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1 ARHI N A8 B 5 AR OB ROPE BRI LR 9 5 B O BRANIEYR IS 1T IS T h D . IR OMEEZWT 2
TUNIARANZ BT 2 2 L1d, DRIV E00 s, BERORIA & 72 8 ENREERICHT 2 IREZES 5
Z TRy, EFHIERTH D, LR -> T, SETICHIEEREDRZMBHE L2 EDRVWAEERS,
IR LW SN2 L b D b OO, FEERICEE A DI DIERORRIE & 1T R 7R > 7 8EE K OREREAER D
b5 EETIE, AFORERICHZ., 228, REZ 2TV, UTHERCHDL L ZHER L Th b
5452 &,

5.2 SFEHEME R RREELIE R . AVTSME R R SRR . MRS B 1. EBRIER TS T TRk & 5 A
I TV AR, IMEIMIZ LD &5 2 55 RFTHRSIE % ££ 5 7 8EE <. TR RTIKIZ FERm
RO B D) LIIRENRL S TEY, AFERS L THHRIIHETE RV, £/2, LD TERRIC
AHN %G LB A DOREMIT OV THHENL LTV, LR -> T, 25O FIERICIEAR O 51X
HERC&E 220,

F 7o, AR HREAME R B B (AR AR R I K D R A1 O RETR C. TR WA EYE]) & 25T ThT
D& DR IEIDHESNA TR, L3> T, AFIOFRGITHE TS 2w,

(fi#
5

2. AERUHAE
WL AT T B FZ L LTI Al 2.5mg & FEER OFER R BLEHCR 0 5-35,
BB, BEPRTSREAITIE, BINEETH 2N TX LR, FiROREGS 4R EH TS5 2 L, 72
7L, 1 HORES &% smg N &5,

1. BZERUVA=ICHET 53FE

1.1 KA, BERBEBRFORMHEH L, THRIIIEH Loz &y

1.2 AAFGIZE 0 2L BEDRD DNARWVEAIT, ZORIMEITH L CEMNEGE LRV, Z0k)
LA, BREO L, HREOFRKEZ#RTHZ &,

1.3 JFHSBEREEBE T B RER B CiX, MHPREN ERT28ZN08H50 T, | HoREK 5 &
Z25mg 52k, [922, 932, 16.6.1, 16.6.2 2]
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V. BEICEAT 5I1EH

AFIZEB T D HEEMAT —

Phase AR A x5 & iE B R T 1 O | etk | EOEE
o — —FER. o -
: M = ! '% e EN NP/
g | oo b 77 N OEE | e wetime | 0 | O | —
= Hodk
R — “EER. TR
- TR v | SAEARBRESE | _ _
B | 2 sk 740 fil* A 7 © ] ©
X~ R U7 F A _ TR TR,
i 264 fi*
= NEAF EREE | ER. .k —
gy | FIHRTER 451 B LS S

* R $e 5 AR & B < MRS R EBR T IR R EIH 15K

(2) BRRRZNE
AFAN TR W O [EFRER 22 (S & D BRI L0 TRR 2D W EE) & 5WI3 TRTJEZ
o FERTE ] &R ST B A BRI B & S LT,

[EIPN T M S U725 AR B SOG PERRIER K ONESh C 3 S MU 72 BRIRFABRIC 8 1 5 it OB IZ LA T o L s
DVThHD, REMBEEZRNELE LT 7R e “EHERILERBRIZL Y . AFOFAERRD 5T
5o Filo, RHIERGHBRIZE Y . IRAEEOEIMIAE S 2R ORES T80 5 TH7Ru,

1) ENTERIN-FEIHRAERGHEAERBE >

a) RA4BEEZOERREDEAY
R A 4 B[R OBERCEDOEI G, 77 B RBEL T T h U 7 X 2 2.5mg BETENZI 42% (46/109 i)
X 77% (84/109 ) THY ., 77 bV 7 X 25mg BETIEL, 77 B REHCH LA EICE W EERSED

RERLT,
(%)
100 75K E DI
% 1 p<0.
o 80 77%* o)
S
& 60 |
% 42%
£ 40— ]
P
[=])
20 [
0 0 — -
75w RE 2.5mg#
(n=109) (n=109)

fRA 4 B R DOBEFBEREDEES (ARFE IHAERICMERER)

b) BRA 4 BRAROERREDESY (RARKOEREERNY T 7 IL— T8I
AR FIEF D BRI AR EE AN H S O S 6 b EE DA b AR OB E RN b - T,

BE Y 05 3 AT TRV TH

Ji FH Rf 0D B 2 75 REE 2.5mg Bt
Fh 44% (38/86 7)) 77% (62/81 f31])
I 35% (8/23 #3il) 79% (22/28 1)

) BERORREN TEE] X MEE) o NRE) X T30 ckELZES



c) &lfEH

V. BEICEAT BI1EH

BIWERIZBISEEL L, 7 U 72 25mg BET 13% (14/109 f) . 7" F B AREET 25% (28/110 fiil) ThH -
oo EREWERNZ, 77 NV 7% 2.5mg BETHEL 5% (5109 6) KOMEMH: 2% (2/109 ) THO ., W
TN T ERHETLVEZ AT, TOMORIERIIT 7 ARREL ST T MY 72 R L ik L CH
HKThol, 2B, WTHOREAOEE S LUITHFETH o7,

2) BHTRESN-ERRHERAE

2) EH=E—IFH : BRKREZE. 2008 ;24 : 217-231

<HEANDOFT—Z >
) AR 4 W14 OFEREOEIGTY (SeEptk EFI%)
Hife R SR
77 v REE +Z hU 7 X 2.5mg BE
7 Z AR ek FRGERER 3 34% ( 42/122) 60%* 2 ( 76/127)

A NS H
s AR ER ¢

27% ( 28/104)

66%* (132/199)

7 AR xR
i A N — ikl

33% (197/602)

68%* 3 (396/586)

R 5B 0 Y

70% (9,016/12,930)

TR DEE  * p<0.001
SEROREEEDY THEE ) X TR 7»6 HEEE) SOX e L) IcdsaE LcHE
Cochran-Mantel-Haenszel test (
logistic regression crossover models

SRUGEO PR ORIG 2, [SaE s I TRLT

(3) ERIRZFIEHER
% 1A

FOKHE, W 5%)

