AMIPIN 5 mg TABLET ‘

FORMULA: Eoch tablet contoins; Amlodipine besilate equivalent to 5 mg of Amladipine. jes=2 =)
PHARMACOLOGICAL PROPERTIES:

Phttieodymam properise: ——
Amlodipine, acfive substance of AMIPIN, inhibits the ransmembrane influx of colcium ians info cardioe and vascular smooth muscle. The mechanism of 7=y
the anlihyperensiva aclion of Amladipine is due Io a direct fect on vascular smooth muscle ond fingly d in peripheral vascular

resistonce and reduclion in blocd prassure. Experimental data suggest that Amlodipine binds boih to diydropyridine and non-dihydroprydine binding s
ste. Conlracion periads of heart muscle ond vasculor smocihy mustles are dependent on ansfo of extrocelluor <ol fons 10 peciie fon chapmely
it infrocellular enviranment. In patients with hyp , th ic doses amlodipine provides dilalafions with resultant reductions of blood  ess—
pressure in bolh the supine ond standing positions. In chranic dosing, such decreases in blood pressure are not accompanied by significant olieraions  m——
in heart pace or plosma cofecholamine levels. Plasma concentrotions ore ossocialed with effect in bath in young and elderly patients, In hyperfensive

patients with narmal kidney functions, theropeutic doses of Amladipine caused decrease in renal vascular resistance and an increase in glomerular fillration

rate, efficient renol plosmo flow was constituted without o change in Fliration fraction o profeinurea. In patients freated with Amlodipine with normol

ventricle function, hemodynomi i 0 uring rest and exercise (or pace contral), like in other calcium channel blockers, without

cousing a significant effect on dP/dt or left ventricle end diastolic pressure or valume, generally couses  small increase in cardiac index. In hemodynamic

studies, even if Amlodipine is given fo palients with befo blockers, does not cause a negafive inolropic effect s long as administered fo humans and

animals within therapeutic dose range, Amledipine does not dlter sinaatrial nodal Funclion or atrioventricular conduction in healthy humans and animals.

In clinical studies, where Amledipine was given mbination with beta blockers 1o polients with hypertension or angina, no adverse effects an

e di hic p fers were noted. pine hos been proven to have beneficial effects in patients with chronic stable angina, vascspastic
angina and angisgrophically dacumented coronary orterial disease.
Pharmacokinetic properfies:

\bsorption: Alter oral admini f salely therapaufic d lodipine reaches peck plasma concentrations between &-12 hours post dase. Absolule
Eiamuilubi\.irl{ has been estimated to be between 64 ond 80%. Bieavailability of Amlodipine is not affected by d intake.
Distibuion: The velume of disibution i aperaximately 21 /kg. I i shdies have shovwn ol opproximaltly 97.5% ofciraulaing crlodipine i+ b
1o plasma profeins in patients with hypertension.

