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@I HREEFER | RIEE 120 /5 lux * hr/25C

SEEE ; ER. MUSHER. WA, CEANR. B
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SBRBIIAES HE e 102 99.5 6.0
1 5B B L e 99 100.1 5.2
o | 27 A B L e 100 100.1 43
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@ B0 | kb D
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%1 : N-oxide »M&EML 72
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ABRIEE IR, SR, AR, BRI BE

SABIEE PER B @(ﬁ/j% %%ﬁ% B (k)
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1 5 A Bz L e Bl | Bkl | Bzl
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% N-oxide MM L 7=

ZREMEDFMIE [§EH - 17 )VAIDBEZRE TORZEMFHBRIEITONT (FH) Fakll &F
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B E : 900mL  EHEROE : 12 Xv )b
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100 + 100 +
. 80 80
S 60 < 60
%0 | %40 |
¥ 50 |/ —o— YW bUT5>0DsE25mg [JG) ¥ 90 L/ —o— V3 rYT¥>0DSE2.5mg [JG]
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HERETH S 15 BN T, RBREFNFE | HERSTHS 15 IR NT, HEREAINFE
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DHEIIENFIEHEE 5 U ENIT TERT 5
3. ENZThOFIKDOFHREI 5 7L E 60 77 LIN
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60 TLINICEL D
E. ZOMOEKBIZE 520
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1.2.3~1.2.6 DBWEEITOWTIZEIEL 72

F) EFRERRESE 55 2 ik (ICHD-1I) : BABERF R FEESEENREZER) - BEHERZFE
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BEIZERELRNI L,



2. RiERUHE
BWE. RAIIE/ )WV YTy & LT 1 [ 2.5mg & FEEOEBRERICEORS T 5,
BE. MRHATDREGITIE, BRE5%2T 52 LN TE L0, giEORSM»S 2 RN EH T
52 &,
F7z. 2.5mg OROFRE THRIN I TH > 7B EITIE. IROIFEBFEERD S bmg 28045
59520 TE S,
272U, 1 HO®RESEZ 10mg RE T 52 &,

| P - FIBICBET BER LR
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(2) BRRZNR
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(3) ERPRFEEHER
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2) HEEEBR
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4) BE - RAERIGEER
FZUERLL
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VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE
FUTE RILED

2. EIB(EFR

(1) YEFEBRML - YEFEtERS
PR DORRICEE T SRREAEIRIIN FRHEER BT 3R SN TN, EADRIREIE, AT
B =N & 9 D RMRRIRDE & IR HsR & I D REIFRRAMEIE S N T\ S, TRFET
. EXEREIME R, WERE D TTHEREHIER S L UOSEHET T MR EROKRICER
BEEIZRZLTWHEEZLNTHD, T, Lo b=BL0OZ0REE (5-HT 51p %8
1K), =R S M X N5 Calcitonin gene-related peptide (CGRP) MY EEREH
TR BB IS L TV S ETREE B, ©
VIV BUT Y E 5-HTpp ZBMFHITEAL T, EBFERIGREITHRR U /-BEEANO M
Bl OREBZRET 2LEZSND, 7

(2) EWZETT DEERMAE
FZLERIR L

(3) {EFRRIRIFRY - FHGEsR
LRI L



VI. EYEREICE T HIEE

1. MBS - IS
(1) A% LM
FAERZL
(2) B MR BT
BERAET
% 158 185751 Tmax (hr)
L5 KCHRA | 1.9+1.4

IV KT - s A o]
OD #t 2.5mg [JGJ ¥ LT 2.5mg) ROEE *%% 27414

(Mean=*S.D.,n=20)
(3) ERFREER CHESR S NIcMPiRE
(&2 E S EaER] ©
[ RERRBOEYZNESEERES 1 R I1 U EO—HREICONT (ERi24 2 H 29 H
HEREEEHR 02205 105) ] TS,