3) Klassen A, etal : Headache. 1997 ; 37 : 640-645

4) FENEE A~ b U 72 Uk RGEER (S2WB3002)
5) Mathew NT, etal. : Neurology. 1997 ; 49 : 1485-1490
6) Heywood ], etal. : Cephalalgia. 2000 ; 20 (5) : 470-474

fEEERR A B 16 Bl 2 %5212, 7 b U 7% 1mg. 2.5mg. 5mg. 7.5mg. 10mg & L < 1L 7 7 &R D HE#
HiBR T . ROMERERA B8 Hl 2B ) S 2 rsmg b LLIZ7 T8 R%E2 1A 1185 BMOKE
PR ¥ 21T\, ARSI OV TR LT,

Z DGR, HERE A &G HBR I TiT 10mg 5 F CTREIR R & 72 2 P i

W BRI,

AEEGRBRICB VT, BGREOME (HE R OIEIRR) [2BW T, ARREENRD bz, Wi
AOEB G FRICERIR FRBEE 7D b O TR o7,
PLEORERN S, 77 MU 7% 10mg £ TOHBEIK O 5mg ¢ 5 HFER D #5022 R R

RN LR S LT,

) AFNOFEERFICx L TAREN TV AEEOAREIL 1B 25mg /& 085, 1 H 5mg LN TH 5,

7) FENEE: BAANBIERERFORE
8) thWEEl : HARANTDMETOIER G5 (548-02)

R (548-01)



V. BEICEAT 5I1EH

(4) RFRMHER
A EKSTEREBR (77 v v 738 - D3801008) ?
REERRA 2RI, 77 FY 7F > Img & 2.5mg O HEERR AF GBI 588k L ettt s 7T %
R HERIEICL VR LT,
ARBROMER, FHEFMEE Th HI5 4 FEHIBOARE FURKGESR) (X, 77 8RBT 42% (46/109
) . 7T VT H Img BET 71% (747104 1)) | 2.5mg BET 77% (84/109 ) TH v . AHKlDH B
PERZR® BT, F7-. 1mg. 2.5mg BHEOALRIT., 7T v RBICHNTHEICE ) >72 (%54 p<0.001,
X2PHE) . BIREHIEE Th 585 4 BrfE D 24 B £ CORBH A S BER ST, 77 R
T 27% (29/109 f51]) . 1mg #£ T 40% (42/104 ) . 2.5mg & T 61% (67/109 f5l) TV . HEDOHEIM LS
THEINU 7, #5 4 BEf% D 24 FE: £ COBERERRIXT 7 B ARRE 24% (11/46 1) . 1mg B 24%
(18/74 f5l) L [FIFEFEECdh o723, 2.5mg BETIE 12% (10/84 ) & Uz Lz, 5 4 B IRtk
SR GEOG, MR, iR, FiRE0) 2RO N EEFIEIX, Img B, 2.5mg #f & HIZT T BARREIC AN
THREIZE»->72 (p<0.01, x?HBRE) .
BIEFRBRIL, 77 BRI 25% (28/110 #1) . Img &£ 16% (17/104 #1) . 2.5mg BEi 13% (14/109
fBl) ThoT-, 2B, WITNIDOEETEWEHDOEIEDN 3% LU ETH-72b 00T, ELRELES 7T &
REETEL BbNT, TOMOBIERIZT 7R EEL T T M) FH2 UL L URIERETH -2, 72
B, WTNORWERH bEEE S LITHEEThH -7,
PLEDRERNS, 77 b 7 X AP ERELL o R AER OB 5 VI RIS L THEOMEE RIS
Elbln, BeMEICB U CERER BRI RN o B2 bz, £72 2.5mg BT 1mg BEISKRT L,
Be 'l 4 BRI D 24 FE[EI: & COBEMUEORRENE <, R EREMED 722 &b, KAl 2.5mg
BDEXOVFEHATHLEEZ LN,

1) AFOREEICx L TR SN TW D EROH&IE 1A 2.5mg 2/ 0 #5-, 1 H 5mg LN TH %,
2) =10 BFRESL. 2008 ; 24 : 217-231

(5) tRRERIEAER

1) BEALEITRHERGHER
<HEANDT—H >
FAERERBR (S2WB2004)
RN % C e S 7z iR ERR TIX. FEBURICHT 277 U 7% (Img, 2.5mg. Smg, 7.5mg KT
10mg) Hi[ElEE A& 5RHCEB T DA 9ME, BEMEROEEMEE 7 7 B AR HERIEIC I VBRET L,
ARBROFE R, FEFHMNER TH 25 4 FFHBROANRIT, 77 BREET39% (359041)), 77 U7
2 Img BET 64% (53/83 f5i]) . 2.5mg BET 63% (54/86 f5) . Smg BET 65% (60/93 #1) . 7.5mg #£T 80%
(74/92 f511) . 10mg BET 80% (76/95 #l) THYH . WTHOHETHLALRILIT 7 BRI TE ) >
Too — 07 BWERIZRBLERIT T 7 B AREET 14% (13/91 61), 77 b U 7% 2 Img BT 12% (10/85 f4]) | 2.5mg
BET15% (13/87 f51]) . Smg BET 26% (24/93 1)), 7.5mg BET 31% (29/93 1)) . 10mg & T 26% (25/96 i)
THY, Img KO 25mg X7 78R LREThH -T2,
PLEDRERN S RFNZOWTIEY AT - XX T v 3R BENT Img O 2.5mg & BFIRBARE O HL.0IC
Pz 77,

