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Phase B4 x5 LIEBIEK RBRT Y1 FNE | Zatk | e
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* B 5 R & B < MESMER R FRBR TR MR 2 BT 5K

(2) BRERZNE
FEIPN C 92t S AU 7= 55 A B SOSHERUBR K UM A C 98 & AL T2 BRIARRABRIC I 1 2 il OB LA T D & &
DVThHD, REMBEEZMRE LT 78R E O ZEERIEGEERICE D . AAOAHHERRD ST
Do Fio, REIERGRBIZLY | IRAEE OB S ZROBEIIFRD DTV,

1) BENTEREIN-F IHAERGERERBE "

a) IRFA 4 BEEROERFRENE ST
R 4 il OFRUEOEISG X, 77 B RBEL O Z R 7% 2 2.5mg BETEIZ T 42% (46/109 H1)
L 77% (84/109 ) THY . 57 bV F X 25mg BETIE, 77 B AREHCH LA EICE W EER L ED

el
(%)
100 TI7EREDLE
: p<0.001
77%* (xoiam)
g 80
e
% 60 L
% 42%
£ 40 —
=)
20 —
0 o — >
TSR 2.5mg#
(n=109) (n=109)

kA 4 BEZOBERRECHS (BRE [HAERICESER)

b) BRA 4 BREZROERREDEES®" RAROEFEERY JTJIL— THI)
AR s DETRAREE S PEE OGS b BE DA S RBREOFIRUGEE RN H - 7,

R s 0D B R 5 R *Zguf&y
.Smg #f

2 44% (38/86 141]) 77% (62/81 1)

B 35% (8/23 f]) 79% (22/28 )

WD) BUROREN TEE] SOx T 220 MR X T L) icdE Licilg

1) FHIE—IE) ; FERESK 2008; 24 : 217-231
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2) B TEEIN-ERABRRE
<HEANDT —H >

) AR 4 BRI 1% OFER B DB Y (SEFIE,EFIE)
B R R :
7T R 7 U TS 25mg BE
77 2 ARk R Y 34% ( 42/122) 60%* ( 76/127)
2 Rt 27% ( 28/104) 66%* (132/199)
e i OB ]
;,EIEZ;;jf;Ef?%£@%4> 33% (197/602) 68%* (396/586)
R 5B o 2 - 70% (9016/12930)

TR LOKE *p<0.001
D) SEROREN THE) X TSR 25 TREE X el KkELZEE
H2) BRESEORBROEIG %, [UE s BB TRLT,

2) Klassen A, et al: Headache. 1997; 37: 640-645

3) HWNEEL: A~ MU T o BEEER (S2WB3002)
4) Mathew NT, et al: Neurology. 1997; 49: 1485-1490
5) Heywood J, et al: Cephalalgia. 2000;20 (5) :470-474

(3) ERPRZEIEEAER
£ 1 AR
AR N B 16 Bl 25812, 7T MU 72 Img, 2.5mg. 5mg. 7.5mg. 10mg & L<I1T7 7 B RO H AR
kB O | R OMEEER A B S B2 RICT T FU 77X 5mg b LLIZ7 T8 AR%Z 1 H 1[E5 BMOKE
B HRERT 21TV, BRSOV TR LT,
Z ORGSR, HERE D GHEBRIZEB VT 10mg % 5-F THERR ERIE & 722 27 RUITRES Hivien o7z,
FAEEGHRBRICB TR, SO ME (GFE L OIERY) I28\W T, AEREHNRD bz, »
THOLEEGRHCERR LB E 702 b O TR o7,
PLEOKERING, 77 U7X 10mg £ TOHBIKLD 5mg @ 5 HFRKER OG5 ORI E
RN Z DR ST,

) AFIOFEERICH L TERRENTWS A - AR 1E25mg Th 5,

6) fENEEL: BARANBHREEFEOFERER (548-01)
7) HNEE  AARABMETORERERER (548-02)
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(4) BERAER
WA ESOSERER (77 » 20 758k : D3801008) V
REARBE 26, 77 b 7 X Img & 2.5mg QAR OKRGHICB T 2 AR O L et Es 7T+
AR EHERIEIC LV RET L,
ARABROFER, FEFHMOEE Ch 25 4 FEMZ O (HRSGER) 1L, 77 BARHET 42% (46/109
B . FTZ R T Z Img BET 71% (74/104 B1) | 2.5mg BET 77% (84/109 #l) TH 0 . AK|ID HEKG
PERTRD BTz, 72, Img, 2.5mg HOFRHRIL, 7T BRI THEIZAE -7 (%%p<0.001) .
RIREHIIE H T 2 55 4 R0~ D 24 FEfE % £ TR 2 572 B EIAIE. 77 B AR T 27% (29/109
B) . 1mg BET 40% (42/104 f5) | 2.5mg #ET 61% (67/109 f5) To V. HEDOHEIZ > TN L7,
Beh 4 BRI D 24 BRI £ COERBERRITT 7 v REE 24% (11/46 f51]) . 1mg #f 24% (18/74 #1]) &
FREEThH o723, 2.5mg BETIL 12% (10/84 ) & 8T Lz, #5- 4 R IChAMER GO, &
Mo, i, FRE) AR O BERIGIL. Img B 2.5mg BE L HIZT T B ARBECH AR THEILE) o
7= (p<0.01) .
BIERRBLRIL, 77 B REE 25% (28/110 1) | Img #EIE 16% (17/104 #1) | 2.5mg FEIE 13% (14/109
Bl) ThHolz, 2B, WITNPOHETREWERDEIEN 3%LLETH 72 b DDOHF T, ELRIEEN T T &
REETEL ATz, TOMOBWERIZT 7 vAREEL T T R XX UL R L TURIERECTH -2, 72
B, WITNOREHbRES LITHEETH -7,
U EDFER G 77 MU 7 & ATHEELL EoO KR IER OB H 2 VITH KIS L TERWAE L A
THEL BT, LeMICE L CHEMST ESICREIT VLD EEZ BN, £ 2.5mg BHIT 1mg BHIS
U &5 4 R0 24 e £ COBRUGE O RHIER D @ < VIR R ENMEDN - 72 2 L6 A K 2.5mg
BELOVEFEHATHLEEZ LN,

