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A B s wHE (%)
S 54y 10 4y 15 4y 30 4y
U RU & 0D
YR 2 + =+ =+ =+
géiﬁuﬁﬁﬁ long TVTRS | 96. 7+4. 102.0+1.9 | 102.3+2.2 | 101.8+2.1
%1k
50rpm Y 88. 6+2. 95.4+0.8 96.1+0.8 95.940.9
U RU & 0D
96.8+2. 100.3+1.3 | 100.5+1.2 | 100.5*+1.3
pH4. 0 Iomg T'VTR S|
50rpm .
FEE iy 87.1=*1. 96.9+0. 4 97.47+0. 4 97.2+0. 4
YUY ~U & 0DEE
YR 2 + + + +
¢€iﬁu§§ﬁ lomg TVTRS 97.4+1. 100.4%1.5 | 100.8%1.4 | 100.9%1.4
%2k
50rpm T YE 87.9+4. 96.4+0.7 97.1+0.8 97.040.7
U MY P& 0D
97.5+1. 98.2+1.4 98.5+1.6 98.8+1.8
K 1I0mg TVTRS |
50rpm .
FEE iy 84.1=*1. 95.1+1.3 95.8+1.0 96.1*1.0
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V. BARICEY 5B

1. REXITIFE

4. HEERIEHER
FEER

2. MAEXIIHRICEHET HFE

5. BEERITHRICEET R

5.1 AFNL, FEEEERMFPARIC I D FEERZHANES Ik TFko W EER ] & 250 ik TH
HKOH LRI EZWPHEESINTLEICORMERT 52 &, FRICRO L 5 72 BEIL,
27 R H I 5 oD fijd I A5 s 2 ot oD L IR LS X 2% SR D ATRENE S 8 D D T AFIHR GBI R
B, B8, MEEZ TV, BERORNEZHRL 65T L,
CAFETICHEBEZHBME L2 L ORVEHE

cFEER W SN Eldb B, FEERICEE A DD ERSCRE L 1T R - 7R
J OBEPEER D & 5 B

5.2 FEWRVE R FREIME A EER . IVRE R RRELVE B R . MIES Y 7 BEYR & 5 O TR A RO e EE
FORBFIZITESG LW &,
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[E BRBER 23 & B FEEIE o 45

1.1
1.2
1

1

.2.1

.41
.4.2
.4.3
.4.4

.5.1

.6.1

1.

Migraine without aura

Migraine with aura

Migraine with typical aura
1.2.1.1 Typical aura with headache

1.2.1.2 Typical aura without headache

.2.2 Migraine with brainstem aura

.2.3 Hemiplegic migraine

1.2.3.1 Familial hemiplegic migraine (FHM)
1.2.3.1.1 Familial hemiplegic migraine type 1 (FHM1)
1.2.3.1.2 Familial hemiplegic migraine type 2 (FHM2)
1.2.3.1.3 Familial hemiplegic migraine type 3 (FHM3)
1.2.3.1.4 Familial hemiplegic migraine, other loci

1.2.3.2 Sporadic hemiplegic migraine (SHM)

.2.4 Retinal migraine

Chronic migraine

Complications of migraine

Status migrainosus

Persistent aura without infarction
Migrainous infarction

Migraine aura—triggered seizure
Probable migraine

Probable migraine without aura

.5.2 Probable migraine with aura

Episodic syndromes that may be associated with
migraine

Recurrent gastrointestinal disturbance
1.6.1.1 Cyclical vomiting syndrome
1.6.1.2 Abdominal migraine

6.2 Benign paroxysmal vertigo

.6.3 Benign paroxysmal torticollis
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E BRIER RS K D B A v

1.1 Bk 22 EEdR
A.B~D Zili 7= T HAIER 5 BILL EdH D
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3. RERUAE
(1) AERUVHAED#ESR

6. AERUHA=

WE. RAZIZY S RY FZ 8 LT 1 E 10mg 2 F R OBR R HBICR OB ST 5,
B, WERARFoRGAIE, BINERE TN TE DR, miRlOFEEND 2 KERILL
EHTFBHZ L,

7277 L. 1 HORESEZ 20mg LN E T 5,

(2) BERUVHEDHRTERLE - R
[V-5. (3) HEKLEZRREER] oHEsR

4. RERUVAEICHETHIE

1. RERUVAEICEHET 5IE

1.1 ARANT AR OBRBIEFICIR O A L, FHRICKRE LRV &,

1.2 AAFTGIZE 0 BSBDRPEO SNRWGEEIE. TOREICHE L TENESZ LanD
Lo ZTOXIBRGEIT. FRED L, BUIRORKZERT LI &,

5. ERFRAKHR

(1) BERT—2/1\v 45—
MM E R L

(2) BREREEHER
MYER L

(3) AERIGEFEZRAR
MYER L
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(4) #REERIEIER

1) BN
ERFEIHERER
H AN 8RR B 140 Bl 2 3 0s, B REERBIRFIC U Y N Y 72 o 1omg 8EX L7 T &
WEE 1 SEA B OG5 _HEMRLKRERZ F0E L=, &5 2 FE#% 08k E31%
10mg 2N 59. 4% (41/69 Bl) . 7T BAREEN 34.3% (24/70 ) TH Y. 10mg FEDUER L
ERIIT TR X THREIZE T2 (1l p<0.025),
10mg # D B FAER K OMBL T T RAZ B3 2 BIVEH OF SR 1X 23. 2% (16/69 i) | Ef KRR A
BB 2 RIEH OB L 2. 9% (2/69 ) Th-o7-, EREIERIZMEHER 8. 7% (6/69
B) . HEEIEK 4. 3% (3/69 Bi) . B0, MEMH:, FEIME D F 0 R RER L OVALT EF234% 2. 9%
(2/69 f5)) ToH o7,

2) R

ENFEIHEREHREHER 0

HAR N9 B 42 Bl A XIS, FSERBIERBREC Y F N Y 7 % > 10mg 112N A B2 B
1&g (1 %8/ 24 BRI LANIC IR 3 S8 & TH G- AlEE) Z s 21 MR 0 & 53 5 3Bk % FEhi
L7-, FHEERFIERIBERIO VY NY 72 o OVENRREESE 1 88 B &5 2 FER% O 5HH g =R
I, ENENFIE L IEIH 2 73.8% (31/42 451]) , 2 [51 H 23 77. 8% (28/36 f51) , 3 [51 H 23 69. 0%
(20/29 %), 4 [BTEH A3 70.8% (17/24 B), 5[EIH 2 90.9% (20/22 f5]) TH-7=, V¥ bk
U7 & O ENEREESE O 5[5 OB £E 5 1RFED R OWEIHLR D S o iz,
UHRY & OPENRESER 512 L 5 B RIER L O R AT RSB 3 2 BIVEH O F S 1%
23.8% (10/42 f5) . EEIRMRAEMEICEA T 2 RWEH ORBBUEE X 4. 8% (2/42 ) Tho7z, E
7REIVERNIZBEAR 9. 5% (4/42 B) . HEREKL OVREMED VK 7.1% (3/42 ) TH o7z,

