PIN 10 mg TABLET

FORMULA: Each toblet contains; Amlodipine besilale equivalent i 10 mg of Amlodipine.

PHARMACOLOGICAL PROPERTIES:
Pharmacodynamic properties:
Amlodipine, active substance of AMIPIN, inl the transmembrane influx of calcium ians inte cardiae ond vascular smooth muscle. The mechanism of the
anfibypertensive action of Amlodipine is due fo @ direct relaxant shect on vasculor smooth muscle and correspondingly decreases in peripheral voscular
resistonce and reduclion in blocd pressure. Experimental dota suggestthot Amlodipine binds both fo dibydropyridine ond non-dibydroprydine binding sifes.
Conraciion periods of heart muscle cnd vsculor smooth muscles are depandent an frandiar of sxacallier calciom ions wia spociie ian choatals infe
intracellular environment. In patients with h k ic doses amlodipine provides il with resultant reductions of blood pressure
in bath the supine and sianding positions. In chronic dosing, such decreases in blood pressure are not accompanied by significant alierations in heart pace
of plasma catecholamine levels. Plasma i iated with effect in both in young and elderly patients. In hypertensive pafients with normal
kicﬁey funcions, therapsuic doses of Amledipine coused decrease in renal vascular resistonce and an increase in glomerular fillraticn rate, eficient renal
plasma flow was consfiured without a change in Fliration raction or proteinurea, In pofients Ireated with Amlodipine with normal ventricle fungiion,
) iic cardiac function during rest and exercise (or pace control), ke in ather calcium channel blackers, without causing significant
effect on dP/dl or left venricle end diastolic pressure or volume, generally couses o small increase in cardiae index. In hemodynamic studies, even iF
Amlcdipine is given fo pofients with befo blockers, doss not ive inolropic effect as long as administered to humons ond animals within therapeutic
dose range. Amledipine does not alter sincafrial nodal functien or afrioventricular conduction in healthy humans and onimals. In cinical studies, where
Amlodipine was given in combination with beta blockers 1o patients with hyperiension or anging, ne adverse efects an electracardiographic parameters
weere noled. Amlodipine has been proven fo have beneficicl effects in patients with chronic stable angina, vasospastic angina and angiographically
documented corenary arferial disease.
Pharmocakinefic properiies:
(ST

plion: Afier oral adh ion of solely doses, amlodipine reaches peok plasma concenlroions betwean 6-12 hours post dose, Absalute

bioavailability has been estimated o be between 64 and 80%. Bioovailabi \3, of Amlodipine is nat affected by focd intoke.

Distribution: The valume of distibufion Is approximately 21 |/kg. In vilro studies have shown that approximately 97.5% of circulating amlodipine is bound

fo plasma proteins in patients with hyperiension.

Bi ' i lodipine is extensively (app ly 90%) matal by the liver to inactive matabalites.
ladipine is biphasic and ferminal elimination half lfe is imately 30-50 hours. Sieady siote

fake, 10% of parent compound and 60% of Amlodipine metabelites are excrefed via urine.
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cre reached in 7-8 days fallowing constant

Linzarity:

Amlodipine expresses linear pharmocskinics.

Characteristic Pn}:rﬁes in Patients

Kidney/Liver Insufficiency
Ph kinetics of

dipine is nof significantly alfected by kidney insufficiency. Therefare, in pafisnts with mild o maderate kidney insufficiency may
receive convenlianl inifal doses. In palients with v falure, Amlodipine clearance is educed wilh  resulton} 40-60% increase in AUC. The drug should
therefare be administered with coufion in thess patiznts,
Pediatric
There is no pharmacokinetic dala ovailoble for pediatric populafion.
Gerialric
Time elapsed uniil occurrence of peak plasma concentrations of Amladipine s similor in you
@ lendency fo decrease, thus cousing an increase in AUC and elimination half life.

nd elderly patients. In eidery, Amlodipine clearance has

INDICATIONS:
AMIPIN i indicated in freament of hyp ion and can be odministered s herapy os well as in combinotion with other antihypertensive drugs.
AMIPIN is indicaled for freatment of chronic stoble angina pectoris and con be administered herapy os well as t ith ather antianginal

agents.
AMIPIN is indicated for treaiment both in definitely dingnosed or suspected vasospasfic angina pectaris (Prinzmetal’s ar variant angina). For this reasen,
this drug can be odmini las h s well as in combination with other antianginal agents.