) AFNOFIERICH L TARIN TS FAEKOMHEE 1R 2.5mg 205, 1 A Smg LN TH 5,

9) Havanka H, etal. : Clin Ther. 2000 ; 22 : 970-980



V. BEICEAT BI1EH

2) HEERERER
<HENDOT —H >V
AN TFERAER © 77 A EER  (S2WA3001)
KETHEM SN 77 2R RERERIX, FEREICkT 277 U 7% > (0.1mg, 0.25mg, 1mg } O 2.5mg)
HA[ARE O 4% GRS BIT 2890 OV Z et %2 77 B RATIR —HERIEICL W BRE LT,
RRBROFER, FTEIMIHEE THh 55 4 BB OARRIL. 7T B REET34% (42/122%1), 7T~V
72 0.1mg BET 32% (41/128 f511) . 0.25mg #£ T 35% (42/119 f51]) . 1mg #£ T 50% (59/117 f51l) . 2.5mg #%
T60% (76/127 f31) ToH YV, ImgBE, 2.5mg BEOFZNFRIT, 7T B RFRICHNFREICE N1 (Fxrp=
0.022, Cochran-Mantel-Haenszel test) .
RUWERZBISEE X, 77 FY 722 25mg BT, 1 A1 H O 5KE 23% (22/97 #1) | 2 [ H O 5-RFE 20%
630 ) THo7o, ERBIEMAIZ, BLEOIEETHY, 2 1B EHOHRSGHIE 3% (3/97 ) &
5% (597 f) . 2 BIH OFGRHE 7% (230 #1) K3% (130 #]) Th o7z,
PLEDORER S | AH Img KO 2.5mg 13, MO R EERRE I8 L THIDDBEREEO & HI5EIETH
D EMRINT,

) AFN ORI L TEREINTWD AIEROHEIX 1 F 2.5mg 28 0#& 5. 1 H Smg UINTH 5,
3) Klassen A, etal. : Headache. 1997 ; 37 : 640-645

<HEANDT—H >

WAVENAERER : 77 R RO A~ b 7% vt IRaAER

RERBREZRE L LTI 8RR OA~ M) 72 Ul T EHEBREEGERBRICB W T, IR 4 BefE#% o088
TRLEBEDOEGL, 7T RN OFT T U 7 Z 2 2.5mg BETEILEIL 27% (28/104 i) J T 66% (132/199
) THY . FT M) FE L 25mg BETIE, 7 7 EARICH LAREICESWERMED R 2= L (p<0.001),
BIVEFIRBISEE X, 77 RY 722 25mg BEC, 1 [FIHOHEGRHE 24% (47/199 f5]) . 2 [FIH O£ 5-FEX
15% (12/78 f3)) To -7,

) SERORRE [TEE ] XX &) ne TEEE) T (2L KkELEEES
4) #HWNEE : A~ U 7 F URIREER (S2WB3002)

<HEANDTF—H >

HWEAVEILAERER « 77 2 A% bR

HERBREZGB L L7 IR 0 2 F— " — T EEREERBRIC BT, IR 4 BR% O
BOEIGD X, I ERBEROT T b)Y F X 25mg BETENEN 33% (197/602 6i]) K Tr 68% (396/586
B THO.FT R TH U 25mg BETIE,. 7T B ARBEICH LA EICE VIR ESD R4 R Lz (p<0.001,
BYAT 4w 7 BT

BIWERZBISEE X, 7T NU 7% 25mg BT, 1 [BIH OG5 14% (63/440 1)), 2 [ H O£ 5RFT
13% (20/150 $5)) ToH 7=,

) FROREN TEE) E ThEE] 26 TRE) T Me L) ICges L72BE

5) Mathew NT, etal. : Neurology. 1997 ; 49 : 1485-1490



V. BEICEAT 5I1EH

3)

4)
a)

b)

Z2MRER

<HENDT —5 >0

WA M AHGER © R 555k

MR 5 ¢ 3 fE S 7= R R G-58R Tl R EER AR 451 BICRBWW T 12 » HRICRAE LZ3 15218 [HID A
SHIRRIEICR L7 MU 722 25mg 2RO L, 22tk - AR OEINMEEZRE Lz, TOREE.
AH) 2.5mg (X 12 » HRMICHT2 5 IO 2MERIER & LT, BRMENEBD CTHRMTH 72, £/
AEFGZOFBBIRILATE 6 » AIZH %Y 6 » H THINT 5 Z Li3hroTz,

UM BRE 2R L LEEMRGERBRICBV T, IRA 4 % OERUEOEA™Y X, 77 M) 7H
2.5mg BT 70% (BCEMFE 8 BUEL : 9,016/12,930 1) ToH 0 . IRA RO NN LE S 0 R OPE5 L8

BRI T,

BIVEFRBISEEE X, 77 FY 7% 25mg BT, 1 [AIH O GRIX 39% (159/409 ) . 2 [FIH O 5-Ff
29% (105/360 f5) T - 7=, EREWEAIL, BEOLEMEIRTH D . 2 1 B H O&5-FEE 10% (39/409
) 8% (31/409 %), 2 [A1H OB HFHE 8% (30/360 f51) K TN4% (13/360 f5i]) TH -7,

) SRR THEE) T TPEE) 2o M) F ML) et Lizgle

6) HeywoodJ, etal. : Cephalalgia. 2000 ; 20 (5) : 470-474

BE - RAERIEER

a0

<HEANDT—H >

s (65~77 %) KOHEHFEE (24~4453%) & 12612FF MY 7% 1B Img X% 2.5mg % 4 I
MR C2 mIRO#E L, EyEhie, ARMEZ R Lz, ZOME, FEFICEXTERE TIL, 77 b
U 7R OIEBRENPEINU ., t DEER L2 toax D PRI LR Do 72, £722.5mg BETIE, 75
T ARBEC AR R O EH OJLRMIME, m#E OUGFEIE O ER 23580 /- n3, BiR LS
DL TII o T,

W) AFNOFEEFICR L TARENTWDABEEROHEIL 1B 2.5mg #0085, 1 H Smg ANTH 5,
10) fENEE : EilnE CoOEYERERER (S2WB1002)

BiHeEEERE "

<HEANDT—Z >

WBRERRRERRE T 8l (/L7 F =027 UT T A ; 40~T75mL/min) M OV 25 FE B RS e R 3 A8 7 131

(I vTrF=227U7 7 A ;15~39mL/min) (ZF 7 b U 7 F > Smg O 2.5mg % Hil[a[f% 1 5 L 7= IkF

DOIEENREIL, BEREARAN 8 HULER T tpn DARICIEE L, 287 VT 7V AROE I VT 7V ARHE

WA LT, T b T X ORBEERIMARD T,

) AFNOFFIHICR L TEBEN T HELOHEIZ 1B 2.5mg /& 0% 5. 1 H Smg LN TH D, EHEGER
ERFEASORKORFIZOWTL, 2. AEEKOHE] omE 7.3, VI 24P (EH EoEESE) 12 55EA
2. BENRKEZOHB OHE 2.6, VI Zat (A EoRES) CBETHE 6. HFEOERL2ATIHRE
T 2R (2) BHREEDRE) 0ESH

