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Sy 413.49

5. {24 (@AkK)
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HEEN (TR

OFEEfE
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5. BEEXIIHRICEAET IR

5.1 AFNFEBER A X 2 i, BREREm2 S Vicky TRpkoenwRiER ., lFikod s
FEETR | & D\ WITBEREAR &M EZWI M T ORGSO T H L, FRCRD XL 5 BT,
< b BT HH 1 S5 oD i . A R o D SR IRNT K D BEIR DO FIREME D & D DT, AFIF G-RIICHZ. 252,
A A+ 72 TV, SR OFR KA R L ThoRET 52 L,

- A F T EER IR E W MEE LT 2 & O W RS

« EER SUSBER TS & 2 S 2 iEd D03, BEE SO BER BRI L S A DRSO &
(X H 72 o 7R M OB PEIE SR O & 5 FRE

5.2 FREME BRI SRR ISR BRI SRR . MBS P BRI & D WO IR A BRI Fr 8RR O BB
TG Lanz &,

(FEER)

5.1 ARANL, MEFEE7e & OFFERBREBIZIKN T 2 5HR-CREER X TH Y . HIERD 2V
BEFETEE OMEEZI 2 & PICAR 2B G325 Z EIZEN 2000 2, B8R OJRIK & 72 2 5B R R
T DB ERLEDL Z L, IR THD Z EDRE L, EEIC, BT, 2
BEHRBICEVIERENEZ o BERFIEFR M2 N T, AFIRRESNBEERERRICESTZEND
Wik NH 5,

5.2 20RO RN CliE, AFOIMENMEERIC LV IRELZELIEIREEREZLLND I D
BE LTz,

2. RERUVRE
(1) RERUVAE

J7 BB M OBESE SRR T VE O SRR B BRI 3l RACIZ A~ R U P& o & LT 1A 3mg 2/ P59 5,
RE, AR, ERIC X EEHERT S,
72720, 11E3mg, 1 H 6mg #2772\ &,
(HEEfE)
1 [ OFERRFEMEIC BT, FIE 5 CHERE 2V B8 L 7= A 2id, 24 BRI Z > 2R O R EICRT L
TEMEEGETH2ZENRTELN, 2HOEEOMICIZVZR &b 1 BEEoMEEZ B Z &,
(B¥HEER)
1 B2 EIOREIZEEGT LR TE L0, 2ROBHEOMIZITDR ES 1 FFROMFELZBL Z &,
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V. AEICE9T 51EH

RERVAECEEY HFE

1. BERUVAEICEEYT FE

1.1 RENIEERRBRFICORER L, PRHRICITER Lz &,

7.2 AFBEEIC L0 &L REBBO SNRWVEAIER. TORIEICH L TEMNERSEEZ LRI s, 20X
IRGEIX, BREO L, BERORREZMERT LI L,

1.3 A~ N 7 H VBRI EMASDETERT 25303 E LU TOMBEEHIT G152 L,
- VEFHR 514 ﬁuﬂ%éwiﬁﬁm%ﬁmﬁﬁﬁéﬁA %1 R B

- R AAIR G SRR 2 BN G 5 A 2 BRI DAL
© R E%ﬂ%ﬁm&ﬁféﬁA (T 2 B Ll L
(fEER)

1.1 AFNIH IR, BRI O A2 S ET 2HATH Y, SR OMHE a1 (WEROBIE 2 5Te) 12
BHE L THRIEPHHE TN EDEE LT,
1.2 RAFEGIZ L0 BRmAE L2V IGE 1L, FER., BERIER CIERWAEEER S D5 Z &M bRE LT,
(M. hEeUIBh R (2) #REXIIRICEET 2R OE () 5.1 1)
1.3 A~ MY 72 UBFDNFIH L THEAISNDATREER SV | EEEZMER T 572 DICEE LT,
2~ h) FEUBRFIENENOEY e EE LB E, EREERGRICROF S D O TSI A BN
BT HBRE e sy 1 BRIBLE) ofiE%E . it Al S U < IR sl i 502 12 A BN
BHITLGE1E Dl ed 2 R L) ORRZHIT TERGTHILERNH D, ok, A~v N 7¥
VA A G DR G L2 GA OFEMBEIREIIRET S T2,

BEIL—FEFDER
T ESORITHEH L, FIRNBEG X L2 &, BRIk B G-I X 0 &8s 4 = 3 nl8EMER H 5, (TVILL
At (A FoRES) BT AHEE 1. @A EoEE) 0mE14.2.5 (fFEHR) W)

3. ERPRRLIR

M

(2)

1

BRERT—2 /8y r—3
MGk L

[ SES

ARFNT R ERTRE, BRI 2 0 USRIk & S0 L7,

FER, BEREUROZEEL. 7 o 7GR ORER TiE, BB R O E IR TR0 X 28R, BEREER
DR, ¥y MUAIORBRTIX, B ABRTY S (%ﬁll&? TR REER) F*§£§§ﬁ%$4ﬁéﬁﬁju (18
S DOBWITA R 7 A BT 29EHE) JLRRIC K % EIFRERRE 203055 2 il AICHD- 1) (& & % 2 W S v 12 AE -
[

) AR MY TR (FUTIVEE]) TORE :

[E] PN B A 5B

2 fED " EE MR Z B 0EARBRIC BV T ERHENThIL, oK HEN RS S U7 108 4
DEERAAE (FARUGERE) OMEIILLTO LR THhDH Y ~10,

F7o, FEEBAOREREREEZNSRE L2778 R 0 _HEEREERRICEY, A~ ) TFX 0 (T
VAN oFRAERRD LTV

2= MY TR (T AN 1F, 202343 AICIRGEEZ K T LTV,



V. JARICEY HIER

KGR B4 d—F U REBRIC BT A AR CHEEREEERRICB T D AR
JrEETR 82.5% (33/40 f31)) 78.9% (15/19 f1)
FESEEER 85.3% (29/34 #) 73.3% (11/15 )

() PIERIE
SR T e
* %k o T2

DS

2) 4125 0F%y FETE 3mg TORE :

[ P9 55 T AR R

3) HIRFFERIED : BRRESK. 1993 ;9 : 1077-1093.
4) HIFFEIFIED : BERESK. 1993 ;5 9 : 1095-1106.
5) FEGETRRIEDS - BRI AR, 1994 5 24 ¢ 123-130.
6) HIRFFAIED : BERESK. 1993 ;9 : 1897-1909.
7) FEEETBRIED : BEARARAIR. 1994 ; 24 : 251-257.
8) HMMFZERIEA : BEIREFK. 1993 ;9 : 1911-1923.

9) WHILEZITH : BRIREZE. 2000 ; 16 : 283-300.
10) HILZIFD - BEIREFE. 2000 ;5 16 : 301-323.

FrEESE K OBERE B B A PRI, A%y MAIEZ B IR L7ERFORBHILL Fo LB Th o7z 1Y,

BRAREE R UEEH DR

KSR B4 Hoh=* T IE H R
JrEER 93.9% (31/33 #1) 100% (33/33 4)
HESEER 93.9% (31/33 f1) 100% (33/33 f)

() PIER

* o TER LHESHIES OIS
kok o BENMEREB Y AKX NUKIEHH CE 2 L ERSHIE LIEG OEIE

BEFMICE STy FRAIDFERR

Ry MR | TREL S AR b | T DI
stgEme | Thol TN BN TTH 2 @wéﬁ#oj Sk
A |AVAY-4 =R VA4 [ VA4
PG 97.0% 3.0% 93.9% 6.1% 93.9% 6.1%
- (32/33 1)) (1/33 1) (31/33 1) (2/33 1) (31/33 1)) (2/33 f51])
N 100.0% 93.9% 6.1% 87.9% 12.1%
FERESIT (33/33 f4) 0 (31/33 f3) (2/33 1) (29/33 ) (4/33 i)
BRI EE DR
Hoh*
RERIR B4
* 5410 4 P51 20 4 P51 30 4 P54 60 4y
JrBEE 30.3% (10733 %) | 51.5% (17/33 1)) | 75.8% (25/33 f51) | 93.9% (31/33 #51)
FERGETR 63.6% (21/33 #1) | 78.8% (26/33 #1) | 93.9% (31/33 #1)

* o THR)) EHIE SIEF OEIE

2= "YU PR (T FVEAED 13, 20233 ICRFEEAK T LTW5S,
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Fr9E (n=33) BESETEAG (n=33)

100 ~ 100 ~

80 + 80 -

20 t I 20
0 - : L L g 0o -

10 20 30 60 10 20 30

2
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%
&

#EAEER (53) *EMIER (53)

SR E E DORFRHER

BIVERSBMEE X, 16.7% (11/66 B]) Tho7-, TRBWERIL, HBEEMN OVEIBRE 4.5% (3/66 B1) . Bt
B, LN OMRA 3.0% (2/66 ) TH o7z,

|

11) ENEBIED - BRRIEZL. 2008 ; 24 : 809-824.

