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1.2.6 223 MEORIEE LD FriE 1.2.6 JM4ER B
1. 3 AR R 3R L3 /NEEEIMIEGERE TR ICBAT T D 2 EnEn
1.4 HaRF BEds H D)
1.5 /N EMAMEGRE (7 8% & OBIEI VR S 13,1 & NG S
5HH0) 1.3.2 MEE8 v 5Rm
1.5.1 /N BYEFIEMESD E 1 1.3.3 /NEBEMRIEMED W
1.5.2 /NEASRE: B e 1. 4 N 8RR
1.5 FEEIR OADHE
1.6 FEEJR OAOHE 1.5. 1 &8¢ 5a%m
1.6. 1 Frodmis/EEM 1.5.2 FrodmAsEER
1.6.2 HEERIC L D Misge 1.5.3 BIEMEFTIE CHBEIE Z b7 b O
1.7 FESFEICE S 720 EER 1.5.4 Jyosf M 2
1.5.5 FEERIC X 0B & DRt
¥ 1) International Headache Society : 1.6 FEEIE DS\
Cephalalgia, 8(Suppl?),9, 12-17, 19-73, 1.6. 1 RIJED 220 F8EE O B
75-92 (1988) 1.6.2 RiJEDBH D 7 EETH DB
¥ 2) [ERRIW 28 5 2 IRACHD-11) : H AREEH 1.6.5 18 5 HEIRE D&

P CEBE RS R EBR) - FAETBNF
WFIE BVEERE ORIEA A R T4 BT 5
WFFEPE) 3R

o BBESLIEIHER - - o
4. HEEXRIIHR
J e

2. HHBE RN R G B R - - - - o

5. BBEXRIIHRICEET 5T E

5.1 AANT, EEEERFRICE 2 FEER2MEEIC LY . THIJRO W FEERE ] & 5 O T T
kDI D ) L WD SNSRI ORMERT 5 2 L, BRIkD L 9 7 BE 1T,
2 B [T I 2 oD i 1 A e ot D SRS K B 5B O "IREMEDN B D DT AFIER RIS
M. 2. RAZ T0ITV, EROBENEZHR L ThoEETEZ LY,

51.1 S ETICHEER EZWBAHE LI Z Lo EE

5.1.2 ¥ L Wi S 7= 2 & 1EdH 205, FomIc@mE & b 2RO & 138 -7
S5 M ONBEREIER O & 5 B

5.2 SEfEM: R R EES R . AR A BRI  EER . MIES TR SR & B VO IR R A
SHIR O HRE TR G- Lisnw s &,

(fifL)

5.1 RMEEDH 2\ T EEE O RFRRER X, ERRER 72 O 7 8ma2 B e (19884 FIRR) 12 &
0 TRIKZ £ S FEEN & D VI TR Z b W IR E 2l S BE AR5 L LCFE
B U7 2405 LIS OFETR 2% 2 ARFNOF AT LTV FRZIRO X 5 72 BHE L.
27 T HH 5 oD i 1 45 e 2o fth D U RN L 2 BEIR O FIREME N 8 5 D TIHEE N MLE TH 5,
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V. GRICET 5 R

5.1.1 A E TITHIER LW e L2 & ORWESE - TR ITBMEIER DO —> T, 13
KEDZZILENTH DT, B, WEIC IR oW 2802 5 BILL Ed > 7254 (i
2D FER CIX 2 BIEL R IZ2Ba Dl o2 _R&E L ST,

5.1.2 AR LW iz 2 Lixd 523, SRR L D 2 i R-ofkal & 135 72 - 7258
Jii M OBEFEREIR D & 2 [BF  LUF ISR AT RIS, MMM AE 502 O o # B MR B3R K
T, ZWIOTREDEN D &AM TRICEET L Z & b7 < VW a5 & St AT
HThs,

Gl 72 BRI % e oW B T AL

DA ETITRBRLIZZ & O LR

2) ZESRIZHEE - T2

3) A DFRFEITERNDY B O DAl R AR IR & P> T 2 TR
4) ¥ A AN O BEERIME OBEFE D &> 2 TE

5) b2 Rk b SO AR Y B> 2 TR

6) HIL AR > D BLR 4123 T OFEYR
AT 5 & WS % 0

8) 5 o M FLIA A TR % FEYE

9) A I % £ > T 2 5T

10) BERSTRHOE IR (BHEBAEE., KernigJkfE, BrudzinskiJkfe) 38 2 HijH

AMETHE S3V72 5 -HT 1p/ 1 o FEENEE 2 85 5- U 72 BB 1T I6 1T D M I A8 1555 D JE B D
% <1E, B EREEICHE D SR 2 R B CTh D Lo THINT L TWZRTEEER B D &5 %
HNTEY, Fo, MEAEREO10% PSR L2 ST\ Z ERHE IR TS,
b i A5 B 55 0D 8 2 FRE I AR AN & 5 5- L Te 6. ARAI O BKEINIRIGHE (F <0+ BRI K0 JE
REBALIEDAREMED B 5 O T, ARFIBE G-I O Z 0 0B 2 DUV CREM 72
M2 21TV, SREMREBENEDN D HAIIMRISCCT A X v VEOMY) 2B 21TV 2
Wra M e DN D D,

5.2 SRR BRELME T OERE  AIRS MR R BRI P BER . BN BRI A BRI R 1

Jibd . A o 7 4 0D HR AR AR FR D BRAN 2 Wi 3 IR B 72 B oD R C L RFERIRL A 5ETm & R
TW5,
JT R SRR O ARRRER O (B IR M A O#EMEIZ K DM 2s, FXER T 8RR OFE BT 1
R EIARE TR DM AR G- L TV D EEZ BN TWD, £72. IRAFRHEM: A EEE 12O
Th, BIMMIRENEZ SN TEY . 2 b OFAIIKR U CTiE IE1ER 2 A4 5 34
OFRITRET 2 _X&E L &N TWD, ZD7d, RMEED D WITEESED KRR TIL, =
LD DR BRIE OBEIE D & 5 IBFE A PGB E D LERA Uz, R R 8RB 1T+
HARFNOMERRERILZ < A HAMEIEXHESL L T,

3. }Eﬁ;’f&zﬂﬁﬁ% .........................................................................
) RERVE=E DR
6. FERUAE
WE. RAZIE VI FY 7 E o LT 1 IR2. bmg A T EETR O FETR B BRI D& 53
%,
B, BB ARG RGAEICIE, BINKEEETDHZENTE DN, FiEOE SN 2 K
UL EHITHZ L,
F72, 2. 5mgDRR ARG THRNRT TH o 7285E4120E, KIEFEERBHF)S Smgs
BOGILHZLENTE D,
72770, 1 HOREEEZIOngbANET 52 &,
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V. BEICET 5IEA

2 AERUREORERE - R
R L

4, FER USRI T B E - s

1. AERUVAZICEET 53FE

1.1 ARANI 5 OB BIRFICR O A L, PRARICER LenZ &,

1.2 REFLHIZE D & HRPBD LN WIERIL, TOREICK L TBEINE 52 Ly
Zé, ZOXIREAIT. ERED L, EROFERAMRT S L,

7.3 HENFHSEERERE CTIL, 1 HORESEZ 5mgblNE T 57 BEEICKRG T2 L,
[9.3.1, 16.6.2%]

1.4 CYP1A2BHEHIE OFHT 25615, AAIDO 1 HOMRE 5% 5mgblN & T 572 EHE
2G4 5 2 L, [10. 250 ]

(fig7n)

7.1 AANZRIERHBRE ] TH O | BIEO TPRITRO T2y, o T, AANTHEHE
OB BB IED EH L, PEIRICIEEA L2 &,

7.2 ARFNE, M B2 O #e B R BRI LR 3 2 98 <0 A B LAS OB REMESETR (T3 8
O BTV, REIOEGDRHENTROEGEIE, 20X 5 7 ridfy LA O 8% O FTae
NEZOLNDDT, BHRED L, HROBRKNZHRTLZ L,

7.3 VI. -6. -3)&M

7.4 V. -7. -2) &M

YV MY TE CRFIOERRABREGED LT O LB 0 Hil ST D,

FORMEEL, [V —3 v 7882, bmg) (LA T HE@EE ) OBINAIE & LT, WA O ALY
S 2 B U ARRE 2 S L7z, 16> T RMEEIZ KL 2 AR MR, HEROSHER, 22t
A - RERRBIIEE L TR, b, HERBAE 2R L LIERBROFER> Y nb. R
MEEDEIMER L LT 17 7 A /W, HLEEELRRTH L Z ENHER SN TN D,

NERERT—2/\wr—2
BARYAYA

2) PR PREE A ER
LIFIZzE L LT, HlED IR RE 2R,
<ENRBR> G 1 AHRER)

AR N F12ER 2 x5 & L, HEERGEERAR (77 AR, 1.2.5, 5 L OV 10mgfk5H)
KOS #GER (77 R, 2.5, 5 L O10mg™, 1 A 31812 A R#G) 2 % Fhti L =i E, H
[ 5 O A 5 & b BRI, fBEATR., S Z13A » | ECG, RUMRMAIZH
T, BERBEMIRENT,

) ABNOAEGR I TWD HE - HEE, NEE, RAZIEY VI R 728 LT IE2. bng%
REROBRBBRF ISR O RE5T 5, k. IRV A+ RGEIE, Bnk5E2+52 L
NTX LM, BIEOEES 2L EH T D2 L, £/, 2. bmgDfR A5 THHRNAR 143
ThHoT2HAIIE, RIETEERBEBIEF NS Smga RNk E5ET52 08 T&x5, 7272L, 1 H
DORBEE EZ1mgblNETHZ L, 1 THD,
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V. GRICET 5 R

<A ERER > (5 T AHRER)

fERHER B F-120EF A2 5 & U, B G5 HERER (77 AR, 1. 3.6 .12, 25K 50mg#k
H) O R QMR AN B 120Ef 2 x5 & L, KIER SRR (7 78R, 5 LM 0omg#k5-5) 7
Z I L7oAE R, 5 KON Oomg g H G- KON, B HRER 1 ~26mgE T, RAFRAEMED
I T, bomgHiEIFE H5-TlE, 13 & A K OPERE I ZHEER (IR - JEJ)JE) 23 b, Sk To
FEERIEHR E LI R#E & s B 2 oz,
<[EHNLOSMNERER (Bt >