(5) B - FAEBIHER
AR L

(6) AEpIEH
1) FERARERE (—MRERKERE. FECARERE. FARBLEERE) . "WERTERT
—AR—RAE. RERTRERABOANR
R L

2) RBEME LTREFEONEREEE L -HE - HROBE
YR L

) A TERBEN TV DERBNOREIE, MELOCHREIEIUTOEEBY TH 5,

GhEEX TR F PR

(AERORE) W@, AV Y R P2 & LT L E 10mg % 7 5HYRE O SR I BRI 0545,
2B, DIEBATSRGEAICE, BINEE T2 N TEDLH, fiElOEENS 2 FFFLLE
HIFBHZ L,
7720, 1 HORFELE% 20mg LINE 35,

. IRRICBET 5 IEE 16



(1) 2D
) BEREODEA—TUHEBR

HARANRIURESE 41 eI, RERBIERBRICY P NY 7% 2 10mg 1N AR B B
1 $E2 RO ET 2B e LMLz, VY NY 72 OENRERERS 2 REf#% O
1L 80. 0% (32/40 ) TH -T2,

U NY 7 & OENRESER 512 X 5 B RAEIR & O AT 7oA B3 5 FIE R o 38 BL8E =
1% 22.0% (9/41 #) | FRIRIRAEMIZEI T 2 RIEMR ORBBEIL 4. 9% (2/41 ) ThH -7,
FERBWER TR 17.1% (7/41 61) THoT=,

2) BAELIHARAR (BREREELAR) WEAT—2) P

AMEN TR B 1218 Bl A KBS SR RSERBLREIC Y N Y 7 % Bmg 8, 10mg $E X
X7 7 EREE L8R L RN T2 (BURGCERICHERE LS E1E, 24 KL O 2 [
ETOFFRICK LG T25) “EEMLERRREZ I L7, &5 2 FEE#% OB SERIX
10mg BEA 70.8% (322/455 i), 77w AREEA 35.1% (106/302 f5l) TH V. 10mg FEDHA
R ERIZT T TR R THEEICE -7 (p<0.05), 7. EFHHRRFICBNTH,
10mg BEIX 7 7B ARBEE R TEH VIR ERZ R LT,

10mg # D B FAEK K OMBL T T RAZ B3 2 BIVEH O F BB 1X 30. 7% (140/456 ) . ERKRR
HEICET 2 BIER OFEMEEIL 0. 4% (2/456 f5]) Tdh-7-, EREIEMIZZEINED
8.1% (37/456 fi]) . R 7. 2% (33/456 f3i]) | & J)4iE 5. 3% (24/456 f5]) | W&5 3. 3% (15/456
) ThHol,

3) BOAFEMMHAR (BYRLEERAR) WEAT—2) P

AEN R B 407 B 2 P, BRI RAERBIRFIC U R Y X v 10mg 8EXIE T T
REE 1 BE (1 F81E 24 FERILINICR A &2k 3 8EE TR G- FER) %, 4 FORIEICHR LT
RARET 2 “HEMREERER L EM Lz, 5 1 BECBT 2% 2 Rk OBURdGE R
I 10mg BEDS 76.9% (246/320 f5]) . 77 BAREEN 36.6% (30/82 f5]) TH Y., 10mg BEDUA
MMERII T TR LR THEICE -T2 (p<0.05), £7-. 2~ 4 BIEITB W T
B, 1mg BEIEF— B LCT 7 ARBEL Y BWEER W EREZ R LT,

10mg # D B FAER K OMBL T T RAZ B3 2 BIVEH O F BB X 46. 1% (182/395 i) . ERIKRR
BEICBIT 2 BIEA ORBUEE L 1.8% (7/395 #1) ThH-o7-, EARRWERIZZEIMED £
12. 7% (50/395 fi]) | fEHHR 11. 9% (47/395 1)) | N5 6. 6% (26/395 i) . & SJ4E 5. 8% (23/395
). BERE 5.6% (22/39561) T o7,

) A THEB SN TODAFNOIREX ITZR., AELTHEIZLLTO LB Th b,

Ghee X Iz A) e

(AERORHE) @, RAZIFV Y Y 728 LT 1A 10mg % 8B QSRR B HEFICR 0545,
B RN RSREAIE, BINRET5 2 LN TE S, mIROFEEND 2 KL E
HIFDHZ &,
7272, 1 HOMRE S R% 20mg LIN &5,

V. RRRICBT 5 IE A 17



4) BAELHEEAR BEAT—2) 2

AMEN R B 1099 Bl 2 x4, RERIRRIERBREIC Y RN Y X2 2 Smg B, 10mg BE.
A< hU 7 & 100mg $E X X7 7 AL HERR O & 579 5 . HE 5 MR iai 2 i L7z,
B 5. 2 BRI O BER R 1T 10mg BEDS 67. 0% (258/385 f5il) . 7T & AR EEA 40. 3% (64/159
F) THY., 10mg FEOBEFRERII S TR LR THERICE > (p<0.05),
10mg #E D B FAEK M O R P RAZ B3 2 BIEH O FBUBEE 1T 32. 6% (126/387 i) . ERIRIR
BB T D RIEHORBHEE T 0.8% (3/387 #il) THo7-, ERBIERITMEIR 6.7%
(26/387 f3i) . EEIMED E VN 5.9% (23/387 i), HEJIIE 5.9% (23/387 fil), W& 3.4%
(13/387 f5)) TH -7z,

) A TERBENTWDEARBNOREINE, MELOCHREIEIULTO LY TH 5,

GhEEX TR F B

(AERORE) W@, AV Y R P2 & LT L [E 10mg % 7 5HYRE O SR I BRI 0545,
2B, DIEBATHRGEAICE, BINEE T2 2 N TEDLH, fiEloEENS 2 FFFLLE
HIFBHZ L,
77120, 1 HORFLEY 20mg LINE 35,

