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(7) Z0ith
1) ERELIHEA—T R
AARNR SR EE 4161 2 %502, RERBIERBIRFICY 9 Y 7% - 10mg A EN HREESE 158 4 B
[ O 59 2 3R & T2 U 7o, AAI 5-20¢ [ # O 3R UG5 R1380.0%  (32/40%1) TH -7z,
AR AT L B BRI O AT A BT 2 BIEH O R B 1222.0% (9/4161) . EEIR A (A
(BT D RIER O BIAEE134.9% (2/4161]) TH 7=, LE2RNWERITEIRLIT.1% (7/41%]) TH-
77

2) ERTOBRRKABRBEOHE

[ENTHEM S 7z ZEHEREGRERZ 2 0BKRRIC SN T, VY R 72 10mghi &G S vz
F R AR 1930 D ERIR RS (IRFE2MFMIR OBURUES) OPMEIIUTO LB TH D,
REREEEZRNR L LT T8RO “HERKEGBRICE Y. VY U 7% 10mgdA APEN
ROBLNTND, FR21MEDORYEGHBR LY | AFOIREEE B DA S 2R OWBE 1%

RO BILTNRY,
AREE2IE 1% D B ke Y
77 R VYN T H
BT AR A — 7 Bk 100.0% (8/8)
BN 1A — B S M iR 75.8% (25/33)
SEILFH B R 34.3% (24/70) 59.4%"¥  (41/69)
WA — 7 Bk 80.0% (32/40)
EH F1RAE 73.8% (31/42)
H2FENE 77.8% (28/36)
oS IR FH3FAF 69.0% (20/29)
HAFEIE 70.8% (17/24)
FHFAE 90.9% (20/22)
PRI 35.1% (106/302) 70.8% 4 (322/455)
AL | B0 IR U 1ERER 36.6% (30/82) 76.9% "4 (246/320)
LR 40.3% (64/159) 67.0%" (258/385)

FED : SR ORRENS THEE] % TP 26 MREE) T e l) ck#E LizEE
TE2) : KIE 4241

7E3) : i lp<0.025(7 7 &R & O i)

1 4) : p<0.05(7"F &R & D)
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V. BREICET HIEH

2) NETOERKRAERRIE

2-1) FRREVERBRY

WAL AR (PR I8 1RRAR)

HAR R T E O R SERE 20512, U~ Y 7% o 5mghE, 10mghe X V77 &R % 1Al
A& 54 2 _HE MG 2 Ehii U 7o, BURUGERICHEIE L7cSa 3, 24RFFLINO2[E £ To
BRI LIRBE S 70 (24FFLAN THRBEIIRER) , FHZEFHIIE B C b 2 IRFE2MF ) £ 00 5 S8
IX, VY RY 7 Z 2 5mghfn362.4% (285/457) . 10mghfA370.8% (322/455) . 77 & A #EDY35.1%
(106/302) &, UV RNY X U BENRT T HREEL VA EICE - 72(p<0.001, 2P AT 4 v 7 AlA|
JRETN), U MY 72 IREZITRE Lo RERIL, FEitED v, HHIR, M J0E & QRS T
HU . 24FFELINICY B MY 7 F o E EEBEIRIE L2 GE THRENEABBRIL L Lo T,
U R 7% bmglk ON10mglhd i & OV 5596 O B3 TR I8 D RS S vz,

) AFNOARESNTWDE - A&, e, EAZ VR 728 LT1E10mg % 8
A OB BRI NG5, 2B, RPRTSRGEIE, BNEET 52 LR TE D0,
IR OGN B2RFMLL EdiT 52 &, 72720, 1R OG- &%220mgllNET 5, ] THD,

2-2) MY R URIERBRY

WA MLARERR (R 0 LR 1ERIR)

AR X XEE O IR BIERE 2%, VR 72 o 10mghe K N7 7R 205325
T HE BRI A I L 7o, BURCGER IS LS AR, 24FF BN O 2[E F TOFFITHR L
AREE 72 (URIOFIEITHK LT, 4R LAN TR SIBIIRER) . 4l O FIEIC % L CAREE S H 7=,
FHEFEE H Th 2 1RIEICI T D IRIE2R M % OB SGERIT, VY MU 7 ¥ U 10mghEn
76.9% (246/320) . 7" 7 £ AREEA386.6% (30/82) & U KU 7" ¥ UEENA EICEIL TV (p<0.05,
0YAT 4w 7 AERET V),

UH U7X RETRBBEEORWEIERITEREIE D o, IR, IHA, JE6E R OSERE CTh -
776

HFE T 24RIOFIEICKT H VY MU 7% o OfF AP HER S,

2-3) LRy

TES 55 LA AR

AR T EE O FIER B IERE 2RI, VY MY 7% 2 5mgde. 10mghe N7 7 &R % 18l
N 52 K 5 _HE e g i Uiz, HEFIHEE Cd 2 IR %% O BmUGE=RIL, U
P U7X Emghtn360.4% (99/164), VW R U 7% 2 10mghEn367.0% (258/385), 77 & REE
7340.3%(64/159) THY, VI N 7 X UBNRT 7B REEL D FREICENL TV 2 (p<0.05, 1P A
T4 v 7 ABUFET V),

BIER R BRI 5mghE 3 27.4% (45/164) . 10mght7332.6% (126/387), 7 7 & REENY20.0%
(32/160) ThH -7,

PEDOFERNS U MY P2 ofF ARSI,

1) AFNOAR SN TWD ML - HEE, D@, A Y 728 LT1E10mg %z A EH

ORI HFICROK ST 5, 2B, DRI ARG, BINEST5Z LN TE S,
AR OFEEN LR EH T D Z &, 72720, 1HORKE G EE20mgblNET 5,1 THD,
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V. JafICE9 HIER

3) FHEmAE
ARFNDERATBRIC OV TIE, FEBRER 2 O R SR W RIS A5 & 52 L7z,

(%]
[EIBSEERE P K D BRI O FE™D (AR s FEft Ry
1.1 \iJkZ& b R 1.4 MR I
1.2 Ak LS 1.5 /NJEBIMESE R (5 & O RIEIAYV R S
1.2.1 SWRIBIRGTIR 21 5 F R nasHo)
1.2.2  AiJEIELER 1.5.1 /MR BYEFRIEMED F
1.2.3  ZEIEMEF BRHME A SR 1.5.2 /NEZZANE AR
1.2.4  FMIER Fr9ETm 1.6 HEWOAGHE
1.2.5 BIKOZRTHRA LN H D 1.6.1 JUHE R VE R
1.2.6 ZEFRMEOFTIKE LS F IR 1.6.2  JyEESEIC & B o
1.3 NRFH RN A BR 1.7 FEASFEICE S VR

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

[EIRSEER S K D BRI (BRI FE i i)

BIIE & fEo 722\ BT

B
C

A
D B BEN 4 — T2 R T D,
RO OB, AR EBHEE AT,

WDB—D & RT 2RENEL LH D,

LA BUTEER

2. B LR

3. — SR O A (H AR T 5 D)

4. PEBEDF-Fe 70 & R R Z2BRIC L0 SR AHE S 5,

DRIEHR, RO D B1EHHE &2,

LWL R S % WO g
2. SIS OV

RO D BL1UEE &,

LIANE R OB AR - AT R & 0 SR E MR B 2 R E L 9 D,

2IRE R & D0 E, H ROV D3R AT R X0 S EMERE D DN THOREIC L 4E
TE %,

BAEMERBPEL TH, Mk v Fiffe & ORENEETE 2,

HIJK 20 5 Fr I

A
B :