H AR NGRS 2 (45 1641) K OVE NERR R 55 2 (&5 166) 12, Y /v U 7% 2. bng#
BRI L CHEELEE LR, BARNEAANDOB L TLRENT a7 7 A WL L 7o 5
DL, BANE AABTOEDBEE LD L T2 EREniz?),

3) AE RIGIRRAER
UTFIiZBEL LT, HEFEDRIKEE L ~T,
< E R >
(WIS A A B RO ER)
AT xR & LT BER(b 7 7 AR B B M i RS (A b MR o G iE
BIEL840B1) (2T, Y VX R U 7 H 2 5~16mg DB [AIE G- C B A7 BRI R iz 910,
<[EWNRER > B ARG . 7V v vy 73R 1
JHEIRE R ISR DA Tmg, 2.5 mgk N5 mg™#R DR O A, etk O BRS
P % 77 T Ak B S PR R R TR L 7RG 2R, 2. bmg e O 5 mg DA B HELR S
AL, 2.5mgs 7T EARE DHEDOFERNG, 2. omg 3 HMEL I CE LR/IHETHL Z &
DR ENTe, £z, BREMETITEERAFTFLRORBBUI R MER K 0 FCK DGR &
VEREHTHESNTZbDE—EK L, HRANZFHEOLDIT o7z,
UL EDFER, AL ZRMED NG A6 2. 5ng N B OERKRHERHE S LT+ 5 2
EVRENTZ, £, Smg TCHARMEITELS, BEOPIZIESmgDRAIC LT, &6725
SHEDHIFE TE D BEDND Z EIVRENTZ,
< ERER >
RSB E G & LT IEE R (b7 T & AN R S R i R R SR (5 2 PR AT Sk G511 4%
QWEFN BT, Y LI MY ZFE D1, 2.5, 5 XE10mg™ ZH[EIARM L. FEER DSk
DRI R Lo B I IARI OBIRA & fRE & Lo R, 2. 5~10mg?d H &4 TH
BOBINC X 293RSERO M LI TH Y | AEFROFBBLRIL10mgE THEDHIN
WfE-> THIIM LT Ko Ty AR S LRMED/RT 2 29362, bngHS i i BRI HESE & & L
THUITH D EEZ BN, 2.5mgld, HEER ORMEER TH 2k, Fila,. BL%o
BRIRIC AN TH Y | TR O B K& OV 2 il L7212,

E)AFNOAGR I TWD L - A&, T@FE., ATy v M) 72 L LT 2. bmga
JERIE OFRE R BRI O 535, ek, PRI AR+oRGEIE, BkEET 5L
MTE BN, FIEORENS WL EHIT S Z L, £, 2. 5ngDfk NG THRNR |53
THoT-BEI12E, REIFERBEEEND SngaRR 05T R TEx5, 722L. 1 H
DB EZ21mgblNET 52 L, 1T D,
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V. GRICET 5 A

4) IREEAIEABR
(1) AR EREEAER

17.1.1 HEICH T HBEAIL Tt RARB _ETHRERKAR

FRIR R Xt Ge & LT 7 7 b AN kIR R LR i R SR (2 M R e Gt I 5 B
47061 1231 B WIEIAR A (RMEE2. Smefk5-) 2 BFfET4 0 BRI OB 3R (HEJR O FLE M TEHEE |
FIALTHREE G, RS F 72172 UJICEI LTER OBIE) X TROEEBY Tho
776

F7o. IRH0G %0 b A ERIEEORE OB Z =~ L, kA 1 RE% b A B2l
=R OUHRE R E R LT,

W OFER L T, FE L E LIIERNTR 75, 3R T& 72 & LZERNT
RT7TEICTH-T2, £, BT W E LIIESNIIR 9B TH - 722,

i N RMEE
WIEIAR A 2 BER % O B8R i 22% 63%
(=5 7Hm G150 (53/236) (138/220)

BIVER 1323, 4% (54/231) (128 v, ER2EIERIEZ. HIE S #1(3.5%) . ALK 8 4]
(3.5%) ., MR 741 (3.0%). HFEV6H(2.6%). FEHFIHRF 64l(2.6%) TH-71,

<HERBR> 2 )

T EER R A kG (R PERRAT R R AE B AT0H) 12 . RMEED AN & 24t % 75 &R
SO —HEREGBRIZ L > THRET L7z, YV R U 77X 2 bmgZ HRIE 5 U7z fE R,
AR MEEEFEE B Th 5 R 2 R O BTRUGERIL, 77 BRI LA BEITENLT
W, ARMERIGEHIE B T 2R, 4RI % ORUGESR, IR 1, 2, 4 % O
THFH IR0, 53 LU 1 Refil# O 8SR 1 BERELL FEERIZ B W TH . RMEEIX Y 7 B ARIC
ERERICEN TV,

SRR R B OFRRE DS THE SO S PAEE b TRE B SUTIH R LTIEBI DRI

ke FH 4% e e 77 'R RMEE Pfi
1 B 19% (45 f51/232 ) 45% (101 f51]/224 1) P<0. 0001
2 IR 22% (53 $1/236 Hi)) 63% (138 f1]/220 f5) P <0.0001
4 W 14% (34 1511/239 f5i)) 51% (115 151]/226 51) P<0. 0001

SEIRVH ISR ¢ RS OFRFE N T SIS | 0 V) LT IR OEIE

IR 7% R 7R RMéE P
1 RFf 3 % (6 151]/232 f41) 8 % (17 /225 i) P<0.05
2 IR 7 % (17 /236 f5) 27% (59 151]/221 131)) P<0. 0001
4 K¢ 11% (26 151],/239 f41]) 37% (84 /227 ) P <0.0001

SEJE 1 BEBELL ERBCR SRR OFEFEN TS PSR | D, 1 BERELL BB L 7ER O &

Jik FHA% IRF 77K RM#E P
0. 5 FFfH 15% (36 5il/237 f31]) 22% (51 f51]/228 f5l) P<0.05
1 RFf 29% (67 $1/232 Hi)) 51% (115 f51]/225 f5) P=0.0001
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V. GRICET 5 R

DITICSE L LT, SlsEDKAIE =~

<HMEFER > MR 2 L AT H B aRER (G TTAE A B e ai)

FEETR R 2t G & L7277 At IR B R R i R R (2 M AR AT o G i (51145270
BNIZIBNT, YL B Y 7 H 2 bmgZ BARIAR A U 7o A%, AR FH 2R #% 0D BRI o 3R 1362 %
(110/178) TH v | BEMIEIR CE.O B YR 12 DWW T HRBBIEOIK TR A bz,
Fio, ARBRICEB T 2RSGER, AFEFLOBE R OHBUE b B AR R OWECKO S THHH
BROGHER EFRIL T e, BLEXY . REREFICH L, AA2. 5 mgdd @& OEGRHELEH
mELTHELTWD Z ENMER SN,

(2) &R ER

V. -5. -4)-(1) &K
PUTFIiZBEL LT, HEFEDRIKEE L ~T,
<SHERRER > FEE R T2 T 2 B HIM OB IR IR x4 2 2tk

J7 BN R & kG (R SE B 502499%1) & L. B OB RIEICR L TRIERID 5
UM T ER R R BN U7z A& (1 112, 5mg XU 5mg,  24FFMILLN O #a #5813 15mg LA
W) e k12 A7 0 IR LR W o A EOMAFIZE W T HBR OWE L R
L7z (AR 2 MR 14 ORI 53R - 84. 1~96.5%), F7=. EHIRICH 7= 2 EEKIEEHICE-
A EFEROBEBIROEIMNITAONT, £o, AEFROBHESBREOEIIA LN >
7»:14)0

5 BFE - fRRERIEAER
PIFIZEE & LT, HilmsE DO MRE 2 ~7,
< ERER >
i
i M OFEREERE I VI R Y X 510, 15mg™P 2 HERE OB G- L, EipEhRe, AR
e U7, IR ER ORI E L CEmE AT 256 CH, BRI
LTI SIS = (VL 100 208)
R ERE 5 R
WA REATARRER AR . EE PR RE RS R e QMR AR Y L X R Y 774 2 10mg'? % HiA]
PO h LSy Bie A bl U 7o iR, IR FAE TIXY v MY 7% O Cmax K Y
AUC) HZHEIMNBD N2 &0 h, FRCEEFERERELRE I VI M) T X 2 h
TH5HE. 1 HOREL &% 5ngblNICT 570 8 HELZHET 2 0END D & a9,
(VI. -10. &)
kPR T HEEERERERFE ~OAF O EIX, HEREGTHDH, (WM. -6. -3) M)

E)AFNOAGR I TWD L - A&, T@FE., ATy v N 72 L LT a2, bmga
JERIE OFRER BRI O & 535, ok, PRI AR+oRGEIE, BkEET 52 L
MTE B, RIEORE, S 2H LD 5 2 &, £, 2. 5mgDfk NG THRNF |53
THoT-HBEI1CE, REIFEREEEND SngaRR OG5 T2 R TEx5, 722L. 1 H
DR EZ1mgllNET 52 L, 1T D,
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V. {BEICBET 5HE

B RERE R
BT VB L LR WEEBRBERERE (VL7 F= 27 U7 7 A 40mL/minBLF) K& UM
RERRAIZ Y VR b U 78 o 10mg™ A HERR OG- L, EYEhEA g L7, Y v v
75 2 ONEVEREIIN-IL A F /RO M FIREICEEL 52 e ole, Flo, B3R
PERH B, RS REEHETT 2 LEX 20 Sl S, (L -10. S3HH)
e I JE A
HREE 7> > R B 0D v Ifn R S OVE R IR O RERERR AL, Y v R U & 5 10, 20mg™
FHRERROKEG L, 22, Epahe, EODPMOERZMmE Lz, TORE, AUC 3%
I JEBE DMEREMIRE ORI 55 EE TH - 7223, ARFIOE KR ZEE) (4 520 ) 2551 L,
BRIR ORI AVEIC BT 22 TR VW E EZ bivz, £7-. WHEHIILE & OWEE S
MEEAERFIC ES U DT B E KISR0 oTo, 2D OIEOZEENTEGR
LRI E R DR IR0 721,
i MUESE BE ~DOARFN OGO TIE, 22 b —/L SR TW W I EE B E A~ 32
B, Y bR L3R TV D EMEERE ~TEER S TH D,
(VI. -2. XOVI. -6. -1)&[)