(3) BRPREIEHAER

(4)

ZEH

RN 6 Bl x5z, TR, A~ Y 7% 3mg, 6mg, Img FEHHED BRI R T 4% 55805k K Ot He Rk
N8Bl EXGIZ, TR, A~ U7X 6mg {ESFHEEZ 1 B 1183 HEOKER FEGRBEZITV, &
EPEEIZ OV TR L 72,

ZORER, HEEGRBR T 6 B 5 Billc, RKAER 53R CIXIFIERE 6 fIH 3 FICEEHEERK, U e
B, BHERR EOIERBRD DIz, £i2. BEEAL O AN AR SRR, KERERNIT 3
BN BTz 12,

IMEERICxt 9 5 1ER
<HME NI D kg >
A B FEAERF O RN 56 I 3mg i 6mg 2 F5-T 5 & BAGEIR Ot & AR L CHEEBIIR &
e ORI B R 0D L 78 32 B 3 P B AF RIS HE N9~ % 2 & vl S TV % (Bmg &G+ PYBABENIRT 25 1 3t o)
JE : p<0.05, 3mg B&H5-FE : FORMMENIR M GEEE : p<0.01, Wb X~ 7 &R, Newman-Keuls £ E)
13)
12) IR - BRREESE. 1993 59 @ 767-776.

13) Caekebeke JFV, etal. : Neurology. 1992 ; 42 : 1522-1526.

) AAN DR, BERIR IS L CTRR SN TV D HEROHEIZ 1 E 3mg # K FHE. 1 H omg B2\ &,
ThH D,

REREHGRER

BB M OBER TR R 2 RIC, A~ U7X 3mg, 6mg D2 ABEZHER 7 0 24— "—EIC kY
Fewgetas L7z,

ZORER, FEREE 2GR L Uil Ol SRS B R OV SO B ISR R OHER & f5 L CHl
TE LT EEMSGERE O THEESE ) D EOUERITWTI D, 3mg, 6mg H5HETENZTL, 81.8% (9/11
) . 78.6% (11/14 %) Th 7=, WHELEE L 3mg T90.9% (10/11 f5) . 6mg T 86.7% (13/15 f) @
JEBIC (2 cRiERe L) &HE S,

Fo, HREIUEEEZR L LBl BURSGEE RN ORIEERIGEE O [hEESEE] U EodE
FIWTbh | 3mg, 6mg G TENELL, 71.4% (5/7 #1) | 62.5% (5/8 ) TH Y | ML 2L 3mg
T 100% (7/7 ) . 6mg T 75.0% (6/8 f5l) DIEF]IT [ZZRMEIZHEZR L] &HE ST,

A~ NU T (T ABAD F, 202383 ICIRGEEK T LTWD,



V. JARICEY SRR

PLEDOFER G, FER, BRI TH, A~ b 7% SR 3mg & 6mg ITAHTH Y |
1 [F3mg OEHIZLY | SIS BRIREIEONLbDEEZ b, £7, STl 6mg 2 HELEH
BELTWEN, WAOBEKRBRICBOTHENHMZ 2 EAEEREIE/EIML VDI EEHEL,
AINZB N TIIARBR ORI, ZEEZEHR LT, 10 3mg 2H#EHEEHELLZY Y,
3) HEFZIEA - BRAREZE. 1993 ;9 : 1077-1093.
4) HIFZRBIED : BEREZK. 1993 ;5 9 : 1095-1106.
) ARFN O IR, BRI L TRRBEINTWA AEROHEIL 1 Bl 3mg 2 & M5, 1 H émg 2B X702 &
Thbd,

(5) HRELAIEHER
1) EEALAETHRERGHER
EIN TS S TH2RW,
<HMENIZIUT D sk >
KENZEBWNT, FEREE 28R, BEAEZHEET 2720, 10 fisk T 7 &R (62 #) Zxtfe L
TA~ MU T HZ 1, 20 3, 4, 6, 8mg (4530 B)) OFMMER VL EM A2 " HEMRIEHLEIAIZ LV g
BET LR, BAHEE LComg AEBHARETHL EEZ LN Y,
14) Mathew NT, etal. : Arch Neurol. 1992 ; 49 : 1271-1276.
1) AAND R, BRI L TRR SN TV D AEROHEIZ 1 E 3mg K FHE. 1 H omg ZBR RN &,
Th D,

2) HeBREAER
FEEIR K OBER IR B E 2RI, A~ b 7 X2 3mg RO A RME « etz 77 v RIS 2%
e Lz —EHEmEGRERIC L 0 B L,
ZORER, FERAEELIGRE LR T, BRSGEEIZBWT TR &HE S TER OFIE X,
A~ N TH BT T8.9% (15/1961) TH Y . 77 v REE38.9% (7/18 Hi) (2 bt LA EAHEIL TV 7= (p=0.020,
Fisher's Exact Test), #HEZL R IZA~ N U 7 X BT 85.0% (1720 B1) . 77 EHREET 88.9% (16/18 f)
DIERIT TR L) SHEShi?,
Fo, BHRIREEZ R L LERBR T, BURGEEICRBNT [HR)) LHESNIIEFORGIL, A
~ MU BT 73.3% (1115 6) TH Y 77 B AEE 31.3% (5/16 fi) (2 LA EIZEAL Tz (p=0.032,
Fisher's Exact Test), #iEZ2EITA~ Y 7 X BT 100% (15/15 1) . 77 2 HREET 80.0% (12/15 1)
OIERIT TR L) SHE S 19,
9) WHILZITH : FEIRESE. 2000 ; 16 : 283-300.
10) SRHSLEITH ¢ BRRESK. 2000 ; 16 : 301-323.

3) #eMHER
ENTIE MM S 70TV,

4) HE - RERIGER
M E R L

2= MY TR (T AN 1F, 202343 AICIRGEEZ K T LTV,
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(6) AEMER

1) ERABERE - FEERARKERE FHIHRE) - HERFGTREBRER (TREREBRKRER)
AR BT D LR OFENEIU TO LB THD 1Y,
VAR S 72 2,150 Blod 5 B 22 VEMAT e S EF] 2,133 BIORIWERFEHRIL, 7.0% (150/2,133 ) Td -
Too FTo. ARWEMNTRISGUER] 2,113 B0 5 B, JHAH Y ERNBEREZRASICEHE L, TH%)) &
WrsauieElE (LT, TAZER) L)) 13X 93.4% (1,974/2,113 fil) ThH Y . LEHEBNOFEDNFEIZT, A
9A9 93.6% (1,792/1,915 i) . #EFEHNE 91.9% (182/198 i) T~ 7=,

15) TTEZEFITD - W 1B, 2006 ; 94 : 2149-2168.