. IRRICBET 5 IEE 18



VI. EPEEICEATSEHE

1. EEFHICEES LML WE
A~ N YT HEANTEE, YV )T LR T RLKRRRE, 7T R T
HEI
VT : B & B (LA OB T RE L. B ORM CEE BT 5 2 L,

2. EBEER

(1) ERELL - ER%E D~
TEFRSR - VW N U 72 0, BEBEMEISAFET D 5-HT R IRICER L, F8m s8 (ERFI L
BT D EBZ BTV DM OIHENEINR 2 BRI S5, Fio, =Xk
ZFAET 2 RN K O R e 5-HT,, X B RITIE L, BT F K (725
AP, ANV b= VBIRTFBEESRT T NE) O AT, iE LR, RO RE
R TR OREZ ST 5 & Bbh b, VR 77X, ZRHoERIZEDY
REERZSET L EE2LNTWD,

1) 5-HTgp RERISHT 5:BRMES (/n vitro)
U U7X A%, ZREEESRBRICEB VT, 5-HT, L O 5-HT,, Z BRIZ % LB Fn: %
RLUTZMN, ZOfD 5-HT ZHRIKY T X A4 TRFDOMDOZHEK (a KOB-T R+ U %
BB, R= "I UZHIR B RAZIVZRIR, DADY UZFER, XU UT R U RER
) Tk LTE, FEFICEHOWBIRE LR E o Tz,

2) b O—25-HT g RO 5-HT 2 RIKIZX T B4R (/in vitro) X
U U FZ 0L, b h 7 a—r 5-HTy KO 5-HT ) B~ GTP vy S A sBRICB W T,
5-HT SIFIFE DL L RVMEBIEE & L COEMEZ R LT,

(2) EhEEMI1TDHBRE
1) ErMEHIMEIZHT B%ER (/n vitro) '~
U NU 7 X% b b O H MR IEBIR 2 38 AR AFRY (1078~ 107°M) (258 < UHE & 7=,
—J7. & MEHGEEIARIC S L CiX, FEFISTOIGEIEME LR S o 7z,

2) REESMOMmMERIZT 5/ER 2"
REEL727 = Ly MICERAIRNE G (0.3~1000u g/kg) 95 &, IMEICITEEL H 2 I,
FAEBEKFEN2HEIRLE RO EERRO SN, ML A XSRS L2
At SEHBARMEEOK FEMANZRO b, HENRL TSI A &E 300 g¢/keg LLET
U2HIER XA DR o T, BREE L 72 A XIS+ FRIEN& S (30~1000 1 g/kg) L7
A6, RO SHEBNIR M GEIRCD VEH 23 2 5 iz,
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3) WEMEM-OHBEMHMBEAREICHT HER
BRI L 72 7 v MICERN G (1~1000 1 g/keg) 325 & = XCHFREERE XTI X 2 I i
B O MR AR &2 ERERCEH L,

4) BHRRBICLIEEMELEICRT 2EH T 2
e U727 » MCERIRNE S (1~10mg/kg) 95 & 145 JE AR & SORITR S = 2 Al B afn 4
Lok % . 3mg/kg LA L THIHIL 72,

5) BERME (AE#HRE) BEXRHACILF=ZXBEREMORGITHST H4ER
R L 727 v MCERIRN S (0.3~3mg/kg) 9725 &, MM (APRMR) BRI X
D XA R OIR B AL I AL 2| Img/kg LA TR EARAFRIZ M L 72,

(3) {ERSBBRT - HEEH
R L

VI. BEEhE B9 2 IH B 20



VII. EYBEICEYT SHRE

1. MAREDHTR - BIEX

() BERELAMGMPRE
EER e L

(2) BREmdEETERR 2
AKTHRA : 0.96+0.37 (hr)
K722 UTARA : 1.69+0.92 (hr)

) BEEREBCHEIEIN-MPERE
1) HEEL
OrO%ks ™
BERANBFICUY NY 7 X BRI A ENAREESE 10mg & 2S8R ICHER o0& 5 LT
X REMERITFNENEES 1.0 KO 1.3 BRI s g e () IR,

1.6 OV L. 7T HFE DY TR L2 MR A F AR D AUC ool U R U 7 X2 D 14%
MR 11%TH o7,

fEEER AN T2 2V N Y 7% 2 10mg HLERE O # 5% OREACIKOEYEHRE T A — ¥

Tmax t1/2 Cmax AUCO*>Oo
beilbiZ
(hr) (hr) (ng/mL) (ng * hr/mL)
FEH 1.0+0.6 1.6+0.3 20.3=*5.3 69.3+18.2
1P N R B B 1.3+0.7 1.7%0.3 19.3+6.7 68.0+£22.0

T TR, n-16

QBIRMES GEATF—2) ®

EERANICY T NY T X I~dmg ZHBEIFERNE G L x, 7 V77 2%
1062mL/min, E®IKESMAERIL 127TL Th o1z,

OREREE WEAT—5) ©

FEERABFICVYF N 72 tmg SEXBHBERR OB G Lz & &, AUC, Cup XN Ty (ZFE1E
e & IERIERE T2 < R B IERF O Y EhHE X IERIERFIZ X TEL L 2o T2,

) AR THEBEIN TV AAFNORHESUIZIE., HELAOCHEIILTO LB TH D,
GIHRESUT IR FEa
(AEROHE) @5, ATV MY 728 LT 1E 10mg % A 8ER OERBEHFICRORET 5,

BB RDAR RS EITIE, BINRET 2 2 LN TE 50, FiEIO#REG) 5 2 KL L
BT &,

722U, 1 Aok G &% 20mg N E T2,

VII. HAEhhslZBd4 2 HH 21



2) REHE D
fEERR AN B LIV N X > 10mg €2 1 HEIWZ 1A, 3 04 HARIC 2RI CTL A
SIS HHEIZ 1 AIZEERE NG Lz & X, AUChr ORI 5 HE 1 HHA)
IIARZEIKRTO0.99 THY, MRLATFNAIRTIZ L. 11 ThHolz,

EEER AU RN 72 lomgdEx 1L HEIWZ 1A, 3 &4 B2 FERERERECL A 3E
FOS HEIC1IERAEE Lz EOREIIKOIEYEIRE T X — X

w5 1 A b & Tras” tie Chax AUCy— 941y
(mg) (hr) (hr) (ng/mL) (ng * hr/mL)
1 HE 10 0. 8+0.4 1.9+0.4 33.0+13.5 81.6+25. 3
3 HHA 30 1.4+0.5 2.1+0. 3 49. 1+11.7 279. 5+62. 8
5 HH 10 1.1+0. 5 1.9+0. 4 28.0+12.5 79.5+£20. 1

Tty AR 75, n=22 (B n=11. &M n=11)
a) 13 HE®D To, 13 3 8] B 851 O R FFH]