) AR OAGE SN TN DAL - R, s, NS/ v R Y 75 & LT LR, bng%
FBUR OBR BB N R G592, ok, DRPAHIRGEIE, BNEGETL L
WTE LM, HEOHREG 2L Eb1T 5 2 &, £z, 2. bmgDft OG- TRRBAR 4>
ThoTG A, RIEIFEREIRD SmgZ ARG 52 L3 T& D, 2L, 1H
OieGREEZImgNE T LI L. JTHD,

6) SRR
() EARMAE (—RERRARE. HEEARREE. ERRELERAST) . WERART—4
A—REE. WERFEERARONE
ek L

Q) AZREMHE LTRBEFEORBRIIERE LI-RE - HBROBE
A L7

7 Z0A
WL LR L
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VI. N B 2T H

VI. RHZEEICET SRE

1. EIESMICRER ALY ITAE B IIEE - -
o b= 5 -HT  ZFERIIER : aJBBRA~ ) T2 BALKFEBRTL Y 77X
TREBRVYF N T X FT N T X R
HE  BEO® AWM ORNRE « WRFIT, B ORMIEEL SR TH &,

2. :ﬁé}ﬁ{lﬁﬁﬁ .............................................................................
VNI NUFEDOIEPERICOWTUTOEBYHE I TNS,

1) YEREML - fER%R

FrBETR D3RG I OW T A RGN H 0 | FEETZ2 L O E 7 6 ITIE R > T
WV, Lov L, FEERFEIERFICIIMME N L L T A ERNE D LT Y . KB, &
2 k=2 (5-HDBLO=XMENREDTWNAHEEZEZ LN TV,

5 -HTAMA] & 2O K CIfi i@ gl S AU T & 23HE L. & D% 2% 5 -HTif
RENRED L, OBk v Blg b U CilE (FrZEEEN LE OB EFIRVIA [AVA]) 2MEET %
e THEMEIRE AL S, I 6T, ESESEMEOTTHE, MR AR ORI L AR EYE
SOREATIHEWNERIND & & HIC, MEBEOFRIECRIENE CERMEEER A BND £ 95
At (M) 3 d 5,

F7-, HENORR A 75 ZXARORIPIC L 0 EEx RSN B S D8, =Xk o il
BRI G DR 1T e D 2 & T = XARERAS A9 B e JE P I R AR T R
(I b= BIGFRE#ANTF R CGRP.B L O 7 2% L AP) 72 E3 il L. AR&IAED
RIENE U D07, NBITIEOARZEI TN (AL ICE - 7218, & BICENM PRI R ME
PESIL, TR, TR, B AARERER B K ORI 2 A S D &3 AR (= AR I
BN D,

YU MY AL, MIE B X OEOEFICE L oA L BRICEERH D L S D
5-HT1p& 5 -HT 1 o BT LT BURtE 2 R~ 3 5 -HT 151 2 BRIEEENZE TH 520,
AEIE, () BHENME (EIZAVA) IR HUGHEER.  (b) M ME@MER< 7T NilEEs X
OMIAEEE AR 6T 2 BHIEA . (o) HFiXmfRIE x5 MfiERZ /L T, Zhb
OYERNEA, b L <ITRAIICBIL CH R BIERF OFIEIR OGBS R 2 R T Z L PRE X
nTunsg,

Fo. AHEMTHON-BA F KR BEREIC, B F5-HT s O5-HT 1 pZ ATk LT
BWEAMEZ R L2, YV NY X ke MCHRBRRO®RS Lz & & N A F LRI 5E
IR EIIRZIADORIr TH Y N-LA F RS FEBRdEDRICTF S LT D L Ebh s,
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VI. HhHFIC B 5 IE A

VILE M) T8 U OBEEREF REMEES & UHRRIEDZE/ERA)

A
N\ covsiis ; mizmma
|I|

N

(c)PEREEBOMS (b) o B RS A 'FE (2)IAEALE

- K~ O%S OEENH i MMM EhEER DU
-ESE (WS AL | iR e
R A T F M D HIH

1) 5-HTip/ 1 o BEEFE (in vitro)
t NEFEEERBLSETZCHO (F ¥ A =—ANLRAZ —JR5) flifa, b WNc U ¥, 7 b
BXOENLE Y MEKOHMIBEEI T Z AR BRICE Y, Y U T X B X ONEEGEH Y
DN A FIARDEZFRI T DML e Lic, YAV M) 720k, 5-HT sk
OS5 -HT 1 o BRI HK L CTEWBIRIE 2R L%, 72, R TH DN A F Lk,
NI RNYFE D 2~T. 950 5-HT 151 2 BB FIMEZ R LT22,
VILE M) TR DB EBZBERANOHMME

5HT, I - -
R R T

FELFYL &

85-HTia
5-HTa - - -----------------
5-HTe |
5-HT, I - - --------------
5-HTs |
5-HTac | -
5HT. |
FrELFU a1z | -
|
x4z H HEE--------------------e-ne-

EX23> H: 1
LAAUY M: HEE-----------c-cecmmaaaaao
LAANY M N
FAT o]} [ 3
Friz i D: 1

plso £1=1& pKs

2) BEHENME (FICEFIRVIA) OIFEIERH (=)

BRI R R 2T L R U 7 Z 0 10~1000 pog/ke Z fRIRINER G- L, OFERE (25 £ 36 KON
B 2 JE Lo, EHENEHIRM A (AVA), KI/MILE I L OVRIMN IS (JRICAVAZ
EERV)OMBELZNEL, BHLAMEa #7202 2 matLizéx, YIS
Zo%, IR, DA~ A RZ S 72O HE T, BHENAVADME 2 X7 2 A% 3R
(973> F B AR T S 872 (B L 260~92% DI )2,

I o By A A (RO W) IR/ i

~ 8 -



VI. WSR3 A EA

FETRIQBEENMEI T Z VRITHT A (FHEERE, n=5)

2 T - HEMS (AVA)
KBS
ia L -k

#*p<0.05 (FEALERE(CLEEE)
T mean®+SE (n=5)

(BHWW/UIWWEO EX) N\ \ LUlE
[e3]

10 30 100 1000

0
(I ER) i
JILS FYTFE Y (ug/ke iv)

3) = XARRAIN B T 6 3 2 A [ RIPE S S 0 il ]
SXAMR AT D L MRER L ) FREOMBREEE N ERE SN D, e ThH, IEE
BT F R (I vy = BB FRE#ANT T R CGRP, BI O T 2% 2 AP) I,
PRRRIVESRIE SO 2 20k U, A PRBR, AR B HY , IR O R e 2 A LS H 5,
— 07 AR (AR S D B TEEN I M7 F K (VIP) & B IEER 243 %, it > ¢,
D DM T T ROWEREAIHI L, AT E QR 2 T2 2 &L B A PREE A BHLAE
THIENTE, S OITRMFILRICAE > MRERERIEZ NI CEHLEZ2 N5,
S XA E LRI E R SN DA RT D YV N T X DB E LI TICRT,
O R RVE M & EE R AT T N EREm ] (o =)
BRI R R 22BN T, YA U7X UEFRIRNES L, = XS RITIC K 0 EER S
Nz BB TF R (CGRP, VIP), LUOERIEHOBLEDANRMEA A A
RRTF RO B-T 2 VT ¢ 2 RE LT R . CGRP L OVIPHEBEEE 2 A E I8 L
7zo B-T Y K7 4 v Ol DOEITRD DR o 7%,
FETRAICET32=XHRBELNHICLYFIRINIBERTF Nilts{REICHT S
VILE R TE D GORUI00ug/ke, iv) DIER (FHEIRHERE. n=5)

i ¥ s BRI
= XHEERA
L = RRsnAN
&4 + VILEMTEY
*p<0.01
50 mean=SE (n=5)
&

40 s

(Viowd) 3R

30

20

10

0

CGRP VIP B-LFLT 1
(30 nokgis) (100 xgkgias.) (100 pgkgits)
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. R 2 HE

QR RPE M AR AR ST 2 EH (B v v 1)
FREE R BT Y MIR L, YV U 7H 2 3~100pu g/kgZ BARMNIR G4, = X Ahie e
~OEBELZAFIC IV FRINZMBEEAOREEZMELZEE, YL N T X
10 u g/kgbh EO R ETHBEZRIHIER 2R L7220,
FRETELEY MIBTH2=EX#EMHE[THCLIVER NI OREAREICHT S
VILE ) TR DR (EYHIZERE, n=4~7)
(X RIERHA T 2 BERFBAOREDOES)

SIBEIRK
B EipnEs
#p<0.05
mean+SE (n=4~7)
2.0 -
ml??e I * £
/18
%15_ = 7 i A I
m T :
o140
o &
B 1.2[ I
L L
of I H N
3 10 30
JILE RYTR Y (ung/ke)
4 ) AR AR RTE B O

VOV MU T, R ORI RS AL A A L, FRIRN BT L o THEL
NAZEIES D Z LN TE B (in vitro, ex vivo)™,
FIDRKBRUVEHEADYILS M) T2 oDES

fit & & (fmol /mg)
in vitro(n=4) ex vivo(n=2)
(20nmo1/L?) (40 u g/kg, iv®)
Jibdeig:
SRR R 53+ 9 21+ 6
IS YEA 47+ 7 18+ 6
it
C 1 % AERAME 47+ 7 18+ 5
C 2 AR 50+ 6 19+ 5
C2HIMKEE 10+ 3 0
C2HIHE 9+ 3 0