2) RBZHLE LTERTEOARRIEERL -HBROME
B R AN



VI. EMEEICEHYSHEE

1. FEZNICEEHIILEMITILEDEH
WL PE %7

2. EHER
(1) ¥EREL - FERBF
JERTE ., BERSEEYR S O M A PEEEE O R B I3 S 0 ISR ST ey BREE NS O A D3 EE I PR
THZENERNO—DOTHDLEEZLNTND, MLEOBEDILEEZSI SR ITHEL LT, TEFIL
I BARY IV, TTUF=, CGRP, ¥ T AL A PHEDKFETTF KRBT LN DHM, B, 5-HT
(B L T, HEERZSIERIC /MR O S-HT IREME T LT 5 Z &0 SR B IERIC 5-HT ORETHEY
T& % 5-HIAA (5-hydroxyindolacetic acid : 5-& R 3-3 A > R—/LEEER) NRPICHIINT 2L, LAY
VEHIZE D i S-HT BENED T 5 & FERBIENEZ 5 2 &, 5S-HT OFFIRNEE G512 & 0 BIENUE
ENDZ ERENL, HEERBECEEREDY 22 ABE2 6T, LL, S-HT BEIX, £
SOEERBERZHIEEZI720, 1HEEE L U@ 20,
SHTxﬁWi U R T ¢ TR AN E S L VW 5-HT,, 5-HTa, 5-HT:;SDH 7 % A
DEHENTWDA, 5-HT ZFIRITE 512, 5-HTia. 5-HTis, S-HTp FICHHEIN TS, ZhbD )
%\&m@\ﬂﬂm§§¢@\t%%43@%&@%%@%%%&%<ﬁﬁbfﬁw\ﬁﬁ%k@%%ﬁ
EZHNTNW5,
SHLEEWW@ﬁf%éxvb)f&ynﬂ7@WiSHnﬁ*¢ FEIZ 5-HTip LY 5-HTip Z BIRIZ %
U CBRIRMZA U, 0SS5 ORKII A SR U CIEER 2773, BRIR B VEREIZ 1208 B IS PR U 72 9
WA DIME ZIAESEH Z &I2 kY )#»/EJ“%E&%?“%; LEZHND W00 F e S AR D &
N5 CGRP A, = XA KE FOMERPICRIEEZRZZ L, AR FERORKNO 2> Tnd &
IMLBH D, A MU T X any@BEIE, XA DO CGRP 72 EEEMEAT T Ko gk & i LT
A% 5 P OO JOE 28 U, HER OFEMRIC H S L COW A ATREME b R & T D 20

(2) ENEZEMITEHBAE

1) 5-HTy BEKICx 9 58 IR M

a) BEIBARIIHT LHHMME (/n vitro)
7w b, UVORMMRMIEEE AT, YA RS T 4 v T T vlA T, SEZRERICHT DA~
MU & any R OB A R T,
F7-. B FD 5-HTip. S-HTis Z BRI T 28 FEIC >V T HREF LT,
ZOREFR, A~ M) T E2any i, 5-HTis. 5-HTip ZAMRITKR L TRIRIZE W BIFIMEZ R~ L
5-HTia ZARITKE LT H 5-HTip ZHEDOKI 1/5 OBIFMELZ R LTz, LrL, 5-HT,, 5-HT: &AM O
SERRIITIFE AL B EZ RS o te, F, Ve Rrx a3 X I 03, 5-HTip &I LT,
A= b TR ang g L FREOBRMME AR L2, tho 5S-HT ZBERSLT KLU UZFIK, R3
RURBEEIK L CHBAMEE R L, BREITRO Do (RESR) 2,



VI. EHEE(CEY HIER

A Y TR oaANyBIEOEEIBRICHT SR

ST — K (M) :
bt Rpx)ad% 3 A N T H

o b= /IR

5-HTia 1.2+0.2 100420
5-HTc 39+10 >10,000
5-HTp 1943 1743
5-HT, 78420 >10,000
5-HT; >10,000 >10,000
7 R U R R

o 6.6+0.9 >10,000
02 3.4+0.5 >10,000
B 96030 >10,000
[NARIVEZ 2N

ARV 700100 >10,000
K22 98+10 >10,000
Z DAt

LRI R >10,000 >10,000
R PT B UZRE >10,000 >10,000

mean+S.E. n=3~5

SREIET v N ROND > O R HAE I S FREL L 72,

A~ U T H DT — XX Peroutka McCarthy (1989) XV 51,

Kifl : AR E OBRMEERTIEET, E2A/NI VI EBFIMER W,

ALY TEoaNIBIEDOE b 5-HT 2RAEY T2 4 TITxtd 28

. R . A< MU H L any B 5-HT
5-HT) B 7 X2 A4 7 . .
pKi pKi
1D (IDa) ™ 7.9+0.1 8.1+0.04
1B (1DB) ™ 7.940.1 8.6+0.1

mean£tS.E. n=3

%) 5-HTipe &Y 5-HTipp ZHMEILZNEH 5-HTip, S-HTis Z A E L Lz,
Saxena PR, etal. : Trends Pharmacol Sci. 1998 ; 19 : 311-316.
pKi : Ki fEDA%4k, ENAKEVIEEBMMERFE,

b) 4 XARKTEFRAR (O-HT\ REWEK) 1K B4R (in vitro) ®

i) Filig 4 A
A X OFHIREFIIEAIZ, 5-HT, ZEMRIEHE 7 Z oV v (1uM) OFEF, A~ KU 7 & 2 an
7 Wt (10nM~10uM) & % WM 5-HT (10nM~100uM) & BFEHCHIN L T, & RMEENZE L & 7idk
L7,
ZOREFR, A~ MY X any RO 5-HT 3R EARA TR EREEA 2 Ui S, £ 24110 ECso
fEI% 312nM, 78.2nM Th - 7=,



VI. EMEEICET SHEE

(%)

1507 o :5HT

@ AR MYTE

Iz 100 A
i
.!i«‘

50 1

mean = S.E.

8 7 6 5 (—log(M))

e

4 XFFHREFHIRICHT SR MY T2 anyBIEDOER

i) RIEZEREREOZE D
A XOFHAREFIIEARIZ A~ N Y 7 X a7 i@ (10nM~10mM) 2 2RISR Ui BE VR dh#k
EHENTZ OB FEARZ P USRS REFEHEEZ RN, BOA~ N 72 a7 i (10nM~10mM)
DY FEVEF bR 2 Hi 72,
ZOFER, A~ M) T X2 any BIEIC LD IRERFENZ2IGHE L, 5-HT BRETEDO A FFT v
2RO RTINSl S N2, S-HT B IRE D 7 &2 v ) v S-HT: S BRSSO A4 2 v
Thry A2 CRBFEEFEEOT bre . T LT v o RBEREEREO 7 = P T I0 b
AL I Hi B RETNEOA T I v MZARENEO T =F P ko TRIF L A EREI LR
Mmool

2) fHmECx3 54%EH

a) 4 XFEEKNESARIZ T S4ER (/n vitro)
A IFHMEBIREARIC A~ Y 77X a7 @i (InM~10uM) %2 BREICRIN LIEDZELZ2RE L
7oo Flo, FEETEHEOEEBIZOWT LR LT,
ZORER, A~ NV T H v ang FEEIEA AR 'O 2 REKTR (IpM~100puM) (ZIUHE S &
72 F72. 5-HTipnp ZRMKROBIRMFEIII TH D GR55562, Z N L 0 EIRMEDS D 5-HT AR FEHIHK
AFATEL 10 T Aw MY T Hrany RO R BERBRIIA T ~BE L7223, 5-HT, ZEEEH
Wora o) v IagM I ITEEBEZ B2 o729, LizRNo T, A~ b 7 H 2 a7 [t ok E BRI E
TERNZ. 5-HT, 24K, $512 5-HTi & S-HTip 2B EZNTH1EHE B2 65N,

(%)
120
100 A
IT 80 O ! 5HT
% 60- @A) Ty v
40 1
20 1 mean =SE.
0 n=3~5

9 8 7 6 5 (—log(M)
o
A XFEEREEIRIZT AZRT MY TA2 o anyBIEDER
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(%) GR55562
140 7
120 4
100 1 N [ 5
L %0 | A 2 GR55562 10~ ™M
P O : GR55562 3% 10° ™M
60 - O : GR55562 107°M
r%:!_
40
20 mean £ SE.
n=4
0 -
8 7 6 5 4 (—log(M))

AT R T Y iR
A XFEHBEEBARDO R T ~) TR AN EBEIBIC K SIS T 5 5-HT HFHIREDER

(%) AFFFEY (01puM) (%) ¥ )y 1uM)

120 120 7
I 80+ 80 1 ® AT
L O L HFAET
&40 40 mean*SE.
Student’ s t test or Welch test
* I p<0.05
0- 0- =3~5  #% 1 p<00] vs AF AT Y VI T

n
6 5 4 (—log(M)) 9 8 7 6 5 4 (—log(M)
AR M) TH PR

A XFHBEBARD R < ~ ) T2 NI BIBIC K SIS 5 5-HT #FHIREDER

9 8 7

b) 4 XEENRE U KBRENNRIELIZARIZHT B4R (in vitro)
A XA HEBIIR K OOKBREIREEA I 2~ R U &2 v a s gl (10nM~100puM) & BREICIRINL ., 9
TEERE LT,
ZORER, S-HT 134 XA HHEBIR & ORERENIR 2 8 BEARAF RIS S 7ehy, A~ U T X anyig

