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Al-P alkaline phosphatase : 7/ H VKA T 7 X —F
ALT alanine aminotransferase : 77 =273/ 7L A7 27—
AST aspartate aminotransferase : 7 A/XT XU BT I ) T U AT 2T —F
AUC area under the concentration-time curve : i/ — R¢fE] AR T mfs
BUN blood urea nitrogen : IfLiERHE%EH
CHO# iz chinese hamster ovaryfifidl : &% A =— X/~ X % — IR B sk
CK (CPK) creatine kinase : 7 L'7 5 = %7 —+ (creatine phosphokinase : 7 L' 7 F > 7K AKxFF—F)
CYP cytochrome P450 : & 7 12— A P450
1Cs0 half maximal inhibitory concentration : 50%PH. 5 12
iv. Intravenous : RN
LDso median lethal dose : 50% E4t &
LDH lactate dehydrogenase : JLEZHi /K EBESE
MAO monoamine oxidases : €./ 7 I VR LEESE
PM poor metabolizer : CYP2C19D &5 FRIOFRBFA O —FE T, HHREDK W —FE
PMDA Pharmaceuticals and Medical Devices Agency : JS7ATHEE A 5 28 5 R IR M A B i
p.o. per os : RO 5
PTPAL%E press through pack @3 : FgAICH 7w AR EEM LT ¥4 7 D@
RMP risk management plan : U A 7 B HLFHE
5-HT 5-hydroxytryptamine : 5-& Ke¥ U 7% I
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~ 74/ F®5E10mg
~ 7%/ NRPD®£E10mg

(2) *4
Maxalt ® Tablets 10mg
Maxalt RPD® Tablets 10mg

(3) BFDHEX
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e pH S BofRER
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2P R ORI (0.3% BRIV /K RIAIR) A T C48IFRIKLE L 72,

3. BMRS DHERHARRE. EE
1. HERRABRIE

RO AT b /AT K 2 e
AKEJ OV Y U 75 g BB IC O & | RN AT RVRIEED~N—A MEIZLY
RBRZATV, WE DAY MR 5 & &, RO L ZAHICRBROTRE DRI Z TR0 5,

2. ERL

EHER s o~ NS T T 4=k ERT S,

FCAH K a~ v 7T T7RAT7 ==k ) v

B 8 M A KITER=RUWRY 7V 0 BEERIRRR (840 : 160 : 1)
B: 7% r=hrU/NY ZAFaFiEER (1000 : 1)

B W

CERAMIOE R EERE (JEIE  280nm)




2.

V. ®H|ZBHd HIER

1. &l

(1) FRDXAH
~ 7 %L FE1IOmg : FREE
~ 7 %L FNRPD#E10mg : 1 FEN AREESRE

(2) HFONEERUHER

s E
R 5¢ 4 bilbiA — PR
* " i
—
<R (o) (o) R -
Fhe
$£10mg B AR
Ef&(mm) - % (mm) - & (mg) * EX(mm)
11.9 4.8 190.0 3.8
~ AT Q (- I -
H PEN H e
RPD#E10mg H
B (mm) - EfE(mg) « &S (mm)
12.0~13.8 64.0 5.1

~ 7 %L RRPD#£10mglix. FEHZ LV 2 > DA Z 1T TV 5,

(3)

(4)

(5)

#Ala—F

~ 7 %L FE10mg : MSD267
~ 7 %L FRPD#E10mg : 72 L

WH DML
AR L

ZFDith
Y L

HFI DA

(1) B#AES GEHERES) DEER U HMA
Wk5E44 ~ 2 %L hE10mg ~ 7 %L kRPD#£10mg
1 gEH
BRI . N R )
UY N FZ B 14.53mg (VY R Y 72 L LT 10mg)
KR, RO —Z, BT | PISFL . Dwr= b= T RAIULT—
bl Ty —ibF T SOk, AT T

VB S Y A

A (L7 ==VT 7 =465 . &L
Ty

(2) EREFORE

PAROAYA




V. ®HIZEHd HIER

3) BE
BN -y
3. RHBBEDHERARUVBE
EARRANA
4. A
L7
5. iBAT HREEED H DKM
H
N CH
3
G w@E{ e SO
" CcHa \_37
CHa -
L&A 43T ' LR T EE
H
N—\ N o
S | r
/N\ CHz —CHas
.
N-AF 2 Kk USRS
6. HWAEDEBEUTICETIREN
[~ 24/ FEE10mgl
AR PRATSR1E PRIFIERE PRAFH R FRERIE H R
EHRAT 1Mk
25 ‘C/60%RH/MGT | PTPAL%E 364 RSN
S e e 7 DR |
30 ‘C/60%RH/MEFT | PTPA%E 36y | SCHEE
InE R 4 R ER TR N
40 ‘C/75%RH/MEFT | PTPL% 61 H GG
. TOIR T 2O,
IR | 60 CMETT o 3% A LAER AT OUT
o pemag BN,
waf o5 C/S5%RE/ e 3R H B IRy D 3T D TR BN K OVBE Al i
L . ’ 4R |4 R DETERDIC, MiZBEN,
3 "’ PTP1E SAUERER | N
" e CRIRIVED | 405 dog® 1 2 001 O
DE5EET 162751x - hr | g ks - i
B/ (9,500 1) /) Ak (7R OHOTNRIE T ERDT,
P00 W TEAIBUE e
* 2 KA OWTIR, B ERRE L TR




V. ®H|ZBHd HIER

[~ 2 %/ FRPD#£10mg]

B PRAFSMF PRAFTEHE PRATHAR] RERIA H IS
# 25 °C/60%RH/ Pk SIEARD I 72 BN GRS AELLT)
E%ﬁéﬁ - | senn |MTER : ko3 ST
R 5 P 9. fali e a R T, TSN,
30 °C/60%RH/ HF
B T WAEET 364 H (, E@%‘J v
A {951 3.7 R NAEGAR, 4F3EIRD 3 e B in
S 40 crs% R ‘ 4R CHUSAITEAF) %3830 7= iR i,
B TS 6 A s
W AT 5.7\
DENTHEE L, NI, 48kiEs
JRE | 50 C/H5FT 7L 3 AR 43E HODLT DR EMORKEELLT) 238
Oz, MITEEN,
" S0 WRARAC S B BUAITIR DT & 3R 7
(&I o
i 25 °C/85%RH/ W X B K 4y o HE (3.9 %
T B 7Y R K — i
& T . —6.5%) D7 AL, IR
IR 72 478 H] IREEN
HF ) B,
S i
L °
o == 2 HERAIR
G Nown AN N
3 L S BR MBS EEZE L. KRGy Do 7B
%o—5.9%) % FDT= .
. CEGMTD) ?i?5i2% éf(ﬁ%%{
E A HIE SIERITEEBR LT ChH - 7223,
e/ 2 PN NGRS DT 2B AL
5.E &k
" N T) L. ZOMO5EIL0.41% & 1
B 12051x * 6.7K4%3
" D65ET v N mii=,
©.0001x - hr) N LS P,
(25 HTH) )
LEIIRITE BRI LL T Ch o 7273,
Yo% — NS T DNTHE (BAEAELL
<y T) L, OO f#130.15% & 1
NS
7 MU (RS,
LIRS N,

*1: 7Y RE =Xy 7 O1IHEFIAY
¥ 7Y 28—y 7 (KHEPVC/PVDCH &2 5 FH 7 4 L AR ORET V3 §E))
*3 : PRERTE H 1T MR 0 A

1. AEERVBRBEEOREHS
AN

8. fiFl& DEAEIL (MBELPHZIL)
KPR L




V. ®HIZEHd HIER

9. BHM
[~ 2 %1 FEE10mgl
ik H R HRBRIED S RAEIC L0 iR E21T 5,
[Z:1F] [FldR%%. 50rpm
AR, 7K
A5 OB RIT, FH9M4% TH - T2,
[~ 2%/ FRPD$E10mg]
FiEH R HRBRIED S RAEIC L0 iR E21T 5,
[5F] [ml#EEL, 50rpm
AR, 7K
FE R O HERIX, 12IE100% TH - 7=,

10. &2 - 2%
(1) FBADELGRSR - B, SENFHRLES - LRICHT H1ER
LA

(2) B
[~ 2 %0 FEE10mgl
66E[68E (PTP) X 1] - 188E[68E (PTP) X3]
[~ 24/ FRPD#£10mg]
6HE[38E (R FmE L rr—R) X2] - 188E[38E (R I L rr—RA) X6]
~ 7 %L RRPDSEIOmMgIE, 7' U A X — Xy ZIZA- 721880 TBEORM H LI & TfAIF) 2N
Rl S aiE SN, 3ELIT6EN 1 SORY et L r—XHE S TS,

) PREE
Y LR

(4) BHBRDOME
[~ 27 NEE10mgl
PTPaEE . RU M E=/L, T I=T7 A
[~ 2%/ FRPD#E10mg]
TVRE =Ry RV kE= L, TAI =T A K
WAR)FL, TAI=UA, K&
r—2A R Farrr

1. ARt S S EME
%Y L7

12. £t
RN



V. BaEICEI SEE
1. BhEEX LR
4. FMEERITHHER
FrEEsE
2. MEERIEITHRICEHET 2FE

5. EEXRIEHRICEET HFE
51 AANT, EEEFRPRICE D HEFZHEENC LY TRJRORWREER] H250iE TRk 5
FEER | ERWIBHEE SN AICORERT D 2 &, FRIRO X 9 BT, 7R FHMn%ED
Jid i /87 B o D SR RN C K 2 BER D ATRENED N 8 2 D T, AFIBE G-I, 2588, &% +012AT
W, BERORNAZHER L TR 5H 2 L,
c A FETICHEER EBWBHEE L2 Z &L DRV EE
- FEEIE E W SN 2 B H DA, FEERICIE T A O AL D IR & 1R 7R o 7R K OEREE

R 5 HEE

5.2 FEHRME T RRELME BRI R R BETR . IMIES R BT & B WO I RR A R 8RR D FBEE I
TG LWz &,

(fiEsn)

5.1 AAl & [A U HAICIE T 55-HTipnp S AREE S ILBOIEEFH L L CRIE LT,
AR ORI, ERRIR RIS L2 FER2EEEIC LY TRRZ DR W] H D0
X TRIIEZ LS R W S BE ARG FE e Sz, ERERESEOUET G 2 )
(ICHD-IIZAoE T MRk RWREER ) H5 Wi Teidkod 5 FiER ) & Fiinz (LUFFE
R o O LIS OFEIF IR D ARKI O FMEIZHENL L TR,
FRICWRD X 9 72 BT, 7 BT H i 45 o id i & Fa 35 o D JURN S & 2 589 O Al REME D3 8 % O T
EENLETHD,
1) A FE TICHEER EZWRHE L2 Eonwils
SRS KBRS O — 2 C, WIIFOSZ 2234 C, @, BRI IR & Bt 5 8 A3 5[]
PLE®H - 12856 0TIED H 5 78R CTII2EDIZZK 2 T 5 & L ST\ 5,
2) FEEJR &2l S iz 2 L idd B3, RIS E A DA D AERSORRIE & 13 7R o 7R KOS

FHER D & 2 B
LUF DIER D FED ST Rpid, AARG-RNCHRZ . 2%, A Z 21241V B O R IK & fi
LTGS2,

fE R 72 8RR 2 Bt oH D IEIR

OAETITRER L= Z & DIRRWERITIEE - 723 L W IEE

OMA, WA o /- THR

QR & 7o R4 U 5 I\ BESR

OHEATHEZ AL 5 90F

O%, ZEWE, B RS CHE(Ld 5 EE

ORIED 9 - MLFABHA ¥ 5 5

DBEMEFIHE R CHERAE E, Kernigl# ) % 58 5 5HM
[(Fex KEFH. fh, B &R, 79(10),82(2001)]

5.2 AH &R CHAN S FEIZIE T 2 5-HT s A MAFEIFIL @O EFH L L TRE LT,
FIME A R B . VISR R R R SR . MR R BEYR B D O IR R B B X
178 [ 55 55 D FR AR AR R IR FR D BRI G2 W 23 IR 8 70 905 D BRI CHFERT R 8RR & MEIE TN D, 2
D ORI B OFBUITEIMNE S L TWb EEXLNTEY., ZhbOmAIck LTl
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V. REICEET 5I1EH

MAENHEER 263 2 A OFEHITRET 2 XE LT

AFH D B AR FER Tl _ﬂEfF%E%kﬁ”HJEF@EEEO)%Z)%% IxFLCIE, RREBEEMNGERRA LT
728, AFIOM FARBRA 22 < . A AMITHEL LTV, L7 T Bk A a3
HLZpnwZ L,

FEEIER O S 2ACHD- DI K 55058
DS ENE R 8BS (familial hemiplegic migraine)
RiJED & 2 7 BEs, BB (BL)) 2 & TniJkod 2 BN ©. H1UETEE £ 2R nHE O
Dl EHIANERIRE (Bi)) 2 & AERkEET 2,
G £L78)
A.BBIUC LM THRBENI 2L LH 5
B.ATEIE, seamdtto@EEpE () &, PR B UTOIEENL RS
LGS (X5& 5 L7k - R - B0 L) BRO . T EER) 280h%e
AL OB AR
2.5 (F 7 F 7K BRO - EroiTfarkdrE GEREHIR) %5 Tese itk DRk
3. KFEME S RERE E TR A
CAR LB LT D2HE & /=9
107 < & B 1ODRIIKITE T L BT TR 2 IZEER T 57y, BLO - £72i%
R DB ORI &R E 55 L LT CTERT S
2. N ENDATIEDFHGERFHIEL557 LL_F- 247 [ A
3.1.1 TEIIRD W TEE ) OBBIEENEB ~D 25l7- 3PS, AROHEF & L < i3amk
BART2 605 LANICAE L 5
Dl & %*A@%lf*‘*‘% U< 1T AT A~E 2= TR BIERH 5
E.ZOMOERBIZE B0

IMIEE kst 8% (sporadic hemiplegic migraine)
AR B 2 i, EBIRRE (W) 25 TRkod 5 T, B USITHRE £ 3828 8E I
HEERRE () 2B TRBURORNIKEE T2 DN,
(W7 1)
A BBILOCEZmMITHRBIEN2EL LdH D
B.HIkIE, e EOEERRE (B) L. DREBLUTOIHANLRD
LEGPERE (EHEH L7k - 55 - $72 ) BRO - Fid@mE BRER)  Z2805%
AR DR R
2.5 (F 7 F 7K BERO - Erzidrerkidr GRS %5 Tere vtk DTN
35 R 0D SRR SRR E
CARL LB TO2HE & i7e
1472 < & b1 DORIRITSFLL BT TR A ICERT 20, BLO - £720%
B2 DB ORI &R E 55 L LT CTERT S
2. NN ORIIEDOFFRERFH]IE555 LA b 240K ] K i
3.1.1 THED 7RV RERE | ORBWIIEYEB ~D 272 82, Ao HELF
H L < IERTIRBAAATR 6053 ANIZA L 2D
DABLE S L ITHE2EIBHEICA~E i/ THmBIE 220
E. ZOMOKBIZL S0
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V. REICEAT SIEH