WD B % e D HEN2MLL EdH D,

WOAEBAD S B, 3HA &7,

1—BMEDOHTIKA D O . BAE B 5 VIO BFTHRIER L ZE 2 65,

2A1IRIE4A L Bizoo v R U, 2F L, EORTIESER L TAL TS Kuy,

3.AIIEIE605 LU ERHE T 2 Z L idAe v, 2FBEL LORDKOMAA b EN D & XX, FO0FH
RFDNER T 5,

4. FR I EATIRZ 60 LINICAT 5, RiTJEL Y LIRS 5 WIEFEFTH LWy

S RO D HIEHE 2z,

LIRER O - MR ET R & 0 SR E R E B EL 9 D,

2R O B, FR ROV 2 W IAhEEET R L 0 SEMERES DN TOREIC L ) B
TE 5,

SAEMREBANFELTH, #il kv FIE & ORBRPEETE D,

#£)International Headache Society : Cephalalgia,8(Suppl),9,12-17,19-73,75-92(1988)
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VI. EMEE(ICEI HEE

1. FEEEMICEEHHILEYRITILEYEE
A< Ny TR anyigEiE, VI N TFE Y L MU TIE CRALKERIE, =32 I A
feth, oAU URRE. 7 b X Rt

2. FIE{EM

(1) RS - 1EFAKE
VERENY - BEES A
TERBET : U MU 7 & 3, BEMEICHAET 25-HTS A RITER L. RSB /ERRIZHRiR
T5HEZZ LN TN DM OBEENENRZ RIRANIHE S &5, Fio, = XHRICHFET DKM
L Ol e 5-HT i BRICE L, ST F R (BT AL 2P, Iy b =rifa 13
AT T NE) O 2, AR, BREEORAE, MR O E T 5 & b
L, VHFRUTH L, ZROOERICE Y FHERE2SET LI EEZ LR TWNDHY ~9,

1) BREZBERE~DEESHNE

1-1) 5= HTw/wxﬁﬁg (b S RSB E N S Ty

U R FE T, ZEEEERBRICHE T, 5-HTisk O5-HTioSZ BRI 6 LW B2 R~ L
72, ZOMDO5-HTZRRY 7 2 A TRLEOMOZ R (afeOB-7 FLF U UZRIE, F—33
VERIR, B A I UZER, DRI URFIR, XU UT B UZFERE) 1ok LT, FER
IZHF VBRI LAVR S22 0v o 72 (in vitro) .

1-2) & 7 o —5-HTp Kk O5-HT S BARIZ %3 2 1EA
U MU 7% 0%, B b7 r—25-HTisLO5-HTinZ BIAE~DOGTPYSHE A BRI W, 5-HTE
IFLEDLLRVEESE L L CoIEME 7 LT (in vitro).,

1-3) = DOMOZREREIKTT 25565

1) B AH I U3 R, 5-HTEU D IABEL R OV A T ) 52 5K HE G kiR
UHF R TFZ0E, B MO A I VHIZEKR, 7> MKS-HTHEY AR KL YT~ R
DAT Y U R/ARITHE LT BRMERN 22 W B W I D T o 72, fiEo T, 2D DZFIR
WREAT D AREMIZIFE A LR EE BT,

i) 7 FLTF U U2 BIRREARER
t%7n~y@7PV%UV@HM§§¢Kﬁ¢éﬁﬁﬁ%\U%%U7ﬁ>¢xmwumw
WCEDENZENDORSMEY T ROFREHERTIHE Lz, VPNV FZ 07 FLFU v
x@% TR B BFEIRIE AL < L ICs0lE >700nmol/LCTdH - 7=, > T b DZREIKIZ
bl U CARZE D 5-HT1pn AR5 28IV R STz,

iii ) A RS AR A~ OfE G R
UH MY FZ o OBFWEZSED KRN E (77 )V UZB/W, TRV U F/IR T
2B, EERANT I UZRIE, AF Ty, TEFALAY UZEE AEAFA R
BIR, A% ) A RZHEK, 7?*v—kv7§—€ FHY UERLEEEC) THRET LT,
BRI W= BRANEEE (109, 1078 L < 1%105 mol/L) (Z351) Bk U > RiEA A350% LA
ERRFESAURIEEZ AT L ER LI, O/, WmmfwmeMfAzﬁ)/Ma
FIRIZH L Th0% 22 DA ELZ., £/ 24 I VHiZBR KR RL A D U Mo HAIRIC
® L TH0%ICIEWELA R LT Thotz, ZNHORERNL, U KU 7% D5-HTin
DRI KT BB IRMED RS S vz,
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VI. ERIEICEI HIER

(2) EEENTDHBAE
1) b MEH &R 5 ER
YUY RY 7 &%, & DO A INEE BN R 2 R AR (108~105 M) (258 < INHE S B 7,
—J. b MEHEENRICK LTI, FEFISIOIUEEE LAV & 22 0vo 72 (dn vitro) ¥ 7,

)
ﬁ‘g’( 200 0 1 5-HT
= O 1 AvM)TE
% 150 4 ® )T aL
5
Y} il
= 100 i
&
e
o 50 4
3 FHELIEESRE (n=6)
L‘% 0_ T T T 1
<t

-9 -8 -7 -6 -5

FEEE (mol/L) D35

DY RY TR AT MY T2 URUS-HTORE £ - iR R BRI HE O R RS 47

(%)
125 -

0 :5-HT (h=7)
O  ARKJTH2 (n=7)
® I UHNJTEL (n=6)

TIofE R

45mmol/L KCWLHEE 100%E L 7= fEe

HFIRE (mol/L) DxtEx

DY RY TR AT M) TE2ORUS-HTOREE £ FEEIRICH (5B E RIGEHR
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VI.

EMEEICEY SHIEE

2) FREEN OO LB R I 6 3 5 /R

L7 7 = by MCEARNEES: (0.83~1000 1 grkg) 35 &, MEICITEEL 52710, HEK

FERY 7 SHED AR I AP D 57725580 %2@710
FTo, BRI LT A XUTERIRN R G- L7255

+ SHERIMLE SO TEM 235880 bz 23, EBh ki

W IEE FHE300 1 g/kg A EC L2~ 1’??@ ITA BN Tz,

R L 72 A X2+ FRIBN&E S (30~1000 1 gkg) L7256

b (AR O SHBN R M eI E 23 A2

vz,

(%)
90
&
i &
%% 70
B
S 50
ey
=
#e
Ih 30
b
=% e o
' TAEHIERE (n=0)
* 1 p=0.05(REEIER —EE TEL )
0 T T T T
0.1 1 10 100 1000

BE (rgkg)

Jz Ly FOBEBROLERRICHTHUS L) T2 O DER

(mL/min)
2004
B SEHRMEE

O : BEiRMm%E

150+
FHELARHEERZE (n=6)

# 1p<0.05 (REAER —TEES &S )
ﬂé 100

50+

Bl 3 10 30 100 300 1000
A& (Lg/kg)

RREFA RIE T B VY R T2 O OBEBIRE UEESARE R DTE~DEZE
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VI. ERIEICEI HIER