11) tEPNER  BHEERE S A TR RERER (C93-081)



c)

d)

V. BEICEAT BI1EH

FFiaeEERsE

<HEANDT —H >

FFHERERE 2 B3 8 ] (Child-Pugh 7' L — K A XX B) (57 b U7X 2.5mg & HalRE OG5 LD
SEENREIL ., R 8 BTty WA EIZIER L, AUCo GBI LTz, £7e2d 7 V7T
ANHEEIAK T LTz,

E) NHHERERRE BB ~OAK ORGSOV TIE, 2. AEROME] OE 73, L Zatt (R EoEES) (2
THEHA 2. BERNAELTOMEBE] OE2.6, VI Left (M LOEES) BT LHE 6. FFEDTR
AT BE TR Q) IMEREREESRE ] OHSMR,

12) +EPVERE : FERERRE BE T O ERERER (C95-036)

EmEEE "

<HEANDT—% >

ELEERIEIC LD MER = e — L STV ELEERE 1241277 FY 7% 1A lmg,2.5mg
J O smg % 2 WG C 2 (80 0455 U 7o e O UGHE B i Je ORI O SE 4 fE1E, 2.5mg 25 L
T ENOAEEIC EH LR, RFOME EARIZ, HREEICLY 2 br— 1 ST 5 il EiE
BEICBWTHREEMRA 12 6] & FfEE TH - 7=,

) AR R EERICH L CARENTWS FAELOHEIL 1 [ 25mg 2/ 0% 5, 1 B 5mg INTH 5, miiERE
BEA~ORANOFEEIZHONTIE, L Zett (B EoEES) BT 5EE 2. BRAEEZOHE] OHE
25, VI Zatt (A EoEES) CBET2HE 6. FFEONREATLIAZICHTLIER (1) 40HE -
BEFEED® 5B O 915 B,

13) *ENEE : &IMERERE TOME~DREER (C94-036)

(6) JAmAIEHA

1)

2)

FAKERE - BFEERABRERE GFHAE) - MERTHREBRAER (REZERKHR)
JBETE R E kG b LT AGERAE Y IR\ T, RRVEMNT R SIER] 552 BIZ BT 2 BIVERREEIX
5.4% (30/552 f5) TH V., EARREWERIZMEATRE 7 4, BELE O b= JEERS 6tk Th o7, &
B REWERILH S Sie o 1=, BRMWERNT S SUER] 487 BRI 2 A7%0% (T8E [RZ ) DHEARE)
DNWT TR L, T8 & SNTHBBIOEIE) 1X85.6% (417/487 i) Toh o7z,

R R Akt g & Ui B R O Z 2K OG0 ORI & B & L= R e I RGERE ' 1ok
T, RAEMEMHTRIGRER] 583 BllC 31T 2 BWERFBELRIL 7.2% (42/583 #) Th-o7-, EAeENWERIL, BHR
8, fREIK 6 1, B S, EERBWEMIIE O b= JEGERE 1 B 1 TH o7z, AR ERAT TS IE ]
495 FllCBIT BT T b 7 ¥ AL # ORI AR OFEFEEEE (T TR2) DHEARE] ouvwThn
TR L. T8 & SN7-eB B oEIE) 1X89.5% (443/495 f5l) Th -7z, 727 U7X AR
0 1~9 [a] B DFE~E FFIEN %9 25 BER e ER1E 90.9% (2,398/2,639 ). 10~19 [B1H 94.8% (697/735
). 20~29 [A1H 88.5% (162/183 ). 30~39 [01H 94.7% (18/19 fl) TH ~7=,

14) 712 F:1EH : Prog Med. 2012 ; 32 : 1681-1691
15) P14 91EN> : Prog Med. 2014 ; 34 : 1817-1826

RBEHELTERFPEDNBXITEE L -HBROBE
A% LR



VI. EMEEICEHYSHEE

1. EEZHICEEHHEEVRITIEEMEH
N FERIGE Y

2. EHER

(1) YEFSREL - YERBERF
FEESRE L. BN« RAEMEIC B 2 JERR B OB METERE T 0 . FEVERHCIRIE LW O I - Mg
R EDFEFEERZES 2 & 5% < BEIXA B AERICE KR EEA > TV 5D, FEEROREKF L LT,
SHENA O IMAE OULHE - JEik & 5-HT & OBE A2 JKR & 32 TfE# ) | KIMEE OO ZELNRIK TH
HEFZZD THRHL BB SN, BUETIE., XMk E XA XS 5 IME ORGRZER L
[EXAPRRMAED ] HXHFENTND Y ) WFROFFICBWTE 5-HT NEEREE 2R3 LT
HEFHRETH D,
5-HT SR 1E 5-HT1 725 5-HT7 @ 7 FEFHIZ KB S AU, 5-HT1 SRS HLlge A8 PR IP9 L i i A& A A AP
L2 ENHMBNTND, BUE, S-HTIZ B IRIIHEIC Y 7 X A T2y S Cnd, 2055 5-HTig AKX
SHEMAE FIRAHICAAE L, 2O IC L VEEENE Z I SE 5 Z &3, F72, 5-HTwp ZAMBITIHZE M
B O = XARRERICTFE L, TOEERIZ L VR TF ROEREZIIHIT 5 2 EBRMmoinTE Y,
W2 RREEEET 2 2 LI XY R OREZIHI TE L LB 6N Y,
F 7 N X R, BEE M IR ICAFET D 5-HT s AR, BEZS M JH0 O = AR R ITIFE
95 5-HTip Z AT L CRINANICIERA L, FEERORAMF Ch 5. BHEME OFLRE, = X0 EN
EROZIUC E b 722 ) BEEMEFEEETTEZ IR T2 2 LIk, FEREZSET HEE2 bR D,

