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etBlocker (‘AR

FORMULATION | | TE0 PHARMA  * )_f
Each tablet confains:, =3/l

M JIET M [ /-‘_‘,f
Amlodipine Besyl@,t_&equiﬁ'a‘enlib*ﬂr}, i jdé L1 ]

Excipients: Micro ',’,ﬂaﬂlne Celllos //Dibasic Calcium Phosphate,
Croscarmellose Sodiom, Magnesiuh 3%'arate.
PHARMACEUTICAL PROPE Eg/

A.PHARMACODYNAMICS

Amledipine is a dihydropyridine calcium antagonist that inhibits the
transmembrane influx of calcium ions into vascular smooth muscle and
cardiac muscle. Experimental data suggest that Amlodipine binds to both
dihydropyridine and non-dihydropyridine binding sites. The contractile
processes of cardiac muscle and vascular smooth muscle are dependent
upon the movement of extracellular calcium ions into these cells through
specificion channels.

Amlodipine inhibits calcium ion influx across cell membranes selectively,
with a greater effect on vascular smooth muscle cells than on cardiac
muscle cells. Negative inotropic effects can be detected in vitro but such
effects have not been seen in intact animals at therapeutic doses. Serum
calcium concentration is not affected by Amlodipine. Within the physiologic
pH range, Amlodipine is an ionized compound (pKa=8.6), and its kinelic
interaction with the calcium channel receptor is characterized by a gradual
rate of dissociation with the receptor binding site, resulting in a gradual
onset of effect.

Amlodipine is a peripheral arterial vasodilator that acts directly on vascular
smooth muscle to cause a reduction in peripheral vascular resistance and
adecrease in blood pressure.

B.PHARMACOKINETICS

After oral administration of therapeutic doses of Amlodipine, peak plasma
concentrations are reached between 6 and 12 hours. Absolute
bioavailability has been estimated to be between 64 and 90%.
Amlodipine's bioavailability is not altered by the presence of food.

Amlodipine is extensively (about 90%) converted to inactive metabolites
via hepatic metabolism with 10% of the parent compound and 60% of the
metabolites excreted in the urine. Studies have shown that approximately
93% of the circulating drug is bound to plasma proteins in hypertensive
patients. Elimination from the plasma is biphasic with a terminal elimination
half-life of about 30-50 hours. Steady state plasma levels of Amlodipine are
reached after 7 to 8 days of consecutive dosing.

The pharmacokinetics of Amlodipine is not significantly influenced by renal
:mpa]i:jmant. Patients with renal failure may therefore receive the usual
nitial dose.

Elderly patients and patients with hepatic insufficiency have decreased
clearance of Amlodipine with a resulting increase in AUC of approximately
40-60%, and a lower initial dose may be required.

INDICATIONS

- Hypertension

- Chronic stable angina

- Myocardial ischemia due to vasospastic angina (Prinzemetal's or variant
angina).

DOSAGE AND ADMINISTRATION

Usual Oral Adult Dose: 5 mg once daily

Maximum Dose: 10 mg once daily

Adjust dosage according to patient's age and symptom

Or, as prescribed by the physician.

CONTRAINDICATIONS

Amlodipine is contraindicated in patients with the following:

- Hypersensitivity to Amlodipine or any dihydropyridine calcium channel
blocker

- Advanced aortic stenosis because the drug can worsen the abnormal
valve pressure gradient associated with this condition.

- Severe liver failure

- Known history of shock

- Pregnantwomen, women of childbearing potential or nursing mothers

WARNING

Rarely, patients particularly those with severe obstructive coronary

disease, have developed documented increased frequency, duration

and/or severity of angina or acute myocardial infarction on starting calcium

channel blocker therapy or at the time of dosage increase. The mechanism

of this effect has not been elucidated.

PRECAUTIONS

- Use with caution in patients with severe bradycardia, heart failure

(particularly in combination with a betablocker), cardiogenic shock

because of the risk of a slight negative inotropic effect and potent

hypotensive effects.