3) FEMRINAE 7> B O MR AR IR S EH
%WLK?yF*%WW&%(kdmm@kyﬁ%&\EX%ﬁ%%ﬁﬂﬁKiéﬁﬁmﬁﬁ%
1M 47 [ H 2 BRI L7=8),

(%)

I

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

-40 T T T T
0.1 1 10 100 1000

B2 (xg/kg)

WEES v MBI H=XEREHEIRBIC & 2@ HEomFREICHT S
DY) TR O ORERFHER

4) PRI K A R A SRR LT 6t B VR
WEE L 727 v MCEIRNEES: (1~10mg/kg) 35 & M & PHARRR A SRR X 2 r fs 1 & bk
EA . 3mg/kgll - THIHIL7-8,

B ABxR2
| Il I
(%) #7z24>2P TRAH (%)  CGRP BRAH
120 140
1001 | T 120 |
#  go- 100
= 80 *
& 60 *
Z[E 60
o 404
E 40_
20 201
0 0
O :azra—n [ =P>2 N =
B : U¥rITE> 1mglkg M : U¥NJT223mgkg
LYY TH10mglk e
W =00 ek THEHEEIRE (n=5~8)

FIETIRHERE (n=8)

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

VY ) T8 D ORNEEE M BRSNS S
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VI. E3EFEE(ICEAT HIEH

5) WEREIMAE (EPHFRRE) TS K D = XM O BUS IR 2 1
R L 72T > MICHIRNE G- (0.3~3mg/kg) 42 & BEEMmME (PR BXAHIC LD =X
A R OVE B BN T AEME A . 1mg/kgbh b C R BAKAERIZHNH] L 729,

(%) |
o ]
IEHA T
_2(} |
4
E
-40 —| *
_BG —
L
| |
0.3 1 3 mARIG
B& (mg/kg)

B :UyrTE- [ EiEaso—i

FHELRERE (n=5-6)
* :p<0.05, * * : p0.01 (REAER ZTEE S BRS )

EXHEREBOFHEMMEICHNT SR

Sy MMIBBFBUHF M) TR 23mg/keFERNFR S #OMER VMANREE

P 514 Ry ) M3 (ng/mL) | MPIRE (ngl/g)
54y 916 70
155y 468 50
304y 313 54
1 167 26
20 ] 65 <20
AFH] 20 <20

3FIOWEMEE R LTz, BHRFIZ20ng/gTH 72,

(3) YERISETST - FRST
MR L
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VI. EYEREICEE9 SIER

I MRS
(1) B LAEH G LR
R L

(2) RSB CHREIN:-OTEE
1) H@E#E5
TERERR A BEIC Y B R Y 7 2 10mghE i3 10mg RPDEE & 2SR R O & 5 Uiz & & RE
{EIRITZ TN 5% 1.0 L O13RFRIZ S i ME IR EE (Cmax) (ZEIE L, 1.6 L OV TR O -3
TR LTz, TR TH D M A T ARDAUC-wiX, YUY RNY 7 X D14% Kk 11% T

HoT,
HEZOBRSEROEYEE/ NS A—4
ﬁlj ﬂ"ﬁ Tmax tie Cmax AUCOHOO
(hr) (hr) (ng/mL) (ng-hr/mL)
HE 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

CPEHEHER . n=16)

(ng/mL)
25 —

20

—— it
—O— RPDiE

a5 B

(R RERE. n=16)

BEBAICETZUY Y T2 10 HEROKRSEROMBRRELIKREKERS
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VI. EYHREICEET HIER

2) iEHE
fERER A B LIV MY 7% 2 10megdEZ& 1H BiZ1al, 3% 04 H B2 CT1H 3[E & UG H
HiC1EZe g iR O G Lz & &, AUCoo2ane DR (BH A/LA B) 13RZHIAT0.99T

HY. NAFIVKTIHLIITH -7,

REZEOBRSRORELADENHE/NS A4

1 B 1&’—?‘% Tmax* ti2 Cmax AUCOA»24hr
#H5-H
(mg) (hr) (hr) (ng/mL) (ng-hr/mL)
1HH 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
CEHHERER £, n=22 (B¥En=11, ZMn=11))
* . 3E| H @TmaxliS@HT&@?ﬁ@ﬁi@ﬁFﬁﬁ
(ng/mL) (ng/mL)
70— 70
B0 1HAB 8o | 5HE
% 80 % 50
;F 40 |- 1 =| 40 -
= 30 = 3p I
B o ffers. B oo (efly
10 Tlw. 10 o
0 | i = & & W] L =8
0 2 4 & 8 0 12(hr) 0 2 4 & ] 10 12(hr)
B fE B fEl
(ng/mL)
70
80 |
L I H 3B E
\
% 40 H ; T “.\
= I/"“‘I \ O: Jtt
E 30 . %{ ’|} ) ‘.I ® it
2 e .
0 [ Eqr . \\\
10 \;\
0 1 1 \‘1' — L &
a 4 8 12 16 20 24 (hr)
B fE
(B 5210 mg/[El, n=22 (B L&) FH A HERE)

R A Y Y N Y 7 X gEIOmg &1 H BiCTE, 3R OMA BIZ20RI R T

(3) =t

EER e L

THIEEICEH BICTERE 05 U 7 ke oo M h AR IR IR EEHERS
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VI

%%ﬁ'l—:\

B9 SHIEB

(4) BF - REORE
DREOKE

TR RN T 1k

WU KU T H BT HEmg & ZERE IR L OV T4 *%lﬁﬁﬁém&ﬁ L7-fER. R%
{EAR D Tmaxl X ZEEHRFT1.4 04051, &% T2.7 - 10K THEZEIT
FNAERD Thax FH B EZNRO HNTZ, B &TQ%H#@?E?T {EAR K XN A F VAR D AUCO0-0, Cmax

o DD %ﬂf@f))o 717%

KOl TZERERE L LR, WL A EEITRO Do lz, N A F AR 5 13 R 2
{LARDKILE6TH - T~
EFER AT D VY b 7 X 2GR N OB % B GRFOIRMENE T A — X
Cmax Tmax t b AUC —00
frsett " ’
(ng/mL) (hr) (hr) (ng-hr/mL)
7= g 7.6£1.8 1.4+0.4 2.6+1.3 32.4+11.7
REAIE
B’ #% 8.9+6.1 2.7+1.0 2.1+0.8 37.1+11.9
7= g 1.440.3 1.6+0.4 1.840.4 4.9+1.4
N A F AR
' % 1.4+0.5 3.4%+1.1 1.52+0.3 6.22+1.2

58 : bmg, n=6(a: n=5), FHHEHERAE, bFRFTEHLY v v 7 A 7IEERFE
* . p <0.05 (Paired t-# /&)

(ng/mL)
100 —

0 BiEES
O : e s

R wE-EEE

| l l l 1 |
0.1
12

B

BERAEACETZ VS M) T UEERRVRBRERZOREZROMBPREIKREER
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VI. EYHREICEET HIER

2) PEHIE DR (FEFER « SHEN)