(2) EMERMTTHHBRRAE

1) 5-HT g B U 5-HTp ZBIRICK T H:FBIRME (/n vitro)
ELE y MRGFEREAE S & T v MEBRE L E VT, SFESAERICHT 28 EZREI LIz 2 A, 5-
HTip K (5-HTig KOV 5-HTip /R Z ETe) 1ICxF L TEWBIRIMEZ /R Uiz, 5-HTia (2K 2 BiFnfE T
LR 5-HTs ZARKISH T D BAMETE» o7z, ZhDDOREERICHT 2T 7 b 75 AR OB
RV b A~ N FEans@BiEL 0 bEn-oTo,
F72. CHO #lifid % Ot HEK-293 fllfd DOREAR & & W CA i e MUZRIE~OBIEE R LIz A, &
N 5S-HT g OV S-HT 1ip Z RIS L CREWEFIEZ R L, B M S-HT 2 2 BRIZHR LT H 0KV Bifn
PR U723y, 5-HTs ARSI 2 BT & o Icikh -7,

5-HT 2RMAKICX T HHME

=tk Bt (pKi i)
- FI RV TR UERE | A~ N TR ans il
5-HT1p 8.1 7.4
5-HT1a 7.1% 5.9%
5-HTs 5.9 <5.0
# : pICsofE

pKi fl : ZBIRA~O FoT EoBFES (Kifi) OROFE x4
pICso fifi : ZBFIR~DFEE % 50% T DI EE 1Cs0 DD H*IEK



VI. EHREICEY HEE

E ~& 5-HTie, 5-HTw, 5-HTin B U 5-HTs REKIC X3 5B

L BRI (pKi [5)
ks A2
5-HTis 8.65

5-HT1p 8.64

5-HT1a 7.647%

5-HT; 4,927

#oKifEEYVEH

2) 4 XEHKEBIAR. PREEARIZKT SVER (/in vitro)

A XFHMIEENRAEAR & 5 M T A X RNEIIRIEARIC T Z ) 72 VBB X I A~ ) 72 v an
7t (10°M~107°M) Z RFEERICHRINM L, DEZ(EZ20IE Lz, 4 XEHKESIRIC L THT Y 74
CHERAEIE 10°M X 0 IR RIEER 2R Lz, 7 b 7 X R O RIGHEEOGE 5-HT & [
FEETH Y | FIRHEMEIZ /1.5 THDH Z 2 h, F 7 b 7 X I S-HT & RIFEE OIUHEEE 2/~
EEZ BN, A~ N T E 2 any BREORRKNFERKIGE 5-HT ERBETH Y, FxHEMERIX 149 T
bolzZ b, 7T N TH U REII A~ N T H 2 ang BRIEOR 3 EOIGEEEEZ TRT LB BN
77

A P RIMENRICS LTH T b U 72 CHERREIE 103M & 0 AR R B 2R Lz, T R Y
TR AR A~ N T H v ang B O RERIGERGIE S-HT L RIRETH O | HExhEEIZZEhZE
LT R ON1/AS5 THD Z Enb, A XFHBEEINRIC R AUGHEER & [FfEIC, 7 b 72 s
A MY T E o ang BEOK 3 EONFEEEEZ RT LB b,

%’8 :g‘il;‘)77>iﬁ&iﬁ 502% :g‘r}way:mwﬁ
mean+S.E.(n=3~4) mean+S.E.
1004 T 1004 (n=3~4)
80 80 1
%% 60 fl% 60 4
= =
40 40
204 20 1
O‘r T T T T O-v T T T T
-9 -8 = -6 -5 (Log M) -9 -8 =7 -6 -5 (Log M)
mE e
A X $ii H B E B AR AR A E B
A X N EEAR B O R KIKEIARIZ & 1+ 5 IRHE1E A
A SRR IE BRI AE 7E A X R A EDARIHE 1E
=] STIIRH2 =] l\\?z#z
TP KRB ghEpn | ROBULE
(%) (%)
5-HT 1 100 1 100
7T N I EEERE 1/1.5 (0.6~4.1) 105.3+7.5 1/1.7 (0.8~ 113.7+13.2
42)
A= N FHE v any gl | 1/49 (1.9~12.7) 99.4+16.6 1/4.5 (2.6~ 129.0+8.6
7.6)

#1 : [Fl— OEATOWRHE & 5-HT O ECso fEDO L, T — X 1T (95%FHEXRE]) (n=3~4)
#2 : 5-HT OFRSISICKHT A BB DR A ISOEE . F—% 1% mean (BT EHHE) +S.E. (n=3~4)



VI. EMEE(ICET HEE

3) Rl XBEBARMEBEKRICH T S/ER
A X DOFIRNICT T ) 74 EERE T A~ ) 7 X2 v a il (1~300ugkg) % REEMICHER S
L, MEEHFZRE L& A, 77 Y 757 HERET 3ug/kg DA B CREBARIM KT 2 &K I2 8
MEETz, £z, KERER, HEEEIIRR OSBRI 3 2 ARG INERIE, SHERIC ST 2EHIC T
i L CHN o 7o, PRSRHABIIRIOE K OVRIEWNIEIC S L TEIE & A ERBE RS R o288, DFAERICHR L
TUEA BRI DB IR T S,

(%)
150, - FSNUT YRS
(n=4)
@ —a— AVNITHVINIEE
% 120 (n=6)
§7} mean+S.E
ﬁm <4
L 80
B
B
z ]
4
O.
-201 i . .
1 10 100 1,000 (ug/kg)
K5 E(v)

B A X OFBARMEKRICH 1T 5 MEETUEMER

B A X DYGRHBIRME., SERAERTERICRIFTZE

F7 N TH B OREERS R | SRR E O LR | KIENEOELE | DHBOELE

(ng/kg, i.v.) (mmHg) (mmHg) ([=1/53)

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+8 0 —26+4

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




VI. EHREICEY HEE

4) £ FEETEEARICKT HVER (in vitro)
b MEHOABIEBINRIC T b & R (108~3x107°M) % BRI EG L, IO % b L 72
LA T T M TH IR 100nM LU R EECUGHEFEF 278 L SRIGHESUG (3 5-HT 0 33% & IX
MEVERIEIS > 1=,

(%)

1001 o FSNUTYVIERE
—0- 5-HT
804 mean+S.E.(n=7)
60 1
Iz
i
401

201

=5 -4 (Log M)

