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AR LY,

7R 1 2R PN R PR B
MR 2 K% 0O SETm iR 22% 63%
(S5 151 55/ AT 15 50 (53/236) (138/220)
BITERIE 23.4% (54/231) T3 B L%,
2) REHHR
MBI L
(5) BE - REBIHR

MR L

(6) AEMER
1) SEARERE (—REAKERE. SECEARERE. CARBLERAE). RERFTERT 4R
—RRE. RERFTREBRAROAR
U ERR L
2) RBEHLELTERFEORNENITEEL-RHE - RBROBME
Y L7
(7) £k
MG R R L
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VI. EMEBICEYTSEE

1. FEENICEEHILEMNEIILEYH
5-HT1einp 32 B EE) K
EE  BEEOH LAY DREE - IREIL, ORI ELZZRTH L,

2. ¥BEER
(1) {EFAEREL - {EFRBF
18.1.1 5-HT g0 REKITH T S HFMHE
YU MY T E % B b 5-HT KON 5-HTi Z A EICH L TRV Z x99, N A F /0K
i, Y U T H D 2~7.9 (5D 5-HTieap ZHRH M2 R~
YV N TE R MCHERR DG L7z & & N2 F RO M h i IR LR DKy
ThHO ., NEATF RS FEREEDRICTES L TnD EBbhb ),
18.1.2 HEENME (EICEIFIKME) OIHEER
BRI T % 2 OFHENEFFIRM A OMLE 20 27 % o A2 BIR O A BEENICER T ESE2 (Vv
2 hU T H R 10~1000 1 g/kg, iv TH L Z 60~92%DET) 2,
18.1.3 ME/EBIEMER T F FiEREMGl. miFE QR
BRI N 0 2 2B W T E XA ERAINRIC K 0 #5% S - mEEBIMM R T F R vy h=ri
GTEE#EA~7F K (CGRP)., MAEEEIME/NG<TF K (VIP)) et 2 A = mfl L=,
Fio, B TEALE Y MIBWT, = XMRE~OBLRTRIC £ 0 &7 S 7z A E Qs ok L
T, YNV RV FE 2 10ugkg, ivU EORBETHERIHEIERZ R LY,
18.1.4 tPRMIETZ D MH
2 ORI R RIS G A L, FIRNEGIC K > TYRRIBMICEIET 2 2 LN TE D
(in vitro, ex vivo) '?),
Fio, FREET 3 3 ~OFIRNE S (30,100 1 g/kg) (&> T, ERREFARFAOBLANKIC L 55—
MM OBMELERREICIHEI LY,
(2) EWEREMITIHBRE
CNEE R L
(3) eSS - B
MR L
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VI. EMBEICET HRE

1.

I R EE DHERS
(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 BEEHE

1) BARANIZBITDHE

AARNBERERA 30 4 (B 154) I/ U7X 25mg ZHEROEEE L- & & DORE
LR R ONEMEREY (N-BEA TUR) OIRMBIRE T X — 2 Z LU FIZRT Y,

YV b Y7 H D AUC KO Cmax 13, ZPENBMEL 0K 50%mEME R LY,

Iy ENEE T A —& (n=30 : &Mk 15, B 15)

Cmax 1) AUCO_OOHH) Tmax H2) t1/z HE3)
(ng/mL) (ng * hr/mL) (hr) (hr)
5.23 24.98 3.00 2.40
REAR
(37.40) (38.54) (1.00~5.00) (0.30)
3.51 18.72 3.00 2.35
N-Jii A F /LR
(23.75) (22.95) (1.50~5.00) (0.45)

1) BT (ZERED

H2) PRl (FEPH)

1 3) ) (R RS

2) SAEAIZEB T ZmREE

RICK N BERERR AR O 5 L7z & & oM &, WICRITE - 72 (64%LLE) 19,
B 5% 1 R DAPNIC Fe s AE IR (Cmax) O 3/4 1T L, D 4~6 RERFTMAE R B 2 HERF
ENTo REACAE R OIN-BLA F AR, Y VR b 722 2.5~10mg O H &#iFH © A &#K&F0 AUC
KO Cmax AR L7zt 7, fkt AR H=ITH 40% Th v . Eiz, FlEimidsh a2 5%,
16.1.2 RERE