2-1) Fu7rT ) a—/L g
7u7T ) u—)VIEEE120mg XL T AR A2 1H20E], 7.5 B120FEEICROEE L, 7AW
SHEIZIUH MY 7 10mg L7 78R HERAOKE LTz, TORE, 7vr7 /a—u
WEREOFHEEDO U N U 7% DAUC-03 .67, Coax LT5FFITHANN L, t1olX 1.3fFICIER
LTz, 72, 7077 v— UEEE O 5 E%60mg, 1H2[MEIIK T, »o/b Lix7 e
7 7 a— UG- O 1T UL2RERBRIC ) N 72 v 285 LI-WThofadth, 7 78R
B & HERAUC, CoadIZNZENARISHIN L, ZOEBIZE TR o T,
ek, Mo BT R U USFEERAICHL T Fa—, A 7 aa—EDffHIc X 53
WERE~DRBITRO LR Do T,

2-2) MAOBH.Z=EF12)

ARIE ) 7 I U EEESR (ABIMAO) FLERITHLHEZ B3I N (AHARKER) 150mg it~
ZvARZ1H3E, 4HMKEOHKES L, 48 BICV Y MU 77X 10mgZz HERAOK S Lz, £
fER. 7 v ROFHFEORZICER KL N A FAARDAUCo- X Z N E 12,1975 L T5.34
5. CmadT1.4165 L V2,645 2HIMN L, t1el L1365 K OR2.0fFITIER L=,

2-3) tu b= R AL ERY

BT E F=FHRVIALLEAITH L0 X8 F 2 20mg L7 7R E21H 1A, 140
BOFEEG L, M4BT Y 77X o 10mga RO #5 Lc, ZORER, "\axvF o OF
DREACAR KL ONWEA FIARD MABEFIREIL, FEOFRRE & LA RITRED b d o T,

2-4) % O BEE S

2 3K (ORTHO-NOVUM 1/385) & UH MU 7% 10mg (1H1E, 6HM., & 5HIZ2H
FARFR I 1A BRI A 4% E) OOFHFEGIE, RABIEEDOR P ThHHTF =LA TV
F—=N KR v F v Ra rOmMFERREICEEE 52 ehol, £, ERLEURG 7 B
7Y OMIERIREECEE R 5 2 2o Tz,

VI—6.(2) OFAEMEM. VIL-7. HAEMEH] OHESMR
E) AFNOAB SN TWAHE-HEZ, Maw, kAKX Y 7% & L T1RI10mg% F8a%E

DR BB ARG T 5, B, RV THRGEIIE, BINREG T2 2 LA TE 505, /i
B OGN OAGHU EHIT S Z L, 122U, 1HORKGELZ20mgllNE 5,1 ThHD,

2. BMEERISA—F

M

(2)

B A%
AR L

AR
TR L
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VI. EYEREICEE9 SIER

(3) HERRETEH
BEEERC A 166IZ Y ¥ R U 7 & L 10mg % 22 JERF HLIRIRE 1 352 G- OTH S BE B H (REARIR) 1XBLF
DY ThoTz,
~ 7 %L FEE10mg : 0.430 hr'!
~ 7 %/ NRPD#£10mg : 0.413 hr'!

4) H9IYF7I3 R
fEEERR N (PFEAN) T4V Y R 7% v 1~dmgk BEIEIRN&E S5 L7ZFoimE s V77 o A
(CLp) 1Z1062mL/min T& - 7=,

(5) PHEHE
fEEEpR N (FMEN) 74602V R U 7 & v 1~4mgZ HAIFRIRN & G- L 72 R 18 5 R RE D /0 Ah 558
(Vd,ss) 13127LCH - 7=,

(6) Zmith
BARRA

3. BER (KEal—a>) i
(1) R
AR L

(2) 135 A— 5 EHERE
LR L

4. RN
(1) NAFTFRAZEY T«
fEEER A GMEAN) IV HF R 77X U ERORS LTERONAL AT XA Z Y7 1%, #10mgT
1345% (n=12). RPD#E10mgTi348% (n=12) Th -7,

(2) WRURERLL
1) HEE DS ORI
fERERR N (SMELN) (S8 0 R ONE R U 7o RF O JR Fp IR s B 5 U 72 RIERI3KI90% T ~ 72,

2) PRSI B O

fEEERAIZY ¥ R U 7% > 10mg RPDSE% Hiln| CRE O 5 3UX N ERNE G Lz, OEN#EE T,
RPD&E % 1538 D ENT Rt U, 50 B IC ORI Y 2 L, K TTnE, aEnsoR
ZALAR DRI 1389.1+-4.4% T - 7~

12 RE B UV FRF D AU Comoal 2 kT 28 1 H-EF D AUCoo24a TH- 2 5 31 2 FA B AE W 500K H 220X
1.9£3.0%TH v | AFNOAEYFHIFIHFICKTT 5 ORI OB TIZ & A Elen T & D3R
e,

(3) BEEE
AR L

28



6

VI. EYHREICEET HIER

5. o
(1) %k — R B P9 @ @ 1%
(%)

Z v MZ[ClY ¥ R Y 7 & > 3mglkg B IAIRE O #5556 DORMPN IR EE 2 E U 74k 8. PN X i 4
IR D31.9% (REH%1EHE) Thoio,

(2) ik —RaAEREFTE B
(%)

Z v MZUH MU 7 2013100mg/kg/day Z iEHR6~20 H & CRERR O G L=k, RHAKR OUR
IR MmAE RIS B 2 E L7-, 100mg/kg/day$ 58 Tidk. 0.5% 28R O RHAI NG IR
DI IMEPIEE L, & 4 5.85%14.06 1 g/mLIFNC1.15% 1.62 1 g/mLTH - 7=, 0.5K% V20
M CORI/RHRMAERRE, T, 2210251004 TH o7,

2mg/kg/day e G-HE T, FRHRO MR X, 0.5 U2 T, Z412410.16 % Tr0.03 1 g/mL
Tholzn, REROEHMIERREIIEREBRAL T CThotz, UL EOFRER L, VFRNY 7 H¥ 0%
fEE 2w 5 2 L AR ST,

(3) EiA~D#ITH
(%)
Z v MZUH MY 7 & 2003100mg/kg/day # 4EHR6 H 26 70tk 14 H £ CER OKR G Lz &
AU MY T E AT HITAT LT, &G % 2RI 35 1T 2 Fit KON A R R b AR,
100mg/kegs G G4 &« | 18.13% 002.82 4 g/mLC# ¥ . 2me/kg/dayhs 5 C110.59 1 g/mLE OV
BRALLT ThH o7z, FitRE T TIREOR6ME Th -7,

(4) BB~ OBITIE
DR L

(5) T~ DT
(%)
Mg - A5y Br bt
(WCIlV Y RV T H o %ET v b, A XKL MK EA > Fa— kL, MER~DSH & Lz
AR ARIRITARMERIC /A0 U @it ix, 7 v b A4 XEO'e b TERENL35, 1.19,
KO1.21CTH o T,

(6) MIBFEBHEEE
VW R 7 X (BRE#PHS0~5000ng/mL) Dinvitroll 1T 5t MIUFEERA & OFEERITH14%
Thol,

b MR IT B MUCIY R Y T F L OEAKBAE

[4C]V ¥ + U F & i (ng/mL) FEAEE%)
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

CPEARERZE, n=3)
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VI. EYEREICEE9 SIER

6. X
(1) MR O BEE
FRAFGE : P
RS : ETRBHRR L, ABMAOI £ BRLMILT X /LT ) SEHEAI RITHEA A 2
LR AT B

1) ifgEF O

R AN (PMEN) 12U Y R U 7% o 10mghe 2 Hn] R R RS DG (1H 3[a], 2RFf /124 B )
L7zt o MEFREY & L TNBA T AR A > F—/VERRIK, 6(KER(LIR LK O DRtk
FAENGRD B, MK ER#HY Th o7,