Monitor signs and symptoms of worsening heart failure in patients with

left ventricular dysfunction who are receiving Amlodipine for the

treatment of angina.

itihypertensive

- Although hemodynamic studies and a controlled trial in NYHA Class 1I-111
heart failure patients have shown that Amlodipine did not lead to clinical
deterioration as measured by exercised tolerance, left ventricular
ejection fraction, and clinical symptomatology, studies have not been
performed in patients with NYHA Class IV heart failure. In general, all
calcium channel blockers should be used with caution in patients with
heart failure.
Amlodipine decreases peripheral resistance and can worsen
hypotension, hence it should not be used in patients with systolic blood
pressures of less than 90 mmHg.
- Amlodipine is not a betablocker and therefore gives no protection against
the dangers of abrupt betablocker withdrawal, an{ such withdrawal
should be by gradual reduction of the dose of betablocker.

Use with caution in patients hepatic disease. The Amlodipine plasma
elimination half-life (t,,) is prolonged (56 hours) in patients with hepatic
disease and dosage adjustments is recommended. Elderly patients are
more likely to experience a delayed clearance of Amlodipine and can be
ata greater risk for toxicity.

- Use in pregnancy: Amlodipine is classified by the US-FDA as pregnancy
category % drug and has been shown to be fetotoxic in laboratory
animals. No adequate or well-controlled studies have been done in
humans. Amlodipine should only be used during pregnancy if the
potential benefit justifies the potential risk to the fetus.

Use in Lactation: It is not known whether Amlodipine is excreted into
human milk, so clinicians should consider nsk/benefit ratio for
breastfeeding women.

Use in Children: The safety and efficacy of Amlodipine has not been
established.

ADVERSE REACTIONS

Treatment with Amlodipine is well-tolerated.

The infrequently reported side effects are as follows:

Autonomic Nervous System: dry mouth, increased sweating.

General asthenia, back pain, malaise, pain, weight gain or weight loss.
Cardiovascular: hypotension, syncope, occasional atrioventricular block

Central and Peripheral Nervous System: hypertonia, paresthes
peripheral neuropathy, tremor.

Endocrine: gynecomastia.

Gastrointestinal: constipation, dyspepsia, gingival hyperplasia,
pancreatitis, vomiting, diarrhea.

Metabolic and Nutritional: hyperglycemia.

Musculoskeletal System: arthralgia, muscle cramps, myalgia.
Hematologic: purpura, thrombocytopenia, leucopenia.

Psychiatric: sexual dysfunction, insomnia, nervousness, depression.
Respiratory: coughing, dyspnea, rhinitis.

Skin and Appendages: alopecia, skin discoloration, urticaria, pruritus,
rash, angioedema, erythema multiforme.

Special senses: dysgeusia, tinnitus, abnormal vision.

Urinary: micturition frequency, micturition disorder, nocturia.
Vascular: vasculitis.

Hepatic: liver enzyme elevations have rarely been reported.

Please inform doctor of any side effects during treatment.
OVERDOSE AND TREATMENT

In humans, experience with overdose of amlodipine is limited.

If overdose occurs, cardiac monitoring with electrocardiogram and
symptomatic cardiovascular treatment should be instituted. Gastric lavage
and give oral activated charcoal in recent ingestion. Correction of fluid and
electrolytes imbalance if necessary. Treatment may include correction of
hypolension or shock, atrioventricular block and artificial ventilation.
Supportive treatment may include isoprenaline, adrenaline, dopamine,
calcium salts and ventricular pacing if necessary.

DRUGINTERACTION

Anesthetics: concurrent use with amlodipine may produce additive
hypotension; although calcium channel blocking agents may be useful to
prevent supraventricular tachycardias, hypertension, or coronary spasm
during surgery, caution is recommended during use.

Estrogens: estrogen-induced fluid retention may tend lo increase blood
pressure; the patient should be carefully monitored to confirm that the
desired effectis being obtained.

Concomitant oral administration of Amlodipine and other 1,4-
dihydropyridine-derivative calcium-channel blocking agents (e.?..
Nifedipine) with grapefruit juice should be avoided since potential clinically
importantincreases in hemodynamic effects can result.

