ACTI M Tablets

(Bisoprolol Fumarate)

QUALITATIVE AND QUANTITATIVE COMPOSITION

IACTIM® 2.5mg Tablets ACTIM® 5mg Tablets ACTIM® 10mg Tablets
Each film coated tablet contains: Each film coated tablet contains: Each film coated tablet contains:
Bisoprolol Fumarate (2:1) USP. .5mg Bisoprolol Fumarate (2:1) USP. Bisoprolol Fumarate (2:1) USP.

PHARMACEUTICAL FORM
[Tablet

Appearance:

IACTIM® 2.5mg Tablets: Yellow colored, oval shaped, film coated tablet, plain on one side and break line on both side.
AcTIM® 5mg Tablets: Pink colored, round film coated tablet.

IACTIM® 10mg Tablets: Light peach to peach colored, round film coated tablet.

CLINICAL PARTICULARS
THERAPEUTIC INDICATIONS:
[Treatment of stable chronic heart failure with reduced systolic ventricular function in addition to ACE inhibitors, and diuretics, and optionally cardiac glycosides.

POSOLOGY AND METHOD OF ADMINISTRATION:
Posology:
Adults: Treatment of stable chronic heart failure: Standard treatment of CHF consists of an ACE inhibitor (or an angiotensin receptor blocker in case of intolerance to ACE
Inhibitors), a beta-blocking agent, diuretics, and when appropriate cardiac glycosides. Patients should be stable (without acute failure) when bisoprolol treatment is initiated. |
s recommended that the treating physician should be experienced in the management of chronic heart failure.
Mitration phase: The treatment of stable chronic heart failure with bisoprolol requires a titration phase. The treatment with bisoprolol is to be started with a gradual uptitration
according to the following steps:
® 1.25mg once daily for 1 week, if well tolerated increase to
2.5mg once daily for a further week, if well tolerated increase to
@ 3.75mg once daily for a further week, if well tolerated increase to
® 5mg once daily for the 4 following weeks, if well tolerated increase to
® 7.5mg once daily for the 4 following weeks, if well tolerated increase to

@ 10mg once daily for the maintenance therapy.
[The maximum recommended dose is 10mg once daily.
[Transient ing of heart failure, b or ia may occur during the titration period and thereafter. Close monitoring of vital signs (heart rate, blood
pressure) and of ing heart failure is during the titration phase. Symptoms may occur within the first day after initiating the therapy.
[Treatment modification: If the max\mum recommended dose is not well tolerated, gradual dose reduction may be considered. In case of transient worsening of heart failure,
rec of the dosage of the concomitant medication is recommended. It may also be necessary to temporarily lower the dose of
or to consider di inuation. The reil ion and/or up fitration of bisoprolol should always be considered when the patient becomes stable again. |

discontinuation is considered, gradual dose decrease is recommended, since abrupt withdrawal may lead to acute deterioration of the patient's condition. Treatment of stable
chronic heart failure with bisoprolol is generally a long-term treatment.

Special populations:

Hepatic or renal impai There is no i regarding phar inetics of bisoprolol in patients with chronic heart failure and with impaired hepatic or renal
unction. Titration of the dose in these populations should therefore be made with particular caution.

Elderly: No dosage adjustment is normally required.

Paediatric population: No data is available.

Method of administration:

For oral use. Bisoprolol tablets should be taken in the morning and can be taken with food. They should be swallowed with liquid and should not be chewed.

CONTRAINDICATIONS:

Bisoprolol is contraindicated in chronic heart failure patients with:

Hypersensitivity to the active substance or to any of the excipients.

Acute heart failure or during episodes of heart failure decompensation requiring IV inotropic therapy
Cardiogenic shock

Second- or third-degree AV block

Sick sinus syndrome

Sinoatrial block

Symptomatic bradycardia

Symptomatic hypotension

Severe bronchial asthma

Severe forms of peripheral arterial occlusive disease or severe forms of Raynaud's syndrome
Untreated phaeochromocytoma

Metabolic acidosis

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:
Special warnings: The treatment of stable chronic heart failure with bisoprolol has to be initiated with a special titration phase. Especially in patients with ischemic hear
disease, the cessation of therapy with bisoprolol must not be done abruptly unless clearly indicated, because this may lead to transitional worsening of heart condition.
Precautions: The initiation and cessation of treatment with bisoprolol necessitates regular monitoring. For the posology and method of administration please. There is nof
therapeutic experience of bisoprolol treatment in heart failure in patients with the following diseases and conditions:

Insulin dependent diabetes mellitus (type 1)

Severely impaired renal function

Severely impaired hepatic function

Restrictive cardiomyopathy

Congenital heart disease

Haemodynamically significant organic valvular disease

Myocardial infarction within 3 months
isoprolol must be used with caution in:

Bronchospasm (bronchial asthma, obstructive airways diseases)

Diabetes mellitus with large fluctuations in blood glucose values; of hypogl ia (e.g. tachycardia, palpitations, sweating) can be masked

Strict fasting

Ongoing desensitization therapy. As with other beta-blockers, bisoprolol may increase both the sensitivity towards allergens and the severity of anaphylactic reactions

Epinephrine treatment may not always yield the expected therapeutic effect.

