L4 7R—& 50mg
LA7 :—ﬁ 100mg
BT 2&EH

AREBHIFLH S NV IE ISR 2 MR R ONE O FAEE
AARA =74V ) RS H D £97,
YRR O ERE ] ORI B LIS O E R H AN AE
BE2FIHST 5 2 S ITHERERE A,

BEA—54 1)) —#H%A=tt




LY573144 (Migraine) 1.5 JJF TR L O M OBRFE Ok

L A4 ;R—&E 50mg
L4 7R—§&E 100mg

1.5 BEXTIRROERRUBRDEE

BEA—54 1)) —#H%A=tt



LY573144 (Migraine)

1.5 R 33 R ORsEE K OB 38 ok

151 EJFEOUIFE OB oo,
152 BEFE DB oo
1.52.1 FERG R ARBR OB oo,
1.52.2 B R TR BR DM <.,

1.5.2.3 HIHY R0 5 OB S Ok

1.5.2.4 BRIRT — 2 /80 5= v,
153 AR OIS <A

1.54  TRAITH OB

1.5 EIITE ROk M OBHFE ORtfE



LY573144 (Migraine) 1.5 2R IEFE L ORKHE K OBRAFE Df%fE

1.5 EREXIERROZBERUMFEORERE
151 ERXIIHRROEE

TAIVEanyl (ZAIVZ ) 1L, 20.£|5Iﬂ \Z Eli Lilly and Company (Z & - TH
S io, KGO BERE S-HT p 2 BRIREBIEE CTH 2,

R 3 — MBI O 72 0> TR b ERIRAICE B R TH 5, BURICIZ T, Bl MEH:, Ot
W, e A 2L, BREME TR EET SO ATHRICRE R HE 727,
BAETIE b Y 75 2 RIEHD R OBMEINERORE 1 #REE L LTHO LA TWD A, BIED
R O SPERIRE IR & LT, bR, e R B ISR EE R G L TT
Ay b AT LAV ==ZAPEL, ZRE T LWIGRENEEh TV D (6 2511
H)

TAIVE AL, AR T D R AR L LTRSS, JAITVZ T H
MXIZI2ZE L, HHX S OVRAE O = XA R I Z R Bl 5 5-HT g LB IRITRIRAIICHE AT 5
ZEITED, XML OMBRMEEME (CGRP KNI V4 I VBE) O EMflT25 &5 %
bbb, FAITVE UL, AV =N EE2GT 5 N 77X U RIEH & Blp D FHEE 2 RO
Ditan RHAITH 2, b U 77 RIANTMAEBREEM & B35 5-HT g A MRITEAME 27~
N, TAIVH UL S-HT g B L T 5-HT | p S BARIC 470 (5288 2 DA AL, b |
TEENIR 2 FH N 72 3R 5 O FERG R BBR CIVE NS E RO b o, ZOXHICTAIVH

I, BUFEARHEIRE S LCTHOWOINLD MU 7 U REA L3R 7 DA L OSSR ) 7 e 7
TANEAL, FBEBEREDT Ay b« AT 4 AN - ==X &qicd LS Tnd 68
2.5.12.15) ,

7 AI UK OB IL El Lilly and Company (2 & - TR 46 & 4L, 2005 412 CoLucid
Pharmaceuticals, Inc 735 Z KV 7214, 2017 4F7> 6 BN Eli Lilly and Company 73 B3 217> 72,

152 FXDORERE

T AIVZ o ORGERFEARHFEICR D, E. FERRR K ORI (&ﬁ%ﬂ)w%%®&ﬁl
2% 1.5-1 ([T d, FERRRERER K ORRAGRER OIS . #iH1 Y /6 0BE ., WK T —# /3
v = VEEIZOWT, LLTICEHET B,

1.5.2.1 JEERPREHER DHLEE

TAIVE ANTOWT, —EDOIERERFM A FEhE L 7=,

FERRPRIHER E LT, A I T X D in vitro X in vivo 1EF % 2FAf L 72 S50 SR ERFER
xiV&y@@mﬁ%ﬂﬁbt%&%%ﬁﬁ%&w?x:V&V%ﬁﬁﬁmw&ﬁbtk%@u
MR, PSR, FPUGR M OB HERE~ DB 2 51l U 72 22 MR BB 2 F2fi L 7= (55 2.6.2
R O 2.6.3) .

e clX, EERBR L OEERBRCHER LIcBmEch s~y A, Ty b, UFXRK
OA BT DT AIVZ o OFYEELZ R Le (F 2.6.4 R OHZEFR 2.6.5) .

BERBRE LT, HRERGEERR, &R 9 » A FCoBERGHEERR, BEErERER, 2
AUSEMERRER, AR A B R, IR R S OO B & 40 L 72 (B 2.6.6 TH L OMEEESR
2.6.7) .



LY573144 (Migraine) 1.5 FRJF TR R ORGSR M OB Ok

JFBPK ST, SEBNERB R CBERBRORRE D, 72 IV 5 L OB T 1 7 7 4
DESPEDTEN T DAL, EIHN TR T 5 Z R RIS S LTT % 3
VEEMRT S LAKESND (2455

1.5.2.2 EGKREAERDHLRE
T AIVH v OWEINEIREER OB I1X. 55 25122 HT A I VX ORI TRT, £,
AIRDORFEIZIIT DEERABR OIS IX, 5 2.5.1.2.3 HEN TORKER TR,

1523 RHLENLOHE OREE
205 B cEsnEme o e o= TG
s Gl L. I O .

THEx2E- (3825131H)

1524 BEBERT—21\vi5—o

RHGEDWIKT — % v r—Uik, sk E LT 7Bk, 288 RE LT 20 RO GEF 27
R TH Y | M ORGERER T 5 LAHI 3Bk, LAHK 3BR, LAU BBk, Vst o R B2 2 rkaR
Th 2 LAHL#RER, HARANZxIG L L7z LAIE #RB & O LAIH 7Bk, I ONZ thorough QT/QTc ik
T % LAHP iR O R 2 &R & L (BB 2.5.1.4 1)

153 AMMERUVREHICEISHAK

TAIVE L ORINEROPZEMEIZIES S AL, 5§ 256 HXRT v e U X7 IZBT
DiEamCRT, FEh LR O BEIC BT, T A I VX O FEERIEIEO ARG
TEHREXT 4w e DRI DONT U RAFRFTHD EB 272720, LLFOBEXITEE. Aikk
OH BT TARER M EGEAGE PG 21T 2 L & L,

(EEHEIERAESHES
REEL

[ F S LR OV &)
WH. AT T AI VXL LT 1A 100mg & FEERBEIERICRR 0555, =720, BFHOD
ARAEIZ)E U C 18] 50mg X% 200mg #5425 Z LT 5,
SEJR OTH IR ISR L2 aE, 24 B H 720 OG5 8)Y 200mg % 2 72\ WEiPH TR 5 C
&%,

154 SRITHUOINNRESK

AFICBWTTAI UV O/NRBISSLE &Kl L =3 H

R X IER AR M 0 R T, BT R AR BN X 0 BER AN L, BERRIEIR &
L CHELROEBEL - S IBEE L0 B D 5, OB D, BEAFICKEE X - TRAE L
T, AR 1 & 2 R AFETSE 2016 Tl FEEAFFERN IR TE 20, HARTE 4
L2 B TS (GBD 2016) . 20 kAsliti /N R OVEER O R BR AW RIX 7.7% & ST
% (Abu-Arafeh et al. 2010) , AFRT & /NE KR ORI O F8E A 7R 1T R A 15.6% (Suzuki



LY573144 (Migraine) 1.5 FRJF 3% R O B OVBRFE O

etal. 2005) . F154 4.8% (Ando etal. 2007) . /¥4 3.5% (Goto etal. 2017) &SN TED
FHERH AT E A 723 HlITZ 0,

WERBG ClIA 77 a7 2007 v b7 2 7 = OENR 72/ NEo FEERICR L, b
U7 a2 REERIBER SN DGER DD, R TIIRAD IR OREMIREELE LT RY 74
VRIERND S FIERINTHD R, W b/NNRITHT DisIE e <. MY T Z R EH O E
RAERESCTREMICET 27 — 2 B+ L IEE 22V T CESAMER S Tn b,

DL BRERNL, BN L b/NRERG L LzEELFRRRICSI L, AR OZ S
PEOFERIZIE S TAI VX LV ORFAREH/LZ EIZLY, REO/NEFBEFEREICHT R
PEHNRESE OB A O N TE D LB R D,

FAIVEVDO/NRBRIZ OV TORCKERAIY /L DEERNEDHE

TAIVZO/NRBEAFIZONTIL, KED Pediatric Study Plan J OVRKJN 0 Pediatric
Investigational Plan (Z-DUNCTHLHI XY & & 3w L. /N B BE ISk 2 2EERIE & L CTo
2D D HIHYT 6 kbl 1 18R M /N 255 & LT 2019 441X L 0 55 1 AHEBR T & % H8H-
MC-LAHX #B (LT, LAHX #kBR) #BHtA L7-, LAHX S BROFER, NETOTAITPH D
WEREA MR L, AR L CRIFTH o7, 5l&kex, /NEFER ORI
TLHTAIVE U OFEINER NZ ALY 2 BT, EERILFEZE 3 B Cdh 5 H8H-MC-
LAHV B (LLF, LAHV #BR) & O HSH-MC-LAHW B (E#iZz ek, LITF, LAHW &
BR) % 2020 XL W FERML TS,

LAHV 5k

LAHV #BRIX, 67k LL b 18 i /N 7 SR FBF O GG At & Lo, [EFRIEE, M6
EXfb, ZEEM, WATHM., 77 Al 8 3MHRRTH L, ARBRTIL, AEmRBIECK
THTAITHL 50, 100, KTU200mg fHY & (B A D 50, 100, TR 200 mg ([ ZFH 2§ 5 WRiEE &
BLHE) oM. ettt RKOERENEZ T 78R & EGHET 5,

FEHT, IR 2 REEEICERETE R AR O 7ok OFIA 12OV T, 7 A IV F 200 mg tH
BENRTTERLVENRN TS E WO EMERIET 52 L THDH, EARRENRERIX, IRA 2 REH
BACIRIRIE R 2R D TR DOFEIAIZON T, TAITH 100 LT 50 mg fHY &7 7R K
DENTWAENE I DERGETHZ L Th D,

LAHV 58k T OA A AFVEFIEIIA 1633 B2 FHE L T\ 5,

LAHW 5%

LAHW &8I, 8 E1C LAHX 3B UL LAHV BRERICHAAN DILE T Lic/NE iR BE %
KL L1212 5 Howim &, EERILE, SERb, FER. HIHRRTH L, #REITI5RS
MEFIZ 1 0 1 OEETT AP X100 KON 200 mg Y& (A D 100 J2 O 200 mg [ZFH 244 5 B
Ao ME) [CEESIZEIVSTBND,

FEHME, NEFBEREEORMIRELE LTI AI DX A RMBEEH Lz & 2 oesett
KOBEMOFECH 5, ERENRAIL, /NEF COEHIE O FEERBIEOIERIZT AIY
H U ETA LT & & O ERREICHET 5 2 L THh 5,



LY573144 (Migraine) 1.5 R S EE RO R K OB 3 i

N

BB, WONTT A ITH 2 100 mg FH5 OBREIZEIER BT S gdRE T BEEOREIC
FOHEFENMLEL R o756, S0mg Y EICHET 52 LN TE D,
LAHW 582 T3 6 5 H R 18] A BLETREREE & ik 9~ 2 #8823 200 F1LL L 12 % A

W) 1B H L EIRBEEZ IR o 8BRE s 75 BILL EE b & THIL TV 5,

AR T HRFBEHEOME IR OSSR, NEIARKORRETES)

ABHEPSHE 1 FHRBR TH D LAHX RERICSIN L7z, 5l& il EIni=2 3 B Th 5
LAHV B K ONEMZ 2R ch 5 LAHW RE (Eil) I2d, AL 3L TV 5,
LAHV 5B~ A AR N OFL A AFL BEEEUT 160 I TH D,

/N R B D BRI T E S

LAHV B & O LAHW sBR CRREL TWDH T AI VX 2 50 mg FY & (BRA D 50 mg [ZFH4 3
DIETEA D HE) (X, KE 40 kg LT O/NRBEERE TlX 25 mg OIRAETH L, LIeh> T,
R RICE > TUETAITVH D 25 mg i EiliT 2 feERH 5, 7o, NEAICE L
BH TRV, TAI VX O OBENREROBEEZRF LT, /METHEMR SIS EE
MWRnd 5,

[2E3Cik]

Abu-Arafeh I, Razak S, Sivaraman B, et al. Prevalence of headache and migraine in children and
adolescents: a systematic review of population-based studies. Dev Med Child Neurol. 2010
Dec;52(12):1088-97.

Ando N, Fujimoto S, Ishikawa T, et al. Prevalence and features of migraine in Japanese junior high school

students aged 12-15 yr. Brain Dev. 2007 Sep;29(8):482-5.

[GBD] Global Burden of Disease 2016 Disease and Injury Incidence and Prevalence Collaborators. Global,
regional, and national incidence, prevalence, and years lived with disability for 328 diseases and injuries
for 195 countries, 1990-2016: a systematic analysis for the Global Burden of Disease Study 2016.
Lancet. 2017;390(10100):1211-59. (CTD % 5.4.23 THIZHsFT)

Goto M, Yokoyama K, Nozaki Y, et al. Characteristics of headaches in Japanese elementary and junior
high school students: A school-based questionnaire survey. Brain Dev. 2017 Oct;39(9):791-8.

Suzuki S, Hirata K, Tatsumoto M. [The prevalence and character of primary headache in Japanese high

school students]. Rinsho Shinkeigaku. 2005 Oct;45(10):717-23. Japanese.



LY573144 (Migraine)

PRI H

A BB % BB

FHE AR AR

ADME

5 1 HEER

o5 2 tHEER

5 3 FHEER

1.5-1

SRAIVEUDRFEDERER

1.5

LT IFE S Dkt [ ONBAFE D i




LY573144 (Migraine) 1.6 SMENCIT D RSB 2 &k

L A4 ;R—&E 50mg
L4 7R—§&E 100mg

1.6 SNBEICETHERARKREEFICETLIEN

BEA—54 1)) —#H%A=tt



LY573144 (Migraine) 1.6 SMENZH T DR IR 5 &k

B #
1.6 AMENC I 1T A0 A R i LT B0 2 B oo s
1.6.1 AN EIC IS T D HEE o TR TI oottt et

1,62 IR T A8 T D T T S aE oottt ettt ettt ettt eeenn



LY573144 (Migraine) 1.6 SMENZH T DRI IR 2 &k

1.6 SNEICET2ERARREFIETIEH

1.6.1  SEIZHEITHHE - AKBRR

2021 42 7 A 15 HBIFETT A V& % TRIJRZ M O U2 W T BRR O A iiag | &%)
REXIIZIR L LCTREZED 3 » [ HTERIN TS, FRINTIE, 20.E .ﬂ (KRGS A AT
-7z, 7z, Eli Lilly & Company /%, Health Canada & ¥i5ff SCEDOFLHANEIZ O THE TE )
ST EMB, 2021 42 A T X TORRBHEEZRY Fif,

SMENZ BT 2 EHEEOAGIRILZ £ 1.6-1 1ITR-7,

& 1.6-1 S EICH 1T EHEERE (2021 F7 A 15 BIRE)

]/ a3 HE XT3 AR H
K[E HTIR 2 £ 9 XU 72\ R O 2k TG 2019 4F 10 H

162 HNEIZBITIHRAXE
FTAIVHE L DORETET —Z 32— (CDS) KMUSKEOHRFACE: (USPD) #ERA4 5,



HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
REYVOW safely and effectively. See full prescribing information
for REYVOW.

REYVOW (lasmiditan) tablets, for oral use, CV
Initial U.S. Approval: 2020

INDICATIONS AND USAGE --------=memmmemmmmemmeeaam

REYVOWP® is a serotonin (5-HT) 1F receptor agonist indicated for the
acute treatment of migraine with or without aura in adults. (1)

Limitations of Use

REYVOW is not indicated for the preventive treatment of migraine. (1)

* The recommended dose is 50 mg, 100 mg, or 200 mg taken orally,
as needed. (2)

* No more than one dose should be taken in 24 hours. (2, 5.1)
* Administer tablets whole. (2)

Tablets: 50 mg, 100 mg, 200 mg (3)

CONTRAINDICATIONS

*  None. (4)

« Driving Impairment: Advise patients not to drive or operate
machinery until at least 8 hours after taking each dose of
REYVOW. Patients who cannot follow this advice should not take
REYVOW. Patients may not be able to assess their own driving
competence and the degree of impairment caused by REYVOW.
(6.1

1

» Central Nervous System (CNS) Depression: REYVOW may cause
CNS depression and should be used with caution if used in
combination with alcohol or other CNS depressants. (5.2, 7.1)

» Serotonin Syndrome: Reactions consistent with serotonin
syndrome were reported in patients treated with REYVOW.
Discontinue REYVOW if symptoms of serotonin syndrome occur.
(5.3)

* Medication Overuse Headache: Detoxification may be necessary.
(5.4)

ADVERSE REACTIONS
Most common adverse reactions (5% and > placebo) were dizziness,
fatigue, paresthesia, and sedation. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly
and Company at 1-800-LillyRx (1-800-545-5979) or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

* REYVOW may further lower heart rate when administered with
heart rate lowering drugs. (7.3)

» Avoid concomitant use with P-gp and Breast Cancer Resistant
Protein (BCRP) substrates. (7.4)

+ Based on animal data, may cause fetal harm. (8.1)

* REYVOW has not been studied in patients with severe hepatic
impairment (Child-Pugh C) and its use in these patients is not
recommended. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved Medication Guide.

Revised: 01/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
REYVOW® is indicated for the acute treatment of migraine with or without aura in adults.

Limitations of Use

REYVOW is not indicated for the preventive treatment of migraine.

2 DOSAGE AND ADMINISTRATION

The recommended dose of REYVOW is 50 mg, 100 mg, or 200 mg taken orally, as needed. No more than one dose
should be taken in 24 hours, and REYVOW should not be taken unless the patient can wait at least 8 hours between
dosing and driving or operating machinery [see Warnings and Precautions (5.1)].

A second dose of REYVOW has not been shown to be effective for the same migraine attack.
The safety of treating an average of more than 4 migraine attacks in a 30-day period has not been established.
REYVOW may be taken with or without food.

Administer tablets whole; do not split, crush, or chew.

3 DOSAGE FORMS AND STRENGTHS
REYVOW (lasmiditan) tablets are available in three strengths:

+ 50 mg tablet: light gray, oval, film coated, tablets with “L-50” debossed on one side and “4312” on the other

* 100 mg tablet: light purple, oval, film coated, tablets with “L-100” debossed on one side and “4491” on the
other

* 200 mg tablet: gray, oval, film coated, tablets with “L-200” debossed on one side and “4736” on the other

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Driving Impairment

REYVOW may cause significant driving impairment. In a driving study, administration of single 50 mg, 100 mg, or 200 mg
doses of REYVOW significantly impaired subjects’ ability to drive [see Clinical Studies (14.2)]. Additionally, more
sleepiness was reported at 8 hours following a single dose of REYVOW compared to placebo. Advise patients not to
engage in potentially hazardous activities requiring complete mental alertness, such as driving a motor vehicle or
operating machinery, for at least 8 hours after each dose of REYVOW. Patients who cannot follow this advice should not
take REYVOW. Prescribers and patients should be aware that patients may not be able to assess their own driving
competence and the degree of impairment caused by REYVOW.

5.2 Central Nervous System Depression

REYVOW may cause central nervous system (CNS) depression, including dizziness and sedation [see Adverse
Reactions (6.1)].

Because of the potential for REYVOW to cause sedation, other cognitive and/or neuropsychiatric adverse reactions, and
driving impairment, REYVOW should be used with caution if used in combination with alcohol or other CNS depressants
[see Drug Interactions (7.1)]. Patients should be warned against driving and other activities requiring complete mental
alertness for at least 8 hours after REYVOW is taken [see Warnings and Precautions (5.1)].

5.3 Serotonin Syndrome

In clinical trials, reactions consistent with serotonin syndrome were reported in patients treated with REYVOW who were
not taking any other drugs associated with serotonin syndrome. Serotonin syndrome may also occur with REYVOW
during coadministration with serotonergic drugs [e.g., selective serotonin reuptake inhibitors (SSRIs), serotonin
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norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants (TCAs), and monoamine oxidase (MAQ) inhibitors].
Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations, coma), autonomic
instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular signs (e.g., hyperreflexia,
incoordination), and/or gastrointestinal signs and symptoms (e.g., nausea, vomiting, diarrhea). The onset of symptoms
usually occurs within minutes to hours of receiving a new or a greater dose of a serotonergic medication. Discontinue
REYVOW if serotonin syndrome is suspected.

54 Medication Overuse Headache

Overuse of acute migraine drugs (e.g., ergotamines, triptans, opioids, or a combination of these drugs for 10 or more days
per month) may lead to exacerbation of headache (i.e., medication overuse headache). Medication overuse headache
may present as migraine-like daily headaches or as a marked increase in frequency of migraine attacks. Detoxification of
patients including withdrawal of the overused drugs and treatment of withdrawal symptoms (which often includes a
transient worsening of headache) may be necessary.

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:

* Driving Impairment [see Warnings and Precautions (5.1)]

* Central Nervous System Depression [see Warnings and Precautions (5.2)]
« Serotonin Syndrome [see Warnings and Precautions (5.3)]

* Medication Overuse Headache [see Warnings and Precautions (5.4)]

6.1 Clinical Trials Experience

Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed in the clinical
studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not reflect the rates
observed in practice.

The safety of REYVOW has been evaluated in 4,878 subjects who received at least one dose of REYVOW. In 2 placebo-
controlled, Phase 3 trials in adult patients with migraine (Studies 1 and 2), a total of 3,177 patients received REYVOW 50,
100, or 200 mg [see Clinical Studies (14.1)]. Of the REYVOW-treated patients in these 2 studies, approximately 84% were
female, 78% were White, 18% were Black, and 18% were of Hispanic or Latino ethnicity. The mean age at study entry
was 42.4 years (range 18 to 81).

Long-term safety was assessed for 2,030 patients, dosing intermittently for up to 12 months in a long-term safety study.
Of these, 728 patients were exposed to 100 mg or 200 mg for at least 3 months, 361 patients were exposed to these
doses for at least 6 months, and 180 patients were exposed to these doses for at least 12 months, all of whom treated at
least 2 migraine attacks per month on average. In that study, 14% (148 out of 1,039) in the 200 mg dose group, and 11%
(112 out of 991) in the 100 mg dose group withdrew from the trial because of an adverse event. The most common
adverse event resulting in discontinuation in the long-term safety study (greater than 2%) was dizziness.

Table 1 shows adverse reactions that occurred in at least 2% of patients treated with REYVOW and more frequently than
in patients who received placebo in Studies 1 and 2. The most common adverse reactions (at least 5%) were dizziness,
fatigue, paresthesia, and sedation.



Table 1: Adverse Reactions Occurring in 22% and at a Frequency Greater than Placebo in Studies 1 and 2

Adverse Reaction REYVOW 50 mg REYVOW 100 mg REYVOW 200 mg Placebo
N=654 N=1265 N=1258 N=1262
% % % %
Dizziness 9 15 17 3
Fatigue® 4 5 6 1
ParesthesiaP 3 7 9 2
Sedation® 6 6 7 2
Nausea and/or 3 4 4 2
Vomiting
Muscle Weakness 1 1 2 0

@ Fatigue includes the adverse reaction related terms asthenia and malaise.
b Paresthesia includes the adverse reaction related terms paresthesia oral, hypoesthesia, and hypoesthesia oral.
¢ Sedation includes the adverse reaction related term somnolence.

Less Common Adverse Reactions

The following adverse reactions occurred in less than 2% of REYVOW-treated patients but more frequently than in
patients receiving placebo: vertigo, incoordination, lethargy, visual impairment, feeling abnormal, feeling hot or feeling
cold, palpitations, anxiety, tremor, restlessness, sleep abnormalities including sleep disturbance and abnormal dreams,
muscle spasm, limb discomfort, cognitive changes, confusion, euphoric mood, chest discomfort, speech abnormalities,
dyspnea, and hallucinations.

Hypersensitivity

Events of hypersensitivity, including angioedema, rash and photosensitivity reaction, occurred in patients treated with

REYVOW. In controlled trials, hypersensitivity was reported in 0.2% of patients treated with REYVOW compared to no
patients who received placebo. If a serious or severe hypersensitivity reaction occurs, initiate appropriate therapy and

discontinue administration of REYVOW.

Vital Sign Changes

Heart Rate Decrease

REYVOW was associated with mean decreases in heart rate of 5 to 10 beats per minute (bpm) while placebo was
associated with mean decreases of 2 to 5 bpm. Consider evaluating heart rate after administration of REYVOW in
patients for whom these changes may not be tolerated, including patients taking other medications that lower heart rate
[see Drug Interactions (7.3)].

Blood Pressure Increase

REYVOW may increase blood pressure following a single dose. In non-elderly healthy volunteers there was a mean
increase from baseline in ambulatory systolic and diastolic blood pressure of approximately 2 to 3 mm Hg one hour after
administration of 200 mg REYVOW compared to a mean increase of up to 1 mm Hg for placebo. In healthy volunteers
over 65 years of age, there was a mean increase from baseline in ambulatory systolic blood pressure of 7 mm Hg

one hour after administration of 200 mg REYVOW compared to a mean increase of 4 mm Hg for placebo. By 2 hours,
there were no increases in mean blood pressure with REYVOW compared to placebo. REYVOW has not been well
studied in patients with ischemic heart disease. Consider evaluating blood pressure after administration of REYVOW in
patients for whom these changes may not be tolerated.

7 DRUG INTERACTIONS

71 CNS Depressants

Concomitant administration of REYVOW and alcohol or other CNS depressant drugs has not been evaluated in clinical
studies. Because of the potential of REYVOW to cause sedation, as well as other cognitive and/or neuropsychiatric
adverse reactions, REYVOW should be used with caution if used in combination with alcohol or other CNS depressants
[see Warnings and Precautions (5.2)].

7.2 Serotonergic Drugs
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Concomitant administration of REYVOW and drugs (e.g., SSRIs, SNRIs, TCAs, MAO inhibitors, trazodone, etc.), over-the
counter medications (e.g., dextromethorphan), or herbal supplements (e.g., St. John’s Wort) that increase serotonin may
increase the risk of serotonin syndrome [see Warnings and Precautions (5.3)]. Use REYVOW with caution in patients
taking medications that increase serotonin.

7.3 Heart Rate Lowering Drugs

REYVOW has been associated with a lowering of heart rate [see Adverse Reactions (6.1)]. In a drug interaction study,
addition of a single 200 mg dose of REYVOW to propranolol decreased heart rate by an additional 5 beats per minute
compared to propranolol alone, for a mean maximum of 19 beats per minute. Use REYVOW with caution in patients
taking concomitant medications that lower heart rate if this magnitude of heart rate decrease may pose a concern.

7.4 P-gp and Breast Cancer Resistant Protein (BCRP)

REYVOW inhibits P-gp and BCRP in vitro. Concomitant use of REYVOW and drugs that are P-gp or BCRP substrates
should be avoided.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk associated with the use of REYVOW in pregnant women. In animal
studies, adverse effects on development (increased incidences of fetal abnormalities, increased embryofetal and offspring
mortality, decreased fetal body weight) occurred at maternal exposures less than (rabbit) or greater than (rat) those
observed clinically (see 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 estimated rates of major birth defects (2.2% to
2.9%) and miscarriage (17%) among deliveries to women with migraine are similar to rates reported in women without
migraine.

Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk

Published data have suggested that women with migraine may be at increased risk for preeclampsia and gestational
hypertension during pregnancy.

Data
Animal Data

Oral administration of lasmiditan (0, 100, 175, or 250 mg/kg/day) to pregnant rats throughout organogenesis resulted in
increases in skeletal variations at the mid and high doses and reduced fetal body weight at the high dose. The high dose
was associated with maternal toxicity. At the no-effect dose (100 mg/kg/day) for adverse effects on embryofetal
development in rats, plasma exposure (AUC) was approximately 10 times that in humans at the MRHD.

Oral administration of lasmiditan (0, 50, 75, or 115 mg/kg/day) to pregnant rabbits throughout organogenesis resulted in
malformations (skeletal and visceral), increases in skeletal variations and embryofetal mortality, and decreased fetal body
weight at the highest dose tested, which was associated with maternal toxicity. Plasma exposure (AUC) at the no-effect
dose (75 mg/kg/day) for adverse effects on embryofetal development in rabbits was less than that in humans at the
MRHD.

Oral administration of lasmiditan (0, 100, 150, or 225 mg/kg/day) to rats throughout pregnancy and lactation resulted in
increases in stillbirth and neonatal mortality at the highest dose tested, which was associated with maternal toxicity and
delayed parturition. Plasma exposure (AUC) at the no-effect dose (150 mg/kg/day) for adverse effects on pre- and
postnatal development was approximately 16 times that in humans at the MRHD.

8.2 Lactation

Risk Summary

There are no data on the presence of lasmiditan in human milk, the effects of lasmiditan on the breastfed infant, or the
effects of lasmiditan on milk production. Excretion of lasmiditan and/or metabolites into milk, at levels approximately 3
times those in maternal plasma, was observed in lactating rats following oral administration of lasmiditan.



The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for
REYVOW and any potential adverse effects on the breastfed infant from REYVOW or from the underlying maternal
condition.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

In controlled clinical trials, dizziness occurred more frequently in patients who were at least 65 years of age (19% for
REYVOW, 2% for placebo) compared to patients who were less than 65 years of age (14% for REYVOW, 3% for
placebo). A larger increase in systolic blood pressure also occurred in patients 65 years of age and older compared to
patients who were less than 65 years of age [see Adverse Reactions (6.1)]. Clinical studies of REYVOW did not include
sufficient numbers of subjects aged 65 and over to determine whether there is a difference in efficacy in these patients
compared to younger subjects. However, in clinical pharmacology studies, no clinically relevant effect on exposure to
REYVOW was observed in elderly subjects [see Clinical Pharmacology (12.3)]. In general, dose selection for an elderly
patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

8.6 Hepatic Impairment

No dosage adjustment is needed for patients with mild or moderate hepatic impairment (Child-Pugh A or B). REYVOW
has not been studied in patients with severe hepatic impairment (Child-Pugh C) and its use in these patients is not
recommended.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
REYVOW contains lasmiditan, a Schedule V controlled substance (CV).

9.2 Abuse

Abuse is the intentional, non-therapeutic use of a drug, even once, for its desirable psychological or physiological effects.
In a human abuse potential (HAP) study in recreational poly-drug users (n=58), single oral therapeutic doses (100 and
200 mg) and a supratherapeutic dose (400 mg) of REYVOW were compared to alprazolam (2 mg) (C-1V) and placebo.
With all doses of REYVOW, subjects reported statistically significantly higher “drug liking” scores than placebo, indicating
that REYVOW has abuse potential. In comparison to alprazolam, subjects who received REYVOW reported statistically
significantly lower “drug liking” scores. In the HAP study, euphoric mood occurred to a similar extent with REYVOW

200 mg, REYVOW 400 mg, and alprazolam 2 mg (43-49%). A feeling of relaxation was noted in more subjects on
alprazolam (22.6%) than with any dose of REYVOW (7-11%).

Phase 2 and 3 studies indicate that, at therapeutic doses, REYVOW produced adverse events of euphoria and
hallucinations to a greater extent than placebo. However these events occur at a low frequency (about 1% of patients).

Evaluate patients for risk of drug abuse and observe them for signs of lasmiditan misuse or abuse.

9.3 Dependence

Physical withdrawal was not observed in healthy subjects following abrupt cessation after 7 daily doses of lasmiditan
200 mg or 400 mg.

1" DESCRIPTION

REYVOW (lasmiditan) is a serotonin (5-HT) 1F receptor agonist for oral administration. The chemical name of lasmiditan
hemisuccinate is 2,4,6-trifluoro-N-[6-(1-methylpiperidine-4-carbonyl)pyridine-2-yllbenzamide hemisuccinate. It has the
empirical formula of C19H18F3N302°0.5[C4HsO4] and a molecular weight of 436.41 (hemisuccinate). Lasmiditan
hemisuccinate has the following structural formula:
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Lasmiditan hemisuccinate is a white, crystalline powder that is sparingly soluble in water, slightly soluble in ethanol, and
soluble in methanol. A 1 mg/mL aqueous solution of lasmiditan hemisuccinate has a pH of 6.8 at ambient conditions.

REYVOW 50 mg tablets contain 50 mg lasmiditan (equivalent to 57.824 mg lasmiditan hemisuccinate) and the inactive
ingredients as follows:

Excipients — croscarmellose sodium, magnesium stearate, microcrystalline cellulose, pregelatinized starch, sodium lauryl
sulfate.

Color mixture ingredients — black ferric oxide, polyethylene glycol, polyvinyl alcohol, talc, titanium dioxide.

REYVOW 100 mg tablets contain 100 mg lasmiditan (equivalent to 115.65 mg lasmiditan hemisuccinate) and the inactive
ingredients as follows:

Excipients — croscarmellose sodium, magnesium stearate, microcrystalline cellulose, pregelatinized starch, sodium lauryl
sulfate.