"

SUPPLY: Box of 3 strips x 10 tablets
Box of 1 strip x 5 tablets
STORAGE: Store attemperature notexceeding 30°C

KEEP AWAY FROM CHILDREN
SHELF-LIFE: 36 months from manufacturing date.
USE UPON DOCTOR'S PRESCRIPTION ONLY
READ THE PACKAGE INSERT CAREFULLY BEFORE USE
FOR MORE INFORMATION, PLEASE ASK FOR DOCTOR'S ADVICE

Manufactured by
UNITED PHARMA VIETNAM, INC.
1SO 9001:2008, WHO-GMP, GLP, GSP
Commune 2, Binh Chanh, HCMC, Vietnam
Tel: 08-38100800, Fax: 08-38103330
*Registered trademark of United Laboratories, Inc.
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Amlodipine Besylate
) _ Viénnén 5 mg
Thudc tc ché kénh Calci / Diéu tri cao huyét

CONG THUC
M&bi vién nén chita: -
Amlodipine Besylate tuong dudng Amlodiping ...l ol

T4a dugc: Microcrystalline Cellulose, Dibasic Calci
Croscarmellose Sodium, Magnesium Stearate.
PACTINHDUGCLY
A.DUJCLYCHQC ~
Amlodipine la mét chat déi khang Calci nhém dihydropyridine tacduny
ché dong ion Calci qua mang té bao cd tron va co tim, Cac di liguthy
nghiém cho thdy Amlodipine két hgp vdi cac vj tri gan két dihydropyridine
va non-dihydropyridine. Céc tién trinh co cd tim va cd trdn mach mau phy
thujc vao sy di chuyén clia cac ion Calci ngoai bao vao trong té bao théng
quacackénhion dic hiéu.
Amlodipine tc ché chon loc dong ion_‘Galci quamang té bao, vditac déng
trén cdc t& bao cd trdn mach mau t8t hon trén t& bao co tim. Tac dyng
hudng cd am tinh ¢6 thé dugc ghinhan in vitro nhun%nhﬂng tac dong chua
dugc ghinhan & thi vat khée manh khi khong diing dliéu diéu tri. Néng do
Calci trong huyét thanh khong bj &nh huéng bdi Amlodipine. Trong gidi han
pH sinh Iy, Amlodipine l1a mot hgp chat & dang ion hda (pKa=8,6), va tudng
tac dong hoc clathuée vdithy lh_fl\' kénh Calci dugc dac trung bdity 1& phan
ly dan dan vdivitrikét hgp thy thé, dua dén tac déng trtu.
Amlodipine la mét thude gian mach dong mach ngoai bién tac dong tryc
liép trén cd tron mach mau dé gay gidm khang Iyc mach ngoai bién va
giam huyét ap.
B.DUQCBONGHQC
Sau khi uéng liéu diéu tri Amlodipine, néng d¢ dinh huyét tuong dat dugc
sau 6 d&n 12 gid. Sinh kha dyng tuyét déi dugc udc tinh khoang tif 64 dén
90%. Sinh kha dyng clia Amlodipine khéng thay ddi khi cé sy hién diénclia
thirc an.
Amlodipine dugc chuyén hoa phan I6n & gan (khoing 90%) thanh céc chit
khéng cé hoat tinh vdi 10% chat ban dadu va 60% chdtchuyén hoa dugc bai
tiét qua nudc tiéu. Cac nghién cuu cho thay khoang 93% thudc trong hé
tudn hoan két hgp vdi protein huyét tudng & nhiing bénh nhan bj cao huyét
ap. Sy thai trlir cua thudc khdi huyét tudng g&m hai pha vdi thdi gian ban
thai cudi cing khoang 30-50 gi. Nong dé 6n dinh ciia Amladipine trong
huyéttuong dat dugc sau 7 dén 8 ngay st dunglién tyc.
Dugc dong hoc clia Amlodipine khdng bj anh hudng dang ké khi suy than.
Vithé nhiing bénh nhén bj suy than co thé sif dyng liéu khdi dau nhu thang
thudng.
Dg thanh thai clia Amlodipine gidm & nhiing bénh nhan Idn tudi va nhiing
bénh nhan bj suy gan vdi sy tang dién tich dudi dudng cong khodng 40-
60%, va liéu sl dyng ban dau can thap han.
CHIBINH
- Caohuyétap
- Dauthatngyc éndinh man tinh
= Thiéu mau cd tim cyc bo do dau thét ngyc co that mach mau (chung
Prinzemetal hodc dau thatngyc bién ddi).