-6
R

E R E BRI EE R

5) = XR#RICxT HER

a) EXMBRBICIYVFRINSIORERRHICHT SR (Tv k)
R~ N ORBEFFIRICT T Y 7% R (0.1~10ugkg) Xix A~ hU 7 X v any il (1~
100ug/kg) Z 5L, ELRNIC L2 M E RIS o0l 2 g L2 A, 77 M) 7% U
FEYEIT 10pg/kg O & C = ARRAITRIC X 2 MM & S~ M E AR ZmEl L, A~ ) F2 =
N7 B & FRREE O R ARHEHIHEER 26325 2 LR ST,

(%)
100 -0~ FSNUT YIRS
m (n=5.8)
= o AVNUZ7YVINIEE
g 80 (n=4~6)
=] 7 — 4 I 34HE (n=13~15)
b (3t BIMEIED T8
] 60
&
401
¥ 40
B
201
il
x
O 1 ¥ L T T
-0.1 -1 1 10 100 (ug/kg)
w52 (V)
miFERRHIHER

b) =X FEIDIGEER (%3)
R 2 DO KRERERARIC T b U 7% HEREHE (30, 100pg/kg) &5 L. = XA E ORI 0TI E
MAZK T HMEER Z ST L= 2 A, 75 b 7 ¥ BT EAREIRIFARIEC & 58 —XBEick
DR B O KRR % i BAARIFRCEI L 19,



VI. EMHHERE(ICEY HIEE

(uV)
2504 T Mann-Whitney U Test
(vs. AvkA—IL)
200 - * % :p<0.05
mean+S.D.
150 4
% %k
f 400,
50 -
avhko—iL 30 100 (ug/kg)
(n=4) (n=5) (n=5)
FS NI T IRERREE (V)

FRELHNFER

(3) {ERSBBRRT - FEEESR
B L




VI. EMEREICET SHEE

1. IAREDH - AEE
AR LA MmRE

(M

(2)

DR L
7 o 2 B R
r

(3) HRAFER CHERR S N7 IRE ] DES M

(3) ERRABRTHAE SN -MFRE
1) BEEEkE

ERRRA M 18 B2 Z N U 7 Z 2 1mg, 2.5mg MO Smg % ZEMEREIZ BRI 1 4% 5 L 7o REoD M5 Fh i
HERE K OSSR BNAE N7 A —Z X TRROEB D TH D, Cuax LT AUC) (T EIZHT L THIEMEDR TR B AL,
tin 13K S ChH o7, EoBE 24 FERB O MBEFFF NV 7 X2 PRI Coax @ 1/10 LLFIZIEF LT
7o [ARRICRERRER A ZME 6 I R U 7% 2 Img, 2.5mg KON Smg % ZE G I B [RIRR O e G- L 7= RF o af.
HERIREEHERS S ORI RE /N T A — 2 1%, fEREER A T IZ HE R Conax 15 0.99~1.39 %, AUCy( 1% 1.19~1.33

fEL ALY LM CRER RN mWEHA 2R L, ZOMDNT A—Z3IHLTRERKTH -7,

4 S -0~ Img
(ng/mL) - 2.5mg
204 - 5mg
184 mean+S.D.(n=18
16 4
144 )
& 121,
f 104
.
E 8
6 4
4 4
24
0 : v . .
0 4 8 12 16 20 24 (hr)
5 H%ESE
BEBRABHICES THEEBEHOMFERTS ) T2 VEE
(FHE+HEERE)

EWBENTA—42 (HEEE)

& Cmax_(ng/mL) AUC, (ng-hr/mL) tmax_(hr) tyz (hr)
1mg 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+1.71
5mg 12.74+4.15 111.91+25.90 2.42+1.52 5.36+0.89

<HEANDF—H >
ZeVE R B O IR R MER B IC T N Y X 2 2.5mg AR DR G LR oK EhRE X, R R IE

mean+S.D. (n=18)

) AHNO R ERIC & LTk

DIRNEE L FEAR T Coax DI0RME T L7228, AUCo ool B RIT A BN Do T,

BENTWAAELOAREIT 1E 25mg 2% 0% 5. 1 H 5mg ANTH 5,




VI. EYEREICET SHIEER

2) RIE®RS
ERRRR AN RS FlICHZ Y 7% Smg & 1 H 1185 BREROHKESL (1, 5 H BIXZEERRS) L
oD M S P PR FEHERS J N BhRE X T A —Z I TR LBV Th D, 5% 1 HHE LH 5 HE TEr S
NU 7 REIRFEREOHERE Z R L, EYBNIE T A —Z ORICHBEEN -T2 b, KEREIC
X DI ENREA~ D FE K DM ~OFEREILRD v o7z,

EYEBENS A -5 (RERS)

Cmax tmax t1/2 AUC>:<1
g5 (ng/mL) (hr) (hr) (ng-hr/mL)
1HH 13.243.0 1.8+0.3 5.9+0.7 114.2+25.4
5HH 13.4+4.0 2.0+0.6 6.4+1.5 126.7+25.6
TRE fit B2 N.S. N.S. N.S. N.S.
mean+S.D.

%1 AUC:1HH=AUCo--. 5 HH=AUCo-24
%2 N.S. : notsignificant (5 & 772 L) . paired t-test

W) AFNOFEEFICR L TARBENTWSABEEOCHEIX 1B 2.5mg #0085, 1 B Smg AINTH 5,

3) REDEE
fRERER A BT 16 BlCFTZ N U 7% 2 2.5mg & Z2JERE R OV I BRI O # 5 L 72 RF O 3Bl e 1 XA
HRThy, BEICLDBEREEIIZ T ol

4) BHEEEERE
<HEANDT—% >
BT REEERYE (VLT F =2 VT T A 40~75ml/min) 8 BT T B KX Smg, TR
BREREERE (F L7 F =07 VT T2 A 15~39mL/min) 7 FlZ 2.5mg % B [AFE O &5 L 72K 3Ky H)
RElE, RERERR A 8 Bl & b C 2.5mg # 5 EITHAR L72 Coa BTN 39%, 43% EFH- L. tin 2 86%.
Q2%IEE L=, 72827 )7 T AIFNEFN 46%. 50%ET Lz,

BHEDELLEZEDRYEE/ S A —4F (2.5ng [SHIE)

7 R A B R R R bR B F 4 R R R R R S A
(n=8) (n=8) (n=7)

IJVTF= VT T A >75mL/min 40~75mL/min 15~39mL/min

b5 5mg 5mg 2.5mg

CE“;E’;”QQQEZ% ) 9.8+3.27 14.9410.12 14.3+4.31

A(UZ%’&]E ;;”%L%g;@)) 92.5+31.26 185.2+85.80 208.8+110.25

tip (hr) 6.321.69 12.1+4.16 11.3+3.72

CL/F (mL/min) 510.7+213.05 275.3+129.19 238.8+99.69

CL, (mL/min) 173.7+78.40 85.3+46.53 47.7+14.95

meanzS.D.

