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RIS
BRI | R | iR ¥ BIETERE S Rie TR B
(‘C) | (%RH)
ME%%%&%@LTW@
[ ez jﬂjfif “ O EHMEEEITEL L
%” B 30 60 BEAT i 36 &4 A BYE D 0N ﬁMLto
" e g F DM OEITRD B
i\ﬁrﬁHE EE ot
W E BRI & b L TR
BT T A Wy oA~ DO
oy , ST e PN THT AN L, S
bﬂ@ﬂﬁﬂ%ﬁ 40 25 Hgfﬁ + 6 lﬁlﬂ #@Ez’\\z/)_@;z}) i—ééjju]\/fgo %
M e L OO EAITRD S
MmoTm,
HIE %%ﬁ&m@LTW@
MEAAIFIH T T A %@@#Pﬁ@ DI
JE RE _ o INAT v . m%tbtm ﬁ312%ﬁ§F
mE| s P + SEI | U B s bl A
B L L72e EOMOEALITRD &
N> T,
) ME%#%E%@LTW&
i HEHEAT T A Py MOERHEIIE LT, &
* . SAT HEEIET | g 4% F L, (et
B H 0k () *2 S ROy Y Y Y (AL
77 Lux-hr PE&T =5 PN T
o S D bR o T,
K| 25 — + e o ., IR
i 1S “/Eﬁffx K5 7T
AT T ! 200W - hinF | 5 PR R & He e L C 224
gﬁﬁufé\.%;g%%*l ““% wuy)gﬂfotﬁlof;o
GHEEYE, HFR)
—  PEEET

*1: ke LI IEEBIAT 7 A, TV 2 M EGICHE LICRBChH o720, eRETH S (TIRRGTERE).
*2 : MG DM B I & B L BEABIHY T 24 7 VZEEEZRE Lz,

6. BEZOREM
BRI L

1. thFlEDEEEIL (MEEENEL)
MY ER e L

8. BHMH
MM ER e L



10.

11.

12.

13.

14.

15.

16.

V. RHF|ICEY SEE

EMFREERE
WAEDRERBRITAEREGR (AT T 07 0 2 —1E) ROREMEDRBRIZE VT,

HAh OB RS OHEBHERE
TRIMBIL AT S L (=R ME)

HADORMBS DEERE
R o~ 777 4 —

) i
Y LA

BAT DAREND HDRED
I 75 L34 . N
(W) (—f42) (L ZEEV EES

CH,CH,N(CH;),
CHNHSO,CH; .-

o+ | 2-[(3-(2-(dimethylamino)ethyl)-5-1H- [ H—ocne = .
1 =
f;{;) 77 | indolylymethyl]-3-(2-dimethylaminoethyl)-N- S onenen, Bﬂﬁ,ﬁ;@
—= methyl-1H-indole-5-methanesulfonamide \ //"& IR

H

3-[2-(dimethylamino)ethyl]-3-hydroxy- HO, FHCHAN(CHy),

CH;NHSO,CH : \
GR81349X N-methyl-2-0x0-(1H,3H)-indole-5- o 2\/T' ° Sy fiRA
methanesulfonamide SN

1,2,3a,8,8a-hexahydro-1,1-dimethyl-3a-

H
HO o~
CHoNHSO,CHp .~ N
G1135143X hydroxy-1H-pyrrolo[2,3-b]indolium-5- \CI%/N‘CHE 53 fRA
methanesulfonamide S N CH,

ARVDELGER - NEABRHRLERICET H1ER
MR L

RIBtE
NX. JERRIRRBRICRE 2 A 2. @R (4) TOMOKRZRENE] OIE3) RATHEIES R

ZD1th
MM ER e L



V. ARICET SRR

1. PHREXRITZNR
(1) $hEEXIEHR
R

(2) EEXIIHMRICEET HEE
5. MEERIIHEICEET HTE
5.1 AFNFEBERAAIC L 2 FiEE2w Y ¥ 1ok v Taiko2nWREER) Ho50IiE TRk H 5 A
GEI | CREEZMIOMTONIZ GBI OREEE T2 L, FRICRO X 5 2BE T, < BT HIM% DK
M55 FEE M O JR KN K D HER O A[REMEN B D DT, AFIFGANICRIZ. 5. BEE T,
SHIRORINEZ MR L Tk 5T52 L,

A FETICHEER E WD HEE LIZZ EOhnWEBE
- REEIR W SN 2 B H DA, BRI ICIEE AL D AL DRSO & X B e o 7o 5EYE M ONRERE
EINDEY Y e

5.2 FEREME A BRIV R SRR, IR YR A BRI SRR . RS BRI & D WO KRR AR RELYE B 8RR O BT
RS LW L,

(FEER)

5.1 ARANL, MEFEE e & OFE R BICEIK T 2 5HR-CRERNIER ICIXBITH Y . HIROMER
Wr 2 FICARNE G925 2 LIIZVEN R VIEN Y 2>, FEROKUKN & 72 5 8B IR B K9 5 6 & 12
EDLT LI, EWITHRTH D Z ENORE LIz, ERIC, MW T, SEMRERICK VA
N Z ST BENFEER B2 SN T, A~ M) 72y (ERAD BEGShEERERICE- L
WO Y N5,

5.2 2N oo FEERIT, [HARRTIREZCE S FEER | S IREREREZ2 > TEBY . AFIZ2&S L TH%RITH
FFCERNIENOLRE L, o, THULDORBEMICAAZ G LI2HE ORI ON T HEL L
TUMRu,

2. RERUVRAE

(1) RERUVAE
W RANIZIEA~ R & & LT LA 20mg & R SR O SR BRI s EN 5T 5,
RE BIRPA G, BIESZ2 T 5 2 LN TE 203, AiRlOFENG 2L EH T D Z &,
7272 L. 1 HoOffbR% 40mg LIN &%,

(2) BERUVAEICEEY HIE

1. BZERUVHEEICEET %R
1.1 RANTFRBBIRHZORER L, THRIIIER L7222 &,
1.2 KEBEHIZ D 2L ORDPBO DNRWIGEIL, ZOREICK L TENESE LenwZ &, 20Xk
IRGAE, EREO L, EREOKRKEHERT DL L,
1.3 A~ M) Fa VBRI A DY THEHT 256121302 E QU TORBEEZ 1T TG 325 2 &,
< IR G ESTR S B WIERR O A ZB i 53 25580203 2 R BL B
- BRI A G R ERIR A BN 53 55 A1121E 2 RERR DL
« FERHER B G52\ R A BN 53 25 AT 1 R LA




V. BRICEY SEE

(&)

11 AKFNIREROR A2 8ET HEATHY |, HROME DT (FEROS 2 &) [2hE5LTH
IRDHFTERNZ EINORIE LT,

1.2 ARG L0 ER A <ER LRWEaIE, FER TIRZ2VATREERH 5 Z L hbiE Lie, (ML
BRESUIZNR (2) BEESUIRICBRET SR OE () 5.1 2HK)

1.3 A~ MU 752 ABGRIDETR LTSRS TR H Y | EEEAWE T2 7-0ICRE L, A~ MY
Ty CRFIEN TN OEDEEEZEE LTCGE . REIRR G RISTER D 2 Wik 0 Al 2Bk 5T %
B RONWE DA G2 IS RRIR A BN G-I 2B811E T07< e b 2 MLLE) ofEzZ. £/, 14
P 5% R AR 2 BN 54 DB D7 < &b 1ILLE] OfREZ H 1 TRETOBERDH 5,
¥k, A= ) FE CRF B G DERE LI E OFEpEIRIIEE S Tuhen,