WX 100uM £ Tl E A EERHEZ RS o7z,

e
i

PN

.«ﬂ*““j

(%) R (%)
120 1 140
100 - 120 4

%0 100 -
80 1
60 1
60 1
40 1 40 -
20 A 20
0- 0-
7 6 5 4{-logM)) 8

ikt

3

T T T

7 6 5

1 (-

© I 5-HT
@A )T H

mean £S.E.
n=4

log (M))

A XFEHBEEIR, KEEEBARICHT 5T b T2 oanyBIEDQER
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c) B MEHKEERRIZT SR (/in vitro) 17

bt MEHIMEBIIRIEAIC A~ N Y 7% a7 B (10nM~100uM) % BFRERICTHRIN L, B2k % M
E LTz, Fo, FHEEEHFEOEEBIZ OV THRE LT,
ZOFER, A~ N U T X any BREITRERTR (IpM~100uM) 72IUHEEM 27~ L, pDy ™ fliX 6.45
Thol-, F1-. 5-HTI ZHEEFEHIEA F 47 £ InM KO 100nM 13 &5 dh#i 2 4 7 ~ B8 <& 7-
23, 5-HT, ZARMHIEE 7 2 2 Y > 100nM Tl S s, A~ MU 7 X o anZ B X 5 Z oI
MaldA X OEE LRI S-HT B AT 21EH & B 2 bivT,

) pD2 @ SARUHEIZ X L 50%UUHE1E A & B AE 9 1FBh IR B O At #

(%)
100 ~
A AR MNT T
I ® [ 5.HT
#i 50
i
K
mean £ SE.
n=4
0 -

109 8 76 5 4 (—log(M)
itk i3
E MMEENESRICHT AR M) T2 oansBEEOER

(%) AFFTEY (%) 7% 1) ¥ (01luM)
100 7 100 T
@ JEfFAET
I A InM X * RN
v: e D AEAE
— 100nM ra— o L AFET
= mean =SE. s mean=SE.
n=3~6 n=3~6
Dunnett’s test Student’ s t test or
0 - * 1 p<005vs A F AT CIAAET 0- Welch test
———— ** 1 p<00l vs AF T VI T
8 76 5 4 (—log(M)) 8 6 4 (—log(M))
A WU TE s AR B TY VRENE

EMMEERESRORT M) T2 oanoBIEIZE 2UHEIZH T 5 5-HT i ED/ER

d) b MEHPEESAR. BISEBIAR R O KKEARERIZH T 24ER (in vitro) ¥
b~ OfEH P EEEEIR, MIEEEAR, KIMEIIREEARICRFEIC A~ Y 7 & a7 iR (10nM~30uM)
WM UBRNEALZ2HE LT,
ZOFEFR, A~ N 7 E T BEEITA R EMENIRIC T LT, IRBEKAR (IpM~100uM) 72 U0HE/EH
Zor L7e3 AR & (10nM~100nM) TIXHRREIEENIR MO 2 FEAR & i U C R W RE RIS E 7R LTz,
£/, PEEEEIR, RIEEENIR L OCKRIMEIARD pD, P i, THENHK 6.5, 59, 62 TH-o7-,
) pDa : e RUUHEIZ 3 L S0%IUHEVE A 2 KA 3 1EBh SRR HE D At B



VI. EHREICEYSHER

(%)
100 -
80 1 ©® I REEER n=18
I 7 O DKEER  n=10
60 7 B  n=13
i .
£ 40 7 mean = S.E.

Kruskal-Wallis test follwed
by the Mann-Whitney U-test
(* 1 p<0.05, vs KIMEYIR K OB ETEIIR)

20 1

0 T )
8 7 6 5 (—log(M))
AR M) T Y LURIE

E FELPEESR. AIESRE CARBARICHET 2R ) T2 oanNIBIEDER

e) b MEBEERNEARIZNT BER (/in vitro) ¥
t ORGSR O EENREIRIC T =2 — LV EFAL, XEBRE —EMHTER LT, AT
Zrany g (1IpM~10nM) ZIERIETPICRBEOICEE L, 20 L E0EREOENEZME L, &
7o, S-HT Z R BT OEBIZ OV T LR LT,
ZOREFR, A~ MY I H o anyEEE, fEHEE R ORI L CREERFR (IpM~100puM) (2D
% bR &, £72, 20 EFERIL, S-HT SR EIEETIEE A F47 2 (100nM) 12 & 0 #iiil S 4z,
ZOZENL, A M) T E o any B 5-HT RO RIS L0 RN EIRE IUE S5 &8 %
b,

f) b FEHRESERIZNT BER (/in vitro)
b~ ORHFEBIIREAIC 2~ R U 7% a7 iRl (10nM~30uM) % BRI L. A2 ARIE L=,
ZORER, A~ NY T X v any FEEITRERGT) (1pM~100uM) 72IUHEVEH 278 LT3, & ORI
I, TXA B TH D U-46619 @ 0.1uM T 5 40 2 WA TR L TR 10% - Th » 72,

(%)

—

(=

[=]
I

o]
(=)
1

®  5-HT
ATARM)TE Y

[ox]

(=]
I

1

{

[S%]
[=)
1

meantSE.
n=11

WA TG o~ o e
=
S

<
L

4 (—log(M))

oo
<1
o7}
W

e )

ErEHESRICHTSRAT ) TE2UDER

3) HREEMONERKRICXT H1ERA
a) BB XIZHIT B
i) FFEARE RIEMERICNT A (BTG ©
R L 7oA X OB, KEREHR, R EARICERAMGE Y 7 — 7 23535 U Cififi &2 0@ L, FME & i
Fein DM A B Lz, A~ b 7 &y any BT REEIC (10~1000pgkg) & TS L7z,
ZORER, A~ N T H v any BEEIE, FRMEICEEET S 2 L e < HEIRINE T2 ST
(CEIIN & 72, DA LT, 300 K& TN 1000ug/kg THI 10 [B1/5y D8R E 723800 % 7~ LT,



VI. EMEEICET SHEE

(%)
200 7
i ® : FEHRk
;lh[ 100 1 O o KBS R
% w  EER
=2
£t o- W%é::ﬁ
mean £SE.
—100 T T T T T

10 30 100 300 1000 (ug'kg)
S R R AV XN iy
AT R T2 DB XERBMERKRICHT R (BRTRE)

i) FEMERICXT 2R (FFRAKRE) ©
BRI U 7o A X O ZHEIR, KEVIR, @R, RIRENIR, EAGRIEEIIR, BEIR, HEB BRI BRI~ = —
T EREE L CMEEAE L, EInE i E LY mEER AR L, A~ N T X ang BRI
IXRBEMIC (0.1~1000pg/kg) FRRN5- L7z,
ZTORER, A~ MY T H v a T BEET, HEEIRINLE A B ERITIC N S 728, KB, jeE)
Ak, LRGSR OB BRI (26 L CRZ E A EERZ RS20, RLTHDLTM RO Tho
77

(%)

200 7

—e— . FEIR
L 100 4 o BATRBIR
it —— 1 EEIR
B —=— 1 KBBIR
£ o= R R R
£ oo o : B

—— . HER bR

mean=S.E.

_100 T T T T T T T T T

01 03 1 3 10 30 100 300 1,000 (ug/'kg)
A MY Ty SR
A MY TR ANy BIEORKE A XEBMERICHT 5ER (FBFRAKZS) P

i) BEENEOEA (BIkNESE) ©

BRI U724 X OHBIIRICERAMGE 7 v — 7 2355 U Cijii &2 0@ U, M & PmE XY, mE
BN L, SEEFEELHIRNE S, 30 %ICA~ N 77X rany Bz RN (0.3~
1000pg/kg) EARMNEL G- LT, FEEMRME RS EAEH 2 B Lz,

ZORER, 5-HT B RAEPIEA T AT € Imgkg ZRIEEGT 5L, A~ N T X2 any BRIEOHEE)
AR A2 BRET B SAETINE S 407223, S-HT BT 2 v ) o S-HT ARSI A v 2 ok
Ferd% Imgkg TIRIZE A ERERBO LN hoTz, TNHDOZENDL, A~ M) T X any
et O ZEENIR MLEHKPT_ EFIEfNIE, S-HT B2 T A1EH E B2 bz,



VI. EHREICEYSHER

(%)
300 T
—o— I N
L 200 & I XFF 7YY (Img/kg)
P —— ¥ k) v (Img/kg)
T —— [ Fr¥FrEebary (Img/kg)
bt 100 1 1 o 1 7x¥ 173 (Img/ke)
% ok
1t
= * i mean =SE.
01 Student’s t or Welch test
(* 1 p<005 vs X, ** 1 p<0.01 vs K i)
_100 T T T T T T T T

03 1 3 10 30 100 300 1,000 (ug/kg)
2w M) Ty R

AR MY TR AN BIEORE A X BHBIRIGE IS T 5B ERREDER

b) HEr+IDMEKRICHT HEH (FRAEKRS) ©
[F7E]
a) 1) HOMEEA X2 H W38 LA U AT, Er L7 2 2 OEEINR, KEREIIR, BFEMIRO I Pt
WX B ERIC DWW TRRET L=,
ZORER., A~ N T H v any BEITHEERFOICEBILE RS LR 7o, KSR T
t. 100pg/kg £ TlE EFIERZ/R L2, BEIIRIOAE U L CURIEE A ETERZ RS o T2,

(%)

200 A

—e—  FEIIR
—— o ORBRENR

il 1007 = R

#5

i

E

it

0]
mean*SE.