(1) KTHRA

VIV YUY OD#E 2.5mg [JG) LEERFZ, 7 0XF—/N—KicLDZzhZh 1§
WV b7 e LT 2.5mg) BEBABFITK 150mL & HITEEBEREO#RS U Tl
FAREFIREZREL. BonREWEE/ T X—F (AUC, Cmax) (22T 90%EHEX
A IS THEETRIT 21T > 72485R. log (0.80) ~log (1.25) D#HHWTH O . WEIDEMFEH

EISE DR X 7z,
(ng/mL)
6 -
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v
N
P
2
g 2
<
®
/i3
0¢ ‘
0 2 4 6 8 10 12

5% 0K (hr)



<EWENEE/ ST R — 4 >

HENFT A=Y

(OFENERESE. 2.5mg)

AUC, 1, Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
IV BT
OD St o5my TJ) | 2L51*590 | 446+135 | 19%14 | 28+09
RIS 20804627 | 4214130 | 17+11 | 28+07

(Mean=+S.D.,n=20)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKMOL - KEED
FHERRMT L > TR DO D D Do

<[AIFMHDHIERER >
AUC Cmax
2 BHEI OB ZE log (1.04) log (1.06)
90%EHEXFH] log (0.99) ~log (1.10) log (0.97) ~log (1.16)

(2) K7L CHRA

VIV hUTY 2 OD#E 2.5mg [JG) LRERFZ, 7 0XF—N—KIZLDZhZEN 1§
IV FUTH &L T2.5mg) BEMRABFITKZL THRERORORS U TMRPREN
FREZHEL. Son/EMEe/ o X -y (AUC, Cmax) [Z2W\WT 90%EHXEIEIZT
HatitT 217 > 72/, log (0.80) ~log (1.25) D#EAWTH O . MHIDAEYZERIEEMEH

Eﬁ%{‘?\ X nf:o

(ng/mL)
6 -

N

R\ N s T S REE

—o— Y)LI MY 7% > OD#E2.5mg ]G]
—o— EMERIA| (CMENAREESE. 2.5mg)

Mean=S.D., n=20
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<EWENEE/ ST R — 4 >

HENFA—Y

(ORENARESE. 2.5mg)

AUC, 5 Cmax Tmax Ty
(ng-hr/mL) (ng/mL) (hr) (hr)
I PUTE
0Dt ommy ) | 1991%774 | 871%133 | 27%14 | 3006
FRIEA 19.79+6.70 | 3.80+1.27 | 24+13 | 2.8+05

(Mean=+S.D.,n=20)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKMOL - KEED
FHERRMT L > TR DO D D Do

<[AIFMHDHIERER >
AUC 5 Cmax
2 BHEI OB ZE log (0.99) log (0.97)
90%EHEXFH] log (0.93) ~log (1.06) log (0.88) ~log (1.06)
(4) BhE
BRI L

(5) BE - HAREOXE

VI Z2tt (EAEOERSE) [TBEd2IEE - 7. HEFA] DESR
(6) B&EH (REalL—23Y) BRICKDHRLICENFANBREEEER

ZHEER L

2. BYBRER/NS A -5
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B L
(2) BEEES
LR L

() A FPRASEUF 1

B L
) BEEEES
DI

A 158 55k kel (hr?)
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svsruzsy | AE ] e | NP | 005753

OD #& 2.5mg [JG] ¥ LT 2.5mg) ROKS | kizLT 0.23917

A | +004447

B)YTUPSVA
ZEERR L

(Mean=+S.D.,n=20)
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5. fia

(1) BB R UM SRS

VI ZE2M(ERLEOEEE) BT 2IHE-7. HEFH] OESR
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(MBE{EA] DIESHER)
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HE=E EEPRAEIR - EEHIE W - fElRkEF
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KEDRMNE 8 USE IN SPECIFIC POPULATIONS

(2018 12 H) *
8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk
associated with the use of ZOMIG in pregnant women. In
reproductive toxicity studies in rats and rabbits, oral
administration of zolmitriptan to pregnant animals
resulted in embryolethality and fetal abnormalities
(malformations and variations) at clinically relevant
exposures (see Data).