3. ERPRALHE

(M

(2)

1)

2)

BRERT—2 1\ Hr—
R LR

BRIRHNR
AFAT R 2 RSB & FE i LT
FEER OB W, RUBRG R O E BRI P22 L D F R W B ICE - o,

[E N 55 AR EGR PR AR ER

ENTHIERZXIR E Lo 7 7 B A E S RGERER 2 50 U 72/ 5%, ZEEHMEEE C°h 5 5
120 3% DOERERIILLTO LBV THY, A~ M) 7&K 20mg #EIX7 7 B REICH LA RIS
W EREEZ R LT,

7P, BHROGERITIR OMRED THE] L THREE] 7o, TR i T L) I2deE LTERI o
EBlE L LT,

B 5HE BmER (&5 120 751%) X FRE
75 ¥R 36% (37/102 f5i

7 \E?é %o ( 1) 6=0.0001

20mg B 63% (68/108 fi])

BIVEF S8 BIAE R 1T, 20mg BT 22.0% (24/109 #) T > 7=, F2RBIEFIL., Sl - BlEED K H 6.4% (7/109
). WHEESER 3.7% (4/109 f5)) TH o7,

By E MARRRR R

AN CRER A XIR L L7277 2R i H B MREERGERBR & Jei L 7o/, E2HEE A CTh 2 &5
120 Sy OFRUGERIILU T O LB ThY , A~ ) 7 ¥ U SEK 20mg BT 7 T B REBECH LAERIC
EWBERE R LT,

o, Ax MU T E R BIR 20mg BEO SR UCGER OHERB ITRIFANIC LR L. &5 15 0% RS~ TORE
ffER] (5 120 5% F T) 1BV T T TR RBHT LA BEICH O EEER %R L,

s SRR (525 120 4976 Mantel-Haenszel
VP IRE
77 2R 259 34/138 i
S AHE % ( 1) o001
20mg #F 55% (153/277 141)




V. BRICEY 5EHE

BIVER R BAEE X, 20mg £ T 32.8% (99/302 #) TH > 7=, EREIER L, Bl R 8.3% (25/302 41) |
MESAAELR 3.6% (11/302 f31]) . e - El&PEDFE 2.0% (6/302 f5l) Th -7z,

3) 5 I HEERRRER
WA CREER A %G L Lo 7 7 R R E M B ROGHER 2 £ L 7o/ %. ZEFEEE °h 5
5120 3t DR UGERIL, A~ MY & 2 Bk 2.5mg # 37% (45/121 {51]) . 5mg #f 49% (59/121 #1)) |
10mg # 46% (51/112 i), 20mg #f 64% (76/118 ) T -7, 5mg #£, 10mg #f, 20mg I~ 7Jzﬂ$
25% (16/63 f5]) IZH LA EICE WS ERZ R L, 20mg # Ti% 5mg B L O 10mg BEICEE L TH A EICE
WERE R LY, £, A~ MU T F R 20mg BEO TR ERITREAIIC ER L, %5 155 ?ééu
M R C ORI (5120 0% £ T) ICBW T 7 BRI LARICE W SIERE R LI,
RIVEF R BUBEEE 1%, 2.5mg BE T 15% (18/123 ) . 5mg BE T 22% (27/122 ) . 10mg £ T 24% (28/115 #1)) |
20mg BET 26% (31/120 f5il) Th -7,

) ARANOFEEFICR L TRRBEN TV D AER O A &EIL 1F 20mg & SFENESE. 1 H 40mg LN TH 5,

4) 5\ E MAERER
FEER & kgL Uiz 12 » ARSI T 2 i s SR 538 (XA~ F U 7% m&ik 20mg, A — 7" 3K
BR) & FERE LRSS, At 6 » A RO, 6 » H OFHRUGER O FHEIZENEI 78% GFHEifIEK : 116
B, 75% GHEGIE : 113 1) LREOSEREZ R L, A~ FU 7 X 2 f8ik 20mg/al & E#ic b= 58
BIE ORI E L CHOREMEIIET Uo7z, 7eds, ARER COIEN R ERIT Y IR I ER = &
DR E (54 120 4y) 2 AERIEOEIG & L,
BIVEF BB 1 X, AFIFET 41% (75/182 %) Th - 7=,

(3) ERPREFEIREKER
Ze
RN M 6 Bl xtgil Lic A~ RN 7% 2 sk 10mg, 20mg o Hi[a] S ey £ 55080 K& OMaE LRk A 5
POFIZRHRE LT TR, A~ ) ¥ S50%20mg 1 B 1185 BHEOKE SFENE SRR 21T,
LAEMFEI OV TR LT,
ZORER, HEIRPENE SRR, ESPENR GRS bIC, BMRER, WK, piRsERE, Yo b
Vo7 A h (KERGRBROAR) | HERE, BAREOWNTHOREICE W THERK LREE 725 5
WHTR, BREZENIIGRD b ot
PEDORSEL Y A~ U 7% &K 20mg £ CTOHE KNS HFE SIENE G5 O 2 2RI R EIE
RN ERRER I LT,

INEIRIC X9 5 EF
<SHHME NI T D plikE >
IR S VERE O N BBFE 56 BIllZ 3mg XX 6mg & TG 5 & BRRIER OUGE & FERE L TN EHER &
e R M ENAIR 0D I 3 3 S 28 P R AF AN~ 5 Z L A S Tng 9,
6) Caekebeke JFV : Neurology. 1992 ; 42 : 1522-1526.
1) AFNO R IERRICT L TRB STV D R ORI 18 20mg Z SN 5. 1 B 40mg LINTH 0 . AFICBNT
FEKRBENTWAA I T T %y NETFEOREL AR 1E 3mg 25 TG, 1 Heémg 2Bz &, Thb,

(4) FHREMRER
FEIRICHT 5 A~ MU 72 2 ik 5mg. 10mg & OF 20mg L G-RFOFME, a7 b ONTHESEH
BIZOWT ZEHE MR ELBIEIC LV Bt L7z,
ZOREFR, 5 4 Rl £ COBRUGEE L MR OUEE AR A IICEHE L7z [RIESMRUGEREIC
T oucER (hEESGED ) | (FEFHMIEE) X, 5mg BE T 47.4% (27/57 f51) | 10mg ## T 46.8% (29/62



V. BRICEY SEE

%) . 20mg BT 56.7% (38/67 %) TV, 20mg BEAMOREIZE Lid W ik#ER 2R LTz,
¥, W OFMTEICHEL, TG 120 H%OBRYGER ( THE) 0T (%] OBmAS TR
SOE 72 U ICEGE: LTZEBI OFIE) | Z7HEid 5 &, 5mg # T 51.0% (25/49 f) | 10mg # T 58.9% (33/56
f) . 20mg #£ T 70.9% (39/55 f5l) TH Y, AERHELICHENTRD bivic, ZaPEIZ- oW T, 20mg ##
DEEFERRERNEm N0, FARICHAF U CRRBBEE R E < 72 DHEAENIRD oz,
PLEX Y REOHELER R, IRORBBN LS , KRN CE 5 110 20mg BNEYTH D Z
MR E Tz,