ARNERRAR 94TV FY 74 2.5mg )RG5 LE LT 1 A 3 (5 R TR
) 2 HEIEROEEG L, 10mg £ Tk R L- L&, KERGICX DRy EIRICE 2 D%
XA BN T,

12




16.1.3 £MFHNFF1EHER
B EIR L O AW FIRIGEREBR T A R T A L EO— R IEIZONT CERk 2442 H 29 F  3&A
FAFE 0229 &5 10 =)

YV R 0D SE2.5mg THET] KO —3 v 7 RM § 2.5mg %, 7 0 A4 — —k|Z
IvEnEn 18 (Vv R FZ L LT 2.5mg) MR A B ERRR OB L CimiEd
YU N REEZAE L., o YEiie N7 A —% (AUC, Cmax) (22T 90%{5#
XEHEIZ CHEGHIEIT 24T > 7255 . log (0.80) ~ log (1.25) D#HIFHNTH YV . MiHlD AW FHIF
HEMERHER S T2,

FWEE T A -4 (KAL)

HENRT A—H BENRT A —H
AUCo-24 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
VI R X 0D B
23.4+8.25 3.601t1.42 3.2+1.6 3.251t1.06
2.5mg [H[ET]
V' —3 v 7 RM $E 2.5mg 24.7+9.57 3.831t1.65 3.01.4 3.15+0.907

(1 $2#%5-. Mean=*S.D.. n=20)

(ng/mL)

—e— JJL3I U T & >0ODEE2.5mg [HETI]
-4~ —3 v JRMEE2.5mg

13E¥% 5, Mean*S.D., n=20

PEiET AN N R S TN 1 54 =

0 4 8 12 16 20 24
B (hr)
YR EHEE K72 L)

13




YN T A =2 (KHY)

HENRT A—H BENRT A —H
AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
VIV R H 0D gE
22.67.58 3.93*t1.21 1.5%t1.1 2.8940.901
2.6mg [ H[EIL]
V' —3 v 7 RM § 2.5mg 20.7+5.82 3.53+0.929 1.8%t1.2 2.90+0.859

(ng/mL)

REE T AN AN ESE RS =)

(1 $2#5-. Mean=*S.D.. n=40)

—— JJLI M) T H0D§E25mg [HETL]

-#- J— 3 v JRM§E2.5mg

188485, Mean=®S.D., n=40

8 12 16

FMREHES OKHY)

20 24
B (hr)

MR N AUC, Cmax 5F0/37 A — &3, #ERE OFR (R OERERH + e 55 O #ER

R K> THERRD RN S 5,

(3) thEl
MG R R L
(4) BRE - StARORCE
1) BEOEE
16.2.1 BEOXE

BB TITEER & LR EAD Cmax N AUC 3% % 13% M TN 16%IE T L7223, N-fil
AF IR TIZEAL RN 72K . BFEICE DR MEH EOREIIZ T o722t WEATOT —

5)0
2) BHAROEE
16.7.1 €Y ORI F

DR (12 61) OREEANCBWT, YA N F 2 EE7 a3 F (AR MAO BEEX| ; A
) RO L & & REED AUC KT Cmax 34 % 26% K% ) 23%. N-Jiit 2 F /L&D AUC
KO Cmax 234 % 213% K TN 154% 9N L7=22) JEATHOTF—%), [2.7. 10.1 ]

14




16.7.2 T DD EH]

DR (12~18 fil - HEREICHER 2 D) ORENCEWT, ZAIX I VEARIEE D 7 =4 0D
AR, Ve Fpz a2 Fuarg  a—AiY TR R TI )7 202 Ahsn
FIGIRD YTyt v XY r (BRIMAO HEA) 2P, 7t F e GEIR
e b= FERARER ; AMAERR) 27, €Y F 7 (5-HT #HHA ; AHRAR)
2D LN N T UEFALEE &, R EEETRESMEAERI RS STy (OHE
ANTOT—4),

2. EMEERB/ITA—S
(1) BAHEE
MR L
(2) WUEETEH
MR L
(3) HREEEH
MR L
(4) YVF7S VR
MR L
(5) #HHEK
AR L
(6) £t
MR L

—

3. 8%H (REaL—>av) #H
(1) A&

B R L

(2) INSA—SEHER
B R L

4. R
B E R L

5. &%

(1) itk -FeiBE P& @ tE
MUERR L
(2) miE-RAEEEIFEBYE
(IVIl. 6. (5) ki) DOIEZSM)
(3) Eit~DBiTit
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~NOBITHE
MUERR L
(5) ZofhoBB~DRBITHE
MR L
(6) MFEEAKEAE
16.3.1 EE#E
b MR AT A A RIE, 10~1000ng/mL OFFH TIZIE—TC TR 20% CTH - 7= (in vitro)

28)
o
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6.

