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1. Alfe
(1) BIEDRX5. SMERRUMEIA
o & T LAOYE R T LAOYE R T LAY R
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pH6.8 | 15 88.8 81.2 e
7K 15 94.6 95.0 Pl
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50 BRI D SIS SR AR DIV HER + 1 5% DI D D,
PH6.8 | % 2 BEMDMEIL 42 LI ETh B,
7K
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° BRI (5) 1

HERRTHD 5 KO 45 77T, #HEr

A O FI¥E H R (B ERE| O EIE H R
+15%DEHEITH D, 71 KT A > DHIEELE
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- BAIEAE
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_______________________________________________________________________________________________________

2. BERUAE
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- I
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B, 6RLEONRIE, A0V e LT 25mg # 1 B 1 BROE57 2,
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(1) {EFAERNL - YEFAMERS
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LW RBEET %
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EEFMENE < DIHES D OBEUTH S SIFIERIEEE0. Y
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ZEERZR L

(3) (FRRAIREER - FmbsE
FZEERZ L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

UL L
Q) BEMPREEERR
BEHAET
51 158 wEs%E | n | Tmax (hr)
7 LOVY bk 2§ waEE | o | ogig
2.5mg [JG] (7 Loy & LT bhmg) BOks T
5mg [JGJ (L& LT 5mg) BORs I
7 LOVY bk 1 8 e
lomg [JG) | (7aoverelTlome | #&oms | 12 | 62%20
(Mean=+S.D.)

(3) BRPRERER ClERR S N i
(GyESh|EELAE)
7 LuY ¥ s 2.5mg [JG] 12

[BRERDOEMZNEEEHBRT A NI L EO—EBEITONWT (ER 1345 A 31

H BEEERSE 786%)] I,

T LAuYE U 2.50mg [JG) LEMEREZ, 7oAt — NI ZNEN 28 (7 L0
YE &L Thmg) BEMASFICREROEORS U TIRFREEREZHEL., &5
LNTEMERR/NT A —F (AUC, Cmax) IZDOWT 0% EHMXEREIC THiat#mziT > 72
&R, log (0.80) ~log (1.25) D&EHENTHD. WMAIDEMZHIEEEL R XN,

(ng/mL)
4.5
4.0 t

3.0}
25 ¢

2.0}
L5}
1.0+

WE G d NS

0.5}

-o— 7Lu VY $E2.5mg ]G]

35} -o— fREERIF| (§EHI. 2.5mg)
Mean=S.D., n=16

00 : :
0 234567891012 24

36

#5% R/ (hr)




<EWENEE/ ST R — 4 >

/ST A—5 BE/SA—F
AUCq.7, Cmax Tmax Ty)s
(ng-hr/mL) (ng/mL) (hr) (hr)
T LAaY g
2.5mg [JG 98.32+19.91 3.27+t1.04 7.8+1.7 30.4t4.9
RHERIA
(%A, 2.5mg) 95.36+20.11 3.01+0.73 79+1.3 32.4+£9.3

(Mean=+S.D.,n=16)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKMOL - KEED
FHERRMT L > TR DO D D Do

<[FAEEDHIERER>
AUC 7, Cmax
2 "HAIDEIIED = log (1.0312) log (1.0702)
90%EHEXFH] 1og (0.9869) ~1og(1.0776) |log(0.9798)~log(1.1688)

7 LaP ¥ et bmg [JG] 1P
[BREREBOEYFNEEEHBR T N T4 D EO—HBREITONWT CEk 1355 A 31
H BEEEHXE786%5)] T,

7 LODY L Smg [JG) CEESEE, 70+ —A—gEic k0 Zh2h ] 5 (FAOY
o e LT 5me) BEMASTFICHEESERORS U CEhsZ L EE S lE L. 56
N-ZEMENEE 5 X —5 (AUC. Cmax) 1229\ T 90%EMEXEIEIC CHEt i 217 - 725
2. log (0.80) ~log (1.25) OEEPITH D . FHIDENEHIR SN AR Sz,

(ng/mL)