1) AFIO IR U TRR I TS AEL ORI 1Bl 20mg % SN EeS, 1 B 40mg LINTH 5,

(5) HREALRIEAER
1) BEALILITHERGHR

<HMENIZE T D RkE >
RRINZ BT EIRIC KT 2 A~ MU 74 v f&ik 4 & (25mg. 5mg. 10mg. 20mg) O Zhitk 0%
BHIZONWT, FTRRERNBE L _EEREEMEEIC I VRS LET,
ZOREF, AEO FEFHMEE Th D (#5120 /0% OFEFESESR ) 1 2.5mg T 37% (45/121 #1) |
5mg #£ T 49% (59/121 f5) . 10mg #£C 46% (51/112 5il) . 20mg #£C 64% (76/118 f5l) T&H Y . 5mg BE,
10mg BE&L TN 20mg #E3 77 B AREE (25%., 16/63 i) (2 LAEICE W SELA /R L, 20mg #Ei1X 5mg FE &
O 10mg BEICH LA REICE W ERE R L, 72, 20mg B3 G 16 0% 06 7 7 B RBHCH LA EIC
EWEEE R L2 D, 20mg BEDNHZMEOHIfF CE A HETH D Z LR I LTz,
e 5.1% 24 BREILINORIWERRBRIZ T 7 B REET 20% (13/64 ), 2.5mg &£ T 15% (18/123 #51]) . 5mg
BT 22% (27/122 f5]) . 10mg AT 24% (28/115 5]) . 20mg AT 26% (31/120 ) Th -7z, F2EIEH

(2%LLE) 1%, 77 ERBCIIREREE, OFW kE, B EN, EERERTH Y . 2.5mg BTl
R, bmg BECIXRR R T, L MmN, 10mg B CIEXMRR R, 20mg #F CIXMRRREE, HEETH -
7oo 2. BUWEA & U CHE SN BEBREME TR o7z,
kD Z Lint, A< MU 7 &2 SEHR 25mg, 5mg, 10mg & O 20mg 1ZW L b EN - BAMEEZF L.,
HMEICBI L Cid 20mg 23 RFEBLOE S R OIEROE X OfiE2 o, KHELVERL TV D Z & 03 R
iz,

7) Peikert A, etal. : EurJNeurol. 1999 ; 6 : 43-49.
) AAIO IR IC L OB STV D HIEL O &EIT 1 [\ 20mg % SER# 5., 1 H 40mg LN TH %,

2) HEEGERER

a) HEEAREEEER—1
[ PN 5 TAH AR
RERICKT 2 A~ b 78 v faik 20mg OFMEEZRGET 57207 78 RZ2xtiie L7c “HEM
PR 2 S L 7=,
ZORER, HIMEOEEFARER Th 5 (5 120 0k OFEEEER) (X, 77 B AT 36.3% (37/102
B, A= NV T H R 20mg BET 63.0% (68/108 ) TH V., A~ b VU7X S EiK 20mg BEN
FZERBICH LABICEWSGEREZ /R LTz (p=0.0001, @ HE),
RIWERZBLRIL, 77 BAREET 13.5% (14/104 ) , A~ ~ U 7% > ik 20mg #£ T 22.0% (24/109 1)
Tholo, ERREH Q%L 1) 1, 77 B AR TITEIRRE i CchH Y, A~ MY 7'Z o mi &k 20mg
BECIIR RIS, B - BIEVEOREE, THEER TH - 72,
PlEXV, A= MY 7 X S8 20mg 137 7 RIZtb LmWaMEZ R L, BEHRARMEIN RS,



V. BRICEY 5EHE

b) ELEAREEFAER —2

<AE NI T B g >

WS TLFE AR

KRN Z BT ERIRBIC RS 2 A~ b U 7% V&K 10mg 2 OF 20mg OB ZhikE k L RHEIZ W T, 77
ARz E U ZEHEMRAEM I L BE LT,

ZORER, HIMEOFEFHEE Th 5 #5120 /0% OFRAESR ) 13 10mg FET 44% (1201273 1) |
20mg BE T 55% (153/277 1) T&H V. 10mg BEK N 20mg BEAR 77 B AREE (25%. 34/138 ) [ZHE LA E
ek ERZ 7 L (WO s p<0.001) . 20mg AL 10mg BE IS LA BEICE WS ER % 7R L2 (p=0.008) ,
F72.20mg BEII G- 15 501% 0 b 7 7 B ARREICH LA EIC AW EGER £ 78 L7z, (Mantel-Haenszel 2 1 &)
BIEHRBLRIZ T 7 2 RBET 9% (14/156 f31]) . 10mg ££ T 30% (93/305 f) ., 20mg £ C 33% (99/302 1))
Thotz, EREIMER Q%LLE) 1%, 77 B REETIEEL R TH Y, 10mg BECTIEREREE E
MM, 20mg B CIIRR RS EO EH, HEMRER Th o 70,

Pbkv, 2~ R 7% 580 10mg J O 20mg 137 SRR IGHER & U TR D DM BAT 72 3850 ¢
o ERENT,
) AFN O FEERICKRT U CEGR ST D TR R OV &L 1171 20mg % sl G-, 1 H 40mg BINTH 5.

3) REMHR

4)

(6)
B)

2)

<HAE NI T B RE >

WS AR RABR

WM CREERR A2 x5 & Lz 12 % HMIC31T 2 Fsm s Bl 53k (R~ MU 7" % U ik 20mg, A4 —
T URBR) & EME LA R BT 6 0 A RO 6 1 H OFRRSGERO FEIZZ N Z N 78% GHMFI%L :
116 #) . 75% GRmEIEL : 113 #]) & RkOUERZ R L, A~ b 72 2 m sk 20mg/lalz B#icbis
LI OFMEITHRE L THAEMEIIET Lo, BWEHFREHRBIEIL, T3 1EE% 6,382 B4 924
F (14%) ThHoTz,

72k, AR T OSHR U R Y IR I EG] T & OB U (B 120 018) AT RIEOEIS &L
77

£ - JREEAIEER
M ER R L

ARENERA

FARERE - BEERABRERE GFHIHRE) - HERGTREBRAR (MRRERHR)
EHEGEREICR T LR OENEFUTO LB Th D,
INEE X2 2,537 BilD H b, BAEMRNTRISHER] 2,126 HlOREIEHREBE=RIT, 55% (116/2,126 ffl) TH -
7o FTo. AT GHER] 2,050 FilD 5 B FHAE Y RS EEIRELREICEME L, THZh &)
Wr S 7-E1413 87.9% (1,810/2,059 f5l) Td-7-9,

8) MEZEFRIZH - W LI, 2006 ; 94 : 2149-2168.