R

(1) BRI R U B

VI MY TEALEIICHIET CYPLIA2 KON A E ) 7 2 kg (MAO) 2L v RE@t &SRS
FOFER PRt S D 10 29 BREATOT—4), [10. ]

(2) REICEETSBFE (CYPH) O5FE, F5X

AFNZT, FIZ CYPLIA2 THEMEAHIRBE S, AT ) 7 I UMfeliEE (MAO) TAEMEAGH
wiciEisns, [16.4 ZH]

(3) VEEBHNROERRVZORE

B R L

(4) REVOFEDOARRVEEL, FHELE

10.

1.

EREIL N-BiA F AR, N-BRACIR, o > R EERiR (B R OUR T OERG) © 3 ETH
51629 (AEATOT—4), [10. 2]

. B

YOV MU B 26mg A HERE ARG L & BEEED 60%LL EAAEITA o R—UEERR{R L LT
PRENCHEE S FU, #9 30% 8 FITRZE bR E LCETICHREESN S GREATOTFT—%),

FSYRAR—4—IZET 21854
M ER e L

. BREICLSBER

DR L

BEODERZFTLHBE
16.6.1 BHiEEERE

EHREEERFIC VI N 7 X 10mg Z# HEREOH& G Lz & & N A F RO AUC 13 fEEE
AN EEERTHI 35% M T > 7248, RZE(UIAKR O N-IL A F VKD Cmax (THEFEAN & ETIFEAL
HHNIRD Tz, Fio, BHRERERE TR 2 REILAEKE O Nl A F/UARD tiz 1, fEFEAIZL
K1 BROEENA LN, THOOEYENIE T A —Z [ IEFEANTRO LD HHTH 530

GMEANTOT—4),
16.6.2 FFREEE BE

YU MU E 2 10mg B HERR O G Lz & & ST, hEE TR RER S RE TR
ZAAR D AUC Je O Cmax 234 % 94% &% OV 50%H3 00 L | 255 AP RS RE R 5 AR CldAs & 226% M 1OV 47%
BEIM U7z, N-Jil A F/UARIZ DWW TR, PR RERE E B Tl1L AUC LU Cmax 734 % 33% K Y
44%, FEFEFTFHERERE EBH TIE& 2 82% M (N 90%IK T L 7=,

REACARD tue 1M AT AR T, TR RERE S B C 57%., HEFHREREE S T 157T%IE
R L7oo N-BLAFIARD tue 13 NIZ LT, 2 TS RE IR 8 C 32%., HE TR AERE 58
HTIIRERE L2 UrEATHOT—%4), [7.3, 9.3.1 ]
16.6.3 EinA

FiinE L FE R O AR ELL L T P,

Z itk
EER R L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

2.1 RFN ORI Uil BUE OBEERE D & 5 BE

2.2 DHEEOBERO S 5 BHE ., BIMIEORESUIZOIER - JkEOH 2 BFE, BAE (E#)
IREERE) Db B BE [RIEAR, PolE, O3 % & Te BB 20l Mk OB BARER N S S b b =

ERH D, ]
2.3 Jpé i A PR o — i M MR AE DRETE D & 5 B UK A8 B o — MM L RS A3 8 &
NoHZeENnHD5,]

24 REMEEEZAT 288 UERZESEDTREENEZ N5, ]

25 arhbur—snTORWEMEEDEE [—EBEOmE EREZ5 &R I3 L03H 5, ]

26 T AX I IS I UFEEGHERAL H 50O 5-HTienp A ARIFEIE 2 5.1 0
BE [10.1 2]

2.7 £/ 7 X VIRALBEELER] (MAO BLEA]) 2& 5%, &5 W3 b ik 2 #ELUKN O E#E [10.1,
16.7.1 1]

(fi#i)