2) R ORH

fEEm A (FMELAN) (Z[4ClY ¥ R U 7% 10mg% HialfE N 5%, IRTP OB % BEt L7z, B
[ 5-1% TlEA o R— WA R R ZEAR A T & UTIEE LTz, NBRIBIR, NBEA F LR R O
AL, ENENRPRIEHREDS %R T - 7=,

(%)
U U7X Din vivo TOREERHE
VRV THZ L DAX, Ty b, wTUA UHFENE MBI Hinvivo TOHEERBFREITR O
WY ThHD,

i
N=
S¥e
N
NH; H
N N
L
NI A F AR N
COOH

T £ 2 K— AR

g n
Ny N—
! . !
Ne-ch, OH
00H

A ¥ F—TF)

NE S A F A e

HBLA FoA)
\ . /
QLY g e
N~Chy
/ VFRYT S \

N=\
tﬁI%J a\ﬁinmw
~CHy “CHs
Gl AR (LA \ / VB
= "—
tﬁI{» giiﬁ{dwh
~CHs

o 3iukenzs 6-& Fo ¥Rk

In vivo \IZEBIFB VY MU 7% o OHEERBHRER
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VI. EYHREICEET HIER

(2) RBICEAET HBER CYPH) DN FiE. F5FE
UH R T H %, #fe MFF 7 12— AP450% 5 7 (CYP3A4/5, 1A2, 2C9, 2C19, 2E1)
DO~ —H—IEMEZFLE L, CYP2D6IZx L Cid, ERRAJICHIE & 72 BV iR E ., BAn
(2B L 72 (Ki =1400nmol/L)  (in vitro),

Q) VEEENREDEERVZDEIE
U NY 7 & 3 glel@imsh Rz =T 5, EER A GMEAN) 12U % U 7% 2 10mghi 2 HaliE
A8 URro AR HEIT45% TH - 72,

4) KEYOEHOBERVES.L., FHELE
1) Rt oiEME DA
MAEF R T D NPA T IARDIEVEIIRER L FREThH o7, Fio, oY OTEE
XA BN T,
2) Kot
B A Y R Y 7% 2 10mghE XiX10mg RPDEE A 2SRRI O & 5 L7 & & Gy
THDNPA T NAROIKYENHERT A= TR D@D TH Y, AUCo-old, RELKD14% K
11% TH-o7-,

NRA F NARDIMBIRE T A — 4

" Tmax Cmax AUCOHoo
&
(hr) (ng/mL) (ng*hr/mL)
B 1.6+0.6 2.4+0.5 9.442.5
RPD#E 1.8+0.7 1.9+0.4 7.7+1.4

CEPEIHEYERZE, n=16)

1. et
1) Rkt (HEES)
R A Y Y R Y 7% 2 10mghE X% 10mg RPDEE 2 22 fE I IC B 0% 5- L, RZELIK K VN
fii A FIARD PR PR 2 08 Uiz, BEAIB G245 £ TOREIARE VNI A F VAR D JR
PR RIE, FAx B ED14.0% K 1.83% ThH V. RPDEEHR 5K TILFEERIZ11.5% & V'1.1% ThH >
77
FTo, BERNCUCHEERY MY 72 10mgx R OB G Uiz & & BH%5H £ TIlIoidne
D82.4%ITIR T, 11.5%ILHEEFICHRM S iz, 7o, TG EDOM14%ITRELE L LT, 51%I%
A v F—=/VEERRAEH & L CTRPICHRt S e GMNEAT—4),

2) IRHEM (KEHE)

EFERAIZ Y MU 7% 10 mghE A 1H HIZ1E], 3% M4 H BIZ2R B C1H3FEIEIZ5H HICZ1
BIZEERFCRE D5 Lo, BHEDORZIRD BAEIR T HEMRIZ1IA B11.4%. 30 H14.2% K&K U5H
H12.6% T, NMATF VR TITZIAHL4%, 3HH1.3% K UBHH1.5% THh -7,
NEDREACR D RFEIR P HRIRIZ1H H16.4%, 3HH17.7% K& UBH H15.1%C, Nii A F/L{K
TIZ1HE1.2%., 3HE1.0%&XUBHHAE1.3% Th -7,

Bt & IR BT X D2 RZEACAE L DN A FIUARD JR F YR SE O EIZE D DR o7,
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VI. EYEREICEE9 SIER

3) SR MO EE R

fERER N OREN) 1222 fE@Rs[14C] Y b Y & L 3mg A BEIF RN 5 33 10mg 2 AR A #& 5

U R R OFE PR 2 R L7,

FRIRIN ¢ 5-5 B 1% & TORSREED IR FHEMER I3 5 8D89.5% TH V . #HHPRIEIT4.4% Th - 72,
OB H % F TORMSRED R P HEIR IR 5. 8082.4% CTH vV . #FHEIRIZ11.5% ThH -7,
Fo. BHHEDOI4%ITIREA L LT, 51%I1F1 > R— /A EEREH & L CRPICHEI Sz,

HIRNEE# OV R 72087 V7 5 2 Z(CLp)iE349mL/min Th V) . SRERIAR A L v

NI D, BIRMESMEND Z ENEESND,

[MClY W b U 75 o BRGS0 3#% 1 355055 0D IR H R OVEE Rt

\ 2R M R RERICHT DEIE (%)
Be 52 7 52 - B
IR E & Ff
SN 89.5+3.2 4.4+1.4 93.8+2.6
FRlRA
RIAE 26.5+3.4
) Ji e 82.4+9.0 11.5+2.4 93.9+8.8
& N
RIEALE 14.3+4.6

ARHIE, 53 mg(FARA). 10 mg(#% 1), n=6, FHI+F R

8. FZUARKR—E2—IZEHT S5

EE RS L

0. FHHIZLBREE
DR L

10. REDERZHIHEE

D @l GhEA) 10

RS E (65~TTr%) (VW FU 7% 2 10mghe & Hnlf O 5 L =B o RN B e 2 4R R
(18~455%) &bl U7-, REEO AP EEE Nk D
HRBAERDE 7 ) 7 5 o Z(CLr)13197.1mL/min. JRHHEIERIZEGEDIZ% TH Y | BHERR

NZHAEETH - 72,

YN T A—F

FRRO BRI o T, EilE ICIIT

= (n=16) EAEREAN (n=65) A AT 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
SRR (%) 9.3 12.7¢ 0.73

a : n=30
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VI. EYHREICEET HIER

2) NTHEREREE LS (OMEN)

BERE N D PR OFFHSRERE EREIC Y Y M) X U bmghE & O #5 L, g Eihe 2 kA
& Hi U7 R ARZEARAR D M iR B VXWE BE D TR RE PR 5 R L AR A & TRITR O b7z
Mo T, EEEE OIS RERR B B E CIIRERE R & Hle U CRZE LR O A i B 134930 % 88 L
Too NWLA T AR IMAE IR, REER NI AT RS BE CTHRICIKT L7,

HTHEREIR S BT 1T D W BIRE ST A — X

Cmax tie AUCo-w

(ng/mL) (hr) (ng-hr/mL)
BT E AR (n=T7) © 10.7 1.8 29.1
TR R R BE (n=3) 7 13.8 2.1 41.3
A (n=60) 10.6 1.8 31.7