ARBEME LTEETFEORNBXITERE L-HBROME
L



VI. EFEEICEY SHEE

1. EEZ2HICEEHSLEYMXITIEEMEH
LS Y

2. FBEH
(1) {ERSRLL - YERBERF
JTERSR DR BRI L 0 IR STy BEERNAA O ME 2GR EICIERET S Z EAERO > TH
HEEZLNTWS, MINLEDBEOIEEZSI SR -_ITHWEL LT, TFAraly, BAXAX¥IV, 77
V¥ =Y, CGRP, VT AHX VAP HEDHZHERTT KRBT LD, KR, 5-HT IZB L TiX, FEEms
TEFIZ M/ MR O 5-HT BEMME T L TW5D Z &R IR EIERIC 5-HT ORBED TH 5 5-HIAA
(5-hydroxyindolacetic acid : 5-& =¥ o o F—/LFEER) 2NRFUTHMNT 52 L, LA EUEREIZX
M 5-HT EENED T2 & FEEREIENKLZ 52 L, 5-HT OFIRNZGIC L 0 BIERLESND Z L
END, REERBEIEICEERBEDY 252 08BN TS, LinL, 5-HT BHIE. £< OEELE|
TERZSI R Z3720, REEEE LT3 S 720,
5HTxﬁ%i )ﬁ/hﬂ4/74/7ﬁ%%i@%MEW“ X0 5-HTy, 5-HT,. 5-HT:Z04-7 % A
SHEHENTWAN, 5-HTI ZBRITE I, 5-HTia, 5-HTis, 5-HTp I EnT0n5, 2 bm )
B\5mh\MHm§EW@\t%¢4X®mE@M EORMENRICZ S FEL TR Y, FEEmm & OGN
EZHNTWD,
5-HT1 S FREENIR CH LA~ U 7 X anyfiid, 5-HTy ZFERFFIC 5-HTis LY 5-HTip A MRITxE
U CisRMEA i < BRI/ 25 O I A5 SR (e LU CUREE - 27”9728 . RIHIMAE R IZxF L TRz & A EE
FHERE720 )0, B5WVER LavR S 720, BERRZEMERFICITBEE IZHRIE L7 BEENAA O I 2 I S § 2% 2
WCEWRIERESETLEEZOND O 01 | F TE, S XRER B IR &5 CGRP 23,
XML T OMAEEFICRELZEZ L, ZUWBARBEREOREO—D2ZsTnbd Enoiibdh b, A
<~ F U TFE o ang gL, S XARAERD S O CGRP 72 B AMEART T R 2 3k L C s = B o
RIEZWH L, FEEROBMICH S L WD aREE L RS TnD W,

(2) EEZEMITHHRERIE

1) 5-HT, ZBIKICH T H:FIRME (/n vitro)
T b, UTVOMHERMAEEZANT, VH S RS T 4 T T v A T, FREZEERIIHT LA~
V78 any i OBFEZ KD T,
F72. B bD 5-HTip, 5-HTg IR T DEFMEIC OV T HFT L7,
ZORER, A~ N T H o any @i, 5-HTie, 5-HTip ZAFMWITK U CRIICE WBIRIMEZ R L
5-HT A ZRBRIZHT L TH 5-HTip ZBFEDOK) 1/5 OFE T %2R Lto L2xL. 5-HTy 5-HT:ZHRESLT N
LF U KRSV ARABY VRORVY TP EVZRIEICITITEE A CBRMEE RS 2o T, $7-.
b Rex)La4 I 0%, 5-HTp ZARICKH LT, X?b)7&/ﬂﬂ?&ﬁ&ﬂﬁf®ﬁﬁﬁ%rbt
D3, D 5-HT ZRAERT LT U UK, RN U BREICR L CHEMMEL R L, R
Y WA RSN R
A= N T X ang BIEE, A XEHRTEFFIREA  (5-HTy &) ZREERAICIUE S &, ZOfE
X, JERF R S-HTL ZRIRFE PR A 747 A2 L 0 B A HCHH S 7228, 5-HT,, 5-HTs AR
DZREOFEHTIIC L > TURE L A EEBEIN R oT-, F2. U FRHHKBIREAR (5-HT, Z&1K)
O VE v MEHEIGHEEEAR B-HTsZ A1) 1k L TRIEE A CEREZRE o729,



VI. E3EE(CEET SHIEE

AT Y TR AN BIEOREBZBRICKT 28I

_ Kif& (nM)
SR Y = .
DA N =iy P - S Av )T H v
o b= AR
5-HTia 1.2+0.2 100420
5-HTic 39+10 >10,000
5-HT1p 1943 1743
5-HT; 78+20 >10,000
5-HT3 >10,000 >10,000
7 KLU AR
o1 6.6+0.9 >10,000
a2 3.4+0.5 >10,000
B 960430 >10,000
R/ U2 R
KXl 700+100 >10,000
R/X3 2 98+10 >10,000
saliih
DAH Y ZRR >10,000 >10,000
R DT VY UZRKIE >10,000 >10,000

meanzS.E. n=3~5

SZREIET v M ROT > ORI D SR L 72,

A~ kU 7 & DT — X% Peroutka McCarthy (1989) X v 5| H,

Kifl : B0 E OBAMEEZ RTHE T, @AM WIE EBFPER &,

ALY TE2aNIBIEDE + 5-HT ZB/EKY T2 A TICxd HHMNHE

_ . ) A~ N7 H oy R 5-HT
S-HT /K7 % A 7 - ,
pKi pKi
1D (1Da) ™ 7.940.1 8.1+0.04
1B (1pp) ™ 7.9+0.1 8.60.1

meantS.E. n=3

1) 5-HTipa X OV 5-HT ipp S BRIZZ N ZE 4 5-HTip, 5-HTws S BIR & ed HiT-,
Saxena PR, etal. : Trends Pharmacol Sci. 1998 ; 19 : 311-316.
pKi : Ki fEDOEREL, A E WIE EBFER B,

2) ¥EmEICx3I B4R (/in vitro)
A~ N T H v any @i, e RO XORHMEEINRIEA 9 10 v kofiH P iEEh R, I 8ES)
Ik, KRAMENIREEA 1D fE AR R O BRI 12 (2% L CIREERAEAY (IpM~100uM) 7RI/ ER 2R LT-,
A XREBNIROIGHEEH X, 5-HT1gnp XA OIBINAHEHIFK TH 5 GR55562 °Z L LD #IRMEDSH D
S5-HT B AAEHIEE A F AT © 0 O THH S22, S-HT ARSIy # o U v 9 RO 5-HT3 %
KPS A v o br o TIREE SN o T2,
Flo, A MY T X anyBIEE. A XORHEBRC KEREIIRIEAICR L TE e A EIERZ RS 72
Mol 3 b MEHEBIRICB N T, o RS9 r AJEBEKTH D U-46619 @ 0.1uM T HIL 5L
MERTxE Ly Fe KR 10% R D59 WINAEEH 2~ L7z 1©)
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3) MEEMICHITHREOERICHT HERY
va)7&/:ﬂ7&%i NS (0.03~1mg/kg) (2R W TR L 724 X oM, DfEICIF s
WA S 2 L < HENIRIMAE IRET A A B AF IS BR &, BARNEES: (0.1~1000pg/kg) (245
T%H%&ﬁ@%@*ﬁ#@ﬁﬂﬂ WO BTN RENR, EEIR, BRI, LAGRIEEIIRSE 6 LT
FEAEERZRE RV, ML THDbT N ThoT, Fio, %@%mﬂ%ﬁL%WQi\ﬁmuxaw
A TF AT ATV Ifl S22, ORHERIC L VIZE A ERELZ TR 2Tz, Fiz. BT
TG HBARMERTT A HE&KFNIC ER S ',

4) 5-HT ZBRHIZxt9 H1EHR
NA T 4T T oA TEHTWS BRI O BRMEZ /R L2, A~ MY 7 X v any Biix, €0y
i R O B RIS K D IGHEIC R UL CTER 2R &3, 7 v MTS-HTin A MRIEE)HE CH 5 8-OH-DPAT
ERE UTZRRIZRD DD R RITE A b2 R Z &9, 512, 7 v FERREREICEE L TH, 350
JE, DHBEOKRTFE2RLZICEE RN E -HTia 20T 5 L ZE 2 DN HEERIX, A ERD S
iR ho T,