1) AAND RIS L TEARSH TS HE - HEIZ1E25mg Th B,
1) EHZE—IE) : BKEZK 2008; 24 : 217-231

(5) HRELMIEAER
1) EBEALEITRERIGHR
<HEANDT—% >
AR (S2WB2004)
RPN S C I S 7o JHERERBR TlX. FBURISES 277 U 7% (Img, 2.5mg. Smg. 7.5mg KT
10mg) HLERR ARG T 2 A2, ZRMERORENEZ 7 7 B R EERIEIC LV BT LT,
AFREROFER, FEFHEEE Th 2% 5 4 BfZROAFRIL. 7T vREET39% (359041, 77 FU 7
X 1mg BET 64% (53/83 f51]) . 2.5mg BET 63% (54/86 ) . Smg #ET 65% (60/93 B1) . 7.5mg #£T 80%
(74/92 511) . 10mg #£ T 80% (76/95 f5) TH YV . WTHOHBETHARRILT 7 B AR TR -T2,
—Ji. BWERRBLRIIT 7B AREET 14% (1391 ), 77 bV 7% Img BT 12% (10/85 i), 2.5mg
BET15% (13/87 1)) . Smg BET 26% (24/93 i) . 7.5mg BET 31% (29/93 i) . 10mg &£ T 26% (25/96 )
THY, Img KO 2.5mg #HIL T 7B RBELRETH -7,
LLEDFER NG | RFNZONWTIEZY AT - X7 1w bR BENTE Img KO 2.5mg & IR BAFE O H.00Z
Bz 7,

) AFNORFERIC L TARIN TN HYE - AZIX 1R 2.5mg ThH D,

8) Havanka H, et al: Clin Ther. 2000; 22: 970-980
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LeEREtER

<HEANDT—% >

77 e RxEEER  (S2WA3001)

KETHEM SN2 77 v AR RGBT, FEEICT 27T MU 7% 2 (0.1mg, 0.25mg, 1mg } O 2.5mg)
AR ORI 289 R ORE2ME2 7 7 v R EERIBIC LV REt Lz,

AABROFER, FEFAGHEE Th %5 4 B OFLRIHRIT, 77 BRHET34% 4212260, F7 Y
7K 0.1mg BET 32% (41/128 f5il) . 0.25mg #E T 35% (42/119 f5l) . Img &£ T 50% (59/117 f5il) . 2.5mg
FET60% (76/127 ) TH V. Img Bt 2.5mg BEOFRIZ, 7T B RBEHCHAAFREICE N -T2 (K4
p=0.022), — 5, AFEFZOBIEFITIVTILOHETHRETT 78R L A TEIT o 72, BIER
WHRIIT T ERHET17% (16/9361), 77 NV 7% Img BET 5% (478 i) . 2.5mg #E T 23% (22/97
) THoT,

PLEDOFERN G AAI Img KO8 2.5mg 1%, MO F 8RB 123 L TR DB EWRFEIE TH
HZ ENRENT,

) AFNOREERIZH L TARIN TS HYE - A& 1R 2.5mg ThH D,

2) Klassen A, et al: Headache. 1997; 37: 640-645

REMRER

<HEANDT —% >3

FEWlE 58 (S2WB3004)

RN A5 C I hE S - R R G55BR Gl FEERARTE 451 FlCBWT 12 » ARICRAE LZF 15218 Bl
SERREAEICR L7 MU 772 25mg 2R O#% 5 L, Zatk « DR OEMEE BT Lz, £ OREE,
AH| 2.5mg 1% 12 » AR 2 R OAMEMRE L LT, AEERE MO THRNTH -7, F2
HEFEGOBIIRIIANCE 6 » AIZHA%Y6 5 A THEMT 5 Z &idnotz,

5) Heywood J, et al: Cephalalgia. 2000;20 (5) :470-474

BE - RERRR

) EEnE Y

<HEANDT—H >

fEREmE I (65~771%) KROEFEE (24~445%) & 1240277 MY 7% 1 [E Img Xt 2.5mg % 4 IFF
MR C 2 B O&E L, Epoie, AEEZEKR Lz, ZO/R, HEHRICH TS TlX, 77
U2 DOBFBEEPNHEI L tn DIER LTZD, tne O T RAEITEAL LR 072, £7225mg BFETIE, 7
7 B ARG & O ORI, &l E ORI O ERFR O Havihs, HiK LR
e Db DT oT,

1) AANORBRICK L TRRB SN TWD L - &I 1E 25mg Th D,

9) fEWNEE} : EminE TOEYENRERER (S2WB1002)
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b)

c)

d)

BiHeEERE 0

<HEANDOT—H >

RS ERE 8 (LT F =027 U T T A ; 40~T5mL/min) [ O 25 B s pefE == R 25 7 13
(V7 F=227 VT 7 A5 15~39ml/min) (2F 7 U7X 2 Smg KON 2.5mg & H[AIfE O 5. U7 F
OB REIT, BN IR Tt VABICIER L, 2F 7 VT 7 ARPE I VT 7 ANAE
WA LT, 55 MU X DIRB RN ST,

1) AFIO FEERICH L CTRBENTWA M - AEIX 1 [2.5mg THD, £72, BHERERERE ~OAF OF L
DONWTIE, BEEBBIERERE ~IHE, TR OBBERERE ~TERERSTHY, | HORESEIX
2.5mg THDH, (MVIL2. BRoAREZzoHm (FRIEEEZET) (6)) V.5, EERGAREZOHEEB 2)) O

HZ )
10) #HPVEEL : B RERE ERE T ORMBIRERER (C93-081)
RriggeEsEEaE "

<A EANDT—H >

W PR BERE AR 8 5] (Child-Pugh 7' L— K A KOYB) 127 hU 7% 25mg ZHERRO#KLL L

TeRFDEMENREIL, BERERA 8 BT ty DA EITIER L, AUC) 3 A I LTz, £25

V7 7 ANHFEIIKT L,

FE) FFHEREREE BE ~DOARFI O GOV TiE, EEAFHRER S BE ~ TS, TNLIS O RFHE R & B E ~ 3R
BHETHY . 1 AORESRIZ25mg TH5H, (IVIL2. FEENEEZOHA (FHEEEE

ERENEEZ OB (2)] OEBR)

cr B
=
—
(&)
)
=
-
=
(9]
i

1) HNEE : ITHERERR S B TORYEIRERER (C95-036)

EMmEHE?