2.1 WEEEDENERARREE TIX, Y LI MU 77X A2 X DEBUER OFBULRD G20y 723,
SETTF 74 T7F—vavy, THT740T7%0—, FEREB, MEFESORBEER S HE X
TN D, KD HWITEBEEEOE G- T 62 OMBUEIR & 2 L7BEEO H 2 BF BV TL,
AR O G LV WBUER D BEE T D AREERE W E B oD, MZORE., REIOR %
T HBBOE OBEEREHB L2356 1201%, AFEZ&EE L2 &,

2.2 5-HTipnp A MBIEBFILEOTE FHE L TRE LT,

SMETCAEENR, PolE, D AFEZE 2 & T EE 2R MR DR BARER PN RE SN TR, 20£<
DL E RBEEOBEAZH LT ie, DFEZEOBEERO H 5 B, Bk 0 E X Z ORE
W kEDH D EBE, BARIED & 5 BHEICE O L, AR O# G2 L0 BEE 2R e %S
FRIER A b D AREMER H D DT, KFZHE LN &,

2.3 5-HTipnp A MBIEBFILEOTE FHE L TRE LT,

Wi bE o E N ERRRER Tl MRS ORBITRD S TW Ay, SET 5-HTisap 2 A KL
K XA, 7 BT i, e EO MM EREENRE I TWd, E0% ITEER
ELTIRIMEREN D ST vREMER S D B2 N TR £z, FEaSE B RD N2 H 5 o ik i
BEEOIRAI 7772 —ThbI ENEMINTND Z EEND, (A L OBEMEIC OV
O TIEARY, L LR 5, il B E— @ PR MR AIEOBEE D & 5 3 T, AH
DRRENIRIGREE NS & 0 IIEREE 2 S S o 2 /RN H 5 DT, RElZEE LanT &,

2.4 5-HTipnp A MBIEBFILEOTE FHE L TRE LT,

RM 8 & 5\ i3 i@ sE O E N ORRRRERG L ORIERRRBR CIlL, Y v B Y 7% U3 IME RS
TEENIRCASN O RAG MLAE 2 I S8, BERZRRIER 28 2 raetEiImme S vy, Lol
W5, SET 5-HTisap A MAFENFRIC K 5 AN MAE ., MEYR P R0 A £ 5 AL i o>
HEINRESINTEY , KMWEREZHT5BEICARZRL L6, IERE B S E 50
REMENRE X BN D,
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2.5 5-HT1pmn LA AIFBEIGEO B TIE L LCRE L,
Wi O ENEARICIE. 7T LR 2D OPRORARHICE TS . Ik, IO E
B ORI O 25 A T35 B v o 7o, 72, SMELA O B ILE BB K OV L E 0D
WRE (REHEHRRE) AR E L-iBC, BR LRI L 72 5 2MLIEmn bmoTe, LinL
BB BERISTa Y hr—A T & AR EILEBE T, AR MBI & 0 IES S
BIc LA D AN B B 120, ARIERE LN &,

3. PREXFIMRICEET TR L ETDER
(TV. 2. ZhEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEETIEE] 22T 52L,)

5. BEELGEXRMIE L TOER

SEELEXRNMIE

8.1 LIMEROERNPED LN/ WVEFIZBWTH, BEERLERBBD TENIBETHZ LN

b, ZOXDRGAIILBOREEZRIE L, WY AEEITY Z L,

8.2 AHl &G N X URIEANCL Y, FHRNEAT LI ENHDLOT, FHOKEL RO

Ak, EFOFERBSZIC L 28 2 ORENEEZ BB L, B52Hi+ 574, WY RNEZ

192 &, [11.1.4 ]

8.3 HEHRE & 5 WA GIC L VIRK 2T Z £ 035 5 DT, KA G| o B#F 213 H B H O s

SAER AR D IR B IR T S VWK ) P BB TH L,

(fian)

8.1 5-HT1ipmp Z A MAFEEIBOEEFE L L CRRE LT,

HFE THRE STV D IR, BELE B 5 VT I E 2 & o B 7o i i v DR BRI IR O A 5
FHIEGHI DL < 1T, DIE RIRBDOMEEZ A LT\, D72 DR DOEERE D B 5 B4,
RE MR R BIETZ ORI - KD & 2 BF | BAE GEBINRER) O b 2 BFITIT. KA
FEEGREETH D, DMEREEPBD DNRVEFIZBWTH, EERLERIMD TEIIC
WEINTHNDLIDOT, 20X RGEIILUHORGZHIE L, @MERAEEZIT) Z &,