)MEEA T BEYE (basilar migraine)
RIJRD & 2 BEsE, FEERE ORI OB EA, A E 72X mRIRBCEER (32 WIEZ o
¥ EEBEx Db, EIFRE () PEETHLHAEITE £,
(L)
A.B~D Zif =3 BURRAEA2ELL L 2
B EBUT 020052 WO/ H 523, EIRE (B1) 13& bisbin
1A S R
2. [BIHEME D F
3.5
4. 58
5.1
6. iR > FAAlF L OB o AN o 72 B R AER
7 IEE K
8.EHML~VUET
9. WA D T iR E
CARL LB LT D2HE & /=9
14072 < B 1ODORDIKITS L LT TR ICERT 20, BRO - 7038258
BORIIEN I i & 553 LL LT THEET D
2. NENDORIIEDOFHGER R 1255 L 6053 LA
D.1.1 TRATJRDZ2WTEER ] OB ~D 27 T8mAS, AikoWMBH S L <X
AR 6055 LANICA L 5
E.ZDMOEBIZ L 5720

)RR BN BEYR  (ophthalmoplegic migraine)
IARLL EOIRERA AR (—ARAIITILE 3R DRI A 1F 5 A B ORHSAEA LI BRME
SR IETH Y . MRLEDREMREDOZEACLSMIIT N2 D EHZEPIRE R0 bW,
2 W R E)
A.B &l RE 2RI £ D
BB R 13563, B4 E I3 B6INRR D 9 H1IARLL EORRRRE AL S My, FIIL A
JRREER FE B4 A DINIC AR 2 2 £ T 2
C.EHUIZRRAEIC LV 7 bL =2k, IREREB L OBRFEEHEORLLBETED

3. RIERUVHAE
(1) BERUVAEDHEHR

6. RiERUVHE

WH. RAIZU Y R Y 7 b LC L 10mg % 7 BEYR O SHR 3 B IR D595,

2B NENAR T 72 A BN S5 Z LN TE DA HIRIOB G H2RFRILL EH T D Z L
7272 L. 1HOREKEGEZ20mgIN &35,

(2) RERUVHAEDERTERE - 1B
1) FIE# 55 : 10mg
V\?&(ﬁ%@ﬁuﬁuﬂ?gﬁ%ﬁk B AR A NS LIRSS, AL 7" 7 AR & bl L CT10mgfk 5-
DENTEY . ZaMEORHICEEN R T2 2 e bR &% 10mg & R E LT,
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V. REICEAT 5I1EH

2) NEBAAGr 7oy G oS

FEEIR Gl AR G IR OUGER — HRD N TH  ZORBERVIHR T L2 L3 b 5,
SMEORFIRRER T, FIRIC K 28MORBENHEEL FIEL, BRERLRZWEE X O
Be. AAI10mg (188) 2L Lo, BT, 1RRER G2 I AR OB A DITIC
S Lotk TRPRSRIE 5240 LIS BE DL oD FrEYR I X DR BIEN O EL L7285 A0 1,
B H-HIRR A 2 LA B 1T, AFI10mgZ BN 5 L7,

AFN10mg P 5- 285814 D HETR W5 K 1370.8% (32261/455M%1) T, 77 AR KGR DL FEH35.1%
(106f1/302651) X v AEICSE Lz (p<0.001),

F 72, 2 H OFBIEIZHT 2 AF O #E21381.6% (5341/65%41) T, 77 AR DOUGEH44.4% (33
BIT56) LV AEIZEWRER TH 72 (p<0.001),

5B O A > TRIERZBLER D G < 72 HAIFER O B hr o 7z,

[E N M OSE O BRI RER CIE I EIC R L C 24 LANIZ30mg  (38E) £ THH LRt
BEME LN, AFIOFME L LeEEEBE L, 1HORKGE%20mg (258) ERE LT,

3) KIEFEETOHRE kL

(WEES5) GEmEs)
1% E=E
@ PWER+5 @ ZOmZ gf;
/ L |
OB 2BERE L E o 24858

4. AERUVRZEICEEY 5IE

1. AERUVHAEICEET 5FE

1.1 AFNIF R OBR IR A L, FHRICRE Lan &,

1.2 ARG L0 2<RPBD HNRWVIGEIX. TOREITH LTEIEGZ LRl L, Zo
Lo G aE, BRAEO L, BROFRKNZHERT L Z L,

(fi#330)

TAARAN & [F U B R T 5 5-HTisnpZ SR FEI 3@ O EFH E L CRIE LT,

AFN T B TSR R O BRI S O IEIRINH], AR E O Fi 0] e ONSH 25538 5% O PR VE A
WLV BN REZRTEBZ LN TS, £, tieldl6~1TRETHLZ L L0, THHRICE
HLTHBIHERDRITIRFCE T, D LARWERREBO RN R 8D B2 bLd T2 TR
W L enX Hicitd L7,

7245 & 7 CHEE I BT 2 5-HTisnoZ SR FEI R @ O E EFH E L TRIE LT,
ARENPEGAZ L0 R LIREBRO HNRWIEEIE, IMIE EEEOIREEBITER 3 25RO
SEIR LIS O BEBERIEETR Cd 2 AIREMEDN B 2 D DT, TORIEICH L CEMES L2 &
2O RGEIE. BRED L SR ORKNZ MRS D X o iH L,
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AEICEY HIEE

(M

(2)

(3)

(4)

5. ERPRAHE

BEERT— 2 /8y 4 —3
BA=RSYA

ER PR ER

1) B[ bR

TR A LB LT Y Y 72 (7 EAAD 2.5me. bmg, 7.5mghk *10mg# H[al#% 5 L
7ot R, bmg# G- 026 K ObmgB % G- O 1PN E DR DS, £7210mg 5D 1128 EE D ALT
(GPT) EENED NN, WG MALE TRIE Lz, £ OMICERK EREE 70 5 BE I35
BN T,

2) Hi[A]| M OV & G-k
fERER 24526 LCY W R Y 7% 2 10mghEZ 1 H Bi21al, 3% 04 H HIZ2WFFEIMIME 1 H 3[E&#

W25 H BIC1EIZEERARE O G- L7 R, HE 2 A E RGO R MR A O BEZEHITERO e -
77

RAERIGIFRAR

ATHASE AR A — 7" 5k BR

AR R RS (TEEL EORAZAET D) 200026812, VY h) 7% o bmghe X3 10mghe
Z 1R D4 G U7 A, IRFE2IF 2% O BUm g R, BEMEERSCE R K OV A i A TS OO SR L e
FILENENE5mghETIF40% (2/5), 80% (4/5). 60% (3/5). 10mghtTi%100% (8/8). 100%
(717). 75% (6/8) Th oz, £, HER ORI EROUGERFEIZONT, BEN L%
Wz RO i) BRI U 72 A FIR 13 5 mghE T60% (3/5), 10mghtCT100% (8/8) THh -
7oo 10mgHEICBWTRIEA 16 (AR, DNEZE, SR REL L7, Wi b BAE CEE
L7,

LLEDORER IV | AR B EE (PEEU LORAEZAET D) 1T T 2% MY 72 itk
DD BT,

FREERIERBR

1) BEhERREEEER

1-1) HEAEALNATH S RER

156 11 AH — 85 M Hei kiR

NI BE 1A 3G, VY N 7 ¥ 2.5mghE, Smghe Kk N 10mghe & 1[El#k N h-12 k5 =
HE MR 2 S0 L7, FEFMEEE & U7 IRIE2RERI % OIRSGESR  (69.2~75.8%) 1
i & OFBARRITERD DAL o 7oA, RIREHIE B & ONBANEHETE B & U 7 BEym TE R OF {3
p=0.0135, Jonckheerefi€). FHFFOIENEOFEE (Flp=0.0208, JonckheereliiE). HHDHI
% (1 filp=0.0044. Jonckheeref/®). BINMEHHARA R (7 {Hlp=0.0112, Cochran-Armitagefs
E) . IRFEAREIH OBRUESR  ({llp=0.0448. Cochran-Armitageffi/E) K& OBHRFW I (il
p=0.03897, Cochran-ArmitageffiiE) (23T HEEHBEABRNFE O Hiv, 2.5mght & V5 mght &
O 10mgHE MBI TNz, BSR4 1% O BRI cho =R M QIR T R =RIZ BV T, 10mghfA 5mg
BE L0 BUERICHE > Tz, £70, SRR TZEMEICHEZR L) &HE SNTEF OFIE (%
AR) 1, 2.5mghEN379.5%. bmglEny75.7%. 10mghEni75.8% Th 0 . ZEMEICB W CITAR &
FEIERITFE D e o Tz,

) AFNOERBINTWD AL HEE, TEE., ATV R 7% L L T1E10mg% JEE
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V. REICEET 5I1EH

DEFFEIRFICRE OB 5, 2B, IRV ATIREEIIE, BIRET 5 2 LRTE L0, Al
FOEGNE2RHL EH 5 Z &, 72720, 1H O GEE220mgllNE T 5, ThHD,

1-2) FeisatER

] PN 26 T AH e sl B

FrEATR A 1400 2 5t 5c, VY R Y 7’4 2 10mghE X7 7 B AR E LR O G2 L5 “EHEMRLE

el 2 il L7z, EEAHEE E Th 2 IR % OBRSGERIL, VY R Y 7 X U 10mghE

59.4% (41/69). 77 tAREEDN34.83% (24/70) L VY MU 7 UBENHREICENTW: (Fillp=

0.025. FisherDE#2HERIE), £7-. BHELEEN [ZZ2MECHER L) SHE SNTER OEIE
(ZER) 137 T v REEN84.5%., VY R 7 X 10mghtn368.1% TH v | BHEMICABEZENRD S

iz (Fflp<0.025, Fisher®EHEMEREE), VY~ U 7% L 10mght O RIVEHA OFLEE TS L <

FFEECTH Y, EEZEVEAORRITRO LN, VI RN 77X ofF AR S,

1) AFNIOEGRI N TS AL - HER, @, RAZIZY Y R 7% L LU T1E10mg#% JrE8E
OFEREBRFICR 0535, 2B, DRDBAR+0GAE, BMEET 52 LN TE50, Hi
F OGS NOAFMUEHITHZ L, 72720, 1HORKEEEEZ20mgllNET 5,1 ThD,

2) REMRER

] P27 TIUFE = 1% -3

FEER R 420 2812, VY R Y 7% - 10mg RPDEE (HEENAREESE) Z k72 L TR S8, &
W (RE21H) OFMEROLEEERRT LZ, TOME, KE18E O iR EECB N TY
PRV TE NG S, 10EILL B S S U ERNZ D e o 7o, 1EIE ORIEIZ BT 5 8ETE
oeEER (B G2FF M%) 1373.8% (31/42) Th-o7-, 9HH £ TORIEICKIT 5 HERKERIT69%
UETHY ., BIEREICER RS AN THDH Z ENTRBENT, /2. UV R T2 ORENRR
BOl=b 2k L7eflidza <, S 512, BIEREOEIMIfE> THEEX &< R 5EM HRD
LR oTo, HBBHEOEWENEH & U TEIR, FEitED E, BRENEO ben, Vb
U7 OEMB®EGICEY ., BWERORE, FBE K OSBBEENZLT 2EMIERD o
oo 2B, AEFELIZI AP IENILIF EIRE MBEK) Th-oT-,

(5) B - HESIHR
AR L

(6) ;AERIEA
1) FEABERE (—REARERE. FEERABRERE. FARELERAET). HERTET—42
R—AE. RERTERERABRONE
fif F AR AT 1220034512 H 72 520064511 A £ THNE L, #EFIER1, 76 141(306]ii%) & INEE L 7=,
LAAMEF R GUERI,6816BIZ 35\ T, 7T1HI89- D EIEM 378D b, RITEARBLFIT4.22% TH -
Too RWERZBLRITESWVIAIC, HIR230.95% (164F) . HE.0230.65% (1144) . D FEW1230.59% (10
fF) | Mg, BRI K %2 0.830% (1) Thoiz, AMEERIEIER]1,627THI F31T 5 7 5 12t
T HHNHEI1T91.58% (1,490/1,6271) Toh 7=,

2) RREHELTERFEORBERIEEME LI-HE - HABROBE
A L7
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V. REICEAT SIEH

(1) £t

1) EREMHAF—T i8R
HANR SR 4101 2 MRS, SR AEMERIREC U Y~ U 7% > 10mg 1 N AR EREE 1 5E 2 B

[EIF S S Es A )

IR A SEhE L 7o, ANAIR G- 2BE % O FETRCGE R 1380.0% (32/40f) TH -7,

AN G L 5 B RAER R Ot R T 7L B3 2 BIVE A OF BB 1322.0% (9/4141) . ERIR KA
B 2 BIVEF OEBEEE124.9% (2/414]) Tho7-, FAREWERIZMERL17.1% (7/4141) Toh -

77

2) EIRTORRRABRBREDHE
ENTHEM S Nz “HERILEGRRZ Z0RKRRICS VT, VY U 72 10mgii k5 Sz
B B 1930 DR RGRE  (IRFE2RF & OB UES) OMEILITO LB TH D,

RERBEZRGE L7 78R 0 “HEREERBIZLD .,
ROBLNTWD, FRR2UADRIFGAEBR LY | AH O ARE BRI DA A,E 5 SR OG5
D BTN,

U R U7 H o 10mgDA FTEN

FIRIE2MF[H] % DB SR

7R VY RY S a2
HIIEE WA A — 7 3Bk 100.0% (8/8)
5 1A — S R R 75.8% (25/33)
SEILFH — B R LR B 34.3% (24/70) 59.4%™3  (41/69)
A A— 7 Bk 80.0% (32/40)
EH EAE 73.8% (31/42)
F2FAE 77.8% (28/36)
R 53 2 F3HAE 69.0% (20/29)
HAFEIE 70.8% (17/24)
H5FEIE 90.9% (20/22)
PR S VR 35.1% (106/302) 70.8% ™4 (322/455)
W | A0 R LR IERBR 36.6% (30/82) 76.9% ™ (246/320)
MR 40.3% (64/159) 67.0% " (258/385)
D - SR OREN [TEE) Xux TSR 6 TS ST T L) 8B LicBG
12) : RAEBI4241)
7£3) : T lp<0.025(7" 7 & R & D L)

1 4) : p<0.05(F T &R & DLLik)
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V. REICEET 5I1EH

2) SVEITOERRKRARAE

2-1) FAREIEIERBRY

HEoh s AR R (FRIE 28 AR atiER)