— 100 T T T T T T T T T

01 03 1 3 10 30 100 300 1000 (ug'kg)
A M) T ARG
MERIOMEERICHTI2ATR) T2 oanyBIEDER

4) =X#RIZHT B

a) Sy F=XEMBRKICEYKE S CGRP 129 H/ER (BERNKZS) 2
R L 72T » M2 W T, = R OB SIS X 0 BRI R~ & D CGRP Bk 45 A~
NU T E v ang B OER ERE LT,
ZOFER, ZXARREOBLEANLIC LV & D CGRP B, A~ FU 7% v a7 gl (300pg/kg,
ip) ICX VAR SN (p<0.01~p<0.05, Student’st test),
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(pmol/L)
15 7 —0— A n=3
—®— A PMITE Y n=4

12
c mean +SE.
G 94 Student's t test
R * p<0.05 vs X
E 6 ** 1 p<0.01 vs 3
H,

3 -

0 ——— i T T T T T 1

N
J v F=XMERBICE YKE Eh S CGRP EITxd SR

b) £ FREEREEHOMF=—1—ARTF FOEIL
<HE NI D RkiE >
BT AR, BE OANEFIRIL T O = 2 —a X7 F NEOELEHE Lz, CGRP (T LF L=y, 7
A% A P, VIP (vasoactive intestinal polypeptide : ILEF/EBEIMERGE <7 F R) A= a—aXT7F RY
FE A EBIL LD o 72, (Goadsby PJ, et al. : Ann Neurol. 1990 ; 28 : 183-187.) 7=, F 5aJHIE/ERF
IZ EH- L7 CGRP 1%, A~ hU 7 X ? 3mg Xk 6mg P O FHREICLVIH NS Z & b@iEshTn
A 21)O

TE) AFNO R B, BERERIOS L TRRB S TW D HEL O EIT 18] 3mg 25 F&E-. 1 A émg 2B 27002
L. T,

(3) YEFRFIFRER] - HiErER
MU ER e L



VI. EMEREICET SHEE

1. mAPREOHS - MEE
(1) AR BN MR
MR L

(2) &= M iRER ERRE
[ (3) BRRFER CHERR SR ] DIHEMR

(3) ERFRRER CHER I NIMmFARE
1) EEEkE
BRI 6 BN 3, 6 ™ KM 9mg ™ Z MR TG L7zReoliEh 2~ bV 7% U REOHBIT T T
DEBY THD, A~ P T 20T WTFhORLEERIZEBWT SR FRERK 12 55 M Chom Mg iR E
([CEEL, R (BAR) A9 15 BRI TIHA Lc, £, EmMmIEPIRE (Cno) K OMMSE PR — Ke ] i
T (AUCow) (FHEEAFRICHIML, A~ b 7% o EiBICHRIEHENRD b iz,

(ng/mL)
1000

o—e . 3mg

+—a . 6mg™®

—u ;| 9mg'®

100

I Y

10

[ AT

0 2 4 6 8 10 1‘2 (hr)
[
BERANCHTIERETHRSBOMPFEHORT M) T4 VREQHKR
(mean=+S.D. . n=6/F. {HL 9Img™® DH n=4)

BRI H 1T 5 RER FESHOENMIE/ S A—5

B5R FBRAK i (g e (ng-hrim)
3mg 6 151 0.21+0.05 44.0+17.5 1.46+0.30 46.3+12.2
6mg 6 1 0.20+0.04 95.5+20.3 1.76+0.57 102.1+22.6
9mg 4 151 0.22+0.04 122.8+ 8.6 2.02+0.74 162.1+33.0
(mean=S.D.)

) ARAN O Fr 8, BT ISR L CORR SN T A AEL O & 1 Bl 3mg 2% TE5-.1 B émg 227802 &
Th b,



VI. EVEBEICEY HEE

2) REHRE
TERERR A B E 6 iz, 6mg ™ % 1 H 1[8], 3 HRERKIER FT#5 Li-mofmiEh 2~ K 72 L REOH
ETRRDEREY TH D,
b 2~ B 72 U EEIL, WTNOBRERICBWTHRBEO#BEZRL, #E5E 1A LEEE3H
HOWTNOEYEIE T A —Z ICBWTHEB LZENRD b, S50, A IEE% 24 FFRLL
PITIEIMHF 2 HIFIEHR L THWD Z b, A~ N 77X U ERROKER G X DR A< R ) 74
YOEMMER R BYERBIIKERGICE o TEL L2 EB X b,

(ng/mL)
1000

100 *
il 1

R
it

e

10

1 T T T T T T T
0 12 24 36 48 60

o
BERANSTHIRERTERSHOMBHREDHERE (mean=S.D. | n=6)

72 (hr)

BEBACETORERTEREROEYBE/NZ A—4

3)

BSR B3R P (g b (g horm)
6mg ™ FH1HH 0.19+0.05 100.5+25.8 1.65+0.11 104.4+18.0
;E%E %3 HH 0.23+0.05 90.5+19.7 2.12+0.65 101.7+19.8

(mean+S.D.)

TE) AFN D Frgie  BERE IR o6 L TRR SN TV D E R O &IT 1 B 3mg 2 TG 1 A emg 227202 &
TH 5,

EYERIF R ER

[FIRI 3 570 5 BAF| DB O 7= D DA FIRIEMREBR T A KT A > (FEIEFHE 783 Sk 13 445 A
31 B ) 2w, A~ U7 (LIF, T 78AD) EARA (LU, v MAD OEMSF 6 S5
PR A S L 7=,

R N B, 7 VIR T v MR E VN C A~ b U S H 2 3mg & HE| R T HG L 72 B I
WA R X REIZTRO LB Tholz, EMFMREMEED/RT A —H ThH D Cra LN AUCos
DMEEED LD 90%EFX L, WT b AWM TFRIFESEMEDOIERETH 5 0.80~1.25 OHEIPH A= L7
ZEmn, MEANIAEMFNICFASETH D Ll S,



(ng/mL)

H
i 4
e

VI. EYVBEICEY HEE

—O— 7 A IEH (n=24)
—o— ¥ v FEH (n=24)

0 1 2 3 5 6 7 8 (hr)
(5]
Cmax AUC0-8 Tmax t1/2
Up:e| =

HAl B R (ng/mL) (ng-hr/mL) (hr) (hr)
T 7 A 3mg 56.93+11.64 52.24+5.58 0.2340.06 1.78+0.27
x> b 3mg 64.72+12.96 52.76+5.41 0.18+0.04 1.71£0.26

(mean+S.D.. n=24)
Cmax AUC()_g
BPEREO (v NK T 7V HLAl 1.138 1.010
L S D H 0D 90% 12 18 X ] 1.052-1.231 0.985-1.036
(4) thiEsE
MM E R L

(5) BE - ftREOEET D
<A E NI T B i >
EFE)TIVEFUHA—BABRER (E7aXIR) 2PORAO8ETHZLICL0, KAl AUC 1359 1.8
FEHEIN L YHI AR 1.4 A5 e R LT,
B EWTHE (7T s a—L) | CatHik (ZAF VDY) HHWET L a—LEDOPHEGICHENT,
AANOIEYENREIEAITZRD Do Tz,

(6) BER (KE2L—3>) BIIC&YHELEENENSEEHER
AR L

2. EVERERB/NFA—4
(1) #8753
AR L

(2) RAREE LR
AR L

@) NAFTFTRLZEY T4

<HMEAIZEBT B akiE >
fEEERR N 18 I, 3mg & HilHI 7 TG LTZBE DA AT R Z ) 7 41, I 96% (68-134%) T o712,