8.2 AN DIRFT SUEIZ FEM DO IR K 2580 1 IS T 25Hn 5 2 & ENTAAIEZE T
Y74 BN T D MIERI DN ERE SN 2 L RO AERR S 2B E 2 T YR/ T
BEINROVBMENRT Sz, ZORE, b 72 R 3EKI 00 O FEE M 23 M3 &l X
TeTo DIEA T I - AVERE R E IR A R R @A RS ERE LT,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBE

9.1 SHHE - IEEFOHLEE
9.1.1 EOENVERDTEEMEOHLEHE
Bz, LT DX 9 72838 CTIXREAR, PoliE, DiiEZE 2 & e B 7o i DR BAER 23 b &
bhaBETnnd 5, [11.1.2 BH]
- R ORI A B D HEE R ANERD & 5 A
- PARRIE D Lot
- 40 KL Lo Bk
- HBIRE RO ERIA 4 F 3 5 B#E

18



91.2 DANT - IR—F2VY - RTA MEEHE (WPW ERE) XItoDRIIEEREEEL:
RO HZHE
[11.1.3 ]
9.1.3 NMEEEDOTRMEDHSEHE
M EEEND LN sBEAND 5,
9.1.4 TALAHINIERZREZ LOLTVVBENNEEDHIESE
TADAERIENRRB LT L OHRERH D, [11.1.6 &)
915 O kA=) EhTWIEOLEESRE
—EPED T EFACRMMEES O EFRNDBEOBE THALNTEORERD D,

(fi#)

9.1.1 5-HT1pnp ZAR/FEIER @ O EEFIH S L TRE LT,

HMETCAIEENR, BUME 8 2 VIO AR ZE & 5 Te B 70 i i M DR BBARE R D R B A S AT
Do —HREIIT, 1T E AL DR MR LR BT OIS MK % 126 2 JEEIRIC BT 5 7 T v — LB Rk
JEZJRK & LT, FERMEMRK & UCE@mEE, @migmaE, W, FERF, B, Bk,
FHEMWT 7 — AR LIEOFERE e ER S 0 | EEIA R I X ORI 1 & L CHEE S
NTW5, £72, 77 v — LEIREELIE O BRI R OF BRI AR Z O LM THEML T\ 5,
HE M DR RO RIRENMED & 2 B TR K &2 P 5 L7256 EE 2RI LEESER R H &b
LBENDRHLOTHEICEREGTHZ L,

9.1.2 AEDOYEEEEDFERRBRICEB N T, U7 « R—=F% 2V« RUA MEGERE (WPW JEfE
) OPEEREO S 5 HBE T, EERBEMEIRNREL L GKRRI) Z &b, LIRS @miEdH
LU ME RM S D RFIRFRER Tld WPW SEMEREOBEIERE D & 5 A 2 %R0 bERSN L T2, WPW JEfE
HEORMRERE L B3 2 REIRD & 5 BE ICAKIZ 5 LT 56 ., EREBL S5 B8E20N0
HHDOT, BELTMTOFHEIIERETLZ L,

9.1.3 5-HT1pnp T AARFEN BB O EEFIH & L TRE LT,

A& OB S TRV, SE T 5-HTisap LA MIEENIRIC L B MM, 27 BT H
i, 2R S o IS I E DR BN RE ST 5, B, &I ERESOMIILEEED Y 27 7
7 U B =T D BRESE, MINE BEE O AREME D & B B Tl AR O IMED RIHE (2 K0 K
MEREENDH LONDIBENNHLOTHEHEICERSTDHZ L, (VL 2. BRNEEFOHE]
DIHZH)

9.1.4 > 5-HTipnp ZAEIEEE (R~ hU FFZ ) ITLD TANARBIEORBNHE ST
WHDT, TADAHDWITFEE I LT W ETERIIMER OB 5 BEIITEEICR G5 2
L,

9.1.5 2> b — /L ENTWRWEMTERE TIX, YV b 7% omERFEERIC LY fE
DEDBIC EATHHEMERH D7D, AT GHEZTH D, 2 hr— AL I TV 5 &EfLERE
BHEIZEBNTH, o 5-HTwnp ZAKFEFE (X~ M) 7FZ ) 12Xk D, —lEomE EFS
KHEMERTLO EAPHRESTWL T, EEICKRFTHZ L, (VL 2. Z2oNFEZOH
) OHESHR)