CONTRAINDICATIONS:
AMIPIN is confrarindicated in patients with o known hypersensitivity fo dihydropyridines or to any of the excipients in fhe lablet,
This drug is contraindicated in cardiogenic shock, clinically significont aarfic stenasis, and unstable angina (excluding Prinzmetal's anginal.

WARNINGS / PRECAUTIONS:
General: Because the vasodilofor effect sels on slowly, it’s rare fo see | Followi | intoke of Aml
agent, AMIPING should not be used in patients with advanced siage aorfic stenosis.
Cardiac Insufficiency: Amlcdipine did not cause any hormful effects in patients with NYHA chass IIHY heart failure. In general, caleium anfoganists should
be used with precaution in pafients with heart failure.
Beta-blocker Disconfinuation: Amlodipine is not o beta-blocker and doss not provide proteciion egainst danger coused by sudden beta-blocker disconfinuation.
Betorblockers should be discantinued sht\ygraé;quﬂul dose decreasing manner,

alf-i ip

. However just like any other vasodilator

Hepalic Impai Plazma elimi is prolonged in patients with impaired liver function (Child Peugh A, B, C). AMIPIN® should
be administered with caution in these pafients.
Renal Impai i ipine plasma fons ore not correlated with degree of renal impairment, therefore the normal dosage is

P anges in
recommended, Amlodipine is nat dialyzable.
Use in pediairics: Safely and efficacy of Amlodipine in pediairic pofients is not determined.

pregnancy and loctalion:
rmgnunq: regnancy calegory is C. Amladipine con only be used in pregnancy only if bensfits for the mother avercome patential risks for the felus.
lactation: It's nct yet known whether amlodipine is excreted in mother milk. It's advised fhat breasteeding mothars shauld ither slop breastfeeding

Use in
or discontinue amlodipine reatment.

Effects on ability to drive ond use machines:
AMIPIN has no known effect on driving and using machines.

DRUG INTERACTIONS:

B |, Cicine bas been skl citored vt hiside drsics, oo lockers,orgei-conveingeymeinhibios, lorg-sling ietes,sbinguc
B o o i g ool g, el ok, ond arlbypogfpemedugs.

In vitra data from studies indicate thot amladipine has no effect on protein binding of digoxin, phenyioin, warfarin and indemelacin.

Co-administration of Amlodipine with digaxin did not change serum digoxin levels or dgiguxm renurclenmnm in healthy volunteers. Ce-administration of
== 2

Aml{fipinewilhhcimegdmed\'d not alter the p#h lei waFd ‘h',.' _: o ol I” i 'I' ‘,;'h'duesm! ignif ‘dnhirlheeﬂlfedof‘
B v:arforin on prothrombin response fime. Grapefruil uice: In @ shudy with 20 hedlhy volunteers, 240 ml gropeluitjuice was cansumed wilh o single ore
———— el 10 mg Arioline, i hod vt on hmacainls o podind.
————— Sidenalil: Wher omlodpine ond siani vere uid i combinaon,coch cgent ndeoandanty eared s oun blood pressure lowering ofec
. yclosporine: Pharmacalinsfic sucias wilh eyelosparine have d ot Amlodipine does not sgnificonly alr he phermasskinsics of yclosporine.
M 51D EFFECTS/ ADVERSE EFFECTS:

Adverse events that have been observed and reporfed in amlodipine frials are categorized below:
Very common (210%]; common (21% fo <10%); uncomman (20.1% fo <1%); rare (20.01% to <0.1%) and vary rare (<0.01%)
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Blood ond the lymphuh: System Disorders:
Very rore mbacytopenia

Immune System Disorders:

Very rare : Allergic reaction
Metabolism and Mutritional Disarders:
Very rare - Hyperglycemio
Psychialric Disorders:
n : Mood chongss, insomnia
Nervous System Disorders:
Common ¥ Snmnuleme diziness, headache
Uncommon *Tremor, laste perversion, syncope, hypoesthesia, parcesthesia
Very rare g Penpherd neuropathy
Disarders:
Inecommen : Visual disturbances
Eor ond Labyrinth Disorders
 Tinnitus
Cardiac Disorders:
Commen : Palpitations
Very rare : Myocardial infarction, arthythmia, ventriculor tachycordia end atrial fibrillafion
Vascular Disorders:
Common “Flusing
Uncommon  Hypofension
Very rare * Vaseu
Respiratory, Thoracic uml Mediastinal Disorders:
Uncommon initis, dyspea
Very rore Cuughmg

Gasfrointestinal Sys!!m Disarders:
Commen lominal pain, nausea

Uncoramian  Vomifing, dyspepsia, oltered bowel habits, dry mouth
Very rare  Pancreatiis, gastitis, gingival hyperplosia
Hepurohllwry Disarders:
are + Hepotitie, joundice and hepatic enzyme elevations (mestly cansistent with chelestasis)

Skin and Subcutaneous Tissue Disorders:

Uncomman :slopec, purpureskin discloaion, Incrsosed swealing, prris,rsh.
Very rare angmm!mu erythema multiforms, urtica

Musculoskeletal and Connective Tissue Disorders:

Uncomman + arthralgio, myolgia, mus:'e cromps, back pain

Renal and Urinary Disorders:

Uncommon : micturiticn disorder, necturia, increased urinary fraquency
Reproductive System and Breast Disorders:

Uncammon : impolence, gynascomastia

General Disorders and Administration Site Condifions:

Comisan  oedema, fotigue

Uncommon - chest pain, osthenia, pain, malaise

Investigations:

Uncemmen  welght increase, waight decrerse

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

POSOLOGY AND METHOD OF ADMINISTRATION:

For hypertension the usual inifal dose is Smg Amlodipine ance daily which may be increased to @ maximum dose of 10mg per day. In patients with

pefite and weak posture, in elderly ond in patients with impaired liver funclions (Child Pough A, B, C) the initiol dose must be 2.5 mg da

AMIPIN is o 1o a freotment with other antihypertensive drugs, again 2.5 m dw is recommend
e dose is adjusted according to palient’s response. The fitration should be in 7-14 day intervals. However if the paient can be sesn more

often, dose adjustment may be done mare frequently.

The recommended dose for chronic stoble or vﬂsnspaslm n?mn pech:m freatment is 5-10 mg hwice daily. 5 mg doses are for elderly and patients

with liver failure. 10 mg doses are required for vast majarity

‘patients,
OVERDOSE AND PRECAUTIONS:
re are no experimental documents present regarding Amlodipine overdose. However, u:mrdmg fo duh m hand, its pomble m note extreme pheriferic
vesdTaon o e praninid a5y rokmi s o dooge ol ﬁr iy
monilaring of cardiac ond respiralory hunclion, slevotion of xremfies, and difention Ia cirtulofing de i und urine wlpul Avo
e el n rstring yascar one and blooel preciurs, provilad thef here s ne conbsinchoation b 5 ot e Aeocite i e otne]

dialysis is not likely to be of bengfil.
SPECIAL PRECAUTIONS FOR STORAGE:
Keep out of sight and reach ohhxldren and in ifs packege.
Store at room femperature below 2

FORM OF PRESENTATION AND CONTENTS OF THE CONTAINER:
AMIPIN 10 mg Tablet, in blister packs containing 20 and 30 tablets

‘OTHER PHARMACEUTICAL DOSAGE FORMS: -
AMIPIN 5 mg Tablet, in blister packs containing 20 and 30 tablets

,
PRODUCT LICENCE HOLDER : ’

The holder of frade mark and Marketing Autharization is I I

“BIOACTIVE T, UNITED KINGDOM.
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