5) =ZXMRICxT H1EH

a) v F=XREBRBICLYKH SN S CGRP (X T 21 (BBEREZS) 7
BRI~ b &2 VT, = XARRET O BLARNKC & 0 SEEEY R R~ S35 CGRP &iZkfd 5 A~
Va2 any REOERZRG Uiz, £ OfE5R, = X O BSHIKIC L 0 i S5 CGRP &I,
A~ b TH o ans g (300pgkg, ip.) X0 EEICHH S,

(pmol/L)
15ﬁ —0— i‘j‘ﬁﬁ n=3
—&— I ZAVN)TEONTEEE n=4
12 mean=xS.E.
Student's t test
8 9- * 1 p<0.05 vs XFEB
R ** 1 p<0.01 vs JHR
P
E 67
3
0 T |

S
J v FEXEHERMICE YKRE S S CGRP I 9 H1EH

b) E FRERFEEROMLF=_21—ARTF FOZEL
<HENITIT D ks >
FBR R ERE, BE ORI O =2 —a T F FREROZERE LTz, CGRP (X EF L=, 7
A4 A P, VIP (vasoactive intestinal polypeptide : /& /EEMENGE X7 F R) KR=a—aXTFFRY
FEAEEN LN~ 7= (Goadsby PJ, etal. : Ann Neurol. 1990 ; 28 : 183-187.).,
¥, FERBEIERNCIIT 5D CGRP @ 51X, 2~ MU 7% > d 3mg X% 6mg ™ & 2 FH#5.12 X v #7t]
EhpZlbmfanTtnsd W,

) AFN O R EERIC L TAR I TS AELR O &L 1A 20mg % SFENEEG, 1 H 40mg AN TH 0, AFRIZIWT
HERENTWDEA 27T 0%y MNEFEOHELOHEIX 1A 3mg 2 TS5, 1 Hemg 2Bz &, Tho,
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6) EFERNKREIZK 2N EEMTITHHABRE

R L 724 XA~ Y 7P X2 2 BFER) (0.03, 0.1, 0.3, 1mg/kg) (Z&FENERE L, SHEINRICIESE L2
e iat 7' v —7 240 U CSHBARIM T &0 2 b 2 [E LTz, SHENRO & KT EE e (22 RKEREIAR
Za—LVEVERN I VAT 2a—H =% LCHIE) KOSBEARMGEEL D B L, Z0/R, A~V
TR EBENICESTHZ LI R, DAEICIZE A BT D 2 e BRI
MEEIIO EAPRO 5N, ZOSEIIRILAEEITO A%, =2 bue— Ui & ik LT 0.1mg/kg LA Eo
BLETHETh- T,

2= b T HATEPENEEGZ X o THEM X OFEIRMERSTZ LR S22 Lann, BENESICX
O REERSEER E R T EEZ N5,

(%
80
70
60
50
40
30
20
10

0
-10
20 L ‘ . ! Mean=*S.E. n=4

0 0.03 0.1 0.3 1 Student's t test

A7 b TR (mgkg) " ip<0.01
Rl A XEEIRMERICNT HRAT M) T2 U EERNESIZL 5EH

- AT hYTHL
—m— R

HrSERlE

) EATZILHA FEDHBRKE

a) BERRUZOMEREMERICT 2R (FRNES)
JRIE L 72 A X OBNRICESS L2 ERILG 7 e — 72 L M E2RE L, iE & ME» S &K%
BH L7z, A~ M) FE o anzigiy (01~1,000pgkg) MO/ =4 32 (01~30pgks) % RFEHIC
FARN G- L, SHEEBIRO MEESUICH T 2EREZRF LTz, TORE, A~ ) 7 Erany @ik
O34 %, SHENRIMAE IRHT 2 A& EKFERICEn sz, £/, =3 ¥ I 03 FATREAR, &
Bk, EBRESR, BEARO MEEIZ HEEFEOICHEMS 2R, A~ N 72 v any @i,
ZNHOMEEPUCKH LTEE A EERZ RS20V, ARLTHDL TR LD THo72 9,

(%) AR M)TRaANTEBIR (%) ] e - B
200 - 1,600
1,400 -| —e TEENAR
im 1,200 — %g%ﬁﬂﬁ

100+ % 1,000 s e
E EIE 800 - -—a *Eﬁﬂm
T o s00- o—o FBEEE Rk
i€ 01 1t 400+ o—o HEFER
* * 208: mean=S.E.

-100 Y T T T T T T T T -200 T T T T T

01 03 1 3 10 30 100 300 1,000 0.1 0.3 1 3 10 30
AT MY TR OANTBIBRSE (ugkg) INIdRIHB58 (pugkg)

FREMERICHT H/EH
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b) mE. DMERICxT H/EA (FIRNIZS)
BREE L 7oA X ORBREIIRIC ) =2 — L EEE L, E RN T AV 2—F &2 LT, MEROHEZ IE
L7z, A MU T Z o an7igfi (01~1,000pgkg) & x/a4 I (0.1~30pgke) 1LRFEAICERIRN

WCBeE LTz, ZORR. A~ N T X v anyBER 5 I DMEOEFHIITEA L

PO BT 30ug/ke

U EDHETLHEOBBEA RO NN, AEETBO R PoTe, —J7, Iz Ivid A
BRI 22 L D 157 & Do 2R Lz 9,

{mmHg) (beats/min)
200 . 2004
190 180 %
180 e 160 4
i~ L
i 170 A 140
160 120
150-% 100 & L
140 T T T T T T T T T T 80 T T T T T T T T T T
#5401 03 1 3 10 30 100 300 1,000 #581 0.1 0.3 1 3 10 30 100 300 1,000
KB58 {ughkg) BE5E (pglkg)

(3) 1ERZRIERNFR -

AR L

o—o X% b T & ONTEIE  Dumnett'stest «: p<0.05 (vsi&5#ifE) mean=*S.E.
A TITHRI «s p<0.01 (vsik5EifE)

MmERCERIZH S 5 4ER

FriseirfE



1.
(1) AREAMGMFRE

VI. EWMEIREICEET 51EE
MR DR - B2

YRR L

(2) wBMmApRERERR
r

(3) AR CHERR S iREE ) DIHSR

(3) ERRRFER CHRSIN-MFRE

1) BEREES
HAR NGRS A B 6 Bl A~ R U 774 a5 ik 10mg ™ KON 20mg % B [a] S e 5- U 7= o i rp 2
~ U TH U REOHRE R OSEMENRE T A — 2 X PO LB TH D, AFNTEREN 515300
&, #5510 5% ISR & OWIUZ L D RYO E— 7 258, 1.5 REEZIZIT EICHE I LV IH
{LENLWMINENTZEEZEZONDEFE 2D —7 2RO, HRIEH () 1IN 2HRTH -T2,
2B, AMEANGERER A BRI A~ N Y X 2 ERR 20mg & B[R EEN G L T REO S EhE R T A —
X, BARANDRGEE RERZZBORDP o1, Fio, SMEAMERERANZIEICA~ ) 72 2 m sk 20mg
ZHRI SN G LR OIRMENRE N A — 2 1%, EEERABEOIE & K& REEZRD N1z,

BESHICETHERASERNRSHOMBHRRAT ) T2 VRE (FHECRERE)

