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@ Safety of Amlodipine in Early Pregnancy (J Am Heart Assoc. 2019; 8: e012093.)
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A 1

BN R HOBME (B4 49 H 1 HERD)

No

WR5e4

RRISE

WIRE - WR R - FE

7 v Y vEE 2.5mg. [F$E 5mg. [F$E 10mg. [F] OD #€ 2.5mg. [F] OD & 5mg.
[7] OD $E 10mg

Fkk7 7 —~EX et

2 | /AR ZEE25mg. FISE 5mg. [FIE 10mg. R OD &€ 2.5mg. R OD $E5mg. | V' 4 7 b U R ELE R
[5 OD $E 10mg otk

3 | 7oawmyvyvie25mg [BA]. FSE 5mg TBI7A]. [FISE 10mg B, A OD | Meiji Seika 7 7 v <
$E 2.5mg WAL, W OD $E 5mg WA . [F OD $E 10mg [HHA | HKath

4 | TruPveviE25mg [H3 2], FEEEs5mg [HT2]), FHEE10mg [HT2], | HT Skt
[A OD $¢ 2.5mg [ 2], [Fl OD &€ 5mg [ 9 7>1. [ OD §& 10mg [ & 3 2~

5 | 7auYvvEiE25mg [EMEC). [F$ES5mg [EMEC). [F$E 10mg [EMEC], | = 2 v FHRASH:
[l OD #& 2.5mg [EMEC]. [l OD #5mg [EMEC . [ OD # 10mg [EMEC]

6 | 7omyvvEE25mg [k, F$E 5Smg [k, FI$E 10mg [#HR), MOD | ¥a—V v ) A7 4%
$% 2.5mg [#MK ). [F OD $E 5mg [#4K]. [Fl OD $¢ 10mg [#4k ] et

7 | 7wy yvgE25mg (44 FEEs5mg [4 &4 ], FfElomg 44 ], | 2—T 4 &4 k&4t
il OD #€ 2.5mg [ 4 & 4 |, [F1OD #E 5mg [ 4 & 4 |, [ OD #& 10mg [ 4 & 1 |

8 | 7awmyvviE25mg [TYK], F#E5mg [TYK], FfEl Omg [TYK] =T NAFT v I

A R etk

9 | 7rwyvyviE2smg (v ], F$EsSmg [Fv Fl, 7oavdvy oD | v RS
25mg [ FI, M OD$ESmg [+ |, [FOD§E10mg ¥ F |

10 | 7awdevie2smg [ 7Y —], Ffesmg (7Y —], FAiglomg (7Y —1. | ¥ A 7 I ke

FEoD$E25mg (7Y —]. AIOD§ES5mMg 7Y — |, HOD$E10mg 7Y

1t

(¢ 2.5mg. #t 5mg. OD $¢ 2.5mg. OD # 5mg)
ORIMLESE
EHE. KAKIZT Y ey e LT 25~5mg & 1
H1EREO#%E53 %,

73, FERICIG CIEEHIE S % 03, IR0 7
A1 H1E10mg T THET L8 TE S,
WHE, 6 M Lo/MRicid, TarYere LT
25mg % 1 H1E&ROREGT 5,

. ARG, ARE BRI X D EEER S 5,
ORLE
WHE. KACETLaer ey LTimg %k 1 H 1
H#EE#%E$ 5,

B, ERICG CEEERT %,

{8 10mg, OD % 10mg)
ORIMLESE
WH. RAICIZTLr ey LT 25~56mg % 1
H1EgEO#%E53 %,
73, FERICIE CIE IS S 5 03, IR0 7
A1 H1E10mg T THET L8 TE S,




—

11 | 72wy vE25mg [RHF) F$E5mg [BHF), F$E 10mg [ £ 4 R

12 | 7wy v vgE25mg [2F-~], F§Esmg [ £ F~], HE$E10mg [XF~<]| | =7 v ES 7 7 —~<K

EEZaN

13 | 72wy v e 25mg [NPJ, [FI$ES5mg NP, [FH$E 10mg [NPJ. [H OD f& | = 7wk &tk
2.5mg NP, [E OD $&5mg NPJ, A OD #& 10mg NP

14 | 7wy viE2smgl 77 4 ¥ — ] HEEsSmg [ 7 7 4+ — 1, R 10mg 7 | 7 7 4 ¥ —UP) &%
7A¥F—] MOD#E25mg [7 74 ¥ —], WOD$ESMg [ 774 ¥—]. FH | #
oD fE10mg [ 7 7 4 ¥ — |

15 | 72wy viE25mg YD), [FfE5mg ['YD], [FI$E 10mg ['YD]. [F OD #& | MRt Bt
2.5mg ['YD]J. [A OD #&5mg ['YDJ. [A] OD $¢ 10mg YD

16 | 7oamyevgg2smg [ 7 A0], F$ESmg [ 7 Xv], [F$E 10mg [ 7 A0 ], | RIS TR A4
Al OD $g 2.5mg [ 7 A ], [Al OD &€ 5mg [ 7 A |, [A] OD §& 10mg [ 7 A /]

17 | 7auyevgg2smg [7=vu | [FfEsSmg 7=t wu] [F$Eiomg [7 = | BEEMEREA At
<=0y

18 | 7oauyvvig2smg (272 ], F$Esmg (27 %], FE10mg [% 52 ], | EHREEKSHE
Al OD $g 2.5mg [ %7 % |, [Fl OD &€ 5mg [ % 71 % |, [A OD $& 10mg [ % 71 % |

19 | 72wy v vEE 2.5mg TKNJ, F$ES5mg TKNJ. F$E1 O0mg KNI, [l OD | /MMEI Rtk
$ 2.5mg [KNJ]. R OD$E5mg KNI, [ OD#E1 Omg [KNJ

20 | 74w P¥ v OD$E25mg [ZEJ, 7 OD $& 5mg [ZEJ. [F OD $& 10mg [ZE| | &R 35 T ¥R

21 | 7LamPEUEE25mg [ 243 —], H$Edbmg [ 243 —], [F§E10mg [ % 4 | KEEISERX A4t

2 — |, [E OD #&2.5mg [FHF1. [ OD §&5mg [EHFI. [E OD §& 10mg [#}
fiff

O

WHE. KACET7TLaer ey LTimgxk 1 H 1
H#EE#%E$ 5,

B, ERICG CEEERT %,

{OD 7 4 A4 25mg, OD 7 4 vL 5mg)
ORILESE

EE. KAKIZT Y ey e LT 25~5mg % 1
H1E#a#s54 3,

72 ERICIE CIEERIE T 2 08, 2R+ 3
A1 H1E10mg T THET L2 L8 TE S,
WHE, 6 M Lo/NRiIcid, TarYere LT
25mg % 1 H1E&ROREGT 5,

B, Filin, AE, R X VIEERRT 5,

ORLE

WHE. KACETaer ey LTimg %k 1 H 1
H#EE#%E$ 5,

B, ERICG CEEERT %,




22 | 7w UEE25mg [A—F ], F$ESmg [F— 7], F$E10mg [F— | KIS T KRS
~7]

23 | 72w Y v vk 25mg [DSEP). F$ES5mg IDSEP]. F$E1 Omg [DSEP) FHo-Zdr 27 7R

24t

24 | 7amPvevEE25mg %7 4], FiEsmg %74 ], FE10mg [ 7 4 1, | IRHSEGRRX A&
EOD$E25mg 47 4], EIOD&E5mg [ 7 4 |, A OD$E 10mg %7 A |

25 | 72wy v vk 25mg [TCKI, FE$E5mg [TCK]. [FfE 10mg [TCK]. [F OD | RE L ¥R &4k
$% 2.5mg [TCKJ. [7 OD $& 5mg [TCK/. [l OD #& 10mg [TCK

26 | 72wy e vEE25mg [CHI. FI$E 5mg [CHI. [FI$E 10mg [CHJ. [Fl OD $& | KA MR L1
2.5mg [CHJ. [A OD $&5mg [CHJ, [A OD ¢ 10mg [CHJ

27 | 7w UEE25mg [V AT ], FE$Ebmg [V T ], [F$E 10mg [V | BRI A4t
N7

28 | 7w v yvE2smg THET ], FEsmg THET ], e 1omg THET], | HEITHRASH:
[@ OD $E 2.5mg [HEET ], [A OD && 5mg [ HEE T, [A OD $& 10mg [ HIE T-

29 | 72wy v v 25mg TNS], [F$E 5mg NS, [F#E 10mg [NSI. [Fl OD $& | H#r#lsk 44t
2.5mg NS, [A OD #&5mg [NSJ. [A] OD ¢ 10mg NS

30 | 7amYe vt 2.5mg 1G], FEE 5mg [IG ], [F$E 10mg [IG]. [ OD $E2.5mg | HAY = 4 U v 7 K%K
[JGJ. [F OD #&5mg [JG]. [Fl OD #& 10mg [JG &t

31 | 7auyvviE2smg (7377, FfEsSmg (7277 ), F§El Omg [7 | HASRES TEKRASH
177). [AOD#E25mg [ 177 ) MOD$E5mg [ 7 7] [FOD
10mg (7377

R | 7oawvvvgg2smg [h—7]1, F#Es5mg [+ —7 1, FEfE10mg [+ —7 1, | HAESHEXESH

FEoD$E25mg [+ —7 ], FIOD&E5mg [+ —7 ], FOD$E10mg [ b —7 |




BRI TR A a4

33 | 7aumYvviE25mg [Fl. [F$E5mg [F]

34 | 7amY v ODfE25mg [RHT Y], [ OD#5mg [RHT Y], FOD$E | RKHT N7 7 —~<#HK
10mg [2H 7 ] =it

3B | Ty vEE25mg [QQJ. [F$ESmg [QQJ. [F$E 10mg [QQI. [ OD 7 | #radEm Tkt

4 2 25mg [QQL. 7 OD 7 4 24 5mg [QQ)
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TAOTUE Y IR SCEKRETER

2020 -3 JJ 31 H

i B O E

— A

T AR LR

Wk 724

O XA 7 EE25mg, [FISE 5mg, [FISE 10mg

J Vw2327 OD §E 2.5mg, [A] OD $& 5mg. [F] OD #& 10mg
© 7 LwmYpE25mg, [FIFE 5mg, [FIEE 10mg

7 Lw P OD $E 2.5mg, [F OD #E 5mg., [l OD & 10mg
fitl

O U7 kU AR
@ RHEARLELBEER A
fils

RIRE - ZhR

R EAE, PROE

ik A&

($E 2.5mg, #E5mg, OD & 2.5mg, OD #& 5mg)
o i I iE
WHE, RACIET AP e LT25~5mg & 1 B 1[ER OG5,
¥ SERITIS CE IR T 223, VR0 7551
BETHIELENTED,
L, 6 U Eo/hE
Do
k. A, (RE, JERICEY
oBLMIE
WE, RACIET7 e EE LTomg & 1 H 1EREOEET 5,
ek, FERICIE Ul a5,

($E 10mg. OD #& 10mg)
o e I JESE
WH, RAICIET 0P 2 LT 25~5mg % 1 A 1 EEAKET 5,
2B FERITIS CEEIIRT 223, IR0 7RG 51
BETHIELENTED,
OBRMIE
WEL, AT e L LTemg &2 1 B 1R A#FEG4 5,
7Rk, ERICIR Ul BT 5,