3) AW IR A R R
YUY R FZ 2 0DEE 1omg [VTRS] &~ 27 %/L bk RPD i 10mg &, 7 7 AA— "—EIC LD
Then 18 (VY R 72 & LT 10mg) fERERA B ISHE R e BN 0 e 5 OK THRA &
K72 LCTHRA) LTl gt Y 9 b U 75 CREEZJIE L 5 DAL B e~ A — & (AUC,
Coa) (22T 90% Z B IXEIEIS THEEHIFNT 24T - 7255 R, log (0.80) ~log (1.25) D#EH
NTH D, WHIOEYFIRFIED R S iz,

O TR
MAEFR VS Y 7% DIEYBHRE X T A — H
HIENRT A —H BENRG A —H
BEE T Auc, ., Coax AUC.. toon s MRT, 15 kel
(ng-hr/mL) (ng/mL) (ng-hr/mL) (hr) (hr) (hr) (/hr)
UK 7FH 1 88 68. 908 23. 277 69. 954 0. 96 1.90 2.75 0.37127
OD$E10mg [VTRS| (10mg) +22. 050 +8. 659 +22. 404 +0. 37 +0.22 +0. 41 +0. 05359
1 %E 68. 276 21. 860 69. 330 0. 96 1.90 2. 87 0. 36992
- L 5
7%V b RPD G 10mg (10mg) +19. 164 +6.570 +19. 504 +0. 47 +0. 26 +0.39 +0. 04562

1) A TEIB IR TV D ARFI OB

(ZheE

TR s
(RERORE) @, ATV Y F 2L LT 1A 10mg %2 A 8ER OBERISHRF IR OEET 5,

B, IRPARTLRGETIE. BIRET D Z N TE D0, miEloFREN D 2 B E
HIFBHZ L,

=77 L.

CPAME AR HER A, 30 61)

IR, AR OHEIILTO LR TH D,

1 H ORI G8% 20mg AN L4 5,

VII. 3kWpdEhRe
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22




MRV Y 7% DEEHR

30
25 . . o
2 —e— JH 1) 7 ¥ ODEE10mg [ VTRS]
»20f --O-- %7 %) FRPD%¢10mg
% 15F FIGE + 1E R, 3061
£ 10
e .
g f S
0 2 3 4 5 6 7 8 9 10 11 12
e (h)

1 B TR B TNE AUC, Coax DT A —Z 1%, PBRF OIR, (R OTRIEEL - Bp ] 55 O FlER

R L > TERRDATREMEN D D,

@7K7a L CTARA
MAEFR Y U T H o DEYERE T A —H
HIE/RNT A —H BEINT A —H
&5 & AUCo-15 Crax AUCw Tmax tis | MRTo 12 kel
(ng-hr/mL) (ng/mL) (ng-hr/mL) (hr) (hr) (hr) (/hr)
USRS H 1 70. 635 19. 473 71.983 1. 69 1.94 | 3.36 0. 36360
OD$E1Omg VTR S | (10mg) +16.789 +5.295 +17.269 +0.92 | £0.27| +£0.57| +0.05023
1% 69. 319 19.218 70. 576 1. 84 1.88 | 3.41 0.37724
1% ¥
A FWDﬁlwg(wm) +16. 337 +5.229 +16.696 +0.93 | £0.30| +£0.68| +0.05743
CE¥E =R 7=, 28 f)
MAEF Y U7X DREEHR
251
22 —e— U} ¥ ODS10ng [VTRS]
215} --0-- T Z %) FRPD$E1Ong
£ ol PRl = R 2809)
H
o
5 s
0 1 1 1 1 1 1 1 n 1
1 2 3 4 5 6 7 8 9 10 11 12

B (h)

I HE P BEA TNT AUC, Coo DR T A —=Z 3, HBRE ORIR, IR OTRRAIEL - B 55 O #UBR

R L - TR DTN D D,

1) AHTEIB IR TV D ARBIORHE
GhRESUIhER) FEasm

IR, AR OHEIILTO LB TH D,

(RERORE) @, ATV Y F 2L LT 1A 10mg %2 A 8ER OBERSHRFI R OEET 5,
BB, EBPATSRIGAIIT. BINERS$2Z RN TE A0, BiEOFKG 6 2 BRLLE

biFH L,
722U, 1 Bk GEE 20mg DINE 5,
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4) BHEEERE WEAT—2) ®
BHREEERYE (L7 F= 2 VT T A 10~60nl/min/1. 73m%) ([ZUHF KU 7S Z 2 bng
WA R OBEE L&, REMKRD AUC 1T A &l L CERRBO BN ho Tz,
FATRE BT D AUC IXRERERR A IZ b~ 44% M L7z, (TVII-2. Z2NE L0l &
O TVI-6. FFEOERABTLHHEEICHET IR OHEBR)

5) IFtgfemE RS GLEAT—%) ¥
BENOHEEOIEERERZICUY N ¥ bng Sk O&kE L% oLy EhE %
fERERR A & bbl Uz, & 0% 5-1% O AR BRI 48 Fh i X8R o BF R RE e 2 i & (R
BN & TEITR D b olo, TEEONTHERER E EH TITMEEEM A & ik L TRZL
TR I AE PR EE 1K 30% B9 Lz, VB A F LR Mg ae 1%, fBEs Al ~ATRk e
EEBE CTAHAEICET Lz, (IVI-6. fFFE0HRZ AT 2EBFICHTERE] OHESR

6) mifind EANT—%) 2
HEEERE 65~T8m) ICUF MY F & 10mg $E2 RO E L & xR yBieTm/EdE
EE (18~45 %) &, EiI ol

(4) hhL
R L

(5) BE - ftREOEE
1) BEDEE?
A B I NY 75 bmg I e AHIZHEROREG L& & REMKD T, 1XZ4=0E
RFC1.40. 4 FEfl], B%T2. 7L 0RHTH -7,
AUC R TR Coa 1L RZEAVAR B O Vi A T AR I\ 28I & bR Wb A BB Lo T,

BERABTICBITFAVYFNY F X bng B EAKIZEIEEEE NE%EER O 5% OER
AR DI EHRE R T A — X

Tmax t Cmax AUC — 0O
At i ’
(hr) (hr) (ng/mlL) (ng + hr/mL)
7 i B 1.4+0.4 2.6+1.3 7.6+1.8 32.4+11.7
Bk 2.7+1.0 2.1%+0.8 8.9+6. 1 37.1%+11.9

T AR, n=6

) A TERBENTWDEARBNOREIE, MELOCHREIEIUTOEEBY TH 5,

GhEEX TR F PR

(AERORE) @, AKIZV Y R P2 & LT L E 10mg % 7 5HYE O SR 3 BRI 0545,
2B, DEBATSRGEAICE, BINEE T2 2 N TEDLH, fiElOEENS 2 FFFLLE
HIFBHZ L,
727120, 1 HORFLE% 20mg LINE 35,
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2) GtRAEDEE
OE/BRIF HNEAT—4H)
ATRIMAO PRESE (£ v X3 RN EAARKAR) 150mg ZfEFESAIC 1 H 318 4 HFKERR
NG L, ABAIRVY R 77Xy Iomg SEZ2 HRIRAKE L&, £7 83 FFH
BED Y R U7X U REIARD AUC L O C \ZFEBERBF O Z T4 2. 19 5 K OV 1. 41 %,
N AF IR TIZZFNFN L. 345K 2.64 5 & 7o 7=, (IVI-7. FHAEAEH ] OESR)