First degree AV block

Prinzmetal's angina: Cases of coronary vasospasm have been observed. Despite its high beta1- selectivity, angina attacks cannot be completely excluded when bisoprolol

is administered to patients with Prinzmetal's angina

Peripheral arterial occlusive disease. Aggravation of symptoms may occur especially when starting therapy

General anaesthesia.
Patients with psoriasis or with a history of psoriasis should only be given beta-blockers (e.g. bisoprolol) after a careful balancing of benefits against risks. The symptoms of
hyrotomcoss may be masked under treatment with bisoprolol. In patients with phaeochromocytoma bisoprolol must not be administered until after alpha-receptor blockade. Inj

L I een

patients general beta-blockade reduces the incidence of arrhythmlas and myocardial ischemia during induction and intubation, and the post-operativef
period. Itis currently that mai of beta-blockade be continued peri-operatively. The anaesthetist must be aware of beta-blockade because of the potential
for interactions with other drugs, resulting in ion of reflex and reflex ability to for blood loss. If it is thought

necessary to withdraw beta-blocker therapy before surgery, this should be done gradually and compleled about 48 hours before anaesthesia. Combination of bisoprolol with
calcium antagonists of the verapamil or diltiazem type, with Class | antiarrhythmic drugs and with centrally acting antihypertensive drugs is generally not recommended.
JAlthough cardio selective (beta1) beta-blockers may have less effect on lung function than non-selective beta- blockers, as with all beta-blockers, these should be avoided in
patients with obstructive airways diseases, unless there are compelling clinical reasons for their use. Where such reasons exist, bisoprolol may be used with caution. In
patients with obstructive airway diseases, the treatment with bisoprolol should be started at the lowest possible dose and patients should be carefully monitored for new|
symptoms (e g. dyspnoea, exercise intolerance, cough). In bronchial asthma or other chronic obstructive pulmonary diseases, which may cause symptoms, concomitant|

therapy is Occasi an increase of airway resistance may occur in patients with asthma, therefore the dose of beta2-stimulants may have to

be increased.




[NTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORM OF INTERACTIONS:
Combinations not recommended:

@ Calcium antagonists of the verapamil type and to a lesser extent of the diltiazem type: Negative influence on ity and atri i 5 8|
administration of verapamil in patients on beta-blocker treatment may lead to profound hypolenslon and atrio-ventricular block.

® Centrally acting antihypertensive drugs (e.g. clonidine, itant use of centrally acting antihypertensive drugs may further
decrease the central sympathetic tonus (and may thus lead to a reduction of heart rate and cardwac output, and to lation). Abrupt wi parti if prior t
beta-blocker discontinuation, may increase the risk of ‘rebound hypertension”.

® Class-| y drugs (e.g. di ), idine, lidocaine, phenytoin; inide, pi ): Effect on atrio- i ion time may be|
potentiated and negative inotropic effect |ncreased

Combinations to be used with cautlon

® Calcium of the type (e.g. ipine): C use may increase the risk of hypotension, and an increase in the risk of g
further deterioration of the ventncu\ar pump function in patients with heart failure cannot be excluded.

® Class-lll antiarrhy drugs (e.g. ami ): Effect on atrio- i ion time may be

. Toplca\ beta-| b\ockers (e g. eye drops for glauooma treatment) may add to the systemic effects of bisoprolol.

1 drugs: C use may increase atrio-ventricular conduction time and the risk of bradycardia.

. Insulm and oral antidiabetic drugs: Increase of blood sugar lowering effect. Blockade of bet: may mask of

. ic agents: Al ion of the reflex y and increase of the risk of hypotension.

® Digitalis glycosides: Reduction of heart rate, increase of atrio-ventricular conduction time.

® Non-steroidal anti-inflammatory drugs {NSAIDs) NSAIDs may reduce the hypotensive effect of bisoprolol.

® Bet: imetic agents (e.g. isop ination with bisoprolol may reduce the effect of both agents.

. Sympathomlmetms lhat acuvate both beta- and Ipha-ad (e.g. : C with p may unmask thef

effects of lhese agents leading to b\ood pressure |ncrease and i ication. Such i ions are|

consudered to be more Ilke\y wnh nonselective beta-blockers.

Concomitant use with antihypertensive agents as well as with other drugs with blood pressure lowering potential (e.g. tricyclic antidepressants, barbiturates,
phenothiazines) may increase the risk of hypotension.