) AFNORFEERICH L TERESNTWAAELOAEIL 1 E 25mg 2R A#%5. 1 H 5mg UNTH 5, BHERER

EREFESORFNOEFIZONWTIE,
LorES) BT HHEA 2.
6. HrEOEREATHEEICHETIEE

HENRKR L FOBH | DIE 2.6,
(2) "EinekE

V. WBRICEAT 5HE 2. FHIERUH®E] O T3,
VI Ze2t (A EodES) (B3 2HA

HEE OHSZH,

TV Zzatt (A



5)

6)

(4)

()
D)

2)

(6)

VI. EYEREICET HIEE

FrispefE=REICH T A M ERE

<HEANDT—H >

JFHRERE B3 (Child-Pugh 7' L— R A UL B) 84licF T b U 7" H L 2.5mg % HilalfR N5 5 L 72 IRFD 3E

WyEhRE X, EFERRA 8 Bl &t T AUC)olX 48% ML, tiniX R%IER Liz, 2257 V7 7 AL

33% MK F L7z Coa [TIFIEFEETH o 72,

) IFSRERE R ~OARR OB EIZOWTIE, TV, {BFICET A 2. AEKOHE] ©OHFE 73, VI Z4att
(R LEoEES) BT 5HE 2. ZRENAELZOHEA] OE 2.6, VI Z2eM (FEA LoEES) T2
HE 6. FFEOYREZATLIRFICHETIER () FHEEEERE] OHEBMH,

SEEIZSTAMPEE

<HEANDT—H >

i 1261 (65~77i%) \&FF MU X & 1 HEE LT 2mg Xd Smg &0 #H (1 X 2.5mg 85

4 IR ICENENRE L BINEE) LR, FFEE 12 6] 24~44 5%) L AT Cou (ZENEIL 28%.

15% EF L., AUCo-ool 38%. 32% I L7, tin lZZNE1 18%., 14WIER L. 257 U 7 7 2 A1 28%.

24%IK T L7,

1) AANOFEERICR L TERB SN T HELOHAREIZ 1A 2.5mg 2/ 0% 5. 1 H Smg INTH D,

&

MMER e L

BE - HRAEDOZE

BEOHE
[(3) ERARREBR CHEB ShchiRE  3) BREFEORE] OHEBM

HRAEOBE
L %At (B LOEES) CHMTAEA 7. MEIER) OHBH

BER (REaL—a>) BATIZEYHB L ENENBEEHER
AR L

2. RYEERB/NS A -4

(M

(2)

®))

B4
DRI L

R USSR B TE 48

MG RR L

NAFTRASEY T 4

<HEADFT—HZ >

fRERk N 24 B2, 7T MU & bmg & HERE O &G LR OFIRNE G2k 230 47 X4 81
T 4%, 710% CThH -T2,

W) AFORFEIRICR L TRRBENTWSABEEOHAEIX 1 E 25mg 2085, 1 H Smg ANTH 5,



EWEEICET SEE

(4)

)

(6)

(N

HERETEH
(EEERR N B, ZejE e HAAIRE O B 5
0.149+0.043 (/hr)

JYVT IR
RN T 6 Bz, 77 NV X 25mg ZHERROEG LRFOLE 7 ) 7 Z 2 A X 36.1L/Mr T
HoT,

NHRE
MERRREA T 16 iz, 7 R VU 7% 2 2.5mg & ZEfEIRF LRI 4% 5- L 7= RED 0 AR A FE 1T, ¥ 427.26L T
HoT,

mFEEEHEEE
bt hMIAEIC UC-F T b Y X HEEREE O 50~1,000ng/mL ZFRAN L 720 in vitro IMLAEE B RS ARIT 29% T
ol

3. BRI

(M

(2)

3)

IR ER i
PH R L

NS
<HEANDT—H >
fEERERR A B 2 Bl UC-F T b U X R 10mg A HEIEE O3 G L 72 B ORISR 13K 80% TH - 7,

BEER
DRI L

4. 3%

(M

(2)

1 &% — fx BE P @@

Z e AL 720

<BE>

T MZ ¥C-F 7 MY X R 10mglkg A HEIRR O 5 L2 O N I B2 28 4 — N F7 U F 7
T74—THELIZE Z A, MNURREBIZWTHORATHER FRRM CTho7oZ b, 77 MU
X OHRRBITIEIME W E & 2 bz,

I ik — B BE B P @ @ 1

MR L

<HBE>

IR 12 KOV19 HO T v MZ¥C-F 7 b U 72 IR D 1mglkg % BLEIRE 05 U 7= REO T RE O ifi -
TRIEBAT 2t L7z & 2 A R 12 A 05 30 /3% O R IE N R I RE o S HEE L » b mho
Too FEilo. GEHR 19 A ORRIRNEREIZE G 2 R IR K E e 7oy, R o P RE L 0 HIK
DoTr, 5 24 Wil OB RN BEIL. RFEMW O MAET i RE & R Cho7-, BLEDZ Enb, F
7 N E TR AEIE L, BRICBITT A Z RS,



VI. EMBEICET HEER

(3) Hir~DBATH

MEEH R L
<HBE>
W% 10 H OFEEL T v M ¥C-F T b U 72 UHREEYE 0 10mglkg % BLIAIRE D&% 5 L 7= O S RE O LIt

TEMRI LI L 25, At idaEI ks 2 R ICRmRE 2R L, METHEREL Y bEnoTz,
D& FLT PR REITRERFRCID L, %5 24 BFFR IS I3RS IRE DR 124 LipoTc, U EDZ Linb,
T7 MY TEATHAIFBATT D kRSN,

(4) BEEAOBITHE
LR L

(5) ZDDMBEHE~DBITHE
bt MMRIZ ¥C-F T b U X U HEERYE 0 50~1,000ng/mL % RN L 72 BEO invitro MLERETTHRIL52% TH - 72,