In the U.S. general population, the estimated background
risk of major birth defects andmiscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%,
respectively. The estimated rates of major birth defects
(2.2%-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 of preeclampsia during
pregnancy.
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Animal Data

When zolmitriptan was administered to pregnant rats
during the period of organogenesis at oral doses of 100,
400, and 1200 mg/kg/day (plasma exposures (AUCs)
~280, 1100, and 5000 times the human AUC at the
maximum recommended human dose (MRHD) of 10 mg/
day), there was a dose-related increase in
embryolethality. A no-effect dose for embryolethality
was not established. When zolmitriptan was administered
to pregnant rabbits during the period of organogenesis at
oral doses of 3, 10, and 30 mg/kg/day (plasma AUCs ~1,
11, and 42 times the human AUC at the MRHD), there
were increases in embryolethality and in fetal
malformations and variations. The no-effect dose for
adverse effects on embryo-fetal development was
associated with a plasma AUC similar to that in humans
at the MRHD. When female rats were given zolmitriptan
during gestation, parturition, and lactation at oral doses of
25,100, and 400 mg/kg/day (plasma AUCs =70, 280, and
1100 times that in human at the MRHD), an increased
incidence of hydronephrosis was found in the offspring.
The no-effect dose was associated with a plasma AUC
~280 times that in humans at the MRHD.

8.2 Lactation

Risk Summary

There are no data on the presence of zolmitriptan or its
metabolites in human milk, the effects on the breastfed
infant, or the effects of zolmitriptan and its metabolites on
milk production. In rats, oral dosing with zolmitriptan
resulted in levels in milk up to 4 times that in maternal
plasma.

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

X% < https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020768
s023,021231s014,021450s0101bl.pdf > (2019/4/15 72 £ X)
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ADEC : Pregnancy Category B3
(An Australian categorisation of risk of drug use in pregnancy)

ZE | DHEOBE

B3 : Drugs which have been taken by only a limited number of pregnant women
and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed.
Studies in animals have shown evidence of an increased occurrence of
fetal damage, the significance of which is considered uncertain in humans.
< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2019/4/17 727 £ R)
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8.4 Pediatric Use

The safety and effectiveness in pediatric patients have
not been established. Therefore, ZOMIG is not
recommended for use in patients under 18 years of age.

One randomized, placebo-controlled clinical trial of
ZOMIG tablets (2.5, 5 and 10 mg) evaluated 696 pediatric
patients (aged 12-17 years) with migraines. This study
did not demonstrate the efficacy of ZOMIG compared to
placebo in the treatment of migraine in adolescents.
Adverse reactions in the adolescent patients treated with
ZOMIG were similar in nature and frequency to those
reported in clinical trials in adults treated with ZOMIG.
ZOMIG has not been studied in pediatric patients less
than 12 years old.

In the postmarketing experience with triptans, including
ZOMIG, there were no additional adverse reactions seen
in pediatric patients that were not seen in adults.

X% < https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020768
s023,021231s014,021450s0101bl.pdf > (2019/4/15 77 £X)
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#ED SmPC Paediatric population(Children below the age of 12
(20191 R) * years)

The safety and efficacy of Zomig Rapimelt in children
aged 0-12 years has not yet been established. No data are
available. Use of Zomig Rapimelt in children is therefore
not recommended.

Adolescents (12 - 17 years of age)

The safety and efficacy of Zomig Rapimelt in children
aged 0-12 years has not yet been established. No data are
available. Use of Zomig Rapimelt in children is therefore
not recommended.

* < https://www.medicines.org.uk/emc/product/1531/smpc > (2019/5/28 7
7tR)
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