Combinations to be considered:

® Mefloquine: Increased risk of bradycardia

® Monoamine oxidase inhibitors (except MAO-B inhibitors): Enhanced hypotensive effect of the beta-blockers but also risk for hypertensive crisis.

FERTILITY, PREGNANCY AND LACTATION:
Fertility: Not known

Pregnancy: Bisoprolol has pharmacologlca\ effects that may cause harmful effects on p and/or the In general, B- ptor blockers reduce|
placental perfusion, which has been with growth death, abomon or early labour. Adverse effects (e.g. hypog\ycaemla and bradycardia) may
pccur in the foetus and newborn infant. If treatment with Badrenoceptor b\ockers is necessary, B‘ lecti blockers are p . Bisoprolol is not
recommended during pregnancy unless clearly necessary. If treatment is of the blood flow and foewl growth is recommended

In case of harmful effects on pregnancy or the foetus consideration of alternative treatment ws recommended. The newborn infant must be closely monitored. Symptoms of
hypoglycemia and bradycardia are generally to be expected within the first 3 days.
Breast-feeding: Breast-feeding is not during the istration of bisoprolol.

EFFECTS ON THE ABILITY TO DRIVE AND USE MACHINES:
In a study of coronary heart disease patients, bisoprolol did not impair driving performance. However, depending on the individual patient's response to treatment, the ability to
drive a vehicle or to use machines may be impaired. This should be considered particularly at the start of treatment and upon change of medication or in conjunction with
alcohol.

UNDESIRABLE EFFECTS:
[The following definitions apply to the frequency terminology used hereafter: Very common (21/10) Common (21/100 to <1/10) Uncommon (21/1,000 to <1/100) Rare (=1/10,000
o <1/1,000) Very rare (<1/10,000) Not known (cannot be estimated from the available data).
Sleep disorder, dep! Rare: Nig| 3
Nervous system disorders: Common: Dizziness, headache. Rare: Syncope.
Eye disorders: Rare: Reduced tear flow (to be considered if the patient uses lenses). Very rare: Conjunctivitis.
Ear and labyrinth disorders: Rare: Hearing disorders.

(Cardiac disorders: Very common: ia. Common: ing of p isting heart failure. AV-
Vascular disorders: Common: Feeling of coldness or in the ities, ially in patients with heart failure. Uncommon: Orthostatic|
Y, thoracic and mediastinal di: : in patients with bronchial asthma or a history of obstructive airways disease. Rare: Allergi

h\nms

Common: G i i ints such as nausea, vomiting, diarrhoea, constipation.
Hepatobiliary disorders: Rare: Hepatitis.
Skin and tissue di : Rare: | ivity reactions such as pruritus, flush, rash and angioedema. Very rare: Alopecia, beta-blockers may provoke or

jorsen psoriasis or induce psonasns -like rash
and tissue Muscular weakness, muscle cramps.

Reproductive system and breas! disorders: Rare: Erectile dysfunction.
(General di: and ion site iti Common: Asthenia, fatigue.

Investigations: Rare: Increased triglycerides, increased liver enzymes (ALAT, ASAT).

OVERDOSE:

With overdose (e.g. daily dose of 15mg instead of 7.5mg) third degree AV-block, bradycardia, and dizziness have been reported. In general, the most common
signs expected with overdose of a beta-blocker are acute cardiac i and hyp . There is limited experience with|
pverdose of bisoprolol, only a few cases of overdose (maxlmum 2000mg) with bisoprolol have been reported in patients suffering from hypertension and/or coronary heart
disease showing ia and/or ion; all patients . There is a wide inter-individual variation in sensitivity to one single high dose of bisoprolol and
patients with heart failure are probably very sensitive. Therefore, it is mandatcry to initiate the trea(men( of these pa(\ems with a gradual uptitration.
Management: In general, if overdose occurs, discontinuation of bisoprolol treatment and sup) and treatment is recc Based on the expected
ic actions and ions for other beta-blockers, the following general measures may be considered when clinically warranted. Bradycardia: Administer|
jntravenous atropine. If the response is inadequate, |soprenahne or another agent with positive chronotropic properties may be given cautiously. Under some circumstances,
fransvenous pacemaker insertion may be necessary. fluids and p should be . glucagon may be useful. AV
lblock (second or third degree): Patients should be carefully monitored and treated with ine infusion or cardiac insertion. Acute
lof heart failure: Admlmster IV diuretics, |nctrop|c agents, and ilating agents. dmini therapy such as isoprenaline,
beta i drugs and/or amis dminister IV glucose. Limited data suggest that bisoprolol is hardly dialysable.