WA ST O R IR R ERE 23t Ic, U Y 74 v 5mghi, 10mghe e 77 &R % 1[alf%
A5 5 _HEMEGEER 2 30 U7z, BURUGER ICHIE Lchaid, 24RFFUANO2[E £ TO
PRI LIRBE S 7 (24 LAN TR R 3IEIIREE) . FERHNIE H T &b % RFE 2 [H 4 D SR
i, VY R Y 7 X o 5mehn62.4% (285/457) . 10mghEn370.8% (322/455) . 77 2 REEA35.1%
(106/302) &, VN F X UBNT T BRI AEIZEN-T72(p<0.001, 2P AT (v 7 A[A]|
JHET V), U Y7 Z U IREEZICHREL L CRERIL, wEMES £, Gk, HEE &K OIEKT
bV, 24BN Y MU 7 X e m3RIRIE L2 5A CORIERBBLEIX EF Lol
U N U 7% o bmgk N 0mglhd 7885 & OV 85I O B3 TR IS A M iR S vz,

) AANOEKRB S TWD L - &I, Td@E., AV Y 72 & LTlnl10mgs A8
ORI BRI OG5 5, B, DRBAH02GEIE, BINEET25 2 8RN TE 508,
AIE OGN BRI EH T B Z &, 72770, 1HOREBELEEA220mgbNET 5, ThHD,

2-2) #h0 IR LRIERER

WS AR R (R 0 R LR /ERRIR)

AR SUTEE O IR B IERE 2RI, VM) 72 o 10mghE KOV 7 B R 2R O#% 535
T B ERER A S L e, SR UGERICEE LA . 24 ILAN O 2[01 F TO SIS L
RE 7= (ARIOFIEICK LT, 24K LAN TR SEIAREE) , 4l D3I L TR S 72,
FEFMEE Th 2 FIRIEICI T 2 RIC2FH % OTR L ER L, VY FY 7% 2 10mghEn
76.9% (246/320) , 77 B REEN36.6% (30/82) & U N U 7" ¥ UEEDRHEIZEN T2 (p<0.05,
RYAT 4y 7 ARYFET L),

U MY FZ CRECTRBEBEORVRIERIZZENED £, IR, R, HEE K&K OGEKRE Th -
77

BT D4AEOFIECKTT 5 U W MY 7 & o of ARG S 7,

2-3) hEgEERS

WS o LA AR

HAERE T EE O R IR ERE 255z, VY Y 7% o 5mghE, 10mghi N7 7 &R % 1Al
O G L5 B e A J6ii Uz, FEFHIHEE Ch 5 IRFK2FFM % OSRscERIX, Y
B hY 7 X bmghEn360.4% (99/164), U KU 74X 2 10mghtn367.0% (258/385), 77 Rkt
7340.3%(64/159) TH Y, VY MU FX BN T T REEL DV AEITEN TV (p<0.05, ¥4
T Ay 7 AEYFET V),

BIER R BRI 5mgEN27.4% (45/164) . 10mght7332.6% (126/387). 7 7 & AREE)Y20.0%
(32/160) ThH -7,

UIEOFERNS VY RNY 72 o OfF ARSI,

) AFIOAGR SN TWD Mk - FEE, DA, NIV Y 728 LT1E10mg % A8

JA OB OKET 5, 2B, DRI RS RGE6120%, BIREGTDHZ ENTE DM,
AR OGN 2L EH T B 2 &, 72720, 1HORBESGEE220mgllNE T 5, THD,
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V. REICEAT SIEH

3) FHETTIE
AFN ORI SN TIL, [ERREUR 2 O R SR SR A E S S i L7,

(%]
EFRER TSI R D HER O KD (HRAK BRI M)
1.1 Ak Z DRV AR 1.4 MR W
1.2 AL D 1.5 /NRJEEIEE G RE (F8R & O BE D RS S
1.2.1 MR EITIEZ £ 5 BEdE nabHLo)
1.2.2  FiJKEBAERL F 58 1.5.1 /NERMEFRIEMED W
1.2.3  FHEME P BREME T 3R 1.5.2  /NRASRME R
1.2.4  JMJECHRL T 5ESR 1.6 FEROGIHE
1.2.5 BIJROATHEFEE bRV H D 1.6.1 HEURIEIFEER
1.2.6  ZERMEDRTIEE LS I 1.6.2  FTEEYEIC K D idiEIE
1.3 IRFHRREME A BUR 1.7 FESFEICE S 220 IR

7£)International Headache Society : Cephalalgia,8(Suppl),9,12-17,19-73,75-92(1988)

[E BRI P2 K 2 H SR A e (HRARRURFEN)
19K % PR 7\ R

N
-
A
B
C

CROB =Dzl D RENBMELL LD D,
B SRS 4 — T2WE RS 5,
RO S L, AR BB &,
17 PEERE
2. B ER R
3.1 — BRIE O A (H HAETER L b D)
4.FEBEDFBE72 & A EAREIEIC &0 BURASEET 5,
DRIEF RO D B1HA &2,
LA KDY EH 2 O T
2. K OVE
RO D BLUEA &=
LIRER OB - AR AT R & W S EMEEB L BEEL 9 D,
2IRER &> D, FRR DY 2 WIIAEAT L L 0 S EMER A DN THRAIL LY AE
TE %,
BAEMRENAEL TH, Ml KV TEH & OBBENEETE 2,

HIJK 2 £ 5 R B

A
B

D RO Bz T D FAEN 2R LD D,
CROAHAD S B, 3HA &=,
1 —EPEDHIIRA D Y | P & 2 W O JHFTHREIR & B 2 B LD,
2.7 LL i v iR L, 2L EORTIR SR L TAEL TS L,
3.AMIKIZ603 LA LRl 5 Z & i3evy, 2L LORDEOMAE D IND & Eid. £ DR
BFH S IER S 2,
4. J I IRTIEE 60 LAINICAET 2, (HIJE L 0 LARTH 2 VIR TH L)
SIROD D BLUEA &=,
LIRIE R O A - RIEPT R & 0 SRE MR E S E L 9 D,
2AMER D D E, HR RS 2 VIR AT L L 0 SSEMER B DN THRAIC L BE
TE D,
SAEMERNFELTH, MM I iR L OBBRNHRETE D,

7£)International Headache Society : Cephalalgia,8(Suppl),9,12-17,19-73,75-92(1988)
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VI.

EEEICEHT SHEHE

1.

2.

HIRPHICRAEH HLEYRIILEYE
U 7% % (5-HTipnn BARTEENEE)
—Wxh A~ NV T H L ang@lE VI N T A 2L N TR R LKERE, T MY
A VS N3

EE : BEED H DM ORBESUTNRFIZ, HOBEFHRLLBRT L L,

FIEER

(1) ERERL - /ER%RF
VEFREINT - BEES M
TER - UV RN 7 & d, BHEME ICAET 55-HTsS A RICIER L, A BRI RIS IR
T5HEEZ LTV AIMIOBHENENRZ BRI S ® 5, £z, = XHRICHEEST DR M
K O SIE 5-HTip BIRIC/ER L, FF_TF R (BT AZ AP, vy =8B
HATT NE) O EET, MR, EEORE, FHMEER OGEEZ ST 5 & b
B, VERUTZ 3, TROOEMICEY FERZQRET L2 L E25TN5HY 9,

1) BREZIBERE~DEESHN

1-1) 5-HTyp S BRI KT 2 IR AIHRE &

UH N7 X 0%, ZREEARBRICEB VT, 5-HTisBR O5-HTiS2 BRI % LW BRI 2R L
7=, EOMDOSHTZREY T 5 A TR DMOZER (0 VBT RLF U UZRIE, F—s33
VR, B AZ I URER, DAY URFE, XY UT B U FRE) LR IEE
WSOV LoV & 72 0vo 7= (in vitro) .

1-2) b b7 o—5-HT & OS-HT = BRIk D 1EH
VY R 7% 0%, b b7 r—25-HTisBR US-HT oS HE~DOGTPYySHE 4RI\ T, 5-HT &
IFIEE D LR VMEEREK & L COiEMZ2 R LT (in vitro),

1-3) Z DO OZFRREIKT 2 #5655

1) B AZ I 2R, 5-HTHL VD IAZEL L ONA A T U o 2 RS B 7kl
U R TFZ 0, b MO AZ I VHIZEKR, 7> MES-HTHY AN KL NT » b K
DAT Y RIS LT BRER 22 D8 IR D T o T2, o T 2D OZRIR
WCFEAT D REMIIZF E A VB 2 bz,

i) 7 KLt U B IRAE AR5
Ehma—r07 FUF U rak OB HERICKHT 280 EE2, U Y 74 1 2%10 u mol/
LIZK D ZNENDOHEMEY T ROFREHERTHM LI, VF NI TFZ D7 RLFY v
ZRRIZRT T BEFMIIIER ITIE <, ICs0iE >700nmol/LTHh -7z, G- TIZILH DZHFMEIZ
b U CARSK DO 5-HT s BRIk D @IRPED R S 7,

iii ) S BARE A~ ORE SRR
U LY T E OB A SSED S HEE (T7 ) VIR, 7 Rv T U U/ IR 7
I BRZARIR, ERNT I URRIR, A ATy, TEFAIY URER, AEFA K%
TIE, 70xF ) A4 RZRIE, 7TF5=L— 7 7—¥, EAV UVBREEESEC) TR LT,
BRI WA (109, 107 L < 13105 mol/L) (281 B e Y 7 RiEE7350% LL
FESNIEEEEZ AT D EER LT, TOME, KEEED10% mol/LTAAD Y M1
IR L TH0% 2B R AFEEIEL, F7-t A% I VHISHEER LA Y oMo 5 KIC
®F L TH0%ITIEWHEZ R LIEET Tholz, ZNHORENG, VY U 7% D5-HT 11
D RIS T D SR D R S LT,
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VI. EHER(ICE§T HIEE

(2) EMEEMNTZRERAAE
1 b MEHmE Tk 5 EH
U RY T &%, v ORI RE IR A IR R RS (108~105 M) 125k < I S 7z,
—Ji. & MEHEBIRIC R L CiE, FERISIVIEREE LAV S e h o7z (in vitro) ¥ 7,

)
Hg’( 200 | 0O :5-HT
= O I Avh)TH
S 150+ ® [ UHFN)TE
5
Y} il
= 100 i
=
3]
o 50 4
E FHEHEERE (n=6)
lg 0- T T T 1

-9 -8 -7 -6 -5

EREE (mol/L) DI

DHFERY T2 AT M) T2 URUS-HTOHH £ ~ S AXFE R BIARURHE O iR B R IS R

(%)
125 -

0 :5-HT (h=7)
O  ARKJTH2 (n=7)
® I UHNJTEL (n=6)

TIofE R

45mmol/L KCWLHEE 100%E L 7= fEe

HFIRE (mol/L) DxtEx

DY RY T2 AT M) TE2ORUS-HTORE £ FEEIRICE (T 5EE RIGEHR
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VI.

e L
/\

B

FIEICRJ HIEE

2) FRELEIY) OO M5 PRk 5 VR

REE L7277 = Ly MCEARNE S (0.3~1000 u glkg) 55 &, MEICITEEE 52310, HEK

R 72 SHED AR I A HE T D B 57253860 %ﬂto

7oL REE L 7oA XUTHARN RS L7268 b SHBIIRME EO IR T EM 280 biv7e2s, Eoiki

TN I E =300 1 g/kglh BT Lo VEfﬁ BN AWA YRV

R U 7= A X2+ F8IN#EE (30~1000 1 g/kg) L7-35A . (R SEEHR L 57 3D 18 23 2

bz,

(%)

90
*
i *
% 70
&
S 507
D
=
ﬂ-!:‘
Ih 30—
El
oy e o
. A8 HEEIRE (n=6)
% 1 p=0.05 (RFATE—TERE S M)
O T T T T
0.1 1 10 100 1000

BE (rgkg)

Zzly FOEBIRMEERRISHET VS ) T2 DR

(mL/min)
2004
B SEHRMEE

O : BEiRMm%E

150
£ 100+
=

50+

Bl 3 10 30 100 300 1000
A& (Lg/kg)

RRERA XZE T B )Y b T2 o OBREARE U EINRE HEAL M E A~ D

21

FHELRERE (n=
* 1 p<0.05 (RIEREER —TRE DB A )

6)

B 4D
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VI. EhFEEICEH T 5I18H

3) A > O OfERE MR B IR ST A R
R U727 » MCEARNEES (1~1000 1 glkg) 35 &, = XA Ei s ORI & 2 BRI 45 2> ©
O M AEE AR 2 SRR CIHE L8,

(%)

I

FHEHZEAEREZE (n=10)
%  p<0.05(Student's t-12 %)

-40 T T T T
0.1 1 10 100 1000

B2 (xg/kg)

WS v MIHITH=ZRARHEIRBIC &L SERMEOMBREICHT S
VYR TR U OREKEFHER

4) MRS X B B A BETE IS )9 B VEH
R U727 v MICERIRNEES: (1~10mg/kg) 35 &, 15 JE PR EE SRS K 2 A s 1 7 41
E% . 3mglkgll b THIHI L8,

HER1 ABxR2
| Il I
g;g H TR AP TR (%3_ CGRP BRI
100 - l 1 120+ l
# g0 100
= 80 *
A 60 *
& 60-
g 40 40-
20 1 50-
0 0
O :azra—n O :azra—
B : U¥rITE> 1mglkg W : U¥RNJT223mgkg
: UHRU T2 10mglk e
W SRS ek FISEIEEIRE (1=5~8)

FIETIRHERE (n=8)

* : p<0.05(Paired t-1&5E)

Y ) T8 D OB ERRIC T S
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VI. EhER(CEH 9 5I1EH

5) MR E (EPHFRRE) BAURIRIC K 2 =Xt R O RIS Ziﬁ”éﬁfﬂﬁ
BRI L 727 MCERIRNER G- (0.3~3mglkg) 9% & mEEMAE (PR BEHEIC L 2 =X
ML R OTEENEALIE AL A . 1mg/kgll b THEKAFRIITHNEI L 729,

(%) |
) ]
IEHA T
_2(} |
4
E
-40 —| *
_BG —
L
| |
0.3 1 3 mARIG
B& (mg/kg)

B :UyrTE- [ EiEaso—i

FHEIRERE (n=5-6)
* : p<0.05, * x : p<0.01 (RIEREER ZTEREHELIHT)

EXAEUEMOFBEMBEICKT H1ER

Sy MIBITBVH Y TE 2 3mg/keERARMI 5 5% O M 3E K KR IRE

e 514 R5 H ISP (ng/mL) | P FE (ng/g)
54y 916 70
155y 468 50
304y 313 54
1IRFfH 167 26
20 65 <20
4R 20 <20

3BIDFEMEZ R LTz, MHIRAIZ20ng/gTH - 7=,

(3) {ERSIUBERT - FHERSRD
BB L
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VI. EMEREICEHT H1ER