5. R
(1) BB R O R R

{REBHRAL © I
R -
<BE>
~ I AKRDT v M MC-F T R U 7 R D 10mg/kg, U X LA XU Imglkg, & MMZFT R U
X MEEERYE D 25mg XX MC-F T NV X UHEIERE D 10mg & S AVELRIRR O G U 72 RO i K OVR
FRE 2R Lo, 8k O b Cofkh 8 Rl COMMBET O ERBMIRENAETHY | 2O
U XTI a-KEREIR, A XTI N-BBIEIR, & kTl N-RIBIER L O R ) RN HER SN, £,
KO N TORE 24 FEEE E TORPOERBT BREETHY . 2O a-KERLIA, N-fE1k
(K, N-iL A FIAR, B2 ANV EHRSN-, YU EDZ &, 55 U 7% 03 Nk, a-K
e, N-il A F U b7 EOEEORKE CRE SN D, Bk Ot b TOMEE L RS O TRy TR
A CTH o722 b, 77 NV TEZ U ORH7 VT 7 RTRNEE 2 B,

CH: CH
O g i
N N N
oy el o0 o0
NS N %
HAC\N/S\/\GZ% — H.,C\N/SV\O\i) —_— Hdc\N,s
s}
N N N

N-E{ b FSRUTFS A Y R—JLAILRZ LR
CH: l CHs CHs
s Gp $o
NN RSNV NS
HJL\NA%& +— HJL\N/S\A£ —_— HC S 4
N N N
OH
KEAEE AR otk Ry S ok KB R=ILERY S L otk
[ ):EEME

E MIHIT B HEE KHER

W) AFO BRI L TRRBENTWSABEEOHAEIX 1 E 25mg 2085, 1 H Smg ANTH 5,



VI. EYEREICET SHIEER

FIT RV TFEATE )T IVAFUE—F (ABRKEOBA) OREEEAZLE LRV, £7-4% CYP 5 1F&
(CYP1Al, CYP1A2. CYP2A6., CYP2C9, CYP2C19. CYP2D6, CYP2El1l, CYP3A4/5) DOREHNEME b AE
L72uy,

(2) RBIBEAET SEF (CYP4S0 %) D FiE
F5 FU 7 Z 1% CYPLA2, CYP2C9, CYP2D6. CYP2ELl. CYP3A4/5 72 ¥ DD CYP /yFfE TRET S
HEEZLBND,

(3) YEBEBMNRDEERVETDEE
<SEANOT—% >
FmldiEh A 2 52 %

4) REMDOFEDEERVOLLE
invitro IZFBWT, 77 M) X O FERETH D N-RILIE, ©D 2 R, Kb~ ¥ MRk
O a-/KERME N-fii A F U RIE, 5-HT1 2 BRI LI IGHEER 213 & A EoRE e Tz,

(5) FEMEKEMOEERM/ S A -5
Y LR

6. Bt
(1) Hep AR AL K OHZER

EITE

(2) #EttzR
RN B 6 BIIZTT T MY 7 & 2 25mg & ZE G ICHEIR A G L7zRED T U 7% D b1% 24 I
W% T RBR PRI 50% CRELIKE LT Thotz,
<HEANDT—H >
TERRRE N FBMEIZ ¥C-F T R & VIR 10mg 2 HilalfE O G U7-Kg, & 5% 96 FEfi £ TSR RED
77.0% D3R HUZ, 20.2% B FEH P S iz,

W) AFNO IR L TARBENTWSABEEROHEIL 1B 2.5mg /& 085, 1 H Smg AINTH 5,
(3) HEthRE

[ (2) PEittss) OHZM

1. FSURR—E—ICEY SH1EHR
MR L

8. EMFICLDIMRERE
AR L



. ££% (ERALOZEESH) ICETSHEHAE

1. E5RBELEZTDERH
HEZIH TN
2. BEEABETOHEMA
2. B (ROBFIZIIEBELLENI &)
2.1 RENDO RS xt UisBUE OBEERED & % B3#HE
(FEER)

[ AT B SRR I Tl B, AAID ST R L CIBEBIE DREEIE O b 5 % Tl AHIO
BEICEY . &I EEABEER 2 R 2 BE NN DD, AFICE END R
B 2. WAOMK B85 L,

9. %k

IS I

LNV, ®ANCEET 5 1H
2 (ROBHIZIZEBELGEWNI &)

2.2 DHMEIEOBERE D H % 8E | I DRESUTZ DER - J-kD & % 83 . RAPOE GeEB) ki
i) Do BE [NEIR, PROIE
%]

DB 2 & O EE R MM CRERRIER D H 5 b o Z &0 d
(fEER)

DIEZEOBARED b 5 B, Bt OIEBR T FORER - IMEDO H HHEE . BASRIIEDH L BEIZE N
Tik, AANOMAFBGEVERIC L0 REIR, BE0ME,
FREMENHDH DT, ZNHDOERFIZIIAFNZRS LW &,

D FEZE 2 & BE R R MM IR ERIERN D b b
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Naramig
Tablets
2.5mg

1997
F4 1

2.5mg

migraine attacks
with or without
aura

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
any 24 hour period.

If symptoms of migraine should recur, following an
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.

AMERGE

N2 £
KE Tablets

1998
F2H

Img,
2.5mg

migraine with or
without aura in
adults

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.

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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KEOWRF CE Pregnancy (Risk Summary)
(2020510H) 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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#[E D SPC Pregnancy
(2020411 H) Evaluation of experimental animal studies does not indicate any direct teratogenic effects

or harmful effects on peri- and 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—A ~Z U T D53%¥H | Category : B3

(An Australian Drugs which have been taken by only a limited number of pregnant women and women
categorisation of risk of | of childbearing age, without an increase in the frequency of malformation or other direct
drug use in pregnancy) |or indirect harmful effects on the human fetus having been observed.

(202144 1) Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.

(2) INRZFICEHY HE0E
HARDOWA SCED 197 /NEE] OEOFTHIILLTFTO LY THY ., KEORAM CE N OIEED SPC & i
B D,

9.7 /NR
IR A G & LT ERIRERBR TS0 L Ty ey,

Hili FLAENA
KEOERFCE Pediatric Use
(2020 410 H) 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.
ZL[E > SPC Adolescents (12-17 years of age)

(2020 & 11 H) 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.

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.
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