Color mixture ingredients — black ferric oxide, polyethylene glycol, polyvinyl alcohol, red ferric oxide, talc, titanium dioxide.

REYVOW 200 mg tablets contain 200 mg lasmiditan (equivalent to 231.30 mg lasmiditan hemisuccinate) and the inactive
ingredients as follows:

Excipients — croscarmellose sodium, magnesium stearate, microcrystalline cellulose, pregelatinized starch, sodium lauryl
sulfate.

Color mixture ingredients — black ferric oxide, polyethylene glycol, polyvinyl alcohol, talc, titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Lasmiditan binds with high affinity to the 5-HT+r receptor. Lasmiditan presumably exerts its therapeutic effects in the
treatment of migraine through agonist effects at the 5-HT+r receptor; however, the precise mechanism is unknown.
12.2 Pharmacodynamics

Cardiac Electrophysiology

At a dose two times the maximum recommended daily dose, REYVOW does not prolong the QTc interval to any clinically
relevant extent.

12.3 Pharmacokinetics

Absorption

Following oral administration, lasmiditan is rapidly absorbed with a median tmax of 1.8 hours. In patients with migraine, the
absorption or pharmacokinetics of lasmiditan was not different during a migraine attack versus during the interictal period.
Effect of Food

Coadministration of lasmiditan with a high-fat meal increased the mean lasmiditan Cmax and AUC values by 22% and
19%, respectively, and delayed the median tmax by 1 hour. This difference in exposure is not expected to be clinically
significant [see Dosage and Administration (2)]. Lasmiditan was administered without regard to food in clinical efficacy
studies.

Distribution
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The human plasma protein binding of lasmiditan is approximately 55% to 60% and independent of concentration between
15 and 500 ng/mL.

Elimination

Lasmiditan was eliminated with a geometric mean ty; value of approximately 5.7 hours. No accumulation of lasmiditan was
observed with daily dosing. Lasmiditan is primarily eliminated via metabolism, with ketone reduction representing the
major pathway. Renal excretion is a minor route of lasmiditan clearance.

Metabolism

Lasmiditan undergoes hepatic and extrahepatic metabolism primarily by non-CYP enzymes. The following enzymes are
not involved in metabolism of lasmiditan: MAO-A, MAO-B, flavin monooxygenase 3, CYP450 reductase, xanthine oxidase,
alcohol dehydrogenase, aldehyde dehydrogenase, and aldo-keto reductases. Lasmiditan is also metabolized to M7
(oxidation on piperidine ring) and M18 (combination of M7 and M8 pathways). These metabolites are considered
pharmacologically inactive.

Excretion

Recovery of unchanged lasmiditan in urine was low and accounted for approximately 3% of the dose. Metabolite S-M8
represented approximately 66% of the dose in urine, with the majority of recovery within 48 hours postdose.

Specific Populations
Age, Sex, Race/Ethnicity, and Body Weight

Based on a population pharmacokinetic (PK) analysis, age, sex, race/ethnicity, and body weight did not have a significant
effect on the PK (Cmax and AUC) of lasmiditan. Therefore, no dose adjustments are warranted based on age, sex,
race/ethnicity, or body weight.

Geriatric Use

In a clinical pharmacology study, administration of lasmiditan to subjects 65 years of age or older demonstrated 26%
greater exposure in AUC(0-x0) and 21% higher Cmax, compared to subjects 45 years of age or less. This difference in
exposure is not expected to be clinically significant [see Use in Specific Populations (8.5)].

Renal Impairment

In a clinical pharmacology study, administration of lasmiditan to subjects with severe renal impairment (eGFR
<30 mL/min/1.73 m?) demonstrated 18% greater exposure in AUC(0-o0) and 13% higher Cmax, compared to subjects with
normal renal function. No dose adjustment is required based on renal function.

Hepatic Impairment

In a clinical pharmacology study, subjects with mild and moderate hepatic impairment (Child-Pugh Class A and B,
respectively) demonstrated 11% and 35%, respectively, greater exposure [AUC(0-)] to lasmiditan, compared to subjects
with normal hepatic function. The Cmax were higher by 19% and 33%, respectively, for subjects with mild and moderate
hepatic impairment. This difference in exposure is not expected to be clinically significant. The use of lasmiditan has not
been studied in subjects with severe hepatic impairment [see Use in Specific Populations (8.6)].

Drug Interaction Studies

Potential for Lasmiditan to Affect Other Drugs
Drug Metabolizing Enzymes

Lasmiditan is an in-vitro inhibitor of CYP2D6 but did not significantly inhibit the activity of other CYP450 enzymes.
Modeling and simulation of the impact of lasmiditan on the exposure of dextromethorphan, a recognized sensitive
CYP2D6 substrate, indicate that lasmiditan is unlikely to exert clinically significant inhibition of CYP2D6. Lasmiditan, M7,
S-M8, and [S,R]-M18 are not reversible or time-dependent inhibitors of monoamine oxidase A (MAO-A).

Daily dosing of lasmiditan did not alter the PK of midazolam, caffeine, or tolbutamide, which are substrates of CYP3A,
CYP1A2, and CYP2C9, respectively. Coadministration of lasmiditan with sumatriptan, propranolol, or topiramate resulted
in no clinically meaningful changes in exposure of these medicinal products.

Drug Transporters
Lasmiditan inhibits P-gp and BCRP in-vitro [see Drug Interactions (7.4)].

Lasmiditan inhibits OCT1 in-vitro. However, in a drug-drug interaction study with lasmiditan and sumatriptan (OCT1
substrate), no change in sumatriptan PK was observed. Lasmiditan inhibits renal efflux transporters, MATE1 and MATE2-
K, in-vitro.



Potential for Other Drugs to Affect Lasmiditan
Drug Metabolizing Enzymes

Lasmiditan undergoes hepatic and extrahepatic metabolism primarily by non-CYP enzymes. Therefore, it is unlikely that
CYP inhibitors or inducers will affect lasmiditan pharmacokinetics. Clinical studies of lasmiditan with sumatriptan,
propranolol, or topiramate did not show any significant drug interaction potential.

Drug Transporters

Lasmiditan is a substrate for P-gp in-vitro.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

No drug-related tumors were observed following oral administration of lasmiditan to TgRasH2 mice at doses of up to 150
(males) or 250 (females) mg/kg/day for 26 weeks or to rats at doses of up to 75 mg/kg/day for 2 years. Plasma exposures
(AUC) at the highest dose tested in rats were approximately 15 times that in humans at the maximum recommended
human dose (MRHD) of 200 mg/day.

Mutagenesis

Lasmiditan was negative in in vitro (bacterial reverse mutation, chromosomal aberration in mammalian cells) and in vivo
(mouse bone marrow micronucleus) assays.

Impairment of Fertility

Oral administration of lasmiditan to male (0, 100, 175, or 200 mg/kg/day) or female (0, 100, 150, or 200 mg/kg/day) rats
prior to and during mating and continuing in females to Gestation Day 7 resulted in no adverse effects on fertility or
reproductive performance. Plasma exposures (AUC) at the highest dose tested (200 mg/kg/day) were approximately 26
times that in humans at the MRHD.

14 CLINICAL STUDIES

14.1 Migraine

The efficacy of REYVOW in the acute treatment of migraine was demonstrated in two randomized, double-blind, placebo-
controlled trials [Study 1 (NCT02439320) and Study 2 (NCT02605174)]. These studies enrolled patients with a history of
migraine with and without aura according to the International Classification of Headache Disorders (ICHD-II) diagnostic
criteria. Patients were predominantly female (84%), and White (78%), with a mean age of 42 years (range 18-81). Twenty-
two percent of patients were taking preventive medication for migraine at baseline. Study 1 randomized patients to
REYVOW 100 mg (n=744), or 200 mg (n=745) or placebo (n=742) and Study 2 randomized patients to REYVOW 50 mg
(n=750), 100 mg (n=754), or 200 mg (n=750) or placebo (n=751). Patients were allowed to take a rescue medication

2 hours after taking study drug; however, opioids, barbiturates, triptans, and ergots were not allowed within 24 hours of
study drug administration.

The primary efficacy analyses were conducted in patients that treated a migraine with moderate to severe pain within

4 hours of the onset of the attack. The efficacy of REYVOW was established by an effect on pain freedom at 2 hours and
Most Bothersome Symptom (MBS) freedom at 2 hours compared to placebo for Studies 1 and 2. Pain freedom was
defined as a reduction of moderate or severe headache pain to no pain, and MBS freedom was defined as the absence of
the self-identified MBS (photophobia, phonophobia, or nausea). Among patients who selected an MBS, the most
commonly selected MBS was photophobia (54%), followed by nausea (24%), and phonophobia (22%).

In both studies, the percentage of patients achieving pain freedom and MBS freedom 2 hours after treatment was
significantly greater among patients receiving REYVOW at all doses compared to those receiving placebo (see Table 2).



Table 2: Migraine Efficacy Endpoints after Treatment for Studies 1 and 2
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Study 1 Study 2
REYVOW | REYVOW | Placebo | REYVOW | REYVOW | REYVOW | Placebo
100 mg 200 mg 50 mg 100 mg 200 mg
Pain Free at 2 hours
N 498 503 515 544 523 521 534
% Responders 28.3 31.8 15.3 28.3 31.4 38.8 21.0
Difference from placebo (%) 13 16.5 7.3 104 17.8
p-value <0.001 <0.001 0.006 <0.001 <0.001
MBS Free at 2 hours
N 464 467 480 502 491 478 509
% Responders 41.2 40.7 29.6 40.8 44.0 48.7 33.2
Difference from placebo (%) 11.6 111 7.6 10.8 15.5
p-value <0.001 <0.001 0.014 <0.001 <0.001
Pain relief at 2 hours, defined as a reduction in migraine pain from moderate or severe to mild or none, was also
evaluated (see Table 3).
Table 3: Additional Migraine Efficacy Endpoint after Treatment for Studies 1 and 2
Study 1 Study 2
REYVOW | REYVOW | Placebo | REYVOW | REYVOW | REYVOW | Placebo
100 mg 200 mg 50 mg 100 mg 200 mg
Pain Relief at 2 hours?®
N 498 503 515 544 523 521 534
% Responders 54.0 55.3 40.0 55.9 61.4 61.0 451
Difference from placebo (%) 14.0 15.3 10.8 16.3 15.9

@ The analysis of pain relief was descriptive and was not controlled for Type | error.




Figure 1 presents the percentage of patients achieving migraine pain freedom within 2 hours following treatment in
Studies 1 and 2.

Figure 1: Percentage of Patients Achieving Migraine Pain Freedom within 2 Hours in Pooled Studies 1 and 2
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The 50 mg arm was only included in Study 2.
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Figure 2 presents the percentage of patients achieving MBS freedom within 2 hours in Studies 1 and 2.

Figure 2: Percentage of Patients Achieving MBS Freedom within 2 Hours in Pooled Studies 1 and 2
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@ The 50 mg arm was only included in Study 2.

14.2 Effects on Driving

Driving performance was assessed at 90 minutes after administration of REYVOW 50 mg, 100 mg, 200 mg, alprazolam

1 mg, and placebo in a randomized, double-blind, placebo- and active-controlled, five-period crossover study in 90 healthy
volunteers (mean age 34.9 years) using a computer-based driving simulation. Driving performance was evaluated using a
validated threshold established in a population with blood alcohol concentration of 0.05%. The primary outcome measure
was the difference from placebo in the Standard Deviation of Lateral Position (SDLP), a measure of driving performance.
A dose-dependent impairment of computer-based simulated driving performance was seen with all doses of REYVOW at
90 minutes after administration.

Driving performance was also assessed at 8, 12, and 24 hours after administration of REYVOW 100 mg or 200 mg, in a
separate randomized, double-blind, placebo- and active-controlled, four-period crossover study in 67 healthy volunteers
(mean age 32.8 years) evaluating computer-based simulated driving performance using SDLP as the primary endpoint.
Diphenhydramine 50 mg was used as a positive control. The mean SDLP did not reach the threshold for driving
impairment at 8 hours or later after administration of REYVOW 100 or 200 mg.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
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REYVOW (lasmiditan) 50 mg tablets are light gray, oval, film coated, tablets with “L-50" debossed on one side and “4312”
on the other.

REYVOW (lasmiditan) 100 mg tablets are light purple, oval, film coated, tablets with “L-100” debossed on one side and
“4491” on the other.

REYVOW (lasmiditan) 200 mg tablets are gray, oval, film coated, tablets with “L-200” debossed on one side and “4736”
on the other.

Strengths
50 mg 100 mg 200 mg
Tablet color Light gray Light purple Gray
Imprint (debossed) L-50 L-100 L-200
4312 4491 4736
Carton of 8 NDC 0002-4312-08 NDC 0002-4491-08 NDC 0002-4736-08

16.2 Storage and Handling

Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled Room
Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Driving Impairment — Advise patients not to engage in potentially hazardous activities requiring complete mental alertness,
such as driving a motor vehicle or operating machinery for at least 8 hours after taking each dose of REYVOW. Patients
who cannot follow this advice should not take REYVOW. Patients may not be able to assess their own driving
competence and the degree of impairment caused by REYVOW [see Warnings and Precautions (5.1)].

CNS Depression — Inform patients that REYVOW may cause dizziness and sedation. Advise patients to use caution if
taking REYVOW in combination with alcohol or other CNS depressants [see Warnings and Precautions (5.2) and Drug
Interactions (7.1)].

Serotonin Syndrome — Caution patients about the risk of serotonin syndrome with the use of REYVOW, particularly during
combined use with serotonergic medications such as SSRIs, SNRIs, TCAs, or MAO inhibitors [see Warnings and
Precautions (5.3) and Drug Interactions (7.2)].

Medication Overuse Headache — Inform patients that use of drugs to treat migraine attacks for 10 or more days per month
may lead to an exacerbation of headache, and encourage patients to record headache frequency and drug use (e.g., by
keeping a headache diary) [see Warnings and Precautions (5.4)].

Hypersensitivity — Advise patients to seek immediate medical attention if they experience any symptoms of serious or
severe hypersensitivity reaction [see Adverse Reactions (6.1)].

Abuse and Dependence — Advise patients that REYVOW is a federally controlled substance because it has the potential
to be abused [see Drug Abuse and Dependence (9)]. Advise patients to keep their medication secure.

Pregnancy — Advise patients to notify their healthcare provider if they become pregnant during treatment or plan to
become pregnant [see Use in Specific Populations (8.1)].

Nursing Mothers — Inform patients to notify their healthcare provider if they are breastfeeding or plan to breastfeed [see
Use in Specific Populations (8.2)].

Administration — Advise patients to swallow tablets whole (do not split, crush, or chew) [see Dosage and Administration
)]
Literature revised January 2021
Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
Copyright © 2019, 2021, Eli Lilly and Company. All rights reserved.
REY-0004-USPI-20210120
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DROENTAGEIIRE 2L 574 SEY)RLREZITH &
1.1 EXBEIER
MNANPFI7453Fy—vavd, PFIT45FY— (Wind
SHEEANER)
[9.1.22H]
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K1 RREABEICSHITZEERSEHOEDERE/NS X —9

ey Cmax AUCot Tmax ti2
= (ng/mL) (ng - hr/mL) (hr) (hr)
Img 2.12+£0.58 116.50 £5.46 | 2.17 £0.86 | 4.47 £ 1.73

2.5mg | 5.62+1.31]48.59 £14.43] 2.68 £1.34 | 5.05+1.71

Smg | 12.74 £ 4.15 |111.91 £25.90] 2.42 £ 1.52 | 5.36 £ 0.89

M IRRERZE. 18 4

() R A LEIC TS ) 7% > img®. 2.5mgRKk USmght) 2 225 R 1 B
ER S U7 B MAE RS EHER [ ORI BRE $ 5 X — 713, [BERRLA
Bt & B LT Cmaxl30.99~1.39f%, AUCo%1.19~1.33FTHh > 7,
il IR TH - 2.

Q) LR EREREO R ERFAFFRBRICT S N 7 >2.5mg % BERE L
BE L-ROEYHEIL, RFEBERIED L VR E B TCmaxn R PE T
L7258, AUCo=ICB bIEA 6N EP -7 (SEAT—%).
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W, IRAARHZROEREEOEIG®IR. 7L RERYFT T M) Ty
2.5mgBTENENA2% (46/10901) RUT7% (84/10961) THH. FF b
UTE22.5mgB TR T RBHCH UARICE VIR EN R LR LT,

(%)
100

s | 77% *
51
i ol TSR ED
g o * 1 p<0.001
7wl 2% G 24)
£l
220t
0
A i 2.5mok
(n=109) (n=109)
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BRF R O BEREIREE R T 7 2 )L — TR C IRAR O BERREES REE DS
BLEEOHELRBEOEBEREDIRYIH - 7.

16.2.2 NAATFRASEUF «
BERRAICT T b YTy v omgh & BEHEOHS U7z B £ AR FH %
70% Ccdh -7z (FHEAT—%).

16.3 9

16.3.1 MREERE
In vitroT®F 5 v 7 &> (50~1000ng/mL) Dk hIMEEEAKEGRIE
29% T o7z

16.3.2 MIRFELT
In vitroTOFZ ") 7% (50~1000ng/mL) DIMERFEITERIZS2% T o720

16.4 1K

16.4.1 HsiER
F5 M) 7% VIZCYPIA2, CYP2C9. CYP2D6. CYP2El. CYP3A4/5
75 EOBBOCYPHFRETRBE S Nz,

16.4.2 iERAZE
FIRNITIVEE) T IVEF VY- (ARIKRUBE) oRBHEE%E
ELZWV, FKZCYPHTHE (CYPIAL, CYP1A2, CYP2A6. CYP2C9,
CYP2C19, CYP2D6. CYP2EL. CYP3A4/5) ORFBEMESIHE L7220,

16.5 HEitt
BB BEICF S M) 7y 22 5mg% IR AR OGS U7, %
5152485 & TR 5B OKS0% S RELAE L UTRPICHRES iz,

16.6 WEDHRZHI EE

16.6.1 BiEEREEERE
BEEKEREEREE (FL7F=0 7Y T TR 40~75mL/min) 12
7 b Ty 0omgt | REEBRERERSE (VLTF=VIUT T
YA 5 15~39mL/min) 1ZFF bV S F 22.5mgx BEREORS UKD
SEMBREIL ., EEERA KA T2.5mgik 58 ICHRE L/-CmaxZn2
N39, 3% EF L. 1127386, 62%IER LIz, £-257 ) 7T A1346.
50%E R L7z (WHEAT—%). [7.3. 9.2.250&]

R FH IR D BERAR A FI VT Y 2 2.5mg Bt
R 44% (38/86 fl) 77% (62/81 i)
HE 35% (8/23 i) 79% (22/28 i)

ZL7F =227 5> A > 75mL/min |40 ~ 75mL/min|15 ~ 39mL/min
(HEE ) (8 1) (8 1) (7 f51)
BE5& 5mg 5mg 2.5mg
Cmax (ng/mL) 9.8+3.27 | 14.9+10.12 | 14.3+4.3]
(2.5mg HE5EHEH) T o T
AUCo« (ng - hr/mL)
(2. omg ) | 925 3126 185,25 85.80 |208.8 £ 110.25
tz (hr) 63+1.690 | 12.1+4.16 | 11.3£3.72
CL/F (mL/min) _ |510.7 + 213.05(275.3 * 129.19[238.8 + 99.69
CLr (mL/min) _ |173.7 +78.40 | 85.3 * 46.53 | 47.7  14.95

P E + IR R
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#) THO. REAEHOEIM LS ROBHF LR SNz o7,
BUERSHSEE X, 75 ) ¥ 22.5mgiEc. IAEOHRS5RIZ39%
(159/409f1) . 2[EE DFE5E329% (105/36061) TH-7zo FRBNEFIL,
EORCHEETHD. ZnZnIEEORSEIZ10% (39/40941) KU'8%
(31/740961) . 2EHDHSHHI8% (30/36041) K 1¥4% (13/36061) Td-7zo
) EROBEN [EE] X [HEE] »5 [8&E] d L] It

EL-EE

18. ZEpFEIE

18.1 {EFtR
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18.3 RMME(C T 2 EREVSUNFEIER
In vitrolZBWT, +F b TE VIR A X H MR B IR X% O H A
BRI U CRERENZPREER 2R Lz, —7. & MERESIRICT
T BPHEER TP - 72 (in vitro)s KEEA XICBWTF T MY o
BRRIEIIBIRAIRGICK D FHBROERT 2 ARKENICEN S L7,
F7z. KEREDAR. HEBBARK VEBIRICN I 2 MERFUEMER I,
BRICRT9 B BRI HB L TF A > 720

18.4 =X4HERIHFER MBSO REOIMHIERA
BT v MICBWTF T MU T8 VIEBIERBIRNESICE D =Rk
BT & > THEH S M AR ESNAO MR O TRH 2 0H L.

18.5 =R EENDHNHIER
B 2ICBWTCH T b T VERBRIERBIRNRSICE D ERREIR
TREIC LB FHICB U 2 BHREBARUFEAERZE TS E .

19. BRI ICBT SEBEFHFR
—MEEF 7 N Sy VIEREE (Naratriptan Hydrochloride)
1t % 4 : N-Methyl-2-[3-(1-methylpiperidin-4-yl)-14-indol-5-yl]
ethanesulfonamide monohydrochloride

7 F 3 CirHsN:O:S - HCI
a7 F &:371.93
ls==r 3 -5
HiC\
N
O\\S//O CH
S~y e Ha
/ N

N
H

% R AE~MECOHRTH 2.
SERE (logP) :1.95 (1- A2 % ) — )L/ KR)

22. B
20%¢ (108 (PTP) x2]

23. EZ37
1) International Headache Society : Cephalalgia. 2018 ; 38 : 1-211
2) Klassen A, et al. : Headache. 1997 ; 37 : 640-645
3) Mathew NT, et al. : Neurology. 1997 ; 49 : 1485-1490

24, XEREERERUEVEDESE
TS - AIRATTA AR
FEESX AR 1-8-1
HNAZ<T— 7 -ty —
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2.1 AFIOEAT K UIBBUE OBERIE D & 2 B

.2 DHFEOBMAERED B 5 BE ., B IR B X T OE
K kEO D D BE, BAOE (EEIRERE) b 5 BHE
[CRIEAR, MetaiE, DA EZE % & To B A 7o 1 RO 9 FRARE
RRbHobndZ EndHs,]

2.3 RN R — @ MM MR AE OB E D H 5 BE [N e
fEELC—BEMEMRERND 5D Z L3 H D, ]

2.4 R EREEEZ AT 588 UEREEL S afERS
Zbid,]

.5 a2 bu— L &R T ARWEIMELEDBE [—i@ttofmE
FHERIEREIT ARG, ]

.6 EEOIMIERE AT 5BE [9.3. 12H]

2.1 MigR&EHrhoBE [9.2.1, 16.6. 15 ]

2.8 mAadxZ I mASH I UFEREARK. HDHVITM
D5-HT /w2 BEETIRZ I 5 R o [10. 153

.9 &7 I UBbEEREREA MAOBREAD) Z#&5%. HDH0
IR IE2EB AN O BE [10. 1508]

10 Y77 re— NG s &G oBE [10. 13]

3. AR - R
3.1 4R

FE4 ~ 27 YL FEE1Omg ~ 2 # L FRPD$E10mg

1EH

R % VR 7R o BEEE 4. 53mg
(VHrYFH L LT10mg)
w2 y % =]
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MSD 267 @ Q E
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WA= — K MSD267 —
4. SHEER [EXh R
FEEfE

5. SIEE XS RICRIET 5FE
5.1 AHNZ, [EFREERSC X5 FEM W LED (|2 kv TRk
DRWFER] 50T Bk0dH 5 iR & Z2HAHRE S
NIEHGEICORERTDH L, FICRO L S BHEIL, 7 €K
I HH i &5 0D ik 1fi 787 B 25 o D SRR K 2 BRI O RIREMED B 5
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2N
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B Z 53127V,

SR O JEA
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s B E W AN S 13 H DA, FTERICEE & D IVD AR
ORI & VL E e o 7T K OBEEIR O B 5 B

5.2 FEHEVE R RRELVE A AR . ANSEME R RRELIE AR, A A
I8 & 2 W AR AR FRELE R R O BRI G L 2k

b. BERUVAE
WE, RANZIZ VY RY &8 LTCLRI10mg % FEEE D UE
RBRF RO 57 5,
B, BEANRHLREAICIE, BIEETIZENTESD
M. BIEIOEE B2 LT 5 Z L,
72720, 1HOE G B4 20mgLlN &35,

1. AERUARAEICEET 5FE

1.1 ARFNT T EER OSER R BRI IRV L, PEAICERS L
WwWZ &,

1.2 RKEFEEIC LD 2L HREBBEO SN2 WEA L. TORIME
RLTEMESZ LRV E, 20Xk RGEEEF., BRED
b, BERORIKNEZHRT D L,

. EELEARKIEE

8.1 LIMEROERNRD LN VEFICTEBWNTY, EERLE
HBPABO TENICRETDIZENDH D, 2L ) REAITU%E
OG- EfIEL, WERAEEZITH Z &, [9.1.1, 1. 1.2%&
]

8.2 FEE & D WITAREEIC LI VIRKEZET Z LN HDH DT,
AFN B G- O BFE I BB OERREER & 1k O MR BB
HIHRWE) FoEETDH &,

8.3 AR EEL MY TH UREANCL Y, BRSBTS HI LN
HDHOT, HROUELZBOLWGEEICIE, A OMHiRS
WX D] OFREEBE L, BEERIET 2L, @k
WiEx4T5 Z &V, [11.1. 98]

LRHENEREZHTIBEICEHTIEE
9.1 AHHE - BEEZOH 585
9.1.1 EmMRBOREEDHHEE

BlZIE, LT DX S 788 CIEAREIR, PoE, L% E &
DEERELECREFIERPOODADIB TN D D,
[8.1, 11.1.2%H]
MR E DY S R ANEIRO & 5 BE
- PR D Lot
- 405% A Lo B
L HBARR B OSERIN T2 H 9 5 BH

AL TADABDIWEEREZREC LPTVRENREEDH D
BE

TAMIBRBIERRBL LIz L OMENH D, [11. 1. 45 H]
9.1.3 BimMEEEDOTTEEEDH 5 BE

MMM FEER S HDONDBENRH D,
.14 9ANT - R—=F2V - KROA MERE (WPWERE)
RSO EEHEEEE & BEE LT RIRDH S EBE

WPWIE B i D SR RE IR C do 2 BB R FEAEMBIR S B L 72 &
DEERH D, [11.1. 35 H]
.15 arvrA—LEhTWARMEESS

—iEVED M E ALK MR O LH N H ST & oW
H5,



0.2 BREEERE

0.2.1 WAEBEHPOEE

BE LRV L, BIFBREICARIZHRE L &, @ERAIC
EERAUCAEEIN L= & DMENH D GEAT—%),

16. 6. 1 18]
.3 FFREREERE

o w

%
16. 6. 2% 8]

w

[16. 6. 2B 1]
9.5 LEHR

PRI SUTAENR LT 2 ATRENE D & 2 ZMEICIRTRIR L O 45

L3 EEQO#EREESRSE
BH LN L, AANTTICHIE CRBIS D DT, EEDAF
REEERE CIIMPREN LR T 2820 RH D, [2.6,

L3 FREEERE (EEOHFRBEEEEREZR <)
FAENZRB VT, R & bhls U C P25 oo PR rERs
1T, RBIDOAUCE Coax BEEM T DEM B HE I N TN D,

fabRtta LD LHEr SN D BEICORKET DL,

9.6 RELIE

TR EOF MR ORI R B OF ML ZE L, IOk X
FHEERET 5 2 &, BWER (T v b)) THIFPICBATT

LI ENRRESN TN,

w

.1 INRE

ISR b G & U T BEERRRBR 1T S LT U ARy,

10. HHE/EH

10.1 AR (BFRALGWLI L)

[2.7.

HERET

FF 4

BRRACHECR B 715

e - fapRIA T

BT g
I X I UEA
ft « MKk 7 =
A4V Tur
T FEY v
(Z7VUT73V)

LA F I R

A A
Yk Rex)ay
TR VIVERE
(PeFnrdy
)

TATIA RN v
LA Ut (v
FARY LA
vt TF))

AF )Rk
V=LA R
(AF LX)

[2. 85 H]

I b 53 A
MR I 8%
nnd s,

ENCESSoR eyt
ZIvbDHNIFETL
I I UFHEERER
WA 2 & L5T 585
&, bLLiFEoH
OEEX. TRER
24 LA D[ %
b THELET D Z
L,

5-HT1p/1052 2K (R 1EH)
I & O IRPEAFRINTE
Ak, tHAICE
F (& D 1 D
RS 5,

5-HT /052 A IRIEBI K
A NS H 2
NI (A7

7)
YNV MY TE
(V=3 v7)

TL M) TFEUR
bk Ffil (L
Ry 7 R)
FZ MY T H U
e (7 ~—)
[2. 8% 7]

I E S A
rEmsh s 8%
nnd s,

AR E#Z I o5~
HT18/105% R AR AEED S
BT LA,
LLIZZFDWDBRE
I, ENET24FERH
DINIZHEE L7222
L,

PERIC & 0 FRAICIE
MalmsEs,

A4 ERARIER - HEE SR | BEE - fERAT
MAORH 2 Al AHN Je OEMERGY | ABIMAOBREANC & v
[2.9, 16.4.2, | OWIEWI (t1/2) | AR OMRHHRE S
16. 7. 15 08] NIERE U, i | A, ARAIO/E A
JE — R[] R R R R | SRS LD RTREMEDY B
(AUC) 3+ 2D | %,
T, MAOBHZEAI % #
HH®H DOV G F
1238 AN o B

WZIIAR &5 L7
Wk,

A=A R =R %
s (A >FFV)

[2.10, 16.4.2,
16. 7. 2]

AR F D 1 = 8
(tiy2) PMER L, 1fn
AR - R T
[ A (AUC) 23 49
HOT, Tarz )
n—LaKEhdH 5
WEE G IR B IR
OB REE LTV
TRV BRI IZIIARH %
BHLRNZ &,
FERN « 24

PR ARELF < ABRER]

i FEA D ACHHT 1A
TIMAOAS B 5-9- 5 7=
OARFN ORI BHE
S, AFOERD
HAGR X2 ATREME D
b5,

10.2 gFREE (BRI

EETSHIL)

A4 EERIEIR - FEE SR | BEF - BRI T
BRIt b= (B w b= VEERE | o h=OERY
B Y 3A A BH A (Rze, B, B ABEZHEL, B

TNRFH I
LA UERYE

STCHE, WhaE R

h=ViREE ER S
w5, 5-HTip/ 5%

SNuxvF UHERE | E TR B30 | KB E OFEHIIC

KT bbbz eEndbsn, | kv, Bobh=1E
tuh=r AT HAE5R T 5 AT RetE:
KLU CERDY A NEZHILD,
FrBREA

INFVT T UM
11. Bl{EA

WOBERNHBOND Z LD DT, BELTH2ITITUV,
FENED NI EIITR G 2 P ILT 5 LY R 0@ 21T

2Tk,
1.1 EXGEIER

1
N1 7F2453F0—2avy. 7Fr245F%0— (0T

b AHEERE)

1.1, 2 EltEERBHRER GRLAH)

REENR, BOME & D WD AT 2E 2 & To i PR D7 FBAE IR 3
HobhdZ ENnbb, REBEGH%, W, M e S o —
WO (B CIRMREEIC R SEAR R H D) BN bbb
DB, ZOLDRIERPEMMEEERICL S EEbD
LAIE, Ugo®REE2dIE L, Bt IEBOFEERRD
OO R AEEZITS T &, [8.1. 9. 1. 1]
11.1.3 380k (WPWEEMRBE(CHI1T3) (HHEERH)
WPWHE i D R FER T 2 B e BIEMIROFE R & 5,
[9. 1. 4]
1. 1.4 TADLAHSEE (EERH)
[9.1. 28]
.15 MEZE GEERH)
BRI, &, WEEZEORENH DN ENH D,
11.1.6 hEMNREIEFERMAE (Toxic Epidermal Necrolysis:
TEN) (BEEAHT)
11,17 FEOREREE (s A0))
11.1.8 &8 (AR
11.1.9 ZXOFERBLI- & B HERY)
[8. 3&:H]



1.7 Z0fDEIER

5%LL | 0. 1~5%As HAE R
\ BRI, B W | R
AN 2|
SEHIER i, B
P s Wk, FlE
Bl WG, T | IR
{5 N 0.
[
T S R &
P JERE, B AT PEALIE
B - TR . GO, B
s
BUR | g, BOLHOR. | G R
(7.7%) | SERRIE. FRCBE | 0 MR, I .
K B, R
B, 5
.
W P WHSE D . Tl
W T
TR (ALT |
Ut H O AST [ 5.4%)
CK L&, HHE., |[FH/, 1FTH, &
Tl R ARHGE | SRR
13 BERE
1.1 gEH
BRSO AR, B, . B X M
GOMEEETD - WEROEETH S, ZoMic. Wk, &
W, Jedih, 7 bo S DS T 1y . A
2 TN 5

13.2 WE
AH it G L2563, B U R ONEME RIS & 2 W0 &
TV 2R BI3ER KR D EBROE=2 U 72175 Z
&

14, BRALDEE
141 RRAXAFRHOEE

(BIF|3E)