* . Child-Pugh X =27 5~6
*% . Child-Pughx =77

3) BHEREMEE RS GMEN)

BHEREREEREICY P N 7 ¥ U bmgiR Al A BRI D5 U, RE(WIROSEYENRE 2 RN &
g U, BRRERE E BB L LT T =027 U 7 T o A 38 (1 #£:30~60, I AEE:10~<30,
M##:<10mL/min/1.73 m2) (28 L 7o, & OFER, #0514 O Cnaxl RN & 2372025 72,
AUCo—olTIMAE (MEENTHEE) TR A R44% BN L ZENRBD S (p<0.05), 1 #E
K OVIBED BFE CIIBEERRA & 223580 bR o7,

F7-. 2mgHAFIRANIE 5% Mg UV 75 % (CLp) (IR (MEENTEE) 123\ TR
NIV (p<0.05), THEAONEETIEEITRD bNRhoT, B2 V77 A (CLr) 137V
TF=2 7 VT 5 ZADIE TFICEVME T L7,

B REIEE BE SR D KBRS T X — X

Cmax tie AUCo-x CLp CLr
(ng/mL) (hr) (ng-hr/mL) (mL/min) (mL/min)
LB (n=7) 12.3 2.1 41.2 1132.3 113.4*
o# (n=5) 10.5 2.0 40.4 1149.4 46.6%.°
M# (n=6) 11.5 2.6 51.4* 827.1* —
BEERRCAN  (n=24) 12.3 2.3 35.7 1210.2 342.3

a :n=4, % :p<0.05. — : RHE

4) MigENTEAE GHELA)

MEENTEE Y R Y 72 o bmgl Al &2 R O#& G Lz & 2 A, AUCo-»%51.4 ng-hr/mLT

fEBERR AT E~_44% B LT~

5) RudmiE (UHEIN)

ﬁﬁﬁﬁ}%%@z D) ‘H_ ]\ ) 705 ‘/5mg$ﬁ’i’$@ﬁ‘\§ D&%‘ Lz & % N AUCO—)OO&i\ Cmax&UﬁTmaxﬁi%ﬁzﬂ#

TR CRIT AR < R BRFEER O MBI RR I IR AR I b~ TRE Lo T,
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VI. EYEREICEE9 SIER

. E it

U U7 H o 10meE D 3Ry Eh e

AARNEERER AU NY 7% o 10mghé 72 BRI O &5 L7z & E AUCO FHIfEI168.5~81.6
ng-hr/mLOFH Th -7, £7o. HARANKOSNENEFREE ALY B~ U 7% o 10mghi 2 R O
hH Lz &, AUCOY) + 2R 22 2 5 EEIX B RN CH7HI 3451 (ZP:122, 160ng-
hr/mL, S : 127ng-hr/mL) | SMNE AN TULIFIFTHITH > 7=, mfEZ R LI2RE TH R, REH,
7 & O SIEWRIEA BT LR o T,

B, EMEER LICHERE DO B, AEFRLDRD DAL T A ARALE] (D F WK OELIA
) . SMEALG] (FEE M OBERR) Tho22, W HEE TUEST 5 2 L miE L,

AANERR AT 2 U R 7 & o 8E10mgHIEHE A% 54 O RZELIEAUC

PR R AUC(ng-hr/mL) AUC(nghr/mL) D #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
SR AT AR 7
<HAXA> <HEA>
(ng-hr/mL) (ng-hr/mL)
20r O : Bt (n=46) 250 O : Bt (n=74)
200f @ ZiE(n=11) s00l = ® : 771% (n=37)
o
- . -
% 150 " § 150 e .
L | o o
100 g 100 ) &
e3rs ™ @
s0F € 5050, ° 50 s *5
oe”
0 . . . . . o . . . . .
20 40 60 80 100 120 (kg) 20 40 60 80 100 120 (kg)
* & *x &E

BAARUNEARERAZETEIY L) T2 U10mgf B EZEOREHRD
REALHAUC & AE DR
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VI.L &M (ERALOFES) ICET HIEH

1.

-
EN=]

ANEEZDER
BRE STV,

BERARLEENERH

2. B (ROFBEICEFERELGNI L)

2.1

AN D B A3 L BEUE DREERE D & 5 B

— xR EFEE E L CREE L T,
AFNDO AT U CRBEUE DB O & 5 BEICAK 2 HEE U-54S . BEUE 28 2 3 g
HHORG LN L,

2.2

OAEZE DRI D & 2 B, MMM O ESUTE OIEIR - kD & 2 B3, BALE GEBIR
i) Db LEE [NEIR, POLE, DIEELZ S OEERELIE DRERRIER S H 65 bh s Z L
Wb, ]

(it

)

A &R CHEN I FAIZ BT 5 5-HTimin =% A FEIE B O EFIH & L TRIE LT,

EN, SE & SICEImEORE L AT 2 BF TR OGN ORI LT, 2 DBEIT
K9 D ZAVEITRENL L TR0,

DFEZEDBEERE O B 5 B3, B OEBSUTZE OER - RKIEOH 5 B, BAIE (EBhk
ifE) Db L EETIL, BEERELEDEERERP S 5ONDZENRHLDT, ZiLbDEFIC
ITHEE LN &,

SMEORGRRER CRIWEM & L TRERS 201, ilkiZiHE CHERS & L TRENRD 56 (KRR
B 2fl, KieESH) . HOEN26] (RERRGD 200 Lt KR4 . OAFEZEN 4
B (KRREGR: Rio#Han) . gt n2s] (KRG DV 26)) S ShTnd,

(TVII-8-(1). R Z2FIER & FIHIER) DS

2.3

I a7 T SO — PR L SE R D BEFE D & % A TIMIILAE e o — i MEAM R i RN o o D =
EWRDHD, ]

(i

)

A &R TG B8 2 5-HT s A EEIR L@ O FHE L TRIE L,

AHN D 1 B W A S &0 B 7 B e — i MR I AR S H 5o D 2 L B H H D THREG L
Wk,

¥, SMEO TG TARRGRICAEERS & UMM R (2, 5 ) 23 4451 (K R B
R v 26, BV D 1], RECHELA], I PEMRE MR AEAS 1 (KRR S E TE V) lE S h
TWnd,

(Tvi-8-(1). R 72 IEA & AIHER ) DES M)

2.4

AMMEPEEZ A 588 UERZE(LSEDTRIERE A 615, ]

A &R CHSN S FEIC R T A 5-HTisnp % B EBN R ILE O R FH & L TRIE LT,

R EREE A2 4 5 BEOEREZ B[S E DA EENRE 2 5N DT, KIMEREZ AT 54
FliF&E Lanz &,

SNEOTTIREHE CHEFSR L L OEBIIRERE 2 380 2 W AR M FEEN 2 41 (KRR ARG
24 HEENTNWD,
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VI. 224 (FERLOEESF) CEJI HIEB

2.5 arviru—sh TSI EEORE [~REOmE LR 25 EEITILPHD, ]

