
H3 L OBk RS 1 (0.36) 1 (0.05)
W PR 1 (0.36) 1 (0.05)
DR 1 (0.36) 2 (0.12) 3 (0.15)
fES 1 (0.36) 2 (0.12) 3 (0.15)
1 BT 2 (0.12) 2 (0.10)
1FTY 2 (0.12) 2 (0.10)
FERas. MEREs J OERm ks 1 (0.36) 4 (0.24) 5 (0.26)
IF-% ] e 2 (0.12) 2 (0.10)
RS 1 (0.36) 1 (0.05)
WIS HE 1 (0.06) 1 (0.05)
1 e SE g 1 (0.06) 1 (0.05)
NGB 8 (2.92) 19 (1.13) 27 (1.38)
AN R 1 (0.06) 1 (0.05)
REER 1 (0.36) 3 (0.18) 4 (0.20)
T 1 (0.36) 2 (0.12) 3 (0.15)
1 N RS 1 (0.36) 1 (0.05)
L 3 (1.09) 11 (0.65) 14 (0.72)
M i 2 (0.73) 5 (0.30) 7 (0.36)
F OEEIRKT 1 (0.36) 1 (0.05)
JHFRATE SR B 5 1 (0.36) 1 (0.05)
iR T 1 (0.36) 1 (0.05)
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HAR R 5o A RREE CORI | MR &
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B R R X O A R E 1 (0.36) 5 (0.30) 6 (0.31)
VU fie 5 1 (0.06) 1 (0.05)

K 1 (0.06) 1 (0.05)

A5 R A T 1 (0.36) 2 (0.12) 3 (0.15)

B B AN R 1 (0.06) 1 (0.05)

B K OURIKREE 1 (0.36) 1 (0.06) 2 (0.10)
BEIR 1 (0.36) 1 (0.06) 2 (0.10)

—i% - RHEEL LU G ORE 17 (6.20) 16 (0.95) 33 (1.69)
T RE 4 (1.46) 1 (0.06) 5 (0.26)

P AN R 2 (0.73) 4 (0.24) 6 (0.31)
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(¥R 8 (2.92) 5 (0.30) 13 (0.66)
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RS EY 4 1 (0.06) 1 (0.05)
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Q)BRRBREEREE K
BRR AR E 11261 (271F) 1ZREO b, b o & LTUIALT (GPT) k&6 AST (GOT)

EREETHS T,

& ™ H P S Hta (51 45 B FBLE (%)
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1.

FIHER
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DAF Y N EF — LE T o 5,10, 100 melke po. 100 mg/kg T~F Y 2L B F — )Lk R MEIR IR 2
RSB D 9 S 2 Y KI2fEIIER LT,
BRI MU E ~ R 3,10, 100 mg/kg p.o. |ERL
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(1) BEEE5HEERER
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7 | L 5.95.125 po. IRE MG (2580 E, #E25) -
. o AR (25, H#125)
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1. ELENETORTIKR
014 F1IABHE, A XV A, TAVD, AFva, F—AMTVT, 7T A, RAVETHE
naCTuna,
7RE . AFNCET 2RI R L OHELOCHEIFLTO LY TH Y | SMNETOAZIRI & 1
B2 n, ENTORRBNEOHI CARIZHHTHZ &,

4. BHEEXIEER
HEESE
6. FRIERUVRAE
WE. AIZY Y R 7 L LC1REI10mg% FEE OB R B O 51 5,
B, RN EHSRGEAIT, BINEET 52 ENTE 50, BiRIOK G520 EH T2
Z k&,
7272 L, 1H OB E&%220mgbllN &T 5,

A COFGRIRDL (20244F6 H I A7)

5| 4 | AFTA

fr 78 4 |MAXALT® 5mg and 10mg Tablets, MAXALT® MELT 10mg oral lyophilisates
2t 4 |Organon Pharma (UK) Limited

TKERAEA H | 199846 H 24 H

ZNEEX T | Acute treatment of the headache phase of migraine attacks with or without aura in

BIES adults.