EHIET D,

ZiX 1 H 1[5 10mg * THY

JiE, TAuvrrELT26mg 1 H 1 [EREOKRET

ZiX 1 H 1[8] 10mg * THY

IEF~D
5

Il SATAENR LT 2 FTREMED & 5 2tk

RN 595 L AEIRIIE M O3 RF RN ER 45 2 L 3a8 b T %,

WG L nwz & 8RR TR
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2. BE

7 ArP ' (amlodipine) (LR, [AR]) 1L, Y FrbE Y U RO T LHEHHE (DL
T, [Ca#fpidk)) (S, MEPRREE & U O HESCHMEICHW O TWD, AL S
te Caf5PUdEIT, AAREMIEFRI XL 2 @IMEIRET A KT A > 20199 (28T, ARB, ACE [
TR, FRFEE HICE - RITEO O L DIZFIT N TWD, o, BEAA R T A 2BV T,
Ca FEFUEHEDOKEM L EARFEWER & LT, [7an P EEdis L OEREEMAEL . £
NFRBDEIR TH D120, FMEREM IR Lo L =0 T VAT vV ROTEMH LA LT
W< Wed, AFHAMERE TS, bo b bHHSNABEEIE > TS LRtdl LT
s

BRI @ M A 3R 8 D556 A iR MUESEBERE & 5 D AEm AN ESE A 6 3 2 Rk
LTI B, ORTH (20 38) DA HEIE T 2 dl R U E BE - AR M - INE
PRG-I v . B & @AEHR AT AR 20 AR 2 @ MEA T 5 | ES TR Th 5,

KENT I3 1T D IR i ML ESEERE D SEIRIRIC O\ TIE, BRI TH D ARB & ACE [HESE
T MZBWTHREFREDNRENTWD Z D OIEICIIER &3, FIRIEITIHM M T2 T
SHDAREMEN B B T2 OB FEAFIZIIEH L2y, £72, CafiftdiCld, =7 = VBV 03MTER 20
WL DOIG~OE 5 ATRE T D b OO | AEYRAT X ITHENR 20 B A 12 & fE AMFAE S 5 i+
B OHEHRIERF] ClE Ca FEPUEAHH TE R VIR N TV D, 072, IHRFICHEH T 5
FESIT, IRACEL, T2 a— AFLRR B RITIO, =7 =V (GEE 20 HLAE)
FORONTMBERETTH S,

7k, REOUEE E~OBRIZOW T, IRMNSCEIC TR TR L CW D ATRE O H 2
THEZIT S L2 &, B CHR RN 57 5 & AR K OV i RE S e R 35 =
EBRROOEN TS| LR#HicnTWDED 5 ta3nTnd,

L A DRI, IR AR & b U CRIAR 0 0 A AT A5 v o, 9 S0 e 1L oD B A b
R AREEHE, BEE, VLo NICU AZE, HiIAENECOEIGR @A Y AT IR TH D, 3
FE ORI TIXRIEIRD 1-5% [ZAPFT 5 L ME SN TE YD (A TIL05-35% L WO HENRH D,
DI O BNV AE D HPEAERT O LR N SEIM LTV D & PREN TN D, IONE 5 IZAKH T,
1980 ALK D FFROBEMTERIED U A7 Th HIRHAERERHENENOL TNDHZ &, 20
R COBMEARESEIML TND 2 LN, S%EEAIHEIRITEMN L TS 2 BT
HIha,

B D i VR DN T AR AR e SR e 2k (i L & DFAEAR 75%., SR i i £ 25%)
BRI E Uiz, AR EMAMETIE, L0EWME=2y he— 3B PR 2% ET D 2 &
HINTEY MOFE 7 KED S O 2019 F O Tk, bk & i F=EFERE I 350 T EER 160/110
mmHg SL EOE MEDFENRAFECICH BICBEE L T\ e Z LRl WanizZ &b, AR
BB 8 0 P K D R & i EREERE O 2R RS 2021 TiX, MR O XV ets /et = > b e
—ADBRDOLEND LR oTz, P

b, MHEEREFERE & —) B ShE FRREY -3 77 0—7) LT, [U—
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XTI IN=T]) IZBWT, CattPiEROENMHEREREZMAELIZE ZAH, LT MEHR - R
BEWT — N RITBT DT 8 TR LIRS v 2 — ) OB, BARIEY 25
I EFEMEIC S 27 7 — MR (ZEEE 1~3) O, IRFIR MRS LT Ca #5fi
DI BLAEKR D=7 = VEPEA SN TWD Z LRI,

A, ERBRECE OM R 2 EZ O LL EOERITINA, AABRGFR &V RS Ok
DELAZZ T2 b EZ, V=% 77— 1%, @E OEIMEEE IS BIRED—>
[ZZEF BT 5 Ca flFi o s TR OB WAIKIZ OV T, B ST D Hilhs 34
BRUTWDAEEMED & 2 MG LW &) OEEME OB IEMAZRETT 5ICE -T2,

[ZE&EE 1]
L7 MEWR - FRERZEERT — ¥ X— 2 &R LIk o%EE

L7 MEH - FEERZEERT —#X—X (@ : NDB) 1%, BAEFBHHICLVEHLEN
7z L 7 MEBI NS RS - R E PR A IR LIS S 7T — # X— X Th 5, NDB
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(1) #54  KATERZIA/ Azurity Pharmaceuticals
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1 INDICATIONS AND USAGE

1.1 Hypertension

KATERZIA is indicated for the treatment of hypertension in adults and children 6 years and
older, to lower blood pressure. Lowering blood pressure reduces the risk of fatal and nonfatal
cardiovascular events, primarily strokes and myocardial infarctions. These benefits have been
seen in controlled trials of antihypertensive drugs from a wide variety of pharmacologic classes
including amlodipine.

Control of high blood pressure should be part of comprehensive cardiovascular risk
management, including, as appropriate, lipid control, diabetes management, antithrombotic
therapy, smoking cessation, exercise, and limited sodium intake. Many patients will require more
than one drug to achieve blood pressure goals. For specific advice on goals and management,
see published guidelines, such as those of the National High Blood Pressure Education
Program’s Joint National Committee on Prevention, Detection, Evaluation, and Treatment of
High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The
largest and most consistent cardiovascular outcome benefit has been a reduction in the risk of
stroke, but reductions in myocardial infarction and cardiovascular mortality also have been seen
regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk

VOUTOU =7 A FaiR L, eRERG OB CEZHE L7 (MRE 0202046 H 22 H), 7eds. AREFITHMN
NEOEERILZ TLH L7 R DS O RGO B SCEICHOW T, FRROLHTH L Z L &R L T\ D,

K[E : https://www.accessdata.fda.gov/scripts/cder/daf/

e[H : https://www.medicines.org.uk/EMC/

JNIE - https://health-products.canada.ca/dpd-bdpp/index-eng.jsp

ZJN : https://tga-search.clients.funnelback.com/s/search.html?query=&collection=tga-artg
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increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe
hypertension can provide substantial benefit. Relative risk reduction from blood pressure
reduction is similar across populations with varying absolute risk, so the absolute benefit is
greater in patients who are at higher risk independent of their hypertension (for example, patients
with diabetes or hyperlipidemia), and such patients would be expected to benefit from more
aggressive treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black
patients, and many antihypertensive drugs have additional approved indications and effects (e.g.,
on angina, heart failure, or diabetic kidney disease). These considerations may guide selection
of therapy.

KATERZIA may be used alone or in combination with other antihypertensive agents.

1.2 Coronary Artery Disease (CAD)

Chronic Stable Angina

KATERZIA is indicated for the symptomatic treatment of chronic stable angina. KATERZIA
may be used alone or in combination with other antianginal agents.

Vasospastic Angina (Prinzmetal’s or Variant Angina)
KATERZIA is indicated for the treatment of confirmed or suspected vasospastic angina.
KATERZIA may be used as monotherapy or in combination with other antianginal agents.

Angiographically Documented CAD

In patients with recently documented CAD by angiography and without heart failure or an
ejection fraction <40%, KATERZIA is indicated to reduce the risk of hospitalization for angina
and to reduce the risk of a coronary revascularization procedure.

TG ~D
k5

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

The limited available data based on post-marketing reports with amlodipine 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

10
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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.

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.

@R DA (GEE)

(2) Bdn

ISTIN 10 mg tablets/ Upjohn UK Limited

ZHRE - DR

4.1.Therapeutic indications
Hypertension

Chronic stable angina pectoris
Vasospastic (Prinzmetal’s) angina

g ~D
5

4.6. Fertility, pregnancy and lactation

Pregnancy

The safety of amlodipine in human pregnancy has not been established.

In animal studies, reproductive toxicity was observed at high doses (see section 5.3).

Use in pregnancy is only recommended when there is no safer alternative and when the disease
itself carries greater risk for the mother and foetus.

5.3. Preclinical safety data
Reproductive toxicology

Reproductive studies in rats and mice have shown delayed date of delivery, prolonged duration
of labour and decreased pup survival at dosages approximately 50 times greater than the
maximum recommended dosage for humans based on mg/kg.

11
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Impairment of fertility

There was no effect on the fertility of rats treated with amlodipine (males for 64 days and females
14 days prior to mating) at doses up to 10 mg/kg/day (8 times* the maximum recommended
human dose of 10 mg on a mg/m? basis). In another rat study in which male rats were treated
with amlodipine besilate for 30 days at a dose comparable with the human dose based on mg/kg,
decreased plasma follicle-stimulating hormone and testosterone were found as well as decreases
in sperm density and in the number of mature spermatids and Sertoli cells.

Carcinogenesis, mutagenesis

Rats and mice treated with amlodipine in the diet for two years, at concentrations calculated to
provide daily dosage levels of 0.5, 1.25, and 2.5 mg/kg/day showed no evidence of
carcinogenicity. The highest dose (for mice, similar to, and for rats twice* the maximum
recommended clinical dose of 10 mg on a mg/m? basis) was close to the maximum tolerated

dose for mice but not for rats.
Mutagenicity studies revealed no drug related effects at either the gene or chromosome levels.
*Based on patient weight of 50 kg

@A (UnE)

(3) #fh4  NORVASC/ Upjohn Canada ULC

BHAE « A

INDICATIONS AND CLINICAL USE

Hypertension

NORVASC (amlodipine besylate) is indicated in the treatment of mild to moderate essential
hypertension.

Combination of NORVASC with a diuretic, a beta-blocking agent, or an angiotensin converting
enzyme inhibitor has been found to be compatible and showed additive antihypertensive effect.

Chronic Stable Angina
NORVASC is indicated for the management of chronic stable angina (effort-associated angina)
in patients who remain symptomatic despite adequate doses of beta-blockers and/or organic

nitrates or who cannot tolerate those agents.

NORVASC may be tried in combination with beta-blockers in chronic stable angina in patients
with normal ventricular function. When such concomitant therapy is introduced, care must be
taken to monitor blood pressure closely since hypotension can occur from the combined effects
of the drugs.

- Geriatrics (=65 years of age):

Evidence from clinical studies suggests that use in the geriatric population is associated with
differences in safety and exposure (see WARNINGS AND PRECAUTIONS; ACTION AND
CLINICAL PHARMACOLOGY:; and DOSAGE AND ADMINISTRATION).

- Pediatrics (6-17 years of age):
Amlodipine efficacy has been shown in a clinical trial for the treatment of hypertension in
pediatric patients aged 6-17 years. Dosing and safety considerations are to be taken into account
when prescribing NORVASC in this patient population (see WARNINGS AND

12
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PRECAUTIONS; ACTION AND CLINICAL PHARMACOLOGY; and DOSAGE AND
ADMINISTRATION).