AYE) A UERR
a: VIV NUTE U OPEE (in vitro) £ 721355 (ex vivo)
Cl :5F—%iE. C2 : % _Hbt
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VI. SN R A IE A

Eho. BRI F R 2~ O BRI S (30, 100 1 g/ke) 12 &> T, ERREHIRIAD BN &
B 5~ SRR T I % A T L2,

BETA2(CH7F5 L RRBIRARRCER SN2 E - EHOBLELICHT S

JILE Y TR (iv) DER (P HIZHERE. n=4~9)

#

250

*p<0.05

200 I~ mean+SE (n=4~8)

(%) ma

W5 30 kg 100 g/kg
JILE RUTEY

2) FhE RAT 1T HEABR A AE
Fr SR OIRRRICAR IR R Z N T &R0, B &0 ) FEIMEDOZ LWIERD 7201, FEEZEO
HN 2 R RN C & DA R TR B E T MTBIED & TAIFIEL R, LI~ T, 3
fE S NIRRT T HERBER ) 2 RS SBICRE Y U, TR & AT 2 Bt 1375 &
TR,

3) e AR IREERE - HHERERE
MER e L
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VI Spy@EhielZ B4 5 H A

VI. EMBREICET SRE

YV R TS CRIFI OB OWTU T O LBV HES TV D,

1. mq:;%rgm;]:&*g .......................................................................
1) A LA PR
BB L

2) RSB THRESh = PIRE

16.1.1 BEES

(1) RMEE
RRCK AR R N 1844 (B 445 9 4) ICRMEE2. bmg 4% 2 5 (5 mg) # ERAHK G L= L&D
RIEAVAR B ONEPEACEHY (NI A FUAR) oD i P BEHERS K OSSR Bihie /85 A — & 2 L)

TRTS
o RZAUE o N-Jii 2 51k
(ng/mL) (ng/mL)
100 100 ¢
i % i
® ol Wl
?'; 10 N 10
7z L H);f" L
|7 F F
g 1§ Voot
B s *® F
53 B L
-4
0.1 0.1 = e (hr)
0 2 4 6 8 10 12 14 16
B G12REH Easxi il

B[] P 51 D i M P S FE D HERS (Rl 13 HAEYE(RZE, n=18 : ZcME9 | HE9)

TEHERE T A—Z (n=18 : M9, HH9)

Cmax®tt) AUCED Tmax®2) t1/2i£3>
(ng/mL) (ng-hr/mlL) (hr) (hr)
8.82 51. 06 2.98 2.90
ARZALAR (5.81~13.39) (31.34~83.19) (0. 57~5. 00) (0. 35)
N 5.83 36. 47 3.00 2.97
NEA T A 4. 77~7.12) (30. 47~43. 64) (1. 02~5.98) (0. 48)
TE 1) 8{r] -85 (8] 88 — R VAR 22~ S ) o) + R YEfR 22)
H 2) F Rl (GEpH)
1 3) Wy YR 22)
(2) EE8E

- BRANIZE T2 H#E
HAR NEBERR A 304 (B L& 154) 12 V2 FY P2 2. omga AR OEEG L&D
R B OVEPERGE (N-BE A T UAR) OSRPENRE X T X — X & LI FIZRT 8,
Y U T H U DOAUCK Cmaxid, ot BYE X 0 KI50% @ fil 2~ L7z,
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VI HRpyEhielZ B4 55 A

HENRE T A — & (n=30 : #1565, HB1ELS)

Cmaxt4) AUC D TmaxE5) t1/27£6>

(ng/mL) (ng-hr/mL) (hr) (hr)

5.23 24. 98 3.00 2. 40

ARZAEE (3.64~7.50) | (17.22~36.24) | (1.00~5.00) (0. 30)

\ 3.51 18. 72 3.00 2.35

NBEATE | (5 78~a.44) | (14.93~23.49) | (1.50~5.00) (0. 45)

T 4 ) B n 28] (S8 An] o2 — FEYEAR 25 ~ S8 An] S0 + R VE(R 22)

TES) Aol (FEPH)
T 6 ) ) (FE R 72)

- NNEANIZBITHRE
MK N AERER N AR O G- Uiz & & eI S, IR ITE Ao 72 (64%
PLE)®, b4 1 RERLANIC S S R IR FE (Cmax) OFIS/AIZE L, Dtk 4 ~ 6 I
e I8 PP R B SRR S 7o, REMBIR K ON-JE A F /UKL, YV R Y 74 22, 5~10mg
O A E#P CHEEFEDAUCK RCmaxZ s L7220, #ascH AW Fr0R =R 13840% THh
V. F£7-. YlEhEEhEEZ T D0,
16.1.2 RE&®RS
TN F ORIV IV MY X 2. gz il G e LT 1 H 31 (5 KR T
RA) 2 BRISCERDES L, 10mgE THIRIER Lo & &, KERGICX 2EDEEICS
2D EBII B LN o128,
16. 1.3 EMEHIRF Y
RMEEK N @SEZ R NG Lo & &, TNENOEIE TR KON A F /RO i
HEPEEHERRITIZIER U TH Y . WA EFICRSE TH D GMEATOTF —X),
(25 . RO 2]
HARMNEER AN B LI VI N P2 %2, smgH R O£ 5. L 72 BEo g R 2B iko
AUCK O'CmaxiE, MR B L 0 KI50% mfili 2 Lz 23, I iR oo fE (48 R 28 8 23 gk
FERRTITABUETHY , HEORE XY KEDoT2,
HAS N BPEIC 395 B AR N &ZEO Cmax e CAUC DO E|E [FHE]

o o EE (%) (e Bik)
AUC « (ng+hr/mL) 19. 41 (n=15) 32.15(n=15) 166
Cmax (ng/mL) 4. 42 (n=15) 6. 18 (n=15) 141
3) thEtE
BRI L

HEE - HAXOEE

16.7 EWYHEE/EH

16.7.1 /ORI K
DR (1261) DEEFEAIZBWNT, YL N 7 H U EE 7 a3 R (ABRMAORLEA] ; A
KGR ZOFH L2 & & REMKDAUCK NCmaxh 454 26% K U23%, N-fiL 2 F /1
KRDAUC K RCmaxN4s % 213% M ONb4% M L7 AE AN TOT—#), [2.7, 10. 1
]

16.7.2 ZD D EH|
D12~ 1801 : FHEREICE 72 D) OREFENICBWT, mvI3Z I EABEE D 7 oA
VORFP, Ve Rum Iz IR Sus5  a—AN TR RTI ) 7200 R
chraFS5IRD YTy B wLFY o (BRMAOEARD?, 714X tF
v GRINEE e b= D IABRBLER ; AFRAAGR) T, €Y F 7 =2 (5 -HTHBIA ;
AHFRAR)DE NI V) T X PR LI &, R EREETXEMAEER TR S
NTWRNWSNEANTOT—4),
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VI. 3EpEhielcBi+ 55 B

VI. -4. ROVI. -7. &8

(2% SNEAT—#]
QI x Iy, TIAH I FHEREH A
TERERRN (B 6 N) 2RI, EART /LI X I (2ng) L HAKY 7 =1 2 (200mg) DE
AL, VNI RYTH L 20mg BHRBIGFHKRS L&, YA MY 7 X B ERE L L
1 L CRE(LARDAUCK RCmaxiZHI15% D L, TEERE b RO R 3G 5 7%,
Fo, BERANGBLE 6 N)ZHRIC, AVUEEYe Fuo) L343 5ng(2E/H) %10
AM&S L, 113 HOFRHEERHCY VI FY 7% lomgza Rl H& G Lt &, YL
N a2 HR S L U ORI KOS O S BN REIC 221 2R o 125,
kT H I, LA I UFFEEERERA EARFONHE G, ERTH D,
(IVil. -2. Z22NELEZOHEMB VI -7. -)FHER E ZOHEHE | OIESMR)

@MAOFRHEH™
RN (B &% 6 N) Zxtgic, AT 7 7 2 VbR L EA (ABRMAORLEA]) ThH % E
7 a3 R (ORFAER) 150mg (21[8]/H) 2 7 HEHSE- L, 18[BIHORGRFICY VI N 7'
V10mg® A HEEL Lz &, YV MU X CHEE GRS B LT, REMKRDAUCK
UNCmax M4 % 26% M 0023% ., IEHEREH CTH DNl A FARD AUC K NCmax B4~
213% M TN54%HE 00 L 7=,
F7-. BEE 7 I UEbEEHEILER BRMAOMEA) Thor L XY 1omg(1E/H) %
7HM#EE L, TEIBIZY LI MY F& o 10mg® ZHEIGEHES L- & X, REEB IO
TEMEREY OB B IR ERE T _XEEEITEO b ol
* MAOFHEH & AFNOPFHE G113, 222 Th D,
(V. -2. B2E2ENAEELLTOHA] VI -7. -1)JHHZRS L OB DESR)
@ AF VLW
R RN (B4 8 N) 2t BIT, v AF T 400mg(3[E/H) % 2 ARHES L, 5EEO#EE
RElZY VR U 7 v 5mgP RIS Lz L&, Y R Y 7 B G L g
LT, REIEDAUCITAS%IEM L. tipldd. 99BFRI 57, 19BFFICHER LTz, £7-. &M
KRB DOAUCITI05%BEM L, t120E3. SIHF 2> 5 8. OFFFICIER L 7=,
* U AF VU (CYPLA2Z HET 2384 L AKX, PFHIER CTH S,
(V. -7. -2)fFHEE L= OEH | OESMH)

@7 NFxeF o @R T b= T AL FEA ; SSRI, AFAKE)
TEFERR 5B 4 (AT %H 52 164]) 12 7 LA & F L 20mg™® % 1 [B8]/ A T28 H L@ 5- L R e
HRFICHERRETY LI MU 72 2 10mg™ 2 HEIJFHE G LTz & & RE(LIAERS L OVEMHER
Y OIEpENREIX Y VI N X B R ERIEECTH o T,

IR N = I IAABLER EAANT, PFHEETH 5,

(IVil. -7. -2)PfHEE L ZOEE | OHEEH)