MEk oy |MAXALT® 5mg and 10mg Tablets
- 4.2 Posology and method of administration

JE | Method of administration
MAXALT should not be used prophylactically.
The oral tablets should be swallowed whole with liquid.
FEffect of Food. The absorption of rizatriptan is delayed by approximately 1 hour when
administered together with food. Therefore, onset of effect may be delayed when
rizatriptan is administered in the fed state (see also Pharmacokinetic properties,
Absorption).
MAXALT is also available as an alternative oral lyophilisate.
Posology
Adults 18 years of age and older
The recommended dose is 10 mg.
Redosing: Doses should be separated by at least two hours; no more than two doses
should be taken in any 24-hour period.
* for headache recurrence within 24 hours: If headache returns after relief of the
initial attack, one further dose may be taken. The above dosing limits should be
observed.
* after non-response- The effectiveness of a second dose for treatment of the same
attack, when an initial dose is ineffective, has not been examined in controlled trials.
Therefore, if a patient does not respond to the first dose, a second dose should not be
taken for the same attack.
Clinical studies have shown that patients who do not respond to treatment of an
attack are still likely to respond to treatment for subsequent attacks.
Some patients should receive the lower (5 mg) dose of MAXALT, in particular the
following patient groups:
* patients on propranolol. Administration of rizatriptan should be separated by at
least two hours from administration of propranolol (see section 4.5).
* patients with mild or moderate renal insufficiency.
* patients with mild to moderate hepatic insufficiency.
Doses should be separated by at least two hours; no more than two doses should be
taken in any 24-hour period.
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Paediatric population

Children and Adolescents (under 18 years of age)

The safety and efficacy of MAXALT in children and adolescents under 18 years of age
has not yet been established.

Currently available data are described in sections 5.1 and 5.2, but no
recommendation on a posology can be made.

Elderly

The safety and effectiveness of rizatriptan in patients older than 65 years have not
been systematically evaluated.

MAXALT® MELT 10mg oral lyophilisates

4.2 Posology and method of administration

Method of administration

MAXALT MELT oral lyophilisates should not be used prophylactically.

MAXALT MELT oral lyophilisates need not be taken with liquid.

The oral lyophilisate is packaged in a blister within an outer aluminium sachet.
Patients should be instructed not to remove the blister from the outer sachet until
just prior to dosing. The blister pack should then be peeled open with dry hands and
the oral lyophilisate placed on the tongue, where it will dissolve and be swallowed
with the saliva.

MAXALT MELT is also available as a tablet formulation.

The oral lyophilisate can be used in situations in which liquids are not available, or to
avoid the nausea and vomiting that may accompany the ingestion of tablets with
liquids.

Posology

Adults 18 years of age and older

The recommended dose is 10 mg.

Redosing: Doses should be separated by at least two hours; no more than two doses
should be taken in any 24-hour period.

* for headache recurrence within 24 hours- If headache returns after relief of the
initial attack, one further dose may be taken. The above dosing limits should be
observed.

* after non-response- The effectiveness of a second dose for treatment of the same
attack, when an initial dose is ineffective, has not been examined in controlled trials.
Therefore, if a patient does not respond to the first dose, a second dose should not be
taken for the same attack.

Clinical studies have shown that patients who do not respond to treatment of an
attack are still likely to respond to treatment for subsequent attacks.

Some patients should receive the lower (5 mg) dose of MAXALT MELT oral
lyophilisates, in particular the following patient groups:

* patients on propranolol. Administration of rizatriptan should be separated by at
least two hours from administration of propranolol (see section 4.5).

* patients with mild or moderate renal insufficiency.

* patients with mild to moderate hepatic insufficiency.

Doses should be separated by at least two hours; no more than two doses should be
taken in any 24-hour period.

Paediatric population

Children and Adolescents (under 18 years of age)

The safety and efficacy of MAXALT in children and adolescents under 18 years of age
has not yet been established.

Currently available data are described in sections 5.1 and 5.2, but no
recommendation on a posology can be made.

Elderly

The safety and effectiveness of rizatriptan in patients older than 65 years have not
been systematically evaluated.

(3£[EDSPC MAXALT*5mg and 10mg Tablets : 2022410 &1
MAXALT® MELT 10mg oral lyophilisates : 20224£10 H &)
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SEEHN

& |\ TAYS
W5e4s | MAXALT® Tablets, MAXALT®-MLT
4 | Organon LLC, a subsidiary of Organon & Co., Jersey City, NJ, USA
AGRAEH B | 199846 H 29H
ZIREXIE | MAXALT® and MAXALT-MLT® are indicated for the acute treatment of migraine with or
IS without aura in adults and in pediatric patients 6 to 17 years old.
RO |2 DOSAGE AND ADMINISTRATION
B Although rizatriptan benzoate 5 mg tablets and orally disintegrating tablets are
=

available in the marketplace, MAXALT Tablets and MAXALT-MLT Orally
Disintegrating Tablets are no longer marketed in

the 5 mg strength.

2.1 Dosing Information in Adults

The recommended starting dose of rizatriptan benzoate is either 5 mg or 10 mg for
the acute treatment of migraines in adults. The 10-mg dose may provide a greater effect
than the 5-mg dose, but may have a greater risk of adverse reactions /see Clinical
Studies (14.1)].