The use of NORVASC in children less than 6 years of age is not recommended (see
WARNINGS AND PRECAUTIONS - Special Populations).

IEF~D
B

WARNINGS AND PRECAUTIONS

Special Populations

Pregnant Women: There is no clinical experience with NORVASC in pregnant women.
NORVASC should be used during pregnancy only if the potential benefit outweighs the
potential risk to the mother and fetus.

Although amlodipine was not teratogenic in the rat and rabbit some dihydropyridine compounds
have been found to be teratogenic in animals. In rats, amlodipine has been shown to prolong
both the gestation period and the duration of labor. There was no effect on the fertility of rats
treated with amlodipine.

@R OA ()

(4) #5h4  NORVASC / Aspen Pharmacare Australia Pty Ltd

RIRE - R

4.1 Therapeutic indications

1. Hypertension

NORVASC is indicated for the first line treatment of hypertension and can be used as the sole
agent to control blood pressure in the majority of patients. Patients not adequately controlled on
a single antihypertensive agent may benefit from the addition of NORVASC, which has been
used in combination with a thiazide diuretic, beta adrenoceptor blocking agent or an angiotensin-
converting enzyme inhibitor.

2. Angina
NORVASC is indicated for the first line treatment of chronic stable angina. NORVASC may
be used alone, as monotherapy or in combination with other antianginal drugs.

g ~D
5

4.6 Fertility, pregnancy and lactation

Use in pregnancy - Category C.

Calcium channel blockers carry the potential to produce fetal hypoxia associated with maternal
hypotension. Accordingly they should not be used in pregnant women unless the potential
benefit outweighs the risk to the fetus.

The safety of NORVASC in human pregnancy or lactation has not been established.
Amlodipine (10 mg/kg as besilate salt, 7 mg/kg base), administered orally to rats at or near
parturition induced a prolongation of gestation time, an increase in the number of stillbirths and
a decreased postnatal survival.
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" ti2(h) 7.60+0.44 10.59£2.49 14.15+1.59 35.4+£7.4
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notably the presence of congenital heart defects in the infants. Eur J Clin Pharmacol. 2009
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(5) R. L. Davis, et al. Risks of congenital malformations and perinatal events among infants exposed to
calcium channel and beta-blockers during pregnancy.Pharmacoepidemiology & Drug
Safety.2011:20;138-45.
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(6) X. Jais et al.Pregnancy outcomes in pulmonary arterial hypertension in the modern management era,
European Respiratory Journal,2012;40:881-5,
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(7) C. \Vasilakis-Scaramozza et al.Antihypertensive drugs and the risk of congenital
anomalies,2013,Pharmacotherapy:The  Journal of  Human  Pharmacology &  Drug
Therapy,2013;33:476-82.
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(8) M. M. H. J. Van Gelder et al. Maternal hypertensive disorders, antihypertensive medication use, and
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Gynaecology,2015;122:1002-1009
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(5) Williams B et al. 2018 ESC/ESH Guidelines for the management of arterial hypertension. Eur Heart
J. 2018 Sep 1;39(33):3021-3104. doi: 10.1093/eurheartj/ehy339 *

8.9Women, pregnancy, oral contraception, and hormonereplacement therapy

8.9.1 Hypertension and pregnancy

Women with pre-existing hypertension may continue their current antihypertensive medication, but ACE

inhibitors, ARBs, and direct renin inhibitors are contraindicated due to adverse foetal and neonatal

outcomes. Methyldopa, labetalol, and CCBs are the drugs of choice.

o Caffifi & L TORH DA, AHLDFLHR L

WHTA RTA
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KERSEZS  National Collaborating Centre for Women’s and Children’s Health, Royal College of
Obstetricians and Gynaecologists, British and Irish Hypertension Society
(6) Hypertension in pregnancy: diagnosis and management (2019) NICE guideline CG107. National
Institute for Health and Care Excellence
1.3 Management of pregnancy with chronic hypertension
Pre-pregnancy advice
1.3.1 Offer women with chronic hypertension referral to a specialist in hypertensive disorders of pregnancy
to discuss the risks and benefits of treatment. [2010, amended 2019]
1.3.2 Advise women who take angiotensin-converting enzyme (ACE) inhibitors and angiotensin Il
receptor blockers (ARBS):
that there is an increased risk of congenital abnormalities if these drugs are taken during pregnancy
+ to discuss other antihypertensive treatment with the healthcare professional responsible for
managing their hypertension, if they are planning pregnancy.
« to discuss alternative treatment with the healthcare professional responsible for managing their
condition, if ACE inhibitors or ARBs are being taken for other conditions such as renal disease.
[2010, amended 2019]

Treatment of chronic hypertension
1.3.10 Consider labetalol to treat chronic hypertension in pregnant women. Consider nifedipine[3] for
women in whom labetalol is not suitable, or methyldopa if both labetalol and nifedipine[3] are not
suitable. Base the choice on any pre-existing treatment, side-effect profiles, risks (including fetal
effects) and the woman's preference. [2019]
[3] At the time of publication (June 2019), some brands of nifedipine were specifically contraindicated
during pregnancy by the manufacturer in its summary of product characteristics. Refer to the
individual summaries of product characteristics for each preparation of nifedipine for further details.
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EVEENS, U—F VN —T RS TR LR, SR OERF X, @ OBH
NIZBWTHRAETHZETHY, KREOTA FT74 3L BB LT, fUhT 2 2 & 23ATRE
Th o LWLz,

@7 v MO &2 AR B R 5505k TlE, Ca #5514 O 3EBEHIC IS < R
DU 72 M AR TS AE D B M & OB FEIZ L VBB T 5 B2 5TV D IRRBSEIERS
EAFIAERITERD DIV o 7o 3. ZHUIAIED 25mglkg/day O & T & BB O FE 7 i+
TR AUTE D BRI EORAD 25 S S hoTnlow bR L, Ao v Ty
NDOBEFET — XD, T v MIAWL I 26mg/kg/day O & IX R & ORE BT+
WCEWIRBEDNRG LN TS EEZXOND T L, SOICKEORMCEIZBWNT HEHRET v M &
O\ 4 3 (CASE 10mglkg/day % % 1 # 5 L C B IEATAER L ORI B tEIERR D S g™, 2o
ML, RREEEE T hORKEAHESEHE (MRHD : Maximum recommended human
dose) DENFI 10 5L 20 f5ICHY T2 s TWLZLEaBETLE, ZhbD
BRIR ED U 2 7 138D T/INE W &Il L7z,

8 TTRERANFIZIRA A BT A R (2020) ) (A APERHS ABHFARIAAER ABHES Mk - () CQ404 %)
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FMERE Y — B A L D, IR 1 =S Ca f5 B3R 78 BIlICHRTE L 72w 2 x4 & L7-Ri
M ak—MELD . AV =2—FrDHAEL VR N F—F_X— 2GR ZFIH L7205 4) (Ca
FEPUER 343 1], ASK AT HI)). A X U 2D General Practice Research Database Z %I/ L 7=#f
72 7) (CahHidE 55 ) Tix, ERBHOREY AT PRSI NEhoTz, —F, T AU IR
FERIEH AR L-#F7E (Ca 55138 40 #1) 5) Tix, HEEEORAERII EH SRV O
O, EEHLE A L OBBEN RS, AU A Y —OEF L YA b & O BE G5
2) TiE, BERTHALNTZIUERECT A U B IRRRERIESZFH L7-gee6) T 270
ERAT 22 ERRENT B EE A L ORBEICONWTIX, ID 2T ARG LN
o te, ZOMIZ, K - ITIT o 72 KA 5568 il & %t R 7253 15l 2 fifthit L 7= S Bk FRAFF 48
8) TIXLKAE & OBIHITERD - T2,

PLE, BREFEDY X7 PIRENRD o T EEFFET 8 )t (=h— MF%E 6 # (1. 3. 4-7),
JEFIGHIRAFZE 2 3 (2, 8) ), e RBH DU A7 2R LIEAE 1#H (ak—h 18 (5) T
bolz, ZTILOLOEFHROE - BEEBET DH L AL ET Ca fEHUEKIL, RV O AIC
F0, BREFOREV AT ZRESHEMEED LI1TE TV,

F 7o, AN T, RPN ARIKIZIRTE STz 48 Flo Hg @i EAOHERE CUEE & 5
& 50 ) THREAFEMED EFIEERD Do To E ORFRERENRH 5 9),

OWgst CKIE, FEE, MER X OZEMN) OIRMICEEZHER LS, ZhbTXTITBWT, A3EX
R s 13> TE LT, KETEHaYy he— s ThRWEnEIERIRIZE > T 27
WD ENFLHMSNTND, RHETIT LV ZRRBEIIEDN W E & RENRIEOTZDIZ X
DRERV AT &) & SIRPOMANTHER S N D LRl STV 5D,

8. WMISCEUETR

U=k S N—TE, BROHE R E 2 AKO TEE~ORLE ] OB T BAR L
DHEWMES BRI LS &M SR ORRET 5] BORERLEZRHM L LT M4
B OIS TR SR LTV B AT D & 5 &b ) BT 2 & 9 IR S CEE %G5 2
LN C o BT LT,
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9. FEDHERAAT2HEAICHT 2ER 9. FEDHERAAT2EEICHT 2EFER
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IR IR L C W B A[HEME D & 5 LR i3k 5 L w2 &, 5
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06

AXEEFRIEES
*ok20224 4 T (56 2 150) _ N BT2171
#20204F 9 T (45 1150 SIMELE - FOVEREE jE2.5mg 5 5mg 5 10mg
Gl CatEinsg & 3 & 5 21900AMX01285]21900AMX01 286]22200AMX00425
a3k s SLC QN BR 55 Bl 8| 1993412H 19934 12H 20104121
W e BARERA PLAOJEUNRVIVERSGEE ™"
mum ® OD $E2.5mg OD $E5mg OD $E 10mg
P - & BB =|21800AMZ10263|21800AMZ10264|22200AMX00727
anJﬁZosmg E&ﬁf‘;ﬁg 20064 7 J1 20064E 7 H 20104:12H
L0505
=d ud EE I MY
L0O550:10
nd ud TE mg
~ » . N
BAERA FPLAVEVUARYILEESORRNERIER
00O55,0D:2.5
73 mg
060O55,0D=5
Eie [1)[1]
06055,0D::10
#& 1Umg
Amlodin Tablets, OD Tablets
Bk ¢ R
BHEAR © 34
1) EE-EASEON I X W liHT s 2 L
Wissg, |7 LAY YODEE |7 40P ODgE | 740y ODE
ERROEBEFICIFBRELBEWZ L) d 2.5mg 5mg 10mg
2.1 MEIRSUSHER L T 2 WTREMED & 2 LE[9.5 2] -7y | RIEOFRGE ‘ﬁé@ﬂﬁkb gié@%ﬁkb
2.2 YEFOEY Y ML UBEE OB D & ~
e [00=|s6=l06=
BB | EE (IR | )ES | EHE (EE | JES | EX
3. $EEE - Bk Jxx  |(mm)|(mm)| (mg) |(mm)|(mm)| (mg) |(mm)|(mm)| (mg)
w6 |FI2.7| #I80 | #97 |#93.0{#J120| #8 |V 3.5]%J186
3.1 8 6 |5y ) 97 |¥93.0(%9 8 |#13.5%y
Wisg | 7hRY Vi T LhaY v ThuY v
7 2.5mg 5mg 10mg 4. ShEEX ISR