<HEANDT—5 >

EIMEERIEIC LY ER T hr— L STV A EMEERE 1261277 U 7% 18 Img, 2.5mg
MO 5mg 7 2 R RRR T 2 [FI#E 0% G- U 7 R O G 1 L X O 1 e 0 ~F 4R, 2.5mg & 4% 5- L
TS GO AR B L2, AFoME BRI, BRECLIY 22 b —1 I3iuTnW 5 EiiFEiE
BEIZBNTHRERA 12 6] & FRETH -7,

) AR ORBEI LTRGBS LT - HEIF 1 25mg Th D, £7o. SILEESRE ~OEA DR 512>
VT, 2 b= SR TV RVEIEERE ~TER, 22 b= ST 5 i EEEE ~ T EER S
Th2, (VL2 FgWaE sz (FRIKSEET) (5)) VL5, EHEHRGNA L ZOHE (6) ] DEHSMR)

12) #NEE : &l EAEBRE TOIME~DHERER (C94-036)
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(6) AEEEF

1) ERABERE - HEERARGEHAE AR - RERFTRERAR (TRKERKREHER)

2)

FrER B o G & LT MAERAS 9 12\ T RaMEMITSIES] 552 Hicds1) 2 BIVEM R BRI
54% (30/552 ) TV . EAREWERITIE AR 7 4, BOKOE R = EBERS 6 ThoT, &
BREWERITHE ShiedoTo, FRWERNTIGIER] 487 BlZI51F 2 A% (TR TRZ] DHIERRE)
DOWFNNTEHE L, T8 & SNEADBIOEIE) 1385.6% (417/487 Hil) Th -7,

J R R Bk g & U2 B R O &2 2V R OGN ORI & B & L= R e &R @ ickwn
T, RN GHER] 583 Bl D RIEAZEIRIT 7.2% (42/583 f5l) Th o7, EREIEAIL,
MR8 1, Rk 6 1F, Ml 5, HEERBWERIZE o b= EGRE L 6] 1 Th o 72, BRI R SE
B 495 BRI DT N U7X A% ORI AREOIEFE S EE (TR TR PEERIE] owvg
ASTREIE L, T8 & SN EFHIOEE) 1589.5% (443/495 %) Th-o71=, £7-FF b U 7 & Al
R 1~9 [8] B OIEA~E B39 2 980/ BGE#1E 90.9% (2,398/2,639 51]) . 10~19 [F1 H 94.8% (697/735
B, 20~29 A1 H 88.5% (162/183 ), 30~39[alH 94.7% (18/19 ) TH 7=,

13) 712 K1EH>  Prog Med. 2012; 32:1681-1691
14) 71EZEIAE M : Prog Med. 2014; 34:1817-1826

RREFMHE L TERFPEDABTXIEER L -HBROME
AL LR



VI. EZEIB(ICEHI BIEH

1. EEZPHICEEHSILEYMXITILEMEH
L NE Y

2. FEIB{EMR

(1) {ERSRLL - YERBERF
FERTR I, BN « KAEMEICHBLT 2 FERFEME OB MEEER CTH 0 . FEVERFIZ IR LW EETE O I L« TR
%&E®%ﬁﬁ%%&5_k%§<\%%iﬁ%i@u%k@i&%%OTwéoHﬁf@%é%rkb

. SHENAAOMAE OULHE - YLk & S-HT & OREZHRER & 35 TIER ) . KNEEOMREOE L3R K

f%ék%zéFWﬁﬂJ#FWéht# BIE I, =Xk & =S 3k 3 2 M8 OBtk % E
L7z [=EXARRIMED bXFFSRT0D Y, WPhOFHICE W TS S-HT BNEE &S Z R+ L
TWASIFEETH S,
5-HT Z &1L 5-HT, 725 5-HT; O 7 FEREEIZ KRB & 4, 5-HT) Z AR )S FLi B3R A M IS BRAL I AFAE T D
TENFMBNTWS, BE, 5-HT ZBRITEICY T X A F IS S Tnbd, 2095 5-HTip AT
EEIIK=RAE ﬁﬁb\%@ﬁﬁmmiwﬁﬁmﬁém%é&é_k#\it\ﬂﬂm§§%mﬁ%m
B O Z AR RICTFAE L, ZOIEMEIZ L D iR TF ROWEREZ M35 2 &R mbnTEY
WA ETEE T2 Z Lk FEROREZIMGI T L EZX BRI,
T 7 NU TR R, ABEMEEEICATET D 5-HT s AR, B M 8L O = AR &R ITAFTE
95 5-HTip Z BRIk U CEIRANCIER L, REER ORI CH 5, HEHEIME OFLE, = X oiE
EEOZEUC E b 72 ) BEEMEFZWETTEZ G T2 2 LIk, RIRAUEETH B2 o5,

(2) FENEZEFITSHABRRE

1) 5-HTs R U 5-HTp RBKICK 9§ 5=k (/n vitro)
FELE Y MREREERS E T v MEREBESZHAWT, SEZAFRICHT28TMEE2BET LI 2 A,
5-HTip Z K (5-HTip e OY 5-HT1p AR & Gde) 126 L CEWERAMEEZ /R LTz, 5-HTia (23 2 Bifntk
IT0ORMK <L 5-HTs RIS T 28 AEIT IR o7z, TN OZERICHT DT T Y 7 X2 AEERED
BRI N b A N X angBEL Y b Eho T,
%72, CHO i}z 0N HEK-293 HIfE OB L 2 W CAf e MRS RIR~OBMEEZHRF LIS 2 A, &
R 5-HT g 2OV 5-HT1p Z BRI xT L TEWEFITEZ R L, B R S-HT A 2 RIEISR LT H 0BV EL D
PEZ R L72Dy, S-HTs BRI T 2 BRI S BICiRD o 72,