Redosing in Adults

Although the effectiveness of a second dose or subsequent doses has not been
established in placebo-controlled trials, if the migraine headache returns, a second dose
may be administered 2 hours after the first dose. The maximum daily dose should not
exceed 30 mg in any 24-hour period. The safety of treating, on average, more than four
headaches in a 30-day period has not been established.

2.2 Dosing Information in Pediatric Patients (Age 6 to 17 Years)

Dosing in pediatric patients is based on the patient's body weight. The recommended
dose of rizatriptan benzoate is 5 mg in patients weighing less than 40 kg (88 1b), and 10
mg in patients weighing 40 kg (88 1b) or more.

The efficacy and safety of treatment with more than one dose of rizatriptan benzoate
within 24 hours in pediatric patients 6 to 17 years of age have not been established.

2.3 Administration of MAXALT-MLT Orally Disintegrating Tablets

For MAXALT-MLT Orally Disintegrating Tablets, administration with liquid is not
necessary. Orally disintegrating tablets are packaged in a blister within an outer
aluminum pouch and patients should not remove the blister from the outer pouch until
just prior to dosing. The blister pack should then be peeled open with dry hands and the
orally disintegrating tablet placed on the tongue, where it will dissolve and be
swallowed with the saliva.

2.4 Dosage Adjustment for Patients on Propranolol

Adult Patients

In adult patients taking propranolol, only the 5-mg dose of rizatriptan benzoate is
recommended, up to a maximum of 3 doses in any 24-hour period (15 mg) /see Drug
Interactions (7.1) and Clinical Pharmacology (12.3)].

Pediatric Patients

For pediatric patients weighing 40 kg (88 1b) or more, taking propranolol, only a single
5-mg dose of rizatriptan benzoate is recommended (maximum dose of 5 mg in a 24-hour
period). Rizatriptan benzoate should not be prescribed to propranolol-treated pediatric
patients who weigh less than 40 kg (88 1b) /[see Drug Interactions (7.1) and Clinical
Pharmacology (12.3)].

CKE O USH CE202146 H 43T)
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8.1 Pregnancy

Risk Summary
Available human data on the use of MAXALT in pregnant women are not sufficient to draw conclusions

about drug-associated risk for major birth defects and miscarriage.

In animal studies, developmental toxicity was observed following oral administration of rizatriptan
during pregnancy (decreased fetal body weight in rats) or throughout pregnancy and lactation (increased
mortality, decreased body weight, and neurobehavioral impairment in rat offspring) at maternal plasma
exposures greater than that expected at therapeutic doses in humans /see Animal Data].

In the U.S. general population, the estimated background risk of major birth defects and of miscarriage
in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively. The reported rate of major
birth defects among deliveries to women with migraine range from 2.2% to 2.9% and the reported rate of
miscarriage was 17%, which are similar to rates reported in women without migraine.

Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk

In women with migraine, there is an increased risk of adverse perinatal outcomes in the mother,
including pre-eclampsia and gestational hypertension.
Data
Human Data

The Pregnancy Registry for MAXALT did not identify any pattern of congenital anomalies or other
adverse birth outcomes over the period of 1998 to 2018. However, the lack of identification of any pattern
should be viewed with caution, as the number of prospective reports with outcome information was low
and did not provide sufficient power to detect an increased risk of individual birth defects associated with

the use of MAXALT. Additionally, there was significant loss to follow-up in the prospective pregnancy
reports, further complicating this assessment of an association between MAXALT and any pattern of
congenital anomalies or other adverse birth outcomes.

In a study using data from the Swedish Medical Birth Register, live births to women who reported using
triptans or ergots during pregnancy were compared with those of women who did not. Of the 157 births
with first-trimester exposure to rizatriptan, 7 infants were born with malformations (relative risk 1.01
[95% CI: 0.40 to 2.08]). A study using linked data from the Medical Birth Registry of Norway to the
Norwegian Prescription Database compared pregnancy outcomes in women who redeemed prescriptions
for triptans during pregnancy, as well as a migraine disease comparison group who redeemed prescriptions
for triptans before pregnancy only, compared with a population control group. Of the 310 women who
redeemed prescriptions for rizatriptan during the first trimester, 10 had infants with major congenital
malformations (OR 1.03 [95% CI: 0.55 to 1.93]), while for the 271 women who redeemed prescriptions for
rizatriptan before, but not during, pregnancy, 12 had infants with major congenital malformations (OR
1.48 [95% CI: 0.83 to 2.64]), each compared with the population comparison group.