@7no73/ o—)iEEEE BEAT—4) 3V
Fu T ) a— )LIERRE 120mg ZEEEREAIC 7.5 B 12 BEEICREROES L, 7 XT
SHHICUY R FH 2 lomg ZHEIRAOKSG L&, 07T o— VRO

DUYF RYTE D AC RO Coy (OO ZNZEN 16T RN 1. 155 2o T,
(TVI-7. MHEAEH] OEHZH)

(6) BEE (KE2L—3>) BHICEYHH L -ENENDELEHER
WG L

2. RMEERB/NZ A —F

(1) BH A
AR L

(2) BIREEEH
AR L

Q) NAATFRALFEY T«
'VI-5. (3) #IEL@EEROFER VZDORIS | OHEM]

(4) HEREEEH?
K CTHRA : 0.37127+0. 05359 (/hr)
K72 U THRA : 0.36360+0. 05023 (/hr)

) A THEB SN TODAFNOIREX ITZR., FAELTHEIZLLTO LB Th b,

Ghee XTIz E) e

(AERORHE) @, RAZIFV Y Y 72 L LT 1A 10mg % 88 QSRR B HEFICR 0545,
2B RN RS AT, BINRET5 2 LR TE LA, miROFEEND 2 KL E
HIFDHZ &,
7272, 1 HORE S E% 20mg LIN &5,

VII. HAEhhslZBd4 2 HH 25



(5) HUF VR
TR L

(6) PHEE
[VI-1. (3) FRARRBR CHER SN HRE ] oEEMR

(1) MEEEREEE
MR L

3. MRIUR
RENI AOREOREN BRI S D Z g7,

4. o

(1) % — BB P @B 4
MG R L

(2) mik—RRAERIPT @@
MYER L

3) A~ ITHE
MM ER R L
<BE>
IR (7 v ) THHT~OBITRHREI LTV D,

(4) BB~ DB
LR L

(5) ZOHDMEBADBITHE
AR L
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5.

(1) HBARGL B IR BR
REEEAL - AANT IR CRE S D,
RETFREE  AKI O FEARFHREE L. AT MAO IZ K 2T X /(b Th Y | EEPITARIE
Meza A o F— VEERRE & ERT D 0, ( TVI-7. FREAER ) OHESH)

(2) REIZEEET BEE (CYPAS0 %) O FE (in vitro) 3
U RN XL, KFe MTFF 27 o b P450 44 FFE (CYP3A4/5. 1A2. 2C9. 2C19. 2E1)
D~ ——iEMEATRE LW, CYP2D6 (2% L CIEfAET % (K,=1400nmol/L) .

(3) MEEEMRDERRVZDEE WHEAT—%) %

UHF Y72 3PmEE R A2 D, BRI Y F R Y X 10mg $E 2 BRI O RS
L7c & & OAEWZERRARIL, 46% TH -7,

(4) REVOFEEOHRERULE
AR L

(5) EHERBMORERE/ (T A — 45
MR L

6. HEM

(1) HEER AL B U2 IR
1) RN Y B R Y & BERI ST DN AR EESE 10mg Z ZEfERFIC IR O G L & &
RECR L O Ml A FAARD R PEERIE, UV b 7 UG Tide 2l 14% &
O 1L.3%, AFENERELG TIEZRTRH 12% KN 1. 1% Tho72 27,
2) HERERRAIC MCHEEFR Y R X 10mg ZHEROKRE L&, 5% 5 B £ TN

HED 82. 4% TR FIT, 11 5% X #E MR IR sz, T2, HEEOK 14% X RELIK L
LCRFIcHRt SN2 WHEANT—Z) .

(2) HrirsR
(VI-6. (1) HEMEEBAL K OS] DIES R

(3) httsEE
G L
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1. b5 VRR—2—IZET B1EH
BN -2 A

8. BNMFICKDHRER
AHN D 755 9 B 69 D MR AT SRR E AT D RIT AT H 5.
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VITI. 21 (FALDOIESF) ICEIHIEHE

1. Z2E5RBELZDER
REEN TV

N
3

EENBEZDHEH

2. B (ROBHIZITHEE LGN L)

2.1 XREOESDIZx L BBECBREEDHSEE

2.2 LMHEZEOBERED & 5 B | BIMAE R R SUXE ORER - JkED & 2 B3 BAE (i
BRAEHE) Db 5 EE [REIR, PROE, DI Z & B R 2R Mk ORBERER R & b b

NoHZEnH5,]
2.3 PP E PR o — IS PEIMRE A EOBE D & 2 B UM E FEE S — @ PEME M B ER & 51
N2 LD,

2.4 KM EEEZATLEE UEREZBLSEL A RENEZ DN, ]

2.5 avre—LrEIn T RWENFECRE [—EEomE ERE25 &R 15, ]

2.6 EEOIHEREREL AT HHBE [9.3.1 2M]]

2.7 EEHT R oEHE [9.2.1, 16.6.1 ZH]

2.8 = IX Iy DAL I UFHEEEHERAL & D5WVIEMD 5-HT ) Z A EIEBIEE A K G-
DBFE [10.1 2]

2.9 £ 7 I UALEERAEA] MAO FHEARD ZEGH, S0 IR 2 BREUNOERE
[10. 1 ZHR]

210 v 77y a— VIR Z &5 H o B [10.1 58]

3. MEERIIRICEET ST L EDER
V-2, ZhEEIIZNRICBIE T DR 22T 52 L,

4 FZERUVBA=ZICEET 5FEEZTNDEH
(V-4, AEMOHEBICBEETIEE] 2287528,
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5. BEERGEXRMIE L ZNER

8. EELEARNIE

8.1 DIERDEENTRD LN VEFICBNT Y, BERLEENHD TENCRETDHZ L
NbH, ZOX)RGAFUHOEGEZRIEL, @O RAEEZITY Z 8, [9. 1.1, 11. 1. 2 BH]

8.2 HEEE & B WIIARAIF G-I LI VIRKZMET Z LR H DT, AFEGHOBEITIZAEED
EHASE Fh%&o%%@w_%$éﬁ&wio+ TEETLHZ L,

8.3 AAlZGTe Y X U RHEANCL Y, SHRENE(LT D2 ERHDLOT, EHROUEL RO
WIGEITIE, TR OfE @21 ;éﬁﬁj@ﬁ%@%%@b\&5%$¢¢5@8\ﬁﬂ&m
%%ﬁo_ 9 [11. 1.9 ]