VI. EVEBEICEY HEE

(4) HEEEELY
KR L

B VU7 UR
<HE NI T B kAT >
B VT T A0 fEERABME 9 #lC, 3mg ZHREIE TEE LEZHO2E 7 U T T A XY
1197.0mL/min. CH > 7=,
By UTTAY EER AR 18 S, 3mg ZHEEIE FES LEEOB S U T T 0 AT
264mL/min. TH > 7=,

(6) HMBEY
<HEANITET D RlfE >
BERERR A BME 9 BN, 3mg Z HR[AI S T # G- LIC e D0 AAERIE, V) 17750 Th o7,

() MBPEQHEEE
invitro \IZBT 5 MIEEAIZKT5EERIIN 4% TH -7,

3. RN
WSR2 T2, BRI ST A—%  3) " ATXAFZEVT 1) OESMH
<BESBIFER (v k)
F v M [MC] A= R Y T H v any giEE 0.5me/kg HIA R TG LTz & & 0% 54 24 Befiic k15 5 HF
kR 13~14% ThH - 7=,
Z v MZ [“C] A= MU FX v anyiEi%y 0.5mgkg HIEIK TG Lz & 2 IZREUL 72 8H 2 5o jeE A
IR T v PO+ THBNICIEA L E Z A, FEALZMET O 29% BN S 7,

4. 9
(1) Mm% — A FY @@
F A CEIE L2 3Y
<SE>HBASHRE (S k) @2
Z v M [UC] A<= NU T X a7 0.5mg/kg HBEIE MG Lz & & M BUNEERE IS 32 i
HREIRELE DN NS N 2D I~ OBITHER RV 2 E 0 RIB STz,

(2) Mmik—RREEREMEBE M

t kO A AN invitro DFEBRT, 4 BRI ORI 15% 23 G BN BIT L= 3

<BES>HRE~OBITHE (Sy k) ¥

D) EiE 12 HA T v M2 [MC] A~ b 7 X v any gz 0.5mg/kg Bl F#&45 Lz, M. Bk I
W& BTG | RFEIZ I e R B 2 s U IR R oD O RE IR 8 VRS 4% Hh 5 RE R FE 83.8ng/mL @ 1.9
fEChotz,
FAR B OIEIR TOWREEITIRL . BHRIIMIER BESREIR EE D Z AL EI 17 K 28% T -7z, LUK
FHREIT R MAE & TIT AT L CTIHR L, 514 48 RER Tl K OB I E N E N DO SR E D 2% LA
TTHoTH, FARITBHBRFRUT TH -7,
¥, BIRY Y OSAMARITNTHORFIZEBW T HEGED 0.001 %A Th - 72,



VI. EYVBEICEY HEE

2) HIR 18 HH T v M2 [MC] A~ b F X a it % 0.5mg/kg IR EZ F#E Lz, B, K B
W2 K OME OB TS W T H G | RFZ ISR &IRE 2R U, 68T O G GERR 1T RHA
MAEF IR EE 114.3ng/mL @ 1.3 f5C, e, Ma oo, Bk, i, Ol O REA i gE
D 17~34% N7 Bz,

FEVEDRM Je OEAK TORBEIIE LS . BHAMEEDOZE 7 K 8% Th 7=,

Be5-1% 48 W] CIXFE AR L OO TENZEN DR EIRED 13 O 11 % %27 L7en, B, hiiey
K OWE R OO TIXZENTNORERED 7% L FTh-o T,

ek, BBIEYN Y OGARIXTOTHORRIZEB N THEGED 0.021% L FTHh-o 7=,

(3) i~
<HME NI B Rk >
5 Bloisc, 6mg P ZHERG L 2 A, WIFFIREZRSED 024% Thot, Tk, (RE#
B2 EHR~OBITRIZ, BBORGED35% ThHo7,
VE) AHIO Fr SR, BERTEIR IS L CORRR STV B ER ORI 1 18] 3mg 2 % TH5. 1 A emg 2B AR\ 2 &,
Th o,

(4) BERA~OWITH
UL L

(5) ZDthDMBA~DFBITHE
<BE>TOMOMBA~DOBITHE (Sv k) 2
Z v M2 [MC] A~ hU 7 Hany i@ %d 0.5mgkeg HRIE TG Lz 2 A, KD OMAECIIk T#
5% 1 RIS RemiRE AR L, LIRS ITER L, Beh0% 168 RERRIICIZIZ & A & DR D> & B RE I
KL, FEEDIEaR~DEEITRD b2 o7z,

5. R

(1) HRBHEML R U SRR
TR A B 6 BllcA~ b U 7 & K 6mg 2 1 B 18], 3 BREIER FEEG LZRFOREE 1 B A
BT, Coax & A RV T H U >A 0 R—=VERBIE> A R—VEFRRIED 7V 7 v RIS RONAIC
AUCoold. A~ MU F R =A v R—VHERIE > A v R— VBRI D 7V 7 v U R SR DIEIC B Vil &
RUTz, £, #5554 24 R & CORTPEMSE (G EIZHT 5%) 13, A~ U 77 2 RELIRR 28%.
A v R VHEBARK) 37%., A R— BRI 7V 7 v CBEEEK 1% Th o7,

H
/N\

AR M) TH s [ CHs
HC—N—S—CH: ~ X~ ~ CH:—CH:—N/
é') CH:
\J
H
N
1 v F— I VEEREfK H O | |
HC—N—S—CH: . CH:—COOH
I
o
Y
H
o NG OH
1 v F—IVEEEE A D HO | | | H’v \OH
72 u v Eiaatk HC—N—S—CH: CH:—Co0—{  HO)
: o
COOH

ERZEFDZRAT M) T2 UO#TERBZE



VI. EVEBEICEY HEE

PlEXY, A= U X any@BEore MBI 5 EEMARHRREIL., BT 2 2 ick b4 2 F—

IVERBR IR DL & FICHIK DTNV 7 a Ui ETh D 2 &N RB I,

1) AFNO FE, FEREEMICR L CARB SN T HEROHEIL 1B 3mg 2% T#H 5. 1 A bmg #2722 &,
Tb b,

(2) KR#EH-EEET HEE (CYPAS0 %) DHFIED
AENX, BB/ TIVAFIA—FAICLIOIRBENAEEZ BN S,

@) VEEENROFRERVZOEE
Y LR

4) KEMOFEEOEERULLE
invitro \ZRBWT, A< M) X OFERMYTH DA > F—/VEEEEIRIX, 5-HT). S-HT, ZAFKICKH LT
EMEZ R &7 30

(5) FEERHHYMOEERI/S A4
Pz L

6. et
(1) BEMERAL B R RR
Eeiiel s

<ESES>HHER (Tv b, 41X)

Z v MZ [UC] A~ NU FHranyiEiEs 0.5mgkg BRI TG Lz & X KO X2 0.1mg/kg BRI
THEEG L EOHEMCOWTHRELIZE Z A, 7y RO X & HPRINTEESTH D | Beb-1% 24 FEH
FTIZREBI O FSREPEtt Sz, 7 > b TIER 5% 168 K £ TORFIZ 67.3~72.2%, #EFIZ 18.8
~22 8% A HEIE S AL, FEAUTPHEIEERIT 0.1% LA T Th o7, & SICRERIRERIT 1% U T Tho7T2, A XIT
BOTIEE G4 168 FEH E TOIRFITIX 82.4~83.5%, #EHITIL 6.2~6.5% Pkl S 7=, 7pis, WBhiyHk
2B 5 EPRHIEREIZIR Th o T2,

(2) iR 20
R A B 6 LA~ MU 7 X SR 3mg 2 HEIE TS L2 A~ N 77X U RE(WE R A
R— VEERIR DO 5% 24 i £ CO RFBERPPERIT, T ENEEEDK 27.0% KN 42.7% TH o7,
(3) HEMERRE

[ () PHik=) OHZM

1. FSVRR—2—IZEHT 1R
B R L

8. BFICKIBREE
R L



. ££% (ERALOZEESH) ICEI A

. BEENBLTDOER
FIE STV

. ERRELEZDER

2. B2 (ROBEBICIFEBE LGNNI L)
2.1 RENDO Ak UIBBUE OBEERE D & 25 BE

(RRRR)
S AT KT 5 — R I & LCRIE LT, AAIORSY (A~ 1Y 74 3Bl 1k LT
BEUEOBEED & 5 & THAR ORI L0 | B EEABRIERS RIS 5 BTNBb 5.