1. meEEORES
(1) BB LA DR RE
BB L

(2) BREREABRCHR IN-MPRE
1) HEEE
R A BMIC U Y R Y 7% o 10mghE XiF10mg RPDEEZ 22 lEiF I HimR D% G- L= & &, RE
EARITZE TN 5% 1.0 O3RN B A IR L (Cmax) ICEIEE L, 1.6 OV TREH O )5
T LTz, IR T 2 N LA FAARDAUCowl. UV RY 77X D14% K 11% T

HoT,
HEZOBESEROEYERE/ NS A—4
ﬁlj ﬂ:z Tmax tie Cmax AUCOHOC
(hr) (hr) (ng/mL) (ng-hr/mL)
BE 1.0+0.6 1.6+0.3 20.345.3 69.3+18.2
RPD#&E 1.3+0.7 1.7+0.3 19.3+6.7 68.0+22.0

(PR, n=16)

(ng/mL)
25 —

20

—— it
—O— RPDiE

a5 B

(FHERERE. n=16)

BEBRANCEFTHUY MY TE U ImgEEROKREROMBRRELKREHRRS
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VI. EMEREICEHET HIER

2) EHRS

A B LI Y R 72 10mgga 1H BiZ1E, 3% U4 H BIZ2FE/HIEME CT1H 3B & 05 H
HIZ1E 2 N5 L2 & & . AUCo2ame D %A 2L (5A B/1A B) 1TRZLAT0.99T

HYH., NRAFWETIHLI1ITH -T2,

REEOB5RORELEOENBE 5 A—5

1 El &5‘% Tmax* tie Cmax AUCOH24hT
&®E5R
(mg) (hr) (hr) (ng/mL) (ng-hr/mL)
18 H 10 0.8+0.4 1.9+0.4 33.0+13.5 81.6+25.3
3HH 30 1.4£0.5 2.1+0.3 49.1+11.7 279.5+62.8
50 H 10 1.1+0.5 1.9+0.4 28.0+12.5 79.5+20.1
CEYHERERZ, n=22 (B¥En=11, ZMn=11))
* . SEI E@TmaxljSEH&‘g‘?’ @%};i@ﬁ%"ﬁzﬁ
{ng/mL) {ng/mL)
70— 70
B0 1HAB 8o | 5HE
% 80 % 50
;F 40 |- 1 =. 40 -
= 30 = 30 I
B 208, L
10 Tlw. 10 = -
0 | 1 = & & W] L =8
0 2 4 & 8 0 12(hr) 0 2 4 & ] 10 12(hr)
B fE B fEl
(ng/mL)
70
80 |
L I H 3B E
\
% 40 H ; T “.\
: AN o: Bt
g %T A\ o:%i
2 e .
0 [ ._qur \ \\\
10 \;\
0 1 1 \‘1' — L &
a 4 8 12 16 20 24 (hr)
B fE
(B 5510 mg/[al,  n=22 (B A 114) . P AR =)

R A Y Y R Y & EEIOmg A TH B, 3R T4 H HIZ2FEHIEIRE ©
TH3EEICHA BICTERE A 45 L 7= Ky o M fh AR 2SR FEHERS

() sl
BB L
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VI

EMERE

B89 45IEH

4) B - HRAXOD

) BEO A
TR RN T 1

K Ol L2 MG RE & e

=4

Foa

LR DHKIL6TH -7,

Wb A EZE

*U%bUi&waﬁwﬁwg%Wﬁﬁ&wﬁ%’%@%D%%Lk#ﬁ R
LR D Timax TZEAERFT1.420.41K5[H], 1% T2.7 £ 1LORFH CTHEZEIX
FIARD Trmaxl A EZEZDRD bz, BHEGREOREMAR L ONWLA FAARDAUC00-0, Cmax
IRD LN Mo T2, NILA FIARD ME PR TR

FaYs) ’Bﬂfif})’) 7:_75)

RN T D VY N 7 X o EER R O RGOS ENE T A — X
Cmax Tmax t / b AUC —o0
b seft " °
(ng/mL) (hr) (hr) (ng-hr/mL)
7§ 7.6+1.8 1.4+0.4 2.6+1.3 32.4+11.7
RER -
B’ % 8.9+6.1 2.7+1.0 2.1+0.8 37.1+11.9
i Z2e g 1.4+0.3 1.6+0.4 1.8+0.4 4.9+1.4
N A F AR -
7’ % 1.4£0.5 3.4%+1.1 1.58+0.3 6.2 2+1.2

¥E& : bmg, n=6(a:

* . p <0.05 (Paired t-#i &)

(n

a R R

g/mL)
100 —

0.1

6 8 10
B

n=5), FHLFEHERAE, bR PEEEY v v 7 A TR

BEEANCETHUVY M) T UEERRVEREEROKREROMBPRELAKREER
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VI. EMEREICEHET HIER

2) PFHISE DR (FEFER A « SHEN)
2-1) FarT ) o— ViR

7u7T ) u—)UIERE120mg XX 7 T AR 2182, 7.5H B128FE ISR O#EE L, 7AW
SHEWIYH N 7 10mg L7 78R HElROKE LT, ZOREER, Yur7 7 a—1
WRREOFREEO U Y R Y 7% DOAUC o 1.6T%, Coax?SL75FITHEMN L, tielX 135 IR
LTz, E7z, v 77 7 a— VEREOR 5 8&%60mg, 1H2ENIH LT, 7 o/b Lix7n
7 ) a— USRS O1 T2 %IV P N 2 v E R G LT hofsdd, 77 'R
B HRE L HERAUC, CoadTENENAREITHEM L, ZORBIET R o T,

ek, Mo BT FLF U 2R IEENATCHL T Fe—L, A v Fea—Eoffficks3
MENRE~DREIIFRD iR To,

2-2) MAOBHZEF12)

AR ) 7 I UERMbEER (ARIMAO) FLEAITHLEZ B3I K (REARAGR) 150mg XL~
ZEARZ1H3M, 4HMEAOKREG L, 4HBEIZUV Y M) 77X 10mgx HERR A& G L, £0
fER, B oI FOFHRFO R KL ONAEA F IARDAUCo- ol T ZINZE 12,1905 K 15.34
5. Cmaxl X145 R O2.645 128N L, t1elE 1365 K O2.0fF ICE R LT,

2-3) v b= ARLEHAS

BRPEE =RV IARESTH L e Xt F L 20mg T 7 7R AEZ1HLE, 14HH
BOEGL, 4BBIZUYF R X 10mga R 0# 5 Lz, ZORER, ~axtF o Of K
DREACAR KL ONEA FARO MR X, FEOFHEE & LR ITRRD Bz o7z,

2-4) ¥ FBEATHR LY

2 3B E3E (ORTHO-NOVUM 1/35) & U R U 74 10mg (1H1ME], 6HR., S 5IZ2HM
AR I 1 H BRI R E) O GIE, MRABEROR Y ThHLHZF =V T A T
F—=NVF RN VT Fa o OMEFRREICEEL X ot Fo, ALV EUESE 7 B
7V O MBERREICEE 5.2 o Tz,

VI—6.(2) OFAEMEM, VIL-7. HALEH] OHESMR
) AFNOAR S TWDHE-HEZE, T@%, RAZIEZY Y R 7% L L T1E10mg% JrEEm

DOFREFHBF IR OB G35, 2B, RN+ RGEI2E, BNEEG356Z LB TX505, |
FOFENO2ARMLL EHIFHZ L, 72720, 1HOREEEA220mgllNET 5, ThHD,

2. BMRERIVSA—F

(1)

(2)

A 7%
BB L

WRARSEE T2
BB L
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VI. EMEREICEHT H1ER

(3) HREEEH

R A 1661 U ¥ R U 77 H 2 10mg % ZENERFHLIEIRE 1 3 5-Re DT L E R CRZE(RIR) 1ZBLF
DY ThH-oT,

~ 7 %/L FE10mg : 0.430 hrt

~ 7 %L NRPD#£10mg : 0.413 hr'!

4) 2752 R

(9)

(6)

fEFERR AN (PREAN) 74BN Y B R U 7% v 1~4mg& HEIFIRNE S L7-oimiE s V7 5 0 2
(CLp) 1X1062mL/min T& - 7=,

NMBEE
fERER N (AMEN) 74BNV Y N Y 7 X 2 1~4mgZk B RFHARN 5 L 72 K50 B FIRED /i 8
(Vd,ss) 1X127LToH > 7=,

ZDfth
WL

3. B&EE (REaL—3av) ff

(M

(2)

4. IRUX
(1)

(2)

(3)

R A%
BB L

NS A—BEHER
REERR L

NAFTRASEY T4
e N GMNEAN) [V RY X B ROKEG LTEREO A, AT XA Z 8V T 11X, $10mgT
1Z45% (n=12). RPD#E10mgTi¥48% (n=12) TH o7z,

IR AR BB L
1) HEE D& ORI
BERERN (DHELA) (2 A R O G L 7RO R PEIER 2 B FH L 72RIERIFAI90% Tdh - 7,

2) PRI B OWLIY

R NI Y B R Y 7% 2 10mg RPDSEA HLEI TR A& 5- T A ENE G- L7z, AERNE G- TIE,
RPD&E % 173 ] D ENTERE I U, 5% IS OEN-E Y 2 L, K TT3niE, aEnsoR
AR DA 2 1389.1+4.4% Th - 7=,

A ekt B IS B 0D AU Comaal 2569~ 2 8 A3 G- D AUCo-24 T H- 2 &4 5 AR AW S H0F F 20X
1.953.0% TH v . KFNOAEYZOFI I T 5 O PEREBERIL O ZEITIT & A LR T & DR
S,

BERE
AR L
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VI. EMEREICEHET HIER

5. o

(M

(2)

(3)

(4)

()

(6)

ik — KX BE P & &

(%)
Z v MZ[HECIY % b U 7% o 3mgl/kg HLIRIRE 1 # 5-4% OGP 2 8 L7/ 3. IR EE 1 im 4T
HIRED31.9% (HZ1IFH) Thoiz,

iR — ke AR REFTE @

(%)

Z v MZUH MU 7 213100mg/kg/day Z iEHR6~20 H & TR O F G L=tk AR OR
IR i RV A2 E LT, 100mg/kg/day$% 5-8ETld. 0.5 Q20 0 RHAN NG IR
DO MR IR X, & % 5.85%104.06 1 g/mLiF ONZ1.15 % TU.62 1 g/mLTH->7-, 0.5K% V2K
W CORRRMHAMAEFREIX, ZNE10.2% 004 TH- T,

2mg/kg/day$t 58 Tld, RHAD L MATH IR, 0.5 U215 T, £4E410.16 % 10.03 1 g/mL
Tholm, REROEEMAFEHREITERRALLT Chote, ULEDORERNG, U MY 7 X 0%
R 2 5 Z LR S T,

At ~DFITH

(%)
7y MZUY Y 7 203100melkg/day & 4EHR6 A 22 oy it 14 H £ TRAER A& G- LTz &
ZAH, U MU T H AT HITAT LT, & G22I 35 1T 2 Fyt B OV A AR 2B bR,
100mg/kg#% G- T4 4 | 18.13%102.82 1 g/mLTH ¥ | 2mglkg/dayft5-FFT130.59 u g/mL K& OVE
BRALU T Th oo, FtPRREITMAEFRE DOR6ME Th - 7,

R~ OB
AR L

Z DDA~ DFEITHE

(%)
Mg - A5 Bkt
[(MCIU Y N T H L %T v b, A XKL MK E A 2 F 22—k L, IER~D/3H & et L7z
FE R AR TARIMERIZ 040 U /iR kX, 7 v b A4 XK' F TERE1.35, 1.19,
KO1.21TH -T2,

mEELHEEE
U R FE L (BEEHPI50~5000ng/mL) Dinvitrolli} 5t MLFEER & O ERITHI14%
Th-oT=,

bt MISEICEIT S [MCIY F FY I o oEARER

[4C1 YU # 1 U 7% > (ng/mL) B 5 (%)
50 13.8+0.3
100 9.3+2.5
500 12.8+3.9
1000 16.6+0.6
5000 19.5+1.6

CPEJHEAER A, n=3)
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VI. RYBEICET HEE

6.

e
(1)

FREBIERL T R AR

FRANEBIL + I

FRAHEE « EIRBREIT. ABMAOIC X SRALABLT X /L Th ) | SR FIEME A1
F— BB A AT

1) RO

RN BREAN) (12U B R Y 7 & 2 10mghE & Hilr & O AR#R 1 #5- (1H 38l 2i¢fi 24 H )
L7cb&obe MUEFREY & UTNBA F R, A 2 R—/VEERRIR, 60K IAR K OV DR
HAEEDBRD Hiv, MRS EREm ch -7,

2) RO

R A OMELN) I2[UClY ¥ R U 7% 10mgx HIAl#k A #G-4% . IR O a2 et Lz, B
[ 5% TI3A > F— A FERRA R OREAR E L UTFE LT, NBRBIE. N A F KRR D
PRBRI S RIE, TN Z R PRBETRE DB % ARl T > 72,

(&%)

UY RY FE o Din vivo TOHEEIREHRE
VR TFH L DAX, Ty b, T A, UKL MZET Dinvivo TOHEERHEHRKEITR D
B ThD,

R
N=
S¥e:3
N
NHz H
N= N,
L
NI A F AR N
COOH

T £ 2 K— AR

g n
Ny N—
L ' LM
Ne-ch, OH
00H

A ¥ F—TF)

N-E /A F ik P rh—iE

(WA F )
\\ . //
SWeoP¥s
N~Chy
/ VHERYT \

=y

m SVes PN

~CHy \CHs

6 KBk / NEE LR
= —

tﬁI{/ ACIJQJJM

N

CHy

o 3iukenzs 6-& Fo ¥Rk
In vivo 2B 2 VW MY 7 X o OHEERGHREE
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VI. EMEREICEHET HIER

(2) REI-BEEITHERCYPE)ONFHE. HFE5E
VY RY T X T, KfEe MFF b7 v—2P450% 5 1ff (CYP3A4/5, 1A2, 2C9, 2C19, 2E1)
D~ —H—iEVEELE Ly, CYP2D6IZx LCiE, BRRAICRIBE & 72 672 WO EiRE . AN
IZPHZE L 7= (Ki =1400nmol/L)  (in vitro).,

(3) MELEEMNRDEERVZTDEIS
U NU & 3 E@Eia g R a2 T 5, BN GNEN) 2V % KU 7 U 10mghe & BRI
A5 L= Re DA F R A =RIZ45% TH - 7=,

4) REYOFHEOEBERWEMSL, FHELLE
1) R OTEMEOH
MAE R T D NA FIARDTEMIIREMR L FRE Th o7, o, hoREHOTEM
XA 6N hoT,
2) MO
fERERR A Y B R Y 7% 2 10mghE XiE10mg RPDEE & 2SR IfR O &% 5 L7 & & G
T DN A FNARDOIEERE T A —Z ([ZROEY TH Y . AUCo-wol. RELIKD14% K Y
11%TH -7,