PHARMACOLOGICAL PROPERTIES

PHARMACODYNAMIC PROPERTIES:

Pharmacotherapeutic group: Beta blocking agents, selective, ATC code: C07 ABO7.
Mechanism of action: Bisoprolol is a potent, highly beta1-selective adrenoreceptor-blocking agent lacking intrinsic sympathomimetic activity and without relevant membrane|
stabilizing activity. It only shows low affinity to the beta2 receptor of the smooth muscles of bronchi and vessels as well as to the beta2- receptors concerned with metabolic|
egulation. Therefore, bisoprolol is generally not to be expected to influence the airway resistance and beta2-mediated metabolic effects. Its betal-selectivity extends beyond
he therapeutic dose range.

PHARMACOKINETICS:

Absorption: Bisoprolol is absorbed almost completely from the gastrointestinal tract. Together with the very small first pass effect in the liver, this results in a high|
bioavailability of approximately 90%.

Distribution: The plasma protein binding of bisoprolol is about 30%. The distribution volume is 3.5 I/kg. The total clearance is approximately 15 I/h. The plasma elimination)
alf-life (10-12 hours) provides 24 hours of efficacy following a once-daily dosage.

Biotransformation: 50% is metabolized by the liver to inactive metabolites which are then excreted by the kidneys.

Elimination: Bisoprolol is excreted from the body by two routes. 50% is metabolized by the liver to inactive metabolites which are then excreted by the kidneys. The remaining|
50% is excreted by the kidneys in an ized form. Since the ion takes place in the kidneys and the liver to the same extent a dosage adjustment is not required
for patients with impaired liver function or renal insufficiency.

Dther special population: In patients with chronic heart failure (NYHA stage Ill) the plasma levels of bisoprolol are higher and the half-life is prolonged compared to healthy
volunteers. Maximum plasma concentration at steady state is 64+21ng/ml at a daily dose of 10mg and the half-life is 17+5 hours

PRECLINICAL SAFETY DATA:

Preclinical data reveal no special hazard for humans based on conventional studies of safety pharmacology, repeated dose toxicity, genotoxicity or carcinogenicity. Like other
beta-blockers, bisoprolol caused maternal (decreased food intake and decreased body weight) and embryoffetal toxicity (increased incidence of resorptions, reduced birth
eight of the offspring, retarded physical lopment) at high doses but was not




LIST OF EXCIPIENTS:
cTIM® 2.5mg Tablets:
Maize starch ~ ® Microcrystalline cellulose  ® Pre-gelatinized @ Silicon dioxide @ ium stearate @ Hy

Polyethylene glycol @ Talcum powder @ Polyvinyl pyrrolidone ~ @ Tartrazine yellow lake color
cTIM® 5mg Tablets:
Maize starch ~ ® Microcrystalline cellulose  ® Pre-gelatinized @ Silicon dioxide @ ium stearate @ Hy

ypropyl methyl cellulose @ Titanium dioxide|

Polyethylene glycol ~ ® Talcum powder @ Polyvinyl pyrrolidone @ Yellow iron oxide color @ Red iron oxide color
cTiM® 10mg Tablets:

propyl methyl cellulose @ Titanium dioxide|

Maize starch ~ ® Microcrystalling cellulose @ Pre-gelatinized @ Silicon dioxide @ ium stearate  ® Hy
Polyethylene glycol @ Talcum powder @ Polyvinyl pyrrolidone @ Yellow iron oxide color ~ ® Red iron oxide color
INCOMPATIBILITIES:

Not applicable

HELF LIFE:
ee expiry on the pack.

PECIAL PRECAUTIONS FOR STORAGE:
woid exposure to heat, light and humidity. Store between 15 to 30°C. Improper storage may deteriorate the medicine.
Keep out of reach of chlildren.

NATURE AND CONTENTS OF CONTAINER:

CTIM® 2.5mg Tablets: Alu/PVC blister, pack size 30's.
CTIM® 5mg Tablets: Alu/PVC blister, pack size 14's.
cTim® 10mg Tablets: Alu/PVC blister, pack size 28's.

PECIAL PRECAUTIONS FOR DISPOSAL OF A USED PRODUCT:
JAny unused medicinal product or waste material should be disposal of in accordance with local requirements.

DRUG PRODUCT SPECIFICATIONS:

USP Specs.

MARKETING AUTHORISATION HOLDER
Manufactured by:

(S| SAMI Pharmaceuticals (Pvt.) Ltd.

~ F-95, Off Hub River Road, S.I.T.E., Karachi-Pakistan

www.samipharmapk.com

P\ Wig. Lic. No. 000072

MARKETING AUTHORISATION NUMBER(S)

IACTIM® 2.5mg Tablets: 045362

IACTIM® 5mg Tablets: 034068
IACTIM® 10mg Tablets: 034069

DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
IACTIM® 2.5mg Tablets: 16" May, 2007

IACTIM® 5mg Tablets: 20" October, 2004

IACTIM® 10mg Tablets: 20" October, 2004

DATE OF REVISION OF THE TEXT
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