2. BB (ROBFHIZIFBELLGWNI E)
2.2 DISHEOBAREO S 5 HBE . EIMVEEBYXITZORER - JkEDOH 5 BE . BAGE  GeEB) ikt
i) DD BE UREIR, PeldE, DR & B g 2R M DRBBHERS H 5 b D Z L2 5]

(&)
O ZEDREEIED & 5 B3, BILMOR BT ZE OIEIR - IKBED & 5 EE . BAROIE D & 2 B A A
AP LT R, O, e i AN B L 72 Bl ST g 7

2. BB (ROBFHIZIFEBELLGWNI E)
2.3 I FEEC—IBEMEMIEBIECBEFEDOH 2 BE ML EFRESCBIEMELIERIEND Hbb
R D]

(&)
Jid . 78 s o — R ME R L R FEAE D BETE 0 & 2 BF T, AFO M IGEERIC &0 | M EFEENH & o
NDAREMDR & D Z EMMBRIE LT,

2. B (ROBEICIFFEELIZWNI L)
2.4 RIHMEREELZ AT L2888 DERZE LS E L WREENEZ6ND]

(fFER)

KEOMEREIZL > THALNDLHEE LT, Bt RER, VA 2 —8Bl4: Buerger 5. PAZEMEEIARLE
{BIEZR ENEZ BN D0, RIMMKEE D H 5 BE B O TE, AF O MENFEERIC L - T, GEk a2 B L
SHLAEUENREZZLOND Z ENLRE LT,

2. B2 (ROFBFIZIFBELGWNIE)
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wnegnm | 1 (005%) | 1 (0.04%) BT |0 1 (0.05%) | 1 (0.04%)
MJER T 0 2 (0.09%) | 2 (0.09%) BrO
MAEER |2 (142%) | 6 (028%) |8 (035%) iirﬂﬁ% o 1 Q) | 1 OER)
FEEHREEN | 1 (071%) |0 1 (0.04%) PR SRR | O 1 (0.05%) | 1 (0.04%)
WEABD |1 0.71%) | 0 1 (0.04%) Jili=giae 1 (0.71%) (10 (0.47%) (11 (0.48%)
A | 1 (0.71%) | 0 1 (0.04%) WAL 0 5 (0.23%) | 5 (0.22%)
& I 0 3 (0.14%) | 3 (0.13%)
LA —BE |0 1 (0.05%) | 1 (0.04%)
ETY 1 (0.71%) | 1 (0.05%) |2 (0.09%)
A= NYTE (T UoFVERAD X, 20233 AICIRGEE KT LTV 5,




. Rett FERALOIES) (CHYSER

A7 %y NETFIE3mg :

Jr BB FER TR Jr SRR B

RIE % O FE$H (N=33) (N=33) (N=66)
B\ BB (%) BB BBE| (%)  |BBR (BB (%)
EHEER L5 Rtk E 2 2 6.1 6 4 12.1 8 6 9.1
e 1 1 3.0 2 2 6.1 3 3 4.5
1 ) E 1 1 3.0 1 1 3.0 2 2 3.0
8 A R ke 0 0 0.0 2 2 6.1 2 2 3.0
K 0 0 0.0 1 1 3.0 1 1 1.5
Bl E 1 1 3.0 1 1 3.0 2 2 3.0
CITIN 1 1 3.0 1 1 3.0 2 2 3.0
PRI 1 1 3.0 1 1 3.0 2 2 3.0
fEE AR 1 1 3.0 1 1 3.0 2 2 3.0
IR 35, M ER5 L OViEha R = 0 0 0.0 2 2 6.1 2 2 3.0
BAEEE D K 0 0 0.0 1 1 3.0 1 1 1.5
MHZEAS [ 0 0 0.0 1 1 3.0 1 1 1.5
i 1 1 3.0 0 0 0.0 1 1 1.5
Ul 1 1 3.0 0 0 0.0 1 1 1.5
R IR IR A 0 0 0.0 1 1 3.0 1 1 1.5
fii;ﬁg@g 0 0 0.0 1 1 3.0 1 1 1.5
(A4 27T %y NEFTE 3mg KGRI

OEBEE, AHE. EEERVFMNOAREESIOEERAREE

A~ N T H L (T T V)
A RAETA C. BE ORI, Flb, EABM, A~ YT E L (T VD) 6 RO B EEE

EOHED A, OFHEEA O A K O — Bl G-8R] O £ 1 ORIERREBROBE 21T > 7o R,

IR OME LR THEERRBO bl (TRER) 19,

P

A= N T &y (T VAN 1F, 202338 IZRFEEEKRT LTWD,

BETSANEERARRRKE—&
- LN RRAT ” " o -
2 A ik SR FEHLFIEL (%) x 2 HRE
‘ % 621 22 17 2.7 B

e i 1,512 192 133 8.8 p=0.0000

Jv 8ETRE 1,928 209 145 7.5
il B REFE IR 199 5 5 2.5 p=0.0250

= Dfth, 6 0 0 0.0

. BRREBRICRETEE
BE S LTV e
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14 ERLOEE
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EHE R OAKN > THAEH LW E RP—ED— ) v PNy 7 b RO LY ) PO %
B < 7o b IZReH L7z,

14 ERLOIE
14.2 ZHBEROIEE
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BN H D,
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WS T ORRFBRIZB WO CTEIRNR 512 X 0 DM A A B HE ¥ B35,
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o T, AFNIMAE OB OLRIEZ NS TS0 T, BRTFRTIHTDESICTH L,

T —iRo T, RN S LT2GA12E, MO 0OERPE -S> TWDAH, H250Eb7e< &b 10 R i
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X. JFERERHERICE ¥ SHA

1. FREHER
(1) EHREHER (TVI. EHRBICETHEE] B8)

(2) BlRpyZEIEAER
HL BRI L

(3) REMEIEAER
—REEELER & U CHARARRR R, FEK - TEBRZSR. B HEECR. HIbER, HIBHEICH T A EA & et
L7z, TOREROMNSEE FRITR LS,

AX M) TR AN BREO—REBEA—ER

BRI PR wome | e BB
30mg/kg LL & TR RE D AT
S 3~ 100merke | T IRHE T, GEBIREAEE
- © S8R R 1 B RS
— AR 7 T, RHLES
100mg/kg LA TR JE DAL
p.o. 30~1000mg/kg | #. 300mg/kg THREM: T2,
1000mg/kg Tt
PriRie T H4EH <7(17O)X s.C. 1~10mg/kg | 3mg/kg LA [ THl
e 7w bk N 3mg/kg, 10mg/kg THJ 20%
L) @) s.c. 1~10mg/kg it
= R A X N 3mg/kg DAL CREZEHEN
I W @) s.c. 1~10mg/kg (Fke 15 [B1/4)
- - g | TVEY N 10, 100pM CHE LA /)
i 05 A 77 . ISR A EE (5) invitro | 1, 10, 100uM e IR S
1 H H iéb in vitro 1~100uM 10uM LA_E CULHE
i =5 + Vg)" b in vitro 1~100pM 1uM LA b U 1)
T HHAE b A X I U %”;VF in vitro 1~100uM 100puM CHH]
S P ELE Yk ) 1o 1% Tl
JRPTRRIEI | B R A SO (10) id. 0.01~1% (5% 10 5% C)
id : NG

A< N T H L anIBEOTERBY TH LA > R—IVERKE~ T A, T v MIEIRNE S LT & 2 A,
W 7 DU AR BRE D L LR DR F &2 R LS, TR BITAERERNZR L O TR R o712,

Flo. T b B X EAE Y MZBWT, A v R VERBEIR I, PR R, PR - EER AR R A O
H AR B RS R L CTER 2 RS Ieo T2,

4) ZOhOEBHER
AR L



X. FEERAREAERICEET 21ER

2. SEHER
(1) BEHSSHERR™

HEHESEE (Sv b 4X)
LDso (mg/kg)

EaL7) VA A
BT 1200 1400 >100
® oo >2100 >2100 >500
E AR 30.8 35.4 —

(2) RERSEMHER

1)

2)

3)

4)