MLIPwﬂ%®%%imPy—L#%ﬁ@ﬁbf%ﬁ#éi5
¥4 52L, PTPY— NO#EMKIC BRI E S AE R
EA~HIA L, BICIEZFELER D Lfﬁ;ﬁﬁmﬂﬁ#@é%ﬁ PHE
BRI ENDH D,

(RPD&z&)

14.1.2 IRAE/E THMEEBRE Lz &y

WL BV LET Y RAZ =Ry 7 V=P THNA LT, K
FlEBRYHURAT 22 &,

14. 1.4 KANTFO LICOECERZRE IS ERETL700
KLU CIRHAATRETH D, £z, ATRATIZ b TE 5,

16. EMERE

16.1 mepRE

16.1.1 BEEKE

1) Eo#s
EFRERR AN B FIC Y B b U 7 & RIS DN A EESE 1 Omg % 22
JERFICHE IR O G Lz & & RE(LEITZERENFEE%41.0
KON, RN e AT R B (Coax) BN L, 1.6 KON THE
MO T Lz, V=LA FAIRDAUC-olZ, VH LY
TH DU TH -T2,

R A B TICBIT DY R Y 7 H 2 10mg
HEIRE O 855 OREROIRYBEIRE T A — X

#E Tinax ti/e Conax AUCo—oo
(hr) (hr) (ng/mL) (ng * hr/mL)

BEA 1.0%+0.6 | 1.6+0.3| 20.3+5.3 | 69.3£18.2
FIEPNAREESE | 1.340.7 | 1.740.3 | 19.3+6.7 | 68.0+22.0

T LR, n=16

(ng/mL)

25
20 L —e— gl
—o— [IVEN SR
[ﬂ]‘ =~
i 15
i
-
i 10
5
00 ‘
0 2 4 6 8 10 12
5 (hr)
TR A B TR 2V R Y 7 F 2 10mg

HA[EIRR O 3514 O ST AR E L AR HER
CEE) IR 22, n=16)
(2) #RPN#ES
HERANICYF RNY & ol ~dng % BEIFEARNE ST L&
&, MiEs V7T 0 R131062mL/min, E IR RES AR AR IR 1271
Tholz UMEAT—%),
(3) hEEmAHE
FEERBRFICV Y R 74 U omglE & Bl O 55 Lz b &,
AUC, Cpax & O'Tnax i IZEERF & IERAERFC2EIX 72 <. HEEIR S IE
e DM BNREITIERAERFIC R TE L Lo 72 GMEAT —

),
16.1.2 R#EHRE
@%E‘%ﬁ}z)\ﬁﬁ UV RY TH /10mgﬁ€’l EI i1, 3% T4H
W2 RIFE TR 3EE) KOS H Bl a2 g a&s Lz

& &, AUCo—2anr DAL EL (5 H E/l AH) FREMRET

0.99TH Y, N-fi XA FIARTIXL. 11 THo7=,
R A Y Y R U 72 2 10mghE4 1 H HIZ1[E],
3} O B2 TLA3ED K OsH A 1A

OGS L& & OREMEDOEMBRE T X — 2

L o Tirax® ti/e Crax AUCo—24hr
. %i% thr) | (o) | g/l | (g he/nl)
IAH | 10 |0.8%0.4|1.940.4|33.0%13.5| 81.6%25.3
3AE | 30 |1.4%0.5|2.140.3|49.1411.7|279.5+62.8
5AE | 10 |1.1%0.5|1.940.428.0%12.5| 79.5%20. |
R, n=22 (BiEn=11, ZtEn=11)

a) 1 3H A OTaxl I3[ H £ 55 ORI R
16.2 WRUR
16.2.1 REOFE

TEHER AR FICU Y R 72 bmg™ B 7 L E| % HERE O #%
Hllzb &, REMBOTnaxlLZEMERFTL. 420, 40FR], &% T
2.7+1. 0BT o 72, AUCK OChaxlE. REALIK L OV -2 F
VARSI Z 228 & b, Wb A BB L o7z,

A B FIZBT D VY B FZ obng®) 7w L HIZEEE
K OVE% BRI O 55 OREARORWERE ST A —X
Tmax ti/2 Cmux AUCOHOO
S
WA (hr) (hr) (ng/mL) (ng * hr/mL)
e fE Ry 1.440.4 | 2.6+1.3 | 7.6+1.8 | 32.4*+11.7
B4 2.7%£1.0 | 2.1+0.8 | 8.9%6.1 37.1%+11.9

R IR, n=6
16. 2. 2 #IELEEZROERERVEMFHOFIRE
U Y7 A3 ERE S R A 2 T D, EERERRAIZY R Y
TH 1 0mgdE A AR O G L- & & o AEWENRIHEIT
45% TH o7 GMEAT—4),
16. 4 5
16. 4.1 @EFEERE AIC Y B b U 7% 2 10mght 2 Bl K OV A8 #% 0 #%
B (LA3E | 2WFREIC4AB ) Lz E 2o bR
ELTN-LAF VAR, A v R—/VERRIA, 6 /KER LK V%
DB RARD B, N-BLREIMER#Y ThH 7= U+
EAT—4),
16.4.2 V9 NY 7 &2 o OEERHARREE X, ABIMAOIZ L 2 ER(ERY
BT 2 b TH Y | EEEAISARTENER A V> R— VERR K & 4
KT %, [10. 1257]



16.4.3 VU 7 &3, &£FE MFF b7 v AP450% 5y T-HE
(CYP3A4/5, 1A2, 2C9, 2C19, 2E1) O~— 7 —iGMEEHEL
ZRVNHY, CYP2DBIZ X LTIk, BEAPINCIHET 5 (Ki=1400nmol/
L) (in vitro),

16.5 Heit

16.5. 1 BEEERRAICY ¥ b U 74 BRI U O EN AR B EE 1 0mg &
ZENERFICHEIRE OB Lz & & REMKKRON - A FLARD
RAPHEIERIZ, VY Y 72 UEERETIEZEN T4
1.3%, AFENREESER G TIXE T2 L O 1% TH - 7=,

16. 8. 2 fERERAICUCEER Y Y N 7% v 10mg & R O &5 L
7ol &, BEH%SE E CITHUREDS2. 4% X RHIZ, 11, 5%I%3E
ot Sz, £, BEEONIANIRE(IKE LT,
51%I%A > R—/ Ve & L CIRFICHEt sz UEA
F—4),

16.6 BENDEEEZHTL8F

16.6. 1 BHeeEERSE
BHREEERE (F LT F =27 U T 52 A10~60mL/min/
1.73m2) (U Y X UimgiEAl ek G® Lz &, R
EALRDOAUCITHEFERR A & i L CERRD N2 o T2, B
HrEBF T3 1T BAUCIT @B R AT He 44088 hn L7 BhE AT —
2), [2.7, 9.2. 1]

16.6. 2 FFripeEE RS
WREED D R DT B FREFIC Y Y b U 7% o bmgfE & %
AFEGE U OEMBRE & R A & il L7, RN
DRZEACAR D I v 2 BE VIR S D IR RE IS T i & IR &
THRITRO BTz, P& ORFHREEE BE CITRERK
A & B U CRZEAAR O M iR B2 130 30%H 0 L 7=, VM A
FARDIME PR T, BRI TR E R H Ta R
WK F L GMEAT—#), [9.3.1, 9.3. 28]

16.6.3 =&E
s (65~TT) ICUY MU 7 & v 10mghE &k N5 L
7o & E ORYBREIIEHEIES IS (18~455%) &b Eidie
Motz BHEAT—%) 2,

16.7 EWYHEEER

16.7.1 £/ OR=F
ARNAOBLESR (B7 13 F o [ERNREFR) 1650mg % fEHER A
IZ1H3EA A MKEROZELE L, 4B BIZY R Y 7 & 2 10mghE
ZHEEROEELZEE, T2/ 02 RFABO VS Y 74
VREACARDAUC K O Crax IIEFFRRE D Z L E 2. 1965 KDY 41
5. N-Ri A F AR TIZZNENG. 3465 K U2, 64455 & 7p o 7= (B
EAT—%) ¥, [10. 12[]

16.7.2 7075/ o—)LiEEiE
Tu7T ) u— VR 120mg & HEEER AT, 5 B 128K
TROHBEE L, TUISHBICY Y MY 74 > 10mghe & HElR% 0
BEL-LE, 07T ) a—VIHBREFRAEO Y Y 74
¥ DACK OCrax ZFEPERRED E N EHLL. 675 VL. T5f5 & 72>
7= GFEAT—) 9, [10. 12]K]

) ARFNOERBIN1BO ML - A& NomgZ /& 05
ThHY., 1HOREZEGEIL N20mgllN] TH D,

17. BRER AR
1.1 FOERURLHEICET 58
17.1.1 EAEMERER
HAS N Fr 8BS BB 14001 2 56b i, R SEJR s RS BRI ) 9 b
U F R 10mgdE L7 7 B AREEISE A HER N &S5 45 “HE
TR & Ik U7, & G-2lpf e O SR SR (B O
FEN THEEE) XX T /»ne T T 2L Ik
L7ZE14) 1Z10mgHENS59. 4% (41/69%1]) . 7T &R EEN34. 3%
(24/7061]) TH Y. 10mghE DAL FERILT T B REE L R
THEIZE > T2 (A #HIp<0. 025),
10mg#ED B FAE R B OB 7T A BE 9 % FIVE F o0 58 BB I 1%
23.2% (16/69%1) . EaR A2 B3 5 @IVERH O % B X
2.9% (2/69%1) THolz, E2EIEMIZMHEIRS. 7% (6/69%1) .
B4, 3% (3/6961) . Wi, War:, @ik F v, EEEGR
K OMLT 523482, 9% (2/6961]) T o 7=,

17.1.1 BRELNEA—T VR
HARN R HEG B E 415 2 /PG, EER BRI P R Y
TH 2 10mg DIEN HREESE 182 & BRI O 59 5B & FE i L
Too AFIE 5205 1% O B L5 521880. 0% (32/40%1) Th o
77
AFNBEGAZ X D B RN & O AT A B85 2 BIVE A o R BLE
FEIX22. 0% (9/4141) . ERRMRAARICBE 3 2 BIVEH DR BB 1%
4.9% (2/4141) THote, EREWERIZMEIRIT. 1% (7/4141)
THo7,
17.1.3 BERENEEHREHE
A AN RS R 4200 2 6t 520, R BEm R VER B IZ Y R U
FH L 10mg D MEN AR EESE1SE (1R VE24BFBILAPIC I K3$EE T
WEARE) ) R E2LAME OS2 BRE £ Lz, HEE
I IAERIB D AKI 158 B 2 520 % O BR dcE =1L, 22
AFEAELRIE 2373.8% (31/4241) . 2[EIH2377. 8% (28/3641) . 3
5] H 7369. 0% (20/2945) . 4[] H #370. 8% (17/244) . 5[a H A
90.9% (20/2263) Td o7z, AAIOE G EFELOHINAE 5 15%
ZhAEDOIIFITFRD e o7z,
AFNBEGAZ X D B RER & O AT A B85 2 RIVE A o R BlE
FEIX23. 8% (10/421) . ERARMAEMEICREIT 2 BIVEH O RBUEE
134.8% (2/4261) T o1-, FE/RBEIVERNIIMENR9. 5% (4/42%1) .
RIS R OB D VKT, 1% (3/420]) TH o7z,
17.1. 4 BN ENERER (BREERR
SME R EERE R 121801 & x5, REERRIERERICY Y b
V7% emgt) §E. 10mghE XL 7T AR EELEE & LIElRE 0% 5.4
% (BHRUCGER ISR L2 aE, 4R LIN O 2[R F TO
ik L4 25) % “HEEREBRAERE E Lo, B2
R 7% D SRR O SR 13 1 0mg BEAS 70. 8% (322/45545) . 7T & AR EE
2335, 1% (106/302%)) TdH V. 10mgREDIHRLERIZTT 7 R
BELHARTHEICE -T2 (p<0.05), F£7-. BFEEREEICK
WThH, 1mgHEx 7 7 B RBEL RN TRWIRWEREZ R L
77
10mgRE D B FEAE PR K O T A B 9~ 2 FIE ) o0 58 BUBE 1%
30. 7% (140/456%1) . EaARMRAMIZBEE 3 2 ®IVEM OR BB X
0.4% (2/456%) ThH-o7=, ERBIERIZFEMED 8. 1%
(37/45601) . fHART. 2% (33/456f1), MES1/K5. 3% (24/45641)
&553. 3% (15/456%1) To-7=,
17.1.5 B EMEEER (B YR LRERR)
S EA A BEIR R A0T B & )P ST, SRR VR R BRI U R
U E U 10mghE XL T T B ARBELEE (1R VE24WERI LA IR A &
ZIRIGEE TG ATHE) B % AEORIEICH L TROBS$
5 _H BRI E L L, BIRIEICRT D #5214
DI ERIT10mgBENT6. 9% (246/32041) . 7T B ARBENR
36.6% (30/82%1) TdH V. 10mghEDIERLERITT T REEL
N THBEICE 72 (p€0.05), F7-. FE2~PEARIEITHB D
TH, 10mglElI—B LT 7RI SWVEERWERLZ R L
7
10mg#E o> B R IR M OV R BT S B3~ 2 RILE F o % B B 1%
46. 1% (182/39541) . ERAMRAEIZBE T 2 @IEH O 58 BUEEE 1%
1.8% (7/3956) ThHotz, ERBIEMAITZEMED V12, 7%
(50/395M41) . MHARLL. 9% (47/395%1) . NEK6. 6% (26/395() .
&) 5%5. 8% (23/39561)) . BEIERTES. 6% (22/395M) ThH o7z,
17. 1.6 B B MAEEER
SME R EESE BRAE109961 & xF 5, REER R IERERICY Y b
Y x o bmg®) BE. 10mghE. A~ NU S X L 100mghE It Tk
Regx HEEROEE 95 “HEMREERRZ M L7, £52
[ D BE IR S SR 1L 10mg BEDS67. 0% (258/385%) . 7T &R
TEA30.3% (64/159%1)) TH Y . 10mghEDTIHLERILIT 7
REEL R THEIZE -T2 (p<0.05),
10mgHE D> B TR & Ol B AT A B3 2 mIVE F o0 28 BUBE 1
32.6% (126/387H1) . ERARMRAMIZEI S 2 FIVEM O R B X
0.8% (3/387#) Toh -7, EREIERIZMEIRGE. 7% (26/387
1) . FRENED F 5. 9% (23/3874) . MES7EKS. 9% (23/3874) .
w53, 4% (13/387%1) Tdh-7=,
) AR OKREN B OME - AT Tomga 05
ThY, 1HORKELGET M20mglN] Thb,



18. xR
18.1 {EFARF

UH MU 7%, HEMEICFEET D5-TpZ A MRIC/ER L,
JrEEIRRAERRICILIE T 5 £ & 2 LTV B it o SEZE N BNk %
BRI S5, Fi2, = XHRICIEET D AR K O
PEIE 5-HT w2 BRIRICER L, ST F R (7 24 2 AP,
By N = UBEFEESTF RE) ot E Y, g ks
E. WO RIE, TARPEERE OREZIET 5 L Bbnb, U
PFRYTE AT, CROOERICEY HEREZSET D EE X
%jvfb\éE)Nw%
18.2 5-HTip/ R AKICH T 5 BINMES

VY MY 7H L, SREEGHRBICE VT, 5-HTpk O5-HTp
ZREICH LEWEE 2R Lizs, T OMoO-NTZREY 7
A A TREDOMDOZERE (a« ROB-T KTV U2,
R— RS U RIE, B AF I VEZRE, DAD Y URRE, X
YU TREUREREE) TR LTI, EFITE VBT L)
RERdo7- (in vitro),
18.3 £ o O—5-HTRBRUS-HTnZ BS540

VS RYFZ 0%, b b7 a— 2 5-HT 1 O5-HT 102 SR ~D
GTP y SFEARBRITIB T, 5-HTEIFIFE D SR VMEBIEE L LT
DIEMER LT (in vitro),
18.4 £ MEHOEIHT SR

VY NU T E i b S O H A R ED IR A R K AE Y

(107 8~10°M) ZHR < INffF Sz, —F, b MaHEBRIC %
LT, EFICHOIHEHEE LR E 2o (in
vitro) ®» ~8,
18.5 HEFEMMIOMERKICX T S/ER

FREE U727 = Uy MCERIRNER S (0. 3~1000 1 g/kg) T2 &
VXA 5 2 3 BRARTE R 7 SHBIR L oo R 5
MRS Oz, FMEE LA XICHEIRNZ S L2860,
IR B O T EA RS 7228, BRI T % E &
300 1 g/kglh ECUDMHEIWERIZA DN o7, WMEELTZA
R AR NS (30~1000 2 g/kg) L7Z3A Y. FEDOY
IR LRI VEF 23 A & 3T,
18. 6 WEmMED 5> OAREmNFEQRE KT /R
WREE U727 > MCEIRNE S (1~1000p2 g/kg) 75 &, =X
TR R KRN & D R LA s © o UEE AR H & ) B RTE
B HNH L7=9),
18. 7 #ERIHIC & 2R EHLARICx 4 51EA
R L 72T v MICEIRNEES- (1~10mg/kg) <5 &, ML EPH
FRR RSN & BB M TEIE % . Smg/kglh b CHIAIL 729,
18.8 EEME (FAE#KR) BERTBICLI3=XHABZEBOR
Ty bt e A ¢

WMEEL72T > MICEIRNIEES (0. 3~3mg/kg) 5 & . AEARIML
AP ERRIKIC L D = AR R OTR BB R A
BFE A, Img/kglh b ¢ A BKAFHIZINEH L7210,

19. RS BT HELFIHMR

—#x4 VY N T 2 BRI
(Rizatriptan Benzoate) [JAN]
{54 : 3-[2- (Dimethylamino) ethyl]-5- (14 -1, 2, 4-
triazol-1-ylmethyl) indole monobenzoate
4312 ¢ CisHioNs + C7Hg02
Oy 391. 47
LS
N=, N CHs qooH
Q\N/NVQ{\/N
“CHs
MR BEOBERTH L,
KINEA B ) = UTRORET T, =&/ —)b
(95) ZRRWETIZ< <, 7' b= MU MZETIZL
<, VEFNLT—TUITHRD TEIFIZ VY,
SrEeAREL
R TAIEAR 7KAH SrEfRI
0. 1mol /LIFREHLFEMEHZ (pH5. 2) | 0. 01450. 0002
1-A2 % ) —)\ | /K (pHT. 4) 0. 142+0. 002
0. Imol/L b U A#fZE i (pH8. 7) 4.21%+0.02

2. A%
(oYL FE1Img)
68E [65E (PTP) X1]
188¢ [68% (PTP) X 3]
(=% ¥JL FRPD&E10mg)
65E [38E (RKV7mbELrr—2R) X2]
188 [38E (RV) 7rbE L —R) X6]

3. EEXH

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

[MAX-0184]

2) Musson, D.G. et al.:Int. J. Clin. Pharmacol. Ther
2001 ;39 :447-452 [MAX-0001]

3) van Haarst, A.D. et al.:Br. J. Clin. Pharmacol. 1999 ;
48 :190-196 [MAX-0002]

4) Goldberg, M.R. et al.:Br. J. Clin. Pharmacol. 2001 ;52
169-76  [MAX-0003]

5) Longmore, J. et al.:Br. J. Clin. Pharmacol. 1998 ;46 :
577-582  [MAX-0004]

6) Ferro, A. et al.:Br. J. Clin. Pharmacol. 1995 ;40 :
245-251 [MAX-0005]

7) Longmore, J. et al.:Br. J. Clin. Pharmacol. 1996 ;42 :
431-441  [MAX-0006]

8) Longmore, J. et al.:Funct. Neurol. 1997 ;12 :3-9

[MAX-0007]

9) Williamson, D.J. et al.:Eur. J. Pharmacol. 1997 ;328 :
61-64 [MAX-0008]

10) Cumberbatch, M.J. et al.:Eur. J. Pharmacol. 1997 ;328

:37-40  [MAX-0009]
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&) VIATRIS

LA (52K) 5-HT1B/1 DB A(FBYEL H SEAE A A LT
TU N7 5 Rk TR

B, AT ) y, l’ \o“)D 1®ﬁ 20 mg

BE O EIRMRE
FRhHAE - 34

87216

RELPAX® Tablets 20mg

i) FEE-EMSEONLEI LT L

[ ®&ES | 21400AMZ00463 |
| BRssBAM | 20024670 |

2. B (ROBEICEIBELEWVWIE)

2.1 FHIORA R LBEUE OB E O & 5 B

2.2 LD BAREDH 5 B BRI ORE T Z ORERX -
JfED & % B REPE GEBIIRERN) Ob 588 AR,
BeliE (O ZE 2 A O IS 7 R I R BRI IR 2SS & b
LT END D]

2.3 AMIMAEE E R — B AN R S E OB D & 2 B [l & 1
R — WA R MPESEN D S bId 2 L hd 5, ]

2.4 KMEREL AT LHEE DEREZ BN S WHESE 2
Y

25 3 Pu—VENTVRWEIEED EH [—BEEomE
Axpl&aRITIEenDH D]

2.6 EEOMEIENRELZ AT 585 [9.3.1. 16.6.35H]

2.7 THVITH IV, TOVTH I UFERER A, Moo5-HTso
ZRMEEHE, HDHVIEFHIVZ O 7 7 —YHER (J ML,
A4 IV FEVmERE T S ) — V. AV T 4 FEL X TV
Rl G oBE [10.1301]

3. #Erk - MR
3.1
W 5 % LSy 7 Z4E20mg
1§
A B 5r IV M) Ty v BALKERRE24 . 242mg

(L h) 7% & LT20mg)

ML O— AL FLBKRY, 20 AA VAT —AF M) T LA AT
o TR AT A eTaAa—A, LTS v, YT RF L,
H#HA55

3.2 HADOHRK

HHE W — K s
E L i
= , , A
Pfizer - REP20 S na b
[ERES JEE Th
6.3mm 3.0mm 103.500mg

4. FHAERZZNR
HERE

5. shEEIIRHRICEIET 3FE

5.1 RANTERTEREFSIC L2 FERSHEREY 2X) ko vk
GG &5 id TRkod 2 IR LHEEZ D Tb 612
DOHFLGTHT Lo FHIRD LD ik, < B IS o R
fi LMD TR L 2 B O uHEMEA D 5 DT, AFHEGRTIZRHZ.
5, BEE T, FROFRRZHREL Tr oS5k,
AT TICHEE EBMTHE L2 LD VEE
CRER BTSN L1EH BN, FERISEE RS N IERR
R & TS 5 22T L OBEREEIR D & 2 B

5.2 FRIEMEF FRIEIE FBERG  IRSSPE R R SR . ST 1 SR
B OIZIRFGREE R B O B 1335 LR nw 2 &,

6. RERUVAR
WE, AL MY 7 2k L CLR20mg % Fr B O S S BL
AR5 53 %o
B RPAT G LEEIE, BIGE2T 52 ETE LM,
BT D357 520 ML LS 1T 5 2 &

F 72, 20mgDFEIR G- TRRDPA T TH o 72881213, R
SH SR A 540mg 2 #E G55 2 AT E 5o
7272 L. 1HO#HEGH 2 40mgblN & § %,

7. BERUVHAEICEET 28

A AFFNIEEBIRICOAMEM L. PHENZIIEH L 2w &,

7.2 KRG &0 & RO bz WIEIE, ZOFRECH L

© © ©

©o ©

TG 2 Ll e 20X a3, Ao L, EHigo
N 2T 5 2 ko

. ERREXVER
A DM RDERENLD 5N WEHIZBWTE, EEROEED

WMOTENIEET LI VDb, DL RGEIIUBROES %
kL, @Y 2REZTT) 2 Lo

2 FEE® 2 WIIAFIR G L DV IRAZ T 2 L0 5O T KA

B G- O BT A B HE OB G b D R E IR S
WE)HEET AT Lo

B A EEG M) T REFANLY HESELT L ENDHD

DT, FROYUEL RO VG2, [EHOMHREIZ L 55
il VoWREEEEE L, B2 hET A4 L B RLE LTS
Z & [11.1.58H]

. HEDEREHIHEEICHTIER
A AHHE - BEEFOH 2 8E

A BIMEOREOTEMEDSH 5 EF
BIZIE BT O &9 2 BF TIEIAEENR, Po0aE, OFfiZE % & &

=

z
BRI R ERERDY S bbb BENDH 5. [11.1.22H]
LRI O E BE bR B EIE L ANEIRD & 5 B H

- WO

40 DL Lo B

- EEIREEOEBEE T A 588

A2 TAINT - N=F 2V - RT A MERE (WPWEERE) X

(3D DEEIRER L BRE L - FBIRO & 5 BE
WPWIREBRE D MR AAEIR T & 2 A 2 SETE IR FEIH L 72 & D
WD 5o [11.1.4ZH]

1.3 BMEREEOFREMDSH 5 B

BIMAEEED D HbN b BENDD 5.

1.4 TAPAHZVIRIEZEZEI LPTVRENRKBEDS 58E

TADAKBEDN B A BENWDH 5, [11.1.35H]

1.5 A2 PA-IEhTVW 3 EMEESRE

—EEOME AL R MERIRO LA 25 SR T2 WD 5,

3 FrEemERE
3.1 EEOREEREEZF T 58E

BeH LawnwZ &o ARNIEIFB TR SN L 0T, HEOIFHKEE
EEBEE CIRMPREN LAT 282D 5. [2.6.16.6.32H]

3.2 fiReEE2H 9 58%

AFNTEIHFRTHH SN2 O TUPIRENS LA T2 EDH 5,
[16.6.3Z%:H]

.5 1R

Il SR LT 2 W REE O & 2 LEIIE, i Lo f i e
Frite Lo s S HB S N5 EICOA 5T HT L,

.6 BILw

BIL W EDPEE Lo AFNIIG 524 £ Tl2 e bR
12890, 02%DBATHRD ST %2 JHEAT— %),



9.7 /pMRE
NREERE LT
9.8 EiE

W PR R

FFEHL TV,

MED EFIE, HFEEL)DEHETCRKECOTHEHEICES T
BTk, ElE L EEEIIB AT O R KR DL
10.19mmHg. IEEMINE Ok E5H O #132.59mmHg T H - 7%

FHEAT =% )0
10. HE{ER

i

AENZ, E& L THFRBIRESET 70— AP450 3A4IZ X ) HEF S

Nb. [16.4.12H]

10.1 EAZRE ALV L)

IV Ty 3 VAR
KA T2 A AT

MENDBENDD %,
ARG BICTVTY I Y

HH 458 WBEARIEIR - 15185 15 - ek T
INTE IV MR b5 3 A B A58 | 5-HT s Z AR EB)EE & o

SEMARMERIC L D H
HASAER (I DU e )

1. BIfEA
mmﬁﬁﬁﬁ%%bné‘&ﬁ%émf B % 1455
WERD LN A3 G 2 kS 5 % @Y R LiE A 179 2
1.1 EktiEM’FFﬁ
NAATFT45%
FEANHA)
11.1.2 BIMSORBHER CHEAH)
IR, PRlMED B IO ZE % & b B IR DR BAER DS &
bbb, KEEGH. . MRS O —# ko iE
K GRECIHGEER IS LS SERH D) BdbobhbZehdid,
DX IERDSRILE CERBIZ X 2 E BbN s %E121E, igEo
w5 a2 IE L, BRI GEEOF EEE TR 5 720 O #Y) i & AT
52k, [9.1.1, 11.22H]
11.1.3 TADABRE (HEAH)
[9.1.4%0]

’ﬁux S

A

Yavy HERH).7F747%>— (M

QELTYFE) Y (7 | HHVIETVTY I V| 2RI, . -
0729 A B e 3 18 1.1.4 8k (WPWIERRFICH(T D) (HEAH)
TNTYIVEEEETEA | &, b L EZOBORE WPWRE % #E 0 W Y FEIR Cd 5 BEE 2 FIEESIROME D H 5,
YeROoIvay Iy Ay k. EREN24RH D RO [9.1.2%:0]
VIR (PeFvTy ) | HEEST TR T L,
TATANY LAY 11.1.5 ZFJFOFERESICL B5EE (FEAH)
B (ZVT X Y UF) [8.3%]
AFNVINITRARN) Y -
LA VR (RFLFY) 1.2 ZOBOEIEAR
[2.75M] 19 12 19K HEAIY]
5-HT w5 AR EB)3E WLPE F 50 M S AT | B & 0 M (R % g FEED F o EIR | BEEEGE, [
AN TE Y ANIE | MENSBENS DD, HEED, TR BERAL, | 0. HEEIGE
W 143795 0) ARHN G-\ O5-HT s b
VNI N TE Y (U= | FEESE O F S e Py - PP—
<o) D S O 5 Bk AL il? Bk, [E -
VN 7Y RAER | OMOREIR. ThEN2A
(2NN BRI LA L & HILEER WA, PN HILRR, UL
TIMN TS v ERE B S5, T B,
(7~—) [2.75] TR N
HIV7 177 — ¥ HEH AHEN OB AIEE Sl | ARG, £ & LR REHTEE Z0fh GEs . WS | 2. MR . | Y. Ak,
URNFEN (J—ET) | BES AT BENSDH | FF b2 O — API50 3A4 S, B, WEWE | 6. MORBIEAED
FNTAFEN AT VEE| B kRS R SHIENG. TN, W | WIEIE
W(Eov7 M) [2.78H] EHLICELY 70T T A .
DB B = - - .
- - w a) FEBUE KRR O EIN ERAR AL OB C I = 417 45 T/ 45 TSRO A% 12 36
10.2 BfHEE (BHRISEETS L) SVTWh,
e N - - b) TILOFERIETEE —BETH B & XML CEEH D . WY &
S 4k BIRIEIR - H 1 5k S /
AME PRAEA - SR P eI CYBAERTET 2Tt 5. [11.1.220)
vruSA RRBUEWE | Ty AuvA Ly L ofE | AR E L LR
TYAURA LY, D& D, AHOREIMYE | FF b 70— AP450 3A4 13 BE
VAN A YT, SR | R (Co) 205, | 12X Y RBS L OISR 3. BERS
Ay [16.7. 1501 | S e il - AR R R | ESEIC LD 2 U T T v A 13.1 RE
(AUC) i4fiicik L, 8 | 25d T 2. KFNOWERAFWRINEAER TH Y . D7 & D200, 5 i

TR
A r7ary—

H1 v KSR
NF83) [16.7.250H]

FEVCIEDS EA L7z

4 bFaFr—enftH
12& ). AHOCrmaxy AUC
HEK L, MED 7T 5
BENYDH D,

NIV EDOHMIC &
0. AHIDComaxe AUCHHY
KL7z.

tfavtF rFY VY
(St. John's Wort, + ~
b Ya—-rZX-U—1)

REPIKT S 2B hhd
%o

AW RN OIEAHHGRS % B Z
TL—=TTIN=0Ta—A | Ndb,
B R AV E H) ARFN O ACH AR S ALl | BRI &) A O
TRIFRE T BEMET T2 B0 d | PRIESNLBZWEDH S,
PCTADAFA %o
HANWNTEE »
Ui
V77 vy
W KA OB AEHE S uifirp | A I+ bFY VU vIck

D AR ORHEAPRE SN2
BENhDH b,

LV T RERE
to b=y V7 KL+
VY A A BH
INFTTT VYRR
T au ¥t T IEERE

G
SR b= 2 T A kmh:?ﬁﬁ#(Kﬁ‘kUFlV@ﬁWUﬁ&%
PAE S MR B, BUR. B | HEEL. RO b= VilEE
TUEFHFI Yo LA Y | KT Tﬁéﬁﬁ%\kﬁéﬁéo;of$ﬂt
BRI THE) BHobnsr e | OfHICEY, tub=>
80 F e F VSRR | 279 5, VA 38§ B T A5 %
Wy Zhb,

FEIR - BT AR EE T TS -T2 &,

14. EREDEE

141 FFZFEFOEE
PTPUZEDIEA iPTP/ FSH) L CHRHT 2 £ 9155952
o PTPY — PORRERIC LD | B AEAS AR AFIA L, SIS
FEAEBZ Lf%mimﬂ REOFELRGIEL T LD 5,

16. ZMEHRE

16.1 IMAFEE

16.1.1 BEKRE
R AIC L b)) 7% 2 20mg. 40mg. 80mg™® % UF120mg™ (%6f1) %
Eﬁﬂ%%m%ﬁ%bf:ﬁ@ﬁ%ml%m}%? (Cumae) 13, ZN2N38.9, 69.7, 134
U1 74ng/mL. f @ e EE R E R E (Toae) 1&. 2021100 1.2, 2.4
JORBUATR M’J}?LP«EF%-H%EFEWMETEEE (AUC) &, 21146, 416,
9167 1°1,398ng-h/mL. 2 (Tw) 1&, 212N3.2,3.9.4.1%05.5
T d - 720,
Fo0 BERACTL MY T vemg® (2461) % HEIEHIRANTE G- L 2o
G52 ) 7T v A1E33.4L/h, SEFIRFEIZ B A S A AR IZLIIOLTH > 720
IR GO AUCZ JEH#E 12 L TR 72 L b)) 7% > 80mg™ (2461) H
[A]H6E 1 43 5 IRg Dt kg FE W A2 ) R F 321236 . 4% T dp 5 727



100 1
E —o—40mg
—e— 20mg
=
g 10 4
E
£
2
R
g 3
=
0.1 T T T T T Y
0 4 8 12 16 20 24
P50 (h)
16.1.2 R1EHRS