NJA F ARD DB RE T A — X

i Tmax Cmax AUCOHOC
#I
(hr) (ng/mL) (ng*hr/mL)
i 1.6+0.6 2.4+0.5 9.4+2.5
RPD#E 1.8+0.7 1.940.4 7.7+1.4

CEHARAER A, n=16)

1. Bt
1) R et (HE )
fERERRAIZY Y R U 7% 2 10mghE X1X10mg RPDEE & 2SfE R EEIRE D 4% 5 L, RELIKRKR N
Jiii A FIARD PR et R 2 I U Te, SERIR G245 £ TOREACIR K NNl A F AR D JR
PRI, K2 HEED14.0% K& T1.3% TH D, RPDHER G TIEAEEIZ11.5% &K TN1.1% THh -
7
Fo. BFERNCUCERY MY 77 o 10mgZ RO G Lo & &, BH#%5H £ CIoidne
D82.4%ITRHNT, 11.5%ITFMEHIHrM STz, Fo, HHEOKI4%ITREIEE LT, 51%Ii%
A ¥ R=AEEEREH & L CORPICHRt S e GMEAT —4),

2) RPHEM (KE#S)

TR NI R Y 7 X 10 mghe w1 H BIZ1R], 3K UMH HIZ2REMER C1H3EIEIZ5H HIZl
MIZEERFZRE D& G- Lo, BHEDORZEIRD BAR HHEMRIZ1IA B11.4%, 30 H14.2% K&K U5 H

H12.6% T, NWiAF AR TIZIHH1.4%. 3HH1.3% &K O5HH1.5% TH-7=,

LMD AR D BRER P HEMFIX1H H16.4%, 3HH17.7%&UB5H H15.1% T, N A F/LR

TIZ1HEBE1.2%, 3HE1.0% & UBHE1.3% Th -7,

Bir & HITKEHR G X D REICR L ON-i A F AR D R PSR DB IFRD e o 7z,
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VI. EMEREICEHT H1ER

3) IR M OMEE R

fEER N GREAN) ICZEERE[4CTY ¥ R U 7 ¥ 2 3mg A HEIFRIRIN i 5- X 10mg & BiIElRE 1 #% 5

L. R OFE P Pl 2 i L7,

HARA R 5-5 A 1% % TOREBED IR PR 1T 58 0089.5% TH 1 | #ETPIRIT4.4% TH 7=,
A #5504 £ TORSSRED IR P HRIERIIHREEDE2.4% TH v . FEHHRI=RIT11.5% ThH -7,
o, HEEDI4%IIREAE L LT, 51%I131 > F—/VFEAGEM & L TRTICHRE S vz,
FIRNEGEZO VS N 72 OB V7 Z 0 A(CLe)lE349mL/min TH V) | SRERIK AU L 0

NI END, BRMESWMSND Z EPHEE SILD,

[4C1Y ¥ I U 7% » HRIERN B G- SO ERE 1585 0 SR 1 K OV P ik

) 2O e R REREICHT HEIE(%)
B GRR S T E e 52 - )
P E S
T RE 89.5+3.2 4.4+1.4 93.8+2.6
FRRA
R 26.5+3.4
) Tkt ae 82.4+9.0 11.5+2.4 93.9+8.8
£
REIR 14.3+4.6

~ORIGE, B5-5:3 mg(#ARMN), 10 mg(BE M), n=6, FIJHT R

8. FTUARKR—E—IZEHT B1EHR

BEERR L

9. BRZICKBBRER
MR L

10. BREDEREHIOEHE

D mimE GrEA) 10

feEEmE g (65~T7Tr%) (VW U 7% 10mght & HEIRE O£ 5 U7 O RPN EIHE 2 4R A
(18~455%) &bl U7z, RZLIRO M5 ERe s o
AARBICEDOE 7 V7 5 Z(CLr)3197. 1mL/min., JEHFHEMRIZEEGEDI.3% ThH Y . B

NZHA_EETH -T2,

YN T A =X

R DR S T, B

minE (n=16) HEMA (n=65) TR AR
AUCo-» (ng-hr/mL) 71.7 81.3 0.96
Cmax (ng/mL) 21.9 24.7 0.89
CLr (mL/min) 197.1 293.8° 0.67
SRR (%) 9.3 12.7¢ 0.73

a : n=30
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VI. EMEREICEHET HIER

2) fTERERE R B (OHEN)

BERE DD PEE ORI EEF U Y MY 77 omghe 2R A& G L, MAEhENRE 2 e A
&R U7 R, ARZALIR o M P B 13 BE RS OO TR RERR 5 /B & ERR AR & TEIFRB O b/
Molz, TEEOFTHERERE B TITERRA & Fl U TRZBIR O M h i 2134930 %3800 L
7o NWAFAAROMIEPHREE T, RIS AT RERRE B2 THREICIK T L7,

HTHERERRE AT 1T 2 K BIRE ST A — 4

Crax tie AUCo-

(ng/mL) (hr) (ng-hr/mL)
TR ERE (n=T7) ~ 10.7 1.8 29.1
PR REREEEE (n=3) 7 13.8 2.1 41.3
KA (n=60) 10.6 1.8 31.7

* . Child-Pughx =27 5~6
*% . Child-Pughx =277

3) BHRelEEEE GLEAN)

BHREREERF Y Y Y 72 U bmgiliAl & BEIRE A& b U, REIKOIEY B E 2 SN &
Lol U 7e, BRI ERF L LT F =07 U T T o A IS & 38 (1 #£:30~60, TA£:10~<30,
MMA£:<10mL/min/1.73 m2) (25388 L7z, £ OFER, 8 A &G O Cmax TEFERN & 2D 2 Do T,
AUCo-o ZMHFE (BT L) TR ~_44% 8N L2280 Sz a (p<0.05), 1 RE
B O AED B TITRERERA & 28D bl ho T,

72, 2mgHIEIRN I 5% 0iMmiEZ V7 5 > % (CLp) (IR (MEEHTERE) ([0 TREEER
ANE DKL (p<0.05), THEEONEETIHETRD N o7, 7 V772 (CLlr) 137 LV
TF= VT T ADETITHEWVE T L7z,

B RERE T RE ISR DB ST A —X

Crnax tie AUCo- CLp CLr
(ng/mL) (hr) (ng-hr/mL) (mL/min) (mL/min)
LR (n=7) 12.3 2.1 41.2 1132.3 113.4*
o# (n=5) 10.5 2.0 40.4 1149.4 46.6%*
M#E (n=6) 11.5 2.6 51.4% 827.1% —
RN (n=24) 12.3 2.3 35.7 1210.2 342.3

a :n=4, % :p<0.05. — : RHE

4) MgEHTEE GHEN)
MEEHTEFIZY Y R 7 o bmeiiAl 2 BIERE A5 L7z & 25, AUCo-«i351.4 ng-hr/mL T
TERERR AT HE 44 % B8 L 7=,

5) REmEE (GHEIN)
HEEEEICY Y R 72 o bmeghE 2 HIERR A G L7 & & AUCo-wolE. Cmaxk U Tmaxl TFEIERF
EIEFEAERF TRIT AR < R BUR BN OSBRI IEFMERFIC LN TR L L 22 o T,
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VI. EMEREICEHT H1ER

1. 20t

U R 7% 10mghE DRy EhfE

AARNEFERAICY Y RY 7 X o 10mghe 2 MR O &5 L7z & 2 AUCO Y fEIX68.5~81.6
ng-hr/mLO#IPH ThH -7z, £72. BARAKOSNENERER A Y Y U 7% 2 10mehe 2 H[alfk A
Feli Uiz b &, AUCO Y+ 0B HeER 2= 2 88 2 2 il B AN T7HIH8fH] (&P:122, 160ng-
hr/mL, %1 : 127ng-hr/mL) . AME AN CLIBIHFTHI TH - 7o, mEZ R LIRS CH &, KH,
Flin e £ OY mIFWIZFA OMIEERD v o Tz,

mE, EEEZRLULIEERED S, AFEFELDEO LIVZHERE XA RN (D F WL OEKEE
) . AMNEALG] (B K OBERE) Tho7eh, W bBECAET L Z &2 < BIE L,

HARNBERERAICI T2 U Y b 7% U 5E10mgHEIRE O 5% 0 R ZELIRAUC

Ak HERE S AUC(g-hr/mL) AUC(ng* hr/mL) O #iH
1 22 81.6+25.3 50.7—160
2 16 68.5+17.7 48.2—98.9
3 19 72.7+£16.4 55.7—129
R TR
<BEXA> <HEA>
(ng-hr/mL) (ng-hr/mL)
201 O : Bt (n=46) 250 O : Bt (n=74)
200+ @ M (n=11) 200} ° ® : 7zt (n=37)
o
- . -
% 150 .o § 150 ... o 5
L i °o o
100 e 100 .&,
eies ™ ®
s0F € 5050, ° 50 s *5
oe >
0 X . A . . 0 . . . . '
20 40 60 80 100 120 (kg) 20 40 60 80 100 120 (kg)
* & * &

BAARUANABANBERAICS TS T ) T2 U10ngigBERZEOKREZD
REILIFACE A E DR
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. £ (ERALOFESE) ICBHAY HIEH
1. E5RNRELTDER

BRE STV,
2. ERAREZTDEH

2. B (ROBEICEFERELEGWLNIL)
2.1 AFN ORI L BUE OBEERE D & % A

(fifF)
—MRA AR & L CRia L7z,
AAFN DRI U ORBUE DBEERE D & 5 BE AR 2 &G L3546 EUE % & 2 3 afgetEn
LD LN &,

2.2 DFFEIEDBERE D & 5 B, MM ORESUTZ DER - KD H 5 85, FRE GEBfik
i) OboEE [FEIR, JOUE, DL G TERE 2R MM RERRERS S 5bh s Z &
B, ]

(figEn)
AH &R CHAN G FAT R T 5 5-HTipnpXZ A M FE LB O EFH & L TRIE LT,
EWN, AME &SI OREZ AT 2 BEFITERRBRO SR N LR LzTod, Zib DBEI
KT D LML L TR,
DIFREZEEDOEERE O & 2 B3 Bl R B SUTE OIEIR « JkiED d 5 B, BADROIE LBk
i) Db HEETIX, BEERBMMEEEFERSH LN ERHLHDT, ZHLDEEIC
TG LenZ &,
SMEDERRFBR CRITEN & U TR 261, HiiR%HE CHEFS & L TREIRDSH (KRB
B2, KFCHESH]) . PelSEN26] (KRGS D006 Lt RELHE16)) . OAFEZED 4
B (KERBEGR: RGoHan) . e gt ns2s] (KRG H VY 26)) M ShTnd,
(TVII-8-(1). E KR 72 BIVEA & FIHIRES ) DIESER)

2.3 Jidifn P TE O — @ MERM R I FE A E O BETE D &> 5 B I E P H-o— i MM IR ER & S b 5 2
ERH D, ]

(fi#F)
AH & A CHEh B BT 5 5-HT s A EESIGEOEEFH & L CGRE LT,
ASF O i P VR X0 B B oM MR ER D B b Z &3 5 D THG L7
WZ ok,
728, ANEOTIRE A CAAIE GZICHERER L UMM E EEMTZE, fXzs 1) 53445 (K 5268
R 026, BEW B0 1B, RFEH G, — @M MR EA 1B (R RBILR A E T X eV )G S
TWn5,
(TVI-8-(1). E K72 BIEA & FIHIREL ) DIESER)

2.4 RmEREEZATL8E DERZEMLSELREENE AN D, ]

(fi7)
AHI & [F U B BT 5 5-HTisnpZ A EEE L@ EFH E L GRE LT,
KIFMAEREE 26T 5 BEOERE BN ST LA RENREZ X ONDL DT, KIFMEEELZ AT 58
FITHEE L b,
SMEIOTTIRE A CHEFR E L COEBENE 2580 72\ O R I & s 2 61 (KRB AR
26 WE S TND,
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VI. K24 (ERELDEESF) BT SHEB

2.5 aryhe— I TWeWEMEED RS [—EtEom/E ERE25 &3 01H5,]

(fiR)
A &R CHGD A FAICE T 2 5-HTipnp X B FEIE LB OEEFHE L TRE LT,
gy hue—/L AR OEMEEDBEE GETIEIAZ V—= 7 WD ME73145/95mmHg % # 2 5
F) TR O ML DRI LT2D T, T b DEFITHT DL EVETMEL L TRy,
5-HT1mnp5 B MEENSRIL M B IGFEIERIC L 0 —idEo [t ER 25|52 enb oo T, =
YR SITOWRWEIIESEDBFITITHEE LN &,
SAENZ BV TARAIIOmgZ % 5 U7z beigakih 161, EHIF 5508k T4 RBIER & L CE e
O b,

2.6 HEOTHEREMRET 2 A4 28#H [9.3. 1]

(figin)
AFNT NI TG S D 0T, PR ONTFERER S B8 Tl PR BF L7, BEEEOITHERE
EEAZATLEE TELPTRENEIZEATL2BENNH 720G LN &,
(TVI-10-2) fiFkeERE® B (OFEN) | OEZM)

2.7 BN HBRE [9.2.1, 16.6. 130]

SAENZ BT, FEEERL A & Helk U CIi@ it o g Tl AR O P O 4E & AUC OIS
SN TV B DIMEENT O EEFITITHREG LN &y,
(I'VI-10-4) 1 igBAT S | OIASRR)

2.8 TAX Iy, TLIH I UHEREGRAL H DM OSHT 02 REIEEN K 2 & R o B3
[10. 1z/]

(fif0)
A &R CHGD BRI E T 2 5-HTipnpZ B M FEIE L @O EFH L L TRE LT,
TIH I VI X I FHERE A RA IO 5-HT s FARVEEhIRIL, AHK) & M E
2B S, ME LR SUIME RG2S 28T NN H 5720, 2 b OHA| 2 B5F o8
FITHHEE Lz b,
BB, ARBEEBICZALITZ I U HA NI TX I USRS AERAZEETAEE. b LT
ZOWOLEEIL, TNEN24RMM EORRE & CHREHT 5 Z L, =, thO5-HTipiZ HAE
A R P ORBFICARZ G T 256, b LAXZDOHOLEIT, ENE 24K UINIZ & 5
L7gnz &,
(TVI-7-(1) OFfZE= & Z OB OERH)

2.9 £ 7 I UBbEERILEA] MAORHLEH]) &G54, H 5 WG Ik LN O E3 [10. 120

T 7 X UBEEERELERNIIABRI OB A HE L, AROIERZERT o2 hnb o0, £/
7 X U EEERIAER ARG, HDWIEE G IE2BERUNOBHIITEE LN &,
ARIE ) 7 2 VR EEESR (ARIMAO) PLEAICTHLEZ I N (REARAR) 150mg L7 7+
RA21H3ME, 4HERRO#S L, 40 BICAFIIOmgZ HERE O 5 L=, ZOfEE, £/ I R
G H RO AR D RZEAAR B N A F AR DAUCo- o 1T Z N E 2205 K 5.3, Crmaxl T 1.415 %
O2.6FHTHMN L, tueld 1365 K O2.0f% I IER LTz,