6. HEDERERT HBEFICHT HEE

(1) A#HE - BIEEFDOHLHEE

9.1 B6HE - BEREOHLEE
9. 1.1 il IREBOARENED & 5 B
Bl ZIX, LR O X 5 7 FBF CIEIABENR, P, (O gE 2 5 de 56 72 i i O SRR IR 23
bobhbsksENndH s, [8.1, 11.1.2 HH]
IR R B A SO D EERAEAIROH 5 BE
- PARAE Dk
- 40 LA B B
- HENRE B OSBRI 75267 5 B
9.1.2 TADAHDWITEREZEZ LT WEENMEBROH 5 BE
THAMMAKERIEN R LI L OMENH D, [11.1.4 B8]
9.1.3 Mil/FEEDAREMD & 5 BE
I REEN D S BZhNRH 5,
9.1.4 U VT « R=F Vv« RTA MEfRE WPVIEGER) I o DS & B L
T~ REENRD & 5 B
WPW JiE Mg O URIHSEIR T do 2 R FAEMEMNRD R BL L T L ORE DR & D, [11. 1.3 ]
9.1.5 = b — LI TW5 & IMJEAERE
— MO M E_EFORMIME RO LR RSN L OBERD D,

(2) BHREEERE

9.2 BERrEEEESE

9.2.1 K&+ o BE
e Lienwz b, BITREICARAZ L Uiz & & R AIZ L~ AUC 23880 L 72 & A 23
b5 GMNEAT—%#), [2.7, 16.6.1 5]
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(3) FrelEEEE

9.3 FFaElEE RS
9.3.1 EEDHEEESESE

BH L2 Z &, AKFNIEICHIR TR SN D 0T, HEEOIFHERERE B Tl R EN b
AT oHBENNHDH, [2.6, 16.6.2 ZH]
9.3.2 HFHEEEERE (EEOMHBEETEEZR)

AMNENZ I T, RN & Pl U CHAR R O IFRERERE AR Tl AAID AUC & C,., 23RN
HIEE R RE SN TS, [16.6.2 BR]

(4) &hEREEH T 5E
BRE STV

(5) 14w

9.5 1147
T SRR L CW B ATEEME D & B LI IZie i Eo B R EN a2 Elal 5 & &S n b
BHRICORBEGTH L,

9.6 RELIR
1B EOBRIER ORFLRBOARRMELZE L, KAOME U PIEZRETT 5 2 &, Bk
B (7 ) THIHPICBATT 2 ZLplESh TV 5,

(1) MR

9.7 NRZE
INREE SR E U BERARBRII S50 L Tuh7euy,

(8) SknE
BRE STV
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1. HHE%EHA
(1) HREESLENER

10.1 HRAEE (BRALGWLI L)

A4

HRPAREAR - B 71

PR - fEpRIA T

RN ET S
TITH I AR - K T =
ALY A TFRELTFEY
(7T 3IV)
LI H I UHERE A RA
e RaxLad ¥ IR VRE
(eTTv )
ay V= i O N IS S T V.2
(TR WY v LA Ul [F))
AFNT)IAN) v LA ERE
(AT ILFY)
[2. 8% 7]

I 530 i g s
B InsBENnH 5,
VN[BT Y el sl = N
N SRS NN = o 2= SN
FHERGARA R T
L2856, b LIEZFOHO
LETE. ENE24HERI LA
LFoMEE &I RS T
LTl

5_HT13/1[)§L’§{2&M§@J£ >
SKPRAINERNC K0 AR
HACEA (s iE )
RIS,

5-HT p 1p 5 A IV EEN 3K

i e 57 303 i A A g

JFAIC KV MHEICIER %

FIIEIARF 2B E Len
N

2= NU T E o any iR I 2BETNAH D, | HESE5,
A7) AHN 5% D5HT
YOV N T H SREIEHE L E LG5 5
(V=3 v7) A, b LIZZE DD
T L hY T E L RBALKEREE Bl ENEN24RE M LN
(L 7 R) WG L7enZ &,
FF N TR R
(7=—3)
[2. 8% 1]
MAORH. 24 AR K OTE M2 0 78 | ATRIMAOBHL E AT XL v A H
(2.9, 16.4.2. 16.7. 1] S8 (1) DMER L. | ORI HE S v, AH 0
ifn HP R B — AR R R T | 4 AN B BR X A 5 R RE M
i (AUC) BHEMT 2D T, | Hd D,
MAORHEHI 2 e G- d 5\
VB G- 1k 238 R AN 0 2B

7T ) a— Vg
LT TN
[2.10, 16.4.2, 16.7.25 0]

AHNDOVE I (t,,,) 23
FER: U, i H R R — IR b
T RS (AUC) 23 N4 %
DT, 7uarT )a—)Lx
BhH g DTGk
MBI ORI SRR LT
W2 WD BRI AR A B &
L7z &,

BEA ¢ 24R5R .
BB - A8IFH

ity FE A DAL 1T ATIMAO
NEET 57D ARA DK
BIDPHE S v, ARFIOVEH
DI X5 ATRETE S B
Do
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(2) HRFELEDER

10.2 $FFEE (BERICEET S &)
A4 5 BEIREIR - HE 71k R - faliA 1

BRIt o P BV IALBLER] o b= EEREE (RZE, (B b= OFELY AR
TNARIFH I~ LA R e, B MR, BEA | ZREL,. bo b= R
%0 v F R K i A ETHE, WihEEEE, |2 L/ 35, 5-UTy %
ta h=r - AT RUFUUERDY | PR PHobd 2 & | BIEEFHE L OIFHIC X
AR EFH N5, V. tu b= AER D ER
SNNFUT T U THRREMNEZE X HbNLD,

. BlfER

11. BlERE
WORWERNH LoD Z LB H DD T, HEEZ+H/MIITV., BERRD LNHEIITRS
ZHIEd %7 EilE R uE 21T ) 2L,

(1) EXLEIER &L DHER

11.1 EXGEIERA
N1 7F243F0—23v9, 7F7745F0— (WTHRLbHEEARH)
11.1.2 B REBHRER BHERH)

AREERR, FELME B DN ZE 2 B e A DR BARIER N o oD Z &b 5, KA
%, Wi, M8 o —@ ok GRE CRMEEERIZ K SEERH 5) BN bbivd
ZERDD, 2O XD BIERPEMMERIZE D E BN AGEICIX, UgoREEZ I L,
MM CDRE DR LT D - OO R mAE L1752 &, [8.1, 9.1.1 ZH]
11.1.3 AR (WPWEERBEICH1H5H) (BHEARE)