Animal Data

When rizatriptan (0, 2, 10, or 100 mg/kg/day) was administered orally to pregnant rats throughout
organogenesis, a decrease in fetal body weight was observed at the highest doses tested. At the mid dose
(10 mg/kg/day), which was a no-effect dose for adverse effects on embryofetal development, plasma
exposure (AUC) was approximately 15 times that in humans at the maximum recommended human dose
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(MRHD) of 30 mg/day. When rizatriptan (0, 5, 10, or 50 mg/kg/day) was administered orally to pregnant
rabbits throughout organogenesis, no adverse fetal effects were observed. Plasma exposure (AUC) at the
highest dose tested was 115 times that in humans at the MRHD. Placental transfer of drug to the fetus
was demonstrated in both species.

Oral administration of rizatriptan (0, 2, 10, or 100 mg/kg/day) to female rats prior to and during mating
and continuing throughout gestation and lactation resulted in reduced body weight in offspring from birth
and throughout lactation at all but the lowest dose tested (2 mg/kg/day). Plasma exposure (AUC) at the no-
effect dose (2 mg/kg/day) for adverse effects on postnatal development was similar to that in humans at
the MRHD.

Oral administration of rizatriptan (0, 5, 100, or 250 mg/kg/day) throughout organogenesis and lactation
resulted in neonatal mortality, reduced body weight (which persisted into adulthood), and impaired
neurobehavioral function in offspring at all but the lowest dose tested. Plasma exposure (AUC) at the no-
effect dose for adverse effects on postnatal development (5 mg/kg/day) was approximately 8 times that in
humans at the MRHD.

8.2 Lactation

Risk Summary

There are no data on the presence of rizatriptan or any active metabolites in human milk, or on the
effects of rizatriptan on the breastfed infant, or on milk production.

Rizatriptan was excreted in rat milk, with levels in milk approximately 6 times those in maternal plasma.

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for MAXALT or MAXALT-MLT and any potential adverse effects on the breastfed infant from
MAXALT or MAXALT-MLT or from the underlying maternal condition.
Data

Following oral administration of rizatriptan to lactating rats at a dose of 100 mg/kg/day, drug
concentrations of rizatriptan in milk samples exceeded maternal plasma drug concentrations by
approximately 6-fold.

(2024 £ 6 H W)

F—A K7 U7 D4FH (An Australian categorisation of risk of drug use in pregnancy)
B1 (2024 4 3 A) Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct or indirect harmful
effects on the human fetus having been observed.
Studies in animals have not shown evidence of an increased occurrence of fetal damage.

(2024 £ 6 H W)
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1 INDICATIONS AND USAGE

MAXALTE and MAXALT-MLT® are indicated for the acute treatment of migraine with
or without aura in adults and in pediatric patients 6 to 17 years old.
2 DOSAGE AND ADMINISTRATION
2.2 Dosing Information in Pediatric Patients (Age 6 to 17 Years)

Dosing in pediatric patients is based on the patient's body weight. The recommended
dose of rizatriptan benzoate is 5 mg in patients weighing less than 40 kg (88 1b), and
10 mg in patients weighing 40 kg (88 1b) or more.

The efficacy and safety of treatment with more than one dose of rizatriptan benzoate
within 24 hours in pediatric patients 6 to 17 years of age have not been established.
2.4 Dosage Adjustment for Patients on Propranolol

Pediatric Patients
For pediatric patients weighing 40 kg (88 1b) or more, taking propranolol, only a single

5-mg dose of rizatriptan benzoate is recommended (maximum dose of 5 mg in a 24-hour
period). Rizatriptan benzoate should not be prescribed to propranolol-treated pediatric
patients who weigh less than 40 kg (88 1b) [see Drug Interactions (7.1) and Clinical
Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
Safety and effectiveness in pediatric patients under 6 years of age have not been

established. The efficacy and safety of MAXALT in the acute treatment of migraine in
patients aged 6 to 17 years was established in an adequate and well-controlled study
[see Clinical Studies (14.2)].

The incidence of adverse reactions reported for pediatric patients in the acute
clinical trial was similar in patients who received MAXALT to those who received
placebo. The adverse reaction pattern in pediatric patients is expected to be similar to
that in adults.

H[EDSPC

(5mg and 10mg
Tablets : 2022 4F
10H. 10mg oral
lyophilisates
20224£101)

Posology and method of administration

Paediatric population
Children and Adolescents (under 18 years of age)
The safety and efficacy of MAXALT in children and adolescents under 18 years of age
has not yet been established.
Currently available data are described in sections 5.1 and 5.2, but no recommendation
on a posology can be made.

(20244FE6 H FF )
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