5-HT ZRKICSH T S 8B

=l BUAPE (pKi fE)
- FI RV TR | A N TR ans i
5-HTp 8.1 7.4
5-HTa 7.17 5.9%
5-HT; 5.9 <5.0
# o pICsofE

pKi i : ZAEEA~O R EOBFIES (Ki i) ORAOH Xk
pICso fl : SZAEMA~DHEE % 50%4MH 3 2 BB 1Cso DA D H X4



VI. E3EE(CEET SHIEE

E ~E 5-HTe, 5-HTw, 5-HTu B U 5-HTs ZRIKICH 9 23

e BiFIrE (pKi fif)
SR %?kUigyﬁ%ﬁ
5-HTs 8.65

5-HTp 8.64

5-HT)a 7.64%

5-HT; 4.92%

#oKifEXDHEH

2) 4 XEHKEBIAR. PREEBRIZKT SVER (/n vitro)

A AR BIAREE AR & 5 W 31 X P RINBIRIEAIZ T Z Y 7% CHERBE I A~ R Y 72 an
7B (10°M~10°M) Z BFEAICIINL . IHEZ L2 HE Lz, A XEHMEBRIC L TFZ h ) 74
VHIFRHEI 1078M X 0 B ERFM IR 2Rk Uie, 7 U 7% RGO B RIS 5-HT & [A]
BRETHY, FHXHEMERIZ 115 THDHZ &b, 77 U 72 EREIT 5-HT & [RIFEE OS2 7~
EEZ DN, A~ N T H 2 any RO R R SIE 5-HT & FfEE TH O MRHEMEIX 1/49 Th -
ol FT RN TEUEREII A~ N TR anT RO 3 EONKEEEE R EE 2 b,
A X RIMEINRIC S LTFH T U 72 IR 108 M L0 AR I e 2R Lz, 5 R U
TR AR OA~ N T & ang RO RRIGHERK G 5S-HT & FRRETH O FHEERITZERZE
WINT KON/AS ThDHZ b, A XEHMEBIIRIC S 2 0GEER & Ffkic, 77 ) 7% CHEREET
A~ N T E o any BEOR) 3 EOIMHEEZ R T B2 b,

(96) —_ (%) i
190 - :;1;179»2&15 120.- :;&_‘E;J?":’/JJ\O&E
mean+S.E.(n=3~4) mean+S.E.
100 T { (n=3~4)
80 1
% 60
L
40
204
-9 -8 _f? -6 =5 (Log M) -9 -8 57 -6 -5 (Log M)
A X $i H B E B AR AR A E B
A XFEHRESIRR O KENSIARIZS 1T 5 INEER
A SR B ) AR 7E A X R AMEIRIGHE1E
=] \\yz#z § =] l\\yz#z
tgtEn | RARUDE tgtEn | APUDE
(%) (%)
5-HT 1 100 1 100
J7 N SE R 1/1.5 (0.6~4.1) 105.3£7.5 1/1.7 (0.8~4.2) 113.7+13.2
A= N H a7 | 1/49 (1.9~12.7) 99.4+16.6 1/4.5 (2.6~7.6) 129.0+8.6

#1 : [Fl— DEARTOMRHE & 5-HT O ECso D, T — Z 1T EME (95%(EHXE) (n=3~4)
#2 1 5-HT O KIUSIZH$ B WBRME O T KOG DOEI G, 57— 41X mean (BT F¥IE) £SE. (n=3~4)

3) MM XFEEIRMEKIZ T S/ER
FRIEA X DFAIRNIZT T R U 72 EERIE T A~ U 7% a7 g (1~300ug/ke) % BREMICHEE
L., MEEFZRE L EZ A, 7 N 72 EREET 3ug/kg DA CRABIARIM &Kt 2 H &K1 B
W7, Fio, KEREIR, HEEBHRK OSBRI ) 2 B SR E I, BEARIC A 2 ERIC
2 L CHn o 7o, PRIRHIEIRINT R ORGENEIZ R L CitlZ & A EREBEZ RIS o 7203, DfEicxt L
TITHEERTFO N OB & W7,



VI. E3FEE(CET SHIEE

(%)
160 4 - FSNITTUIERE
1 (n=4)
i —a AVNUTHINTRE
8 1204 (n=6)
% ] mean+S.E.
%1 801
K E
E@ 40
Ir ]
it
0
-204, . i i
1 10 100 1,000 (ug/kg)
REESE(V)

B X QZEBARME KIS 1+ 5 MEEIENER

B X OYGRABARME. SENERTMARICRIFTY HZE

FT7 Y X ERRE O B GE | JRRMEIIRILEOZEE | KOENEOELE | DR OZE LR

(ug/kg, i.v.) (mmHg) (mmHg) ([81/5)

1 ~-10+2 0 —3+2

3 -12+2 0 —8+2

10 -9+4 0 -16+2

30 —6=+5 0 -22+4

100 —6+7 0 —26+4

300 —4+38 0 -26+4

mean*S.E. (n=4~6)

4) b +EHEEARIZH T BER (/in vitro)
b MEHODAMEEEIRICT T R Y X R (108~3x107M) 2 BREICE S L, IHER s ik L7
LA T T MU T X EEEEIE 1000M DL E OB EE CIAETER 27~ U, e RIHESS 1L 5-HT @ 33% & UL

MarEMIE8a 2> 72,

(%)
1007 - FFMITHUIEEE
-0- 5-HT

804 meanzS.E.(n=7)

604
Il
e
E 404

204

O_ T T T T T
-8 -7 -6 -5 -4 (Log M)
WA

E i E BRI EE R



VI. E3EE(CEET SHIEE

5) =X#RICxT HER

a) EXHBFHICKYBRINIOBEAREICHT ZER (v M)
FREEZ ~ b OKERFFARIC T Z b U 7% R (0.1~ 10pgkg) XIZA~ b U7X v ans g (1~
100ug/kg) %P5 L, BRHPLIC X 2 MR QRIS T 2 06IR 2 ik L=t 2 A, 77 M) X2 Ui
FRHIT 10pg/kg D F & C = XARAINRIC & 2 MR AR 2 Msl L, A~ b Y 77 an s il & R E
O ImAEERARBIHEHER 2632 2 EPREB I T,