(ng/mL)
100
—e— 10mg ¥ (n=6)
—0— 20mg (n=6)
o 1°
i
+
}5—.;
3 1 [
01 | |
0 1 2 3 4 5 6 7 8 (hr)
e
= ¥ Cmax Tmax t1/2 AU CO-oo
Bk R (ng/mL) (hr) (hr) (ng-hr/mL)
10mg * 6 1l 6.4+2.7 1.10+0.21 1.54+1.10 23.9+10.2
20mg 6 31 12.2+2.9 1.30+0.73 1.87+0.53 54.2+13.3
CEEHTEER )

TE) AFNOREFIO L CORR STV 2 FAEK O AT 1 18] 20mg Z e G-, 1 A 40mg LN TH 5,
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2) RiERE
HAR NGRS A B 6 Bl A~ R Y 7% ik 20mg 4 1 B 18], 5 HERESPENEE L7k M
M2A< N 72 REOHER K OFEWERE T XA =2 X TRDO LB TH D, 455 H B Okkm Mg i
FE (Cona) B OMLSE i - AR R iR (AUCo) 13¢5 1 H B & Hle L TRY 1.3 S22 s L7223,
s AT R BEBERFHE] (Tma) KONt REEROIETH Y . A~ b U7X 2 B O RAEHREI X 5 E
PRIF7Z2R < EYERITA L LB b,

BEEACETHRESERNRSHOMFENRE (FHELFRERS)

(ng/mL)
100 -
m 10
i
o
Ig
= 1L
0.1 ‘ ‘ , : ‘ \
0 12 24 36 48 60 72 84 96 108 (hr)
BSFS
=, N3 Cmax Tmax t1/2 AUCO-oo
e B3R HRAEK (ng/mL) (hr) (hr) (ng-hr/mL)
?ﬁj #1HH 6 15l 13.0+3.6 1.39+0.75 1.83+0.64 60.8+16.3
1H1
5 HH ¥5HH 6 15l 17.3+3.9 1.27+0.24 1.80+0.59 75.9+20.4
CEEE YR )

3) MRS EE
<HHEAIC IS B Al >
FF14 1 D IFFRERER TS 1B 2 55 2 8 S M A 35 4 8 LT A~ b Y 77 4 4 50mg & HELIETRE 11 #5e 5 L 72,
TERR R & Lol U C IR RERR 5 R O Crnax X OY AUCo1 349 1.8 512 B 57 L7z,
Trae & Ot (2B L TR X 22813380 b e o 7z,

YE) AHIO FER IR L ORI STV B ISR O R 1 7] 20mg % SFENEE 5, 1 H 40mg BT Y | AFBICHBNT
GRESNTWDA 7T U BED FIER OIS 1[5 50mg 2% O #E 5., 1 H 200mg LN Th 5,

4) BOBRESHOEYHEL DL
<HE AT B Rl >
TEFERN B 24 Bl A~ R U 75 5 &K 20mg M OVBEA 25mg % BRI G- L 72 RED$e 5% 2 FEfil & T
MyEFREHRIIRN—T D LR THDH, AFITIEH, BROBE &g LT, SRR 5 ORI & B
NDHECH i PFRED R 2§D 2,

) AFIO RIS L CAR SN TV D ER OHEIL 1 [E] 20mg & & EN#EE. 1 B 40mg LINTH Y, Kk »
THBENTWEA 7T U EEORELOHEIZ 1E50mg #0845, 1 H 200mg LANTH 5,



VI. EYEHRE

[CBEY SIHE

BERANZBTIHE

(ng/mL) o [ A&E#H20mg (n=23)
20 —o— @ §E#25mg (n=23)
Jiil 15 —_ T
B — 0
H — —
B 101 B 4
B
5 L
0 T T
0 0.5 1 15 2 (hr)

BEUVEFHERZSHROMEPRE (FOELFRERE)

5)&T&U?DE$E®$%E“

BEFER N B PEIC TSR 3mg K& OVBEA 50mg Z HiRIF G- L 7 Rf DB RE R T A — Z [T FRLOEY ThH D,
1] = Trmax ti Cmax AUCO-oo
Al Bk (hr) (hr) (ng/mL) (ng-hr/mL)
VRS 3mg 0.21+0.05 1.4620.30 44.0+17.5 46.3+12.2
FEH 50mg 1.8+0.9 2.2+0.3 32.618.4 117.8+£23.7
CEEMEHATHER 72)

) ARANOFEERICH L TEAR ST D HIEA ORI 1\ 20mg 2 S4ERE S, 1 B 40mg LINTH Y . ARz
THERBINTNDHAIT T %y NEFTEOREROHAREIZLE 3mg ZK TS5, 1 Hemg #1720\l &, 3
7Z O AER O EIL 1[5 50mg 2% D&% 5. 1 H 200mg LINTH 5,

(4) il
MM ER e L

(5) BE - ftAEOEE
SCINESYNSSIH RT3 -
BT IVAFVE—E ARER (783 F) Z2T0OHESLVBRERAKGTLILICL0, A
A AUC ITHIIN RRO#E - K 4.4 65, BTG K 1.8 F5) L. AR S ER BRA KO T#E
ML4fm) LD,
BT (ST ) 1:!~—/I/) . Ca #5HidE (7/1/‘ﬂ‘U ) BAHWIT L a— L EOFHEBESIZB VT,
AFN OB RE I ZALITRD B iginoT- 2
(6) B&EMH (REaL—>ay) BITIC&YUHIELE-EMANSELHER
BME R L

2. EMRER/ISSA—F
(1) BT
LR L



VI. EMEEICEY SEE

(2) RUREREER
KPR L

@) N"AAFTARLZEY T4
<HMEANIZRT D Al >
A BT 24 Bllc, A~ U 8 iR 20mg & BRI PEN I G- U7 IRf D B2 T #5250 D A RS
AT ATV T 41 K16%TH-T,

(4) HREEEH
REERR L

b)) VUSSR
<SMEAIZI T 2 HfE >
27 VT T A EERNBNE 24 iz, A~ NU X R &K 20mg & HRLEVENEG LIzRo ey s
U7 Z v ALY 7.00L/min (CLIF) Th o7,
7 UT T A R A BN 24 Fllc, A~ R TH I 20mg & HE|EENE G Lo 2 U T
Z v A3 0.21L/Mmin (CLr) ThH -7,

(6) NHEHE
e R AN B 16 Billc, A~ hU 7% U 8E 50mg & HERR O &5 L 7o RO AL, %) 1,416L (VdIF)
Th-o7T,

1) AHNOREERICH L TAR S TWA RER MR 1 [ 20mg & SEERNEES. 1 H 40mg IR TH D . AFFIcB
THERRENTWDEA 27T U EOHEROHEIT 18 50mg Z2#% 0% 5. 1 H 200mg LN T 5,

(7) mMREAEEER
Invitro IZB1T 5 b MR AR 58RI 34% TH - 7,

3. R
WAL
M. M REOCHR - flEE Q) MARBR CHRAINZMFRE] OmES
<BESWIE (T~ A X)
7w MZ, [MC] A~ KU 7 ¥ 5mglkg & SPENE G- Uiz & &, BIRNE 5RO AUC & DMl TR L7
S Vﬂ&ﬁﬁ#@%&+ $23~31% T o177,
—J5, A XIZ Imglkg TRPENE G LIz & & RN GO AUC & O Ll TR U 72 SN £ 5RO I
RIZEHFTH T,
<BE > ITE R
IGRFIEER 3 U 2356, BOWIRMFFHEEE OV V7 a U EBRAEROGFENRIREE D, LN LR G, 8
BT AMIEH YRR, B FTHEBREEZZOND L, /2, B MBI DA A~ R 7% v OERGH
WiFA v F— A HHREE NED TNV a U BREGREEZ N5 b, B hTA< N 7% UGS
BT DRI RV E B 2 b,
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4. 7%