Sy b 6EMETRERER

Z v MZ, 1.0, 9.0, 8lmg/kg/H % 6 ML NG Liz, ZORER., FRAEH TR TICRRRENBlIZ S
TP, ZHUTBEGRIEDOBF T HREMEIZ L B2 H D EE 2 B, 81mg/kg/ HEETRRD B L7 B G- H DWiAE
B G ORIEMEZAIL Z ORI TR < Bl & o &l S iz,

F£72. 8lmg/kg/ HHET, BHHMALORIEEE L BT 2 LB 2 L2 MK FIRAEDOZES), AST IEMED
BREOEANRALNTE, SHIZ, aLATr—LVORTFHLEE SN, 2O iTWnTnd 3EMO
RIEIZ L 0 [BITE S 2 W TR L 72,

MEFPEEIL, 9.0mg/kg/ H &HIEr L 7=,

4 X1 1 ABETHREHR

A XIZ 1.6, 3.6, 8.0mgkg/H%Z | » AR THE Lz, TO/RE., EHER CREBIKDOEF T 5 HITMEIC X
HH0OEEZ LD RPIER, AFIOFKHZAERICL Db O L EZ N HE, BN LOHAOHRREA
fb7p EnBlEE Sz, 8.0mg/kg/ HEETIL, — R EERD . BEEEORDNEE SN, BEEEIT
3.6mg/kg/H &Yk L7z,

Zv b 28 AR THRE5HER

7w MZ 1.0, 8.0, 64mg/kg/ H % 28 W F#5 L=, TR, HFHEHTEHRSTH 2 ViR G£ICW
SOMNDIERMPBE I N0, 2 DidWnT i 6 R T#5RER & R G RIR ORI & OARFH
DOIILHERIZE S DO TH -T2,

64mg/kg/ H BECTIIE 5N O RIEHEZL 3B O BT,

INHOEITWT YL 50 HEIOKREIZ X0 [E1EH 5O 3 L7z,

MR IL, 8.0mg/kg/H & HIWF X7,

4 X6 nAMETHEEHER

A XIZ 1.0, 3.5, 2mgkg/B%x 6 » AR THE L7z, TO/RER, FHEHTERETH 50 IEREZIZNS
DIPOIERDBE SN, ZhbixnT s 1 » AR FERGRER & RIS, BESRIEORIEME R OAR
RO ZAERICE S bDOTH -T2,

3.5 e OY 12mg/kg/ H BE TR G-HIH D R FE ORI . &G5O RIEMHZEL DI BIEE STz,
IRHDOZEIE, WY 35 ABOREKIZ X 0 [E1E & D VTR L 7=,

MR, 1.0omg/ke/ B &I Sz,
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2)
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b)

3)

ZRERER U — AR ATERER T 53BR (Segment I) *

7w FZHWT 1.0, 9.0, 60mg/kg/H %, HEIZ DWW Tk, AZELAT 10 38 & OV duiz e < AR T % C.
L DU T ASELT 3 IR I OSTIRA A VL BLARBI) CIEATIR 20 1 B (RORHERR H=4E0R 1 1 ) % C,
S5h - A BB Gl X S04 e1% 22 0 U0 MRER A=ttt | H) £ . 8 FirE L7, 208,
60mg/kg/ F REZ N, 43 HRRIKORNEMEIC IS < —IRREEDOZLVBIE S =y, 2 OEFREIICIT A
< U FH L a TR EOEBIIRD SN o T, £, WIHRICHT B A~ R Y FE L ans iR
L5 ORI T OB S B bR Do T,

LEDZ 0t BB 5 AL 7 RAAE RIS 0.0mglkg/ 1 £ DAEARHE /172 B OISR A
x4 2 RV IE 60mg/kg/ H & #HELR Sz,

IRROBEMHIKR THEHER (Segment )
v MBI+ HEER
Z o Mz, 10, 20, 40. 80mg/ke/H AHHE7 B H 5 18 B H TR Fith L,
ZORER, BEWTIL, A~ M) 7 ¥ a7 B GA IR GBI ORI LS HER B S
AU, 80mg/kg/ HFE CIIE DR R OFBIBHE & < | BEGEMAOBE LBIEINT, LrL, ZDOAMH
BEINCIEA~ MU T X v any G ORBIIA N o7, BIBICRH 2 85EER. HEMHIE
AR MEFAER IO T OBRGEICLRO DR hoTz, BEDZ &t BEMICKT 5 —kEE
PR IETEVE R 40mg/kg/ H . F DAFHRE J1 75 H ONT R AT 63 2 EEME R 1L 80mg/kg/ H EHEER S
7=

Y XIHITHEHER

U 0.5, 2.0, 8.0mgke/ HZIHRS HENNG 20 HE £ TR FEE L7,

ZORER, FHEMWTIX, 2.0mg/ke/ HEECHREOHAD, 8.0mgke HIECT—HARIEOZ(L K CIRE ORI 2
BO SN, AFEEENICIT A~ ) P any BIERGORBIA NN -T-, -, BRIk
T2 BIEAEH . BEIHENER K OMEEFAER T T ORGHICHRO LR oTo, LEDZ &b,
BEMWIC 31T D — MRt 2 e B 0.5mg/kg/ H . F DAEFERE /172 & ONT IR AR k- 2 1 5
1% 8.0mg/kg/ H & HEER X iz,

AEHRVEIAE THE5HEE (Segment) *

Z v M2, 1.0, 9.0, 8lmg/kg/H Z4EHR 18 H H 26 HPE% 22 B H £ TR M5 LT,

ZORER, B TIX, A~ MY T ¥ o ang BEE G AR SO RRRMEIC LS SER B BIE S,
81mg/kg/ HHETIXE O K ORBUHE & < | BEMMICHEE LB IR, EOAERREITITA
~ MU TFE L anyBEREOEBIIR LN, o, HAEROERRE., EMEN R L ONCHER
DRAEIZA~ N T H v anyBIEREOEBIR LN -T2, YLD Z End, BRI 5 —i%
R e MENE T 9.0mg/kg/ B, Z OAEFERES) 72 & NSRRI RT3 2 MM R X 81mg/kg/ H & HEZR
S,
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FMEDH D VNI R RBR O R, A~ b 7 X v any BEITKREMEICEET 2 & bt 5 Ak g
RIEMZ A I RNb D LEZ N2, AT SR L7220 72,
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Wb EE X LT,
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Mo,

MAARME

<~ RTEARFEGICED ., Ty MIEHROREGICLY 2~ Y T X ang BRIEONAUFEMEEZBE LT
B, WTNOEMWREICSW T, A AT 285, BB O OR AR NI G OREIIH LT,
2= "YU B ang BRI AFEMET DS O & S i,

REMDOEH

A N T HangBlEoe MBI ERBITH LA F—AEERIKDO T v MBI 25 BRI E
[ 5 PER R 2 EhE L 7=,

ZDOFER R OFIRNZE G 2B T 283t E %2 ER2 B TH D S0mgkg DA > F—/VERRIKZ £ 5 L7273,
FHTHNIFBD LT, —BOREE, REE(L, SRS EBET BT I Nedo Tz,

U EDFRLYD, 2~ N T Z o anyBEoREMO T~ MBI 2 8EFEEIE, JFEOZn & i L
T, WL O LR Nz,
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H il RLERNA
#[E D SPC Pregnancy

(2023 %11 A) Post-marketing data from the use of sumatriptan during the first trimester 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, embryofoetal 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 excreted
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.

KEORACE | Pregnancy

(2023 /-2 H) 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 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 injection and any potential adverse effects on the
breastfed infant from sumatriptan or from the underlying maternal condition.
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F—=A 7 VT DB .
(The Australian categorisation system for prescribing medicines B3 (2025 4F 1 A™BifE)
in pregnancy)

MMER LA

2% HOME

A —A N7 U T D5FE (The Australian categorisation system for prescribing medicines 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) NRZFICEET BE0E
HARDFEASCED 197 /NEE] OEOTHIFLLTO LBV THY . KEDORMNSCEK OFEEO SPC &I
B s,

9.7 INRZE
INRE R G L U BRRBRBR X SEHE L T euy,

H il RLERNA
#[E D SPC Children and Adolescents (under 18 years of age):

(2023 £ 11 H) Sumatriptan Injection is not recommended for use in children and adolescents due to
insufficient data on safety and efficacy.
KE DS CE Pediatric Use

(2023 42 H) Safety and effectiveness in pediatric patients have not been established. IMITREX injection
is not recommended for use in patients younger than 18 years of age.
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