R A6BIIZT L ) 7% »1Al40mg7 1 H3EF (3% 5 FE1 L1E] B $% 5-215
M1 M OV 128 [ 14) 7H B RAERE 3% 5 L 72 AUCo2atd. 1H H1,375ng -
h/mL7%*57H H1,8%ng - h/mL & 38%H Kk L, &% 5% DCraxld1H HIZZ 1
ZN96. 130/% 092ng/mLA 5. 7TH HIZIZZ 21178, 157/ U°119ng/mL &
ZFNENE5, 21 029% L5 L7720 THHOTUIE6. 6 Tdh - 720 e/
HEIE (Coin) DRSS, H52H HICIZEHRBIGEL TV R EE 2 5N,

16.2 DRIR
R AL6BIIZ T L 1Y) 7% > 80mg™ & £ X 22 B 12 AR L13% 5 L
MAE R T EHOEEE R L. L M) 7% v OfREImE i
FEFIERER] (Ta) (XZENEIEL GIER A2 & 722 6HFITICIER L 720 EfRTS
12 & 0 Conax L OFAUCIE ZEJE I 12 FE T2 2 N27% % US30% K L 727

16.3 9%

TR AGHIZ T L M) 7% 2 40mgZ 1 H 37 H B AR 3% S L 72, I
R AHRIISTN TH 729,

16.4 X3

16.4.1 AANZ, FIZF M2 0—24P450 3A4IC L D RSN B &2 5N 5T,
[10. 8]

16.4.2 fEHEEAIZ L b)) 7% »20mg. 40mg. 80mg™ I UF120mg™ (%6f61)
ZHERE RS L0 7 1) 7 7 v 2d, #R2N80.2, 66.4. 64.3% 0
85.0mL/minTd - 72%,

16.4.3 e 661 L Y 7% »1A40mg# 1H3E™ | & 5\ iZ1H80mg'™
Z1H20E7 3 BRI S L2EEoB 2 ) 79 v 2E, 1HE (212h190.8
T 0°88.7mL/min) & WELLC7THH (ZM2N179.1%0%63.4mL/min) Tl
AMER E TR L 728

16.5 HEitt
TR ASBIZHC-Z L b ) 7% 2 30mg# BRIk G- L 72, R L O3
FCHEIE S Lo kI, R 5RO ZF N E 44 5% % 1M45.0% T - 720 R
HHC R I3 58 D6%. N-Ji A FOLE GEMERE) 132%80 579
HEATFT—%)0

16.6 BFENEREH T 28BS

16.6.1 =&

s (65~938%) 1661 0254 (18~36/%) 1661121 b)) 7% »80mg™
Z HAE LS L 72D Taxy Coax X FAUCIZE IR D SN2 o720 L
L IHEEEER (kel) (3, SH#EO T HAHEZ NG EINE L T,
FE O Ty (5. TRER) 135S (4. 4F50) LI L CER LY WHEAT—
%)

16.6.2 BipeEERE
R EE N6 Je OVEF B el B 16BIIC = L b Y 7 2 80mg™ & HilAlEE 1%
5L 728D Cra % CAUCICHE B2 SN e o 72008, T FEE S RER S
B DO Twax (5.6F5]) (ZMEHERA (2.6F5H]) & KL CHEICER LY (4
EIAT—%),

16.6.3 AFipeREERE
TEHERL N L0BI % DR E A3 S O R REREE BB 106 =L b ) 7% ~80mg™
% BRI LI3% 5 L 72 0 BFRERERS £ 5 O AUC (2,234ng - h/mL) 1. flHER
A (1,66lng - h/mL) & JEZL CTHEIZHIK (35%) L7zo Camadld. HETlEZ
WHOOLFPIZ B LY BHEAT—%), [2.6, 9.3.1, 9.3.25]

16.7 EMHEEERA

16.7.1 fEHER AL =) 2T~ 1 ¥ »500mgix 7' 5 b K% IER %S
L. %57HEIZTL MY 7% »80mg™ # H a4 L7z, =y 20~
AT VHHBETIE T I B RIEHBE L L T2 L ) 78 ¥ D Cual IR 25,
AUCHIAREIZHR Ly Touldd 68 7 57 I ENICIER U7z FEICERE O
ME BSOSz (FHEATF— %), [10.258]

16.7.2 EHER LS T 78 3 L240mg X id 7T & R % RS- L, %5
6HHIZTL M) 7% »80mg™ & H KL% 5 L 72, ~NF /8 3 VEHEET
X7 REHBEE LTl M) 7% ¥ DOCmald2. 265, AUCHS2. TH5 I

WAL, Tuldd 5K 254 O & 22 ) . ZOEII/NE D o7z BRVIZH
B L D MTEANOEEBIIEO SN o721 FHEIAT— %), [10.22H]
16.7.3 MM ALSBIC 7V 2 v — ) (1H H13200mg. 2H H LK I£100mg)
W37 T v RELEROES L. #56HHIC=L M) 7% »80mg™ % A
REC G Lz, 7 va = VBRHEETIE 7 7 bR i L T L
N 7% 2 DCmastd1.3615. AUCH2.0f5128K L, Twidd. 63K H 20 56.44

FERCIER L 720 BRIREGICIHIE & 72 B MENOFBIIZR0 SN h o 7219,

16.7.4 N ALSHEINC 7 b3 )V — b (RIPERKRE) 400mgl L7 7 R%E
RIS L, %530 BICZL b)Y 7% »80mg™ % AR 4% 5 L 721,
rFhaF = VHHBETIE T T R L L TZL M) 78 ¥ DO Cmax
13#92. 74 AUCHHI5. OfFIcBE R Ly Twldd 8B 58 3B IER L 720
[ 7 (2R B ML _E RS S (MEANT— %),

16.7.5 R AL12601C 7075 20— )80mgX it 7 7t K% LEZ#% 5
L. #57HHICZ L M) 7% »80mg™ % MG L2k, Tu75 )
O— VPFHEETIZ 7 T b RO S B L T L MY 7% 2 DCumaxl 1. 15,
AUCHSL . 3F5IZHE A Ly Touldd OEHI 255 2B & 22 ) . ZOZEIT/NE o
720 BRRAYIZHIE & 72 2 MENO BB SN o 7219 (HHEANT— %),
T AH O HATORITRIEIA20mg X 1440mgTH V. 1H 064k 55 340mg AN T
H5o

17. ERERREE

17.1 BHMERVURLMICET 255
HRME A FHIT 2 72002, BN 2 BOG S OFHEI S 1T/ AR SR (7305%)
% FEht L 720
INHOREE, 7T AR, I ERILEGRERC THEE S I, AH O
LD i b AR 2 R 1% 0 SR O U (VRS O AR FEAS[ B | SUE P&
Mo, TERE] I [ L] ISR LZEAOHEE) 377 eRERELT
MATBIC A I o 72 (p<0.05).

T2, TVTY I VINAREE2mg - BEK S 7 o A 2 200mgE wIE & L 7 aER
Tl RAOWF RO HE D RF2EM % OFROGHER T VTS I Vil
AR - MWk 7 x4 v LI L CRETIC A B IS A o 72 (p<0.0001) o

17.1.1 ENE T4 (AB&No.160-901)
1RO K ERFEEICHT 2L M) 7% o3& (20mg. 40mgl% U°80mg™)
OFMEE e E, TR e e L CORET L7z R O Bk 0
YHEIE, L MY T 2 20mel M40mgTEFNZEN64% (51/80) 2 UN67%
(51/76) . 77 £ R T51%(40/79) TH ) AETHNA E 2 A= SUBHED Hisz,
FIVEZSEIER 1L, 20mgC16.3%. 40mgT32.5% Cd 1) . T EIEMIL, HEIIE,
B (&%) A, TR OMEIRTH - 7217,

17.1.2 SEE T (AB&No.160-314)
1RO R BERHEEICTT 5L MY 7% Y3 & (20mg. 40mg/% U°80mg™)
OHME L et E, TR RUTAY M) 7% 2 100mg#x &R & L CRHEd
L7z MRA2ER oo ®ERIZ, =L Y 7% »20mglk M40mgTZh
ZN54% (70/129) Jo 065% (76/117). 77 £ K T24% (30/126) TH V.
RTINS B HE UGB 2S5E 57z,

IR FEB I, 20mgT26.4%. 40mgT24.3% Td 1  EAREIEHIE, MS5E,
5. HF v, BFEEROEIRTH -9,

17.1.3 S{EFE MR (5B&No.160-305)

DI T AL b)Y 7y V2 E (40mglt U80mg™®) DR
MWeatit, 7IeRete LClat Lz, 1A HSIEICx 3 2 1) AR
2B O TR O HERIZ, L b)Y 7 ¥ 2 40mgT62% (265/430) TH Y .
7T RD19% (44/232) L IEE L CREHYICE BB Do 72,

1A HEEIC BV TR E LT M) 7% Y 40mgZ IRH L 2B 0 S
5 WA O BAT - 72 B ERA &BhH (=L ) 7% ~40mg)
AT o 72 BB ORIWERSEHE L, 2N 2133.8%. 39.8%Tdh - 7z. HRA
B OBERIZUCE D 50 SN - E2rIERIE, EIE, HA. HF v
L OMEIR T - 7219,

17.1.4 SEFEMHEER (ABRNo.160-307)
1R DR BERSAEICR T A2 L MY 7% V2 (A0mehk U80mg™) DAEZ)
Wewetr, VT 3 VilEAREE2mg - Bk S 7 = A 2 200mgk ST T
YRR L L THES L7z MR o SR otERiz, =L )
7% »40mgTh4% (111/206) TH V) . TV T I Vil fEEE2mg- MK 7 =
1 2 200mgk 07 T £ R D33% (65/197) K 121% (21/102) & bk LT
I E BB o 7
PERAE LTCZL M) 7% 2 40mgZx A L72BE D9 B, WA &

o7 BE. WERE L EIRE (L M) 7% »40mg) P ETomBED
FIER ST, 2N 2135.4%, 28.6%CTdr > 720 BRAEIEIZE D S 52
HONTFEREERIR, EIE, BAK OO FWTH- 727,

17.1.5 S ESE T (AB&No.160-318)

SO R BRI AL b 7y V2 (40mgk F80mg®) DHR
Hewhter, A~ b7y V2HE (50mgh U100mg) RO T T R %%t
e Ut L7ze LI H 38R A 3 2 90 [ IR A 285 [ 2 o0 B o 2 281



Il M) 7% 240mgT64% (108/169) THH . 77 EARD31% (25/80) &
L CREHICAEEICE o 720
I HEECBWTHERHAE LTL M) 7% Y 40mgZ IR L2 BE D9
B BRI O &FT - 72 B IR &8iniRiE (=L b 7% ~40mg) *
AT o 72 BB ORWERSEHEIL, ZNEN3T.7%. 22.2%TdH > 72 RAMH
Bl OSSR D & 580 S - EARWEMIL, BIE, K. D F v
e OMEHR T d - 722,

17.1.6 SEF TR (A8 No.160-102)
3o KRBT AL M) 78 3R (20mg. 40mglt 0°80mg™)
ODEMMEL e, TR iiE LCME L7z, 1B HSIEICHT 2
WAl R FI 2 f 2 D BESE Dz EsR 1, =L b)) 7% 2 20mglt UM40mg TF LZ
n47% (129/273) J 1%62% (174/281). 7 7 4K T22% (60/276) TdH b .
MATHIC A B R BUL SRR H sz,
I ESECB TR E LT L M) 7% 2 20mgZ iR L7z EE 09
B, WIRRA O AT - 72 8% FIMRM & EMRM (=1 b)) 7% »20mg)
AT - BEORIWERSHERIE, Z2hE120.4%. 24.6%TH - 720 FFRIZ,
TL M) 7% 240mg® Tld, ZNEN37.1%. 24.3%TdH - 720 i EEN
O ZAEREIC B D B TR0 S N EARWER X, BIE, W5, D F VR
IR CTH -7,

17.1.7 S EE MAHHER (FAB&No.160-103)
210l D P B IEEICA A L+ ) 78 2 40mghr 5 80mg ™ D i 512 &
LA e E. T REMNERE LCORE L7z 1R HEECRT %
FIAIR 20 ] 2 O BEf O e IE = L 8 ) 7% 2 40mgTh8% (283/492) T
HY) . TTERDI% (36/122) & LEL TE»o72,
I HSECBWTHERHE LTTL M) 7% Y 40mgZ IR L7270 9
B BIEAR T O 4T - 72 B ORIR & 8iniRE (=L b 7% ~40mg) ©®
AT o 72 BEORIWERFEBERIL. 21 2135.3%. 23.5%Tdh > 72, AN
B OSSR D & Fi00 S Nz EARWEM L. DN, TES. 0 F
WK OMEIRTH - 722,

17.1.8 SEF MHEHER (A5&No.160-104)
3o KBRS EICHT AL ) 7y 2R (40mglt 0°80mg™) D AR
MWeZetE, A~ ) 7y V2HE (25mgh U50mg) N UNT' T & R % xt
& LTS L7zo LIl H SSPEISR 3 2 Wl iR FH 25 [ 2 O SEf O 2% R 1d, =
L b)Y 7% 240mgT62% (109/175) TH V. 7 I RD40% (34/86) 12t
WL CHETCEEICE 2 > 72,
1A HSECBWTHREIRFE LTl M) 7% 2 40mgz i L 72 B ED ) b,
BRI O AAT - 72 B R &80l (=L k) 7% »40mg) #%17-
7BFEORIEHSEAIL, TN2N26.6%. 22.2%Tdh - 720 HRFHRIE N 05
TR B & 780 Sz E2BEIE. TRA. D F W ROEIRTH - 722,
FARFIO AR TOABNEIX1F20mg X i340mgTH 0 . 1H O S- & 1340mg LA T
BHbo

N 2R 4212 B 1 2 B o= (%) (ITT)

BEIE DU (%)
e e RN
K| (oo, ) TLhuTE s e | VTS AR
- . 77 R .
20mg 40mg - Mok T A

B 55 AR 64% 67% @ 51%
(160-901) (51/80) (51/76) (40/79)
5 AR 549% 65% @ 24%
(160-314) (70/129) (76/117) (30/126)
S AR 62% * 19%
(160-305) (265/430) (44/232)
5 MARY 549 4 ) 21% 33%
(160-307) (111/206) (21/102) (65/197)
A AR 64% 31%
(160-318) (108/169) (25/80)

i - -
55 AR 47% 62% @ 22%
(160-102) | (129/273) (174/281) (60/276)
ERIEIE 58% 30%
(160-103) (283/492) (36/122)
5 TARY 629% @ 40%
(160-104) (109/175) (34/86)

- 50% * 60% * 24%
" (199/402) | (1126/1870) | (250/1024)

a) p<0.05: 7F LKL DMK
b) p<0.0001 : T)V T I ViEAHEN - #KH 7 =4 v LD

18. IR

18.1 fEA#F

18.1.1 EBERME ICX§ 2 IUHEER
IL YT E 2 id b S dil L2 DR & 0 AR 0L 2GR S 7
OV, EEIIRIZR S 2 WUEIEH & Hit L CTRISORHEIRIN T d - 72229,
F 720 IMENIRIGHE OTEEE & L CllsE L 72 EE A X OSABIIR MG = % . Bk

My RBRENIRILG & & O F M I EE Y KT S 2 WHE TR S 87
(EDsofifi12 u g/kg. HlRMTEG) #20,
18.1.2 EE COMEBZBIEOITTE IS T 2 MHEA
IL )Ty iE 100ug/kg (FFIRMAES) Do RS T, KBS v o=
HREER A AR L 72 & SIS E R S5 A& o i & B L 72220,
18.2 5-HTsRU5-HToZ B FIC3 § 5 St
IL MY 7 i, b F5-HTs M O5-HTiwZ AR 0 L CRIRAY 2 BANIE
ZARL. WFROZEMEII L CHIERE & LTER L 7229,

19. BRHRSCET B E{LZHER

— MR T =L MY T8 v BALKFEEE (Eletriptan Hydrobromide)

L4« (+)-(R)-3- (1-methylpyrrolidin-2-ylmethyl) -5-
(2-phenylsulfonylethyl) -1Z-indole monohydrobromide

453 Ca2HxsN202S - HBr

e 463.43

PR - =L b Ty Y BAUKERIE I, BB TNICEB LB ERTH Y .
HEPIZROENDBYEE T Ve VAT LT M7 I FIZETFRTL,
AY 7= VIZRREITRT L. TP PR REITFIZL, 28/ —
JV(99.5) UFAKITIEIFIZ v

bt
H
©\ N
S,
N
o O - HBr
N
/
HsC

il 173~176TC
SECAREL (LogD) :1.10 (pH7.4,1-4 27 % /7 —)V/KR)

22. Q¥
1088 [10§8 (PTP) x1]
1058 (1088 (BEHE LA Sy 7y =2 AYPTP) x1]
508 (108 (BESAH /Sy r—Y AYPTP) x5]

23. EEXH

1) International Headache Society 2018 : Cephalalgia.2018 ; 38 (1) : 1-211

2)  FEANERL BRI (2002454 H 11 H GRS, HRTEEIEZEA .3.1.3)

3)  AENERL BB 2B (M g ) (2002484 H 11 H KGR,

RN 3.1.6. M.1.3.1)

4)  FEERL RN BT B BRSOt R O BhEE (2002474
A1LHAR, WEEERE~ . 3.1.1, ~.3.1.3)

5)  AENERE R BT B BRI G R OV HE IR G- O S Bh R
(20024F4 )T 11 HAKRE, HIREZOEMEEA 3.1.1. ~.3.1.2, ~.3.5.1)

6) AEPERL BRI BT B AR G RO e R O BIRE (2002454
HI11HARR, HiFE@REZE~ . 3.1.1, ~.3.1.2, ~.3.1.3)

7) KRR RIS B 2 B G RO S BIRE I R T RO E
(20024F4 H 11 HAGE, HFEERHEZAN.3.1.1. ~.3.5.1)

8) MR RFNIBIGT 5 F F 2 O AP4A50 (20024E4F 11 H AR, HIFNE
BN 3.4.1)

9) AENEHL BRSBTS EEMERE (20024F4H 11 HAKRE, B @R

%EAL3.1.3)

FLNER B E R E I BT A B EEE (20024F4 H11H KRR, HIGE

EEHEEEA .3.3.2)

FEPVEE - B RERE S 12 B 2 @ (20024E4 0 11 H AGR. 55

PEHREE.3.3.1)

12) AW =) 20~ A ¥ G EREOIEWEIRE (20024F4F 11 HAKGE, H
FHEEMEZEA 3.4.7. F.1.3.2)

13) R - XTI SIVHEHIFE O3 ENRE (20024F4 H 11 HAGE, W ER
WEEEAN.3.4.7. +.1.3.2)

14) *EPEEF 0 7V 3 — VRO SEENEE (2002454 A 1L H KGR, HIRE
GRS 3.4.7. .1.3.2)

15) #WEEL 7 b3 = VBRI O3 EIEE (20024F4H 11 H KGR, HF
BRI 3.4.7, }.1.3.2)

16) #EE : 7075 20— VRO IEYEIRE (20024E4H 11 HARE. H
FEEAEEAN 3.4.7. +.1.3.2)

17) Eletriptan Steering Committee in Japan : Cephalalgia. 2002 ; 22 (6) :
416-423 (20024F4 11 H KGR, HIRFERMEZE ~ . 1.1.2)

18) Goadsby, P. J. et al. : Neurology. 2000 ; 54 (1) : 156-163 (200244 H
ILHAGE, WA~ .1.1.2)

19) Stark, R. et al. : Cephalalgia. 2002 ; 22(1) : 23-32(20024:4 11 H A&GE.
HAGEAEEE . 1.1.4)
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Diener, H-C. et al. : Eur Neurol. 2002 : 47 (2) : 99-107 (20024£4H11
HARZ. W& Z b . 1.1.4)

Sandrini, G. et al. : Neurology. 2002 : 59 (8) : 1210-1217 (200244 H
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Sheftell, F. et al. : Headache. 2003 : 43 (3) : 202-213 (200244 H11H
KR HIREEORMEZE N . 1.1.2)

FENER G & A ZEEMILEGAER (2002F4 11 H KRR, WG
EREZE b 1.1.4)

HRER A~ M) T vERIRE Lo T EEMILEGER (2002454511
HARR, WEEERZE . 1.1.4)

FEPVERR - JRRRSERL (20024E4H 11 HAGE, HREEREE R 1.2.2,
+.1.2.3, &.1.2.4, &.1.3.2)

Maassen VanDenBrink, A. et al. : Neurology. 2000 ; 55 (10) : 1524
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TED) AP35 GRAT P — BRAE IR 25~ ST~1-39 + B e (R )
TE2) YA (FEPH)
3) Ty (e R 22)



2.

2) SHEALSITDHE
Wk N HE R AN BRI 8 5- L7 & &L 3R 2 (SR
B, IR D o 72 (64% L 1)2, %56 1 BRI DL
PN B 5 L2 R B (Cmax) OF93/41ZE L. 2Dk 4 ~
6 IR [ IS PP BE ASHESF S 7o SRZEMUIR K ON-JE % F
VAKX, VIV M) T E 2. 5~50mg D B C AR
TEDAUCK Cmax % 7k L 720 #i6f 2E W22 10 F) I 2134
40%THYH . Fo. PNLEARRE ZT 5,

(2) RiE®’S

AR T 9%V IV M) F¥ »2 Sngze MalfEg&8 & L

T 1 H 3|5 R ERETRMA) 2 HEER TS L. 10ng

FOWRIEE L L & EHRGICX B HEWEIEICS 2 5%

BIIA SN D72,

3) BREOHEHEATHT—5)?

BB G T ZENER: & R E O Cmax L NAUCH & 4

13% B 16 %MK T L7245, N-Ji 2 F MR TIZZE LA R <. &

X DEREN L OB Z T o T,

X5 - BBt (EACTOT—%)?

AHFNE TN TCYPLA2K SATIE 7 3 VgL Z (MAO) 12
Y RS RF R OHERIZHRES S

FAEIEIN-BE A F vk, N-FRILIR. £ > B — UEERR K (4
KRB OERH# ) O 3HETH S,

VIV M) T v 25mgh BUEAR LIRS L7s & &L B 060% Ll
EEICA VR OUEERR R S L CIRAICHER S . R930% A5
REAURE L CHEFRICHRES NS,

(1) FriggeE=EEE JtEATOT—4)Y

VIV M) T v 10mgh HERR OIS L- L &L RIS

T, AR IR BRI E TR A D AUC . U"Cmax

WS 2 94% L UB0% I L. EERF ARG E R E TIE & 4

226% fe O47% ¥ L 720 N-Jii A FUAKIC D W T, &R

JFF B B[ 52 82 T IR AUCK OFCmaxh™ % 4 33% . 0°44% .,

FEIF AR RE R R TR 4 82% L P90 % T L 720

REALE Dt EHE ST, PEEFREREEEE T

57%. TEFEIFHERER EHRE TISTB R L 720 N-Ji X F L1k

DA AT, a3 RE R & S T32% ., HE

FrPEREmd2 B C37T % IER L 72,

(2) BEgEEEEEVIEATOT—5)Y

R ERE ISV I MY Ty 2 10ng % BRI CHES- L2

L&, N A F I VIEDAUCITfERE A & H~_THI35% il T

B o 7205, KA fL ON-Jii 2 F VAR OCmax 3 fEHE A & 72

BIFEAERLN LD o7 T, BHEREEEEEICBIT S

RIAUAE L ON-Ji X F IR Dtald, B A 1 R o

MR A LN TN OEYBFE/ T X — & 13N TR

OOLNLHHTH D,

) HMEERUWIEATHOT—%)

1) 826 ofEFEAIZB T, KFHl&EEZ7 0T F(A
BIMAOPFLER] ; RIBRARR) 2 B L2 & & REE
DOAUCK O'Cmaxh3 44 4 26% K 1°23% . N-Ji A F V£ D
AUCK O'Cmaxs % 4 213% 2 UN154% 40 L 729

2) DH(12~18%1 : ERIEICR L L) OREENICBWT, H
ARk VITH I e T4 YOFHFD, Ye o) d
FIVO, Tus7/u—= )\, T rTI )T 0Y R
FraFSIFNY, YT F YO L FY v (BRI
MAOFHZEH®, 74+ FtF v GERMED b= 2R
DAKRER  RIRA)Y, EVF 7z v (5-HTHi
F o ARFRRAKT)O EARKN AP L7z & &, R R &
NEMESEFIIRIEE N TR,

Eo=F =
v b MR S A KA ERIE. 10~1000ng/mLod #ipH T LT IF—5E
TH20% Td o 72 (in vitro) o

(ERPRRLAA]
EPAERER (5 D HRAERINEER)
Pl 2o R e L7 7 bR i i S M LR R S (%)
PR S SeARAE 1 £0202090) 12 3317 2 R [IHR A 2 IR 2 o0 B i 3%
S ORESLAT L | F 7233 170 & TR | F 7213 2 L
VR L ZERIOFIE) TR D EB Y Th - 720

TR 1ng 2. 5mg 5mg
HIEIAR AT 2 B 2 o SR aER | 37.5% | 53.3% | 55.6% | 65.4%
(YA Al 50550 (18/48) | (24/45) | (30/54) | (34/52)

2.

1.

2.

_4_

S EER
(1) EIERAERNHER
1) FEREZZNSRE LTI R0l H R
SRR OB R M IEAT o SR E B EL84061) 12 B VT, VLR b
) 75 v 5 ~15mg®™ O Hi[al$z G- T A S L2,
ED AR BT 5 1 H OB G-E1310mghA
2) HUEWARZEZNSRE L7727 T b AR5 E g R
SR CF R AT R SARAE B HL999%1) 12 B\ Ty W K Y
JBTIN (SER O ot L 58 HE) R 2 BRI 12 O TR e s 3
XTFEDOEBY TH o7z,
F72. 2.5mgll EOHEIZBWTIZIRA 1 B A & BRI
B 2R L7z (WA 1 IRE R B2 O BESR CGE 2R - 44

~51%)W,
774K | lumg | 2.5mg | 5mg
& Hggéggfﬁw % | 53% | 65% | 67%
s i G | (/12D | (66/125) | (169/260) | (163/245)
ﬁbugggéggif&@ B% | 52% | 49% | 45%
@y 2 p R | (63/195) | (V2D | (19/39) | (15/33)

(2) HE MRS
REmBAEL NG E L7 T 2 R0 S M LB R s s
CHRIVERERT X SARIE G E527060) 12 BWT, VIV M) T~
2. 5l 2 WE 12 O B3 13262% (110/178) T - 72,

F 7o, BHARER CE.O. S, SGm) 1225w T b FBFIEL
DT DA SN2,
(3) FEMEHER(REBEDEHOIREEICH T DR MEHER)
FEVER B D B I FEFS - FRblF I EE S EIR L 72 s (1 [
2.5mg X1k 5mgo 24WF[H AN O #e4% G- 12 15mg PN ) DR %
K124 A2 72 0 0 3 L 72 (T o AR 51542, 49961) o
ZOFER, WINOHAEOHMATIZBWTHHHOUELY R
L 72 (i F 2 TRp [ 2 0 BEIR S5 28 0 84, 1~96.5%) 9, =11
272 AR - 72 EHZOFEBEOHIMNIA LN
. Fo. FEFROMESCEOLALIEA LN 0o 7217,
(4) ZDfthDERARER
1) K ERO RGN R 2B Lo BRICBWT, Vvl
1) 7% 2. 5mg X A& 5 mgDF IR FH %455 T A &7 B
YER R,

2) MIDASE R ZE (Migraine Disability Assessment : F B
1245 HEEGENOELEOREDH E®) 12 L > TIRJIHT
DR BERICE B HELEGENOYEORELZHEL, Z0
HIEIZHED EARFIUIMA) (7 ALY /A b T T3
FOER) IS & GRS ) AT 7205, BN BEmoE &
OSF BTG & 2 HF ARG~ 0 32 [ o0 $ e e R o0 454 % 7
L7219,

=35 P=3 L))
5-HTienoZBARCH T 23R
VNV MY TE E, b M5-HTk O5-HTwZ 241200 L T
BHMEZ R T, N-BXF UKL, VIV F) Ty D2 ~T7 9%
D5-HT 0% FARBIRIE % 7R 3720,
AH % b MCHEREHRG L7z e & N-ii A F UKo I i s
FRZEAEDR 3 TH ) . NP A F 4k b s RIS
G LTwaEiEbhrs,
ERE
(1) EEEAME (EICEEFIRMS) DUHFEIER>
JREE T A I OBENBFIRY G OME 3> 77 5 v A% ER
PO HRKFEICIR T SRSV vy 7% HELIO~
1000 pg/kg, ivTH & F60~92% DT ) o
(2) MEFENEERNTF RiEBHNG]. MITZEEREING
FRFE T A 22 BV TR ERN M L ) F Sz
BEBIEME R TF F(A VY P = VBETHER TS R
(CGRP). IMEVEEN /NG~ 7 F R (VIP)) i BEIRE % 4 2512
P L 722,
F720 FRIBETEILVE Y MIBWT, =LA~ "5
XIS N mEEARPICH LT, VI by T v
10 ug/kg, ivP Eo flw CHEZRIGEIER 2R L7220,



(3) AR HHEEEN DI
AT QAR ISR R AR A2 A L. BIRNF G- 12 & -
TGN RNET 5 2 LD CTE D (i vitros ex vivo) ™o
F 720 FREET A a3 ~OFIRNS-(30, 100 ug/kg) 12 & > T\
EIREIR I O\ LA X B MO BMEILE H I
Pl L 7220,

(B ICEE T 2B{E2HNR]
SV R MY 7% v (Zolmitriptan) (JAN)
{£242 : (S)-4-({3-[2- (Dimethylamino) ethyl]-1H-indol-5-yl
methyl) -2-oxazolidinone

SFR : CisHaN:0:

SFE - 287.36

Al &= 136~140T

DECRER : 0.07(1-A 7 ¥ / — v /pHT#% i)

MR ARBIIAROBERTH L. X5 ) — VIZETR T, 28 —
W(99.5) 2R RHEITR T, 7 M MY VIZHETIZL L,
ARANZHBR D TIETFIZ { s

[E3%]
V—=wJ§g2.5mg : [PTP120%¢ (105t % 2)

% [EESZHR]

1) International Headache Society 2018 : Cephalalgia. 2018 ; 38 : 1-211

2)Seaber, E, et al. : Br. J. Clin. Pharmacol, 43, 579, 1997

3)Seaber, E. J., et al. : Br. J. Clin. Pharmacol,, 46, 433, 1998

4)Dixon, R, et al. : J. Clin. Pharmacol.,, 38, 694, 1998

5)Gillotin, C., et al. : Int. J. Clin. Pharmacol. Ther., 35(11), 522, 1997

6)Rolan, P. : Cephalalgia, 17 (Suppl. 18), 21, 1997

7)Dixon, R. M., et al. : Cephalalgia, 17, 639, 1997

8)Peck, R. W., et al. : Br. J. Clin. Pharmacol,, 44, 595, 1997

9)Seaber, E. ], et al. : Eur. J. Clin. Pharmacol, 53, 229, 1997

10) Dixon, R, et al. : Clin. Drug. Invest, 15(6), 515, 1998

11)Smith, D. A, et al. : Int. J. Clin. Pharmacol. Ther., 36(6), 301, 1998

12) ek (A A5 AR R 5%, 2001)

13) F &R Wk o #0155 TUAH A BOS 3R, 2001)

14)Rapoport, A. M., et al. : Neurology, 49, 1210, 1997

15)Solomon, G. D., et al. : Neurology, 49, 1219, 1997

16) # AR (Weok o 55 TAH SR (BB O B EURIFS 1B 103 5 e de ket
B%), 2001)

17) Tepper, S. J., et al. : Curr. Med. Res. Opin., 15(4), 254, 1999

18)Lipton, R. B, et al. : Rev. Contemp. Pharmacother., 11, 63, 2000

19)Lipton, R. B, et al. : JAMA, 284(20), 2599, 2000

20)Martin, G. R, et al. : Br. J. Pharmacol,, 121, 157, 1997

2D APV E(183CI1 (Vv 2 M) T DN-JBL A FIVIK) O 3K 3R
T, 2001)

22)MacLennan, S. J., et al. © Eur. J. Pharmacol., 361, 191, 1998

23)Goadsby, P. ], et al. : Headache, 34, 394, 1994

2)FEPE R ORI TV E v MIBIT S iR PEm S & E w33
AAEH, 2001)

25)Goadsby, P. ], et al. : Cephalalgia, 17, 153, 1997

26)Goadsby, P. ], et al. : Pain, 67, 355, 1996

* [SCERERERSE - HmFEROHMULEDEE]
EFELIICERMOMPIERHZ O X T LT FRRICTHR LS,

POFRERA S EEMER Y —
T532-0003 KRBhvE/NXEES T H2-30
TEL : 0120-381-999 FAX : 06-6394-7355

B
EISTEREAIC KD K ERONE

L1 HiJE oD 7 v Fr B

1.2 HiJL & % Fr 8
121 #AEIWREERIC A EEZ ) b o
1.2.2 SRIRGHIBIZ IR BUR AR OB 2 ) b
123 WAEIYHIRD A CTHIG 2 b RV b O
1.2.4 ZEHE PRV Fr BERS
1.2.5 IRZEVE P BRI BRI
1.2.6 B2 By B

1.3 /NRIE IR (R BRI AT T 2 2 &% v b o)
131 JE P M
1.3.2 JEELF S
1.3.3 /NERMEFEEED 0

1.4 I F BE

L5 R o & PHE
1.5.1 1& kA B
152 Fr Ui sEIEEAs
153 BIEMERIL TR ZE Z D L b O
154 FrSRig A 28
155 FEUMIC X 0 755 & 5 it

1.6 Fr¥E o 5
1.6.1 AR 72 > B Ok
16.2 HIIRD B % FBEIH O HE
1.6.5 &% Fy BE R o Bk v

EfERRERRIC KD EREISIRREY

1.1 BRDEVFERRE
A. B~D &7z SR SEEA 5 B Ld %
B. B O FE e e 1 4 ~ 720 CRIHE S L IZBH A IR 0%

&)

C. EII DT R 2 < & b 2HE 2§
LAk
24081

3P ~ T O U
AHENZEE TR B A2 S 0) I L) B HE T 5.,
HDHLWIFEERO 72O HER B T 5
D. BERIRAERICA R E QO UT o 1EH Zi72¢
LA F 7213 (B B\ I ZF O )
268 & OB
E. ZOMOEEIZL S 2w




1.2 kDB B HEERE
A. BEi7-$HEREA 2R S B
B. FEROBIILAY 77 4+ — £121~126D W D kit
HHBBLUC %t
1.2.1 A ERICFEUE A2 E) b o
A B~D%xm -3 20 LD 5
B. 2% BT 1 HA 27302 % 25, @Bk
(B 13t 22
1M EBI ZITESEL LA A - BXU - $4
W RETERE GREE 2 % &Lt @ OB AER
205 B (F 7 F 7 &) B LU - F 23 B B e (%R
k) & B T sE A W O R E IR
35E N Wk KRR SRR E
C.ARCELUTO2HE %M T
LRI APEOBURAEIR F 7213 F- 1 O IR AEIR (B 2 W IZE D
M)
27 1 OORIIIE S L ER T TR A ICERT S
PBEIV - FTELZEBORIIEE & E 550
P CERT S
3 Z NN DOHILD TR 12 5 75 LL 60455 LA
D. LI[ATJED 22\ S O Wi B ¥ B ~ D % G 72 3 BEJR 2%
Ak I b L < EmIkE6055 LA A L %
E. ZOMOBHEEIZ L 5%
122 BAHDILICIER RO 219 b o
TREKRE121EFHL
D. LI[ETIED W8S |0 B~ D % il 72 & 2 WEEAS. 7k
OWBAF D L IERTIEE605 INIZE L 5
C. ZOMDBEEIZL S v

1.2.3~126 D WiFEHE IOV TIZEME L 72

) [EIBREEA o008 25 2 U(ICHD-11) © H BSR4 IR 400 M 22
B%) - IREGHERAE BER ORI A N7 4 2 IS HhF
FRHE) R & 0 Hhoks

*ZSHRTETT
RARERNSH
ABrmE) IXER5T H2-30

@R
D02 A190302



* 20214 H G (BB1HR)

BT RIERAE
B - 35

RHIXD

5-HTe B {AEEN B BETE AR
AR NUTFIVIANT IR

1=05J150
IMIGRAN Tablets

HARERmORES

87216

P

N \

WA EERRY

) EE - EfZo0sE
ICEDFERAT A&

AERES 21300AMZ00480
AR5EREsE | 2001 FF 8 A

2. B2 (ROBECIFBELEBEVWTE)

2.1 RARNIDORIT LIBBIEORFERED H 5 BE

22 DHFEOBMEREDO D 5 BE. BIMMEERIEZDE
RO DH 2 EE. BRSVE (BERERE) 0bsEBE
[REHR, SDVE. DFFEEZSCEE R MM DR ERE
Kb SbNEZENDH D]

2.3 INMERESS —BEMNEIMERIEOBRFEDH 2 EE [N
BEREC—EEMEMERESHSDONE I ENH 5]

2.4 REMEREL*HFI 5BE ERE2ELSE R EENE
Zohsl

2.5 a2y hu—lEnNTWELWEMEENERE [—BEDIME
FREB|EEITENDHB]

2.6 EELIHEREL>FT HEE [9.3. 1]

2.7 TLVI¥ Iy, TLIYIVFEEEERA. H5 03
DO5-HT o2 B EEE 2% 5h 0 BE [10.120E]

2.8 )7 IVFFVH—VHER (MAOMHZEHA]) ##%5H.