(M

(2)

)

1fn % — A B P 5@ @ 1

FLALEBLARN

<BE >N SRR (7> b)) P

7w MZ [MC] A~ b U 7% vz et 0.5mglkg HEIRZ T b Lz & & i i S RER B2 59~ 2
BB EE LS/ N SN T LB B~ OBATIE IR TRV 2 & 2RIk S vz,

mi% — e AR PSR iE 1

bt hOEEE FVZ invitro OEBR T, B 5% 4 FEEE CICHERBIR G RO 15% 8B IBAICBIT L 2,

<BE>HKRE~OBITH (T v ) P

1) HE12 HE T v b [UC] A~ MU 7 & a st % 0.5mglkg BRI TG Lz, BRE. FK. b
W& BTG 1 R I @R B A 7R U IR R O O RE IR B8 | R (AR i A% Hh s R B 83.8ng/mL @ 1.9
fECchoT,

FARE OB TOREITIRS . RMARMAE P A RRIRE D ENZEH 17 LR 28% Th o7,

DA AERR N B RE I RHAR AT & TF AT L TR L, 51 48 R CIIE R OB IRICZENEN D ik
EIREED 2% T Th o723, FEAXRITHREBRALL T CTh -7,

2B, RIBY Y OSMRITNTHORREIZEB W T HFGED 0.001% K1 TH - 72,

2) IR 18 HH T v MZ [#C] A~ Y 7 & a s g%z 0.5mglkg HEIE THRE Lz, B, FAK. B
B2 K ORBE O TR T H B 1 REMZR ISR EIREZ /7R U, BT OB RER 1L RHA
MAE ST BEIR EE 114.3ng/mL @ 1.3 f5C, JRIE2T . BITONH, B, Wk, Dk Ol R A
D 17T~34% M8 BT,

FEWR OB R 0K CTOREIFKL . BHAIMIEOZNEN T RN 8% ThH -7z,

B 5% 48 K] TIEFEAKR KL OB IO TENZN DO EEIRED 13 KON 11% %2~ Lo Ay, i, il esy
K OWRIR OO TIZFENETNDORERED 1%L T Th o1,

B, RN OSMRITNTHORRICBW T HHRGED 0.021% L FTH -7,

A~ 0BTHEY

<HMEANIZET D ARG >

5 BlOfRHIFIZ, A~ N S X2 U VEHIK émg A BRI TRE LizE 2 A, A THIREIIRGED 024% T
Holz, Thr, KEHRET L LILE~DOBITEIZ. EHOKEED 35% TH o7,

) AR O R EERICH L TERENTWA AIER O EIT 1[0 20mg & &S, 1 B 40mg AN TH 0 . AFRICENT

4)

(%)

KRINTWDA I T Fy METHEOHER &L 1E 3mg 2 TiE., 1 Hémg £#x2\W2 L, Thod,

B~ OB THE
KR L

ZDH OB~ DIBITHE

<BE>ZOMOMMBEA~DOBITE (7 v ) @

T v T [MC] A< Y 7 Z v a s g 05mglkg Z AR TG L= & 2 A, RES Ok o bex
Be G4 1 RIS iR R 2 R L7200 il L, B 554 168 RERICITIE & A & ORRRD b B REIZTH
KL, FFEDIEI~DERBITRDO N7z,
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5.
(1) ACBAR L R UM AR

R A BIE 6 Blic A~ Y 7 & o 6mg 2 1 H 108l 3 HKER FEE L-Fo®&R5% 1 B HIC
BWT, Cox 1Z. AT NU T Z >0 R—=VERBIE> A 0 R—VEBIE 7 V7 v U ERE R ORI,
AUCo i, A~ MU T H =42 R—/VEERRIKR> A > F—/VEERR IR 7 L 7 1 U IR SR ONEIZ &V ME %2 7R
L7, Fio, 5% 24 B CoORTHEME (BGEICHT5%) &, A~ hU 7% U RE(MIK 28.0%.
A v R—/VEFIRAK 36.9% ., A v R—/VEEBRIK 7 V7 1 VAR 114% Th o 72,

o]
H |l
ATy H:C = N=S—=CHz

CHs
CHz— CHz—N /
~

CHs

H
A Y F—VEERE{R HsC — N—S—-CHz

N
o | OH
AVF= ) Hol H OH
E‘Eﬁﬁg HsC — N—IS—CHz CH: — COO HO
|
(o]

i EE Ak
ERMZIBFEZRT R T2 ODHTERBHRR

UEXY, A= M) T ZanyBEo e MIBT 5 FEAERREIE, Brli7 I 2 ickd (v F—
IVEERBIRD AR & Z UK ZD TNV T v UG Th D T LR IS,

) AR O R EERICH L TERENTWA AIER O EIT 1[0 20mg & &S, 1 B 40mg AN TH 0 . AFRICENT

(2)

(3)

(4)

(%)

HGRENTWDHA I 7T 0%y MNEFEOHELOHEX 1A 3mg 2 TS5, 1 Hemg 2BxnWZ &, Tho,

RBIEAEI 2BEK (CYP450 %) DHFiE
v RFS 7 m Y —2AZ Wz invitro fAEFRBRICB W T, £/ 7 2 A% 2 —F A OHEANC L 500
WIHEERNED b, AFNTEICE /) TIvAF A —FPAICLOVRBEND LEB2ND 2,

MERBENRDEERVEZDEE
B G S MBETITAREHY (> R—AFERIE) 2RO Nl &b, MIRIEBSREZTD DL
FEABND,

REYDEFLEDEERULLE
Invitro [ZFB8\W\ T, A~ M T X2 U OEERBMTH DA F—/VEEBRIKRIE, 5-HTy, 5-HT AWK LC
TR RS 202

EHEREMORERI/ S A -4
A% LR
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6. HEitt
(1) B ERAL B R ER
TR’

<BE>PMREE (7 v b A X)

7 v Mz [UC] A~ b U 7% > 5mglkg % SENFe 5 U 7=, $¢ 5% 168 BFf & TR K O Pk 132
nzi, &58D 81.9~858% KN 18.4~23.0% CThH 7=, S LITEREEFRIZI1%U T ThoT=, 1 XIZ
[M¥C] A~ MU 7% imglkg % SeNfe G- L7-If, #5144 168 R[] £ TO R LK O R IX 2 24,
Be G- 82D 64.8~66.1% & 1 12.9~159% Th - 7=,

UEDESIZ, 7y NEROA XA~ N 7 X o2 B ENEE LT ROPRIITE 0T, B BE D K& 4
ILBEE 24 BRI E CloBEit sz, £, EHEREIZIRTH - 72,

(2) B
FERERR ARG Pl A~ b U 7' o mi il 20mg & BRI BN IR G- LI ie D 2~ b U 777 O RE(IK R O
¥ R —/VEFRRIR DO 54% 24 IR £ TORBR P HRERIT, 2 TR EGEDOK 3% LUK 50% ThH > 7,
(3) HeittEE