WPW SEAERE D AR Th 5 BE R FIEMHESIROMED H 5., [9. 1.4 B ]
11.1.4 TADABKRRKE (BHERH)

[9. 1.2 &M]
11.1.5 MEZFE BHEAR)

B, &, WEHEORER S bbb Z &b 5,
11.1.6 hEMERRIEFEAMALE (Toxic Epidermal Necrolysis : TEN) (BHEEAHA)
11.1.7 FFOREEE (BHEA)
11.1.8 &k (BHEARH)
11.1.9 EFROFEABLICKHEEE FHEARH)

(8.3 ]
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) TOOEIER

1.2 Z0tDEIER

5%LL 0. 1~5% A BHEEANEA
A RER BER, B, M. Wk | |AIE - IR
T BR 2 % SR, &I
b L Mg, TR, OPNECER, | HERE
0. MW
fh - AR fi SHENR . RPTERER, JRAT

PERCHIIR, A /KT, B
FErppRER | BHER (7.7%) | O FV REEGE, SR, | BUR. ASHIIRIEOBGR, &

T RE, Hik, BN, PR
W, KRR, ZoEE
LRSS Sy e MESAAS PR, Wi
B & B, T ) FEIE WAL, FEIT. FE
Jr Mk FPEERE S (ALT E55- AST |
51%)
= DAt CK _R&-, JefliE, SR, Ak | ., 1ZTH, SR
BB "

9. RRRERHRICRIZIIHE
FRE STV
10. BEHRE
13. BE®KRE
13.1 fEIR
WERG-OTERIT, IR, O F v ESIfE Ao g IHE O 2 E el - RO
RTHD, TOMIZ, EH, RIK, KB, 7T e UG 3EREET o v 7 RENRKE
BHAREMEN B B,
13.2 &
AFN @IS L2 5E 1, B L OVEMRIC X 2 W8 2170, 12 B SL Rk R Ou
EXDOE=HY) U TEITHIZ L,
VIII. 24t (B EorEs) 1+ 5EA 34



1. BRLDOIE

14, EHRLDZEFE

14.1 ERRFBEOZE

14.1.1 PTP @2EDFANL PTP & — F OBV H L CIRAT 2 L5 HEES 52 L, PTP v — hOid
fRIC LD BEOSLA RS RIEREA~HIA L, HII3RLE B 2 U CHERBIRA S O BE R A OHE
BRI ENH D,

14.1.2 KHIZFO LICoOETlEEEZRBESE 5 ERET 5720, KR LTRATRETH S, *
7. KTIRHTHZEHTE D,

12. Z00EE

(1) BERERAIZED < I1EH
FRIE I TV

(2) FEBGEREAERICED < 1HF#R
RESH TR
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IX. FFEREREAERICRE T SIRE

1.

2.

ZIHHER

(1) EXhEEHAER
VI, B3I 2THE ] 2K

(2) BIRIEERR
DR L

(3) REMEBHR
AR L

) ZOOEEHER
LR L

SR

(1) BERSHIERER
LR L

(2) RERSHIERR
LR L

(3) HRESEBIEHR
LR L

() ZOtOEHERE
LR L

X.

EHRREHEICET 5 HA
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X. EENERICAT SHE

. AR5
o Fl U RYFZODEEOmg [VTRS |
B, GRS (BB - EMSEOMGZEICEVERTHZ L)
BRES  V N 7 H o BAERRE B

. BEhEARM X (A EARR
B : 34
(TV-4. WAIOXFESEMETICB T 2LEN] OHESH)

frik - RESM
EiRRAF

. BHERLEDEES

(1) ERETORYHFEVEDBERICDOLT
A L

(2) EFIZMBEORZEWNZONT (BEFICEETRNENEASTES)
VI-11. #/H EoEE] OESMR
<TVoLEY : HY
BEMERLTA R B

(3) FAFIFEDEERICDOINT
ML

. EREHE
AL LR

. B

U R X2 0D8E 10mg [VTRS : 685, 184E (PTP)

. BBOME
PTP >— k : #Efbr =1, T3
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8. F—m% - EE
[l —pk 5y

~ 7 ¥/ hBE 10mg, RPD & 10mg (A MREUERA 1)

b %) . 2~ Y FHx v angglE, YAI R TE2y 2L N P E URAbKERE, 7T b
U rx o AgEstE, TR S AR - KD T oA VEREH. v A Y U R

9. EREEERH
BARSANA

10. RERTEREBFABRVERES

B RS AR A R B
VY RY 7% 0D6E 10mg [VTRS | 201742 H 15 H 22900AMX00174

1. RHEENEHFEAH

U RY 72 0D8E10mg [VTRS | 202244 H 1 H

12. EEXRIETHREM,. AERVAEEEEMEFNERABRUVZOAE

M L

13. BEERR. BIERRARFABRUVZORE

M L

14. BEEHME
e L

15, REHFFIRERRICET H1FH
ARFNE, SRAEFAN N OHAEF RN NSRS EI SR D S SR BR BN E D 2 forn FIHE (K 18

TR SR

19 AfF) @ TEERHIFIC BRI 5N TW DR | (ITIEEZY L,

107 %) O—EEWIE L7 Rk 20 FEA #E SR8 97 5 CFRk 20 4F 3 A

16. &£#Ea—F
. JEAE 5 1B A S v
52 HOT (9 # b N ) Lt EREa—R
I 7e44 ( 1‘1T) T W%ﬁlié?é;:ﬁ'::l~ K R 2 R
U N 72 0D B W—4 : 2160006F2014 | #H—4 : 622846600
125632103
omg [VTRS | 8 B : 216000652073 | {# R : 622563203
X. BHAEFIEICEI SEE 38




17. RIFfEFLDERE

AANE, R EORFEEKMITE LT 5,

X.

Vv’
&

P EIHICEA T 5 EHE
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1.

