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T MZBWTHREFREDNRENTWD Z D OIEIIIER &3, FIRIEITIHM M AT
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WL DG ~OE G- AIRE T 5 b OO | AEYRAT X ITHENR 20 B A 12 & i EAMFAE S 5 i+
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TVEZITEES L2 &, B CHR RN 57 5 & AR K OV i RE S e R 35 =
EBRROOEN TS| LR#HicnTWDED ) L3 Tng,

L A DRI, I AR & b U CRIAR 0 0 A AT A5 v o, 9 S0 e I oD B A b
R AREEHE, BEE, VLo NICU A%, HiIAENECOEIGR @A Y AT IR TH D, 3
SO TIXRIEIRD 1-5% [IZAPFT 5 L ME SN TE YD (A TIL05-35% L WV HENRH D,
DI O BNV AE D HPEAERT O LR N SEM LTV D & PRENR TN D, IONE 5 IZAKH T,
1980 AL L D FFROEMTERIED U 2 7 Th HIRHAERERHENINOL TNDHZ &, 20
R COBMEARESHEIMNL TND Z LN, S%EEAIHEIRITEMN L T 2 BT
HMIha,

TR oD R VR DN T SRR e i FESE b 2ok (s L & DFAEAR 75%., SR i i £ 25%)
R E Uiz, BimEMAMETIE, L0EWME=2 > he— 3B PR 2% ET D 2 &
HINTEY MOFE - KED S O 2019 F O T, bk & e FER I 350 T EER 160/110
mmHg SL LD E MEDFENRAFECICH BICBEE L T\ Z LRl WanizZ &b, AR
BB 8 0 P K D R & R REERE O 2R FE S 2021 TiX, MR O XV ets /et = > b e
—ADBRDOLEND L9 oTz, P
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XTI IN=T]) IZBWT, CaftPiEROENMHEREREZMAELIZE ZAH, L7 MEHR - R
BEMNEWT — N RITBT DT 8 TR LIRS v — ) OB, PARIEY 2
I EFEPEICS 27 7 — MR (ZEEE 1~3) 2O, IRFIR MRS LT Ca #5fi
DI BLAEKR D=7 = VECPEA SN TWD Z LRI,

A, ERBRECRE OM R 2 EZ O LL EOERITINA, AABRGFR &V IS OffkR
DELAZZ T2 b EZ, V=% 77— 1%, @ OEIMERE IS BIRED—>
[ZZEF BTV 5 Ca flF o s THABEE O @ WAIKIZ OV T, B SCEFICIR T D Hilhs 34
BRUTWDAEEMED & 2 L MEIZITHR G- LW 2 & | OEEME OB IEMEAZRETT 5 ICE -7,

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

L7 MEH - FEERZEERT —#X—X (@ : NDB) 1%, BAEFBHEICLVEHLEN
7z Lt 7 MEB NS R E RS - R E PR A IR LIS S 7T — # X— X Th 5, NDB
WXL FTF— 2 RO ERERZ A, FFERREIFEDT -2 REHEINTEY, b0 HEE
2T — 2 ZRERARER L DI NDB A — 7 5 —& & L THREERAREN TS,

@O Ca HEHLEDLIF IR

%4 NDB A —7 7 —% (FAk 29 R 4 H~ 5k 30 4 3 Hi2iisy) O¥EHIT —2 (Nk,
SARL ERFNEIUCO X SORBEN. SSRBESN. ABEZ &1, S O EAEHAL I FE D & | 3K
B FERNTAL )T BAL 100 4B L7 b D) 6. CafEHdEDWNRIZIW T, ABE, sk (Bt
WNALTT) | Sk (BAMLTT) OF —2 2R LER & T o 7o, 2otk 20-59 ik COBEIT, APt A
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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 FaR L, eREERGN OB CEZHE L (MRE 1202046 H 22 H), 7eds. AREFITHMN
MHEOEERILZ TH L7 R DS O RGO B CEFICHOW 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/

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

I : https://tga-search.clients.funnelback.com/s/search.html?query=&collection=tga-artg



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.

IEIF~D
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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
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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 CGEE)

(2) Bdn

ISTIN 10 mg tablets/ Upjohn UK Limited

RhRE - DR

4.1.Therapeutic indications
Hypertension

Chronic stable angina pectoris
Vasospastic (Prinzmetal’s) angina

[RIEND!
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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




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

@O (UnE)

(3) #fh4  NORVASC/ Upjohn Canada ULC
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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




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).

TG ~D
k5

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 - ZhR

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.

[RIEND!
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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(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.

1 Caffifi & L TORH DA, AFLDFLHR L

WHTA RTA
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HKERSEZS  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 11
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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