HBWVIdREGHIEZERPNOEE [10.1. 16.7.121]

5. FEEXIFHRICEHET BER

5.1 AANSERERY I L2 FEBS AR ICXY [Fkok
WHEERE] 503 [Akod 2 FERE] LHEEZEPITHOI
EHBEIOARRET S L. RICROD LI HBEIR, <BET
HH I 55 0D i 1 B PR 2 >t D SR RN & B BRI DRI REME D 5 5 D T\
AEREGHICHE, 28, BEz 71TV, BEORRE
MLTroRET S L.
CSETIFEBESHPEE L EDRVWEE
CFEREZHSNA LR AN, FERICGEER SN DJE
ROFEB & IR - R R UBEHEERD 5 2 BF

1-

5.

6.

~N

9.

9.

2 FREMER B, SR RO A IR, RS 5E
FodAHVIZRHMEEREROBEZ ICIIRE LN &,
FiERURE

BH. RAIEZAY N 7y > & L TLES0mg 2 B8R O B
FHIERICRORST 5,

B DEISAFDRIEEIE. BINBEE2T A5 EHNTES
M. FIEO®E» S2RR EHiF 5 &

F72. S0mgDROBETHRI AR+ TH - 25HEIIE, )E
FEERFEBREY 5100mg 2 %5 T 52 N TE S,

7272 L. 1HOBHEE%200mgllNE T 5,

. BERUHEICEET %R
A FENIBERAERRICOAER L. PHNICEERLEZNI &,
2 FABGICED2BIRPBO N2 VWEEIE. TOREI

FLUTEMBESERZ LW &, 20L& SIEEIE. BRED L,
ERORRZHERT 5 &

B A MY v BAIREAAEDE TERT 2 HEI1I013D %<

LR TNOMBEEH T THRET LI &,
ORI ERICERE D 2V IZRBRZEBNEET 25 &I

> o R 25 E
-1 ARk S SR S IR A 2 BN 5 A 1541 1 BRI E
e T 1572 2550 - BB S (I CTAI R BN S B3 10 (X2
BRES  |AY NUT Y AN EBETIOmg 8. ERLGEFIER
(7 Y 7% > & LT50mg) 8.1 DIMERDEBNPROONLEVEFIIBVTH, EELIE
FEAKFIY. JOAANLAT—AF FY DL, & BPBOTENIHKET LI ENH D, [9.1.1. 11.1.25HE]
o mtLa—2, BTV T 7 —LFr T AT 8.2 FHEED A VIIAFIRESICLVIRGZET LD HHD T,
BIAL Sy oo s n, e Faxa—2. FUT KA 50 B (213 E B O S I % 1 S BB IR 12 48
rF., BILFY HIEZWVWESIFERT LI &,
3.2 BEIOER 8.3 AR & MY 7YV REANCLY . HRASBELT 5 LN
— == HBDOT, FROUBLRO R VBAICIE, [EFOMBARSIC
T T TRy KAT] DO EEBL, 5 LRI 5% L, HO L
w3 a—r 1GX £S3 BE(F5 &, [11.1.458]
- 9. BEDEREET ZBEICHTBER
() 9.1 BiHE - BEESDH38E
7.6mm 9.1.1 EMPEIREDTRELDS B HE
- FlZiE, UTO&> 5 BETIIRGIR, ROE. DHEELS
= <i> CERLEMEDEERERD S 5N s BZNDH S, (8.1,
(EIE @ 11.1.2%8]
(E)  3.4mm - BIHEORE R Dt 5 BEAREIRO 5 5 85
g8 153mg - PR O
- A0RRLL BB
4. FEER ISR - BBIRRROGRET2HT 5 8%
R 9.1.2 TAhOABEREOEEN BRREFOHZEE (WRZD

RREDH 2 EE. BEOMEZETIEIFE/ZERALTY
3EES)
TAPARREPFHIA L EOREDH S, [10.2, 11.1.35H]

1.3 ARV 7 = RRESCBBUEDEHEED S 5 FE

AEANEANK YT I REZET 2700, XXGBEE (FEO®E
BUEDP ST FT74T7F—FT) PHODLNIURENEND 5,
[11.1.128]

1.4 ar bO=-ILENTVISMIMEEESE

—EEOME LRPRENERRO LEPH SN EDWMED
H5o

1.5 RNMEEZEDTIREEDH B EE

MMERESH S DONEZBETNDVDH 5,



9.2 BREEREERE
KANIEEZ N LIRS h 20T, EELE
BIMABEN ERT 2B 25 5. [16.551]

9.3 FHikaElEERE

9.3.1 ERLITHEERESEE
BELEWI &, FKAIRECFBTCRBSINLZOT, EELF
HRERERE CRIMTBREN LRI 28N H 2. [2.65]

9.3.2 FikeEEEERE (EXLTRERSREZR)
PEEOFMERERE AR zHRE L&, BRERACL

REEERET

10.2 HEER HRAICEET R L)

A%

B ARER - 1B E

WP - fEbRE T

BEIRTO b= F
W BINZIEE==S o
TILRFH IV
LA VEEE
SaFtF UIEER
HEARF
L s VIERR

t o b= VERE
(N2, g, HE,
SEAR. FE AT
. B EHEE.
THIZE) Phrsbih
L ENDH D,

tuo b= OHERD
AAZEHEL., O
U EEE RS
T3, LoTHRAIE
OHFRICED. Ok
ZVERM BT S
AIREESE Z 5B,

BLUCMHRED LR L7z, [16.6.15H]

9.5 1Tim

PEIR SR IEAR L C W B E Rt D 5 2 I

B LOFRE

PfEEt e EE2 EHMT SN 25810 5T 5T L,

9.6 Z3Iw

AR GHID2BERIEEA LW EPEE L, B IEERIC
E MEAHRABITT S EARD SN TV EY FEAT—%),

9.7 INR

10RMBO/NREENRE LBRABIIERL TV 220n,

[17.3. 18]
9.8 SndE

BWNRBESERT 2B8ZNMDDH 5. KAIZEE LTHET
R#fsn, BECHESN S D, BFE TIIFRED 2 VLITE
HEEEDME TR LT WA ENZ,

10. #8E{FA

KAENZ. EELTMAO-ATREI SN S, [16.4, 16.7.13&]
10.1 HAZEZ (HALLBWLI L)

A E

BRRER - IEETTIE

W - fERE T

¥ TIILITY IV
ILIT¥ I VA
et - |oKH T
A4y -A4V7u
Ly ryFEY
(U7 3V)

INITH I VEFEEEK

& BLA
DA N w e ) e P4
IR VIV
INITRANY UV
LA VR ()L
IX Y UF)
AXFINITILTRX b
Ve lLA UgE

IME_EF X E %
EHhERISNSBE
nNnd» 5.

KA S %K ICT IV
TYIVHAHNIIZT
LTy I VHEGE
BHRAZ% 59 515
A, bLLiFZFoH
DFBEIE. FNFh
24 DL Lo R bR &
HITHET B &,

5-HTis/10% BAKE
3K & OFEIERYA NN
ERIC KD, FHEIC
A (I & U &8 1
) #i#mstd5,

VTR Ty R

BERE (w74

LK)

>S5 hNY T U

BiE (7~—2)
[2.7%H]

X ZDHDBE L.
FNFN24EE LA
ICHRE LW &,

(SL% M)
[2.7%8]
5-HT s/ BR{E ME LR IIMESR I K OEEIE
By MEhEEINSBZ HrEmsy s,
VIV NI)TE Y NBD B
(V—=3v7) KA G %I
I NY T UBR5-HT s BEE
{bKEERE (VL BB EREL %
AVE S 595854, bL<

MAOIHZEA

[2.8. 16.4, 16.7.1
ZR]

A A D HE KR
(ti2) PEEL. M
R — REE AR T
HE (AUC) »iE
mes8Fnr»H%
DT, MAOTHEHA
EREHHH0IEH
S 2EMEUAO
BEIIKF 2 %5
Lz &,

MAOMHEEFANC LD
FAIORHAIEE S
. KENOIEH A
SN B A REME N E
ZH5N%,

5

tub=y- L7
FL Y Y ERDA

HIHEZE
INFTTSTUE
BRI
FanFtF Ui
e

BEOMMEZETS
% #HH|
[9.1.2, 11.1.35H]

TADPARKEED B REOMEZETS
IHIENDH B ERAREELID 5.

1. EIfeR
ROEWERDHHDONLHTENHLHDT, BEZT2IATH, BE
PROONIGEIIIRE 2T 570 SHEYLMEZITS &

1.1 EXGEHER

NN PFI453FY—vavd, 7FT45FY— (WThd
BEEERNBA)
[9.1.3%8]

11.1.2 EMMEOREEREIR (19%K)
ANEMR. PODIED 2 W I HIFEZE 2 & O M % DR BRER A
HobNBIENWH B FRARERIC, R, WEEERED
—EEOER RECTHREEICRSBENH2) PH5bN.,
ZOES ERASEMENREICE 2 EBbNSBEEITIE. DL
BOBEEHFIEL, EMENREOEEZRANL 20 OEY) %
BEZ{THO & [8.1, 9.1.1%H]

1.1.3 TAAERFEE BHERE)
[9.1.2, 10.2%H]

11.1.4 ZRIOFERBSICKDERE FHEAH)

[8. 35081
1.2 Z0thDEIER
T9%LE 1% T BEAT
RET N
BEIE | 0 e e
T TR
e Gl (B,
) _BHEOmE L
Gl 5. O5R. LA
) —B%
HeE Eo. W B ABR
W, B, B
" B, —Ef
DEAET. B
B, b5DOX
RS, HFE WV, DVANZT, RER
‘ R (R
TR H, LUNZE
ORLHHE)
T RS
A (. R, @0 |EEEY. 0o
TR, TS R, B,
LT fpy
TOM e s, m
SEE) P,
B, B

F) NS OERIGEE—BETH LD, ESITHLWEHED
HO. FESETHIHFTREENDH S0
13. BEKRS
13.1 W&
RAEIDHERFEIAIH2REETH O D EH12EH, H2 0
FEIR - BUED TR T 2RV BEEE=Y—9 5T &, [16.1.15H]



14. BRALOZEE

14.1 EHIRZMEOER
PTPRZEDEANIPTPY — r 2 6WD H L CTIRA T 2 & S 458
T5Z &, PTPY— FORKICK D, BV HAIAEEREA
FIAL, BICWRZA2 B L THRAFOEE 2 B HEZ 3
T52ENDH 5,

16. Z4EHRE

16.1 MONRE

16.1.1 BOgS
RERABEICZA MY 7% 250mg Kk U'100mg % B EFE %S L7z
MR 2~ ) 7Y VBEIITROEBY TH 5. MEFEFEEHRIL2IE
HERLIZe A7 MY VEEPLICINS N, RIOE— 713 5%
. SEEEETICRO 6N, F2OE— 7138552~ 3BHOMICRD 5
. HEFBHAITR2EE TH > 720 CmaxZ UAUCo-«13 %5 8D
EHITHEM U7z F720 CmaxZAUCo- I IZEFRZESRD 517z,
nB. BEBRABEICAY MY T 250mgk ' 100mg % B AR O S L
TR OENHEINT A —F I FERDEBD TH D, HEANEHNEADRE
ICREREFRDONED» STz HHEAT—4). [13.1=H]
(ng/mL)

100 —0— 1 100mg(n=16)

—e— : 50mg(n=16)

1fiL
I 10
th
b
g1
0.1+4 T T T T T 1
0 2 4 6 8 10 12 (hn)
I
H1 BEMAICSHIZEORSIFOMBSIT N TIVEE
(FE i RE)
e Tmax tin Cmax AUCo-»
il I (hr) (hr) (ng/mL) | (ng - hr/mL)
HAA S0mg (1661) | 1.8+0.9 | 2.2%0.3 | 32.6%£8.4 | 117.8+23.7
100mg (16fi)| 2.0+0.9 | 2.4%0.5 | 58.2+17.2 | 234.7£56.4
SEA 50mg (19%1) | 1.5+0.8 | 2.3%0.4 | 29.3%£9.3 | 100.4%30.2
100mg (18fl)| 2.3+0.8 | 2.2%0.5 | 51.5+16.4 | 197.5%58.2
FgfE + R RE

16.1.2 RiEHRS

RFEMABHIZA~Y MY 7% »50mgk 0'100mg % 1 H 1H5 H MR ER O
HU7-#, EREERDeonEro72Y,
16.2 ORIX

16.2.1 BEDEE
R ABEIC A~ MY 74 2 200mg 2 22 gk O &% B ERE RS L
7o, BRES CIEZEERERS & B L T TmaxIZ305 R ERIE U 7225,
Cmax. t12KUAUCH-«IZFEDEZR L (HEAT—%).

16.2.2 NAAT7RA4SEUFT 1
BOBG U7 O TS0 2 AR AR 14% Tdh -
720 (HEAT—%),

16.3 1
In vitroTOt MIFEEAKERIZNMABTH 572,

16.4 X5
KENZ, FICMAO-AIZ KD REENZEEZ 5N SV, [10.. 10.128]

16.5 HEtt
BFRABEICZAY MY 7 50mgKk 0'100mg % B EFEO#S L7z ko
B 5484 F TOREER VA > F—VEEBRAD RPHRERIZ, Zh
ZNRI2% K UHKI40% TH - 720 [9.22288]

16.6 HEDEREHIDEE

16.6.1 FTiEEREEEE
PEEOFEERERE ICA< N 7% 2 50mg% BERR RS L7 #.
AR & H# L TCmax K PAUCH- 3401 . 8fE1Ic LR L7z (SHEAT
—%). [9.3.2%H]

16.7 EYMEE(ER

16.7.1 MAO-ARRERI (EJONRZR)
MAO-AMRERA] (E7 BRI N) 2 FPOHEREOKRST ALK, K
AR OISR O AUCIZRA. 45128 U, SRR AR5 ICER L
729 (BAEATF—%). [2.8, 10.. 10.12E]

16.7.2 ZDthDEH
BIEWEE (FurF /) a—)), CaffiE (FLFV YY) HH0IETIL
I—LEDHABZEIIBWT, A7 M) Ty v OEYFHRICELIIRD S
Nap-7278 (NEATFT—%),.

17. BRFRAGEE

17.1 BHMERCTREHICEIT 5558

17.1.1 EIRSE D 4855R
FEREEZNRE LTI RME, ARERIS. —EERHERBRICS
W, AFISOmg. 100mgD AR ICB 1T 2EIRITZNENT].4%
(50/7061) RK1Y66.7% (46/6941) THVO. Tt REHEL, 2WERH, 53
B & D ES AR SN, REARRIZICBLTERICBVWEREZRLEY,

100%
75% *
4 /l/_a * —O— 7T TR
—m— 50mghf
% 50% A o N —5 —A— 100mg#¥
*1p<005

7 R EE, XHRE)

0 05 1 2 3 4
IR D)
B EANRERLHBROBIHEOHES

BIVEFRBARE I, S0mgRET29.9% (23/7741). 100mgBET26.7% (20/75
Bl) THo7z. ELENERIL. S0mgBETHIET.8% (6/7761). Bi6.5%
(5/7761) (ERRRUBRRS.2% (4/776)), SEtD T (EEERRER
<) ROUEH2.6% (2/7761). 100mgBiT HIEERER U BER4.0% (3/75
). FoBhER, BRERIEE. IEMRONSE2.7% (2/756]) TH o7
17.1.2 35458 T4E5K5R
BIERRE £ AR E L 7S bR, RS —EEREERRIC B
T\ Bs BIEOFIEITH L TARSOMg R O 100mg % BEHE 5 L =Bl EE
D F{ERS D ARSI DB ERIT N2 NTT.1% (199/2580) TR TT6.6%
(196/256/) T D, 50mgkU100mg 3 ARZE0. SR LUK, 25mg™
TIRIBRIS DS, HRIE SR KB L THEICE D 572,
%72, 50mgRKI00mgld. FREE2RF I R ARSI IC B L T BRRS
25mg & KBt L TERICE D 5 7

o
100% e —0— 77tk
ok o 77;** @ 25mg
75% e - —m— 50mg
—A— 100mg
f B
# 50% 7o RE DM
- o * 1 p<005
# - o # 1 p<001
. ooy #k 1 p <0001
2% o (Mantel-Haenszel X 4 &)
25mg & O b
0% w1t ‘ L s 1 p<001
’ 0 05 1 2 3 4 (Mantel-Haenszel x M )

[EACT)
B2 BHAERINHBROBHROHE
BB GRORIERAFEBAE L. 50mg#E ©20.8% (63/30361).
100mgBE<31.2% (93/298f) TH o720 EHBIERAIE. 50mghE ¢E
D - WEME4.6% (14/30361) . Hodk Bk Hke3.6% (11/30361) . $EEH
T OERE - £552.3% (7/30361) . [EIEEIERLE2.0% (6/30361). 100mg
BECHBRRE - EY4.4% (13/29861) . FEitEo £ v (EEEHEREER)
FKOED - EH4.0% (12/29861) . HEE K% OEVE3.4% (10/29861) . K
R/ HIRE3.0% (9/29861) . FiEAGRE R O ERE2.7% (8/29861). [a]
BRI ER2.3% (7/298(F))  MERRRL OCIPNEZIR2.0% (6/298) Tdb -7z
1) AROAZRARIEIES0Mg % E %5, 1H200mg N TH %,
17.1.3 ;BAE MR

FEREEEZNRE L7 7 RB-EEREHBRICB VT, BEd
SEIDFEIH U TAAISOMg 2 BEH% 5 L 7R D 18] B D Fe i 0 iR ZE48E
e OEZRIZ62.5% (178/28561) T D . ARZE]RERH# % B\ CT50mg
TORMRIET T EREHB L TERICEDP > 72,

100%
75% — —0- 7T iREE
& —m— 50mgiE
2 0,
% 50% #1p<005
" w9k 1 <0001
o
5% — CEEAT
Mantel-Haenszel 2 *#R5)
0% Q L I I I
0 05 1 2 3 4

& (3R
B3 BALLBIREIEER DB ROHR
1EEHOBRSORIERAFIREEL. RAIRET14.8% (49/33261) <o
o7z. EBWERIL. FEMED F113.3% (11/33261) . FD - IEBH2.4%
(8/332f1) . BRI - JE551.8% (6/33201) . BHEBE R R 5%
(5/33261) TH -7z



17.3 Z0ft

17.3.1 10FU 17U T Z/R E U ERERRER
10 17RO ERERE 2R E LAENMET 7 v AR _EER
HEGEREY 1IC B\ T RARG2RHEG OFREEOE G113, AHI25mg Kk
USOmgftergt (31.1%. 23/7461). 7 AR8E (38.6%. 27/7061) TH
D, MEHEICER L 2RO SN o7z (p=0.345. }*ME).
EIEFAZIRIL, 25mghET12% (4/3361). 50mgB¥ T12% (5/4161) <T
Holz. EaEINERAIE. 25mghf CHIR6% (2/33f1). S0mgh¥ THIERAHR
7% (3/4161) T -o7z. [9.75H]
1) RAIOAZARIIRAICIEOMg 2 EOKE . 1H200mg N TH %,

18. ENFIE

18.1 {EREERF
22~ Ty IES-HT B, #125-HTis. 5-HToZ B RIC/ER L T,
SR FEEREICBE ICHGR L BN OME 2 ES 5 Z EICX D FHE
EERWETAEEZONDD T,
F/oo EXMRICIER LT, MR 5 DCGRP (calcitonin gene-
related peptide) % ERAEMESLTF FOMHEMGEIT 22 &b, FIEE
DBRICFESLTNnHEEZSNSY,

18.2 5-HTZBFICx T B1ER
KB, in vitroD LT H =4 2T 4 ¥ TREBEICB W T5-HT s,
S-HT o2 BRI L TEIRMICE VL% Z R LA, 5-HTa 5-HTs
RMORERICH L TIXFLACHMEZ RS o721 /2. in
Vitroll B W T, 5SSHTIZBEE 2 H S 2 M XRIEFIRITS L CREK
FHREERZR L. 2O, SSHTISAEEREA T+ 70T
Ml n7z, 5-HTew SSHTRBRR MO ZEAEORETEEIC L > TR
LhAEEESING 5120,

18.3 BiEFHMEICX T B1EA
n vitrollBW T, A X FORFHMESHK, & -iEd P EES)
k. & MEFESIAR. b N RMNMEIIRR O NEEEEAN O BT Z BERE
# (IpM~100uM) B S 72212719, 2h s DIHEE. 5-HTiein%
RO BRI T d 5 GR55562% T N & 0 EIRED S 55-HT 1 Z A4
BEHEAFF T cMEl S NE (Gn vitro) P79, —F. 1 XEBIR
R KRRREIR 2 EORMEME I L TIRIZEAEERZ RS R -7 (in
vitro) ®. b MEHEEIRICN L Tid. TXAZEMETH 5 U-4661900.1
LMIZH U TRARI0%IEDFTE W IEIER 2R L (in vitro) @

18.4 MEMEIMIOMERIC T S1ER
JERERE L 72 1 XU+ S (0.01~10mg/kg) §5 & ME. DI
KIIFEALEEZBRIZST I, ARKEN G HERNEER O L
B 5 N0, BIRPES (0.1~1000ug/kg) 12 & T bR BB
MEELO ERPRD 5Nz, KER. SEIR. TER. LBRESR
ZIIR L TR FEALTERZRSZWVR, RLTHDIT N TH o721,
¥ 7o HEBRMEES EARERIZ. S-HTIZAGERE TR Sz, [
BOMRDP, 2ITHHELNTNDSY,

18.5 BMBERICH T B1ER
FERF R O AR E IC3mg X idomg % N5 5 & BWRERDHK
EOMEBL T NEEBIAR & RN BIAR O MEEE S F BRI N %
ZEFRESNTWS WEAT—%) 17,

19. BRI ICEY EBEFHNAR
—fiREBHR - 2~ N 7 > a7 EiE (Sumatriptan Succinate)
{t % 4 :3-[2-(Dimethylamino)ethyl]-V-methylindole-5-
methanesulfonamide monosuccinate

7 F 3 CleHaN3O:S - CaHeOu
7 F &2 :413.49
{bE=
H
(0] N HO,C
N s/ /
HgC\N/
H COH
N—CHs
HsC

s R HE~HEARONETH S, K. YAFILALAFY X

EARLLT I FICEFPT L, AF ) —ILIZBEITFICKL, T
%) =)L (99.5) IO THETIK L YZF LI —F I
ZEAEBE TR,
Al M A166T
AEARE (logP) © -0.86 (pH7.41. 1=+ 2% ) —) /K%)
1.04 (pHI10.7. 1=+ 2% J =)L /7KR)

22, @
125 [6%E (PTP) X2]

23. EEk

1) International Headache Society : Cephalalgia. 2018 ; 38 : 1-211
Wojnar-Horton RE, et al. : Br J Clin Pharmacol. 199 ; 41 :
217-221
WBERIERIT P © BREZE. 1993 ;9 1 757-765
Duquesnoy C, et al. : Eur ] Pharm Sci. 1998 ; 6 : 99-104
Tarbit MH, et al. : Biochem Pharmacol. 1994 ; 47 : 1253-1257
Williams P, et al. : Cephalalgia. 1997 ; 17 : 408
Scott AK, et al. : Br J Clin Pharmacol. 1991 ; 32 : 581-584
Van Hecken AM, et al. : Br J Clin Pharmacol. 1992 ; 34 : 82-84
WHTZIE A - BREZE. 2001 5 17 1 1163-1187
HER L S2CMO%EEE (20014F6A20H %GR, HFEERHE . 1. 3)
HWER 1 S2ICMO7EAER (20014F6H20H &FE, HFERBIZE . 1. 4
Connor HE, et al. : Br J Pharmacol. 1989 ; 96 : 379-387
Parsons AA, et al. : Br J Pharmacol. 1989 ; 96 : 434-449
Humphrey PPA, et al. : Serotonin : Molecular Biology, Receptors
and Functional Effects. Basel : Birkhauser Verlag, 1991 ; 421-429
Jansen 1, et al. : Cephalalgia. 1992 ; 12 : 202-205
RIS A AR CERR. 1993 ; 27 & 3609-3630
Caekebeke JFV, et al. : Neurology. 1992 ; 42 : 1522-1526
Goadsby PJ, et al. : Ann Neurol. 1993 ; 33 : 48-56
McCarthy BG, et al. : Headache. 1989 ; 29 : 420-422
PeRRIFSIE A ¢ BB L ERIR. 1993 ;5 27 © 3593-3607
Humphrey PPA, et al. : Br J Pharmacol. 1988 ; 94 : 1123-1132
Connor HE, et al. : Eur ] Pharmacol. 1989 ; 161 : 91-94

24, XEREERERUBEVWEDES
TS50« AI AT 54 VR ER
HREREX RIRI-8-1
HNATR— T vy —
TEL : 0120-561-007 (9 : 00~17 : 45/ HHH KOG HRZEH 2 <)
FAX : 0120-561-047 (248852 1t)

26. BUSARTERES

26.1 BHERRFEIT
I9359V-ZAZRI751 V=4t
HEREER R 1 -8 1
http:/jp.gsk.com



LY573144 (Migraine) 1.8 WAF3CE (%)

L A4 ;R—&E 50mg
L4 7R—§&E 100mg

1.8 HHXE (F)

BEA—54 1)) —#H%A=tt



LY573144 (Migraine) 1.8 #f3E ()

B
L8 T Sl (Z2) oottt 1
L8.1 T Sl (B2) ettt 1
1.82  ZHHE « ZhE () ML DRRTERRIL ..o 7
1.8.2.1 TIAE @ I (Z2) oo 7
1.82.2 FRTERRL ...ttt ettt ettt 7
1.83 FE - R () HOFTDOREEFRIL oo 10
1.8.3.1 FHTE I (B2) oo 10
1.8.3.2 FRTETRL ...ttt ettt aenens 11

1.84  fHA EOWEE (2) KOFDFETERRIL oo 15



LY573144 (Migraine) 1.8 WfF3CE ()

1.8 HfIXE (F)
181 &HfIXE ()
VA R—EEDOTRAMCE (RB) ZLITITRT,



e,

20xx 4F xx HERK (58 1R BAEERRDEES

87 119

B RIEIRRRAF

BEY 5‘3' — SHR &
EHERT 36 5 FrEEsEAAEA 5-HT REAEEE

SZITA VAN EERE

l/’f/'ﬁ — ﬁ 5 O m g e 50mg 100mg
[t =
o s LR~ §100mg G f
VAVTE AV STt

1E) HE - ESEOAT B LV ENTS

REYVOW® tablets

2. B (ROEFIZF®RELEWNIE)
AN D L5k L BUE OBEEIE D & % B

3. M - IR

PR - AT

HDLWKE, 7 4L
Loa—TF 4 TR

HONRE, 7 4 LA
a—F 4 Uk

i 1-50) L-100
we | wm (a312) D
i =

R4 8. 90mm
HLE K 4. 90mm

FE K 11, 20mm
FHFE K 6. 15mm

RERE-t JZ X :3. 30mm JZ X 14, Onm
HH0. 12g #H:0. 24g

_ 1-50 1-100

s e

WA= — K 4312 4491

4. PEERITHR
FEES

5. EERIIHRICEET HFE

AFNLEBRFR AL D TR REC LY TRk
RER) »50T TRk ® 5 B EReEB BN Tz
OO ET 5, BCRO XS 2 BE T, < bBETFH
12 0 iR i, 447 i 25 R0 oD SRR LS & % BRI OO RIREME S 5 D D T,
AFNBERNCRHZ . 2%, BME 2 T0CiTV, BE5R O RN 4 e
MLThoETsZ L,

A ETICHIERE BB HEE L2 L DRV EE

B E R AN LTS DN, FIERICET R b DIE
RSOHR & VLB e o 72 SR & OREREIEIR 0 & 5 B

6. FiERUVHAZ

WE . RAIIET AI P Z L LT 1 E 100mg % i EEJE FEAEREIC
BOgh53 25, 220, BEORREIZE U T 1 E 50mg X% 200mg
ERGTHILENTE D,

BHJR O KBICHIE LIZEAIE, 24 Bl S OREESER
200mg % A Z 72 WVHIPH CHE G- T & B,

1. RERUVHEICEEYT 51

1.1 AFNFIRBRFEAERFOMER L. PRRICER LanZ &,

1.2 RAEZEE L CHIROERICE &3k LT 25 EIC k)
T 5B INEE- OFGIEIIRENL L TR,

7.3 RABEHIZ L 2L HEPBED DN WEAIL. ZORIEL
RLUTEBMES LN, 20X 7RG, FRED L,

3.1 #ARL SR OJRIR E BT 5 Z L,
Wi7E4 LA R—8E 50mg LA R—8E 100mg 7.4%iiti‘ E@ﬁ%b;ﬁt?@ﬂ%};};@jfz]gé@lf’ﬁgféf%
RS =T WaBEIC, BEOE R, Wk, KL L CRIRT 5
1BEFFTAIVH LEEF I AITH _ . o =
e Lt | mos e U< C b, BUEFIRELRRLA ZE LT b 100mg & D B LR
Gl 57. 824mg 115. 65mg B OIS LB/ 45E 1 200mg ORI %, 100mg 0D AM
(FARIVHELLLT | (FAIVELLLT WREN D DG AT somg OFEAEZRFIT S 2L, [17.1.1-
50mg) 100mg) 17. 1.4 ]
=2 TAT =TT T 8. EELHHEARMWEE
T e T 8.1 AAMLIAC K VIRA, D EVHHDHE DD EABHDT,
WA U AT S SR T T T AH B 5 00 BT B B B SRS % 5 B O B
V=T v a— Gyt . gieF . 5 N -
S oy m e 4000, B BEBIL ERSERVES FHEETL L, [17.3. 1 BH]
f} i*@g«t@%(mm\ ﬁ@z};%‘) 8.2 FEfE oA IO IR A DL WEE T\ T, W
- ¢ - BEAT HHEITIE, [HAOHEMBLIC L 5506 Do TRt
3.2 HH DMK EEEL, BEEPIET L7 L, @MURAEEZITI Z L,
W55 4 L A A —4E 50mg L A R —HE 100mg