51 RAXHEk

1) e 28K BIEMEE 136 (11) :2186, 2008

2) HE REIFZ): [meF o RSV _R—HF LT A 75 OB (1)
—HRIA, vy IR, 2= X—Y TV A ERO A[FHEO g — ] ¢ 5 35 BERRITY R
DU LG SCEE ¢ 25, 2009

3) i HHIE) [T R ESW s R—H LT A T 5 OB (2)
— XA VIRHE CORIMEME D bl — ) ¢ 55 35 [EUETEARAT S AR O 7 A G Rm SCEE ¢ 29, 2009

4) A FIEHh (meF R CESW s XR—HF LTS T FORFE (3)
—fK = F TR MRETOREMEDEE—] 5 35 BURRERITY VAR Y U LGSR SCE @ 33,
2009

5) tENEERL  ZEMERER OnsEE) (VY RY X 0D EE 1omg TVTRS))

6) fENEE e EERREOZEN (VY RNY X D6 10mg TVTRS))

7) FENEERE  EHREER (VY RY X 0D EE 1omg TVTRS))

8) Headache Classification Committee of the International HeadacheSociety : Cephalalgia.
2018 ; 38 : 1-211

9) ERARRER AU T D ERARREREGE B IH S bR (2 90 b RPD $E : 2003. 7. 17
. HEEEEMEE M 1. (1)

10) BRIREER AT D ERARERAGE G E (=27 %L & RPD $E : 2003. 7. 17 7&GE.
HFEERMYEZE R. 1. (6))

11) BRRER AR D ERRER A B4 — 7 3Bk (=2 /v - RPD $E : 2003. 7. 17 7K
A, HFEEEMRE N1 (5)

12) BRIREER  FHmEE & LT3 2 4MNE O ERIRRERAGE (= 2 /1 kb RPD $E : 2003. 7. 17 7KF8,
HEEEEMEEZE h. 2. (3))

13) Longmore J, et al. : Br J Clin Pharmacol. 1998 ; 46 : 577-582

14) Ferro A,et al. : Br J Clin Pharmacol. 1995 ; 40 : 245-251

15) Longmore J,et al. : Br J Clin Pharmacol. 1996 ; 42 : 431-441

16) Longmore J, et al. : Funct Neurol. 1997 ; 12 : 3-9
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19) EMERH N xEMFT 238 RIS IR ORBERT K OZEDIRE (=27 HL K RPD § :
2003. 7. 17 738, HEEERHEE . 1)

20) HIFEH N EFEMT 2R (EHEF (=27 %0 b RPD $E : 2003. 7. 17 A&GR, HFEEEMYE
gk 1. (1))

21) $HEUWEH &2 BAMT 288 PSR ERICE T 285 (=2 %L~ RPD 8 : 2003. 7. 17 7K
. HEEERMME AR 1. (2)

22) SEEEH #h&2 BT 23 P BRIERICB T 25T (=2 %L b RPD 8 : 2003. 7. 17 7K
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23) fEWNERL : AEWErEEERER (VMY 2 0D §E 1omg TVTRS )
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8.1 Pregnancy

Risk Summary

Available human data on the use of rizatriptan benzoate tablets in
pregnant women are not sufficient to draw conclusions about drug-
associated risk for major birth defects and miscarriage.

In animal studies, developmental toxicity was observed following oral
administration of rizatriptan during pregnancy (decreased fetal body
weight in rats) or throughout pregnancy and lactation (increased
mortality, decreased body weight, and neurobehavioral impairment in rat
offspring) at maternal plasma exposures greater than that expected at
therapeutic doses in humans

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 range from 2.2% to 2.9%
and the reported rate of miscarriage was 17%, which are similar to rates

reported in women without migraine
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Clinical Considerations

Disease—Associated Maternal and/or Embryo/Fetal Risk

In women with migraine, there is an increased risk of adverse perinatal
outcomes 1in the mother, including pre-eclampsia and gestational

hypertension.

Data

Human Data

The Pregnancy Registry for rizatriptan benzoate tablets did not identify
any pattern of congenital anomalies or other adverse birth outcomes over
the period of 1998 to 2018. However, the lack of identification of any
pattern should be viewed with caution, as the number of prospective
reports with outcome information was low and did not provide sufficient
power to detect an increased risk of individual birth defects associated
with the use of rizatriptan benzoate tablets. Additionally, there was
significant loss to follow—up in the prospective pregnancy reports

further complicating this assessment of an association between rizatriptan
benzoate tablets and any pattern of congenital anomalies or other adverse
birth outcomes

In a study using data from the Swedish Medical Birth Register, live births
to women who reported using triptans or ergots during pregnancy were
compared with those of women who did not. Of the 157 births with first-
trimester exposure to rizatriptan, 7 infants were born with malformations
(relative risk 1.01 [95% CI: 0.40 to 2.08]). A study using linked data
from the Medical Birth Registry of Norway to the Norwegian Prescription
Database compared pregnancy outcomes in women who redeemed prescriptions
for triptans during pregnancy, as well as a migraine disease comparison
group who redeemed prescriptions for triptans before pregnancy only

compared with a population control group. Of the 310 women who redeemed
prescriptions for rizatriptan during the first trimester, 10 had infants
with major congenital malformations (OR 1.03 [95% CI: 0.55 to 1.93]),
while for the 271 women who redeemed prescriptions for rizatriptan before,
but not during, pregnancy, 12 had infants with major congenital
malformations (OR 1.48 [95% CI: 0.83 to 2.64]), each compared with the

population comparison group.

8.2 Lactation

Risk Summary

There are no data on the presence of rizatriptan or any active metabolites
in human milk, or on the effects of rizatriptan on the breastfed infant
or on milk production.

Rizatriptan was excreted in rat milk, with levels in milk approximately
6 times those in maternal plasma.

The developmental and health benefits of breastfeeding should be
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considered along with the mother’s clinical need for rizatriptan benzoate
tablets and any potential adverse effects on the breastfed infant from

rizatriptan benzoate tablets or from the underlying maternal condition.

Data
Following oral administration of rizatriptan to lactating rats at a dose
of 100 mg/kg/day, drug concentrations of rizatriptan in milk samples

exceeded maternal plasma drug concentrations by approximately 6-fold

Bl (2024 4 9 AMFM)

<Z%E : SEOBE>
A—ABPZ VT DO45¥E . (The Australian categorisation system for prescribing medicines

in pregnancy)
Bl : 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 not shown evidence of an increased occurrence of fetal

damage.

(2) IMNRIZBET BB iER
AHICB T DB EDOY w2 AT HBFICHET2EE 9.7 /NNES) OTHOTHFIILL TOLEY TH
V. KEOWRAMCEKLOIEEO SPC &3R5,
(O %BENEEZAIHEHICHATLIE

9.7 /MR

INREE G & U BEIRARBR TS0 L Ty 7euy,

ankiik FLEN A
8.4 Pediatric Use

Safety and effectiveness in pediatric patients under 6 years

of age have not been established
The efficacy and safety of rizatriptan benzoate orally

disintegrating tablets in the acute treatment of migraine in

KIE O s patients aged 6 to 17 years was established in an adequate and
(2019 4E 11 H) well-controlled study

The incidence of adverse reactions reported for pediatric
patients in the acute clinical trial was similar in patients
who received rizatriptan benzoate orally disintegrating tablets

to those who received placebo. The adverse reaction pattern in

pediatric patients is expected to be similar to that in adults
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