357

-o— 7LuY¥rE5mg [JG)
-o— TEHEERIF| (§EAI. 5mg)
Mean=S.D., n=15

3.0}
2.5+
20}
L5}
1.0 ¢
0.5}

VEEE O S BEE

08— : : : : :
0 234567891012 24 36 48 72

5% DK (hr)




<EWENEE/ ST R — 4 >

HIEINT A —% BENTA—F
AUCq7, Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
7 LAaYE EE
5mg [JG) 77.72+18.94 2.33£0.44 6.7t1.1 32.8+4.7
RERIA
. 5me) 78.77+19.63 2.30+0.58 6.1+1.0 33.8£5.0

(Mean+S.D.,n=15)

MEFFRELONT AUC, Cmax FED/37 X —F 13, HEBREDBR, FRORROL - FRE%ED

BRI & > TR HAHEMA D 5.

<[FAEEDHIERER>
AUC 7, Cmax
2 "HAIDEIIED = log (0.9895) log (1.0246)
90%EHEXFH] 1og (0.9263) ~1og(1.0571) |log(0.9595) ~1log(1.0942)

7LaYE U 10mg [JG] 1O
[BRERRDOEYZHEEEHBRT 1 BT D EDO—TREITONWT CERL 18 F 11 A 24
H BRETFEH 1124004 5)] 12685,

7 L0V 10mg [JG) LEEsEE, 7 oiFr—N—Eickh Zn2h 1§ (74D
U e UT10mg) BEMASTICHEREEOES L CnshRELhREEEL, £
BN-EMEIEE ST A—5 (AUC. Cmax) 12oW\WT 90% SR CHREHI &7 -7
2= log (0.80) ~log (1.25) OEENTH . WAIDEMZHRSENERS NI,

W O SN

(ng/mL)

8.5 ¢
8.0}
75+ T
70t
6.5}
6.0 |
55}
50}
45t
4.0 +
35}
30F
2.5}
20}
1.5}
1.0 H
0.5

-o— 7LuY¥r$El0mg [JG)
—o— TREEBIA| ($EA]. 10mg)
Mean*=S.D., n=12

00 .
0 34567891012

24

#EZORM (hr)

72



<EWENEE/ ST R — 4 >

HENTA—F BENTA—F
AUC, 15 Cmax Tmax T/
(ng-hr/mL) (ng/mL) (hr) (hr)
7 LAaY
10mg [JG) 230.79+£53.38 | 7.34+£1.94 6.2+2.0 33.1+5.7
RHERIA
A, 10mg) 234.14+60.25 | 6.84+1.62 7.0+1.7 33.0+6.4

(Mean=+S.D.,n=12)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKMOL - KEED
FHERRMT L > TR DO D D Do

<[FAEEDHIERER>
AUC .75 Cmax
2 "HAIDEIIED = log (0.9881) log (1.0646)
90%EHEXFH] log (0.9329) ~1og(1.0466) |log(0.9674)~1og(1.1716)
(4) =1
FZHUER L
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5mg)
1 5% e
7 AOVY S 5mg [JG) | (FraaveyeLc| EREO 5609940003
e mEta=1
5mg)
1 5% e
7 nav v lomg [JG) | raoveyeLc| BEEE | 1o | 0.022:40.004
10mg) T
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1. |REXD
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- gl | 7 Lo 8 bmg [JG BIEE, AT E R
7 LuYE e 10mg [JG)

WS | TLOOE R VS -
SR — EME OIS L 0 AT 5
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=i RTF
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VI Z&t (EALOEES) ITBET2IEE - 14. @A LOEE] DESE
- BEREEDTA N BD
cLIOhDOLED /O

(3) AR DBERICDOLT
B2=192-4%

5. EEBRHGFH
B2=19244%

6. 8%

- T LAuYE g 2.5mg 1G]
PTP : 100 #& (10#&X10). 500 # (10 $EX50)
/NZ 500 8%

- TP g bmg [JG
PTP : 100 #& (10#&X10). 500 # (10 $EX50)
/NZ 500 %

- 7 LuYErEE 10mg [JG
PTP : 100 #& (10 #X10)
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10.

11.

12.

13.