(TVI-1-(4)-2) BEASEORE | VI-7-(1) iA=L Z0HE | OEEMR)
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VI. K24 (ERELDEESF) BT SHEEB

2.10 v 77 ) n— VIERBIEZ &5 o83 [10. 18]
(fin)
AHN O EERFHEIITIARIMAOIZ L 2L T 2 /6T, 777 ) a— VR OMRHIC DA
RMAONE G %, Zoiz, FurT ) a— WGkt & 0T 5 & ARFI oM hEER R
HOT, IaTT ) a— VBB ARG OBRFITITRE LienZ &
B, TarT s a— )RR OWMREI (tue) 1XEERITC3.9REM ., REAI TRI10ME R TH B
ZEmb, TuTT ) u— R A G DO T B R B SRR TTIX 24 R, AR CIE
ASIFH 3R L TR W IZITARA 2R E- LienZ &,
(TVI-1-(4)-2) DFHZEORE . I-7-(1) fFRZEz & 2 0HE ] OHESHR)

3. MBERIIHRICEREYT 5:F8 & TDER
(V. 2. eI RICEIET HEE] 22RT5H2 &

4 RERUVAEICEEY 5IELTDER
(V. 4. MEAROHEICEES ZER] 2205528

5. BEELGERMIE L TDEE

8. EELEXKIE

8.1 LR DTEEDRD LR WEEIZBNTYH, BERLDEEDNMO TENCRET LI 03B 5,
ZO XD RGEIIUSEOR G AL, WURMELSITH 2 &, [9.1.1, 11. 1. 2B /]

(figEn)
AH &R CHAN AR T 5 5-HTipnpXZ A M FEEILBOFEFH & L TRIE LT,
SMENZ BT, A TOIME RO B BN 2 VBE T, DFHELZFE L LORERHY ., =
o OBREIIIIIEFEMEO DRBBENG EN COEEEL H D, 207, DILE RO BN
RO OLNRVBEFIZBN T, REIRGZRICDERREDNZGA I, UgOEEEZRIEL, i
O7p LB 24T 5 2 &
(TVII-6-(1) AOHE « BEERS O H 583, [I-8-(1) EAZREIWER & ¥IHIER] OHESMR)

8.2 HEERH D WIIAKIRGIC L VIRRZHT Z 03 H D DT, KA G- o0 BF I HBHHEOEIRS
fER % 1 O BB EICIEF SR WL ) +EET 5 2 &,

(fif0)
AF &R CHEN AT BT 5 5-HT g A M FE I mOFEFH & L TRIE LT,
AFNORIWEA & L THEHIRE O VR EHAE SN TV D72, KA oBE 2 HBhEO#ERS
fER % 1 O BB EICIEF SR WL ) HoEET 5 2 &,
[E N CHNiE S 7 BRI GRFRIE, i H AR (23T, BIER & U CEIRAS374F (1.89%)
WHEINTW5D,

8.3 Al Ete MY FHZ U RIEANCLY | RN EAT L2 ENnHLDT, HROKELZRORWGE
Wi, THEAIOMERBRZIC X200 OREEEZBE L, 55357 L, MURMLEZITH
Z L9 [11. 1. 9]

(fiFz5)
FERN DL 21 X 2FUEIZOWT, ENEFOERITID 7206 DO MRS SCE O FEHEMR I &
O'PMDADNFE S L7z L 7 MEH - FrEREZEE R T — # N — R L D05 FRERARE R D\ T,
HPZEEOER LB E 2 -REORERER, SGTT 52 LM &l SN/, EATEEEK -
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VI. K24 (ERELDEESF) BT SHEB

Eﬁﬁiﬁﬁﬁﬁéﬁ%ﬁﬁLﬂ CHASXHE LT (201946 H) , A L [R U FEICRT 55"
HTipnp RAREENER LGB OFEFEHEE L TRIE LT,
(TVI-8-(1) F|ARZEIEA & FIHIELR ) DESM)

6. REDNDEREAI HBAEICHT HIE
(1) EftE - BEEZFOHLHEE

9.1 EHHE - IEEZEDOHLHEE
9.1.1 B LVEEDREMDHLHEE
Bl ZIX, LR D X 5 70 B3 TIEAEENR, BoiE, DiZE % & B 70 it DR BARER N & &
bPncBEnrnd 5, (8.1, 11.1. 2]
- R R B A B S HE R REARO H D BE
- PARRZ Ok
- 405 LA oo FH:
- EEENIRE B DGR A2 A3 5 BE

AFH &R U FEIC R T 5 5-HT % AMIFENSEILBE OB FH & L TRIE LT,

EAN, ZMEE b ICE PR EE AT 2 BRI O ML DRI LTZD T, 2 DBHFIZ
KT D AMEITHESL L TR,

Mo T, EERANEIRO S 2 BE ., RGO, 40500 EO B, EBEIRE B O fERKE 2 H 7
HEFITEEICEE T2 L,

SMEOEFIRRER CRIWER & U TREENRA 261, HIREMAE CHEFR L L CRENRD 561 (KR EMR:
BV ol KioHk3H)) . PEOEN2F (KRR S D000 Live W16, RECHEH1E]) . D% 4
B (RRBEMR: REC#Eam]) . EmE R 20 (KRR H 0 26) My S TWD

— XA EENIRE B O ERRIN - & LTl BRI S m EAE, BEIR IR %%%#%é Ep

AR EBIZ OV TN b ERK - &£ ZE 2 5T 5,

7B DR OBERE O & 5 B | Bt DR BT OFER - kEO & 5 B, BEROE G
BRENE) Ob D EFIIIARANIEETH D,

(TVII-2. 222 NAF EZOBE |, V-5 EEAREAMNER L ZOME |, IVI-8-(1) ERAEEM &
FIHPER ) DESM)

9.1.2 TALPAHINIEEEZREI LOTVRENNEEDHIEE
TAMDAFERIERIE LT L OfERNH S, [11. 1. 48]

(fiFa5)
AH & F CHN BB T 2 5-HTipnn S B FEI 3 ILE O EFH L L TRIE LT,
SAETARN Z GBI TANAREREREI LI L ORENRDH D Z LD, TANAD DT
BRI LT WS EMNIEROD 5 BEICITEEBEICKR T2 &,
AEDOTIREHE THEEESR L LTI20 DO TANARIED D WVIE TADARIEREDORIENRE S
NTW5, 205 HAPNIRIEOBEEN H - 7= (F% Y OSHFNZ OV T+ 72 tEHAE S TRy,
(TVI-8-(1) FEKRZ2RIEM & FIHIREL | DIESHER)

9.1.3 NIMEEZEDFHEMED HDHEE
ML FEE D D DN DB ENNH D,

(fa)
AHAN & 7 TN FAICE T % 5-HT e A EE @ O S HH & L TRE LT,
AFN DM ENGHE I &0 P ERER S 5L BEN1H 50T, MlLEEED WO H %
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BEIZITEEICRETHZ L,

SMEOTHRE R CAAIB G I ERR & LU OMnERRE (M, Maed) 246 (KRB
HY2fl, e d 1B, REEHELE]) . MRS M ESE (KRR EETE 2 #wESh
T2,

7R, MM A e MM R M RV E D BEE D & 5 B IIFAANIE=TH 5,

(MVI-2. Z22NE L ZOEH ] OESMH)

9.1.4 9AILT - NN—F2YY - RTA MMEEREE WPWERE) (IO DEEEER &BEE L -
RO & 5 EE
WPWIEERE D B FYFEIR CTh 2 HERIEMAAIRD BB L L OHRENH 5, [11. 1. 3]

(fign)
AHI & R CHEh 3B BT 2 5-HTisnp S AAEFESE L@ O EFH E L TRE LT,
SETHEANCEI D 47« R—=F Vv« IRU A MEGERE (WPWIERERE) O HBIRERTH D
EERREMEBIRN BB LT & OWERH 5 0T, WPWIERERE I O DREMZE R & B L 7=
REEWRD & 5 BEIIXEEICEET 52 &,
(TVI-8-(1) FER7Z2RIER & FIHIEL ] DOISR)

9.1.5 avhrO—)ILEhTWAEMEEESE
—IEPED M FRRPRE MO FARL LN E OWERD S,

(fi)
AH) &R CHAD S FEICE T 2 5-HTipnp = B FBEIEILEOFEFHE L TRE LT,
5-HT o= B MMEEIRIE— O ME ERZE T2 NS D7D, 2 br— A IR TNDHE
MEEREIITEREICRS T2 &,
BB, A PR L ST RV EILEED BFIIIAANTEZRTH 5,
SMENZ BV TAHANII0mg % #5 5- L7z bhigallih T 161, K G505 T4l RIER & L T E 2358
O b,
(TVII-2. 222N & ZOHEE | OEBR)

(2) BHaelEERE

9.2 BHaelEERE

9.2.1 MEBEHNFTDEHE
BH LN &, BITREICARAZHRG Ui & & B AIZESAUCHEEIN LT & OMERH S
HNEAT—4), [2.7, 16.6. 1]

(figan)
SAENCIBUNT , BREEERR A & bhis U C I i T o B Tk, AFI O BRI ORI & AUC O AN AN 45
SNTWB = E T O RBEITIFTEG Lianz &y,
(TVI-10-4) IS EE GHEAN) ). VI-2. Z2ENAE L Z OB OHESMR)
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VI. & (ERLDIEF) ICET HIEHE
() FFHREREERE

9.3 FFigaEfEERE

9.3.1 EEDIFHEEETRE
PG LW Z &, AFNT LTI TR S D 0T, BEEOATHAERE BE Tl R ER-4
LRENDRH D, [2.6, 16.6. 25 ]

(figai)
AFNI IR TR SN D DT, PEEOFEREREERE TP REN LA Uiz, BEEOF#EE
EEZATDHEECTIIMPRENEIC LA T28TNNHL7-0RE LT &,
(I'VI-10-2) FFtrerREEARE GMEAN) 1. V-2, B2RNR L ZOHE ] OESMH)

9.3.2 FTHEsEfEEEE (EEDITHEEREETEEZKR )
FAENZ I T, R & bEie U TS O IFFERERE B CTlix. AFIDAUC & Cmax 23S HIINT 5
MINHE SN TVWA, [16.6. 258 ]

(figin)
SMENCIW T, EERRRA & el U TSR O IFFRRERE A Tl AAIDAUC & Crax SIS 25
FIAHE SN TS0, IFEERE 26T 5B IIIERICKREGET 5 2 L,
ek, BEOIEERELZA T LEBEITEIAATESTH S,
(TVI-10-2) fFHErEMEEEE GHEN) | DESR)

(4) %NEReEHT 5E
BRIE S TUVRUY,

O

9.5 1143
0 TR LT B ATREME D & 2 et I 3TE R oA st et 2 Bml 5 &t S 58546
\ZORBEETH L,

—RAIRERESEHE L TRIE LT,
SME TR 744 (RRIRERER T2240 . TR RA TH240) ICARZ &G LI L oWERH D, 2o
T4 DYAREFELWE SN TVDHS, MEEIIFEMFICEI D BRZEAER & Sl HEICER
THHOLHErEN TV D,

L2 Uy Jhm SAFHEAR L T2 WTREME D 8 & LISk 2 AN O Z2 BVEC OV T, BRRFHlZ2 L
TWRWO T, AatEnsfabrirtz LRIS LHEr SN HEICoREbET 528,

(MVI-5-(2) MiE—MaaEBIPT @ E ) DIEEMR)

(6) #=FL4m

9.6 RELIF
1R EOABMER O RARBEOAEMEZZRE L, RAOHE ITF L mET 22 &, B ER
(7> b)) THAHFICBATT D Z ERMEIN TN,

(figEn)
AFIN e MRELFICBITT 2 0 Em IS SN TR, B (7 v 8 TR~
ITHRME SN TWD, 7y MIUEIR6H H22 60 11%14H £ T100mg/kg/H 25 L7 & 2 A, #
H IR R E D65 0L (18.18 1 g/mL) BAT L7z, o T, BaMAEZE LAKIR 5 ORI
TR SED 2L,

(TVI-5-(3) FLit~DBATHE] DIESMR)

40




VI. 224 (ERALOEE

) IZBE9 5HIEB

(7

) MR

9.7 /NR

NS AR & LT BRRARBRIE M L Tuauy,

(8)

— R REE SRR E L CRE LT,
[E N CEhE L 7= B R RER IZ I\ TN
ML TUNRU,

AL

RIS DA HREBR DS 22\ N T2 D

N,

P D BRIARTRER I3 187 L b & % 8IS B L 7,

SnE

BRE I N TR,

1. FME{ER

(1

) GiREZ L TDEH

G N sy BT e S A B

10.1 BERARE BHFALGWNI &)

A4 5

FEATEAR - BB TR

PR - BRI+

BN =T S 7
TIH I EARE - KD T A Y
TuerTrFEI Y (7T IV)

T E I HEERE G RA
Vb Rnxmaaax I AUNRE (PeTr
v h)

TATA NI LA UiE (AT AN
v LA UEEE TF))

AFx)TA N b A UBRE (XTI
F)

[2.8 /]

ME EF OIS RSN D B
FNNnH D,

AHFERICTALITZ I HDNTT
NI E I VFEEREGRAE RS TS
BE. b LT OEAIT. Th
i 24 B EOMEE B TS
T5Z L,

5-HT 1 %@ﬁgﬁzﬁﬁ
& DI INAE I
0. MEIZEM (A
e R D) Z R S
%

5_HT1B/1D§"§M§ME§J§§
2w NY TR ansiEE (I 75)
YNV NI TFR (V=3
L M T HRAKEBE (L 7 R)
FTT N TE AR (T~—)

B BRI MAE RN R I D 8B
FNNnb D,

AN EA% 1T 5-HT 10 2 S RVEE)
WERGTHHE, b LIEZDOHD
BAIE. TNEN 24 BRI LIAICHES L

DERIC K v MR EIC
M E D,

EH

[2.8 &|] A AN
MAO PH.5E ) AHN B ONEPEAE I DL (61, | A B MAO BRI L R
(2.9, 16.4.2, 16.7.1 ] o) DIER U Ay - e b AR T g | Al ORBAEE S, K

(AUC) H3BEAN42% DT, MAO FREH %
BehHdH D3G5k 2 BN O
BEIIIARAN E RS Lz &y,

HOEH BRI LD
AIREMEDN B D

TurZ ) u—)VIERE (T TV)
[2.10, 16.4.2, 16.7.2 &=H]

AR O IR (t1,2) DIER L,
HIR - RERATHERR T A (AUC) A3EEN
T5DT, TurT /) u—Lifhhm
B DI G IR S YR D B SRR
L CTWRWEFIZIIARAZ K E L2
&,