9. BEDERZFHITHEFICHIT HEE

9.3 FTHEREREE RS

9.3.1 EEDHEREERSE

AAEEO R HEZEEICRNT 52 &, EEOHEERERE
et & LT BRARRBRIF M L CTuRuy,

9.5 1T4%

IR ATAEIR L T W B RREME D B 5 iz id, 1B oAk
NERMEE EEZ E SN 25/ ICoRESTH2 L, U
FEMVEE - BIERAICET 2R T, BRRERED 2.8 1%
IZFH S HURFE R T, BIRZIRE IR O & O VT o 0 15
FOBERFED BT,

9.6 23T

159 OB RMER ORISR DAL EZE L. BAOMkE: X
FHIEERET 28, Ty MCBWTARI R OBZ o REm D
HHF~DOBATHFRD bz,

9.7 INR%
NS A G & LT BRIRRUBRIT SEHE L Tuh 7Ry,
9.8 EEE

HEV, BIRFICLVEETIBENRH 5,



10. #HEERA

10.2 BtREE (BFRICEEY S L)

S
Jur7 ) a—)

AEEPHT D &
IR iEE ARSI SN
19.3bpm X F L, 7
077 ) a—/LEH
Mgh Lz x Ltk
B LC, (5. 1bpm
Wb L= 2P,
DR E D S
EH L PEHT DHA
I, EEICRET S

A4 5 BRPRAEIR - HE1E 71k BT - faRA T
FRR AR I 75 FRER A5 &k 2 R AR A&
Ta—)L TRBEMEN B D721 HI D729, EAM

Tha< | oI MMz H b s
SATHERER R O R ZEnb B,
ER%RZdBZENn
N b,
TV — )L It
R AR I A & OF
AT 28561%, HE
IZHBET DR
%o
DB S D A=A VA=S e AFNTOHER DR

LR LTS
B, AEHA I
bobivdZ ENRbh
%,

FIER 81 1%L B 0.1~1% 0. 1%Aii HHERY]
TSR |
AR B
& BTHE
NS
FEE)
R ES VN
HHAHEZO
ns (T
i Ik R RESE
BRERE 2
i), R
%, MEAR 5%
AT
SEELIRAE
B2/ N ] IR A 2
Fhis L UME
i 75
i R AR A DR

SEBRSRPL D DA%
MAO FHZE A
[11.1.1 &M8]

VERH D,

o k= EEEE tr b= SEERE AFlE OfFAIZ X
BRMER h=r | bbb Enidh D, tr k=M
PR AL PHES | 5. NGNS A Y 2F Y g
teh=r- b LT ENDD,

T RLFY
Y A 2 BH Al

1. 8lERA

WOBMERNH N DZ ENHDHDT, BEEZ 52TV,
BENERD ONSAICIREY R NEEITH 2 &,

1.1 EXAEIER

1111 €0 = U EREE (0. 1%A7)

JESCHTHE, A7 v—X A RN O - FERC T
BOBEAR, R, IR, ML RCREATIAE o B AHAE R R

Rz, Bl L. BEBZOBMERAL b Z LM b
b, BENBOOLNTGEIII&EGERIE L, RSEL, Ky

fiifeEoHER L L HITHERAE LT 2L, [10.2 &
]
11.2 ZOtoEIER
FIE A 4548 1%84 0. 1~1% 0. 1% B R
i BhiE
Hi L Ouwk [EIfEM: D F
I W
AR vl
(HFHREE
ip)
H b L & -
— - 2g | Wy S P A e
BER LD | xRS IR B -
Bl | o). BE | mEK
bN; & (P o7z
D&, BRET
BEET)
T IBHIE (7
%, EF
% & ie)
hEtsRB | KT [y N
FO%EEH JRE A Pk
MRCREEE | FEMED E | R S5
U (18. 8%) P (R
N NS
JiE %
o), FBHN
2k (T
. BIR paliicE
(€211 N =)
HRAE % &
i)™, &

) HEEFNICEREIGSEL R 5HAAH 5,

14, BRALOZFE

14.1 EBIZFBEDEE

PTP FLED AN PTP > — b2 HH0 L TR % & 9 FgiE4
HZ L, PIP ¥ — hORABIT XLV . B EEHN BB R~ A
L. HITITZEAE B L CHERRIR RS 0 EE 2 A 0HE 2 563
LI EVRHD,

15, Z0HMDEE

15.1 BERERERICE D 1B

BB MO ZHIE RO & D HEEFER A 58 il % G S e ss
PEDOFHH 21T > 7o, ASHI 100mg X 1% 200mg 2 Hi[EIFE D& G Lz &
X OWPEITMILZ, I EREVEL ., BEdRTHLET LS
55 AL 2mg LK T Y,

16. ZEWEHEE

16.1 meiRE

16.1.1 BEEHS

A AN ERERE AN AA] 50mg, 100mg, 200mg K UF 400mg ¥ % B[R M4 5 L7z
LEDMFEFTAIDH VREIZLTOEBY Thoiz, AANTECHNTWIR
SH. Crax LOVAUC (gooy 1T G ROHIIME & HITEF LI D09,

1000

2 00 ® 50mg

S~

2 O 100mg

&y 600 B 200ng

L

S 0 400mg

X400

N

"

X 200

N

&

& o

‘a T T T T T T T T T
0 6 12 18 2 30 36 42 48

B G5 ORFE ()

B 1) FAABHER AN 31T 5 20 HIEE 1 4 GO MR 7 % S 5 e
(PHgiE L)



£ 1) HERORGRFEOMENZ 2 IV 2 ORYIMENT A —F

Kb Tnax ti/o Coas AUC g-o0) CL/F V,/F

(B30 (h) D (h)®2 (ng/mL) | (ng - h/mL) | (L/h) (L)

50mg 2.27 3.53 54. 1 362 138 705

(N=6) (1.48- (2. 76- (35) (46) (46) (34)
4.03) 4.50)

100mg 2.50 3.50 122 791 126 639

(N=T) (0. 50~ (2.72- (18) (22) (22) (15)
4.03) 3.97)

200mg 2.26 4.35 249 1540 130 816

(N=8) (1. 05- (3.79- (39) (26) (26) (23)
4.17) 5.10)

400mg = 1.50 4.17 680 3780 106 636

(N=T) (1. 02~ (3. 55~ (40) (32) (32) (44)
4.03) 6.15)

HATTEIME (ZBhERER)
1) PRE /MBS E)
£ 2) BT (r/ME-ik A ME)

16.1.2 REHRS
fERERR A 43 B AH] 200mg K OX 400mg 2 & 1 A 1[A] 7 0 ERERO#HE Lz
LE | BRMERRO NPT GMEAT )

16.2 IRUR

16.2.1 BN A AT ARASEY T«

FEEEF S BIREARATIZHES < & ARFA 50mg 705 200mg o HEFEI TR A5 L
72 & ORI NSA AT _A Z VT 4 OTREIL 50%02 5 58% Tro7= ¥,
16.2.2 BEDOEE

FEEERZ A 30 BIIZAH] 200mg & M ICHFERR DL Uiz & &, 22y & iz LT
Coas 13 22%, AUC (o) 1T 19%HEIM LT ® GMEAT —%4)

16.3 o

16.3. 1 RFHEMSEDBIIEARNTIC IS < BARNEL G B ONATE (V) OFH
fEIZ 304L ThH o729,

16.3.2 EEMAER

AFN O AR FFEASRITH 55%0> 5 60%TH Y | 16ng/mL 2> 5 500ng/mL DFEFHIZ
BOWTHIER T 2 I D4 VIREIETE Liso7z 10,

16. 4 13

ARFNITIT CYP LISAOFERIC L RE#AE T 5, AF O BERRHITT ~ v
BILICE DM THY, ZOMORFHME LT, BXY DUEROMKIZ L HMNT R
RO BTz, T OGBS & b7l 1,

16.5 HEittt

HRNEE G o2y 2 U7 5 2 AOFHEIL 66. 2L/h Th-72 9, RHPRE
(ERFEIEERITH 3% TH Y, BHRI LT Th oz, RTFDIE, EHEDOK
66%75 M8 & L CHEME S 4u, #el: 48 Wil & CIo K S IR S vz 12 GHEAT
—4)

16.6 HEDEREHT HEBE

16.6. 1 BHEEHERE

R A AR 200mg A BRI OG- Lo & & BERERON & ik L
T, BB MEAEREE A T Co (3 13%, AUC (o) 1 18BN L7219 UMNEAT —
) .

16.6.2 FFHkeEERE

1R FEE K N 45 BE ST R R 35 ER LT AR 200mg - BAMIRR O G L7m & & fRERK
A& HB LT, R S OV S EE TR RE IR 5 8T C Coan 13 19%5 T8 33%, AUC (g-o)
I 1%L O3B L= 10 (AAEAT—4) .

16.7 EWHEEIER

16.7.1 In vitrostER

AHIL P-gp, BCRP, MATEL B ONMATE2-K IZk4- B PEMER 2R L, 1C, HIZZ N
¥ 84.51, 136.2, 6.68 X X5.09umol/L Tih-7= ¥,

16.7.2 ZDfh

(1) SH#IYS L

TERER A AOBIIZ AAN200me % SCAERR N4 G-tk I 4 Y T & (CYP3ASEH) 2mg4 HL
FERROOFREG Ll &, 34 Y 7 AHREERGREE LT, IV T ADC,,
X126 Ly AUC (oo 1X3%IB L7270 GHEAT —4)

2 hzz4>

TEFERR N AOBIIZ A A200mg 2 AR 42 5%, /7 = A > (CYPIA2IEED) 100mg
ZHERROHAEG L&, D7 oA VHEERGRFE R LT, BT =1
D Coae F10%BD Ly AUC (gcoy 1R LY (SHEANT—4)

3) PLTHEIF

FFRERR N AOBIZ A AI200mg 2 SUAEHRR A 4% 54, b7 % I K (CYP2COREED)
500mg (EIPNMRZEIE) A HEREOOHHHG Lice &, L7 ¥ 3 NEEE LR
LHEEL T, MATH I ROC T L. AUC (oo (I L 72" SHEA
F—4)

4) 2= YTy

HERERZA 40 iz A~ b U 75 2 100mg & A 200mg % B[R O OFH& S Lz L
X AAIEMEE L &l LT, AHID Coy 13 7%, AUC (o) 1F 3% LTz, £
Joo A~ NY T VEMELREE LT, A~ hY T XD C,, 1E 10%, AUC
(0o (T AN LT 10 GMEAT—4) .

(6) Frr3/0—)

HEREREA 44 Blic T v 7T ) m—)L 80mg % KA N4 54, AHAl 200mg Z HifH
OO Lz b & ARAIHEANE 507 & HeBe LT ARFID Cpa 15 120658 L,
AUC (g o) (ZZARIT AR DN D T2, T2, TET T m— VEAIE GG L ik LT,
TS T ) B D Cp b 4%, AUC_1F 0. 1% L7229 GHEAT—%)

6) FEST—F

BERERR A 30 BlC VT~ — M EMEEER O E%, PET~— b 50mg &K
Al 200mg Z B[R OO H#E L Uiz & & RAHEMB LR & L LT, ARFO Cyy
12 9%, AUC (oo 1E 10%EEIN L7, F72, bET~— FEMP GRS g LT,
T = KD Cpp 1T 3% L, AUC ACZ AT A2 272 10 GHEAT—4)
1 3) AFIOKR STz 1A RITEH 100mg, kK 200mg TH 5,

4 AREOFKRISNZHEEIROELTH D,

17. BRIRAAE

17.1 HEHHERVREMECET 558

17.1.1 EREE 11 AR5

A ATE OIS b 5 TR 2 AT 5 AARNEE 846 & 5z, &K 3 M
# (50mg, 100mg M Uf 200mg) & 7T &R % el 5 EIEA{L — EEHRbhe %
M U7z BRBRAE IS, TR VIR 0D SR oD FEAE BE A3 TP BE DA T IR B
NV A FEERBLE 4 RERILINICIBBE 2 IR 2 L 9 fErRShrz.
FEIMIEE & SN ZRBEEOMRA 2 RERT I EN I N0 DI R
EEE K1) KOE D LY THY, KAl 200mg BETIXT 7 B ARRE L il
LTHRICED? 272 (p<0.001, &5HE, X—2F A4 L TOTPEOEROH
WEBFALHE Lin V2T 0 v 7 EREF L) 1919,

50
—— FIuRE

40 44 SOmgE e®
& 100mghE e

g 200mg#¥ el -

BURTHED RS b NI EE RIS %)

HRA % DmE (hr)
B 1) BEREH RSB b AL T HERE ORI G ORRREIZAL

# 1) IRBRIEONRH 2 % I TEH KRR D b i g OFI6

77 R 50mg 100mg 200mg
(N=211) D (N=85) £ 1) (N=207)%D | (N=179) "V
TRBHE R As 211 4 85 fil 207 i 179 4]
JEE 1 L 0> 5H 9 7
P DT B
SR 5 (%) 35 441 20 fil 67 fil 73 451
(16. 6) (23.5) (32.4) (40. 8)
o RpEED — 1.55 2. 41 3. 46
(95%EHEX ™) (0.83,2.87) | (1.51,3.83) | (2.17,5.54)
Y1) mITT M

H2) EHEE, N—ATA L TOTPHEOEROFEEZRHELE LIz VAT
1 v 7 BRET IV

BIFEF o R BEIG 1%, A5 50mg FE, A 100mg & O 200mg #ETZh L4
47.1% (87 il 41 f5) . 64. 4% (208 {5l 134 i) . KON 80.2% (182 {51 146
Bl) Tdhotm, EREWEMIZ. AH 50mg . A< 100mg FE S OAFA) 200mg FE T
ZNEI, FEMED E N 20.7% (18 4) | 36.5% (76 fi) | 48.9% (89 fi) | fH
R 8.0% (7T41) . 20.7% (43 41) . 22.0% (40 45) . 2R 6.9% (661) |
11.1% (23 41) | 11.5% (21 f5) | #MEJpES. 7% (G | 6.3% (1361 . 9.9%
(18 f5) | REBLSMARR 1. 1% (1) . 4.8% (10 ) | 12.1% (22 41) . B UL
2.3% (24) . 4.8% (1041) . 8.2% (154) TH-7-, [7.4 K]

17.1.2 $VE% 111 18558
A AR~ OB b 5 A BE &2 A9 5 A 3005 il &%z, AH 3 &
(50mg, 100mg K& O* 200mg) & 7T &R 4 ol d 5 $EAE 2L 8B ek a F2ht
U7 BZBRA I3, 7 B 26 VEIRY 0 B0 0 T FE A3 TP A5 L DL B TeE AR b
RN A, EIERBLER 4 RLUINICIRECR 2 IR 2 Ko e sz,
TRBRIEOPIEAR ] 2 715 (2 B v 2 K O S50 2 B U 7 b 260D L VVESR
(MBS)  (FHls, EFIBBOUIICEM D O HIRE AFFE) THRATD b g
OEEIE, K 2) KUK 2) OLBYTHY ., AFKIETT 7R RIEL Y b#E
FHNCH RIS @ o1z 2,



50
—— 75t
40 44 S0ngh R
& 100mght o
N 200mg#¥ _ -

BRI DGR B e OBl S ()

A1 OWH (hr)
4 2) BEREIHRD D O T HEE ORIE ORI

7 2) IRBHEOWFIRI 2 71 12 SR T 2 UN MBS YH 22735880 O LT i o

e

77 R 50mg 100mg 200mg
(N=540) (N=556) (N=532) (N=528)
3) 3) 3) 3)
6 AR IR A RE L 539 {3 556 14| 532 14| 528 4|
B PSR LE
FE DR BT 5
N RE
TSR TH R (%) 115 4] 159 4] 167 f4i] 205 14|
(21.3) (28.6) (31.4) (38.8)
v REED - 1.5 1.7 2.3
(95%E X[ ™) (1.1,1.9) (1.3,2.2) (1.8,3.1)
p fEt Y — 0.003 <€0. 001 <€0.001
TRBRCER R A 7 L2 MBS 514 {3 512 {3 500 4] 483 14|
MER WD B 7= HE B
#
MBS 15 2% (%) 172 43 209 5] 221 {4 235 {3
(33.5) (40. 8) (44. 2) (48.7)
Z v XD — 1.4 1.6 1.9
(95%EHEIX ™) (1.1,1.8) (1.2,2.0) (1.4,2.5)
p fEt Y — 0. 009 <€0. 001 <€0.001
£ 3) mITT 4£[H

H4) EHEE, RN—ATA L TOTPHEOEROFEEZRHELE LIz VAT
1 v 7 BRET IV

BIVE OFBIEIAIE, &K 50mg BE, AA 100mg FEK OAH 200mg FETZNZHL
22.9% (654 fith 150 5) . 34.5% (63545 219 f4) | 37.3% (649 firh 242 f5if)
Tholz, HIMARM%ZOEREWERIL. AH] 50mg BE. AH| 100mg FE K OAA
200mg BECTENLH., HEMED E UV 8.4% (55 i) . 17.6% (112 ) | 17.6%
(114 f51) | fEHR 5.4% (35 ) . 4.6% (29 ) . 6.5% (42 Bi) | MKUBERE
2.4% (16 f5) . 5.8% (37H) . 6.2% (40f) Th-o7-, [7.4%M]

17.1.3 S\EE 111 HHEER

AEATE~OREER S 2 TR A AT 5 8% 1613 Hl &2 4512, KA 2 &
(100mg K OF 200mg) & 77 &A% b § 5 M2 (L —E 5 ek F2ht L7z,

CHERMK TR, —EOEBRE ZIFERY BT L., ZEHERMI T, %

B ISR T4 p HRIZ D20 . 4 B0 T BURIEIEIC S L CRIERBL 4 R L,

PHTIRBRIE A IR L7z, 12 9 HIRIOIEERICIZ. #IREIOIRBRIEAR R~

T OB DA 100mg ZIRM L7232 |l H LARRIIAA] 50 i 200mg % 34

FTHZELLHRETHo T,

FEERIEAE 3 B0 5 5 2 [ILLECTHRA 2 BRI IC BRI 2L 25580 DT g

DOEIGITFE3) LB THo7 2P,

#3) FEMREME3EO S B 2 [FLL TR 2 R ICER A2 R bz

g 0BG

77K 100mg 200mg

(N=373) 19 (N=340) 19 (N=336) 19
HERE 2 () 16 f5il (4. 3) 49 {5 (14. 4) 82 {4l (24. 4)
o REED — 3.77 7.24
(95%EHEIX ™) (2.10, 6. 76) (4.13,12.67)
p "o — <0. 001 <0. 001

13 5) ITT-consistency #[H
TE6) JRMRE, MURABMEE L LIt VAT 1 v VRRET L

CHEBRMICBOWT, BEEEREM DT 1 U oA E RS EZ B LR
OEIERIE, AH] 100mg TE 67. 6% (485 il 328 f5]) | AHl 200mg HE 72. 2% (486
351 H) . 7T A 32, 4% (500 Bl 162 ) Tdh 7o, HERREIET LI
AHEFED 1L ERE U g OB, 1 H O SE s EC 5 inE
HThRbE <, DIRRIRED LT,

ZHEEBRINCE T 2EWEAORBUEIA L, A 100mg FER UK 200mg FETE
AL 63. 1% (485 il 306 f51) | 69.5% (486 il 338 ) Tdh -7z, TAREIE

FIE, AA 100mg BE & ASH 200mg BETZ LI, FEIED F U 30. 3% (147 ) |
36.6% (178%1) | SEIEIE 14.2% (69 61) | 19.1% (93 M) . FL10.5% (5141)

14.0% (68 f5) . %57 10.5% (51 f5i) | 13.8% (67 ) | fEiik 6.6% (32 1) |
10.9% (53 41) | [MEHEMEDE8.5% (4141) | 9.7% (47 #il) | HEJJJE 4. 3% (21

) . 6.2% (30 ) . ROHAET 4.3% (21 #1) . 6.0% (29 i) Th-7-,
[7.4 2]

17.1.4 5AEE 11 HEHR SRR

SMEE TTT ABERBRIC SN L7283 2171 5l 565200, A 100mg f2 O 200mg %
BERCIRA Lz & & ORI Ok & AR 254 2 A LIEE R %
Fofiti U7z, BRBRE T, Bz 12 0 A oW, FIE10 Jr SR 56 A o0 B o0 EE
FEAS AR DL B CTHEDTRD DRV E . FEIEFE B, 4 R LNICAH] 100mg
% 200mg % fRA L7z,

Az 1 FI~EEEIRA IS 1 4L EOAEFEER LI LI EE OFIE 1,
AH 100mg FE45. 1% (991 Bt 447 Bil) | A 200mg FE 52. 5% (1039 il 545 f5if)
ThoTz,

B LT FBR AR Z L IS EFEN LU BB L 2 s oBlaix, 1EE
D BRI AT B IS T b mn < . BRI L7 2029,

BIVE DR BIEIE 1L, AH] 100mg FEK OAAI 200mg FETZ 424 37.3% (991 i
370 1) | 45.8% (1039 f5l 476 f5i]) Tdro7z, EARRIWERIL., AHKl 100mg B
R OAAN 200mg BECTENZNEEEMED £ 165.3% (162 41) . 20.8% (216 i) |
R 7.8% (77 41) . 9.0% (94 1) . $EIEF 5.1% (BG1 ) . 8.1% (B4 fl) |
57 4.6% (46 ) . 5.8% (60 f5l) KOVE.L 3.5% (35f4) | 5.1% (B3 f) Th-
7oo  [7.4 B8]

17.3 Z it

17.3.1 BB EBGRENICRIFTHE

(1) BEBEBEEAENICRIFTHE (LAHG HER)

TERERR N 90 1] 2 %G AH] 50, 100 & T 200mg OO #%4-75 [ B diE R HE /)12 I E
THBZOWTRH Lz, iRy I 2 L—2 2 HWTHBRICH > Cllis L7z &
X OFEO MRS OFTNOEHEFEZE (SDLP) ZWIE L, 77 &R KOt
B A(TNVTTY T 51 0ng) &HE U TR L7z, AFIOTEERRE NI f T T R
3G 90 HRICHRD B D T LAY, JREE, EESRE ). HEEK ONEET) OFBIH
FEEIZ LV LN o729 GHEAT—4) .

(2) BBEESGRENICRIFTEZEOEHGEEM (LAIF &ER)

AHK O¥e G2 B By HOEERRE I BT R O R A A L 72, fERERRA 68
il 25602 AAD 100mg X% 200mg OFF G- DOFEIZHOWT, EHEY 2 2 L —4
ZMWTEIR L2 L &0 SDLP ZHIE LAkl L7z, Btz 7= K7
IV (50mg) ZBER L7z, A 100mg X% 200mg D H- 8, 12 K OF 24 Kt D
TEHARE ). 77 BRIk L CIEA AR L, BIRMICERD & 2 HHRHE /)~
DFEIRD LN HEAT—%) ., [8.15H]

17.3.2 AR RIFTEHE

BRI IC B )T DD R— AT A MED D OBLE DR KL T Z
B ARG C—1. 8bpm, AH| 50mg 5T —5. 9bpm, AFH| 100mg 5T —
6. 3bpm, AFH 200mg 5K T—8. 1bpm T -7z 27,

18. FHNEE

18.1 fEFAF

TAI VL ATHEBATHE A A L. 5-HTp LA @ BRI &P 20”5
EEIECTH Y, XM B OARREBEZMEIT 5 LIcd» T, =a2—m~
T R AR S FERICH T 2R RE R T LB LRS P,

18.2 FEEPHNFHE

TAI VLT 5 U AT L, AN & BT 2 5-HT, AR, KO
5-HTy AR E D b 440 ELL @Bt 279 (in vitro) . FAI VXV
13, UV FRIERIR. b MEREIIR. P HOEINR K OREREINR (ex vivo) SEONT
A XEREINRE OCSHBINR (in vivo) (2t L CUUHEIER 2R S 7gino e 2090,

19. AR ICET 2BIEFMER
— W% B 4 B TAIVZ L anslEtE (Lasmiditan Succinate)  [JAN]

2,4, 6-Trifluoro—N{6-[ (1-methylpiperidin-4-

s
fe g o y1)carbonyl]pyridin-2-y1} benzamide hemisuccinate
7z ¥ M (CyoH15FN30,) 5 + C4Hs0,
g F = 872.81
[ K0 AROBHKRTHD,
F o & N
~ ‘ COH

b % # & K NN o Hoc

H

o
F F
2

filh Moo K198C

s Bk o 2,97

21. EEBEH
B ) % 7 BRI A RE D b, BRI L,



22. A%
(LA R—fz 50mg)

30 fiE [10 & (PTP) x3]
(LA R—E 100mg)

30 fiE [10 & (PTP) x3]

23. FEXM

1) International Headache Society: Cephalalgia. 2018; 38(1): 1-211

2) Tsai M, et al.: Clin. Pharmacol. Drug. Dev. 2020; 9(5): 629-638

3) #NEER: a7 T m— )L L ORI AR

4) Wilbraham D, et al.: J. Clin. Pharmacol. 2020; 60(4): 495-504

5) Komori M, et al.: HRHEEE. 20205 51(3): 119-12

6) FEPNEE: AARANROEAANERERE 2 RL LT AIVH U OF T
B

) HENEEL: RS g L LT S B G RRIR

8) HNEEL: T A IV ORI BIREAAT

9) HWNEER: T AITVH L ORFOERR

10) HNEE: BAKE (n vitros v U AL Ty b A X, PAKOE i)

11) #WNER: KRB OWCORGET (in vitro)

12) #HWNEE: TAIVE LD AT o ARER

13) HRPNEREE: BT BT 1 D S B R R

14) FRPNEEE: PR BT 35 1 2 SRR R

15) #ENEEE: T o AR — 2 —2BE S 5 FREME O (/n vitro)

16) tENERL: A~ b U T F L IR EAE R

17) #ENERE: R E T~ — b & O AERRBR

18) Sakai F, et al.: Headache. 2021; 61(5): 755-765

19) HRPERE: FTEERE R 2 xR & L7 EPNES 1T A8 3SR (MONONOFU 7R)

20) Goadsby PJ, et al.: Brain. 2019; 142(7): 1894-1904

21) tHWNEEL: FEUREE 2 x5 L LI SMESE TTT AR (SPARTAN 3A5R)

22) Ashina M, et al.: Cephalalgia. 2021; 41(3): 294-304)

23) FEPEEL: FEUR B 225G & LT2SMESS T1T FHRRER (CENTURTON #tik)

24) Brandes JL, et al.: Cephalalgia. Reports. 2020; 3: 1-5

25) FRPNEEL: FBURARE g & LT AMESS 11T AHR )% 2 Mk (GLADTATOR
)

26) Pearlman EM, et al.: Hum. Psychopharmacol. 2020; 35(5): e2732.

27) RENEEE: DI RIE TR

28) Nelson DL, et al.: Cephalalgia. 2010; 30(10): 1159-1169

29) Rubio-Beltran E, et al.: Br. J. Pharmacol. 2019; 176(24): 4681-4695

30) FENEER: SEBEBR OB L

24, XBMBRERVEVEDESE

ARA—T4 Y ) Bt ERERBaEED

T651-0086 HFFTTAHHIH Bl 5 T H 13 28 %

TEL:0120-360-605 (EE#BEHAHEA11T)
www. 1illymedical. jp

26. BLERFTEESE

26.1 SLERRSET

BARA—54)) =&t

#wREMHhRXEEBESTH1E28%

® B GRPH



LY573144 (Migraine) 1.8 WfF3CE (%)

182 #EE - MR () RUZTORERR
1821  3hEE - HR (F)
ARt

<ZhRE ST R BT 5 >
AANTEFRIR R L 2 FERZHEEIC LY TRROZRWREER) 50k TRJko®
LR CHEZENITONTESGEICOAREETH T L, FHIRDO L O REE T, < bIE
T A5 D ik ifn. A R S O SRR K BRI O ATREME R B D 0 T, RAIEGANCHEZ. 2
2, REEZ+SIATV., HEORRAHER L ThokET 52 L,
A FETITHIER EWBEE LTI Z & DWW ES
FEER E W a2 Si3dH 203, FEERICHEE WO 2ROk & 13872 - 7258
Jia M OSBRI O 8 25 B

1.8.22  EREIRH

TAITHDOWEE - HF () 1%, BN TEM SN RS RICESERE L,
DL AMER O, WA 3 FHRERCH S HS8H-CD-LAHJ (LAHJ #5k) . H8H-CD-
LAHK (LAHK %) . H8H-MC-LAI (LAD #BR) KONENE 2 fHikER T 5 HSH-JE-LAIH
(LATH RBR) OpufEs 8BRS & UGGl L7z, £72. BEMMXRAOZ 2>
Wi, A 3 FEFABR HSH-CD-LAHL (LAHL #8%) X 0 34fh L 7=,

EN/ TEiE LRI A EN R EM
FAIVE L DHMER N RE U R EARE TI. ERIERYSIC X A ERRER
SEEOZWEME 1.1 LN 1.2.1 27 TRDED & 5 ULRTIKO 220 FrEETR B8 2 A AT,

HEARABE Zxtg L Ui AahEic B4 2 Rk R

ENIZBIT 27 AI VXV O%E, 7V v Y0 ZEISIC S X FE L,

HASN & A AR A AT 1 FHRBRCTH D LAIE RO EE AW TLE e, BRME,
J O PKACOWTHR LR, 7 A I VX IR ER OFEEZIFIT W EEZD
iz, £z, MREBTH D FEFEIL. £ O & ONAFEREESEIZEN & CIRER—TH Y |
EN &SN CHOMRME R BRI T 2 K& RZRITRO RN EB X b D, REMHER
DORFTOFRER LY. LAIH Bz 7V v v 7B, LAHK Rz 7Y v Uy 755l s LT
HIWER OV 2O 21T -7, LAIHRBRTIX, 1) 7AI T X2 200 mg FECIS W TR 2
P74 (SRS T S 3380 BT B DEIG N T T £ REEC R AICA BICE o T2 2 &
2) IR 2 WREEIRE I ERTH R D358 8 b TR OFIE I DV TR PR A B e B RUSPED
BObLNT-ZE, 3) TAI VX100 mg BBV TR 2 BRI ISR S0 38 0 B T- 4R
FOEIGN T 7R & U THEMFIIICARICE P 2722 & KUV4) IR 2 KR4I T
KDNFRD B AT AR FE DEIEIZ-DOV T LAIH 3RBR O FH & 506 1L LAHK 308k 0 H & dhfi &
MREAOICEPLTRBY, 7V v DU FRRaEED 4 THA 25T B2 (5 25412




LY573144 (Migraine) 1.8 WfF3CE (%)

H) | N OBEERER (LAHJ #B%, LAHK 3B, LA bR K OEMIZ 2R (LAHL 55)
DFERAZ ARNHNET L Z ENARETH D & W L7-,

AL 3 FHERER  (LAHT 35 &% O LAHK 35%) A&

TAIVH L OFINER OREMEERETT 2720, MEIMTEV T LAHT #5 & O° LAHK 5k O
2 ODORRRERER A Fhi L7z, LAHIGBRIZT A I V% 2 100 LT 200 mg |Z-DW T, LAHK ik ¢
L7 A TZ 250, 100 K TN200 mg DH R V2w iat Uiz, EEHMIL, FEFLEB
ELTHIEIRMA 2% D7 A I 2 2 200mg it & 77 B ARFEOIRIE AL I+ 52 &, KDY
HERRIREGEER & U CHEIARM 2 Ff#% O Z7 A I V4% > 50 (LAHK iBRD#A) KT 100 mg
BEE 7T RBEOFERIE A, WONCT AP 50 (LAHKREBRDOA) | 100 (X 200mg & 77
T ARFEOPERFE D3 ED, E I OO E O BEER 2 HER U 7o ik b HD LVER (MBS) 18
REWET 52 Thole, TORES. LAHI #RBR & O LAHK B0 W3 v s . #IRIARA 2 REfH
BIZERIH R, KO MBS HERDRD DNTHEBRE ORIGIL. 77 BRI TIAIDF

EHER CHREIFIICERICE -T2, Fio, FREL. LY MBS HANFEO bz g
DEIGIX, FAEEFCHEN L7 (852.733225H) .