) AFIOAGR I N TS HE - &R, TEE., AT v ]\)705/E L1182, bmg%
ﬁﬁf@ﬁfﬁﬁﬁ’@m&%féoﬁ% P Sy A N S A Nl = G = ) 5 e B B
D TE DN, %E@&ﬁﬂgzﬁﬁuihfé &, it.z&m@ﬁu&ﬁfﬁ%# N0
THo=HBEITIE, REIFEBRFERENS Snga ARG I 22N TES, 72720, 1H
@%&5iémmuW&¢é L ITHD,
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VI HRpyEhielZ B4 55 A

OB DR (12~16%1 : B T L I2B 2 A) IcBW T, a3 oa—1 7 T3 )
T2V A RraTFITIR YTy BV F T v (5 -HTHRA ; AFRAREK
)P L YNNI M) T E U a LT b & RIS K OTEERGE O RN BI AR B IR R
B E 72D K9 st BTGB b ViR o Tz,

D BT SR ST Al - e
1) FERT 733K
HER e L

2) WMEETE#
R ER e L

3) HKRRETER
AU ER R L

HIIVFSUR
[(Z2Z SNEAT—H]MEZ VT F 2 #10nL/min/ke (BRI )

SR HMEHE
(2% SAE AT —#]2.4L/kg (FIRINEES)

6) Z0it:
B L

3. BER GRE AL —as) BT - oo
1) FERT 733K
RHER e L

2) NGHA—EAEHER
AR L

16.2.1 BEOFE
BHEG TITZENERE & R UAD Cmax K TRAUCH S % 13% M M6 %K T L7223,
N-Jit A F IR TIIZEALDN 72 <, BFIZ L BRI EORBITZ T 72072 GLEAT
DT —H),
WINERAL « <B%> INERIE (T v 1)
RMEER T OB EE O M PR 4 Feile U 72 fE 5 RMEEIC BV T h DD 5
OWBUTIZE E A ER L, HiBEE & FERIZIGE OIS N D B 2 bz,
W I = (35 AMEAT — 2 164% L4 E (CREFE 185
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VI Spy@EhielZ B4 5 H A

5. ﬁj\;ﬁq .................................................................................
1) Ifn & — Aixi B8 P9 & 1@ 14
BB

Z v MHERERERR L7=1C-Y v 2 B U X & 10mg/kgD R CHER OG- Lz L &
WA~OBATHEZRF LTz 2 A, 5% 2 ~ 4 R T, PN Tl I 2
LicZ et YA MY T E U RONEDOREWIIIRICEATT 2 2 LR & iz, I
REDOKIL/3EY NI N T H T oo, FEEFANITE RN A FOURIZRPI R S e
Mol

2) % — ke RERAFT @ 1%
BB
IERENM) (T v R RN IZBWT MC-Y VR N Y 787 a0 5 U - R AR - i
REAMRTRER, YV MU 7 E R OEORE O - IRIEBATRRD b,

3 A ~DFITH
BB
BAFOMET » MBS L/2MC- v N Y X & 10mg/ kgD B CHRIRE D& 5 L
el 2 A, BHE% 1 RRICI T 2 A PR RER B I X i A PR O BRIR S & R CTH D |
VOV MY TE KOOI LI PICBIT T A Z EARE N, 5% 4
IRF R C UL R B RE TR B VL R B RE IR B 4. 35 e & R L=, £ D%, it
B BEIREE 1T U, 512 2405 C O FLH R REiR B 1 TR SR EE DK 1/8 Th o T,

4) BERA~ DT
AR L

5 Z DDA~ DIBITIE
MER~DOBAT[ZE : AEANT — 5]
BICKAERERR AN C-Y v X b U 74 2 BAIRNRE O ¢ G- L 72 RE, MR~ DRBAT SRR H 7223,
YOI MU TE R ORI IR RIS D 2 LR E T,

6) MIRERFEE

16.3.1 EAKESE
b MMSEE AR AR5 E2IE, 10~1000ng/mLO&FH TIEIE—E THI20% Th - 7=
(in vitro)®,
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VI HRpyEhielZ B4 55 A

6. 1’t§§‘f .................................................................................
1) RREBEEBAL R PR RS

16.4 v
AFNZEICHFIE TCYPIA2 L OARIE 2 7 2 Ulie(bBEE (MAO) 12 L 0 ARE S FURH N OV
FCHRE SN D, BARHIMIIN-L A F LA, N-BR{UIE, A > R— UIEERIA (I g & OYR
OERBW) O SFTH2® GMEANTOT—4), [10. =[]

VOV MY E L OHEERETER K

N-fi A ?)bﬁ‘ N

(183C91) 17 Sk

o AFNT I AL
A v N —/VERBR R 1#%7 3 /{ZMEEJI:{ZK
CYP1A2
MAO-A
N
&
CYP1A2 ACHa:
NCH), T 5 v
4/\ =
N
(Hijlgﬁ ”’”’” e ﬁ‘ o—{ ZASRUTEY °

o N-E&1L Ak
A7 =y fal N
TFNT ha-piR * VA
N(CH,),
N
o
0 RN OV AN
O 4y |~—}|,E’g§§{;1: (2 KA D HETE (VL )

(2161W92)

(a : PG4 D BEFR AR E)

D RFIEH 5T HEER (CYPEH) DL FiE. FEXR
VO MY TH T, FICCYPIA2IZ L Dt an s,

NHEBRENROEERVZDEIE
VIS N R N b o) | EI B RGES ) S d b
<BED>
UC-Y' v N 7 & o C/ANGIAE R E 2 FVW Toex vivorkBRIC K W BREt L7/, 7 v Mg
2T B HEEE N FIIARIED FE R AR TR E B 2 b,

5 RENOFEOEMRUEIEL, FHELE

R TH DN A F/VRIL, FEEM (5 -HT 151 o2 BIREENER) 269 5,
FWETLTIE, YA MY FEZ D2 ~T. 9505 FIRETIME 2R,
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VI. 3EpEhielcBi+ 55 B

(2% SNE AT — 4]
MOREERE R AZMYC-Y L U 72 & 2omgM ek OG5 L&, YA R T X
N-fiit A F AR GEHARE) . N-BR LA R O o R— A WA DAUCOEIGIZLL FD@EY) T

ol
PR ke | NBATAMK | N | v Ko
AUC)-w 20. 6% 13.9% 11.3% 40.1%

7. Hhﬂ- .................................................................................
16.5 HEit
VOV NU A 0mg AR O KRG Lz & & EED60%LL ENEIZA o R— LEERRIA
ELTRPICHEIE S, $930% 08 BICRE(IRE L CHEPICHEEIN D UHEATOT —
2,

(2% SNE AT — 4]

BRI NG Lz & & 60%LL ERRF (EHRIIEH CTh 5 1 o R —/VEFRIK) 1<
30%MEEMH (1T & A EREIR) ICHEI S D,

WK AR R B ARG C-Y v X N U & % 25mg™ BAEIRR D 65 U7z & & 0 AR IR 3 P it
RBiX, LLFO#EY Tholz,

PREEFHESRED Y VI R Y 7 X 70 & NS IALAR (B 5- &2k 2 E1E (%))

vt %Kliiqﬁﬁ WITRE | ARG AV -VFERRIR | N-TR PR | N-Fe{b ik {gﬁ@
SR 0~48 63. 34 10. 15 30. 25 4.18 8.85 8. 56
#o | 24~48 | 24.92 21. 56 3. 36 ND ND ND
#:D) 48~172 9.52 8. 36 1.16 ND ND ND

ND : ST, a:n=3 (@ETEM). b:n=1 (FEH)

TE) AFIOAGR I N TN HE - &R, TEE., AT v ]\J7°&/& L1182, bmg%
J5E R O BRI R BLIRF @D&@#éoﬁ%\%%ﬁx+“ﬁFA B ETH L
DTEDHN, BiE OGNS 28U EH TS Z L, it.2&gmﬁmﬁﬁfﬂ%ﬂ AR5y
ThHoT-HAEITIE, REIFERBHRGEND bngZ ORI ¢08TES, 7277L, 1A
DO EZ10mgLlNETHZ L, I TH D,

8. F%DXTI':—’)T—(:EQ?—%'I?#E ............................................................
AR L

9. E*ﬁ%(:;él}%ﬁﬁ ....................................................................
BB L
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10. HENDERERIOESE

VI HRpyEhielZ B4 55 A

16.6. 1 BEHaEERE
EREREREELEEICY VI MY X U l0mgh B OG- LTz & & NI A F/LERDAUCIE
fEHEN & He_THIBE % mfE T o 7o 3. RE(BIR KON A F AR Cmax XA & 2213
FEAERLNI STz, T, BHEREREICE T 2 KRB ON-RLA F/ARDL
X, REREAICH A 1R OIER DA HiLTe, TV h OERMEIHE N T A — X (XN TR
LNDHEPTH DY GHNEANTDOT—4),
16.6.2 FFifaclEERE
VU MU T 0mgE HERR O S Liz & & @A T, PEETHEER E R T
IEREERDAUCK NCmaxiNg % 94% K 0% BN L, B EAFHEGERE 5 B H CTlisk ~
226% K 4T %N LTz, N-Bi A FIARICOWTIE, B4 TR RE P & B TIIAUCK O
CmaxN45 4 33% M D44% ., B TRERERR E B E Tlds 4 82% L V0% T L7,
REACKR Dt TN T, FEENFH RS EH T57%, EEM#EREBE T
157%3ER Uiz, N=fii A FIUARD o TEEEE AT, e AT P R T32%, EJE
FFRERERE BT TRTWMER L7219 UMEATOT —#), [7.3, 9. 3. 15H]
16.6.3 SthHE
i & IEEEE O MR IELL L T 5,

(2% SNEAT—#]

Eilin (655% LA ) & FEmin (18~405%) 12, YL hUF X5, 10, 15mg™ % Hi[mI 42y
BO®BE LB LT L& REE R S IIN-BL A FIARD AUCo-o r RCmaxIZHEFHIIT
HREATRO LN o721,

) AFOEGE I TWD L - HEE, NEE, JRAZIEY VI R 728 LT IER. bng%
R R OIURBBRFCR ARG 5, B, RPA+02G6120E, BNEEGE23T52 8
NTX LM, BIEOEGES 2L EH 1T D2 L, £/, 2. bmgDfR A5 THHRNAR 143
ThoEAIIE, RIEIFEREHEENS smgz ROk 55208 T&5, 7277L, 1H
OB BEEZ10mgllNETHZ L. 1 TH D,

BB L
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VI Z2tk (A EoiEE%) I+ 2HE

Vi. 22 (ERLEOEES) ICEAT5EE

2. ER(ROBHICIFEE LGN L)

2.1 AFNORE*S LISBUE DBEERE D & % B3

2.2 LFEIEDOPAERED & 2 B ML LRESUTZ ORER - JkikD & 2 BFE . Bk
OVE GEENIRAEE) D &> 2 B [REER, PoOdiE, (O ZE 4 & L EE el i M R EAR

TERB D HPOND ZLBDH 5, ]
2.3 o A5 B R0 MM L MEFE A D BEAE 0 & 2 R [ i A7 s 20— 3t M i 1 P 76
ERHEOND ZEND D, ]

2.4 RKigMEREEL AT 5B UERZELIE LW EERE X DD, ]

2.5 arbtr— LI TV RWEMEEOERE [ —@EomE EA 2518252 L0bH
%.]