(%)
100 -0- FSNUT Y iERE
m (n=5, 6)
® gl -8 AT TYN\IBE
5 (n=4~6)
=] F—45 P (n=13~15)
B 60 X T BIMBIEDF1E
i
w404
¥ 0
5
20 4
il .
-4
O. L . T T
-0.1 -1 1 10 100 (ug/kg)
BE5E(v.)
miFERREIHER

b) =X #EFFEOMFIER (#3)
R = O KRBRFARIC T Z & U 772 CHEERHE (30, 100pg/ke) Z#5- L. = XAREEZ OGO R E
Mzt 2MtER 2Bt Lz s 2 A, 77 MU 72 Ul E EOIREIRIA A X 5 8 3k
F 2B RE AN B O K e 3 & F RARAER i L7 17,

(uV)
250 4 T Mann-Whitney U Test
(vs. I>hO—)L)
2001 e *:p<0.05
mean+S.D.
_ 1501
100,
50 -
N u b 30 100 (g/kg)
(n=4) (n=5) (n=5)
FTIRNITINERRIEIREE (V)
FRERINGER

(3) EFISEIRRSRA - FGEOER
AR L



VI. EMENREICEAYT SRE

1. MhiREOHRS - AEE
(1) ARLAEWGMmApPRE

YRR L
(2) EEmHRESERRE
r ( ) E]:l% uﬁ%ﬁfﬁ%wu éhf:ﬁu‘:fj(&%};fj @IEZ/%BQ

(3) HT%TEEHE éht]ﬂlq:‘dﬁr_

1) ﬁ@?x'%_-
A B 18 B2 Z N U 7 Z 2 Img, 2.5mg MO Smg % ZEREREIZ BRI 1 4% 5- L 7= RE oD M Fh iR
HERE J O BNAE X T A —H X TREDO LB D TH D, Cuax XY AUC- 1 ZFHEITKT U TEIBMEDZE O B,

tip (3R S EEChH o7z, E7oH G 24 FEZ O MAEFTFF b U 7 H D PREEIE Coax @ 1/10 LRI F L TW

fio FIRRICHERERR A & 6 B2 b U 774 > Img, 2.5mg 2 OF Smg % 2SR REIC B[RS 1 % 5 L 7= FF oD 1.
HERR EEHERS ) ORI ENRE N T A — 2 1%, R B MEIZ R Cax 13.0.99~1.39 fi%, AUCo 13 1.19~1.33

P&ﬁﬁiwﬁﬁf%@aﬂmm@m%rbto%mm@A7f ZIEB L TIREFRR TH 7=,

(ng/mL) .- ;";?n
20+ I 5mg ¢
mean+5.D.(n=18)
i1}
jired
N
B
=
1 (hr)
RE %S
mFPREHR (BEKRS)
EMEIRE/NS A —4 (B[ERE)
58 Cinax(ng/mL) AUCy (ng-hr/mL) tmax  (hr) tip (hr)
Img 2.12£0.58 16.50+5.46 2.17%+0.86 4.47+1.73
2.5mg 5.62*1.31 48.59+14.43 2.68+1.34 5.05*t1.71
Smg 12.74£t4.15 111.91£25.90 242+1.52 5.36-0.89
mean*+S.D. (n=18)

1) AHI O R B IC

XL TARESNLTWD ML - HEIT 1R 25mg TH D,

<HEADOTF—HZ >

ol EETR B O FEEIR B BT N U X 2 2.5mg AR IRE Lo FRo S Eh R R R R IE
D72 & PR T Crpax 230K L7223,

2) RERS

RN T 8 il

HRF 0D B e BEHERS e VR B e

AUCoolZZAUIT A B IR Do T2,

IFT R T HZ Smg & 1 H 1A S HERERD&E (1,
ENTA—FITRDOEBYTHD, EFEIHHEES HHCTMIESZ

5 HBIIZERRS) Lz




3)

4)

5)

VI. EYEhREIcBd SRR

U 72 ARREITRROHERE 2R U, FEENE T A —Z ORI BEEN -T2 2 &b, RIER 52
£ 2 FEENREA~ DR K OMISE T~ D EREIEITFR D D iviehr o7z,

EYEE NS A -8 (RERS)

Cmax tmax tin AUCX !
5 A (ng/mL) (hr) (hr) (ng-hr/mL)
1 HH 13.2+3.0 1.80.3 59+0.7 114.2+25.4
5 HH 13.4£4.0 2.0%0.6 64+1.5 126.7+25.6
TRE A S N.S. N.S. N.S. N.S.
mean=+S.D.

1 AUC : 1 HH=AUCo¢-, 5 HH=AUCo-24
32 N.S. : notsignificant (FEZE72 L) . paired t-test

1) AHIOFERIC U TRRB STV 5 Yk - EIT 1 2.5mg ThH D,

BEOEE
fERER A 16 B2 R YU 7% 2 2.5mg & ZE IR VR4 I HLEIRE D 4% 5 U 72 IRe D 3 BN RE 13X
RCThHO ., BFEICKDIBEERFEIIZ T roT,

BEaEEEE

<HEANDT —H >

WRERHREEERE (VL7 F=o 7 VT I A 40~75mL/min) 8 BT T bV 7 & 5mg, HEER
WREREEEE (/LT F=0 27 VT T A 5 15~39mL/min) 7 BlZ 2.5mg % BLEIRR O 5 L 7=k 3K 8)
REI. fEEERR A 8 f5l & Hb T 2.5mg B G EITHE L72 Conx BENTI39%, 43% EF- L. tin 25 86%. 62%
MR LTz, £1228 7 V7T 7 AIFNTN 46%. S0%IE T Lz,

BREDELZLBHEDEMEE/NF A —F (2. 5mg [THIE)

S FERERL A B R B R R B R PR S R
JL—F

(n=8) (n=8) (n=7)
IJVT T VT TR >75mL/min 40~75mL/min 15~39mL/min
(e ¥ Smg Smg 2.5mg
Cnax_(ng/mL) 9.8+3.27 14.9+10.12 143+431
(2.5mg Bt 5 =) T T T
Agg;o; gz%%%) 92.5+31.26 185.2-85.80 208.8£110.25
tip (hr) 6.3+1.69 12.1£4.16 113+3.72
CL/F (mL/min) 510.7+213.05 275.3+129.19 238.8299.69
CL, (mL/min) 173.778.40 85.3146.53 47.7+14.95

mean=£S.D.