Biotransfarmation: AmludiPina is extensively (approximately 90%? mefobolized by the liver fo inactive metabolites.
Elimino fimi lodipine is biphasic and terminal eliminalien half life is appraximately 30-50 hours. Steady siofe plasma concentrations
are reached in 7-8 doys following constant inlake. 10% af parant compaund and 60% of Amlodipine melobolies ore. aerered v urine.
Linearity:
Amlodipine expresses linear pharmacakinefics.
Choracteristic Prog in Patients
Kidney/Liver Insufficiency
Ph kinefics of Amlodipine is not significantly afected by idney insufficiency. Therefore, in patients with mild to moderate kidney insuficfency may
receive convenfional inifcl dses. In patients with fiver failure, Amlodipine clearance is reduced with a resuliont 40-60% increose in AUC, The drug should
therefore be administered with caution in these patients,
Pediatric
There s na pharmocokinefic data available for pediatric papulation.
Gerialric
Time elopsed unfil occurrence of peak plasma concenirations of Amladipine is similar in young and elderly patients. In elderly, Amlodipine clearance
has o tendency to decrease, thus causing an increase in AUC and elimination half life.
INDICATION!
AMIPIN is indicated in freaiment of } ion and can be admi | as herapy as well as in combination with other aniik ive drugs.
AMIPIN is indicated for reatment of chronic stoble angina pectoris and can be administered as monatherapy as well as in combinatien with other
anfianginal agents.
AMIPIN is. mdgiculed for reaiment both in definifely diagnosed or suspected vasospastic angina pectoris (Prinzmefol's or variant anginal, Far fhis reason,
this drug con be odminisiered os monolherapy as well as in combination with other onfianginol agents,
‘CONTRAINDICATIONS:
AMIPIN is contra-indicated in pafients with @ known hypersensitivity to dihydropyridines or to any of the excipiens in the fablet.
This drug is contraindicated in cordiogenic shock, clinically significant aorfc stenosis, and unsioble angina lexcluding Prinzmelal's anginal.
WARNINGS / PRECAUTIONS:
Generak: Becouse the vasodlotor effect sefs an slowly, if's rars ta se hypotension follawing orol infoke of Amlodipine. However just like any other
vasodilator agent, AMIPIN® should not be used in patients with advanced stoge aorlic stenosis.
Cardiac Insufficiency: Amlodipine did not couse any harmful efects in palients with NYHA class IV heort failure. In general, calcium onfaganists should
be used with precaution In patients with heart failure.
Beta-blacker Discontinuation: Amlodipine is not o beta-blocker and does not provide protection against danger caused by sudden heta-blocker
fi ion, Beta-block ould be discontinued slowly with o groduol dose decreasing manner,
fie Impai Pl limination hal-life of amlodipine is prolonged in pafients with impaired liver function [Child Pough A, B, C). AMIFIN® should
be edministerad with caution in these patients,
Rencl Impairment: Changes in amlodipine plasma cancentrations are not correlated with degree of renal impairment, therefore the normal dosage is
recommended. Amlodipine is nol dialyzable.
Use in pediotrics: Safety and efficacy of Amlodipine in pediatric patients is not determined.
Use in pregnancy and lactation:
Use in prognancy: Pregnancy category is C. Amlodipine can only be used i pregnancy only i banefi for the mather overcome potenial risks for e
tus,
Use in lactation: I1's nat yet known whether amlodipine is excreted in mother milk., IFs advised that & feeding mothers should aither stop E feedi
or discontinue amlodipine treatment,
Effects on ability o drive and use machines:
AMIFIN has ne knawn effect an driving and using machines.
DRUG INTERACTIONS:
Amlodipine has been safely administered with thiazide diurefics, bela blockers, angiofensi ling enzyme inhibitors, long-acting nitrates, sublingual
nitraglycerin, non-steroidal anti-inflommatory ogents, steraids, anfibiotics, and oral h lycemic drugs,
In vifro data from studies indicate that amledipine hos no eFfect on protein binding of digoxin, phenylain, warfarin and indemetocin.
dminisiraiion of Amlodipine with digoxin did nol change serum digoxin levels or o risl deseofica in healthy volunteers, Co-administration
of Amlodipine with cimetidine did not alter the phar kineties of dipine, ] ion of Amlodipine does not significantly alter the of
rin on prothrombin response fime, it juice: In a study with 20 healthy volunteers, 240 ml grapefruil juice was consumed with a single
oral dose of 10 mg Amlodipine, which had no effect an pharmacokinelics of amlodipine.
Sildenafil: When ‘amlodipine and sildenafil were vs i each ogen! indepandently exerted its own bload pressure lowering effect. <
Cycl ine: Fh kiretic shudies with cyclosparine b ot Amlodipine does not significantly alier the ph inetics of cyclasparir e
=
SIDE EFFECTS/ ADVERSE EFFECTS: s
Adverse events thal have been observed and reported in omlodipine friols are colegorized below: =1
Very common (210%); common [21% to <10%); uncommon [20.1% to <1%); rare (20.01% to <0.1%] and very rore (<0.01%) &