T (2) PRt DS

1. FSORR—2—IZT H1EH
MR L

8. BNFICKLIREE
MY EE L



. ®£% (ERLOZEES) (CBEJISEE

RBETDER
INTWNn

sa
. = H
BE

2. FENBLETDER

2. 2R (ROFBHICEF/RELRGWC
2.1 AAIDORSY

(f#E5)
PRI BT D R ZREEFHE L TRIE LTz, AFIDR
FlOFEIZLY | & OICHERMBEIERNEHT L BEN1H 5,

&)
W%t LIRBUE OBEERED & 5 BFE

A L CRBEUE DB ED & % BH TIEA

2. B (ROBHEICEFEBELAENVI L)
2.2 DHRESEDBEERED & % 85 MMM LR BT OREIR - kRO & 5 B

. BERDE (B
) O BE [REIR, JolE, DIFIEEEE & T Tk Mt DR BB 2V B IS = & i 5]
(AR5%)

ORI DBERED & 2 B | B OB T Z DEEIR « KMEDH 5 EE . BARLIED & 5 BHFI
N7 H > (EFHKR) 45 U7oR, O, i E RS AR L AR ShTng 0 ”32)0

2. £ (ROBEIZFHRELGNI L)
2.3 Jphifn g R o — S MM M PR R AR OBEE D & 2 3 UM EFEE > — @ MR M FIERS H 5 b s

ZENBHD]
(fEER)
JIbd 1. 77 e o — R M R LR T AE D BRI D & 2 FBE Tk, AR O MAETHEERIC LV | M ERER & HH
%LZ)EJ‘ bl\iﬁl%é — (E ﬁlgﬁﬁﬁiﬂ 1/7”;0

2. 2R (ROFBHICE/BRELRGWC

&)

2. 4 KA A B

HreATLEE UEREZE(LSE5mh

EMERE LD ]
(f#E5R)
KEOMEEFICE > THONDHREE L Tid, BMMERIGR, LA/ —8i4, Buerger J5, PAZEMEDREE
EIE7R ENBZBND D, RIS O & % B ITB W T ;t\ AN o A IS Ko T ER AR
SELARMENEZOND ZENLRE LT,
2. B (ROBEICEEFEELLGNI L)
2.5 avbo—rEsnTORVWELEEDERE [—@EomE EFE25ISEZ S L03H5]
(f#E5R)

AT O i B WA E LS &9

—IEPEOME R ZS SIS RREREBEAOND T ENPLRIE LT,

2. B8
2.6 i ﬁ%

0)*%‘( FRE LGN

&)
HreATLHEE (931 2]




VI. &£ (FRLOIESF) 1T SRR

(#RER)
FANT LR CRB S N B DT, FFHEDH S BE RRCEEAREE) TIHMFEERE 20, KX
SEER I 2330 <RI B ATREER B B T & 0 BRRE LT,

2. 22 (ROBEHEICEEBEELAEWNIE)
2.7 T)VIH Iy, TTH I UFEIRGHERA HDH VIO 5-HTienp ZAEIEBNEHR &2 & 5 h 0 B3
[10.1 /]

(fRE%)

o = URRRICERT S, mATX2 I U HAVIT AT X I B EAA REIR G o BRI ARH A P
H U6, SREEAMINMERNC X 0 EE R ME OBMEORRT 2 EMMENEELBETNNH D, £z, fill
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HERRE L O o o o R4 1 (0.20%)| 0O 1 (0.04%)
ommrs | ° (061%)] 5 0229%)) 8 (029%)) T rmeT T (0a1)] 0 2 (0.07%)
ESNEE 0 1 (0.04%)| 1 (0.04%) EAIR 1 (0.20%)| 1 (0.04%)| 2 (0.07%)
IR 1 (0.20%)| 2 (0.09%)| 3 (0.11%) & e 6 (1.23%)| 6 (0.27%)| 12 (0.44%)
5 A 1 (0.20%)| 0 1 (0.04%) B 0 3 (0.13%)| 3 (0.11%)
DU B9 0 1 (0.04%)| 1 (0.04%) AR I 0 1 (0.04%)| 1 (0.04%)
K 1 (0.20%)| 1 (0.04%)| 2 (0.07%) A & 1 (0.20%)| 0O 1 (0.04%)
S 0 1 (0.04%)| 1 (0.04%) E Q) 5 (1.02%)| 2 (0.09%)| 7 (0.26%)
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Je[E DSPC Pregnancy

(2020494 ) Post-marketing data on the use of sumatriptan during the first trimester of pregnancy in over
1,000 women are available. Although these data contain insufficient information to draw
definitive conclusions, they do not point to an increased risk of congenital defects. Experience
with the use of sumatriptan in the second and third trimester is limited.

Evaluation of experimental animal studies does not indicate direct teratogenic effects or
harmful effects on peri- and postnatal development. However, embryo-foetal viability might be
affected in the rabbit.

Administration of sumatriptan should only be considered if the expected benefit to the mother
is greater than any possible risk to the foetus.

Breast-feeding
It has been demonstrated that following subcutaneous administration sumatriptan is secreted

into breast milk. Infant exposure can be minimised by avoiding breast-feeding for 12 hours
after treatment, during which time any breast milk expressed should be discarded.

KIE O HFTSCE | Pregnancy
(20174:12H) |Risk Summary

Data from a prospective pregnancy exposure registry and epidemiological studies of pregnant
women have not detected an increased frequency of birth defects or a consistent pattern of birth
defects among women exposed to sumatriptan compared with the general population. In
developmental toxicity studies in rats and rabbits, oral administration of sumatriptan to
pregnant animals was associated with embryolethality, fetal abnormalities, and pup mortality.
When administered by the intravenous route to pregnant rabbits, sumatriptan was embryolethal.
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 ranged from
2.2% to 2.9% and the reported rate of miscarriage was 17%, which were similar to rates
reported in women without migraine.

Lactation

Risk Summary

Sumatriptan is excreted in human milk following subcutaneous administration. There is no
information regarding sumatriptan concentrations in milk from lactating women following
administration of IMITREX nasal spray. There are no data on the effects of sumatriptan on the
breastfed infant or the effects of sumatriptan on milk production.

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

Ak

F—ANZ7 VT DI
(An Australian categorisation of risk of drug use in pregnancy)

B3 (2021 4E 4 A BifE)
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A —A K7 U7 ®453%E (An Australian categorisation of risk of drug use in pregnancy)
B3 : 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 shown evidence of an increased occurrence of fetal damage, the significance of which is
considered uncertain in humans.

(2) NRE(CET BEEE
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AN T D LOER
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NS S & U T BRIRERER 13580 L TRy,

H il G AL
#z[E > SPC Adolescents (12-17 years of age)
(2020 % 9 A2k | Use of sumatriptan in adolescents should be on the recommendation of a specialist or
FTHhR) physician who has significant experience in treating migraine, taking into account local
guidance.

The recommended dose of Imigran Nasal Spray is 10 mg for administration into one nostril.
If a patient does not respond to the first dose of Imigran, a second dose should not be taken
for the same attack. In these cases the attack can be treated with paracetamol, acetylsalicylic
acid or non-steroidal anti-inflammatory drugs.

Imigran may be taken for subsequent attacks.

If the patient has responded to the first dose but the symptoms recur, a second dose may be
given in the following 24 hours, provided that there is a minimum interval of 2 hours
between the two doses.

No more than two doses of Imigran 10 mg Nasal Spray should be taken in any 24-hour
period.

Children (under 12 years of age)

Imigran Nasal Spray is not recommended for use in children under 12 years of age due to
insufficient data on safety and efficacy.

KEOUATLE | Pediatric Use

(%017 12 A | safety and effectiveness in pediatric patients have not been established. IMITREX nasal
SET R spray is not recommended for use in patients younger than 18 years of age.
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