26 T IAZ I, DAL I UFHEERGERA, HDHVNIMO 5 -HT 151 o B RIFEIEK
R OEE[10. 15H]

2.7 &7 X B LEERALEA] MAOREAD 54, & 2 Widsk G- H 2@l LA o &
#1[10.1. 16.7. 15M8]

(fiFa5)

2.1 E@EEEDENEERRBR TIL, Y3 b F X N X BEBBUER ORFITRD S ho iz
D AETTF 74 T7F v —vav s, THI7 40 T7x% 30—, SRS, MRS OIBEUER
DHEENTND, KD 2 WX EEEEO &G Tl H 2 OWBUEIR 2 = L0 H 5 8
FIZBWTL, AAIOEGIZ LV IBFUERD BB 2 FBREREWEZ 2 b b, BZOR
He. AHNDORST T 2IBBOE OB EREAVH L2 G5 12iX, ARIZHRE LR &,

2.2 5-HT p o2 AEEBSEmOFEFHE LTERE LT,

HMETCARIEAR, POME, LIEIEZ G EE R R BER S HE STk, 20
2 < MOME RIEBOBEEEZ A LW e, DO O & 2 B3, e O BT
ZDIEWR - JKED B B A BEPIED & 5 BE B TE, AAOELIC X EE/RE
MAEDREBRIEIR N S DO D AR H D DT, RAZEE LT &,

¥, YL M) TE TS e MER BRI D HEEKFR R IEER 2RO 5T
WD, ZORBPREILE N TORE M TIRED16~3165 T, 1@ H OREREEH TIXER
BIRICSKS 2 BT AN 2 VRIS TV 5,

2.3 5-HT p o2 AEEBSEmOFEFHE LTERE LT,

WSEEE D ENEEERABR Cld, MEEEORIIRD SN TR0V, SAETS5-HT 15105
AEEEISEIC LA MM, 7 B P, WSl ERENREINTND, TD%
ITFERE LTI ERENH T2/ RBENRH D B2 N TRY ., /o, FEERE &S
A LD EFEED ) 27 77 7 X —THD I ENEREINTND Z EEn5, KA L
DOBEBEMEC OV TIEA L TIERV, L L7 S MM s o — i M A i i M 6 1 O BE
D5 BRETIE, AR OMERIGEERIZ L0 M EREEN D S b5 alfEENH 5 DT,
ARG L &,
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VI Z2tk: (A EoiEE%) Icl4 2HE

2.4 5-HT s 1o ARFEFEBEOFEFHE L TERIE LT,
RMEEH 2\ FEmEE o FE PN A O BE R B K ORIEEERBR Clx, Y v b U 7 & a3 ik
WRSCTREEN AR CAZ S 0D A A 2 A <, ERZRBWER 26 2 3 IEME IR STz,
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W95 - 1 (0. 04) 1 (0. 03)
k B AR - 1 (0. 04) 1 (0.03)
Rz - 1 (0. 04) 1 (0. 03)
B SR B OV AR P 5 (2.94) 9 (0. 33) 14 (0. 49)
BA i 1 (0. 59) - 1 (0. 03)
i KT 2 (1.18) - 2 (0.07)
o % - 4 (0. 15) 4 (0. 14)
B R A E 3 (1.76) 5 (0. 18) 8 (0. 28)
Bk L ORI EE 1 (0.59) 2 (0.07) 3 (0. 10)
BER 1 (0. 59) 1 (0. 04) 2 (0.07)
* PRER - 1 (0. 04) 1 (0.03)
RHEER KOG BTk E 11 (6. 47) 45 (1. 66) 56 (1.94)
i 2 (1.18) 7 (0. 26) 9 (0.31)
a5 A R e 2 (1.18) 9 (0. 33) 11 (0. 38)
99 - 1 (0. 04) 1 (0.03)
*k FLH K 1 (0. 59) - 1 (0. 03)
FL - 5 (0. 18) 5 (0.17)
sk 1k 2 (1.18) 1 (0. 04) 3 (0. 10)
Bl - 2 (0.07) 2 (0.07)
(R 4 (2. 35) 16 (0. 59) 20 (0. 69)
30 - 1 (0. 04) 1 (0. 03)
* AR - 2 (0. 07) 2 (0.07)
*k JEEL - 1 (0. 04) 1 (0.03)
[ g2 - 4 (0. 15) 4 (0.14)
B R e A 1 (0. 59) 1 (0. 04) 2 (0.07)
£ B - 1 (0. 04) 1 (0. 03)
k A TR ER B N 1 (0. 59) - 1 (0.03)

(MedDRA/] ver. 11.1)
* o EOEEDDL THITTE RVEIFE
M1 EFAURGRRAS TR L7 5 NS DV TR E O SR N & HIT U BERIORIER & LTl 72,
X2 EARGEERA CHEL L7z 4 Bl DWW TR A N O FLEEE T N &I U BB OREWER & L Tilio T,
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HX AR SRR T T v MRBIK T AR OYT v MEFEEREOZE L, AR AR T aBiEo

BRANFEFES OBEBIEH ., KOE/VE Y MEHEBICHT 28508 2% I AEH . MR -75

BR SRR RERRR T XD A TENRE N ORI RE D 2R, W NS VLA TEIRE D2 L, T v B

FERERBR CIREL OYRF T R U U LA F U REOBDBRO S0, b O bix, K
AEICHE L CEHETRAL, FRHBELRERLONETH- T,
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PRTE B B TE S
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— RIS L OTENC R IF T R A X 0.02~1mg/kg (iv) . 1, 2mg/kg(po) TREF AR,
. 0. 003~10mg/kg (iv) TEEFT R 28O 7223, SR @A, A
=HICL > THERAp > T,
A ET &I T2 | v TR 1~30mg/kg (po) T L,
O fﬁﬁ%f’ﬁﬁﬁ : A 1~10mg/kg (iv), 10~100mg/kg (po) TIEM A L,
0T E @@%%ﬁ/ﬁ@@fﬁﬂ% ~ A 1~30mg/kg (po) TYEM & L,
g Ji T B F TR ~ A 1~30mg/kg (po) THHRA L,
IRIRIC RAE B 72k 10~50mg/kg (iv) THRIRIET,
FRlEFEEEICKIETEE | Ty b 30mg/kg (po) THEEMNIZ RO IME T K OVEE 8 O,
7 e = o 2 £
B i ?ﬁ?:@?ﬁﬁ%ﬁm *= 0. 45/00. Ome kg (1) TR
RO | BRI B EH
HIZKIE | (FBEE: 72Fra) o | ELEY B -
TR | a3, 5T S | (n vitro) | | E/MECHLE RS S AR
N )
Img/kg (iv) : M, AOEPHFEHIE, ELEERKEEKL
OVRBRED R 5% & O BE N W ONS DA 5 % OV R R ifn 2
FRET IREE A2 b i
W RAE T | D ATENRELC R AE T R 3, 10mg/kg (iv) : BELEHE QKT (LERICITEER L)
2 A X 0.5, Img/kg (iv) , 1, 2mg/kg(po) TIMLJE L5 K OVLHaEEN
.y 0. 3~3mg/kg (iv) THLEIK T D%, Fgeay i+ -5 (B0
10mg/kg (iv) CTIMEAK T,
WO g BRI T A X | 1~10mg/ke (iv) CREIRECRNN & —EHAS RO T,
W RIET | PR K IE TR
2 SRR T R = | Omg/kg (iv) T —[EIHASUER ) OV 0 R O IKF,
e ;gﬁmm%%“&&¢ v | 1~30mg/ke (po) TR L,
] RV WREIZ K IFTHE | 7o b 1~30mg/kg (id) TR/ L,
R, JRPEFT RN AT
e Vo ABHRERATVBIO| 7 b 30mg/kg (po) TIREML OIRFF R U T AA A L IREDHD,
pHIZ K IF T %%
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2) R e EREHER
AR L

3) £ Dt DI ER
AR L

D EEEERER - o e
D) BEg 5HE4HER
HRERE B S Bt (mg/kg)

e 1000 1500 >100
Fi RPN 50 100 —

[—; WET—272 L]

fir

2) REZEGHE AR

Z v FTIX1000mg/kg/ A £ T, A X TiX100mg/kg/ A £ TOHETRER DK G RBRZIT -7,
WFNOEREICBW T, Z OFEOIRA] (5 -HTYEEER) (24l L TH 5 2 EHEEH IR KA
T 5 BREOEPBE I N, oMz, 7> MZBWTIELEH&E 00 mg/kg/HLLE) %
EHIMEE LB, PRSI & b DR Z LD W BT A BT,