TE) AANORFERICH LTRGBS TS HE - HREIZ1E25mg THhD, Fio, BHEGEREE
DN, EEEMIEREE A TR,
( TVIL 2. Z2NR L Foib (FRIZEZET)

Th D,
)

FrigeEfEE BB ICE TS MPIRE

<HEADOFT—X >

LIS OB FEREREE
6) |

BESORAN O

BESNIEERLGTHY, 1| HOBRESEIT 2.5mg
VI 5. HEHGAKEZOHEHB 2) | OHES

kg RERE S 3 (Child-Pugh 7' L — K A XX B) 8fBICFT T b U 7% 2.5mg # HiERR O U723
WyEhREIE, RN 8 Il &l T AUC-oold 48% ML, tinld R%EE LTz, 1287 V7 7 A%
33%'{&? L/f:o Cmax 0iliﬂ§|ﬁ*§f?§)0 f:o




VI. EYEhREIcEd H1ER

6)

(4)

(%)
D)

2)

(6)

) SRR E BB ~OARF OB GIC oW TR, EEFEEEEE RS ~IEE, Th U ONTHREEE BE ~TEE
&ﬁf%b‘lﬁﬁ%ﬁﬁgiZMgf%éoUWQ BoNA L zom (RAZEZZET) (6)) VL 5. E
FERENA L TOEE ()] OEBR)

SEEICHIT A EE

<HEANDOT —H >

ElE 1261 (65~77r%) 12T F7 R 7 X% 1 HiEE LT 2mg Xt Smg #0085 (1 X 2.5mg &5
4 FFHRICENENRELBMEL) LR, AFEE 12 6] (24~44 5%) & HAT Coa (ZZILEIL 28%,
15% E5- L, AUCo o3 38%. 32% 4N L 72, tip lZENEI18%, 14%IEE L, 2F 7 V7T 7 2 A% 28%.
24% 4K T L7z,

) AFORBIRICK LTRGBS TWD AL - &I 1H 25mg TH S,

GE2E)
AR L
B - HAEOKE

BEOZE
[(3) WK CHERR Sz bR 3) RHEOZE OHESR

HAEOBE
L et (A EOERS) (CHT WA 7. MR OHSE

BHEE GKEaL—2a>) BATICE Y HB L EnAR DL HER
MR L

2. EMEERB/NT A—4

(M

(2)

)

(4)

(%)

R 753k
AR L

RIREE
LR L

NAFTRLSEY T«

<HEANDT— % >

RN 24 B2, 77 U 72 Smg A HERR AL LIZREOBIRNE G ST 2057 X1 T8
T 41X, 0% TH o7,

1) AHNOREFIS L TRRB STV ML - H&EIT 1 H 25mg TH 5,
B SEIE L

(fERE R N B E, 2SR RE B AIRR O 3 )
0.149+0.043 (/hr)

HYT7TYR

BERERRABYE 6 BllC, 77 bV 72 25mg Z B AKE LckO 2L 7 V) T T 2 A3F 36.1L/Mr T
o7,



(6)

(N

VI. EYEhREIcBd SRR

NMRIE
RN B 16 Bz, 7T b U 7 F 2 2.5mg & ZEfERFHLEIRR D 4 G- LT RF D A A Fil. %) 427.26L T
Hol,

mMREAHKEEE
b b UC-F T b Y X MR 0D 50~1,000ng/mL ZERIN L 72EEOD in vitro MIEE RS ERIT 29% T
Holz,

3. IR

(M

(2)

)

AR
AR L

USEES
<HEANDT—5 >
RN B 2 BIIZ UC-TF N U 7 &7 I 10mg & BRI A& G- L 72 R OWRIERITA 80% T - 72,

TR
LR L

4. »%

M

(2)

)

1% — BB B

32 A L LA

<BE>

F v M MC-F T N U T X R 10mgkg % BRI G L7 RO MBI R 28— T U7
57 4 —CHFLIZE 25, AR TROBA THERTRRHB CH -T2 L, 75 Y7
B2 OPRBATIEIIR D & & 2 b,

& — AP EE S

MR L

<BE>

AR 12 XOV19 HO T > MZWUC-FT b U 7% R O 1mg/kg Z HRIRE A5 U 72RO ST RE D RGA -
MWRBATE R Lz & 2 A TR 12 B 085 30 0% O NS BRI X BB O SR EE L © & o
7o ETo MR 19 B OB RNHERE 1T G- 2 FFZICERR & 7 > 7203 BEW) O MAEFHERE £ 0 K-
7o #5524 BRI ORI REIX. B O MAEH R L [AfEE Ch o7, LD Enb, 77 b
U7 e L, JRIBICBATT D 2 AR ENT,

it ~DBITH

LR L

<HEZ>

W% 10 HORHLT v M UC-FF b U 72 R O 10mg/kg % BAIRE 0% 5 L 7-FF O I RE O FLiHT B
Tt Lzl 2 A, i didaeis s 2 FEMRICRSREZ /R L, IETHANEL Y bREhoTo, £
D%, FIT BRI U, #8524 FERZ ICIT SR EIRE DK 124 LigoTz, U EDZ Lk,
T N TEATHIF AT T H T LIRS NI,



VI. EYEhREIcBd SRR

(4) BEEAOBITHE
LR L

(5) ZDHOMEB~DIFITHE
b MKIZ UC-FT7 b U 7 R D 50~1,000ng/mL Z BN L 72 KE D in vitro MEKEATHRIL52% ThH > 72,