BHEOME
- 7 LAY EUHE 2.5mg/$E Smg [JG)

PTP &% : RUIBILE =)V 7 4 VL« TV = L8 (PTP). RUZFL T 7Y L —b

RUZFLVVEET 1)V

(Eo—), #FE

NZEE TIWVI=ZTL - RYVZFLY - RUZFLTUTIL—bTIx— MR B8

- 7LaYEVE 10mg [JG)

PTP @ : RUE/LE =)V T 4 VA s TIVR =705 (PTP). 7V =L« RYUITFL -
RIZFLVTUIY V=TI —FT 1)V (BEo—), &HE

A% - T

[E—psy . 7 Lo Y U8 2.5mg/bmg/10mg. /IV/NAZ$E 2.5mg/5mg/10mg., 7 AoY K
> OD #& 2.5mg/5mg/10mg [JG]
@ % F: TR=ZVEURRIETY /) — UMY, = b oYy =72V RZVEVIR

[iae)
EIfSEEFRH
54192240
WERFTTRBFAERUFRRES
e HiEiRFeARFEHH RRES
7 LY e 2.5mg [JG) 20083 H 14 H 22000AMX01083000
7 oY e bmg [JG) 20083 H 14 H 22000AMX01088000
7 LaYE e 10mg [JG) 2013 2H15H 22500AMX00276000
EMEBLENSHFAH
[ ore FMELENETFH H
7 LuP¥ e 2.5mg [JG) 2008 &7 B 4 H

7 LAaP ¥ EE bmg [JG]

7 LaYE e 10mg [JG)

20136 H21H

WHERIIHREN, AERUREREENFNDEABRUZOAE

A R E
N s DA%

% - HEDWE :

H H:2009%10H19H

BV L 10mg & CRmaaEs & 25

BORE - HEZEN

¥ 2.5mg/% bmg [JG]
A R F

A

H:2012%10H 2H
R - HEOWS : BIUTAEICR I 2/NERORE - HEZEN

BEERR BMiEERARFABRUZOAT

B=19244%
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ZHL2WN

I EHIRHIRERRICR I D1EHR

FANL, &TE (B2WEKRE) HEIZEET SHIRIIED 5 TN,

FEI—R
- - s | BAETFTEIEEMEYE L7 hNER
7 LAY 2.5mg [JG 118429701 2171022F1010 620007838
7 LAaYE Ve bmg [JG] 118430301 2171022F2017 620007872
7 LAaPYE EE 10mg [JG) 122607201 2171022F5270 622260701
RIS LDER
KA _EDOBRFEERLTH D,




X I. 3wk

1. 5IF3@R

1)+ CdEHAEEG#EHE. C-284 (2016). E)IEE
2)Yx 3V v/ EREEEBERRN S ; ERAEEREHREBHRE TIV—Tv7)

http://www.nihs.go.jp/drug/ecqaged/bluebook/list.html (2022/12/1 77 £ X)
BERY =V v kAT HRNER;

7 LAY e 2.5mg [JG) DHlEHGKER
HBEERY 3V v 7Kt HRER ;

7 LAY e 2.5mg [JG) ORHAGREFER
S)BAY U v kAt HNER ;

7 LAY e 2.5mg [JG] DIEZREETORE AR
6) BAY =V v /At HRER ;

7 LAY e bmg [JG) DHlEHRER
NBEEARY 2V v 7#Aatt HRER;

7 LAY eE bmg [JG) OEHAREZ B
QYBAY =V v /A& tt HHNER ;

7 LaYEVHE bmg [JG] DEERRETOREMEFER
9 BAY U v I/#HkAStt HRNER ;

7 LAY EE 10mg [JG) DOHEEAER
10)BAY =2V v 7ttt #HNER ;

T LoV HE 10mg [JG) OIEERRE TOREMHER
1) BEERY =2V v 7kt #HHNER ;

7 LY e 2.5mg [JG] OEHEER
12)BERY =2V v 7ttt #HHNER ;

7 LY e bmg [JG] OEHEER
13)BEAY =2V v 7kttt #HNER ;

7L EE 10mg [JG) OEHEER
14)BERY 2V v 7ttt #HRER ;