(2) BREEESRE
BEIN TN
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(3) FitkeRERA

9.3 FHEcEEHE
931 hEEXIIEEH#EREERE
M EEN ERT28FN0H 5, [7.3. 16.6.2 ]

(fi#s)
Y MY TEATEICHFRENC L o TRHEERNOWHAT 5, AAEANFHERERFICB T 53K
B FRIRER C. AUC KU Cmax MAARZAGATHEIM, EERHY (N-B A FUE) s L,
tue BWARZELIR, TEHERBE & VIR L2 b, EEICERGTI0ERD D, FRICEHEETFHAE
EERFICAREZEGT 55613, 1 HORE S &Y bmg UN L5708 HEZRET 5080
b5 EHWTL, SAEORMIEELZSEBITHRE LT,
(4) SFEREERTHE
BEIN TN
(5) WEim

9.5 TR
B0 SOXIEAR U C WA RTREME D & 5 e tEIZ i, 1R EOBIREN Gtz Enl % Ll S 5356
DB EETHZ &,

(fiFt)
VY FROT v b WIS B TR G Tl IR IROSE RIS 2 BT O TV
RO IR X R OT v bRV, BEBITHERBRICBSNT, YA R T B ED
R O - I8 WRBATYED R S V7=, AEHR R O Z M7 2 IR I LA 70 < MR IERESE L
TV,

(6) REW

9.6 1ZELIF
BEEOF ML A REOF M ZBE L, RO TP I 235 2 &, 8RR (5
v ) TROKEGRICLHFT~OBITHRD LN TN D,

(fifta)
BIAFOT v MV R FEUEHEBROKE LS, AH~OBITHRRD iz,
t FAHHF~OBITICOWNTIEA L TIE AW, FLIRICB T 2223 L TW RO T, #%
AFOFNCEETHEAIIIRHLE2#BTIEDH 2 L,

(7) NRZE
9.7 MNR%E
NS Tt G & LT AR O B E A 4R & U 7= iR R AR BRI L i L T2,
(fi# )

12 A O/ NSRBI 2 ARBRIT 2, £, 12 L Eo/NRICB W T HERRBR D2 <
INIIZ R T D R AMEIIRENL L TR0,
(8) BimE
BEIN TN

7. tHE{ER

10. 8B/
AFNE, EIZ CYPIA2 THEMEREMICR# S, ARE /7 I UM{bi%s% (MAO) TAEMEAGHS
wiciEisns, [16.4 2]
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(1) HREREZDER

101 BFAESZ (BFALAZWL &)

KA

BEAER - HRE Tk

&R - fabRIA+

zIFH I
TV H A - K
Tz A TRENT T
vy (ZUTIV)

TV IH I UHERE A RA
e RrZ LI ZI AU
feth (e ay b)),
TATRRNY v LA R

(=T X RNY U F),
AFNLT TR e LA
VR (AT LX)

(2.6 &[]

M0 O b 57 303 i A G A3 1 5
INoBENN® D, KA %
[l 2= SV SR LAY =y =
2 X RS A A 2 G
286, b LLIFXEOHDOYE
it ENERN 24 B LINIC S
L7gnZ &,

5-HT:ip1p AR IEENEE & D IEH
MFIERIC X V. FAICIER
(MEFEER) ZiEmsd 5,

5-HT1pnp S AR/ FBIZE

A~ N T E v ang (A
2T,

T L hY T E L BALKERRE

(Lasly 7 R,

VYN 7 x oA (v
VAN 2N

FF7 N T H R (T~ —
V)

[2.6 & ]

M0 O b 57 30 i A G A3 18 5
SNDBENND D, KK 5%
(2> 5-HT1snp 5 AR EENHE A
BE5T 56, b LITZEOHD
LaiE., TN 24 FEELIAIC
BhH LN &,

ORI X VA 2 R S
5,

MAO BHEHA
[2.7. 16.7.1 &/&]

AT e ONE AR 0 1 5 2 3
H (tue) PMEER L. AR -
IR Mg (AUC) A3
LHBRENNH DO T, MAO [HE
Hla2&E5 R H D TR EFIE 2
T AN O BB F T AH & $% 5-