BEA - 24 FER, ARACELA) - 48 FRERH

MEEA ORI IE A
MAO 23BH5-9 % 7= O AH
OIHPPHE S, AH|
DYERD IR S 425 7]
REMER B D,

(fin)

OEYIEPRERTTEIR
ARHA & 7 U5y

T LI B E A RGE L @WE{”EFH Z2NT
PHIZJET 5 5-HTisnnS AR /EE) S AL

WOEEHFHE L TRE LT,

TTR I AL I UFHFEREGARANE, AR EAEMBIER 2R S, IE BRSO

I E G AR S L BTN H DT

. INDOFEAN R SR OBEITIIREG Ln

&

B, ABREERZICZIAIX I UHAVNITI I I VHEERSARAIE RS TAES. b L
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VI. K24 (ERELDEESF) BT SHEB

IFZDOHWOHFEIT., TNETN24RBLL EOMRE b1 CTRE5IT 5 &,
(TVII-2. 22 NE & FDOFHQ)] DOESM)

@5-HT 1= A AEAEBEE & O AAERIZ DN T
AH) &R CHEN A FEIC BT 5 5-HTisnpS A MFEISRILE OB FH L L TRE LT,
AH & [F—OFEEER 24 3 2 O5-HT1enp A MIEENIE & O PF AR, FEERFIER I
XU, mEEFIMESEGEDERINDIBZNRH D=0, 2D DOHKZ G HOBREIC
TG L7enz &,
¥, REEGZIMOS- HT o B RFBNREZ £ 535856, b LTZOHOEEIL, £
NE 24BN G- L e 2 &
(IVII-2. Z22N%E &2 DHEH8)) DIEESMR)

@MAOFHEH & DF EAEHIZ DWW T
T 7 I UBCEERILEANIAR ORI A HE L. AROIERZMBT 282001 H L7720
T T X VB EEERIEER A B G , HOWIERG R IE2BFUNOBEFITITR G Ln &y

(MTVI-1.(4) & - BFRZED R TVI-6.(1) BB OMREHREES ). TVI-2. ZReNA & Z 0
H ] DEZMR)

@7u 77 ) a—/VEERE L OMAEERIZ SN T
AHNO EERBHREEIFARIMAOIZ X 2B(LHIBLT 2 /LT, 7 ar 7 7 a— U EREOMRHH
HLARMAON G T %, 2Dz, Fur5 ) a— ke & HEH 2 & A5 0 i i pE 3
ERF 0T, TeTT e UEBEEABRGTOREIITEE LN L,
mE, TaTT ) a—) U ORISR (tye) 1XEER]TT3.9RER], HRARATRI10KE T
bHZ LD, TuTT ) a— VEBE R G D VIR G IR G BER TIX24RF [, IR
B CIZASIFRA AN L TWARWERF ITIIARI ARG L &,
(IVI-1.(4) &% - OFAZEORE) | TVI-6.(1) (RHHAL L OGRS, V-2, 2% &2 o8
| OHESH)

(2) HFRAZEELEDER

10.2 BtRZFE (BHRAICEET S &)

SR 4 45 EEARAER - H & 51k K - fERRIR T
BRWEe b= FERY | e b= EREE (RE, B BE | o b= oFRVIARZEEL, &
A BREA HENR, FEEL, SORTLE, WERREE, | v b=V RE S ER SE 5, 5-HTp

TNRFY IS | THE BbobhbdZ Enbb, SZRBEEEEE OPFHICL Y, o b
NG 73 = UVERNERT S AREMENE X D
Na Xk F U R K 5,
s
ta k= V7 KLF
U LY SA F PLE A
ST VT T R

(fiA=0)
A& R CHGh BRI 2 5-HTisnp AARFESE L@ O EERFH E L TRE LT,
R b= RV IAREAI Lt b= VT R U B AR EAITE 2 R
=V ORI AR EHEL, tmk*yﬁﬁ%ﬁﬁéﬁétw\Kﬂk@ﬁ%ﬁi@tu%:yw
MR U, A2, B B Bk, BB SONTOE, WalEEES ., NTH%ERH il b Alhe
WRH 5, 1E-C, FEHTLLAICE. 2O OEROBIUCER VEEREICEEGET5 2 &,
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IR0 b= RV IARBLERTH L/ 0 F v F L 20mg X7 TR A 1A 1E, 148 MO
5 L, 148 BIZAFINIOMmgZ R O#E Lz, ZOME, /0o x v F o Of ORI K NG
AFIARD MR IREIT, FEPFRRE & L _ZEARITRE D bivZe o Tz,

8. EIH’FFE

. ElfER
/k@aa'f/ﬁﬂﬂi)l&%%bﬂé ENHDHOT, BEET7IUATO, REDBO ONIZGE I3k G 2 iR
D78 EMOIRAEZAT O Z L,

(1) EXLEMER & OHER

N A EXRGEIER
A1 T7F7453F2—239 9. 7F745F>— EETH)

(figin)
AHAN & A CHD D FAICE T % 5-HT e A EES L@ O EEHH & L TRE LT,
E N OERRRER TOREIL RS T20, HAEOHKRBR TOEEFRLE LTI T 74 7% — (T
TT7 4 TXR—RUR) D326 (I%E@Fﬁ'iﬁ L) #ESh T,
ZOXSBIERDPED DN HEITIE, G2 PIEL, WURLEEZTTO 2 &,

11.1.2 EmMOEREBFRER GEETRH)
IR, B DMIE B D WD FEZE &2 & TR MM DR BAREIR N & B oD Z L 13 b D, AR 514,
Jadra | B 8 S D — M O SE R GREE CHEMREREIC R SIGAR H D) B bbivd Z Lbh 5,
DL IRERSE MR RBIC K D E b SA IR, BB EZ IR L, it bEEO
HIEZ AL =0 O EEITH> 2 L, [8.1, 9. 1. 1]

(fifn)
AHA & A T FAICE T % 5-HT e A EE L@ oS HE & L TRE LT,
AHA 1‘%5?& ;H’@f“ M ER e RS O RE AR DR (PROE, DEZES) (XD L Bbh D ek %

AT E I, ufﬁOD&fﬂ%EPitL’C WY A (DEMNE) 2179 2L, MAORE, Ei
ﬁ'uf$7b>6§< EONT- AL, AR ZBRE LRV & I LRED H 2 B ITIIAFNIL
**E‘*’C‘ol;)é

[EIP O 5 TAHRER Tl 23161, RSB T B2 161, BIfEM & L THE STy
60

F7o. SME D250 F &R E R T1341(3.6%)* K OH(0.2%), FFREFEIERER T1961(2.1%). MY
K URAERER T1561(3.8%) . HHGABR T1141(2.0%), & &I EH# 53 BR T7561(4.9%) * * D s
NEIWERE LTHEShTW5

* 1 10~40mgf 5 (x5, 10mgel)  ** : SEHIREREEL IS mg, 10mg T19~29[H]
(TVI-5. B2 FEANEE & Z OB |, VI-6.(1) &OHE « BEEREOH 5 HBE | OEBMHR)

11.1.3 #8Ak (WPWAEIREE(CH1+5) (BEEAER)
WPWE R £ D HRASELR C o D HEE R BIEMBIROWME R & 5, [9. 1. 43 8]
(fiFz5)
AH & A CHZN R BT 5 5-HTipnp A MEE S @O EFH L L TRE LT,
AETHEANC LD T4V T « N—=F Vv« RUA MEGRE (WPWIERERE) O BBEIERTH %
BEEDRFIEEFIRDSBH L2 L OWRERH D,
[N e O E O B AR R & ST IR % A C . ARAINC X 2 WPWIEBERE D SR EIR Td 5 EE 725
TEMEBR DG 1L 72 o 72,
(Mvii-6 (1) &OHE - BEFEREZEOH 5 HBHE ] OEZBMR)

43




VI. K24 (ERELDEESF) BT SHEB

11.1.4 TALAREREE GEESRH)
[9. 1. 2&:H4]

(fif=)
AH &R CHD S FICE T 25-HTisnp S B FEIEILEOFEFHE L TRE LT,
E N OB COMEIT R0 > 723 SNE O T IREHE CHEFER L L T12B 0 TANAFRED
HVNETADATRIERRORBIEDN RE SN TWD, 209 LAPNIFIEOBERHRE SN TS (B
D O8FNZ DN TIEI 3 2R IE AT DAL TR,
TAMAIERFBIEDRZ D DNICHEICIE, &EEPIE L, WORAEZITI Z &,
(Tvil-6 (1) &0HE « BEFEEEO® 5 BE | OHESM)

11.1.5 MEZFE GEETRA)
B, &, WIFEORENH SO ZERH 5,

EIN OEEARRER TOME T2 o 7o, AEOTRERAE THEHFSR & U TIHZEN 16 (KR
BEIR - RALHD) WESh T\, B, &, WIHSEOREN B 5N HaIcid, 52 FIkL,
WY RALEZAT D Z L,

11.1.6 hEERKIEFAMAEE (Toxic Epidermal Necrolysis : TEN) ($8EABH)

(fin)
EN O EGIRFABR COMEIL R Do 7203, AMNE O T IRERE CAEFEFRE LTRSS R AE
MBI (REBIR : BIEH V) REINTHWDEDOT, 20O &) RIERBES b GEIcE, &5
kL, dUIRAEESITO Z &,

11.1.7 FRREE (SEEFE)

)
PGS & U7 TR T 500 T BIER & U CRRR A 200, 129) 885 S TUh 5,
S O TR A 5 b LIPS LI B R R A s ST 5, IR D
L5 AR DAL, AP L, ERREETD 2 L,

11.1.8 & (FBETRHR)

(fiFa5)
ENOEERRER COMEILX 20 o723, SME O 1 HHRER CHRBIBR A 313BI DN, ARFIE &L L
TBBIRO T TR a2 G LI 1B, RBSFEE LT, ZOWN1HIZ80mgl 5 CEHE R KM TH -
77
2, AFIOTHEEHE CHEFS L L CL4BIORMRRE S TN D,
FANFRD LN HAITIE, HGE2TIEL, @URAEEITY Z &,
(TVI-10. @& S| OHEZSH)
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11.1.9 EFIOFEABZIZL 55EE BEEFH)
[8. 3]

(i)
SANDHINBLI L BTV T, ENAERIOERITD 20 b 00, AR CED Ik
UPMDAZSEHE L7z Lt 7 Mt - R E B ST — & ~— AT & 5 R AR RIC ST,
HEE OB R EE - BAEORE, KT 5 2 L ASEE L IS b e, A A K -
R TR A R S et AR B T S X BE L (2019456 ).,
(TVI-5. T HAVER & 2 OBH)OHBR)

(2) ZDHthDEI1EH

1.2 2 Db DEIERA

5%LL | 0. 1~5% Al B A
AEYREIR R, B, Mojm. W WIE - P
= Eufles BER, e
s Bl gk, FAL AARCE O
(A B HEARR
SR, AT &, JRPTIHERL
W - B i HERE. AT E R, R

PoRE, WK, BimE

SR, FEPREAREME OBGR, AR
E, RER, EENRIH, AREE

N Bt PN
R | IR (7.7%) HEV, BHEBLR, HRE. A

g R S
IR 5 Y WHEE R P, W
B RS, O FEE WAL, RIT. BB
PR g%éﬁbﬁ%% (ALT E5-. AST k&
Z Ot CK B3 JelUE. SR, BA0sGE | B, 1FT0 . R, e R
(fif7)

EN ORI T 2RIERRBEIC RS & FAIE U C2LL B2 S mIERH & O
RIS A B 2 508 L7, F72, KENRM SCE R OSKE A V7 1O EBRIRA SCEICREE ST
WD BIER B OV R AR BR CRBUBEE 23 1% LA EORIERIC W T HEt#H L 72,

72k, ENOERARRR CIIRBE T, KERMA SCE L OCKE A V7 O E BRI SCEIZ R id ST
WDRIERIZOWTIE, BERI & L TRl L7z,
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OB ERRBFHEE-—ERF
(1) THERBIRIEHA SR K ORR AR — 5

1) HBMEERRERERE

H A TR E TOWR i P Rl AR A & 3
A f R 2K 54 303 348
A E B 274 1,681 1,955
BRI 45 oD F8 BUE (il 5 51 71 122
RIE S5 DR B 76 89 165
BIVE A % DI BUEF R 18.61% 4.22% 6.24%
Bl fE R & o RIVERSOREIEBUER  (F) = (%)
Rk L Ok hEE 1 (0.36) - 1 (0.05)
RAREOR 1 (0.36) 1 (0.05)
TR E 28 (10.22) 33 (1.96) 61 (3.12)
FEIED 6 (2.19) 9 (0.54) 15 (0.77)
IRALE D F 1 (0.06) 1 (0.05)
SHYF 2 (0.12) 2 (0.10)
HIR R 1 (0.36) 1 (0.05)
R RINES 3 (1.09) 2 (0.12) 5 (0.26)
FEPRAOHS RE S 2 (0.12) 2 (0.10)
it 1 (0.06) 1 (0.05)
PR 1 (0.36) 1 (0.05)
fEAR 21 (7.66) 16 (0.95) 37 (1.89)
AR E 1 (0.36) 1 (0.05)
PRk 1 (0.06) 1 (0.05)
AR 2 (0.73) 2 (0.10)
IR A Vo2 e 1 (0.36) 1 (0.05)
JetE 1 (0.36) 1 (0.05)
FI L OBk EE 1 (0.36) 1 (0.05)
T B 7 1 (0.36) 1 (0.05)
I = 1 (0.36) 2 (0.12) 3 (0.15)
EES 1 (0.36) 2 (0.12) 3 (0.15)
Jiiikeg i 2 (0.12) 2 (0.10)
ETY 2 (0.12) 2 (0.10)
M as. MEhds Z OEhmRE 1 (0.36) 4 (0.24) 5 (0.26)
e K] 3 2 (0.12) 2 (0.10)
CX e 1 (0.36) 1 (0.05)
MR 2 1 (0.06) 1 (0.05)
1 R e SE R 1 (0.06) 1 (0.05)
E) e 8 (2.92) 19 (1.13) 27 (1.38)
PR PRk 1 (0.06) 1 (0.05)
R 1 (0.36) 3 (0.18) 4 (0.20)
T 1 (0.36) 2 (0.12) 3 (0.15)
1 N RS 1 (0.36) 1 (0.05)
CETIN 3 (1.09) 11 (0.65) 14 (0.72)
M- 2 (0.73) 5 (0.30) 7 (0.36)
M OSSR 1 (0.36) 1 (0.05)
JH e R R 1 (0.36) 1 (0.05)
JIFAARE S e 1 (0.36) 1 (0.05)
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_ . ; RIVEHSORERIEBUER (20 £ (%)

BAR TR 5o HRGE CORR | R &

GRS X OV TR 2 (0.73) 2 (0.12) 4 (0.20)
it - 1 (0.06) 1 (0.05)

FET& 9 1 (0.36) 1 (0.05)