oo 3 FHEER (LAL 3ABR) #5R

Ao “HEEMRMOFEEAIL, IRA 2 K% O R OFFEIHRICOVWT I AIVZ
100 mg BEM O8N 200 mg BEDAZMWEE 7T B RBEL [l 35 = & ORI Fram s EC x4
LB LIEAMECONTTIAI VX 100 mg FEX TN 200 mgfiE s 77 AR T 52 & T
E?)of:o

ERHIORER, Bew)o FrEEE RS VERF O AR 2 REREHE I EEIR T L0558 0 D i 01
ﬁ\7x\y&/um&ozmngﬁf77tfﬁiw%mﬁ%% CHEEBEICENo T, £ R
FERFEIE 3 E D 9B 2 [ELL LT, AR 2 R ICEIR RO DN HRE OFIEN, 7 TF
RREL Y bHEIFPRICAHRICE N2 Tz, FERFEME3EIO 55 2 [RILLE TR 2 R4 (T
FNFRD HAT-ERE DEIGIEL, T AI T X 200 mg BET 100 mg BE X 0 BB E o 72 (6
2.7.3.2.1.31H)

N 2 FHERER (LAIH aXB%) f&E

AR OFEEHIL, FEEMICRIT 2B ERICRT 5T AI VX 200 mg OFMWEE 7T
BAREHE LT 2 2 & Thoto, Fo, EERFIKEMIL, FERICRIT D3R IERICK
THTAITH 50, 100, KTON200 mg DHBEIGHEZFHET 2 2 & KOTSRS D
UGEIZRIT DT AI VX 100mg DFEEEZ 772K L CRHMEiT5 2 & ThoTo,

AR 2 BRI B TH R DGR DR E OBIG X, 77 BRI TI AI U X 2 100
F V200 mg BECTHEHFIICHEICEL (TAIVH 200 mght: 7T v RREE OO L E
PEZRIK) | TAIVH 50 mg BETIE T T B ARBEC R CTHUERIC & - 72, AR 2 BRI
SHRTH R DT DAL REBRE OEIA L, MEHFRICAERHERISH (X7 /T AI VX
> 50/100/200 mg £f) FRH Oz, £, IRA 2 R ICIRUGED R b L #RE OElIS
X, T ERBECHARTTIAI VX 0 3 & (50, 100, KON 200 mg) #E CTHEGEHFHIICH EIC
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Eolz (FAIVHZ L 100mghEL 77 v AREEE OB OL L EME A2 (5§ 2.73.3221H,
%5 2733231H)

HEARABE Xt L Ui ReticBId 2 Rk R

BRREBRORE R, T AI VX IR LToRE THEFRRIC K 2 THNT 165 (LA FER)
IO BT, IR L ORRBRITGE SN (BF 274213 1) , /o, HERAFESR
DOFBENGITELS , I EARABABRTIZ T TR L LTI AI VA U TOREREERELD
FHHEIRIZEITRO LN -T2 (552.742.1411H, 52.742143H) ,

TAIVE ANTHFBA~DORFEBATHER E < L T AT MR A il L RSRICER T2
7o, FAITH O LR D TEAE (Treatment-Emergent Adverse Event) & @ BiE 378 6D
DTN, FOZ ITHEIEEDPBEIHFEE TH o7, Z<BO LN FRITFEMED F U,
BERCTE, AR, &7, L, HORTROERMM CH -T2, TAI VX v OERBEEMICET
LB ROME L L FIORT (55 2.554.11H) .

v' TEAE OFRBENIGIX, FAITVZ - OHBEOEINI > THEML -,

v ZAIVHZ L 50, 100, KON 200mg #ET 1 L ED TEAE ORBEIA X, LAIH RERT
50.6%. 70.7%. K% 80.8% Cd V. LAHJ iR & Y LAHK B O OF & #EHNT Tl 25.4%.
36.2%., KON40.5% CTdH o7, 1L ED TEAE ORHEIA T2 TOMAET LAIH R &
MoTehy, LAIH iBRIZHS 1T 5 TEAE O KEFEEITIZE AL (84.4~96.0%) 73REETH
D, —iEMET, LB EE LT,

v' LAHJ A8, LAHK #&RB M Y LAIH iRBR D £ 72 TEAE ORI E TORE O F 9L 0.5~1
Reffl T 0 . PR O P B 1~5 R TdH - 72, TEAE OFEHL E TOREM & O Rl
MiX, ZAITVZ U OMFREHS L BBeha—H LT,

A BEREE 2 x5 & L s R RIRAIC £ 2 22 PEC BT 2 iRt R

WMo e 3 FEEER (LAHL 3BR) O EZEHEBIEL, FER ST 2IREOPIERA R OSEMRA & L
TTAITH Y 100 L 200 mg Z EWIH B RANCIRASG OLEMER OBREERETHZ LT
by, AnmE, EEXML, IEERT 12 » A ORI ER Iz,

FEWIRIRIRAIC X V580 Hivi-F72 TEAE OFEEIX, HIEIORIEEZRG L L7 7 B RXHRE
3 MHEER TRl Hiv7e TEAE OFEH & Isdstealfdfk Td o7z, LAHL #kER T OB DfRHTHE R
26, TEAE ORBEIGIL, BBLehlak Lo BIEREE & HIgEd Lz, FlziX. TEAE D%
BUEIAIIRIE O FrEm B RIS KT DI % ISR bR < . £ O%O FERIBIEICKRT D165 % Tk
ALY Ko7z, LAHL BEBRER T, FILICE oG EFZORBE ST 129% Th o7
(% 2.55.71H) ,

F7-. LADRBROIESHE (PA v A 715 0 202046 H 12 H) tod 14£L8L Ed TEAE
DFRO LT PERE RIS (LLF. TEAE OFHEIE) 1361.6% (247/4014]) T -7=, LAURER
OIFEHIMPIC, BHREED 1.5%LL ETH 72 TEAE (EAEE) 133 iEo £, SEEE.
97, L, [EHEEMED E U IR, HEJ)E, PEREE . SR, AR, R, RHIE, R%Z, M
AR, i, HHG, WBIR, FiJE T R ORISR Th o7z,
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LA #ABR OISR T OTEEEE & ORIREAMRNEE TE 20 TEAE OFEHREIE T 53.6%
(215/401 f5l) ToH o7z, ZDH LR HELBOLNTZFRITFEED TV (AR (26.4%.
106/401 f5) Toh o7 (552.742.1235H) ,

2Rk L LT, LAHLEER L OHE A » b4 7R E TO LA REBRORE R S B 2mIc B
DT IRBERITRD NIRRTz,

Lk, ERUR LIRS R A E 2. T AI VX VIR REIC T 5 B4 7
A4y b VRITTO T 7 ANDPRINTZZ END, O ORBRIHAAN NI RETEE
EBRLTIAIVZOEE - 2% () % THEW) &RkEL,

Fio, TAIVE L OBEKRBRICE O TG LI REMZEE L, <SRN RICBEd
DIER>IC TARANIEERER YIS L2 FBRZHEEIC LY TR WHER] 2 Wi

AED®H D B EEZHPITONTLAIORZEETDL L, | ZRE LT, TOE
< BT HH I % oD 4 1. 45 B 5 o D JR IR L D808 & KB 2 72 o oEEME 2, R TITS 2
il O

183 Hi&-HE (8B) RUZTORERN
1831 H&E-HE (B)

W, RAICIET AI PV Z L LT 1A 100mg & A EERIEMERIICR NG9 5, 7277 L., B
DOARBEIZ e U C 18] 50mg X 1% 200mg #5325 Z LN T 5,

SHIE DOV RRICTIE LT A0E, 24 REE 572 0 Of #5573 200mg % 8 2 72\ O EiH TR 5-C
x5,

<HER O EICBEE# T 5 EE >

71 AFNIABIRFEER O L, TR LanZ &y

7.2 AR A E LT H R OERICE S50k L CTWO RIS 5 BI04 5 04 2h itk 1L fE T
[PRQAYIAN

7.3 FAPEIZ LD 2 DRPRBO LR WGEIT, EOFRIECK L TENES LnZ &,
ZOX O RGAE, FREO L, EROFINEMRT DL L,

74 HEZ, BARBRICB T2 HEZ L ORI LRIERRBIRRAZSBIC, BEOE R, W
BB, P ZZE L CBIRT 2 2 &, BWEMREEMRILZ ZE L TH 100mg X U @S ARIMEX
LR OBNERBLNLE /251 200mg OFEH %, 100mg O BEMITRENH 58561
50mg DEA Z /a5 2L, [17.1.1-17.1.4 ]

FAIVHE ORI AE () 1%, BN CEM SN BRRBRAERICESERELL, £
DL, AIMER O, AVES 3 HRBRCH D LAHI 3R, LAHK 35, LAU Bk, KO
ENE 2 tHRBRCTH 5 LAIH RBRO AR 2 TE AR & LG L7z, £z, BHIRMIX
AR D22 I DWW TIE, WA 3 AR LAHL 38k & 0 34 L 7=,
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1.8.3.2 R TEAR ML
KENZE T 5 - HEORE

TAIVHF 20214 7T A 15 BEFE, AHIBONTIE 3 » ETER SN TED . RO X
ETIHKEICEBWTOREKRENTND, KETIETAI VX I TOHETHKRB SN TN D
The recommended dose is 50 mg, 100 mg, or 200 mg taken orally, as needed.

A EOER

KENZEBWTIE, #1822 IR L7 7 B AR REER (LAHJ 352 )% O LAHK §5%) OfEH.,
FAITH O3 HE (50, 100 LT 200 mg) ITWTHHAZNTHY . HEKISERBIRD i,
2 OAEFHEE T A I V¥ OHBEOBINIAEWE N E T 2 R Ehiz, %
oo ZAIVHZ O 3 HE (50, 100 O 200 mg) (X, BRI MEILRIF TH-7-, TEAE
DOFRBEEIL, TAIVH L 50 mgBEN T AP F 2 100 mg BEICHANTT A3 2% 2200 mg
BECHUERIZ @ o T2, BRI O F SR RBIEIC T 218 CH . TEAE ORBEIGIXI T AI V¥
> 100 mg FEICHANT T AI V% 200 mg BECTHIERICEm <, 7 AI DX O RO N
AEFEZOFBEEIG M LT,

WA TR SN T BEARRBRAE R O KEICBW X, ZAIV% 0o 3 & (50, 100 KO
200 mg) MNEEKRTOMREE L THERE S,

FrEERREOEIEELITBE T LR HEXRUEETHo THRIEZ LR b, L
Mo T, TNENOFRMEIIHT DIREIRO NI TR > T 52 0D, BERBLSE Tl o /&
FIZEbE T EHRBEOPFEMTONDL EEXBND,

LAHJ #5% & O LAHK 358 Cld, BRI A R O MBSTHERICOWT T TR i L TF A 3
V&3 HE (50, 100 LT 200 mg#E) THEMFRICABERUEEZ R L, £ OAMEIIHEIKF
FICHIIN U7z, F£72 3 A& (50, 100 & 08200 mg) DI T AR M CHEM U, FELEEIR
DIEREOFIMEORBLN T 7R & i L CTRORMNAORO b, HEREL DI - T
0 BN R OB RS Hivic, TEAE 28 1 R ERBL L7 OFIGIT T A I U2 2 50
mg #E2Y, T AITH 2100 mg BEL TN 200 mg BE & A TEERNCAK D > 7o Z L 2B ET 5 &
HAEOH THIMENRO b/ NIETH S 50 mg FELEFKR EOBRRE E RSB LN
kobﬁﬂof FAIVH D3 HE (50, 100 LN 200 mg) OWTIHEEKHREE L TEE

T2 2 EICEMR S D LB X D,

1 Ao K&

TRE ORI R TRl SN EICHESE, T AI VX O 1 AR K E% 200 mg &
L7,

BE & CORRIEIFIE CIE, QTaHMERER (LAHP#ER) IWONC b FELA O AIHEME & OBEBUE
MR MEAFNEZ 34 L7238 (LAHB 3BR fx "\ LAHE #BR) TT A I P4 > 400 mg Z 2741 L7228,
HEHRRE /) DFEE 2 58:M L7z 2 38R (LAHG 3B & OF LAIF #8R) Tid, 24 R O KA &% 200
mg & LCRM L7z, F7z. @i, TFBEeERE M OB B e ® A 1ok 9 25k (LAHA 38R,
LAHF 5% & ' LAHN #5) CTHiRKHAEZ200mg & L CRHMBiL7-2Z Enn, HELE L B KRR
Z200mg & L7z (552.7.23.72H) .
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BARANCXT 2 - BEORE

HARND FEERBHE 255 L Lz LAIH RBROMER, HAABETOITAI T X 100 LY
200 mg DANEPKREES N GHEEE OREICHOWTIEE 2513 HESK) , JAIVH
50 mg O HARNEE TOAEMHEIIRIES N TW W oo, IR 2 Re# OBEEIE R OE &1L
FERILVEENICE L, IRIE 2 KEEZEOBROKEORIGILT 78R L L THERLGE
(ZEMEOFE2 L) PO LN TEY AN RIS N2 & LAIH RBR & LAHK REROH
TT YV vV TREAL L, N OBGERBROFERZ B R NICHMErIREE B 2722 & KDY LAIH
R & LAHK U8R T 50mg IZFEEROBRTH I DN RSN 2 b, BRANZXHLTH T A
T 50mg DHEIMENRHIHFTE LD EEZD,

AARNIXT DT AI TV OREMITONT, LAIH BB CIXEERAFFROBBIL/R L,
FHEERFLOLIRETBMETHY (552.742124H) | LEREE L7z, LAHRBR
IZBWTERD b ALZ TEAE ORBEIGIT, 7 AI U X 50, 100, KON 200 mg #ECENEI
50.6%. 70.7%. 80.8% T V. MESNE 3 FHFAER & FIARIC, R BRI L7z, LAIHRERO 7
A I VB URED TEAE OFBEIG X, WIS 3 FEER (LAHY 3R K& OY LAHK FREROHE A #EHT)
THIEID T AP IR TRD bz TEAE ORBES (T A I VK2 50, 100, 200 mg T
ZIEI 254%, 36.2%., 40.5%) LV @Eho-b OO, [F U< EERIO R BRI IEZ IRE L2
N 3FERER Cd D LA B CORAI DI 2 TEAE ORBRESE (FAITF 2100 KDY
200 mg BETEINZI 53.0% M TV 61.1%) IZIIWVEERTH - 72, I b RBEIE DR @h - 7o F5 30
AN 3 FHRER & [FERICIZEIED TN TH D . HEKFIZRIEEEIG OBIMAGRO b iz, FEEE
B3 E Do 72 TEAE OIS 3 MakER (LAHK 3Bk, LAHJ 3Bk LA #5R) & K& 725& 0
2ot (2745115, 52.742122H) . ERO X512, BARN TR Z &M EORK
RTFEO BT, E72 LAIH A8k T TEAE OFBLEIG 2, LAHK 5Bk & OV LAHY &8 & 0 =720
7ebod, LAD RERO _EHEMRGIH T OPEIRIEERFIOEWVRRTHY . Za7n 7 7 A

ICHANEANEATRERENIRANEEZZZ 0D, BARACBIT S HEZAEAD A&
DO D METRNWEER D,

LAIH #HEROFERN G, WA L FRRICENTH 7 A IV % 0 3 HiE (50, 100 2 Tf 200 mg)
DOWTINHEKRHAEE U TEERICMT LI ZEICE®RRO S B 2T, £, HRANTOHESEH
BIILUTOZLEZEBL, "X T4 v b VRTORTUANRK LB THD 100 mg THDH &
Hbr L7z,

v OREERIBRE TROLEE L SNAEFHMEAICONT, TAI VXY 50, 100, KT 200
mg DWVWTNOHETH HRANTHRMENHIRFTE5LEZ2 b0 L

vV BREERDZHDHEEZEZ LN TV LIHRUERSIC, 7AI VX100 KT 200mg T
KEREWNIRL, FAIVZ L 100mg THHREIBO LN TWNWD Z &

v BRFIZ L o TEER R OMAERS MBS {HRICOWTIE, ZAI VX 100 &
Umm%ﬁfﬂﬁﬁ®m%ﬁ WO HNTNDZ &

v OBERIEREISIIAERCEREO b TnD Z &

v HME@%ﬁ%é@%EWﬁ%_%m¢5_k\%:\%%§<M®5ntHMET
& DIRENED E O OFRBEIE D BRI 5 2 &
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v B L7- TEAE OFEEE T, 7 AI X2 50 KON 100 mg #f CIHEERE CTH - 7= firE
DENE D 200 mg FEIZ b @ oT2Z &

723, LAU REROIFEMRBEGHITIX, #BRE XA 7 UV —=2 7 KBERICT A I U 2 100 mg
ZEI AT S, UBEOREERICT AU Z 2 100 mg ki, b L <IZTHEIELROEEEICHE
S& 50 X1 200 mg [CEE A RE/RREBR T VAV ThoTn (B52.73.13H) , _HERHOT—X
oy NATRERTT AI VX2 50 X 200 mg 238N L7 gBRFT 1T 224 10.5% K N 12.7% T
B, 678%NT AIVH L OREEZEFET 100 mg Akt L Tz (55273521 H) , %<
DYERE L > T 100mg W2 HETH 722 & £72 50200 mg %2 4R L - #BRE 1Nt h
ZI0%REICEO N2 EnD, FAITX O3 HE (50, 100 %8200 mg) OWVWThd
BRARHEE LTERRH L Z L, KOHAROHIEHES 100mg &35 2 L2 XFFT 5#ERTh -
72

RERBEOEEENBE S LICRRY RILEEThOo THRIEZLICR AL LiX, H
AANTHEERTH D, Le> T, BRD X 5 ICEKRELY; T~ OB ICE b5 2O
BTN EEZBND, WENRER L RIS LAIH 38R T AT ERISHENTRD &1,
TAI TV ORENE W ENFIBLAFEC . 200 mg TIE 100 mg £V & FHUZ DR
DHNTZZ D, KVESCOLLRDEBREZMFTLH5E0L 0 @WAERNE L SNL5E
WX, ZAITZ L 200mg PHEBEOSR E 720155 LB x5, TEAEDHBRFEGIXT AITH
> 200mg BET 1000 50mgBEL W ED o2 b DD, FROIFLEAENRE T BETH o122 L
MH, TAITVH L 200 mg HEERBIGICHEUNCIERIEMIT 52 L CHEMAMERES XD, SIHIC
HARNIKLTHETZAITDHY S0mg DAIMERHIFFCEZ D EEB2oNHT L, HAEFGOREL
BIENTAI VX100 LDR200mg LV HIRWZ L A2EBFETHE, TAITH L 50mg T HARN
BEITH L TR T 4y EBBELONLIHETHL EE XD,

LoT, SN EEREICENTH I AI P Z 0 3 & (50, 100 XT8N 200 mg) DV b K
MEE LCEBRICHET A LICERE DL EE X, 2O ETARANCHT 2HEEH &% 100mg
k%ibto%M%n@%w_ﬁﬁéﬁﬁﬁ@ﬁmiﬁﬁof<5_kﬁ%\mﬁﬁ%fi@ﬂ
DBRFIZGDLETEEEOFENMTOND LB X2, BEOREIZLY 50mg H 5T 200mg D
REFHREET DL IITHE LT,

Fo. FERO L A% o —1h% (5 27332152 H) ROHERIEE (5 2.7332.153 H) Ol
D OIRERFE OB ANAR Y/ FF AR A6 3 2 AT DG R . BITRIRO T2 DR L 72 Bis TH 2%
DR TE LB, VAX 2 —REOT-OOENMBH TITEMERNRBD Ntz &
DI, TAITH 50 XUiT 100 mg ik 2 KefEl#: £ TIC R BRFBEIESTHA L. TORITHFRE L
o5, 24 FEEILINIZ 200 mg & #8 2 72 W CRBIER OO ORI Z T2 2 nTE 5 &
L7z, 723, 24 KFELINIC 200mg 2B 2 ZWHLEIR, KEICKIT 2k - IETRES L TWY
D —HERRKHEIZEVFRE LT,

DLk, ERUCR UTERRRBRAE R A E 2, HARANCKT2HLSEHESZ 7 A IV F 2 100mg &
THI &, BEDIREEIZL Y 50mg & D\ & 200 mg 2 BINATREL 5 2 &, M OUERIEAEITR
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BORER LTS EOFERAZARELTH 2T AIVEZ L OME - HERICRETHZ LI1I%
LThrEEZT-,

<HELOHEICEET 2R >IIE, 7 A I VX R R BERBIREO R THoMEZ
ALTVWDLZENG, PHIICEG LW LR EEMRETLZ & & uio LAHJ 38 & Y
LAHK SREROFER, TAI VX 2L L TCHLHROWERICE L 20> 7oA, A URIEICRT
%8N G- OFHIEDHNL SR Do 7272 BN wa%ﬁ%ﬁ%ﬁ5;kkbko

MEMETEIE OBIFEAT A KT 4 2 2013) IZBWT, RS —k TR & L 3SR TRnigE<e
TR T D SO EDN NG AL, B, ZIRMEER O FTREME 2 MRFTT 5 Z L RSt g
T EERBE X AN NV, BRAED B, R OFKZ R 5 B ERE T
HZEE LT, 50, 100, XiE 200mg ORI\ TIIA R & LEREOBLANDEIRT 5 2 &
KT AIVH - OFIBIRE . SRR R S O A0 & BIER B 2 28 R B O
FERAVHIBICE DL 9, WA CE 17111714 [ OR SN EREGEEZ BT D L) ICRE LT,
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1.84 FEREDIE (F) RUZTOHRTERL
i EOERE () 13, AAOENGE 2 FHRER & O T S U7z BB N T
7 — 4 3— R [Company Core Data Sheet (CCDS)]#Z%(Z L TR E L7z,

A EOEE () B EAR AL
2. B (ROBHIZEIRELBWVWI L) BRI b A D — R e EE R E LT
AN RS I LﬂﬂWMWﬁT%7$% E LT, BRI ORI UImEoE & 7 51
L6 AROBFERGICE D & bICHERIE
BOERZ RIS DBENBH D,
8. ERGEFRRIE AFITIRE, DENREPHRESNTNDT

8.1 AHIEHFIZLVIRG, DEVERHLDNLZENHHOT, | ., FEOWRN TELBEBITHRE L,
AF e 51 D AT B OBER S IR A P 5 B O BRI F
SERVWE I IEET S L, [17.3. 1 2]

8.2 HUEREOAMEIGEEORM B DL VEF BT, HEDS | AMEEeEEo—aEE s LTRE LR,
FALT AT, TEAOBTIBZIC X 28 OREtk% 2
L. #&G5E2PILT 572, MORLELITH 2 &,

9. BEDERZFHITHEFICHIT HEE HE OIS RERE B x4 & LRI
9.3 FFiseEERE Ehi L TWRNWZ EHRRE L,

9.3.1 EEDOIFKEREERE
AFN G- ORI & 2 HE IG5 2 &, HEONTHRERE EBH 25t
%& L 7= B R uﬁ:%ﬁ eSS/} [PHQAYAIAN

9.5 1¥1% FERGIRFRBRIZ B W TR b= 803, BRIRH
T d STIENR LT 2 FIREME D & D eI iE, 16 L OF M fE E%,{g,{f_agaaa KEBEWTEDLNTWS D L
[t A BEl s BTSN DL ICORKREGTHZ L, UFFXEHN LSRR EE L TRET S D

TR - BRIEFAEICBE T 5B T, BRRIREE RO 2. 8 f5ITH YT 5 ﬁg&%ﬁt%i%

MR REC. PR IVEHE R O B K OV 0D 0 L 3 00 B 43R0 A B
P RIS PEODIEADIRE JEERFR B O 5 A KIS CODS D% B %

2, EEFIHE LT NeE LR ERE
 ERIZ EHBENDIGHEICOREET D
Lo | ERELR,

9.6 RALIW SKEEH - IREE RS D DAL O R~ DB
B EOF MR ORILEEOA ML BE L, ZAOME I | maAh s nan-H, EEEEE LT EEED

[RINPTAY

IEEHFT 528, Ty MTBWTAF KR O OB DT~ HRMR O EROGEEEZE L. 210

DBATHFRD B, MR ST I ARG 2 2 &) ERE LT,

9.7 NRZE NREFE G & LT AR OV Z e 2R &

IR G e U T BRI M L TR, L RRBROERITE SN TN LD
%&uﬁ'bf;o

9.8 BIE —RIICEERE BT, O EV, HIE%IC X

OEV, BIRFICEVIEEET 28T RH 5, NEEEITABENRHIT-DRTE LT,
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10. HHEERA
10.2 BtREE (BFRISEEI S L)
EA BRAEA - HEE | B - BRI T )

FACRRE S S 2505 BT re| o Em 2| | TIKEREAISIAL, 72— \

T a—)L MRD LT TR M| 53270, EAR KA EGERHT D Z Lok ->T, FHEIHIVER
A SLRHRREER ORI iz 6bn s | | FIIEIC B & NS ATREMEAE X =ik
ERERCTHEENRD | - ) fﬁf;]‘%% RO TRERE R LN OO
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LT LnDHD,
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2,4,6-Trifluoro-N-{6-[(1-methylpiperidin-4-yl)carbonyl]pyridin-2-yl}benzamide hemisuccinate
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Recommended INN: List 64 WHO Drug Information, Vol. 24, No. 3, 2010

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSQTLSL TCTVSGGSIS SENYYWSWIR HHPGKGLEWI 50
GYIYYSGSTY SNPSLKSRVT ISVDTSKNQF SLTLSSVTAA DTAVYYCARG 100
YNWNYFDYWG QGTLVTVSSA STKGPSVFPL APCSRSTSES TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSNEGTQTY 200
TCNVDHKPSN TKVDKTVERK CCVECPPCPA PPVAGPSVFL FPPKPKDTLM 250
ISRTPEVTCV VVDVSHEDPE VQFNWYVDGV EVHNAKTKPR EEQFNSTFRV 300
VSVLTVVHQD WLNGKEYKCK VSNKGLPAPI EKTISKTKGQ PREPQVYTLP 350
PSREEMTKNQ VSLTCLVKGF YPSDIAVEWE SNGQPENNYK TTPPMLDSDG 400
SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS LSPGK 445

Light chain / Chaine légére / Cadena ligera

EIVMTQSPAT LSVSPGERAT LSCRASQSVD NNLVWYQQKP GQAPRLLIYG 50
ASTRATGIPA RFSGSGSGTE FTLTISSLQS EDFAVYYCQQ YNNWPPWTFG 100
QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNFEF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-97  146-202  259-319  365-423
22"-97" 146"-202" 259"-319" 365"-423"
Intra-L  23'-88'  135'-195'
23™-88" 135"-195™
Inter-H-L 133-215' 133"-215"
Inter-H-H 221-221" 222-222" 225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
295,295"

guaraprolosum
guaraprolose (1—6)-a-D-galactopyrano-(1—4)-B-D-mannopyranan
2-hydroxypropyl ether

guaraprolose éther 2-hydroxypropylique du (1—6)-a-D-galactopyrano-
(1—4)-B-D-mannopyranane

guaraprolosa éter 2-hidroxipropilico de (1—6)-a-D-galactopirano-
(1—4)-B-D-mannopiranano

[C18H30015 (C3HeO)uln

HO OR

HO 0 OR

HA—= O------- o--- =OH

HO OH HO OH

— —n

R = H, CH,-CHOH-CHj

lasmiditanum
lasmiditan 2,4 ,6-trifluoro-N-{6-[(1-methylpiperidine-4-yl)carbonyl]pyridin-
2-yl}benzamide

lasmiditan 2,4 ,6-trifluoro-N-{6-[(1-méthylpipéridine-4-yl)carbonyl]pyridin-
2-yl}benzamide

lasmiditan 2,4 ,6-trifluoro-N-{6-[(1-metilpiperidina-4-il)carbonil]piridin-
2-il}benzamida

270
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WHO Drug Information, Vol. 24, No. 3, 2010 Recommended INN: List 64

C19H18F3N302

CH
F O = N7

7

latrepirdinum
latrepirdine 2,8-dimethyl-5-[2-(6-methylpyridin-3-yl)ethyl]-2,3,4,5-tetrahydro-
1H-pyrido[4,3-b]indole

latrépirdine 2,8-diméthyl-5-[2-(6-méthylpyridin-3-yl)éthyl]-2,3,4,5-tétrahydro-
1H-pyrido[4,3-b]indole
latrepirdina 2,8-dimetil-5-[2-(6-metilpiridin-3-il)etil]-2,3,4,5-tetrahidro-
1H-pirido[4,3-b]indol
C21H25N3
CHj;
N/ N /
9 N~cH,
H3C
linifanibum
linifanib 1-[4-(3-amino-1H-indazol-4-yl)phenyl]-3-(2-fluoro-
5-methylphenyl)urea
linifanib 1-[4-(3-amino-1H-indazol-4-yl)phényl]-3-(2-fluoro-
5-méthylphényl)urée
linifanib 1-[4-(3-amino-1H-indazol-4-il)fenil]-3-(2-fluoro-5-metilfenil)urea
C21H1sFNsO
oW

‘ CHg
lunacalcipolum

lunacalcipol (1S,3R,52,7E,23E)-24-(2-methylpropane-2-sulfonyl)-9,10-secochola-
5,7,10(19),16,23-pentaene-1,3-diol

lunacalcipol (1S,3R,52,7E,23E)-24-(2-méthylpropane-2-sulfonyl)-9,10-sécochola-
5,7,10(19),16,23-pentaéne-1,3-diol

lunacalcipol (1S,3R,52,7E,23E)-24-(2-metilpropano-2-sulfonil)-9,10-secocola-
5,7,10(19),16,23-pentaeno-1,3-diol

271
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110 BE - BEFOETEZEHOELYD
K 1.10-1 5X - BEFOREEEEHDF LD
V54, - B4 TAIVH v, ZOHHEK O ORA
MG

Hs

NG E B S
je 1 Y 2

2

RIRE « R

ARt

ik - HE W, AT AI VXL LT 1E 100mg % FEERBIER IR A& 545, 7272
L. BFEOREIZL LTI IEI 50mg XX 200mg #5952 LB TE 5,
SHJR OVH AR IC TR LTl 24 R 72 0 of e 5573 200mg % #8270\ i
THELTX 5,
BRSO IR E
MTRA K OERD | iR ZAI TV H
RRoy + e A
LA AR—8E 100mg (18EH T AI X & LT 100mg &4)
LA AR—5E50mg (1EEHTFAIVZ L LT S50mg & H)
M VA 1] 5 5
GULZKE NS D S5 (mg/kg)
OB Y BRI B G-
~ A 300a -
Z v b 3000 100
A4 X >120¢ >30d

a: 5 AMKAO 14 B[R 0 &G PRRERICE T 2 550 B Okt SHEE L7z,
b : 4 AR ARG PRERRICER T 248 5-4) B ORGEM D HEE L7,

¢ % P T B AR BR 0D LA 2 B HETE LT,

d : FRRPETE #5380 BAE 2 B HETE LTz,

PO ERE (R A)

B o

w| AR NOAEL AR

H (mg/kg) (mg/kg)

~ | 4R 100, 200, 250 900 : BHFEREA: (&) . MIAPERRSE, #Eihiod4 2 K

7 300/250a, 450, 900 JEOENN, AT v— X RPEFEAE, RIS

2 W, Mafig s U 2 oREREESE. R ; HRIBRZS I BESE
B R ORER 5 i R o BEsE
=450 : @EﬁE%“ (B 4B) | BEMRRFO ML, HEEAAT
=300 : BREEBOK T, KL EELH, Kk

133@f | 30, 100, 200 200 L
Z | 43 | 10, 30. 50, 100 100 2L
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50/40 : Rk, BFESHKT, BA OMEEY) . MY
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QRS A& 1

WesE - T =i, L. AGH=TL7Iv a7y, ALT=795=V7 3/ h 70 A7 25—,

Ca= B/ L Cl=71a—)b, Na=FhFU T LA,

a: #5652 HBIZ, F5E% 300 mgkg /5 250 mg/kg (2R L7z,

b: %5 25HE () /&5 3088 (@) 2,

P58 50 mg/kg 2> B 40 mg/kg (ST L 7e.