1gEh HE 7 Lv

15 R 7 Lv

15 R 7 Lv

FyERay TSy, JuARERY, ¥y 7oy
era—RA TARNT—LL-7z=VT7 7= AbE
Y.,y Fr, 7RNMBATFTINF R A B

159 5,

*

75, A, R ERIC X D EERET 2,

P U YR V[ E Y S VR Y E Y L ORI

ARGy |3.47Tmg 6.93mg 13.87mg OB
(7omyEvi|(rruyeEr|(roudrt
LC2bmy)  |LC5me) L 10me) 5. MEER BHRICEES 2R
WL a— A, K VEBKEILSI L, FYTY " N, ; s .
e7axa—2A, @LFyr, FNr. ALF o ay EPLORE I R DIIRE T E v,

Wi 4 7AuYvODEE |7LuYrODEE |7 LAuYy 0D . N

e 2.5mg 5mg 10mg 6. RiERUHZE
I HE 7w |18EPHE 720 |18 HIg 740
S ST A SO SEZ.Smg‘ #5mg. OD#E2.5mg. OD$E5mg)

4IRSy |3.47mg 6.93mg 13.87mg R FETE
(PruyEVEL|(FruyEriL|(Fauy el WHL, AICE 7 ar P Ey E L T2.5~6mg% 1 0 1[HHEL
T2.5mg) Thmg) T10mg) 532,
YRR T AR, A ¥ 7 V0V EgaRY)w—LD, ¥V, 7 2B, ARG UEERET % 05, IRA a7 RGEICE1TH
BAHIVAT—=AF FY T LR VIILR—180, #HO—=" 1A 10mg  CHIERT 2 2 L 8T 2,
i b5k ki 3 — > = h—

o Ebgk KL FY YA e B A O—A D-2 ==l S 6L Eo/NRICIE, FADYEY kL T2.5me% 1

3.2 HAIOWR DI N o
- AN I 7 ouD b ﬁﬁi\hﬁ/\b:ﬂiTL\Ut/t‘/&LT5mg%lElEf¢D}&5‘v§_50
d 2.5mg 5mg 10mg 2B IERICE UM ERN T %,
6 - H HED 7 4 Vs [AGOERRAD 74 | AEOEIRRAD 74 (#210mg. OD#E10mg)
7 |a— bE Vo a— b VL a— b = 10
5 W I T sm Y EY L LT25~bmg# | H 1%
| @DE= 0gg N
[ERE HX |ERE [IERES kB RIS U EHI S 2 25, IR o agaicizl -
Sxx |(mm) (mm) (mg) |(mm) (mm) (mg) (mm) (mm) (mg) 1 10mg % CRIFT 2 2 LA TX 3,
#76.1|%92.8| #7104 |#8.1|#93.5|£1207 | £78.4|#74.0| #7258
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BlviE
WHLRAICIE 7T 0Py & LCimg% 1 H 1 HfEO#%5.3 3,
B ERICE UM ERR T 5,

1. BERVHEEICEEY R

($%2.5mg. #5mg. OD#E2.5mg. OD$E5mg)
6% ED/NRADEEGIZER L Tk, 1HmgZ il 2 22 &,

8. EELERWIER

8.1 IEMEHICE DS D F0ELHSLNDL I LVHLHDT,
FITPESE, H B HE o) JHiMA S5 b % £ 5 B 2 50 9 2 BRI
HBIX¥232L,

8.2 AN M B 23 < 8 G k8 b REER 2 BRE RN R
RO BB DT, RA GBI o REER % i+ 2 &
X3, ARG EEICHET s L HEICREG T 5 C
&,

NEDERZEIZEEICEHTZER
9.1 AHHE - BEFEZEDHIEH
9.1.1 BEICIMEDEWEH
S ICMEPET T 2820035 3,
9.2 BHEEEEERE
9.2.1 EELBHEREDHIEE
B IO BHEREME T2 2 &35 5,
9.3 RS RS
BRI IZEE IS T2 2 &, mARE0mg) 12k CHEIE
T DOFBIBEDNE < 7% 2 WREHEDS & %, AFNZ T & L TP
TRIE NS 72D MR EE I O T R J OV b 1 — Re (]
i T RS (AUC) 28R $ % 2 £ 3% %, [11.2, 16.6.1 5]
9.5 i3
TR SR AENR LT B ATREME D & 2 I3 e 5. L e 2 &,
B B CIEIRAR I B 5.9 2 & ATUR I I B OV 53 iR R S Ak
RT2Ze0805nT0w3Y, [2131]
9.6 BAT
G DA RIE R ORI O AR EE L. B okt
ik 2 mE T 5 2 &, b PRI ABITT 2 2 L s
ENTV3Y,
9.7 /N2
(R R R, BraR, FLIR 6RO B2 MR L L
R RERBR X S L T Zes,
9.8 =R
R (2.5mg/H) 2> 6% 5% IR 9 2 72 EEEICKE LG T3 2
L, BIGEEDOREIRGE L RnEINT0wS, KNSR
BRI EE D3R <L R EE I 28 < e B A DYER
H5NTW39, [16.6.3%M1]

10. AE{ER
AARDOMRHN T & L THERYNHEEECYPSA4DEIL L T
LEEZLNTVS,

10.2 HAER(FRICERT S Z L)

FFH 7% HEEPRREA - H5 1L A7 R - fEkRiA T

REIE M 2 & (IR SR S 5
ERE S BENDH B,

A 1< % B R

TEEXNBH D,
E YN

A D ARG DB A
MICBHE X2 1)
BE»EZs N5,

CYP3AAHE | =YV 2u<eAf >y RO
#il CIFTELLEDHE
Y 2AueA Ik D, AH Db
D% FED ER L7 oWSG
INFTEL | DD,
Y rFrEL
A4 +F7 a7

V=L AE

CYP3A4 3 H
baill
V7 7Y E

A F o I v FEAME T
TrEZNDDH 5,

AH D A B3 e it
SN REEDYE
ZbN5,

P

IS

TL—=77)N—
VY a—A

BEEPRREA - R 1L A7

AF D e 1 A 3 3 it
INBZBEZNDNDH 5,

B - fapiA-r
TL—=T7N=>
WCEEFN DD
A D ARG % BH
L. Ao
| o e R B
WnEZo6Nn5,

WP IEATH 5,

SUNRRZF U VN A F F 2 80mg
(EIN A A O EHE)
EOPEAICE D, N
AL F v DAUCHTT%
ERLLZEOMELD
2,

BEHICE Dy 70y L
ADIL D LA L
BEESED Yy 7)) L
A DREIERDFBLT 5
BZNH 5, PRI
Z&7 70y AZ2DIMH
MELrE= Y — L WY
WIHL Ty r7m Y LA
OHEEZHETL L,

yral LA KFESY 7mY L
Ak, FELT
CYP3A41z & b %
MENnsH, P
Hickh s r7nmay
LA DR HYH
SN HHEELE
Ab6Nb,

11. BIERA
ROFEWER D H Sbin s 2 03 5D T, BE%Z 712410,
BEDRD o N GEIEHR G 2 R IET 2 4 L) 2 Qg &
192 L,
.1 EXBEMER
.1 BUIEERF2 BHEERIA) . FFBSREREE. 3878 (0.1%A: 1)
AST, ALT, y-GTP® L% % 1) HkRESH o b 5
b3,
11.1.2 S|EBRRAE AW . BIERFA (0.1%A:15) . MR
A HEEA)
11.1.3 BE70v 7 (0.1%A)
IR, X EOWHIEIRD S 5 b Z LH 5,
11.1.4 EERUHRLARE (S A1)
A, B, CK S, It R R S 4 7' B v RS
bobnGaEIclE, BExpik L, #UIZ0EEZIT) 2 &,
F 7o, RESUTRAARAE 1< & 2 MBSO ICERT 2 2 &,
11.2 Z0fthDEIER

[ p—
—

1

0.1~1%A5 2 | 0.1%Am 2 AR
& |ALT. ASTo|y-GTP LA, #&E | JEK
LA FEERE
&, ALP,
LDH® k&
PEER | JRIEED 12O | Mo, AR IR, T | RIR
(B, g | E X3 EE 7 ay
FLAE), B | 7. AE Lk, LB
IR [Nl
e (O F v - Soo|RAL IR, KM o8k,
MR | &, U - UHEE | RRkEE M, 84 b
FER
HALE DR, |18, MIEAR, TR
A, MRS « W T - BRE, PR
RO, EIA %%, 6
[z, 2%
i -5 IR TUE, ki, | B, WA
%% T I
WR + |BUN L&A 7LV 7F=v R | ghEE, HE
LETHAR BARR AR IR RS | R B
fEAL PRI B
PR 1B 1%
AV MmEaLr A5ue—iL
i R, CKER., &
NN
B bR
I3 RIMBR,  ~€ 7 v | iR
vy [ImERD A
BRI N, 80T
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0.1~1%A352 0.1%A: 352 SRS
WE | 76 ZIFE. U ARE, | LA, M
AR AT BRLIMETF
e
[P GHFIZX D)
1 PRI
ZOfth | RSB RIK Lo, Wik, B | Z AL,

o, S, BRES BB, S
OIS, ML FERL REIEN, {4
BB VR IR, | FERISAD |
SATRRTL, ST, M| BOHA R

LV DRV N Y

DB L C10mga B L 72858010, OB TiY & 1L
72, [9.3, 17.1.2&8]
T 2) R |3l R A 2 A s

13. BE&RS
13.1 ER

WEORMIMEILIRICE D, > avy72&0F L OIMEKT
ERE R E R T2 03D B,

13.2 &
RPN 2 3813 2 v, RANZEAKERIE WO, BT
L BBE AT A,
F 7o, AAIRAERZ ICERE K 2 %5 L 7286, BAlOAUCIK
99%8/ L. IRFH 282 Tl 49%8 L 7= 2 &2 5 AFliE
G RFOINHILE & U CIEERIESDERITH 2 LW
HENTVLBY,

14. BRALDZEE

14.1 ZEFRFRBOZER

(&)

14.1.1 IR IER DI 2 2 &, FHEBRICHEMNT 23541
. D E30HBNICHE 2 2 &,

(ODftie)

14.1.2 7RI R DI 2 2 L, BHIBRCO2ETRAET
ZHEIIE, MR e TRET 5 2 &,

14.2 FEARMRKOZER

(AHIFLE)

14.2.1 PTPAEEDFHAZPTPY — F 2 SO L TIRT T 3 &
IHFET 5 2 L, PTPY — P RIS & D | GBI AS fEE
R~ L B350 L2 3 & U CHiERRIA R 5 0 I8 A2 & Of
SEZ T 2 2 L3H 5,

(ODfie)

14.2.2 A#2PTPy — F L3-S WY L TRET 256
1, MR R TR 2 X iE TS L,

14.2.3 AFFEHED Lico¥ THE 2 RIS ¥ 5 & i 5 7%
b, KRG LTRAMREETH 2, £, KTIRHT 22 EHTE
%,

15. Z0ftDE=

15.1 ERFREEFICED < 153K
FERBIRIZBT S 22T s, AHNC & 2 0K DATHIZE ©
AEIR (DB Z &) RA SN L OWMEDD 2,

16. E¥EIRE

16.1 IMAREE

16.1.1 BEOks
RIS 7 20 P v EEIZ0DEEE 7 0 A A —N—EICTT A
0Py L LT2.6mg Xixbmg% AR5 L 72354 0 3EYE)
BRERMOEDO LB Thol, MET7Lo0PE VREIRTE
IEE U THERS L, LN ofS RIS BV T b G RH 6 IR Tt
M R U, MR IE R o7, £, 748
Y VODFEL 7 A0 Y VEEIFEYFINICHETH 5 2 LR S
ni,