LIEULUGNG VA CACH SUDUNG

Liéu uéng danh cho ngudilén théng thudng: 5 mg métlin méingay.

Liéutida: 10 mgmotlan mdingay,

Biéu chinh liéu dung tuy theo tuditac va triéu chiing clia bénh nhan.

Hoac theo sy hudng dan cla thdy thube.

CHONG CHI BINH

Amlodipine chéng chidinh & nhiing bénh nhan sau:

- Qué mén cam véi Amlodipine hodc céac thudc uc ché kénh Calci loai
dihydropyridine.

- Hep dong mach chi tién trién vi thudc cé thé lam nang thém do chénh
aptrénvan batthudng lién quan dén tinh trang nay.

- Suygannéng.

Dacétién sl bjsdc.

Phy n dang mang thai, phy nit cé kha nang sé mang thai hoac phy ni

dang cho con bu.

LUUY

d nhitng bénh nhan, dac biét la nhiing ngudi bj bénh mach vanh tic nghén

nang, ngudi ta hieém khi ghi nhan dugc tang tan sut, théi gian va/hoac do

nghiém trong cila dau that ngyc ho#c nhéi mau cd tim cap tinh khi bat ddu

diéu trj véi thudc tic ché kénh Calci hodc vao lic tang liéu. Cd ché cla tac

ddng nay chua dugc lam sangtd.

THAN TRONG

- Sitdyng than trong cho nhiing bénh nhan bj nhip tim cham nang, suy tim
(dac bigt khi két hgp vdi mot thude chen beta), séc tim do nguy cd tac
dyng hudng cd &m tinh nhe va ha huyétap manh.

- Theo d6i cac bi€u hign va triéu ching lam nang suy tim & nhing bénh
nhan bj suy chiic nang tam that trdi dang s dyng Amlodipine dé digu trj
dau that ngyc.

A3 2~

- Méc du cac nghién ciu huyét dén%hoc va thit nghiém déi ching & #
nhing bénh nhan suy tim I1-1ll theo NYHA (New York Heart Association)
cho lhég Amlodipine khang dan dén tinh trang lam sang xau di khi do

ludng bang phudng phap dung nap van dong gang suc, phan suat tong
mau that trai, va triéu chung hoc lam sang, cac nghién ciu chua dugc
tién hanh & céc bénh nhan suy tim da IV theo NYHA. N6i chung, nén
ding thén trong tat cd cdc thudc Uc ché kénh Calci cho nhiing bénh
nhan bjsuy tim.

Amlodipine Iém_iiém khéng Iyc nﬁoaj bién va c6 thé lam ha huyét 4ap

nang hdn, vithé khang nén dung thudc cho nhitng bénh nhan cé huyét

aptam thu thdp hon 90 mmHg.

Amlodipine khang phai Ia thude chen beta va vi thé khdng cé tac dung

20 V& ddi vai nguy cd ngung thuéc chen beta dot ngét; khi ngung thudc
vaynén giam ligu thudc chen beta i ti.

dung than trong cho nhiing b&nh nhan bj bénh gan. Thdi %ian ban
t.j clia Amlodipine trong huyét tuong kéo dai (56 gi&) & nhiing

h nhén bi bénh gan va nén diéu chinh lidu dung. B4 thanh thai cla

bi:lipig(-é(_ﬁ nhiingbénh nhan I6n tudithudng bj cham laiva cé nguy co
ngo doc.

5784 dyng cho phy ni mang thai: Amlodipine dugc US-FDA x&p loai G

udc danh cho phy nir mang thai va cho thay co dgc tinh trén thai nhi &
cac thu vat thi nghiém. Chua c¢6 nghién cdu day du hoac dai ching tét
dugc thyc hién & ngudi. Amlodipine chi nén dugc s dyng cho phy nir
mdanr_gl; tlhaf‘illkhl Igiich cho ngudi me da dugc can nhic so vdi nguy co dai
vdithainhi.