5. Kt

(1) RBBEBLLR R BHRRR
AL« AT
(AVE T2
<HE>
<~ AKDRT v M MUC-F T b U X D 10mgkg, U FRKROA XU Imgkg, & MZFT U
H MR D 2.5mg XUT UC-F T N U 7 X RO 10mg & AV EERE OG- L7 RE i & OYR
Rtz Lz, 8k Ot h CTo#E 8 Bl £ ToMmiEF O L2 midRkRBIbRkTHY . Zoftiicy
B XTI o-KEREIE, A X TIE N-BRLIK, b F Tl N-BRLIE R O 2 ERRER SN, £72. 8)
Wkt b COHLE 24 B £ TORPFOFERBT bREKTHY . ZOMIZ o-KER{LA, N-ERLIR,
N-E A FIUR, B 2 ARV ERER SNz, b Z &0t 77 U 72 X N-Eb, a-/KER k.
N-Jit A F oAb 7e & O ORI TR S 2203, Bk e b CTOMBE R ORF O FE 2RI ERE bR T
ol FTZRNITFEZORHIZ VT T URHENEEB LN,

o St CHs CH
\N N, N
oL o P o P
N N N
N-B{b FIRITGY A Y R—=)VAILIR=)UE

l CHs CHs
N\
N

CHs
HO
N0 ANG) UNo)
e o 0 o P
N

OH
KEALERVY /4K eV ik KB Y R—ILERVUT /4K

-

( ):EEmE

E MIH TS HERBHRE
1) AHID FEERmICH L OB ENTWA Y - AEIE 1| 2.5mg TH D,
FIZ RN TEATE )T IVAFVE—F (ABEOBA) ORFHEMZHE LRV, £724 CYP 45 1Ff
(CYP1Al, CYP1A2, CYP2A6, CYP2CY9, CYP2C19, CYP2D6, CYP2El, CYP3A4/5) ORHRNEME S AE
L72uy,
(2) RBHCBEIE59 8% (CYP4S0 %) Do FiE

FZ MU 7 Z 1T CYPIA2, CYP2C9., CYP2D6., CYP2EL. CYP3A4/5 72 ¥ D#EE D CYP & F+HETRHT S
NHEEZLND,



VI. EYEhREIcBd SRR

(3) PIEEBHEDEERUVZNDEE
<HEADTFT—X >
HEh@Eh R 2520 F 5,

(4) REEYOFEDHEER VLS
invitro B WT, 77 b FH U OFREITH D N-BRLIE, 202 UK, KLY LY 2 A Kk
W o-7K R N-fil A FUIRIE, S-HT ZB/EZ2 0 UM INAEER 213 8 A ERES oz,

(5) EHRBMORERI/ S A -4
A% L7

6. it
(1) HER AR K UHEER

FITHE

(2) HEtER
R AT 6 BIlZTZ MY 7% 2 25mg ZZ2fEIRFIC B A& G- LTz F T b U 7% v Ofe 514 24 Ff
& CoORBIRFHEEERITN 50% (REMEE LT Tholo,
<HEANDT—% >
TR AN B YC-F T N U 7 & R 10mg Z HRIRR O 85 U 7= g, 51 96 I & CITRIREED
77.0% D3 RFNT, 20.2% N FE AP IZHE S 7z,

TE) ARFNOFEFICH U TRRBEIN TS HE - HEIX1E25mg TH D,
(3) HEMERE

[ () Phitt=) OEHZM

1. FSURR—2—IZET D1
MR L

8. EHEICLBBREE
LR L



VI. £t (FALDOZEESF) (CEATHEE

1. EERNBELZDEH
A% LR

2. ¥FRARLENEA (RAFERZEED)

Z22] ROBFEIITHERS LW &)
(1) ARANIDRLSI T U BEUE DBEERE D & 5 B

(fiRE5%)
[ BRIk D — R RIEEEE TH D, AFIOR I L CREUE DB D & % B Tld, AHD
Mv. #®WANZET 5

BHIZED, SOICEERBBUEREZRET BTN H D, AANZE T D 01T,
HE 2. "WAIOMR] 25352 L,

Z22] ROBEIITERS LW &)
() L EOBAERO S 5 BE B R B XL OSER - KED H 5 BE . BARE GEEIR

i) OboEE [(REAR, POE, LFEELSOEE BN CREBEIERAS bbb Z &
NH5,]
(fEER)
DREZEDBEERED & 5 B il DR B SUTZE OREIR - JkfkD b 5 B, BIRPLIED H 5 BEIZB W
T, AANOMAERAEERIC L0 REER, PeiiE, DA% %2 & B E 2B im e DR BEEIR S & 5 b b
AREMERH D DT, L OBEITIIAANEZ B L2 &,

[#22] RoOBHIZITHREG LW &)

b SR

(3) Pedaf & o o — B ME AN KE I PR S8R D BEAE D & % /B [ & R 5 > — PRI I R R VR 23 8 B o
L2 ENDD,]

(fZE)
JIbd 1f. A7 P 7 R0 — T ME MR LR FEAE D REAE D & % 83 Tl AR O M NGHEERNS K0 ML B FEE D & & b

HAREMEDR S H DT, KA EHREG L2 &,

[Z22] RoOBFEIZITHES LN &)

IS Ieh

(4) RMIEREEZ2HT 288 DERZE S EDREENEZOND, ]

(fEE5R)
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Naramig tablets should be taken as early as possible
after the onset of a migraine headache but they are
effective if taken at a later stage.

Naramig Tablets are recommended as monotherapy
for the acute treatment of a migraine attack.

Naramig Tablets should not be used prophylactically.
Adults (18-65 years of age)

The recommended dose of Naramig Tablets is a single
2.5mg tablet.

The total dose should not exceed two 2.5mg tablets in
Naramig 1997 4 migraine a.ttacks any 24 hour period.

EaEs| Tablets 4 2.5mg | with or without | If symptoms of migraine should recur, following an
2.5mg aura initial response, a second dose may be taken provided
that there is a minimum interval of four hours between
the two doses.

If a patient does not respond to a first dose of Naramig
Tablets a second dose should not be taken for the
same attack, as it is unlikely to be of benefit. However
Naramig Tablets may be used for subsequent migraine
attacks.

Method of administration

Naramig Tablets should be swallowed whole with
water.

The recommended dose of AMERGE is 1 mg or 2.5
mg.