A X TliEm AR (100mg/kg/ H) 12 BT E OSKBER AN & bl 5 BB, R nELE s
AU, 124 AMEGRBRTHE 1 BIOSE TR A DT, o, A4 XOREEGERT, 100mg/kg/
HERHETHEOND B MREEEDOI100015 L, EOBREENS S 55400 T2 A MIE
HLTEGEITBOTHIRRGRICET 2B A bnienoTz,

MM (mg/ke/ H)
L) ~
3 7 vk A X
(1 » AR 100 25
a6 5 AR 100 100
B a2y AR — 25
[—; HET—%7 L]
3) BinE R
B R L
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4) KA REEER
DS A
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FTRIEER O BV o7, 7 v M T, 400mg/kg/ B $ 5-F 0D 1 C FR e e I i K OV
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PLbEmt, RERE MTBOWTRABRMZ RT AIEEMIIMmRO TRW E B 2 b,
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RSt
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BN 5T, Ty MBI daB A& 5B ClL, 1200mg/kg/ H Z 5 L7-BRIZHE
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W) D — M T RIFERE ) OVEFRRE I %3 5 MEm kil L Z 1€ 11400mg/kg/ H ., 1200mg/kg/ H T
bolo, VY RICBIT DB TR GRBR T, RHMARMEORBLN 2 5N 5 i =
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_46_



IX. FERRAREAERICB % H A

DEI2LIINkED? =2k
KA
T TN O TCRBRORER . AFNRAFEIERRED 72 2 EAVRENT, FTe,
7 v FB IS XOKERGABR T, SHAETRIMEGICL20b LT, FIRKFEY

FRREZ RIET 2 X O T AN A DR To, MATARITEME TH L Z &b FIKK
FVETZ A RERRBR I T4 B0 &I S ATz,

PURLE
REBENV RSN - XBET T 7 4 TFR —RBR(ELVE Y D BIOZEEFT T 74 7% —
R (T > B) 2T o712y, WTFhoORBRE R bETH - 72,

_47_



X. EHARIHICBET 5 HA

X. EHEMEIEICEY 518E

1. fﬁ,fﬁ'“Bﬁ\ .............................................................................
B Xy
L2l BN AYE 158 ST
A | BRI
K OEEIEMFOLTEICIVEHTSZ L
2. ﬁ;‘)],ﬁﬂflsﬁ .............................................................................

AR : 34

B, AVEAREETIEIE oo oo
FIRRAT

4. Hﬂ*&b\io)ﬁf%ﬁ .......................................................................

20. B EDEE
WiRtEZ2 AT 2D TT ) AL —m DO F FHRFTDHZ L,

5. %%—rﬁ”-}-ﬁ*j- .........................................................................
BEMERLTA R B, <TOhoLBY : HY
Z DD BT B
V= v T ERENS ST ~(XIM. -2. &)
V' — 3 v ZRMEE2. bmg IRFEFFEO LY (X, -2. &)
SN R 7 v 7 (XML -2. &)

6. ﬁ—ﬂzﬁj\ . ﬁ;)];?‘é .....................................................................
Rl—gSy : V' — =3 v 7 HE2. bmg
FZEK : o h = 5-HT, Z&ARM/E M
angA~ R N)TE Y BALKEBTL N TE L BRFBRIY N T X
+ 7 MU T H R
HE - BHO b LG ONEE - IREIL, RFORMNCEEZSRTH L,

7. EEBSEEAEAEF H -
199743 H 7 H

_48_



X. EHARIHICBET 5 HA

8. HERSGAREABRVARES. EMELENSEFEAD. RThwERAR -
BUEARFEAZRAE A B 20024E 3 H15H . /&ZE S 21400AMY00136
SAMELHENGEAEH B : 20024F 6 A 14H
BRIEBHAGEA B : 200246 A 14H

9. FMEERITHMFEM. AERUVAELEEEMFENFABRUEDARE -~
A L7

10. BEAER BIEEEAEEB B RUTORZ oo
201143 A25H
SEFIEB AR 2 T 3 5 A 2D/ E T OKRBHEG M) OV TIUT B2 LRV,

] ] X ﬁgﬁ,ﬁ;ﬁﬁaﬁ ..........................................................................
FRAWIME TH : 20094E 6 H19H (& 7)

12, S HAREIRRICRET AIBER - - - - - - - -
AFNE, B (HDVTEG) BIMIZBE T 2 HIIRIZED HIL T 7eu,

13. %*E:_F‘ ...........................................................................
[RGB FATEENE | ERER M2 — R L& hAER L

WG E I L =2 — YJ=—R) VAT LR
73 v 7RMEE 2160004F2023 2160004F2023 114619602 610462009

2. bmg

]4 {%Bﬁ%ﬁ{#i@ji% ....................................................................
Hriz7p L

_49_



X I. ik

1. g”zﬁjtrﬁk .............................................................................

1)International Headache Society : Cephalalgia, 2018 ; 38(1) : 1-211

2)HENEEL - BAEAAL T T 2 ARk R T B R G R

3)Dowson, A.]J. et al. : Cephalalgia, 22, 101 (2002)

4)+ENERE - ENE TR SRR (2001)

5)fENEEE : EINE I HE G- (2001)

6)Seaber, E.et al. : Br.]. Clin. Pharmacol. , 41,141 (1996)

7 )Dixon, R.et al. : Br.J. Clin. Pharmacol. , 43, 273 (1997)

8)FENE R : HARANZ BN A NI I T 2 KB L ek (2001476 A 20 H K78, H G5 & BHEE 22
~.3.4.1)

9) HENEE : WCK OIS T1AEH S AOGHER (2001456 A 20 H KGR, HFEERMEZE 1. 1.6.3)

10) Dahlsf, C. et.al : Eur.]. Neurology, 5, 535 (1998)

1) #ENERE : BHAROS A &SR (2001456 H 20 A 7&GE, HFEFEEHMEE K. 1.6.5)

12) Rapoport, A. M. et al. : Neurology, 1997 ; 49 : 1210-1218

13)Solomon, G. D. et al. : Neurology, 1997 ; 49 : 1219-1225

14) Tepper, S. J. et al. : Curr. Med. Res. Opin., 1999 ; 15(4) : 254-271

15) Peck, R.W. et al. : Clin. Pharmacol. Ther. , 63, 342 (1998)

16) Dixon, R. et al. :J. Clin. Pharmacol., 1998 ; 38 : 694-701

17) Gillotin, C. et al. : Int. J. Clin. Pharmacol. Ther., 1997 ; 35(11) : 522-526

18) Smith, D.A. et al. :J. Clin. Pharmacol. Ther. , 38, 685 (1998)

19) SRS FEEWRBE > 2 7 L <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2021/12/22 7 7 & A)

20) Martin, G. R. et al. : Br. J. Pharmacol., 1997 ; 121 : 157-164

21) #EPNEEEL « 183091 GEMEARHM) D2 A (REIRME (2001476 20 H /KGR, HIREEEMIZEAS. 1.3. 2)

22) MaclLennan, S. J. et al. : Eur. J. Pharmacol., 1998 ; 361 : 191-197

23)Goadsby, P. J. et al. : Headache, 1994 ; 34 : 394-399

24) tEPNEERL BRI T E/LE  MITISIT 2 R IR M AR IR R 2 4 (200146 A 20 H KRR, F
FHEAMIEEAR. 1. 2. 4)

25)Goadsby, P. J. et al. : Cephalalgia, 1997 ; 17 : 153-158

26) Goadsby, P. J. et al. : Pain, 1996 ; 67 : 355-359

27) AEPNEERE - MERINC X 2 BB IR~ D228 (2001476 20 F/KGR., HIGEE EHEEZE~. 3. 6)

28)Seaber, E. et al. : Br. J. Clin. Pharmacol., 1997 ; 43 : 579-587

29) FENEEBE © WOKR ABEEERCN 5B & & kP52 & U 7 BLIEl i 55008k (200146 H 20 H 7K #8., GG & BHBE 22
~.3.2.2)

30) FEPNEERE « EFER AMERE (2351 2 skt A=W ORI 2 (2001486 A 20 H KGR, HIEHEEMBEEE~. 3. 5)

SDFENE R - BAR NG BEA RS & U7 iOE #5508 (2001486 H 20 H 7K F8 . IG5 & BHBE 22
~.3.3.2)

32)Rolan, P. : Cephalalgia, 1997 ; 17(Suppl. 18) : 21-27

33)Dixon, R. M. et al. : Cephalalgia, 1997 ; 17 : 639-646

34)Peck, R. W. et al. : Br. J. Clin. Pharmacol., 1997 ; 44 : 595-599

_50_



X I. ik

35)Seaber, E. J. et al. : Eur. J. Clin. Pharmacol., 1997 ; 53 : 229-234
36)Dixon, R. et al. : Clin. Drug Invest., 1998 ; 15 (6) : 515-522

37)Smith, D. A. et al. : Int. J. Clin. Pharmacol. Ther., 1998 ; 36 (6) : 301-305
38)Seaber, E. J. et al. : Br. J. Clin. Pharmacol., 1998 ; 46 : 433-439

39) fENEEL - IR A L OfES (20014F6 A 20 H KGR, HIGEERMEEE~. 2. 2. 4)

2. %@1@@%%2% .....................................................................