20

15 - —e— PLOYYOD$E2.5mg
’ —— PLAOYVER2.5mg

0.5

MmERPLOYE YV EE (ng/mL)

0.0

0 12 24 36 48 60 72
BE5®BE (B . ne2

40

30 —e— 7LOY > ODfit5mg
—&— 7LOY>ER5mg

2.0

MERPLAOYE Y EE (ng/mL)

0.0 L
0 12 24 36 48 60 I
BESsaRB (RH A B, n=2)
=P
Hl W EYELT] Tmax Cmax AUCo0~72nr Tis

o#ehat|  (hr)
(mg)

(ng/mL) |(ng«hr/mL)| (hr)

741y 0D§E2.5mg

(24451)

TLRY UHE2.5mg
(24451)

741y 0D§Es Mg
(234)

TLuY U EELmE

(2351)

2.5 |6.0%£0.8/1.13£0.2537.1 £10.2|37.8 £6.8

2.5 |5.8%1.0{1.23£0.26]38.0 £10.1 |36.5 4.2

5 5.6 +£1.0/2.51 £0.66| 84.3 £20.8 |36.2£5.0

5 5.5%£1.4|2.81 £0.40{ 84.8 +15.0(35.4£7.4
YRS . T © I L SR
Coos * EESHILTE IR . AUC ¢+ L s — RER i T v B
Ti/z @ I R EE
A 20650 CRIAERR 32.17%) I 7 A ¥ E Y & LT 10mg#% H
[T 5. U 72 IR O IILE i D Tmax, Cmax, AUCo—o0 JZ ONT1/2 1% |
Z 0 ZF 9.3, 5.84ng/mL. 298ng - hr/mL 2 X 35.1 [ TdH b |
HREIN & L 7SR, HRR T o 7Y,
16.1.2 RiE#S
et HE AR 661 (¥ 4E 3 33.67%) I 7 4 m P E v kL T2.5me%
MEHOREGEAHIE4HE) L 2GAofiEh 7 o0y € v
B, 5 6~8HBICERIRBBICEL, LBEOEEIZED 6
7;( o f:o ﬁ%@&"é— EI (14 E[ E)@Cmax)}((jAUCUNMhr@i z h%ﬂ
3.5ng/mL&% 1¥61.8ng « hr/mL<T® b, @I58 (1.4ng/mLK&L O
19.3ng « hr/mL) D365 Td - 7z, $eGhibp, MG i B 3
WL, BeGrphil5 HHEIZIZ0.24ng/mL & 72 5 726,
16.2 FRUX
16.2.1 REOEE
A7 0P E Y L LTimgs 7 0 A4 —/N—jEIc L h 2
MG S U3 e I BRI T 5 L 7= 5 A D SR EN e R 5 X — ¥ 12
BEAREADONT, 7AW KT T AR MBI
BubDEFEZLNBED,
16.3 9%
16.3.1 MPEHFEER
b MIEE & DREARIZIT.1%TH - 72 (in vitro, VETENTE) .
16.4 {35
TR A I6HIC 7 51 2 v bmgk BRI 5 L 72854, 240F
METICRO 5N 7 2 RPREHAIZY £ Fr v ) Y VRO
LL72EY Y VBRI Z DBLINEL Y = 7k Th o7z,
16.5 HEft
16.5.1 FRepHEf
R AGHIIC 7 21 P v & LT 2.5mg X i3 5mg# Hi [Hlfe 1%
HL7ga, IRPic Rk e LTt Sz #a/h s, »T
NOFERICE T HIRPRZLAPEIR I £ 585 245 £ T2
BEROK3%, 14415 £ CIcf8%ch - 7%, £72.5mgx 1 H
110]14 H AR 5 L 72 56 o IR p PR 3133 5.5m 6 H B <3
IEERREIE L, 6 1 HUED 1M M7 ) OARZE(LAED R b
F136.3~7.4%TH > 7,
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F 7o JEBERA2H1IC UC-7 21 ¥ € v 15mg % BIFRE LR 5 L 7 17. BRPR BRI

i, 5% 12H % TIZHRGHURE D 59.3%H3 IR 112 23.4% 3 3% . _ -
17.1 BERUCLLMEICET 25K

ucHRl S L, B T2 R E T@E*ﬁ&%ﬂ‘ﬁﬁ@ 9% HIRZAUE T (SIER)

d{;) ) f:o Zz @ﬁi“: 9@0)1'{?3”@7%: £} 5 ﬂf’ (%.}\7‘ y) 17.1.1 Ell*.lﬁﬁli%itﬁﬁ

AB, CHLRBPIRY ATy LO CREFERIZRD AR FRILIEAE 1 X 2 A0 (TR e B L, BB R <)

“T“”I“;E . 13 85.8% (467/54481) T b . “EE MBI £ 5T b AHIO
16.6 HENDH :z?5~% FPEASTRD & 47 1019 % 70| B 2 P15 EIESE IR L
16.6.1 FFReEREES 1:80.0% (28/35) . TOREHIILIERE 1 KF L T 1£.88.9% (8/9451) 0 F20

28 3% (Child A, BZ 5 2)5fllc 720y Erv e LT
2.5mg% AR5 L 2550y K OO L ED T
B oo, @RI L T, 185 T2 B O IR EE S E RIS
ER LU, Tz, AUCIERREEZ R L2 DYH IR 5 o
79, [9.3211]

5-

KERLI 15)‘16)0

17.1.2 ENSE MEEER
7AuYE Yy E L TomgZ 1 H 18 A #5512 Ui I HE 23
140mmHgbL | % 78 97 3050 2 “HEC T, 74ar P E Y
E L C10mgXidomg# 1 H 1RSI S L 7z & & I i
DR—RAF A ¥ 6 DEROFHEIE, 10mght T 13.7mmHg,

| o fFERELEH (n=5) Smghtc7.0mmHef€ T L, MR HEHc B @ a%Esaon
] O----O ftEERLA (n=6)
§ 1 p<0.05(1HiE) 7

it = B Fi PR W 2 1 5 36 & 2 e 1 P o0 FE B 1. Smght ¢ 1£3.9%

(6/154%1) . 10mg#ETI129.9% (15/15141) TdH > 72, /1= (10mg)

mAA7LAOYE Y EE (ng/mL)

57 1 551 YR I ASE B CRE O 5 4L, SmgBET0.6%. 10mghET
3.3%TdH 7210, [11.22]
Tl S5l D SBATL 2134 eHIc 7 21 Y ¥ Y & LT 10mg
04 Y %1 H 144 B L L 72 & & GRELS2EIE)  IHIIE D ~—
1 a— p - 5 5 274 V5 DELROFHfEIZ, 15.6mmHgOK T 2R L 7,
B5EEE (B Bl PR ML A 506 % Lo 0 1T 0D S BAAE 13 24.6% (3391) T b - 7.
FAEIEAIZIEIEL0.4%, HFV « 25D E3.0%LETH o719,
Tmax Cmax AUCo~co T2
(hr) (ng/mL) | (ng - hr/mL) (hr) (BRIDVEE)
g e sea 7.2+1.2 1.9+0.2 104.0+£15.5 | 43.0£8.0 17.1.3 EIPERARHRR
PelviE o9 2 AR (T DL B, HIE ARG BR < )13 74.0%
ferER A 7.3+0.4 1.64+0.07 68.1+5.4 33.3+2.2 (108/146 %) TH b . —EE MBI & - < b AR oG AL
ZQE&Z%? B & T, W DRI, H EEH0E 82.0% (73/89 1) . %7
16.6.2 /R e EHEL I LNE 61.4% (35/57 1) T b - 72 192
FSMUEAE#IC 7 A0 Y ¥ v & LTl H 1.25~20mg™ % g 5 (RRESLE)
U7 REEEBE BB ORE R, 7 ) 7 7 v A (P 3, 6~12 17-1.4 EIPIERARHER
ik (34491) T 24.9L/hr, 13~177s% (284]) T27.9L/hr & #EE & v, R T LB YE Y ROV SEE G L 2 FEEE (70 B ic B w»
JCBIT 2MEEAETH -7 0 GHEATF =), T EIIESE ISR U T o #1312 86.5% (45/5281) . e ol 1o W L
) N B\ TARID A S 1 | BRI I3 2.5meTdh 2., TOHEHIL82.8% (24/2981) TH o 7.
16.6.3 =g 1 JH oD 8 BAAFUE 13:3.8% (5/133491) . 1Ekh IR B 5 41 o> W o5 48 )13
FAEEIUERE RS (B2, 4, FHIERT9.78) 60l 7 2 a Py 3.0%(4/1336) TH o7, FAREEHIZOEV - 5562ETHD.
& LThmgz Hinl, KO8 HIWRER ARG L 723556 O3 )i X R D B T)IZAST, ALTKOALPD RS TH > 72,

RIROED LB THote, WAL LB, HEEHRA (3
\%Tiﬁfﬁmizz.sﬁ) 12 LR L C Cmax L FAUCIH A RIS il 71 L 18. ZEshEETE
et T2l HRAERD SN o fe, RERGRICEEEED 191 remms

MRy 502 & RS LD O CHER L 7Bt 20/ MR DAL AP L S 1 F % FOUISEIRIIC R4 L Al
r-y BEFECBBLTRY, BEETTOBMIERT 20 PN Cal* DA Wb & 4 TREMAT AR AT O T 2 M
s oo 7Y [9.85H] S B, ZONNT Y MEHEAISRRICRET 5 & &b IR

ar o EIEFITIELH (0= 06) P L. & 7 DI (R 355 < IERIRYE 2 R T & o5 &
:.E‘ o FHEMEHIRA  (n=6) NTW» 2
3 0 .ot f\\\ 18.2 FREEfERS
5 L SRFIUERIEE 70 FIEE AT v &, BIERIUE A 2)1c
n i BT, WG CHLE RSB0 TSI =
A ) ool LD S HUTE D | MRS T EHEORBIL 70 2 EHRD 6
3 o NTOBHH), Ero, FRESUIMERREA 2 CRIBIIR, BRI OV
g . FEINRO IR 2 FEEIICRIN S 5 & & b1c, FHBIIC Akl
L TR D SR MEE FHSE2 2 LB E5NTN

10 18.3 BMECHS DNEREDIER

BHUESZIEDahl 7 v 27 A Y E v & 10 E#EGER ST 5

fy C BT D e ) M B OSBRIV 7 4

3 4
(B5RD) (8 [(555) 7 Y UFE S DML DI & 47220,
NE#S RE#S BRES TR B AR IALIE 5 v b 127 A0 2 ¥ v 3me/ke/ [ % i i
EAE S PR THIEIC J: ) N I 5 o e Oz R AEE D & nr-. i
Wl G0 | BRI | BRI | SR 7o DFOMEL, B ORTEIEEIIRZS . SRERIEECIEANE . RS
Cmax (ng/mL) 4.24+0.0855 | 14.9+2.28 | 2.63+0.35 | 7.51+0.32 MG OREDFE LI S il E 2,
Twax (hr) 7.2+0.49 8.0+1.8 6.7+0.42 8.0+0.7 ~
Tiz (hr) 37.5+6.0 47.4+11.3 27.7£4.6 34.7+2.7 18.4 ﬁﬁlb\ﬁfﬁfﬁ .