(fia5)
ARH & A CHh B BT 5 5-HTipnp = A AEEEh I ILE OB FHE & L CRE LT,
2y b — L ARROEMEEDEE GETIEAZ ) —=0 ZHEO M FE A 145/95mmHg % # 2. 5
H) EEEERBROGBEN LA LD T, 2o OBREICHT 5 REMITHEL LT,
5-HTipn5% A MEBE T M ZIGEERIC L —@#tEomE EF 25 &E2F 2 R"b b0 T, =
Y= STV RWEIEEDBFITITHEE LN &,
SMENZ BV TAHFI10mg % 5 U 7= LigakBh c 141, BH# 538 C4BlzRAIER & L TR 3
O BT,

2.6 EEOHKERELHF T LEHE [9.3. 18]

(fif)
AFNIECHTIE TR S D DT, PEEOIFEREIRES BH Tl hREN EF L, EEOITHKRE
PEEAZAT L EE M RENEIC LR T8 ThRHLdRE LN L,
(TVI-10-2) JirpkeerEsE s (OMEAN) ) OEHZMR)

2.7 BT OB [9.2.1, 16.6. 1]

SMENC BT EEERY A & bhil U C B i o B3 Cld . AFIOHEH O RIE & AUCOHEIN 3 H4s
STV B =D MHGENT R O RBE IS Lz &,
(I'VI-10-4) i BATEE | OHESMH)

2.8 TIH I, ATH I UFEREERA, HDOVIIMOS-HT w HEIERMEENEE A B G- o B
[10. 1z/8]

(fi#=5)
ARH &R U FIC BT 5 5-HTisnp= A MFBE LB O FEFH & L TRE LT,
TAIH I oI X I UFHERE A R IO 5-HTiphn2 FAARVEENERIX, AK) & AR 1E
A 2BE S, iE R SUIMEEGE 2 RS2 8203 ® 5720, 2 b OHAE 5 H o f
FlTiFHEE Lz &,
BB, KFEEHICT AL TE I U H DT T I UHEREAA ARG TIHEA, b LT
ZDOWDOEEE, TNEN24RILL EOMEEZ ST TRE5325 2 &, 72, tho5-HTipipZ B IRIE
IR A HERORE AR EZHGET 54, b LUXZOMOEAIL, T 24K R LINIC & 5
LWz &,
(TVI-7-(1) PFAZER & 2 OB OEBMH)

2.9 £ 7 I U LR ER] MAORHER) 2594, &2 Wit 5P k2 B LIN O B35 [10. 12 7]

(fia5)
T TR UBEEER L ERNIIARORGH 2 LE L, AROIERZHERT 28T NH D20, £/
T U BRI ER A G, D WIEEEFIE2EMUANOBEICITE G LinD b,
ARIE 7 X URERESRE (AIMAO) [HEAITHLHEZ B NI K (RAKR) 150mg X7 7k
RE1H3E, 4HEREA®KE L, 40 BICAFIIOmgZ HER OG- Lz, TO/ME, 73R
B H EE O AHN O RZEACAR B N A F AARDAUCo— oo (T Z N Z 2205 K 5.3, Crmaxl T 1.415% K%
U226 T L, tueld 1.3 K U2.0fF & LT,
(TVI-1-(4)-2) PEHZEOFE . VI-7-(1) PR = &2 0B OEEMR)
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VI.L &M (ERALOFES) ICET HIEH

210 v 77 ) v— ) GE s &GP0 EE [10. 158]

(fi

S|

3. ¥eE

)

ARFN O FEARBHREBITAMAOIL L 2L 7 2 /LT, 7 urT ) a— U EREO MR HA
AMAONE 5%, 20, FurJ ) a—/UEERE L fEHT 2 & ARKFI O Mg EEN FE3
DT, TarT ) a— N EBEE ARG TRORFIIIHRG LN &,
I, TaTT ) a— VIR ORI (tye) 1XEERIT3.9RFM, AR ﬂﬁloﬁ#Fﬂﬂ@é
TG, TuTT ) u— VR A G 8 B RIS IR 2 D BEAITTIZ24MER Al T
ASIFE W L TO R W IZITAA 2B E- LienZ &,

(TVI-1-(4)-2) PRAEKOEE | VI-7-(1) PR L ZOHE | OESHR)

XITHRIZERET HFE &L ZTNDER
(V. 2. eI RICHEET AEE] 223RT52 L

4. RZERUVRAEICEET HEIEEZTDEH

V. 4. MEAOCHEICEES 21ET] 22RT52 L8

5. EERLGEARIIE LT DER

8. EELEXRKIE
8.1 L EROREDFED HNRVEFITBN TS, BEEQRLREDPO TENUCEET D L0H D,

ZOE I RGHEIIUHBOR G AR IE L, @EUREEZITO 28, [9.1.1, 11. 1. 25/

(i)

AHA & [\ CHZh 3 ISR T 5 5-HT i AR EE L@ O EEFIH L L TRIE LT,
SMENZ IV T, AT CODIE ROEMERBNR2VEE T, DHELFE L oRERHY ., =
nHDBEIZ iﬁfﬁﬁ@:uf%%%ﬁié‘\ihfwkT%ﬁ%&béo D72, DI E SR OFR BN
RO HLNRNEFIZBW T, KRR GRITDEREN DN TZSEITE, UEoRbG 2L, #E
Ol hiE&ATH 2 &

(IVI-6-(1) &OHHE - BRSO & 2 8F 1, VI-8-(1) ERARIE & HIHPER ] DHSH)

8.2 RER & 2 WIIAFKR I L VIRKR AT Z & 013 H 20T, AAREF OBHITITH B HEOEERE

fElR & 1 O BRI EICIE R SRV IS HoiEE T 5 2 L,

AH &R CHAN BT E T H5-HTipnpZ A MAFB LB OFEFH & L TRE LT,
AFIORBIER & L THIRE O VDA STV D 72, AFIE G o BE 1213 B BB O ERS
fali et O B EICIEF SR VWL ) +oER T2 2 &,

E N C N S 7 BRI GRFRIRE, B AR ) (23T, BIWER & L CEEIR 23371 (1.89%)
WEEIhTn5,

8.3 AAlzadle b U 77X REFNTLY | BHRAELT 22 &N HDDT, BHROUHELRBOLWEE
g

2. f;ﬁéﬁmﬁﬁw%:iéﬁﬁm DORREM A ZE L, 52 PILT 5L, @Y 0E AT
Z L9 [11.1. 98]

(fi

L-F

)
N OB Z I L DR IC OV T, EREFIOERITD 20 b OO HESMRATSCGE O TLHEAR I &
U'PMDAZN S L7z L 7 MEH - FREREZ R T — 27 =R L5007 TR A ROV T
HZEOBR b E A CMEOR R, BGETT 25 2 Lt &l Shizion, BT EE ESE -
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VI. 224 (FERLOEESF) CEJI HIEB

AR AR R R 2 AR R R B N D EFRGE L7z (20194E6 ), AAI & A CHLN 2RI BT 5 5-
HTipnp AREE L@ OEEHIE L L TRE LT,
(TVi-8-(1) #EARZREIVEM & AIHER ] DHSH)

6. HEDHEREAI HBAEICHT IR
(1) &HHE - BERFOHLEE

9.1 &6t - BMEEEOHLHEE
90.1.1 EMHLEEDREEDHLHESE
B ZIX, LA D X 5 70 B3 TIIAEENR, PO, O 28 & & T B 72 i e DR AR IR 3 & &
PNLBENRHDH, [8.1, 11.1.25H]]
< IR DR B A SO D HERAEIRO H D EE
- PR DL
- 405k LA o B
- EEENIREE B O fERIR 1 2 H 3 5