AMAO BLEFNC & 0 AHI D
BASPE S, AHIO MR A3 R
SN AHEMNEZ HD,

LWz &,

(i)

TIAX I TR I FHERE A A
5-HT:ipnp 2 RIRFEIEEILBOFEFHLE LT

=L

F'Xﬂi l/f:o

TATZ I TN N T E L ERRICIVENMIER 2 AT 5720, 0P L7286, FAEICm
JEO EFIIMERHESEREIN DB ZNNRH D, 20D, SEDOIRMN TEE BB ITARAER S
Blico T2 I RN ALY I UHFREREARA L HLWNET LT X IR TS I S
(G A BRI 515 \CAF 2 P 54 5 BE121E, 24 B Lo+ 2R E &5 Xk 59 &RiE Lz,
BB, Ve Roxua g Iy N X RS LTz & & ORYEREEARER TiE,
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24 Amneal Pharmaceuticals

Ar7e 44 ZOMIG ZMT- zolmitriptan tablet, orally disintegrating
FIE - Hit& | tablets, orally disintegrating : 2.5mg. 5mg
INDICATIONS AND USAGE

ZOMIG 1s indicated for the acute treatment of migraine with or without aura in adults.

Limitations of Use

-Only use ZOMIG if a clear diagnosis of migraine has been established. If a patient has no response
to ZOMIG treatment for the first migraine attack, reconsider the diagnosis of migraine before
ZOMIG is administered to treat any subsequent attacks.

-ZOMIG is not indicated for the prevention of migraine attacks.

-Safety and effectiveness of ZOMIG have not been established for cluster headache.

DOSAGE AND ADMINISTRATION

2.1 Dosing Information

The recommended starting dose of ZOMIG is 1.25 mg or 2.5 mg. The 1.25 mg dose can be achieved
by manually breaking the functionally-scored 2.5 mg tablet in half. The maximum recommended
single dose of ZOMIG is 5 mg.

In controlled clinical trials, a greater proportion of patients had headache response following a 2.5
mg or 5 mg dose than following a 1 mg dose. There was little added benefit from the 5 mg dose
compared to the 2.5 mg dose, but adverse reactions were more frequent with the 5 mg dose.

If the migraine has not resolved by 2 hours after taking ZOMIG, or returns after a transient
improvement, a second dose may be administered at least 2 hours after the first dose. The
maximum daily dose is 10 mg in any 24-hour period.

The safety of ZOMIG in the treatment of an average of more than three migraines in a 30-day
period has not been established.

2.2 Administration of ZOMIG-ZMT Orally Disintegrating Tablets
Instruct patients not to break ZOMIG-ZMT Orally Disintegrating Tablets because they are not
functionally-scored. Administration with liquid is not necessary.
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Orally disintegrating tablets are packaged in a blister pack. Instruct patients not to remove the
tablet from the blister until just prior to dosing. Subsequently, instruct patients to peel the blister
pack open, and to place the orally disintegrating tablet on the tongue, where it will dissolve and it
will be swallowed with the saliva.

2.3 Dosing in Patients with Hepatic Impairment

The recommended dose of ZOMIG in patients with moderate to severe hepatic impairment is 1.25
mg (one-half of one 2.5 mg ZOMIG tablet) because of increased zolmitriptan blood levels in these
patients and elevation of blood pressure in some of these patients. Limit the total daily dose in
patients with severe hepatic impairment to no more than 5 mg per day.

The use of ZOMIG-ZMT Orally Disintegrating Tablets is not recommended in patients with

moderate or severe hepatic impairment because these orally disintegrating tablets should not be
broken in half.

2.4 Dosing in Patients taking Cimetidine
If ZOMIG is co-administered with cimetidine, limit the maximum single dose of ZOMIG to 2.5 mg,
not to exceed 5 mg in any 24-hour period

2. BB T BB IEER
ERICET SiBMER (F—X SV THE)
AR HEH EOEBEOHOTHEH EA—A N T U T 8L 1385,
(V. 6. FsEDOEFAEHTHEEICHETHIEE] OHEEH)

Drug Name Category
F—A N7 VT DOBIA zolmitriptan B3
(2021 4 4 A fR)

2% O
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
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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