AUCo~ashr 116.9+8.455 B 63,0455 B B ILEY PlZBWT, 27 77 v 7 AREIRERIC X %00
ng - hr/mL) - i — R D AERIZ L% %% (ST ERZIH) 32 2 L Rvon T
FEIE RS B, 72, 7 v MEHEISTRELOKIC 5\ <, WD oK%

§p<0.05, §§p<<0.01(vs filHERA)
gt L, kN Ca2 TR ORI 2 MH§ 2 & &b, MERNATPE

RO7LV7F o) vBRONEZIGET 5 4 EDODLMEEER
FHoNTWVEY,

T 2 M TERG HODiE I B\ T AR dp/dU O B IGHITHE 12K
T L. DFEEENE RS L%, 44



19. B ICREY BIBEERAR

— RIS © 7 La P ¥y RUOVERE (Amlodipine Besilate)

1t 4 @ 3-Ethyl 5-methyl (4RS)-2-[ (2-aminoethoxy)methyl]
-4-(2-chlorophenyl)-6-methyl-1,4-dihydropyridine-3,5-
dicarboxylate monobenzenesulfonate

33 CaHas CIN2O5 + CsHp O3S

i 1 567.05

PER A~ A EORSEO MR, 25 7 —VciEiFe3<, =
87— (99.5) IR ITIT L AKITIEIFIZ v, X8 — Ui
K (1—100) IFHEEEZ R S 20,

{befmiEst

NH
O/\/ 2

0 i SO3H

SO

~_-CHs

Rl 2 #9198°C (43 1i#)

20. IRV LDER

(OD#)
20.1 7 s o —fRERIRAZ B TRIFT 5 2 &,
20.2 JHOFHIER IR, 2RI TRIFT 5 2 &,

22. A%

(7 LOYV§E2.5mg)

1008105 (PTP) x 10]
5008 108E (PTP) X 50]
7008148 (PTP) X 50]
1,000$&[104E (PTP) x 100]
50080, ¥ 7]

(7 LOYv§E5mg)
1008E[10%E (PTP) x 10]

5008108 (PTP) x 50]
700814 8€ (PTP) X 50]
1,000$&[108E (PTP) x 100]
5008, 27 ]

(ZLOYVEE10mg)
1005E[105E (PTP) x 10]

5008108 (PTP) x 50]

(7 L0OY>0D#E2.5mg)
1005€[ 108 (PTP) X 10] (FZEEHIA D )
5008 [ 105 (PTP) X 50] (RZEEHIA D )
7008 [ 148 (PTP) X 50] (RZEEHIAD )
1,0008E[10%E (PTP) X 100] (RZEEHAIA D )
5008€ [, 237 1 EZBAIAD )

(7 LAY »0DiE5mg)
1005£[105E (PTP) x 10] GZHEHIA D)
5008E[ 108 (PTP) x 50] (HZAIA D)
7008 [14 %€ (PTP) X 50] (RZEEHIAD )
1,0005E[ 108 (PTP) X 100] (H24#IA D )
5005 i, 237 1 HZERFHIAD)

(7 LAOY»O0D#E10mg)
1005E[ 108 (PTP) X 10] (FZEEHIA D )
5008 [ 105 (PTP) X 50] (RZEEHIA D )
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26. BERFTEEF
26.1 SEMRSETT
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B VIATRIS

* 202149 85T (552050 = IOGES P RS EEE
2019:4£9Haza 'E’m*}; = Eg;nﬁiﬁ;i Ezk:ffl?iﬁ
iﬁm; ;;;‘I;’]:: 5mg  44F E*%E’ﬁ ﬁ-L\I:I E>’\/}b§§iﬁﬁ
$£10mg 34F
g e e B IR INR N 3% 2.5mg
JIWN A3z 5mg
Jll«hlﬂﬂ 10mg
NOIvasc Tablets
BAERH 7LO0°EANVIVERIEORENHIESE
JIWN ) ODs#2.5mg
J,l,\ lu ODﬁ 5mg $25mg | $Ebmg $10mg

JIWN I ODsx1 Omg

NOIr'vasc' 0D Tablets

i) EE - ESEONS R L)AL

& B E 5 | 20500AMZ00550 ] 20500AMZ00551 |22200AMX00424
BR 55 BA 1A 19934E12H 20104121
OD§i26mg | OD$i5mg | OD$#l0mg
&5 & B |22000AMXO00051|22000AMX00052] 22200AMX00728
R 55 B 48 200847 H 20104E12H

2. B2 (ROBZICEBELEWIE)
2.1 IR UIEAR L T A TREE O & 5 10k [9.55 ]
2.2 Ve Fo vy Yy ReEwIcx LsgEUEDBER DS 5 EE

3. HARE - MR
3.1 #Hmk

Wi5ts JVNA 27 0OD$E2.5mg |/ V/SA 27 0D$Edmg |/ )V N A 7 0DEE10mg
e _ _ _
a— K
o Wi Pty
" P e ,
e S Fs sk
e EFAD HFAD

Wi5E44 J VINA 7 §E2 . 5mg JOVINZ 2 §EBmg 7 WNA 2 §810mg

15Erd 1§ 15Erd
HE 72uY¥rxy |HF 72a0VEryXy |HF 70y ErNRy
VRS 4Tmg (7 &0 | VEEKE6.93mg (7 41 | VEENE13.87mg (7 40
V¥ & LT2.5mg) V¥ &L Timg) Y¥ L LTl0mg)

BRI

M VT — A, MK VERKREANY T A, Fr Ty ) a—VEgF )Y
WAL | &0 AFT) VY7 Ay A, eFaru—A, BLFy o, s AV
FoNa Yy

Wi5E44 J WINA 27 OD§E2.5mg |/ V/NA 27 OD§iE5Smg J VNZ 2 OD$El0mg

1 1gEh 1Eh
HiF 72403V E¥rRY | HE 7A0YEYRY |HF 7oy Eray
JVEENES . 4Tmg (7 &0 | VEEYE6.93mg (7 4w | VEENE13.87mg (7 410
V¥ L LT2.5mg) V¥ &L Timg) Y¥ L LTl0mg)

HRGT

MmEra—2, JUARERY, TI/TVFVAZ 7Y L—baf) v—
E. 99V VEEES Py AL ATT Y VR VT D AFERY v a ki
VAL A KRG, BRI A FE. D-Y Y= b=, A7 TU— R,
WO TR B AT T VBRI A YT L

wn

3.2 WA DMK

WioE44 J WINA 7§52 5mg J VISR Y §Ebmg J VISR Y §E10mg

LT ‘@;5 m‘£ (i ;E
1 \&/ | o/ |
W T e |
oy | T 80 8 ( 8.4
4 s
4 4 4
I —Y —Y S J4o
T T T
a1 B B B
G-k
Fits LA M
o | ZANVRT=TF T | TN L O VTSR
TR T 2 T WAy wary

WiE4 JWINA 7 0OD$E2.5mg |/ V/NA 27 OD§Ebmg S WINA T OD?;LIOmg

i )M‘z ;':)

v

LA ) A
(mm) T 0025, 3?
4

i 2.8
=—F

4. BEERIIHHR
OmInEE
O EE

5. REER R ICEHET 3
ﬁi‘ﬂ IR RIEBDTRIR T H B 7200, Bk
IR DPIFET E v

6. AERUVHE

(##2.5mg. #$E5mg. OD#E2.5mg. OD#E5mg)
o 0L R
:Lﬁ? WAIZIE7 a0 E sl LC2.5~5mg% 1 HIREFEEH&K S

B, EIRICIS CEE T 525 RN EE1EIH]

lﬁ]lOmgi THETLHIENTED,
W 6L Eo/NBIZIE, 7Aau Y ¥ s E L C2.5mew 1 HIREEE
55, 2B, Eilp. RE, BERICE VEEEKT 5,
ST
EEL. A7 A0 Y 8 L Comg#k L H LRS- 3 4. %
B AERIIE UEEBRT %,

($£10mg. OD#E10mg)

G % BT D ANLE L

e L FE i

Lﬁ? MAICIETLAE I E e T2, 5~5mg%1ﬁl@%§m?§5‘7
B ERIIE UE RS 555, SRR Zik1H1

lﬁllOmgifiEE?'%\_th‘T%%o

BRAME

HEL RAIIET 48P 2L L Comgx LH1F#E %53 2. 7
B ERIIS CEEHEBET 20

7. BERUVBEICEHET 335
($22.5mg. #E5mg. OD#E2.5mg. OD#E5mg)
6% L EO/NBADFEGIZEE L Tk, 1HSmga B2 2\ &

8. EELEXRER
8.1 BEIEMEHICEE D (O T WEDRH L DNDL Z L 03H 5 DT I EHE,
H BB O RS fE b & 0 O e B 2B IER S €5 2 Lo
8.2 AN e AR A R < $ I 1% b AR R D R R
%ﬂé@“(“ AF G LRI OBEER 2 1 2 & 313, E
WGBSR ET 2% CEEICHG T 52 &,
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9. FENHEEFI2REICATIEE
9.1 AHHE - MEEZEDH 2 BH
9.1.1 BEICMENEKVEE
EHICMEME T T 2BENM0DH %,
9.2 BigeEERE
9.2.1 EELEBHREREDHIEE
FEIEAAENERREDME T 32 2 & 0%b %0
9.3 FriEEERE
WERIIEEECHST5 28, Hlm (10mg) 2BV CRIEH
DEBENEELBEND D 5. FATFEIF TR L0,
I B 2 o0 B % OF L PP R BE — IR T IR T T RE (AUC) 2%
WRTHZEDH B, [11.2, 16.6.15F]
9.5 TR
TR OTIR L C W A TREM O & 2 I3 % 5 L e vz &, B
FEER IR A3 53 2 LRI S O s ATIE R § 5 &

11.1.4 HERUBBRRE HEAH)

AR, BT, CK LS. M ORI 47 aey LA%EDND
Sbhigaid, #5 %Pk L, @MY 2RERT) 28, T2,
MERUBUERE L Z & 2 S REEOFEICERT L5 L,
1.2 ZOBOEIEAR

0.1~ 1%

0. 19% A2

AR

ALT. AST® k5.
JIF B RE IS . AL-P.
LDH® L5

y -GTP L&, #iE

BEK

TR 1ZTY (B
& B AL )
BE, M

Mg S I, W
BEXEEE7TD Y
7 LR, CEA
B, g, HIR

IR

it - iR

HFEFV - HALDE,
GG - SHE

MRA i, A

R

SOTEE. AR,
PR EIR

LR AL, TR
RN AR

8. HARR, T
I - BRAE, HEREIRIEL

s

HROLNTWABY, [2.15H]

9.6 il
R EOHEYE R CRALREO A iRIEZ EE L. ZILOMEUITh

IEEHET 22 Lo v MELRANEITT 5 2 LG SN TWw 2,

9.7 /NRF

R AEAERE, A, AR AR OD R 2R L Lz BIR

ABRITER L Ty,

9.8 EiE

LR (2.5mg/H) 2 oG2S 5% CHEICEG T2 2 k.
—MNGEEOREIIITE L 2w & ST 5, RNEIEERER T I
HrREEASE < MR EE R AR < 7 A EIAATED b TV 5T,

[16.6.3%H]
10. HHE(ER

FAHN DAL T E L CHEWAHBERCYPSAAR T LTwh &E

ZHNTW5b,

10.2 GHAERE (BHAICEETSR &)

FH 458 FEPRAEAR - 351805 W - fali T

FEEVER 2 43 5 564 FBEEER R S N5 B2 [ HEICEH 2SS 25 ¢

nNrd s, b s,

CYP3A4BAEHA] I AUYA Ty ROV | REORH DA E
B g = b FTELEDHRIZE Y| SNLZTREIEZ SN D,
DINFTE L AHN O M A LA L 72
) hFEL L DOWED D b
A bFaFv—nEE

CYP3A4FHEFH] ARFNOMAPBREART 5 | AFOH A LM S T
DIVASMAIE BENWDDH %, HEEATE 2 B D,

=TT N=y Y a—A | FAOREFAFERESN | F V=TT V—vicEEn

bBLENND 5. L 5T HSAF A & B

L. ARF o fE s b5
FLWRESIER SN L,

PRZAV.E &g

¥ YNAEF 80mg (EH
FIKZEOFHR) L OB
IZEh, YonNRYF oD
AUCHTT% L5 L7z & O
Hho b

BRI TH 5o

Z 7)) LA

BEHICEY s 2y 220
MRS A L, B
HFoyrza) s AOFNER
WHEHATLBENDEH 5.
PEHERICIZ S 7 80) AAD
MmiEEsE=—L, &
FIELTH 7Y AAD
mEPET D2 L,

K&y oy nAiE, E
& L CTCYP3A4IZ & b it
ENDd, PEHICEY ¥
7 1) s AR HES
NBREMENEZ NS,

1. BMER

KROBWEH DS 5 DN D 2 E3HHDT, Bligz T4V, 5

B O N7 A 3G e ik § 5 % BT RMEEAT) 2 .