(fiFah)
AFH &R U IR T D 5-HT ispZ B REE I O HH & L TRE LT,
EN, #ME & IR RBE AT 2 BEILHEERBROMEN LA LIZO T, Zhb0BHEIC
KDL AVETHENL L TR0,
o T, BELANEIRO S 5 B, RGO LM, 400, Eo B, HEIIRE RO GERIN 1249
HEFIITIEEICEGTH 2L,
SME DR CRIEH & U CRENRD 261, iiR“ A CHEFG & L TREIRD 56 (FR B
B2, KFLHksE) ., HoEN2F] (KRR S 206 LivieWnifl, Rig#1pl)) . LfEZEN 4
B (K BRBEAR: ReEtfian]) . TR0 26] (KEEGR: SV 26]) HE ST
—IHNEENIREE B ORI 1 & L Cid, IREARBRE | &l EaE, FERP . % ﬁ%éoit\
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9.1.2 TANMAHLDINIEEARI LOTVSEMNNEEDHIEE
TAUMAFERIENRB LI OENH 5, [11. 1. 48]

(fifEsn)
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AFH) &R U FEIC B T 5 5-HTisnpS A M EBN R ILB OB FIH & L TRE LT,
SNETHEHANC LD AT « X—=F Vv« BRU A MEGERE (WPWIERERE) O #AIFER TH D
EELREMEMMEIRNEIL LIZ L OWMENRH D DT, WPWIEMRE Tt o DRENmEEE & B L 7=
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[2.10, 16.4.2. 16.7.2 ZMR]
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THDOCT, urT ) a—LEHEF
B BTG IE D B R O R A3 R
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bHZEMnD, TuTsT ) a— UERE ARG H 5 WIER G H IR B EERITIX24RE/M, MRk
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o5, 1E->T, FHTL25EEICE, 2RO OEROBBICHEE LEEICRETHZ &,

42



VI.L &M (ERALOFES) ICET HIEH

EIRE o = R IAARBLERTH S0 F v F 20 mg LS T AR Z1H1E, 14 H BFE D
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(TVIl-10. i@ ERE ] OESMR)

44



VI.L &M (ERALOFES) ICET HIEH
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HEEOBER LIS E X ZHEORE, &GTT2 2 LMy L uErsnzzo, BASEEEK -
AT R E IR A AR R R A RS E B E Lz (2019466 1),
(TVI-5. EE e SRR & OB H)DOES )
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723, ENORRKEER TIZRBLE T KERT SGE L OCKE AV 7 O EBRIRA SCEICFEE S 41T
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SEERREHEE—RRF

(1) HHHNEIEH R BUEE K ORGSR R A 2 — 5
1) IEBERIRERRIREE
H H TR E TOMI £ H AR A & 7
FRAT R £ 54 303 348
AT E 11 274 1,681 1,955
RIE A S5 D38 BURE B4 51 71 122
RIEH & DR B3 76 89 165
BRI FH 45 0D 8 B 5] =6 18.61% 4.22% 6.24%
BlE RS o E BIVERS ORENRBESN (B8 £ (%)
Rt L Ok EE 1 (0.36) - 1 (0.05)
BAGEOR 1 (0.36) - 1 (0.05)
RS R I E 28 (10.22) 33 (1.96) 61 (3.12)
FEIMED F 6 (2.19) 9 (0.54) 15 (0.77)
IRALESD F - 1 (0.06) 1 (0.05)
SR - 2 (0.12) 2 (0.10)
FTE AR 1 (0.36) 1 (0.05)
T BHLRR 3 (1.09) 2 (0.12) 5 (0.26)
KPR A B B R - 2 (0.12) 2 (0.10)
JrEETE - 1 (0.06) 1 (0.05)
PEIRR 1 (0.36) - 1 (0.05)
fEAR 21 (7.66) 16 (0.95) 37 (1.89)
DEhIEE 1 (0.36) 1 (0.05)
PRk - 1 (0.06) 1 (0.05)
R pEE 2 (0.73) 2 (0.10)
AR B 2 e 1 (0.36) 1 (0.05)
JEHUIE 1 (0.36) 1 (0.05)
Hi L OskigiEs 1 (0.36) 1 (0.05)
YL i 1 (0.36) 1 (0.05)
Lo 1 (0.36) 2 (0.12) 3 (0.15)
EfES 1 (0.36) 2 (0.12) 3 (0.15)
1 P 2 (0.12) 2 (0.10)
ETY 2 (0.12) 2 (0.10)
M as . HElds & OiEhmRE s 1 (0.36) 4 (0.29) 5 (0.26)
I K] 2 2 (0.12) 2 (0.10)
BRI 1 (0.36) 1 (0.05)
MR 1 (0.06) 1 (0.05)
1 e SRR - 1 (0.06) 1 (0.05)
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I A R Jak - 1 (0.06) 1 (0.05)
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T 1 (0.36) 2 (0.12) 3 (0.15)
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M D SEER 1 (0.36) 1 (0.05)
JHRRTE SR B 1 (0.36) 1 (0.05)
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BB L OUREKREE 1 (0.36) 1 (0.06) 2 (0.10)
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56 4 |MAXALT® 5mg and 10mg Tablets, MAXALT® MELT 10mg oral lyophilisates
2 ft 4 |Organon Pharma, UK
HKERHEH H |199846H 24 H

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

adults.
vE - e |MAXALT® 5mg and 10mg Tablets

Method of administration

MAXALT should not be used prophylactically.

The oral tablets should be swallowed whole with liquid.

Effect 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 patients

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

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 patients

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.

(#[EDSPC MAXALT®*5mg and 10mg Tablets : 201847 H t&&ET
MAXALT® MELT 10mg oral Iyophilisates : 202041 &T)
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584 | MAXALT® Tablets, MAXALT®MLT
=ft4 | Merck, USA
FAFRAEA H | 199846 A 29H

MAXALT® and MAXALT-MLT® are indicated for the acute treatment of migraine with or

BIRE « DR | ) . - :
without aura in adults and in pediatric patients 6 to 17 years old.
A - fiE |2 DOSAGE AND ADMINISTRATION

2.1 Dosing Information in Adults

The recommended starting dose of MAXALT 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 MAXALT 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 MAXALT 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 MAXALT 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) taking propranolol, only a single 5-mg
dose of MAXALT is recommended (maximum dose of 5 mg in a 24-hour period). MAXALT
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 (12.5)].

CRIE O F i 30220194210 A 27T)
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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.

(2021 £ 7 H 20 HEFS)

F—A N7 U7 D434 (An Australian categorisation of risk of drug use in pregnancy)

B1 (2021 % 1 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.

(2021 47 H 20 HEEA)
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1 INDICATIONS AND USAGE

MAXALT 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 MAXALT is 5 mg in patients weighing less than 40 kg (88 Ib),
and 10 mg in patients weighing 40 kg (88 1b) or more.

The efficacy and safety of treatment with more than one dose of MAXALT 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 Ib) or more, taking propranolol, only a
single 5-mg dose of MAXALT is recommended (maximum dose of 5 mg in a 24-hour
period). MAXALT 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.

JEHDSPC

(5mg and 10mg
Tablets : 201847
H . 10mg oral
lyophilisates
20204:11)

Posology and method of administration
Paediatric patients

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.

(20214E7 H 20 H W 55)
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