FRIEIE 1 (0.36) 1 (0.05)

EAliR 1 (0.36) 1 (0.06) 2 (0.10)

B # SRS L U SRk e 1 (0.36) 5 (0.30) 6 (0.31)
Vo fie g 1 (0.06) 1 (0.05)

K 1 (0.06) 1 (0.05)

B s Bt T 1 (0.36) 2 (0.12) 3 (0.15)

B N PRI 1 (0.06) 1 (0.05)

BB L ORI REE 1 (0.36) 1 (0.06) 2 (0.10)
BEIR 1 (0.36) 1 (0.06) 2 (0.10)

—i% - RHEER OB GEAOREE 17 (6.20) 16 (0.95) 33 (1.69)
I RE 4 (1.46) 1 (0.06) 5 (0.26)

i S A R 2 (0.73) 4 (0.24) 6 (0.31)

L IRR - 2 (0.12) 2 (0.10)

% 1 (0.36) 1 (0.05)

Ek 1 (0.36) 1 (0.05)

[(y=93 8 (2.92) 5 (0.30) 13 (0.66)

e 1 (0.06) 1 (0.05)

RS EN R 1 (0.06) 1 (0.05)

=) 5 (1.82) 2 (0.12) 7 (0.36)

R AR A 1 (0.36) 1 (0.06) 2 (0.10)
IRE R 1 (0.06) 1 (0.05)

BRI T 1 (0.36) - 1 (0.05)

(ZGBINE K OV Rl A2 D 5 5t)

DEEKRBREERE —E
BER A B A X120 (271F) ISR B, Ebd & L TIFALT (GPT) k&6, AST (GOT)
EHMETH - T,

m & H H TR S 1511 2K HLEAEK HHE (%)
| AR ER B 262 1 0.4
{Hﬂ;gg A 1 ER R 262 1 0.4
~ R 27Uy RN 262 1 0.4
@Y L E R 258 1 0.4
AL-PHII 251 1 0.4
LDHH#A1 2 2 —
AST (GOT) 263 5 1.8
i{tg ALT (GPT) H4/ 262 6 2.2
S = 262 1 0.4
BUNj&/ 262 1 0.4
VRN T 259 1 0.4
CK (CPK) #hn 3 3 —
TR — PN 2 2 —
JRIRE | IREEE 239 1 0.4

KFRIEFEERT)
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(2) HEMERA,

BOFIE, B RE K OVl o0 A 15 51 00 IV E I S8 SR

i i=N MR FIlVEAFEBL
= W7 POE U= % (%)
o 274 51 (18.6)
| M 215 39 (18.1)
P A B 59 12 (20.3)
—34 97 19 (19.6)
35—44 85 15 (17.6)
" 45—54 69 12 (17.4)
GO () 55— 64 23 5(21.7)
—39 146 28 (19.2)
40— 128 23 (18.0)
. 145 i 200 33 (16.5)
R My D BB O TR FE O 74 18 (24.3)
. oL 227 46 (20.3)
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FRSETORTRR
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4. BhEEX LR
FEERE
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A T OARGIRDL (202443 11 A K7D

5| 4 | AFXFVR

Br 72 4 |MAXALT® 5mg and 10mg Tablets, MAXALT® MELT 10mg oral lyophilisates

2 ft 4 |Organon Pharma, UK

HKERAHEH B | 199846 H 24 H
ZHEEX L | Acute treatment of the headache phase of migraine attacks with or without aura in

BIES adults.
Ak | MAXALT® 5mg and 10mg Tablets
B 4.2 Posology and method of administration

Method of administration

MAXALT should not be used prophylactically.

The oral tablets should be swallowed whole with liquid.

FEffect of Food: The absorption of rizatriptan is delayed by approximately 1 hour when
administered together with food. Therefore, onset of effect may be delayed when
rizatriptan is administered in the fed state (see also Pharmacokinetic properties,
Absorption).

MAXALT is also available as an alternative oral lyophilisate.

Posology

Adults 18 years of age and older

The recommended dose is 10 mg.

Redosing: Doses should be separated by at least two hours; no more than two doses
should be taken in any 24-hour period.

* for headache recurrence within 24 hours: If headache returns after relief of the
initial attack, one further dose may be taken. The above dosing limits should be
observed.

* after non-response: The effectiveness of a second dose for treatment of the same
attack, when an initial dose is ineffective, has not been examined in controlled trials.
Therefore, if a patient does not respond to the first dose, a second dose should not be
taken for the same attack.

Clinical studies have shown that patients who do not respond to treatment of an
attack are still likely to respond to treatment for subsequent attacks.

Some patients should receive the lower (5 mg) dose of MAXALT, in particular the
following patient groups:

* patients on propranolol. Administration of rizatriptan should be separated by at
least two hours from administration of propranolol (see section 4.5).

* patients with mild or moderate renal insufficiency.

* patients with mild to moderate hepatic insufficiency.

Doses should be separated by at least two hours; no more than two doses should be
taken in any 24-hour period.
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Paediatric patients

Children and Adolescents (under 18 years of age)

The safety and efficacy of MAXALT in children and adolescents under 18 years of age
has not yet been established.

Currently available data are described in sections 5.1 and 5.2, but no
recommendation on a posology can be made.

Elderly

The safety and effectiveness of rizatriptan in patients older than 65 years have not
been systematically evaluated.

MAXALT® MELT 10mg oral lyophilisates

4.2 Posology and method of administration

Method of administration

MAXALT MELT oral lyophilisates should not be used prophylactically.

MAXALT MELT oral lyophilisates need not be taken with liquid.

The oral lyophilisate is packaged in a blister within an outer aluminium sachet.
Patients should be instructed not to remove the blister from the outer sachet until
just prior to dosing. The blister pack should then be peeled open with dry hands and
the oral lyophilisate placed on the tongue, where it will dissolve and be swallowed
with the saliva.

MAXALT MELT is also available as a tablet formulation.

The oral lyophilisate can be used in situations in which liquids are not available, or to
avoid the nausea and vomiting that may accompany the ingestion of tablets with
liquids.

Posology

Adults 18 years of age and older

The recommended dose 1s 10 mg.

Redosing: Doses should be separated by at least two hours; no more than two doses
should be taken in any 24-hour period.

* for headache recurrence within 24 hours: If headache returns after relief of the
initial attack, one further dose may be taken. The above dosing limits should be
observed.

* after non-response- The effectiveness of a second dose for treatment of the same
attack, when an initial dose is ineffective, has not been examined in controlled trials.
Therefore, if a patient does not respond to the first dose, a second dose should not be
taken for the same attack.

Clinical studies have shown that patients who do not respond to treatment of an
attack are still likely to respond to treatment for subsequent attacks.

Some patients should receive the lower (5 mg) dose of MAXALT MELT oral
lyophilisates, in particular the following patient groups:

* patients on propranolol. Administration of rizatriptan should be separated by at
least two hours from administration of propranolol (see section 4.5).

* patients with mild or moderate renal insufficiency.

* patients with mild to moderate hepatic insufficiency.

Doses should be separated by at least two hours; no more than two doses should be
taken in any 24-hour period.

Paediatric population

Children and Adolescents (under 18 years of age)

The safety and efficacy of MAXALT in children and adolescents under 18 years of age
has not yet been established.

Currently available data are described in sections 5.1 and 5.2, but no
recommendation on a posology can be made.

Elderly

The safety and effectiveness of rizatriptan in patients older than 65 years have not
been systematically evaluated.

(JEDOSPC MAXALT®5mg and 10mg Tablets : 20224107 T
MAXALT® MELT 10mg oral lyophilisates : 20224£10 3 &7 1)
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4 | TAUH
fRoe4s | MAXALT® Tablets, MAXALT®-MLT
=tt4 | Merck, USA
TRFHEH B | 199856 H 29 H
ZREXIE | MAXALT® and MAXALT-MLT® are indicated for the acute treatment of migraine with or
R without aura in adults and in pediatric patients 6 to 17 years old.
ot |2 DOSAGE AND ADMINISTRATION
i Although rizatriptan benzoate 5 mg tablets and orally disintegrating tablets are
=

available in the marketplace, MAXALT Tablets and MAXALT-MLT Orally
Disintegrating Tablets are no longer marketed in

the 5 mg strength.

2.1 Dosing Information in Adults

The recommended starting dose of rizatriptan benzoate is either 5 mg or 10 mg for
the acute treatment of migraines in adults. The 10-mg dose may provide a greater effect
than the 5-mg dose, but may have a greater risk of adverse reactions /see Clinical
Studies (14.1)].

FRedosing in Adults

Although the effectiveness of a second dose or subsequent doses has not been
established in placebo-controlled trials, if the migraine headache returns, a second dose
may be administered 2 hours after the first dose. The maximum daily dose should not
exceed 30 mg in any 24-hour period. The safety of treating, on average, more than four
headaches in a 30-day period has not been established.

2.2 Dosing Information in Pediatric Patients (Age 6 to 17 Years)

Dosing in pediatric patients is based on the patient's body weight. The recommended
dose of rizatriptan benzoate is 5 mg in patients weighing less than 40 kg (88 Ib), and 10
mg in patients weighing 40 kg (88 1b) or more.

The efficacy and safety of treatment with more than one dose of rizatriptan benzoate
within 24 hours in pediatric patients 6 to 17 years of age have not been established.

2.3 Administration of MAXALT-MLT Orally Disintegrating Tablets

For MAXALT-MLT Orally Disintegrating Tablets, administration with liquid is not
necessary. Orally disintegrating tablets are packaged in a blister within an outer
aluminum pouch and patients should not remove the blister from the outer pouch until
just prior to dosing. The blister pack should then be peeled open with dry hands and the
orally disintegrating tablet placed on the tongue, where it will dissolve and be
swallowed with the saliva.

2.4 Dosage Adjustment for Patients on Propranolol

Adult Patients

In adult patients taking propranolol, only the 5-mg dose of rizatriptan benzoate is
recommended, up to a maximum of 3 doses in any 24-hour period (15 mg) /see Drug
Interactions (7.1) and Clinical Pharmacology (12.3)].

Pediatric Patients

For pediatric patients weighing 40 kg (88 1b) or more, taking propranolol, only a single
5-mg dose of rizatriptan benzoate is recommended (maximum dose of 5 mg in a 24-hour
period). Rizatriptan benzoate should not be prescribed to propranolol-treated pediatric
patients who weigh less than 40 kg (88 1b) [see Drug Interactions (7.1) and Clinical
Pharmacology (12.3)].

CKE O HA 2021426 1 823 T)
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FDA  CRE# 3CE D FEH)
8.1 Pregnancy

Risk Summary
Available human data on the use of MAXALT 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 /see Animal Data/.

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.

Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk
In women with migraine, there is an increased risk of adverse perinatal outcomes in the mother,

including pre-eclampsia and gestational hypertension.
Data
Human Data

The Pregnancy Registry for MAXALT 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 MAXALT. Additionally, there was significant loss to follow-up in the prospective pregnancy
reports, further complicating this assessment of an association between MAXALT 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.

Animal Data

When rizatriptan (0, 2, 10, or 100 mg/kg/day) was administered orally to pregnant rats throughout
organogenesis, a decrease in fetal body weight was observed at the highest doses tested. At the mid dose
(10 mg/kg/day), which was a no-effect dose for adverse effects on embryofetal development, plasma
exposure (AUC) was approximately 15 times that in humans at the maximum recommended human dose
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(MRHD) of 30 mg/day. When rizatriptan (0, 5, 10, or 50 mg/kg/day) was administered orally to pregnant
rabbits throughout organogenesis, no adverse fetal effects were observed. Plasma exposure (AUC) at the
highest dose tested was 115 times that in humans at the MRHD. Placental transfer of drug to the fetus
was demonstrated in both species.

Oral administration of rizatriptan (0, 2, 10, or 100 mg/kg/day) to female rats prior to and during
mating and continuing throughout gestation and lactation resulted in reduced body weight in offspring
from birth and throughout lactation at all but the lowest dose tested (2 mg/kg/day). Plasma exposure (AUC)
at the no-effect dose (2 mg/kg/day) for adverse effects on postnatal development was similar to that in
humans at the MRHD.

Oral administration of rizatriptan (0, 5, 100, or 250 mg/kg/day) throughout organogenesis and
lactation resulted in neonatal mortality, reduced body weight (which persisted into adulthood), and
impaired neurobehavioral function in offspring at all but the lowest dose tested. Plasma exposure (AUC)
at the no-effect dose for adverse effects on postnatal development (5 mg/kg/day) was approximately 8 times
that in humans at the MRHD.

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 considered along with the mother’s
clinical need for MAXALT or MAXALT-MLT and any potential adverse effects on the breastfed infant from
MAXALT or MAXALT-MLT 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.

(2024 4 3 H 11 HEES)

F—A N7 U T D4FE (An Australian categorisation of risk of drug use in pregnancy)

B1 (2023 # 4 A) 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.

(2024 4 3 H 11 HHEES)
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1 INDICATIONS AND USAGE

MAXALT® and MAXALT-MLT® are indicated for the acute treatment of migraine
with or without aura in adults and in pediatric patients 6 to 17 years old.
2 DOSAGE AND ADMINISTRATION
2.2 Dosing Information in Pediatric Patients (Age 6 to 17 Years)

Dosing in pediatric patients is based on the patient's body weight. The
recommended dose of rizatriptan benzoate is 5 mg in patients weighing less
than 40 kg (88 Ib), and 10 mg in patients weighing 40 kg (88 1b) or more.

The efficacy and safety of treatment with more than one dose of
rizatriptan benzoate within 24 hours in pediatric patients 6 to 17 years of age
have not been established.

2.4 Dosage Adjustment for Patients on Propranolol

Pediatric Patients

For pediatric patients weighing 40 kg (88 Ib) or more, taking propranolol,
only a single 5-mg dose of rizatriptan benzoate is recommended (maximum dose

of 5 mg in a 24-hour period). Rizatriptan benzoate should not be prescribed to
propranolol-treated pediatric patients who weigh less than 40 kg (88 1b) /see
Drug Interactions (7.1) and Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
Safety and effectiveness in pediatric patients under 6 years of age have not been

established. The efficacy and safety of MAXALT in the acute treatment of migraine in
patients aged 6 to 17 years was established in an adequate and well-controlled study
[see Clinical Studies (14.2)].

The incidence of adverse reactions reported for pediatric patients in the acute
clinical trial was similar in patients who received MAXALT to those who received
placebo. The adverse reaction pattern in pediatric patients is expected to be similar to
that in adults.

¥EEDSPC

(bmg and 10mg
Tablets : 2022 4F
10H . 10mg oral
lyophilisates
20224F101)

Posology and method of administration

Paediatric population
Kids and Children (under 18 years of age)
The safety and efficacy of MAXALT in children and adolescents below 18 years old has
not however been set up.
Currently available data are referred to in areas 5. 1 and five. 2, yet no suggestion on
a posology can be produced.

(202443 A 11 H W 5)
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