1.1 EXEENER

111 BHEERR (AN . FHREERE. BE (0. 1%4H)

AST. ALT.
7§§% z) o

11.1.2 |FEMIREE (BEAD]) ., alERRD (0.1%A50) . M MR

& HEAD)

1.1.3 BEJ7Ov 7 (0.1%Kii)
BHR. O FVEOMPERD D S5 bNDZ DD 5,

Y -GTPD EAFEZ M) IFRER T H bbb T &

B, N gE B
21 N 78S
FHEEIRTUAE, AERAE, | BAEE. A
I
7 VT F = BR, | shRRE, PR
BUR - IR, FR
R R LR
TR & R
IMEIT L AF0—)
FACKESA. &
Mk, AERRAE, SR
AN 1l

i FRIMER, ~NEZ7 0O | /MR
>\ FMER A
BRI, 4RBE
Z . CAME, | ZTALBE, M4 4.
B BEE M

[B]c GERIZ L D) 8
e

LOR, B, F | ZHAILRE. BT,
W, SR, DRSES | Shd, HETRIN, 1
W L L S | R SRR B
U5 PR | A
REAL, ST, ML
) 5 AL
HED 10mg OB &) SRS S [9.30 17.1.28 0],

H2) SEBURL SR RIS 2 O
13. BERS
13.1 fEXR
WEEDORMMEIRIZE D > a v 7 2 &ELE L OMERT & 4T
MHEIREES S 2D D,
13.2 L&

TR B Id 7 o AFNIEBMEHH V20, EMIZL S
BB AR TR,

L7o. AFRTE WP 2 55 L6 AHIO AUCIE99%IK
AL IRH2EER R TIE49%RA L7z 2 &6 KA SRS R O
WAL & L TR SRR Ch 5 L ST a7,

14, BHEDEE

14.1 ERIFARNFOEE

&)

1411 SHEIBITROIMHITTS 2 & SEIBICHENT 56121,
GO F30H DA $ 5 2 &0

(OD##)

14.1.2 GEBITFEOICHTT 5 2 Lo 5
Hl2iE, R, LB TRET A2 b

14.2 EHHZABFOEE

(BHIH8)

14.2.1 PTPUZOFHFIIPTPY — b5 ML CIRMT 5 X 53R
B LI L, PTPY — FORREKIC X D o T80 S A FE S £ R s~
AL, HIZIRZEILE B S LTRSS OEE 2 GIHEY 636 %
ZENH D,

(OD##)

14.2.2 R#FEPTPY — b T HHY L CTHRIET 25418, i
S BEBICRET S L OEETLZ L,

i - BHR

W - ARG BUN.L-5

[V B

[
=
=
o
ot

Z i EHEE

RUEGTRET HY
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14.2.3 AHNIFHO EIZOETHEFE 2 RZE S5 L BRT 720, K
L CTHIRHTETH L, 720 KTIRHTHZ LTS %,

15. ZOfOZERE

15.1 ERERER ICE D 155
A BFRIZI 5 20 T2 AHY, ARHNS X B IR P O ZE R AN LR
(LEUHINZE &) PRoNLOREDD L,

16. FEHEHRE
16.1 MeiERE
16.1.1 BEIHRS

RIS T A0 Y6 ¥ NYOVIRIESE S OEN BB 2 & 0 A+ — N —
IZT7 20T ¥y E LT2.5mg i id5mg% MRS L 72 & X oliEd 7
ATV Y VRS I OB S S A — Z IZ R RO Th B, MLiF
m7AOYE VBEIHEICALCHER L, WThokGElcnTbik
LtR96 IWER C IR i L PP 1 L M TR I R o 7o F 72,
T AUYE YN E 7 A0 DY VXY OVIRIESEIZEY F I % T
DT ENHER I NI,

(ng/mL)

207 o 7LD RIS 5 g (n=24)

o YAOYVE V§E2.5ng (n=24)
1.5 Mean+S. D.

WEE\ O N RE
z

o orm 4r——»—"""++—————
0 12 24 36 48 60 72 (D)
% 5% BH
(ng/mL)
4.0 A e "
o 7 AOTE CIMENAESE S5 ng (n=23)
!Iiﬂ b o YAOYE ZEESmg (n=23)
(:E 3.0 Mean+S. D.
7 i
N
O 2.0
C i
> i
@ 10
= i
o b—-—r-——"--—
0 12 24 36 48 60 72 (FFTED)
5 %ER
Thnax Cax AUC Tz
b m 1
e e (hr) (ng/mL) | (ng - hr/mL) (hr)
95 TAUYE Y LENERE [ 6.020.8 | 1.13£0.25 | 37.1+10.2 | 37.8+6.8
VN =R ] 5.8+1.01.23+0.26 | 38.0+10.1 | 36.5+4.2
. TAUYE Y IIENRERE [ 5.621.0 | 2.51£0.66 | 84.3%20.8 |36.2+5.0
mg
TATYE U 5.5+1.412.81+0.40 | 84.8+15.0 | 35.4+7.4

Tinax I 0o ML PR FE R EIE M) Conax © S LT H L BE

AUC : M iR — RERT AR T IR (O~72WpMIME) . Tz @ IMIE HoR B 0

Mean+S.D.
F 7o, EFERA206 CFE4ERS2. 1) 127 A0 Yy e LCl0mg% Hla
L2 M 5E B B O Tmaxy Cmaxs AUCo- 2 O Tr2ld, 242419, 3IEH]
5.84ng/mL. 298ng * hr/mL K% ON35. 1K T 1 . AREIA & ez L 7245 5.,
[fkECTd - 725,

16.1.2 RERS
fEt e N661 (FI94E#R33.5/%) 12740 Y & LC2.5mgx 1 H1M14H
MBS LA oiEh 7 20 Y ¥ VB, %56~8HHIZEFIK
BIEL, URoBERIIBD SN L2570 mfdk5H (14HH) DCuall
'AUCo~2i001E Z L2113 .5ng/mL 2 U061 .8ng - hr/mLCT& V) . #) [l #% 5
(1.4ng/mL % %19 .3ng - hr/mL) O#35TH > 720 #5- ik, M B
FEE#E L. #£5-H1E5H H12130.24ng/mL & 7 - 729,

16.2 RYX

16.2.1 BEOFE
BB AIC 7 20 Y ¥y & LChmgk 7 B AL —/N—{EI2 & ) EER T &
FBICHERE G L2 B O EHE/ ST X — 4 ITAEETRO NS, T
AT E ORI RIZTHEFEORBEIL L0 LEEZSNET,

16.3 0

16.3.1 MFZEAFHEE
b MIEEEE & OREEIZIT.1% Un vitrov THRENTE) Tho7z.

16.4 X4
fEREBLAL6BIIC 7 20 2 ¥ v bmga KA 5 L7284, 24K £ TIZRR
OONLELLRPRBEEIT L FO ) YV BROBILL-E) ¥ U BRER
DAL T 2 /76 TH - 720

16.5 HEittt

16.5.1 FRepHkt
fEFEBAGHIC T 20T ¥ vk LT2.5mgXidbmg% HIAKE ¥ 5 L 72384
PRAIRZALE & L CHEfE S N Eah S L wERoESRIZBW T
PR AR ZEACAHEM R 34 G- 524051 F TISHR 5 m 0#93% . 14485 F Ty
8% Tdh 720 F7:2.5mgk 1 H1M14H BHEHHE 5 L 72854 O R hHEl 13 3%
LBtE6H H CIRIEERIREIGEL. 60 BUBEOLH 472 ) O RZELEOR
R 136.3~7.4%Td - 72089,
e A 260 12 UC-1E5k 7 2 1 Y ¥ v 16mgx BRI G L 7234, %512
HH F TS B D59, 3% IR . 23.4% I H i 28R S v, #5472
HE I F COIRPBEREDI% BSREALKTH - 720 T OMIZITEORHY 2578
b BHEAT—%5).
HB. INHREWICIET AV E YR Lo CEIBERIZED STV,

16.6 HENHEREH T 2BE

16.6.1 FH¥REREERE
B FEZE B (Childs3HA. B) 5EIC7 20V ¥y & LT2.5mg#x Hilnl#k
5 U723 A O M BRI N SEEIEE ST A — 5 XK U EO@ Y TH
Do BRI L, %5720 %O MmAE 2 A EIC LA L. Tiee AUC
TR R E LR L2 EAE RO SN e b o720, [9.38H]

(ng/mL)
54
o fiFHRERIEEE (n=5)
s O MR (n=6)
m 14{e *p<0.05
[=a] Q, N Mean+S.E.
051
E
T ~.
0.14 R 9
612 2 a8 72 96 120 (5R9)
B 5 & KEH
Tmax Cmax AUCo~ Tz
(hr) (ng/mL) (ng - hr/mL) (hr)
JFPRERE & B 7.2%1.2 1.9+0.2 104.0+15.5 43.0%+8.0
YN 7.3%£0.4 1.64+0.07 68.1+5.4 33.3+2.2
HIAEWUE T n.s.
Mean=S.E.

16.6.2 /8
EIMFRERF T 20T ¥y L LTIHL.25~20mg% ik 5 L 72 R4 ]38
WENERABORR. 2077 v A CF¥E) (& 6~125 (34%1) <T24.9L/
hr. 13~17m% (2861) T27.9L/hr & HEE S, MAICBIT 2L FETH -
72 (REAT— %)
) ANEEFIZBWTAKIOAKGR S -1 HlHE H#132.5mgTh 5.