_51_



XI. 8&EH

1. IE%EI'CG)%%'E%,R .................................................................

e BRSY
7K FFD) N N ‘
=4 W7E4 g =g ZhEE - Zh5 A - =
(1 &EH)
s HEREFHE : 2. bmg
Zomig ‘ . \
e 199946 A 17H 2. 5mg MidkE S | SELR D ERE IR L 1L 24 B RE LLIN
Rapimelt
. Cikpep e | FERER 2EBZMRA (BL, 1E
Ascotop W R O HOMRMNG 2L BT %)
Fv¥ | Schmelizen- | 19994118250 | 2.5mg | Abbiis | B 2 neTHORAADA LR
tabletten eWGA . RIEIFEVERED B 1 5 mgD
IR A3 FTHE
TR OB\ o qus sl o 55 : 10mg*2
77w A | Zomigoro | 2000FIHSIH | 2\ WRIEIED | s 1 meRasic A 5 RSB
e n3
20014£2 A130 | 2. 5mg C RAEF OV DI AR TH A
BN Zomig -ZMT RITREZD FERRAIEOB MG
) e A FHIOMRMAALEE L
20014E 9 H17 5 $ 2}
F9 HI1TH mg T
VB O €1
Zomi o
b2 ome 200146 H20H 2.5mg | PESIERE | s Yo% 15mg
Rapimelt

# o BONFH A RRRER B & 2 78 RF D)

B, AEIZBIT HmeEITR, HEBXOHEIIUTO LB TH S,

[ZhBE X 13 2h 5]

Jv 5EE

UAE R OV &)

WE, RAZIEY VI MY 7 &L LT [aI2. Smg% Jy BEYR QSRR R BRI O #5795,
BB RN GEITIE, BINEGE2T 52 LN TE LM, BiEIOEG 6 2 KHELLE

HIFHT &,
F72. 2.5mgDRE ARG THRND AT TH - 2HEIIE,. REIF BRI 5 5mg A # N
KH5TDHIEMTED,

7-77L. 1 AOkREGEELZ10ngbANET52 &,

2. ;’ﬁ%(:j’i(-}-éﬁﬁﬁi*ﬁnl‘ﬁ*ﬁ ..............................................................
BB L

_52_



XII. f§&

1. R REMRICRELTERRHIZETIICHI->TOSEFER

1) ##

LERR L
2) RE-BAMRURBRERSEF1—T DEBH
UG R R L

2. %%0)ﬂﬁ0)5§§£§§*4 .....................................................................

B TEM
@/ — v EREND T~

I—FEIRFTOVORT L, V—HE:

varas e womIDE, ﬁmo)sﬂmault(;b‘upﬂwi!
- . iR
L= =}
.~ . R
[~ -]
R
.~ .~
i1
=
.~ .~
—_—
- . o

BHEICIABO LBTICRE ST EE L,
® \ANVOLLBOTLHE

(SETCHMURTEOBLINS, EiX. H8)
b COBREREBENTIEZLY.
FLLEHECRBLTIEZ .

REREGISH

GuzoMo1EVOY
20188020

- Jig2.5 ) Z7RM £ S
V—Iv .5mg®M =y i#2.5mg® J®2.5me
-J=-22JRMIR2 Smg
AR — FOBORYHLY AR —MHSOIYUE LY -
(RGERCRDBLTERL) (ROBRICRDHLTS EEL) CRIFBSIE,
BLELTY— M SBRERDBLTS T, f;;;:‘;’i‘;ﬁ:??,?;?‘”‘“‘ | ng b &IJo
OPLII BT IERL)
= B GRA™ © MESTRSIAMALE
SA - P IKKEAERIRAS ICTHER STV,
/__Z © BREERATHHMD2L
BEXSHVE
b BLOHNTRORPEREAPTHENT
V—3y JiR2 SmeDaRs— Y=y JRUIE2.5me® » <rEELY. 4 »
207 FNA R

BRORHT

# COBMIESS - BRSOHRD FIEML T L2
RACEY T EBBRHICLBVT L.

l. cosmicont

(Y-Zr7m26mg - J—=» JAMR25mE)

AERRREFDEIOLRICRATIEEL.

COBMEEMBCEALT, FAMDER
(iR, M5, O, XD CRBICED)ZE

2. sEEROHIC

(V-=»7M25mg - V-3 ¥ JANR2.5mE)

ROFRBFEEECBHASEIIEEL

REOBTVEIIC. KRR ETHTIEND. © XOWAEHMDELILAEITHRLL S

RERR LIS DIRRDEMDI=HIC -WICSDRBOBEBL LR

BEBNTLIESL, -DROME (RO, FRR, DHEEEL)
B (Rt B )

« COBROWME ML (FRFIDERIL)

-RMEE - FROEL - TADAPERRME

SRCBRERATLSS

MACONSITET. ERETHSTLHBRS. ARTHSSTLHRD
KEMRFEOEMERS ULDREETH HBROBUSUL RS, (TLIFZEM (HU
TIBDIRCHERTEBOE LA, FEA L), BORKR
T, FRMLUADORMCHLTIE. DML SCOBREINTITE MR~y SREAL 54 IDBEE
HhE A FUSAUARNL L ORR LB IR BIR T,
® HEDELBRIDOS, L TO SR 0657
FTHECTOWESTBATIEEL, FIe. HK

[CRMLEBIZ T CEABLCBASELETL.

3. BEESGEE

(V-2 7M25mg - V-2 y JAMR25mE)

1818 U1 BICERE M.
FEEQETETTIIEZL.
(COBMIMAT|BR. |BARETTT. )

18IC2ELL LRGBS, FERAT
OS2 LLESIF TIEE L.

/-2y U2 5me®BHSi
-5 Smeld.
T KERIINIFMEL SL 2ITMATIREL,

*3/—2 5 7RMIR2.5me® BB 15
J-SyJRMEE2 Smgld, ODRICANSLEAT
RPDICED, KBLTERTETEH TESRLL
F4IDBRTY. XBLTRGBAEIS. SRHFOD
HTHEE NBTLFEVDT. WA TRIRAAT
LTEEL

4, smEfRALEBE

(-2 y7M25mg - V-3 JRMR2.5mE)

COBTE. RALEIRSEDITED
BOHETOT, LITOTEELENT
LIEEL.

- B DEE
MBI FE DMK E

BEE. LTOLDEEBSERD
BSODNEBER. TCLEBEKC
THBICEEL.

- DEPMHEBS NS PEON T5NSLD
BEULTD
-HENLTS - BROBHLL

NEYE TS

;‘:G)ED‘I-. HREEBMUT
THRK I2E L, &

) AHHEIIEE - RIS % 6

_53_

MY ET,




@ —3 v J/RM#EE2. bmg AREIFED LED
AL88C | E g 0 g E N AL88C
COBEIFKSBD. KELTHEDBHLWIL TOBETT .

1. @&Y—bhSOEIMDHUTT (BROERIICEDHL T EE L, )
V- MEOREE S D OEMEEAL THOBELZMY I L TS,

-
J *() \}
V=S27'% ~
_='y ﬁ2.5mg - %
L NG (o= M — g5 T OIS 2 Y — MY VISR TN B B
(F|@EICHEL)

HEE;:E%@ L B D (s\( FAIEIAL DT o)

*) COY—hE UL THEE
BOHITEBTEF Ao

V—SyIRMERR. SmaZ S N BREESAIC
B —ECBEL TS, - :

) S EITILE - SGTES N5 60850 £,

| TP DA N/
WAEFHRY A K lhttps://med. sawai. co. jp/ &M

PO SRR A AL TERRBIER A 18] #e 5 1

_54_










	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	1)承認条件
	2)流通・使用上の制限事項

	６．ＲＭＰの概要

	Ⅱ．名称に関する項目
	１．販売名
	1)和名
	2)洋名
	3)名称の由来

	２．一般名
	1)和名(命名法)
	2)洋名(命名法)
	3)ステム(stem)

	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名(命名法)又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	1)外観・性状
	2)溶解性
	3)吸湿性
	4)融点(分解点)、沸点、凝固点
	5)酸塩基解離定数
	6)分配係数
	7)その他の主な示性値

	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	1)剤形の区別
	2)製剤の外観及び性状
	3)識別コード
	4)製剤の物性
	5)その他

	２．製剤の組成
	1)有効成分(活性成分)の含量及び添加剤
	2)電解質等の濃度
	3)熱量

	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化(物理化学的変化)
	９．溶出性
	10．容器・包装
	1)注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	2)包装
	3)予備容量
	4)容器の材質

	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	1)用法及び用量の解説
	2)用法及び用量の設定経緯・根拠

	４．用法及び用量に関連する注意
	５．臨床成績
	1)臨床データパッケージ
	2)臨床薬理試験
	3)用量反応探索試験
	4)検証的試験
	(1)有効性検証試験
	(2)安全性試験

	5)患者・病態別試験
	6)治療的使用
	(1)使用成績調査(一般使用成績調査、特定使用成績調査、使用成績比較調査)、製造販売後データベース調査、製造販売後臨床試験の内容
	(2)承認条件として実施予定の内容又は実施した調査・試験の概要

	7)その他


	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用
	1)作用部位・作用機序
	2)薬効を裏付ける試験成績
	3)作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	1)治療上有効な血中濃度
	2)臨床試験で確認された血中濃度
	3)中毒域
	4)食事・併用薬の影響

	２．薬物速度論的パラメータ
	1)解析方法
	2)吸収速度定数
	3)消失速度定数
	4)クリアランス
	5)分布容積
	6)その他

	３．母集団(ポピュレーション)解析
	1)解析方法
	2)パラメータ変動要因

	４．吸収
	５．分布
	1)血液－脳関門通過性
	2)血液－胎盤関門通過性
	3)乳汁への移行性
	4)髄液への移行性
	5)その他の組織への移行性
	6)血漿蛋白結合率

	６．代謝
	1)代謝部位及び代謝経路
	2)代謝に関与する酵素(ＣＹＰ等)の分子種、寄与率
	3)初回通過効果の有無及びその割合
	4)代謝物の活性の有無及び活性比、存在比率

	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性(使用上の注意等)に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	1)合併症・既往歴等のある患者
	2)腎機能障害患者
	3)肝機能障害患者
	4)生殖能を有する者
	5)妊婦
	6)授乳婦
	7)小児等
	8)高齢者

	７．相互作用
	1)併用禁忌とその理由
	2)併用注意とその理由

	８．副作用
	1)重大な副作用と初期症状
	2)その他の副作用

	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意
	1)臨床使用に基づく情報
	2)非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	1)薬効薬理試験
	2)安全性薬理試験
	3)その他の薬理試験

	２．毒性試験
	1)単回投与毒性試験
	2)反復投与毒性試験
	3)遺伝毒性試験
	4)がん原性試験
	5)生殖発生毒性試験
	6)局所刺激性試験
	7)その他の特殊毒性


	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	1)粉砕
	2)崩壊・懸濁性及び経管投与チューブの通過性

	２．その他の関連資料