7 LAY e 2.5mg [JG) OEMFHEE
15)BERY =2V v 7kttt #HHNER ;

7 LaY U 8E bmg [JG DOAEMZHIES R
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17)JBABEL Ml : JOFZE 1991 5 42 (2) :167-176
18)Naito T. et al. : J. Hum. Lact., 31 (2) , 301-306, 2015
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KEDRNE 8 USE IN SPECIFIC POPULATIONS
(201710 A) * | 8.1 Pregnancy

Risk Summary

The limited available data based on post-marketing
reports with NORVASC use in pregnant women are not
sufficient to inform a drug-associated risk for major birth
defects and miscarriage. There are risks to the mother
and fetus associated with poorly controlled hypertension
in pregnancy [See Clinical Considerations/ . In animal
reproduction studies, there was no evidence of adverse
developmental effects when pregnant rats and rabbits
were treated orally with amlodipine maleate during
organogenesis at doses approximately 10 and 20 times
the maximum recommended human dose (MRHD),
respectively. However for rats, litter size was
significantly decreased (by about 50%) and the number
of intrauterine deaths was significantly increased
(about 5-fold). Amlodipine has been shown to prolong
both the gestation period and the duration of labor in rats
at this dose [See Data] .

The estimated background risk of major birth defects
and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defect,
loss or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth
defects and miscarriage in clinically recognized
pregnancies is 2%-4% and 15%-20%, respectively.
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Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk
Hypertension in pregnancy increases the maternal risk
for pre-eclampsia, gestational diabetes, premature
delivery, and delivery complications (e.g., need for
cesarean section and post-partum hemorrhage).
Hypertension increases the fetal risk for intrauterine
growth restriction and intrauterine death. Pregnant
women with hypertension should be carefully monitored
and managed accordingly.

Data

Animal Data

No evidence of teratogenicity or other embryo/fetal
toxicity was found when pregnant rats and rabbits were
treated orally with amlodipine maleate at doses up to 10
mg amlodipine/kg/day (approximately 10 and 20 times
the MRHD based on body surface area, respectively)
during their respective periods of major organogenesis.
However for rats, litter size was significantly decreased
(by about 50%) and the number of intrauterine deaths
was significantly increased (about 5-fold)in rats
receiving amlodipine maleate at a dose equivalent to 10
mg amlodipine/kg/day for 14 days before mating and
throughout mating and gestation. Amlodipine maleate
has been shown to prolong both the gestation period and
the duration of labor in rats at this dose.

8.2 Lactation

Risk Summary

Limited available data from a published clinical lactation
study reports that amlodipine is present in human milk at
an estimated median relative infant dose of 4.2%. No
adverse effects of amlodipine on the breastfed infant
have been observed. There is no available information
on the effects of amlodipine on milk production.

X1 : https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/
019787s0621bl.pdf (2020/8/14 77 £ R)

LI —AMZUTTE>

pag
ADEC:
(An Australian categorisation of risk of drug use in C (20202 AH)
pregnancy)

ZE | THEOBIE

ADEC : (An Australian categorisation of risk of drug use in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without




causing malformations. These effects may be reversible. Accompanying
texts should be consulted for further details.

< http://www.tga.gov.au/hp/medicines-pregnancy.htm > (2020/8/14 77
t2)
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KE DTN E 8 USE IN SPECIFIC POPULATIONS

(2017 £ 10 A) *! | 8.4 Pediatric Use

NORVASC (2.5 to 5 mg daily) is effective in lowering blood
pressure in patients 6 to 17 years [See Clinical Studies
(14.1)]. Effect of NORVASC on blood pressure in patients
less than 6 years of age is not known.

X1 : https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/
019787s0621bl.pdf (2020/8/14 77t R)

i SLENE
FED SmPC 4. Clinical particulars
(2015 5 H) *2 | 4.2 Posology and method of administration
Posology
Paediatric population

Children and adolescents with hypertension from 6 years
to 17 years of age.

The recommended antihypertensive oral dose in
paediatric patients ages 6-17 years is 2.5 mg once daily as
a starting dose, up-titrated to 5 mg once daily if blood
pressure goal is not achieved after 4 weeks. Doses in
excess of 5 mg daily have not been studied in paediatric
patients.

Children under 6 years old
No data are available.

%2 : http://www.medicines.org.uk/emc/product/4579/smpc (2020/8/14 77 &
)
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