16.6.3 S
BEBIMTAEEF6R (B2, k4, FHERMTI.TH) 2720 TErELT
Smg# Hilnl, O H M AR G- L 72356 o M b FEEHERS IE DN S B g <
FA—YEHRPEOMRY) Th b, HNEG L2 a, FEEERA (56,
FILERE22.3m) I L. Cuaee AUCIZAEEIZEEZ R L7205 Tl B S
IO SN Do Tz KEHRGHICIIEEZOMBEH T 20V VL
BAEZ LD B E MRS L 72, 20Xy — VIFBEEZIHEMLTBY, #EE
FHTEZOHIHRT HEAITEED SNk -729, [9.851E]

(ng/mL) @ EHE IEIE R (n=6)
20 - O HHEMERERLA (n=6)
10
° ()
®
®
i °
o 0©0©°
N O
=
53 (@]
1.0F
| L (¢ 1 | | | | I (1 | | |
0 244871 2 3 4 5 670 24 48 72
(BERS) =) (B5R)
IEES RiERS BIgRS

48



AR MEE AT RERERA
H PR H PR
Crax (ng/mlL) 4.24+0.08” 14.9£2.29 2.63%0.35 7.51%0.32
Tmax (hr) 7.2%+0.49 8.0+1.8 6.7+0.42 8.0+0.7
Tz (hr) 37.5%6.0 47.4%11.3 27.74.6 34.7%2.7
AUC (ng - hr/mL) 116.9+8.4 — 63.2+5.5 —

Mean=S.E.. AUC : 0~485[H]fifi
2 p<0.05, ¥ p<0.01 (vstHi#)

17. BRERRGIE

17.1 BEHIHRUCRLMICET 2558

(EMEE)

17.1.1 EIREERRER
ARBEVE RS MU 2R 2 A8 ([T BLE. HIEARREBIZRE <) 1385.8%
(467/54401) TH Y, ZEEBRILERERIC L > TLERHAOFHEDSRD SN
72T e BREE AR D BIMEAE L L TIE80.0% (28/3561) . i
MEAE LA L Cid88.9% (8/961) OAERZ %R L7101,

17.1.2 EINE MAEHER
TAuY e LComgxlH1MSHE M 5512, PG IME 25140mmHg 2L
FARIRTEEIGHE ST, 7TAau Y Yy e LTl0mg L iEsmg#% 1
H1M8HEE 5 L7z & & OPHFHIIME D R— 2T 1 205 DAL O T4l
1%, 10mg#f T13. 7mmHgO& . 5Smghf T7.0mmHgO K FCTdh 1) . MWiHEH
VRET A T 7 2573 6 T,
R PR A Bt % & D RIVEF O Z8 313, Smg BETI33.9% (6/154%1) 12,
10mg#Ti39.9% (15/151%0) 12380 BNz, mHE (10mg) #5812 FE
AIEHIE TR 5 3.5mg T0.6% . 10mghET3.3% T - 7219, [11.25 1]
BT, MkEaE e L CHEM L 2 B S RETT an Y ¥ s L LT 10meg%
TH1EGES U T2 M 5 L7208 WGEME O X— 2 5 4 ¥ 06 0% ks
DOFPIEIE, 15.6mmHgDIE T 2R L7,
BRI E R % GO RITER O 53I%1324.6% (336)) IC@o 5Nz, Fi
BIEHNEIFEIELD. 4%, D F v - A5DE3.0% % TH- 7219,

)

17.1.3 ERERRER
Pl b3 A A% [k Db HEARRERNIIR <) 1374.0% (108/146
Bl) Tdolzo WEFIOARFILTEMENES2.0% (73/8961) ., FilEHe%L
ELMEGL . 4% (35/57B1) Td - 72207%),

(hREHE)

17.1.4 EREEKRZR
T AU Y Y Ny )VERESE S Lo miEE (Tom D) (2B B i
VX9 2 B RNEEL86.5% (45/52M1) K UE LI R 2 A AN EE1£82.8% (24/29/41)
THo7,
EIEH O %35133.8% (5/133M) | FRARMAME S H 133.0% (4/1336)) Th -
oo EREWEMIZO TV, 5562&THY ., BEREHBOLHITAST. ALT
M UAI-PO ERHETH - 72,

17.3 2Ot

17.3.1 BEREHNCRIFTHE
HERRIR & A 0F 9 B AREME S I i B 4361 (397 LLT L3708 L E) 127 &
0P Yy N OVERESELH 12, 5~5mg (—EBOEFIZIL7. 5megE THE) %
128G L COHRIIRIT E AL EER G A kb o2,

18. EhEEIE
18.1 fEA#F

HRLE D B ARIENE A 0V 2 7 A F v ¥ ROVICERRIICH S L. MR~
Ca?* DA% D S8 5 2 £ X0 RIS R0 AAY MAE OS85 % itk S ¥ %,
AN AFETUEH OBBUIBRETH ) . FimTh b T, LIHIER
1355 < MR FRD STV 5%
18.2 REESER

HAEEIMEREE 7V GEIEHASES v b BHEEIIE S X) 128w,
BRI L CHLE T MO SEBDREE CIEMBERER AR Lo LNTH
0, HEERSTLEORE LAV EAROLNT WD, T2, Bl
HERFEA B WTT 20V G2 L) KIEENIR. REEIIR &% Ok & Bk
DO IMFEENTFFBA I Ly M O F B B O AR I ST 0 FRE Y 72 8
WD HNFTB
18.3 BMEICHE S CMEBEANDEAR

IR ZDahlT v M T A0V E Ly RI0E M S5 LIk
0L mERE S M RS K O BEEIROAIKEAE. 7 4 7)) kAo
EIRZE A S Tz

MR G ST T v M7 A0 Y ¥ ¥ 3me/ke/ H % #5925 2 &
L0 ME RSO OEGRDEARD bz, T, L OMHEL.
ORFAVERIIR 25, SRERIECBACE, RS EFHEOREDOFE LIS 2012
il & 7z250

E

=

b

18.4 ¥ EMER

TAOYEVIEHBEENVEY N TOY T 77y 7 AEBIRERIC X 200 E
MAEST EFAZIHI L 720 /20 fEih T v MOBICB VT BRI/ FHERE O
OREVE % AR 7 48 V¥ ViR G C IR IR IS T O
FIOREPEAE S, FRRAICa® O BN S 7z, MEEPATPE KO
7 LT F ) VEEREORIE S RE S AL, GO IREER DR S,

A 2 IMERE TR GRS BV T e dp/dt K O SEDGEIIE IR T L, O
AR B b L7230,

19. BRHRSICET B E{LZHER

—fEEZER T AUV YR OVEEE (Amlodipine Besilate)

b4 © 3-Ethyl 5-methyl (4RS)-2-[ (2-aminoethoxy) methyl]-4-
(2-chlorophenyl) -6-methyl-1, 4-dihydropyridine-3, 5-dicarboxylate
monobenzenesulfonate

43738 1 CaoH2sCIN20s - CsHsO3S

= 567.05

PEIR @ 7 20 YV ¥y R VERIEA T~ E OO K TH L, A5
J = VIZEITR T Y =k (99.5) 1ZRREITIC KIZHETIZ v,
A7 —VIE (1-100) 1ZHERlEE RS v,

== Si5avs

SOsH

R #9198C  (5rfiR)

20. BIRVEDEE

(OD##)

20.1 7V 3 ¥ O —BEBIRRE BT TR A 2k,
20.2 RO BB BZITEBA. Hr#lr TRET 2 2 L.

22, ‘G

(JIVINZ 7§82 .5mg)
1005 [10%E (PTP) x10].500%& [10%E (PTP) x50].700%& [14%E (PTP)
x50], 1,0008% [108 (PTP) x100]. 500%% (k)

(J JVINR T §25mg)
1008 [10%8 (PTP) x10].500%¢ [10%t (PTP) x50]. 7008t [148¢ (PTP)
%501, 1,000%¢ [10%E (PTP) x100]. 500%& ()

(JIVINZ T §210mg)
1008% [10%E (PTP) x10]. 5008 [10§ (PTP) x50]. 500%% (i)

(/ JVINZ 7 OD$i#2.5mg)
1008 [108% (PTP. ##IA D) x10]. 5008 [105¢ (PTP. §ZME#IA Y )
x50], 700%¢ (1488 (PTP. #2JEHIA YD) x50]. 1,000 (108 (PTP. #
JEFIAD) %1001, 5008 O, #ZEAIAYD)

(/ JVINZ 7 ODEE5mg)
1005 [10%E (PTP) x10].500%& [10%E (PTP) x50]. 700 [14%E (PTP)
x50]. 1,00082 [108 (PTP) x100]. 500%¢ Offi. #EEAHIAY)

(/WIS X7 OD$E10mg)
100§ [10¢ (PTP) x10].5008% [108¢ (PTP) x50].5008¢ O, FZEEHIA Y )

23. EEX#

1) PEARBIA  OHSEH. 1991 5 42 (2) © 167-176

2) Naito, T. et al. :J Hum Lact. 2015; 31 (2) : 301-306

3) ZE  RelEA  Geriatric Medicine. 1991 ;29 (6) : 899-902

4) Laine, K. et al. : Br J Clin Pharmacol. 1997 ; 43 (1) : 29-33

5) FEAER  BEER BB T A0 Y Y Y 10mgHL RG24k b Sy

Bhig

6) HEEFIZA ¢ ERREESE. 1991 5 7 (7) : 1407-1435

7) GHTLBEKII A ERL L WG 19915 19 (7) : 2933-2942

8) Beresford, A. P. et al. : Xenobiotica. 1988 ; 18 (2) : 245-254

9) ALNER  RBEACHY R O Y O LR

10) JEZ=EZ T2 - SEHL L R 1991 519 (7) @ 2923-2932

11) Flynn, JT. et al. : J Clin Pharmacol. 2006 ; 46 : 905-916

12) HEilElE2 SRR A9 1991 519 (7) @ 2853-2871

13) #LE A SEH &R, 1991 519 (7) © 2873-2893

14) HElEIE 2 0 SEFL R, 1991 519 (7) © 2895-2908

15) #4ILFENNZ A © BRPREFAT. 1991 5 19 (2) : 213-241
l
l

=

v

16) BT T2 ¢ S, 1993 5 21 (2) © 505-526
IR T 2>« 30 &3, 1991 5 19 (8) : 3189-3203
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19

=

20
21)
22)
23
24)
25)
26
27
28
29
30
31)
32
33

=

=

o= 222

NeINA

%k 24.

Fujiwara, T. et al. : J] Hum Hypertens. 2009 : 23 (8)

: 521-529

HNEE 7 40P E Y bmg THIRAT G2 ER T 274008

10mg D EMF G- R o 22 a1 J OF w4

TR =132 JEBE L BRR. 19925 26 (2) : 683-702
TR =122 © BRPRETAM. 1991 5 19 (3) : 355-378
DRI =122 © BRPREEA. 1991 5 19 (3) : 379-404

SR 13 I L IEHE. 1991519 (7) 1 2909-2922
RS GEIT  SEEEEHE . 19915 19 (8) ¢ 3205-3219
I #HeE T2 HARSEIA2HERE . 1991 5 97 (3) : 167-178
AR R

IR #es 132 0 HARSEAERE . 1991 5 97 (2) : 115-126
AR BT R

Fleckenstein, A. et al. : Am ] Cardiol. 1989 ; 64 (17)
Suzuki, M. et al. : Eur J Pharmacol. 1993 : 228 (5-6)
FEAERL © U CIEVE

1211-341
1 269-274

Nayler, W. G. et al. : Am ] Cardiol. 1989 :64 (17) : 651-701
AR 132 3B & 9%, 1990 ¢ 18 (Suppl.2) @ S339-S345

XHEKERVEVEDEE

T4 T M) ABIERAEH AFAANA VT A=V a U
T105-0001 HHETHBHEIXGE / F15-11-2

7

26.

Y—=F4T) 0120-419-043
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