EIVEH ARANBHEEZRRE L, FEROBMEINERICRI L, 7 A I V% R IRA%OA ML R 2%
PN 2 EEA L EER Y 7 B AR EERBRIC RSV T, ARIE S SN 477 BICRS v e
BITER 2 LU IR,

BITERFBLEIS « 321/477=67.3%
BIFE T GEBLEIS %)
DR
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B3 (EL21—I3) : REICHTIXE
32 TAXRIIHEE
328 RE

S e - FEE s g, | AT T
AT R} AR 5 it 1 P BR . | FEAE A |
o ZA v " Ay (BN, | fodlEk v | T —H D
&5 (i AR H) FRBT | @) BERR o4 4w
3281 General Information YD [BliLillyand | 3% | FLO9ER [RPGORT|  JE
Company
3.2.8.2 Manufacture (ZWH ) Eli Lillyand | [ES& | #hPR SRR
Company
3.2.83 Characterisation (Z(Iﬂ_ilﬂ ) EliLillyand | B4 | #ENR |FEAGERH T
Company
3.2.84 Control of Drug Substance (Z(lﬁ_ilﬂ ) EliLillyand | E4F | L |FEARERH %
Company
3.2.8.5 Reference Standards or _ (2('ﬂ_ilﬂ ) EliLillyand | S | #hN [FEMER I
Materials Company
3.2.8.6 Container Closure System _ (Z(lﬁ_ilﬂ ) EliLillyand | 4 | L |FEATERH %
Company
3287 Stability T CllEl) [Eitilyand | 3T | fEAER [REMGORT|  JE
Company
3.2.P  HH|
S BN - FEEE s g, | AT T
AR . PR IR B | R A |
:- 2 A ~L e p e L (EwW, | #iEE ol |7 2P
&5 (i EAGREH) FHBT | @) BEAR o2 e
3.2.P.1 Description and Composition _ (ZWH ) EliLillyand | [ | #hNR [FEMER
of the Drug Product Company
3.2.P2 Pharmaceutical Development (Z(lﬁ_ilﬂ ) Eli Lillyand | [ | #hPR SRR
Company
32P3 Manufacture CllEl [Eitilyand | 3T | fEAER [REMGORT|  JE
Company
3.2.P4 Control of Excipients _ (Z(lﬁ_ilﬂ ) Eli Lillyand | [ | #hP |FEMERE
Company
32P5 Control of Drug Product ||| NN CllEl [Eitilyand | 3 | FEAVER [REMGORT| e
Company
3.2.P.6 Reference Standards or _ (Z(lﬁ_ilﬂ ) EliLillyand | [E4&: | LN |FEARERH %
Materials Company
32P7 Container Closure System || NN CllEl) [EiLilyand | 3 | FEAER [REMGORT| e
Company
32.P8 Stability ] ClifFl) [EliLillyand | 3% | APV AFMZFET B
Company
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Regional Information
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42.1.1.1

CNS571: Affinity of
LY573144 for Cloned Human
Serotonin Receptors
Measured by Radioligand
Binding

42.1.1.2

CLP-005c: In Vitro Testing 0_

5-HT, 5-CT, Ergotamine,
Sumatriptan, Zolmitriptan,
Naratriptan, Rizatriptan,
Almotriptan, Eletriptan,
Frovatriptan, Donitriptan,
Avitriptan, Alniditan,
Lasmiditan, LY334370 and
LY344864 for Agonist and
Radioligand Binding
Competition Activity on
Recombinant Human 5-HT) 5
5-HT,g, 5-HTp, 5-HT g, 5-
HT\g, 5-HT,,, 5-HT,p and 5-
HT; Receptors

ol

Eli Lilly and
Company

5+

(A

T 2T

Al

421.13

CLP-002e-HTR: In Vitro
Testing of Lasmiditan and its
Metabolites, M3, M7, M8,
and (S,R)-M18 for
Radioligand Binding
Competition Activity on
Recombinant Mouse, Rat,
Rabbit, Dog, and Human 5-
HT,,, 5-HT,g, 5-HT)p, 5-
HT\g, 5-HT g, 5-HT,4
Receptors

42.1.14

CNS558: Functional Activity
of LY573144 at the Cloned
Human 5-HT, 4 1, 1p, 1E, or IF
Receptors

ol

ESpAx

KL

A

5+

AR

AL R

B & G

Eli Lilly and
Company

[E5+

AR

AL R
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421.15  |PM73: In Vitro Serotonin (5- |G B0 & D Eli Lillyand | 4+ | FLP9R |aPMART] JE
HT) Receptor Binding Company
Affinities for Putative
Metabolites of COL-144
(Lasmiditan, formerly known

as LY573144)
42116  |CNS574: Characterization of ||| NN CliF ) [EliLillyand | EAF | FENTR [FEMAR %
LY573144-HCI (LY587815) Company

in the Rat Dural Plasma
Protein Extravasation
Migraine Model Using FITC-

BSA
421.1.7  |NS22: Characterization of || NN B0 E D Eli Lillyand | 4+ | FLP9R |PMART| JE
LY573144-Hemisuccinate Company

(LSN683974) in the Revised
Rat Dural Plasma Protein
Extravasation Model

42118 |CNS549: Activity of T CliFl)  [EliLillyand | EAF | FETR [FEMAR %
LY573144 Hydrochloride in Company
the Rat C-fos Expression
Model of Migraine

42119 TCC B & ) EOL | FENE [BERH| &

Effect of Intravenous
Lasmiditan on Neuronal
Responses in the Rat
Trigeminocervical Complex

a21110  |NSB R Comician [ cliF EA | i |[BEEF|
inhibits CGRP release in the
trigeminovascular system of
rats and mice
4.2.1.2 BIRHZEEHER
PR A S e = AR s sy, | PR PR T
TG e BN eS| ENTY | AR | o
- A A NV =K e 4 (ER, | flkes ey | T H D
Fir (s EARRRAEN) iRz 44 BEEF A i
42121  |PRO206: Receptor T 2l W7 [EliLillyand | =5 | FENR |aFORRY] B

Pharmacology Studies of Company
LY573144 Hemisuccinate
Using Radiolabeled Receptor
Binding and Isolated Tissue
Bath Preparations

42122 TO-01-7796 - (20.E|ﬂ )

aar23 |oos> N [ Al
- Pharmacology Data

Report On Compound CDI-
51, R-4063 For

E4 | A [RERE R
E4 | A [RERE R

ES | AR [RHRE R

aar24 |oocss N [ cl
- Pharmacology Data

Report On Compound CDI-
52, R-4064 For

EAh | (LN [REmER

Ccl

42125

- Pharmacology Data

Report On Compound CDI-
50, R-4053 For

EEP T IR B e

42126  |100304.DME: Effects of Bl & I
COL-144 on Cloned GABAA
channel (a1B2y2 encoded by
genes GABRA1, GABRB2,
and GABRG2 and

coexpressed in HEK293 cells)
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42127

160217.DME: In Vitro
Effects of Lasmiditan, M3
and M7 on GABAAal/p3/y2,
GABAA«2/B3/y2, GABAA«
3/B3/y2, GABAAa4/B3/y2
and GABAAaS/B3/y2 lon
Channels Expressed in
Mammalian Cells
(Agonist/Antagonist and
PAM Modes)

42.1.2.8

CLP-002e-CBR: In Vitro
Testing of Lasmiditan and its
Metabolites, M3, M7, M8,
and (S,R)-M18, for
Radioligand Binding
Competition Activity on
Recombinant Human and Rat
Cannabinoid CB1 and CB2
Receptors

cAll D

112 IRfHER—E

42129

VDD4179-2016: SPA
binding evaluation of test
compounds at human
recombinant Dopamine
Transporter (hDAT) by using
membranes from hDATCHO
cells
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CNS568: Effect of LYS573144
to Contract the Rabbit
Saphenous Vein in the
Presence and Absence of
Induced Tone with
Prostaglandin F,,
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il

Eli Lilly and
Company

42.1.2.11

|-1: Contraction to

lasmiditan in human isolated
arteries: a comparison with
sumatriptan

42.1.2.12 794-1503: An

Examination of the Effect of
Lasmiditan (COL-144) on
Coronary Artery Caliber in
Anesthetized Female Beagle
Dogs

42.1.2.13

NS32 :
Evaluation of LY573144
(Lasmiditan) in a Preclinical
Model of Medication Overuse
Headache Using Sprague
Dawley Rats.

L
L
“hlllllll

el

ESpay

KL

AT

ol

[E5+

A

ol

[E5+

AR

PG R

N

[E5+

A

4213 %

LRI ER

AT R
e

2 A kv

42.13.1

LLYO!1_21: Human Cardiac
Ikr (HERG) Blocking Profile
of Compound 573144
Hydrochloride
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42132

100127.DME: Effect of (S,S)-
M18 on Cloned hERG
Potassium Channels
Expressed in Mammalian
Cells
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42133

090731.DME: Effect of M7,
(S)-M8 and (S,R)-M18 on
Cloned hERG Potassium
Channels Expressed in
Human Embryonic Kidney
Cells

42134

DV0302: Cardiovascular
Safety Pharmacology Study
with LY573144
Hemisuccinate Administered
Intravenously in Conscious
Instrumented Beagle Dogs

112 IRfHER—E

ESPAx

FEPR
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42135

PN0216 and PN0217: A
Behavioral and CNS Single-
Dose Study of Intravenously
Administered LY573144
Hemisuccinate in Male CD-1
Mice

Wl

Eli Lilly and
Company

ESpaS

AR

R Y

42.1.3.6

MN103025: Effect of Single-
Dose Intravenous
Administration of LY573144
Hemisuccinate on Respiratory
Parameters of Male Rats

2l -l

42.1.3.7

R04902: A Single-Dose Renal
Pharmacology Study in
Female Fischer 344 Rats
Given LY573144
Hemisuccinate by Intravenous
Injection

Eli Lilly and
Company

ESpAx

FEPN

TR
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A

PAIG R
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Eli Lilly and
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4.2.2.1
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422.1.1

FReT-o11o:

QUALIFICATION OF THE
LC-MS/MS
METHODOLOGY TO
QUANTITATE COL-144
AND THE MAJOR HUMAN
METABOLITES IN RAT
PLASMA AND MULTIPLE
SPECIES ROBUSTNESS
EVALUATION

42212

8224279: Validation of a
Method for the Determination
of COL-144 and Five
Metabolites M3, M7, M8,
(S,R)-M18, and (S,S)-M18 in
Mouse Plasma by HPLC with
MS/MS Detection
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42213

8200900: Abbreviated
Validation of a Method for
the Determination of COL-
144 and Four Metabolites
(4052R, 4053R, 4063R, and
4064R in Mouse Plasma by
HPLC with MS/MS Detection

42214

LLBR-112141-P-rt-dg-rbPL:
Determination of LY573144
(5HT1f{) in Rat (and Gravid
Rat), Dog and Gravid Rabbit
Plasma using TFC-
LCMS/MS.

42215

027420 cor-144:
Bioanalytical LC-MS/MS
method transfer and
quantitation of COL-144 and
selected metabolites in rat and
dog plasma

422.1.6

7874-106: Validation of a
Method for the Determination
of CoL-144 in Rat Plasma by
HPLC with MS/MS Detection

422.1.7

7874-130: Validation of a
Method for the Determination
of COL-144 and four
Metabolites in Rat Plasma by
HPLC with MS/MS Detection

42218

8224280: Validation of a
Method for the Determination
of COL-144 and Five
Metabolites M3, M7, M8,
(S,R)-M18 and (S,S)-M18 in
Rat Plasma using Liquid
Chromatography with
Tandem Mass Spectrometric
Detection

42219

8224281: Validation of a
Method for the Determination
of COL-144 and Five
Metabolites M3, M7, M8,
(S,R)-M18, and (S,S)-M18 in
Rabbit Plasma by HPLC with
MS/MS Detection
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112 IRfHER—E

ESpAx

FEPR

APAGERL A
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Eli Lilly and
Company

D
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FhAER

FEAEERH I

D

ESpAx

FEP
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FEAEERH I
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422.1.10

7874-107: Abbreviated
Validation of a Method for
the Determination of CoL-144
in Dog Plasma by HPLC with
MS/MS Detection

4.2.2.1.11

7874-131: Validation of a
Method for the Determination
of COL-144 and Four
Metabolites in Dog Plasma by
HPLC with MS/MS Detection
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FEARERH M
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4.2.2.1.12

8224282: Partial Validation
of a Method for the
Determination of COL-144
and Five Metabolites MS,
M7, M8, (S,R)-M18, and
(S,S)-M18 in Dog Plasma
using Liquid Chromatography
with Tandem Mass
Spectrometric Detection
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422.1.13  |ADME Report 10: Synthesis | NNEEEEGN Cll-I) [EiiLillyand | EF | LA [GHER] %
of 2,4,6-Trifluoro-N-[6-[(1- Company
methyl-4-

piperidinyl)carbonyl]-2-
pyridinyl-[2,6-
1C,]]benzamide
Hemisuccinate, LY573144-

[14C2] Hemisuccinate

422114 |573144syn02: Synthesis of CliF ) [Eiilillyand | ESF | MW |FER M
2,4,6-Trifluoro-N-[6-[(1- Company
methyl-4-
piperidinyl)carbonyl]-2-
pyridinyl-[2,6-
"C,]]benzamide
Hemisuccinate, LY573144-

['*C,] Hemisuccinate

ES | N [RERE R

422115 fo220-20fff [“cicoL-144: cli+
Synthesis of COL-144
labelled with carbon-14 in the

pyridine moiety

4222 RN
I s WA e | TR T
W 2 BN e el ENTY | AR | o
o ZA v - ooy e 4 (ER, | flkes e | T—H D
Fir GRS FERGRAER) FEhti S ET 4L & SEER LA
22221 (R T-0335R01-00: PK clF D LIS T R I

Analysis of Parent Drug and
Metabolites Following Oral
Liquid Administration of
COL-144 in Mouse
42222 [JRPT-0334R01-01: PK
Analysis of Parent Drug and
Metabolites Following Oral
Liquid Administration of
COL-144 in Rat

ES | A [RERE R

ol

E4 | A [RERE R

42223 |022620Jff COL-134: Plasma B0 & D
levels of radioactivity, COL-
144 and PK Following Single
Oral and Intravenous
Administration of [MC]-COL-

144 to Male and Female Rats

42224 [JFRPT-0333R01-01: PK N R R
Analysis of Parent Drug and
Metabolite Following Oral
Liquid Administration of
COL-144 in Rabbit
42225  [RPT-0271R01-01: PK
Analysis of Parent Drug and
Metabolite Following Oral
Liquid Administration of
COL-144 in Dog

ol

P IR B

ol

T 177

42226  |011D03-PK: Plasma CliF) [EiiLillyand | EF | PV |FERT M
Pharmacokinetics of Company
Radioactivity and LY573144
and Red Blood Cell
Distribution in Female Beagle
Dogs Following a Single
Intravenous or Oral Dose of 6
mg/kg of [14C]LY 573144 as
the Hemisuccinate
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42227 |o22520fff coL-1a4: T B0 & D EISL | FENTR [aPER] %
Excretory Balance and

Radioactivity Levels in Blood
and Plasma Following Single
Oral or Intravenous

Administration of ['*C]-COL-
144 to Male and Female Dogs

42228  |B01-267: Effect of Feeding Cll-l) [EiLilyand | B | FLAE (BEER| &
Status on Plasma Company
Pharmacokinetics of 573144
(Administered as the
Hydrochloride Salt 587815)
in Beagle Dogs Following a
Single Oral Administration

4223 9
o N HH o [T
R E R e AR S fitt 491 Bk . - AEAM R |
%5 e = mEkRan) | sger | G0 | R sy (7020
44 F i 1

4223.1 BO01-144: Plasma and Brain
Pharmacokinetics for 587815
in Fischer 344 Rats Following
a Single Intravenous or Oral
Administration

42232 |022720]f Tissue
Distribution by Quantitative
Whole Body Autoradiography|
(QWBA) following Single
Oral Administration of ["*C]-
COL-144 to Male and Female
Rats

|
]
42233 o2 aviorswdy (GG B E )
]
]

B0 & I Eli Lillyand | [E2F | [N | BB AR I
Company

E4 | A [RERE R

ol

E5h |t |FEnE R
using Brain
Autoradioluminography
following Single Oral
Administration of ['*C]-COL-
144 to Albino Rat

42234 |7874-123: The In Vitro cliF ESF | FEHR [SEMART|
Protein Binding of [MC]-
COL-144 to Plasma Proteins
from Mouse, Rat, Dog,
Monkey, and Human
42235 8366915: Placental Transfer,
Distribution, and Lacteal
Excretion of [*C]LY573144
in Pregnant and Lactating
Female Sprague Dawley Rats
Following a Single Oral Dose
Administered as the
Hemisuccinate Salt

B8 E B ESF | HEAH [Fma b JE

4224 R#
I feb e S b op A sy, | R A AT
IR 5 AR S it 1 P AR oap | REABEEE | o
o A v FE s g e (EN, | #B#GE | Smmy |7 — 2D
Ciae) (s EARGRAER) Sy a5 E44) SE G L
42241  [JreT-o1042rEV2-0!: | B0 G I 5L | RETL |RFmvoRr|
In Vitro Metabolism of COL-
144; Part 3: Evaluation Under
Genetic Toxicology Assay
Conditions
42242 |7874-117: In Vitro T B & [} ESL | FENTR [aPERH|

Metabolism of [*C]-COL-144
by Rat, Dog, Monkey, and
Human Hepatocytes
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42243 Jo22220fff cor-1a4: T B0 & D |r EISL | FENTR [aPERT] %

Determination of Metabolite
Profiles and Identification of
Metabolites in Plasma of
Male and Female Rats
following Single Oral and
Intravenous Administration of]

['*C]-COL-144

42244 |o22120Jff cor1a4: T B0 & D |r ESL | FENHR [aPERr| %

Determination of Metabolite
Profiles and Identification of
Metabolites in Urine and
Faeces of Male and Female
Rats following Single Oral
and Intravenous
Administration of ['*C]-COL-
144

42245 [8377-180-MET: Metabolism || cliFH | = | A G|

of [MC]Lasmiditan in Urine,
Feces, and Bile of Male Rats
Following a Single Oral Dose
Administered as the
Hemisuccinate Salt

42246  |022320Jff cor-1a4: T B0 & D |r ESE | FENTR [aPERr| %

Determination of Metabolite
Profiles and Identification of
Metabolites in Urine, Faeces
and Plasma of Male and
Female Dogs following Single]
Oral or Intravenous
Administration of ['*C]-COL-
144

42247 011D03-MET: Metabolism of]
LY573144 in Female Beagle
Dogs Following a Single
Intravenous or Oral Dose of 6
mg/kg of [*CILY573144 as
the Hemisuccinate

ClfF ) [Eiilillyand | EOF | LMW |FER M
Company

]
42243 [erorozot: | cliF RN R
Determination of the
Stereoisomers of Metabolites
M8 and M18 in the Plasma of
Humans and Preclinical
Species dosed Orally with
COL-144

4225 e

R A e | P
IR SRR SHE 11 s \ o | etz [
= G kaen) | s | (0 | RS | s | 2020

FE
42251 |o2242ff cor-1a4: ] B0 G I ,r ST | FEPNTR [APAEORT|

A hv

Excretory Balance Following
Single Oral and Intravenous
Administration of ['*C]-COL-
144 to Male and Female Rats
42252 8377-180: Biliary, Fecal, and
Urinary Excretion of
Radioactivity Associated with
['“CILY573144 in Male
Sprague Dawley Rats
Following a Single Oral 6
mg/kg Dose Administered as
the Hemisuccinate Salt

B0 B D) ESE | FENE [FEERE
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42253  |011D03-EX: Elimination of || NN B0 & I Eli Lillyand | [E4F | FLP9@ |PMART] JE
Radioactivity from Female Company
Beagle Dogs Following Either|
a Single Intravenous Dose or
a Single Oral Dose of 6 mg/kg]
[“CILY573144 as the
Hemisuccinate

4226 EYBEFHEVIEEER

IR feb e i YN A s | HAHET
IR . 5 AR S it 9 P AR A oap | REABECREE| T
w5 s o e en) | s | (50 | R | sy | 70 70
AL
4227 ZDihQEYBNAEHER
IR feb e i VS A s | HAHET
IR . 5 AR S it 9 P AR A oap | REABECREE| T
w5 s o waken) | s | S0 | R | sy | 70 70
PR L
423 HHHR
4231 HEES5EUHEBR
IR feb S o = AR s sy, | PR PR T
TG 2 AR 3t 19 ) ENTY ' gy | RPATEARR | T
e e = Cre T UV I e L NGO IRl k7 A
42311 |R03602: A Single-Dosc || 2l W7 [EiLillyand | E5F | (LN |25 ER
Toxicity Study in Fischer 344 Company
Rats Given LY573144
Hemisuccinate Intravenously
42312 |B01-240: A Dose-Escalating ([N CcllifF) [EiLillyand | EF | EFW (B EEF| &
Toxicity Study in Beagle Company
Dogs Given 573144
Hydrochloride (Compound
587815) by 20-Minute
Infusion (IV DE dog)
42313 |7874-101; Escalating Dosc | [N cliF ES | W |[BEEF| &
Range-Finding Capsule Study
with COL-144 in Dogs (Oral
DE dog)
4232 REFRSHEUSR
IR feb e Pre = A s | BT
IR a e M| e | AL | s | S =0
k= B A e ) 2 A
42321 7874-112: Dose Range- 2 J1~2 1 ESh | AR |FEmER
Finding and Multiple-Dose
Toxicity and Toxicokinetic
Study with COL-144 in Mice

E5h |t (R
Gavage Dose Range-Finding
Toxicity and Toxicokinetic
Study With COL-144 in
001178-W (Wild Type)
RasH2 Mice

42323 |8225235: 30-Day Oral B0 & D EF | FENE (B BRH| &
Gavage Toxicokinetic Study
with COL-144 in Mice

42324 7874-126: 13-Week Oral 2 H~2 H S AR R T

EH
42322 [8302173: 4-Week Oral [ R

Gavage Preliminary
Carcinogenicity Dose Range-
Finding Study with COL-144
in Mice

10
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42325

B01-266: A Toxicity and
Companion Blood Level
Study in Sprague-Dawley
Rats Given Daily Infusion
Doses of Compound 573144
Hydrochloride (587815) Over
a 20-Minute Period for 4
Days

112 IRfHER—E

42326

B01-135: A Repeat-Dose
Study in Fischer 344 Rats
Given Compound 573144
Hydrochloride (587815)
Daily by Gavage for 4 Days

i

Eli Lilly and
Company

ESPAx

FEPR

423.2.7

7874-100: 5-Day Oral Gavage
Toxicity and Toxicokinetic
Study with COL-144 in Male
Rats

B0 & ED

ol

42328

57493: A 2-Week Intravenous
Infusion Toxicity Study of
LY573144 Hemisuccinate
(Compound 683974) in the
Fischer 344 Rat

423.29

B01-217: A Repeat-Dose
Study in Fischer 344 Rats
Given Compound 573144
Hydrochloride (587815)
Daily by Gavage for 14 Days

i

B

Eli Lilly and
Company

ESpAx

FEPR

[E5+

A

5+

FhA R

423.2.10

7874-108: 4-Week Oral
Gavage Toxicity and
Toxicokinetic Study with
COL-144 in Rats with a 2-
Week Recovery Period

-l

423.2.11

7874-116: 13-Week Oral
Gavage Toxicity and
Toxicokinetic Study with
COL-144 in Rats with a 4-
Week Recovery Period (Oral
rat 13-week+4-week)

423.2.12

8202968: 26-Week Oral
Gavage Toxicity and
Toxicokinetics Study in Rats
with an 8-Week Recovery

423.2.13

57494: A 2-Week Intravenous
Infusion Toxicity Study of
LY573144 Hemisuccinate in
the Beagle Dog

423.2.14

B01-218: A Repeat-Dose
Study in Beagle Dogs Given
573144 Hydrochloride
(Compound 587815) Daily by
Oral Route for 2 Weeks

]

Eli Lilly and
Company

ESpAS

N

[E5+

FEN R

FEAEERH T

[+

R

FPAEERH I

[+

R

FPAERH I

[+

R

423215

7874-109: 4-Week Oral
Capsule Toxicity and
Toxicokinetic Study with
COL-144 in Dogs with a 2-
Week Recovery Period

Eli Lilly and
Company

[E5+

AR

ESpAx

FEPN

FEfERr
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4232.16  [7874-125: 13-Week Oral ES | AR |REmER 1%
Capsule Toxicity and
Toxicokinetic Study with
COL-144 in Dogs with a 4-

Week Recovery Period

4232.17  [8204494: 39-Week Oral ESh | AL [REAmER
Capsule Chronic Toxicity and
Toxicokinetic Study with
COL-144 in Dogs with a 8-

Week Recovery Phase

4233 EizHEMEHR
4.2.3.3.1 _In Vitroft5&

PR s i = FEE B — Lk
R E R . AR S i Bk . ERINAg S I
E) e = Cre T UV I e L NGO IRl k7 A
423311 |020508AMT5141- T 2l 2 lFR7 [EiCillyand | E5F | FEAW |FERY|  E
020515AMSS5141 : The Company
Effect of LY573144
Hemisuccinate on the

Induction of Reverse

=s
>

Mutations in Salmonella
typhimurium and Escherichia
coli Using the Ames Test

423312 |020508CAB5141- | ] 2l ) >l [EliLillyand | 5T | FENER [aFAIER
020515CABS5141- Company
020515CABS5141A: The
Effect of LY573144
Hemisuccinate on the In Vitro
Induction of Chromosome
Aberrations in Chinese
Hamster Ovary Cells

4.2.3.3.2 In VivoitER
AT R
e

” R T g | EEUL e |
A o G ken) | s | (0 | R | sy | 70 70
423321 |02052MNT5141 - The ([N 2lF > lFR [EiCilyand | =3 | AW B BRI
Effect of LY573144 Company
Hemisuccinate Given
Intravenously for 2
Consecutive Days on the

Induction of Micronuclei in
Bone Marrow of ICR Mice

423322 [8357079: Lasmiditan: In Vivo| [ | N [ A RN R S

Mouse Bone Marrow
Micronucleus  Assay

4234 HARERER
42341 REMNARMERER

AT R
e

S 4 ALK sufms | T
B BRI 91 B oy | TR L
RN HH el AL (HPN, | BilEE | L (720

(RESRREN) | RS | ) BE gy s

ES | A [RERE R

4234.1.1 8302172: 104-Week Oral
Gavage Carcinogenicity and
Toxicokinetic Study with
COL-144 in Rats
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42342 FHAFEIFIHHNARMERAR

EA | N [FEmE R
Range-finding Developmental
Toxicity and Toxicokinetic
Study with COL-144 in Rats

4.23.52.5 [8213912: Oral Gavage Study ESL | AL [FEEE R
for Effects on Embryo-Fetal
Development and
Toxicokinetic with COL-144

in Rats

IR feb = i = AR s sy, | PR PR T
&R e AR 5 it 1 P AR gaper | APIERE [
E) e = Cre T UV I e L NGO IRl k7 A
423421 [8302174: 26-Week Oral [ESF | FLPVBL |FFAmZORr|
Gavage Carcinogenicity and
Toxicokinetic Study With
Lasmiditan In Transgenic
(rasH2 hemizygous) and
001178-W (Wild Type)
RasH2 Mice
4.2.34.3 ZODHER
IR fb = i = AR s sy, | PR PR T
&R e AR 5 i P AR pepor | APIERE [
E) e = Cre T UV I e L NGO IRl k= A
ALY
4235 HHERAFMERR
42351 RRERVERFE TOMHARFELECHET HHR
IR feb = i = AR s sy, | PR PR T
&R e AR 5 it 1 P AR gaper | APIERE [
E) e = Cre T UV I e L NGO IRl k7 A
4235.1.1 [8200081: Oral Gavage T 2l A L | ALV | FER
Fertility, Early Embryonic
Development to Implantation
and Toxicokinetic Study with
COL-144 in Rats
42352 WE-REREICET BB
IR feb = i = AR s sy, | PR PR T
A E R e AR 5 i 1 P AR pepor | APIERE [ o
w5 s i aiEREn) | s | D0 | R S 7020
423521 |98354: A Dose Escalation || clFE ELSN TN P
Toxicity Study of LY573144
Hemisuccinate Administered
by Intravenous Infusion in
Pregnant Rats
423522 |98336: A Pilot Embryo-Fetal || Y B | FENE [BERH| &
Development Study of
LY573144 Hemisuccinate
Administered by Intravenous
Infusion in the CD Rat
423523  98333: An Embryo-Fetal | i ST GEEN ELSN RN P
Development Study of
LY573144 Hemisuccinate
(Compound 683974)
Administered by Intravenous
Infusion in the Rat and
Companion Blood Level
Study
423524 |7874-133: Oral Gavage Dose | TGN
I
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423526 [98330: A Pilot Embryo-Fetal || Y Tl EL | fLNR [BEER] &
Development Study of L
Y573144 Hemisuccinate

Administered Intravenously to
Female New Zealand White
Rabbits and Companion
Blood Level Study

T B GET BE | R | [BEEE|

423527 98331: An Embryo-Fetal
Development (Segment II)

Study of LY573144
Hemisuccinate (Compound
683974) Administered
Intravenously in the New
Zealand White Rabbit
423528 |7874-134: Oral Gavage | 2 - A ESE | AR R
Tolerability and Dose Range-
finding Developmental
Toxicity and Toxicokinetic
Study with COL-144 in
Rabbits
423529 [8220235: Oral Gavage stwdy | TGN 1> 72 EEN BRI IS
for Effects on Embryo-fetal A
Development and
Toxicokinetic with COL-144
in Rabbits
4235.2.10 |8223068: Oral Gavage Study |Gz 2 - A RN R B2
for Effects on Embryo-fetal
Development and
Toxicokinetic with COL-144
in Rabbits
42353 HARRUHEZORED VICBADEEECEET 55
IR feb S e = AR s e g, | AT T
TG 4 AR 5 i 1 P ENTY . | FEAE A |
= ZA v EH Prigimid/i o by (EA, | BHGEE | Sy |7 —F D
&5 (s EARRRAEN) iRz [E44) 55 k) P A I
423531  [8220236: Oral Gavage Study |[NNNNEGEGEGN 2l g [E5F | FEPITR [P b e
for Effects on Pre- and Post-
natal Development, Including
Maternal Function with COL-
144 in Rats
4.2.3.5.4 FHEREALVHER
IR feb e g i o A sy, | R A AT
AT e AR S it 9 P AR oap | REABEE | o
o ZA kv FE 0 24~ =0 e (EN, | B#GE | Smmy |7 — 2D
ey (s EARGRAER) Sy a5 E44) SE G L
FEY
4236 BRISEHE
I feb e g i o A sy, | R A AT
AT e AR S it 1 P AR oap | REABEEE | o
o ZA kv FE 0 24~ =0 e (EN, | #B#GE | Smmy |7 — 2D
ey (s EARGRAER) Sy a5 &4 SE G AT I
42361  |6180-472: Hemolytic T 2= B Bt | (AT (BB Rrr|

Potential and Blood
Compatibility Testing with
LY573144 Hemisuccinate
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4237 ZTOthOEMHER
4.2.3.71 HlRMHRER

IR feb S e = AR s sy, | PR PR T
W& R e AR S fitt 41 Bk . - AEAM AR |
E) e = Cre T UV I e L NGO IRl k7 A
P
42372 HEEHER
IR feb S e = AR s sy, | PR PR T
W& R e AR S fitt 4 Bk . - AEAM R |
E) e = Cre T UV I e L NGO IRl k7 A
e
42373 BUHEROKFICEY SRR
AR S e = AR s sy, | PR PR T
TG 2 BN e el ENTY ' ey | APIIERL [
E) e = Cre T UV I e L NGO IRl k7 A
P
4.2.3.7.4 IRKFHEHR
IR feb e S b YN A sy, | R A AT
IR S AR S it 1 P AR < oap | REABECEE| T
&5 A o G T UV I IS E N O IRl k= AN
423741 |VPT4730; Lasmiditan: T 2l A RN R R
Assessment of Stimulus
Generalization to Lorazepam
in a Two-choice Drug
Discrimination Paradigm in
Male Sprague Dawley Rats
423742 |vPT5005: Lasmiditan (COL- | [ | 2l =2 A RN R G
144): Assessment of
Spontaneous Withdrawal
following 21 Days of Oral
Dosing in the Male
Crl:CD(SD) Rat
423743 |RS1732: Evaluation of the || 2l WY | = | @ e
Reinforcing Effects of
LY573144 and Reference
Comparators, Midazolam and
Diazepam, using a Self-
Administration Procedudre in
Heroin-maintained Rats
42375 REMOSIEHE
I feb e S YN A sy, | R A AT
IR S AR S it 9 P AR < oap | REABECREE| T
&5 A o G ken) | s | S0 | R | sy | 70 70
A7 L
4.23.7.6 THYBEHDHER
P AR S i b = AR s g, | AR BT
2 e L H AW
423761 [AF09KA502EBTL: T 2l ST | RPN [RFAERr| e
Bacterial Reverse
Mutation Assay
423762 |AF09JH.502E.BTL: [ R [ESF | FEPB |aFAmRr|
Bacterial Reverse
Mutation Assay
423763 |AF09KC 502E.BTL: T ESL | FENTR [GFERH  JE
Bacterial Reverse
Mutation Assay
423764 |AGIOFK502EBTL: T FEEN BT EEEES

Bacterial Reverse
Mutation Assay
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423.7.6.5 |AF09KE.502E.BTL: E4 | AN (FEMmE R

-Bacterial Reverse

Mutation Assay

423.7.6.6 |AF09KB.502E.BTL: E4 | AN (FEME R

-Bacterial Reverse

Mutation Assay

423767 [8320167: E4 | AN (FEmE R
99%):
Bacterial

Reverse Mutation Assay

423.7.6.8 |AF36FT.502E.BTL: E4h |t |FHIE R

-_Bacterial Reverse

Mutation Assay

423.769 |AF30GD.502E.BTL: E4h | N |FHIE R

-Bacterial Reverse

Mutation Assay

4.2.3.7.7 Z DDA

IR PR HE s | A pfizeks | AT
s S4 b HH ey s | Bl | L [T 0
Fir (s EARRRAEN) i ET BEER Fpa
423.7.71  [02AD22-350055: Bovine | NN i AT | BB ar &
Corneal Opacity and
Permeability Assay
LY573144 Hemisuccinate
(Compound 683974)
423772 [8356890: Lasmiditan: n || FEEN BRSNS
Vitro Balb/c 3T3 Neutral Red
Uptake Phototoxicity Assay
423773 |B01-312: A Repeat-Dose | Cll-l)  [EiLilyand | B | SLAE (BBEF| &
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