If the migraine returns or if the patient has only partial
response, the dose may be repeated once after 4 hours,
for a maximum dose of 5 mg in a 24-hour period.

migraine with or
without aura in
adults

. AMERGE | 1998 /- | 1mg,
ES

I Tablets 2 A 2.5mg
The safety of treating an average of more than 4
migraine attacks in a 30-day period has not been

established.
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aakiil FLEN AN
KE O ERfF SCE Pregnancy (Risk Summary)
(2016412 H) There are no adequate data on the developmental risk associated with use of AMERGE

in pregnant women. Data from a prospective pregnancy exposure registry and
epidemiological studies of pregnant women have documented outcomes in women
exposed to naratriptan during pregnancy; however, due to small sample sizes, no
definitive conclusions can be drawn regarding the risk of birth defects following
exposure to naratriptan. In animal studies, naratriptan produced developmental toxicity
(including embryolethality and fetal abnormalities) when administered to pregnant rats
and rabbits. The lowest doses producing evidence of developmental toxicity in animals
were associated with plasma exposures 2.5 (rabbit) to 11 (rat) times that in humans at
the maximum recommended daily dose (MRDD).

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 of miscarriage was 17%, which were similar to
rates reported in women without migraine.

Lactation (Risk Summary)

There are no data on the presence of naratriptan in human milk, the effects of naratriptan
on the breastfed infant, or the effects of naratriptan on milk production. Naratriptan is
present in rat milk.

The developmental and health benefits of breastfeeding should be considered along with
the mother’s clinical need for AMERGE and any potential adverse effects on the
breastfed infant from naratriptan or from the underlying maternal condition.
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H i FLA A
H[E DSPC Pregnancy
(201647 H ) Evaluation of experimental animal studies does not indicate any direct teratogenic

effects or harmful effects on periand postnatal development. However, delays in foetal
ossification and possible effects on embryo viability have been observed in the rabbit.
Post-marketing data from prospective pregnancy registries have documented the
pregnancy outcomes in less than 60 women exposed to naratriptan. Due to a small
sample size no definitive conclusion can be drawn regarding the risk of birth defects
following exposure to naratriptan.

Because animal reproduction studies are not always predictive of human response,
administration of naratriptan should only be considered if the expected benefit to the
mother is greater than any possible risk to the foetus.

Breast-feeding

Naratriptan and/or drug related metabolites are secreted into the milk of lactating rats.
Transient effects in the pre and post-natal development of neonatal rats were observed
only at maternal exposures sufficiently in excess of maximum human exposure. No
studies have been conducted to determine the level of transference of naratriptan into
breast milk of nursing women. It is recommended that infant exposure be minimised

by avoiding breast-feeding for 24 hours after treatment.

F—ANZ7 VT DI
(An Australian

categorisation of risk of

drug use in pregnancy)

(20194E6 A )

Category : 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.
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(2016 £ 12 A)

FLEN A

Pediatric Use

Safety and effectiveness in pediatric patients have not been established. Therefore,
AMERGE is not recommended for use in patients younger than 18 years of age.
Adolescents (12-17 years of age)

Efficacy of Naramig Tablets at single doses of 0.25, 1.0 and 2.5mg was not
demonstrated to be greater than placebo in a placebo-controlled study in adolescents
(12 to 17 years). Therefore, the use of Naramig Tablets in patients under 18 years of
age is not recommended.

#[E > SPC
(2016 =7 H)

Children (under 12 years of age)
There are no data available on the use of naratriptan in children under 12 years of age
therefore its use in this age group is not recommended.




ZDOREEEN
AR L



950« AZRI751 VkEtt

T107-0052 FREHERERIFRIR 1—8—1

AMXTIFO1-D1908D
WETE A201948A



	Ⅰ．概要に関する項目
	1．開発の経緯
	2．製品の治療学的・製剤学的特性

	Ⅱ．名称に関する項目
	1．販売名
	2．一般名
	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）
	6．慣用名、別名、略号、記号番号
	7．CAS 登録番号

	Ⅲ．有効成分に関する項目
	1．物理化学的性質
	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
	4．有効成分の定量法

	Ⅳ．製剤に関する項目
	1．剤形
	2．製剤の組成
	3．懸濁剤、乳剤の分散性に対する注意
	4．製剤の各種条件下における安定性
	5．調製法及び溶解後の安定性
	6．他剤との配合変化（物理化学的変化）
	7．溶出性
	8．生物学的試験法
	9．製剤中の有効成分の確認試験法
	10．製剤中の有効成分の定量法
	11．力価
	12．混入する可能性のある夾雑物
	13．注意が必要な容器・外観が特殊な容器に関する情報
	14．その他

	Ⅴ．治療に関する項目
	1．効能又は効果
	2．用法及び用量
	3．臨床成績
	（1）臨床データパッケージ
	（2）臨床効果
	（3）臨床薬理試験
	（4）探索的試験
	（5）検証的試験
	（6）治療的使用


	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

	Ⅶ．薬物動態に関する項目
	1．血中濃度の推移・測定法
	2．薬物速度論的パラメータ
	3．吸収
	4．分布
	5．代謝
	6．排泄
	7．トランスポーターに関する情報
	8．透析等による除去率

	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（原則禁忌を含む）
	3．効能又は効果に関連する使用上の注意とその理由
	4．用法及び用量に関連する使用上の注意とその理由
	5．慎重投与内容とその理由
	6．重要な基本的注意とその理由及び処置方法
	7．相互作用
	8．副作用
	9．高齢者への投与
	10．妊婦、産婦、授乳婦等への投与
	11．小児等への投与
	12．臨床検査結果に及ぼす影響
	13．過量投与
	14．適用上の注意
	15．その他の注意
	16．その他

	Ⅸ．非臨床試験に関する項目
	1．薬理試験
	2．毒性試験

	Ⅹ．管理的事項に関する項目
	1．規制区分
	2．有効期間又は使用期限
	3．貯法・保存条件
	4．薬剤取扱い上の注意点
	5．承認条件等
	6．包装
	7．容器の材質
	8．同一成分・同効薬
	9．国際誕生年月日
	10．製造販売承認年月日及び承認番号
	11．薬価基準収載年月日
	12．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
	13．再審査結果、再評価結果公表年月日及びその内容
	14．再審査期間
	15．投薬期間制限医薬品に関する情報
	16．各種コード
	17．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
	その他の関連資料