- 80 dyng cho phy nii cho con bu: Chua r5 Amladipine c6 dugc bai tigt
qua sila me hay khong, vi thé cac thay thudc Iam sang nén can nhic
nguy cd/ich Igitrudc khi s dyng cho phy ni dang cho con bu.

- S dyng cho tré em: Sy an toan va hiéu qua cud Amlodipine chua dugc
ching minh.

PHAN UNG PHY
Biéu trj vdi Amlodipine thudng dung nap t&t. /
Cac phan ing phy it gap dugc ghi nhan nhu sau: /

He than kinh ty ddng: kha miéng, tang tiét md hai.

Toan than: suy nhuge, dau lung, mét mdi, dau nhuc, tang can hodc giam can.
Tim mach: ha huy&tap, ngat, bldc nhithat khang thudng xuyén.

Hé than kinh trung uang va ngoai bién: ting truang lyc cd, dj cAm, bénh

than kinh ngoai bién, run ray.

Nbi tiet: chiing vi to.

Tiéu hoa: tao bén, chiing khé tigu, tang san nudu rang, viem tyy, non, tiéu chay.
Chuyén hod va Dinh dudng : tang dudng huyét.
Cdxudng: Pau khdp, chudt rit, dau cd.

Mau: ban xuat huyét, ching gidm tigu cdu, chiing giam
Tam than: réiloan tinh dyc, ching matngd, lo au, t
Hé hép: ho, khé thd, viem mi.

Da va phén phy: ryng tée, ddi mau da, ndi
mach, ban dé dadang.

Cam gidc dacbiét: rdiloan v gidc, U tal, thj gi
Tiétnigu: diti€unhiéu Ian, réiloan xuattiéu,
Mach: viém mach.

Gan: tdng men gan hiém khi dugc ghinhan.
Thong bao cho bac sinhiing tac dyng khéng m
dung thubc.

QUA LIEU VA CACH XU TRI

Qud liéu amlodipine & ngudi rathiém gap.

Néu qud liéu amlodipine xy ra, cin theo déitim bing dién tam dé va diéu
tr trigu chung cdc tac dyng lén tim mach. Rlra da day va cho uong than
hoat trong trudng hqgm iugng. Biéu chinh nudc va dién gi&inéu can. Co
thé bao gom diéu tri a,hugel p hoac sdc, block nhi that va thd nhan tao.
Biéu tri hd trg c6 thé gom isoprenaline, adrenaline, dopamine, calci
gluconate va taonhip thatnéu can.

TUONG TAC THUGC

Céc thudc gay mé: ding déng thdi, cé thé Iam ting tac dyng ha huyét ap
cua Amlodipine, mac du cac thudc Uc ché kénh calci cé thé hitu dyng dé
phéng ngiia nhip nhanh trén that, cao huyét ap hodc co that mach vanh khi
phauthuat, canthan trong khi st dyng.

Estrogens: cac loai estrogen gay gill nudc cg thé 1am téng huyét ap, do vay
khi diing déng thai phai theo dt'}rcéLn than dé dam bao két qug ha huyét ap
dat dugc nhu mong muén.

Khong nén st dyng cling lic Amlodipine va cac thudc dc ché kénh Calcidan
xuat 1,4-dihydropyridine khac (nhu Nifedipine) vdi nudc budi vi c6 thé dan
dén sy giatang quan trgng trén lam sang vé cac tac dung huyét dong hoc.

DONG GOI: Hop 3 vixé x 10 vién nén
Hop 1 vixé x5viénnén
BAO QUAN: Bdo quan & nhiét dd khong qua 30°C
DE XATAMTAY TRE EM
HANDUNG: 36 thang ké ti ngay san xuat,

THUGC NAY CHI DUNG THEO BON CUA THAY THUGC
DQC KY HUONG DAN SU DUNG TRUGC KHI DUNG,
NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SI.

San xudt tai
CONG TY TNHH UNITED PHARAMA VIET NAM
ISO 9001: 2008, WHO-GMP, GLP, GSP
Ap 2, Binh Chanh, TP. Hé Chi Minh
BT: 08-38100800, FAX: 08-38103330
®Dang ky nhan hiéu: United Laboratories, Inc.