Blocd and he LymphatcSysom Disordrs

Very rare cytopenia
Immune System Disorders:
Very rare - Allergic reaction
Metabolism and Nunrifional Disorders:
Very rare : Hyperglycemio
Psychiatric Disorders:
Uncomman + Mood changes, insamnia
Nervous System Disorders:
Comman + Somnolence, dizziness, headache
Uncommon remor, laste perversian, syncape, hypoesthesia, paraesthesio
Very rore  Peripheral newropathy
Disorders:
ncomman : Visual disturbances
Ear and Labyrinth Disorders:
Incomman < Tinnitus
Cardioc Disorders:
Cammen : Polpitotions
Very rare : Myacardiol inforction, erehythmia, veniricular tachycardia and airiol Rbrillafion
Vascular Disorders:
Common  Flushing
Uncomman : Hypotension
Very rare  Vasculifis

Respiratary, Thoracic and Mediastinal Disorders:
Uncomman " Rhinilis, dyspnea
Very rare  Coughing

Gashroinfesfinal System Disorders:

Commen : Abdominal pain, nausea

Uncommen ; Vomiting, dyspepsia, aliered bowel habits, dry mouth
Very rare  Pancreafitis, gastritis, gingival hyperplosia

Hepotabiliary Disorders:
Very rare : Hepalitis, joundice and hepalic enzyme elevotions (mostly cansistent with cholestasis)

Skin and Subcutaneaus Tissue Disorders:
UeoRiimen - olopacio, purpura, skin discolaration, increosed sweafing, pruritus, rash.
Very rare : angicedema, erythema multiforme, uriicario

Musculoskeletal and Connective Tissue Discrders:
Uncammon  arthralgio, myalgia, muscle cramps, bock poin
Renal and Urinary Disardsrs:

Uncomman - micturifion disorder, nocluria, increased urinary frequency

Reproductive System and Breast Disorders:
Uncomman - impotence, gynaecemostio

General Disorders and Administration Site Conditions:
Comman - cedemo, faligue
Uncamman  ches! pan, osthenia, pain, malaise

Investigations:
Uncommen  waight increase, weight decrease

IF YOU NOTICE ANY UNUSUAL EFFECTS, CONTACT TO YOUR DOCTOR.

POSOLOGY AND METHOD OF ADMINISTRATION:
Fer hypertensian the usual inifiol dose is Smg Amlod

Henlos ool dese s By ine once doily which may be increased to o maximum dose of 10mg per day. In patients with
pelite and waak posture, in elderly and in polients

impaired liver unclions (Child Pough A, B, C) the inifiol dase must be 2.5 mg daily. In case AMIPIN
is added to a freaiment wilh ofher anlihypertensive amﬁ,s, agoin 2.5 mg doily i3 recommended.
The dose is adjusted according fo patient's respanse. The liration should be adjusted in 7-14 day infervals, However if the patient can be seen more
often, dose adjustment moy be done more enily.

The recommended dose for chranic stable ond vosospastic angina pectoris freafment is 510 mg hwice daily. 5 mg doses are for elderly and pofients
with liver feilure. 10 mg dases are required for vast majority of patients.

OVERDOSE AND PRECAUTIONS:
There are no experimental documents present regarding Amladipine overdose. However, accarding to data in hand, i's possible fo note extreme pheriferic

vasedilatofion and resuliant prominent and passibly prolonged systemic hypotension. Hypatension due fo Amlodipine over dosage calls for frequent
itoring of cardioc and respiratory Function, elevation of extremities, and affention fo circulafing fluid volume and urine output. A vasocansirictor ms

be helpful in resforing voscular tone ond blood pressure, provided thal there is na coniraindication fo it se. Since Amlcdipine is highly protein-bound,

dialysis is not likely 1o be of benefit.

SPECIAL PRECAUTIONS FOR STORAGE:

E:
Keup cut of sight and reach of children and in its package.
Store of room femperafure below 25°C.

FORM OF PRESENTATION AND CONTENTS OF THE CONTAINER:
AMIPIN 5 mg Toble, in blister packs containing 20 and 30 tablets

OTHER PHARMACEUTICAL DOSAGE FORMS:

AMIPIN 10 mg Tablel, in blister packs containing 20 and 30 tablets
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