Bislol®

Bisoprolol Fumarate USP

Description: Bisoprolol (Bislol®) is a B1-selective (Cardio-selective)
adrenoceptor blocking agent which is used for the treatment of
Hypertension, Coronary Artery Disease (Angina) and Congestive Heart
Failure. Bisoprolol can be used with Hydrochlorothiazide (Bislol® Plus)
which is also used in monotherapy failure Hypertension & Bisoprolol can
be used with Amlodipine (BisloI® Max) which is used for the management
of Uncontrolled Hypertension.

Mode of action: Bisoprolol (Bislol®) provides antihypertensive effects by
blocking the beta-1 receptors in heart & kidneys. By blocking these
receptors, Bisoprolol (Bislol®) relaxes the heart muscle & decreases the
release of renin in kidneys; as a result, it blocks the activation of the
renin-angiotensin system. Thus, Bisoprolol (BisloI®) reduces blood pressure.
When Bisoprolol (Bislol®) is added with Hydrochlorothiazide (Bislol®
Plus), additionally Hydrochlorothiazide inhibits sodium reabsorption in
distal renal tubules and causes urinary diuresis resulting reduced blood
volume or Cardiac Output.

When Bisoprolol (Bislol®) is added with Amlodipine (Bislol® Max),
additionally Amlodipine inhibits the entry of calcium into cell by blocking
calcium channel and thereby relaxes vascular smooth muscle and dilates
coronary and peripheral arteries. Thus Amlodipine lowers blood pressure
and Angina pain.

Pharmacokinetics: Absorption: Bisoprolol is almost completely (>90%)
absorbed from the gastrointestinal tract. Hydrochlorothiazide is well absorbed
(65% to 75%) after oral administration. Absolute bioavailability of Amlodipine
after oral administration is between 64-80%. Distribution: Bisoprolol is
extensively distributed. The medium distribution volume of Bisoprolol is 3.5
L/kg. The volume of distribution of Hydrochlorothiazide is 0.83-4.19 L/kg. The
volume of distribution of Amlodipine is 21 L/Kg. Metabolism: Bisoprolol is
primarily metabolized via CYPSA4 (~95%) with CYP2D6 having only a minor
role. Hydrochlorothiazide is not metabolized but is eliminated rapidly by the
kidney. Amlodipine is heavily (approximately 90%) converted to inactive
metabolites via hepatic breakdown with 10% of the parent compound and
60% of the metabolites found excreted in the urine. Elimination: Bisoprolol
has an elimination half-life of 10-12 hours. Hydrochlorothiazide is eliminated
in the urine as unchanged Hydrochlorothiazide. Amlodipine is 10% excreted
as unchanged drug in the urine.

Composition: BisloI® 1.25 mg Tablet: Each film coated tablet contains
Bisoprolol Fumarate USP 1.25 mg.

Bislol® 2.5 mg Tablet: Each film coated tablet contains Bisoprolol
Fumarate USP 2.5 mg.

Bislol® 5 mg Tablet: Each film coated tablet contains Bisoprolol Fumarate
USP 5 mg.

Bislol® 7.5 mg Tablet: Each film coated tablet contains Bisoprolol
Fumarate USP 7.5 mg.

Bislol® 10 mg Tablet: Each film coated tablet contains Bisoprolol
Fumarate USP 10 mg.

Bislol® Plus 2.5/6.25 mg Tablet: Each film coated tablet contains
Bisoprolol Fumarate USP 2.5 mg & Hydrochlorothiazide BP 6.25 mg.
Bislol® Plus 5/6.25 mg Tablet: Each film coated tablet contains Bisoprolol
Fumarate USP 5 mg & Hydrochlorothiazide BP 6.25 mg.

Bislol® Plus 10/6.25 mg Tablet: Each film coated tablet contains
Bisoprolol Fumarate USP 10 mg & Hydrochlorothiazide BP 6.25 mg.
BisloI® Max 2.5/5 mg Tablet: Each film coated tablet contains Bisoprolol
Fumarate USP 2.5 mg & Amlodipine Besilate BP 6.932 mg equivalent to
Amlodipine 5 mg.

Indications: e Bislol® is used for the treatment of Hypertension,
Coronary Artery Disease (Angina) and Congestive Heart Failure.

e Bislol® Plus is used for the management of monotherapy failure
Hypertension.

@ Bislol® Max is used for the management of Uncontrolled Hypertension.

Dosage & administration: @ The dose of Bislol® must be individualized
to the needs of the patient. Starting dose of BisloI® is 2.5 mg & dose can
be titrated up to 20 mg once daily for the management of Hypertension.
For the patients with Angina, Bislol® 5 mg-10 mg orally as a single daily
dose. And for the patients with Stable Chronic Heart Failure, initial dose of
Bislol® is 1.25 mg once daily for 1 week, Then 2.5 mg once daily for 1
week, then 3.75 mg once daily for 1 week, then 5 mg once daily for 4
weeks, then 7.5 mg once daily for 4 weeks. The dose can be increased
faster for hospitalized patients. Maintenance dose: 10 mg daily.

e The dose of Bislol® Plus is once daily. In combination of Bisoprolol &
Hydrochlorothiazide therapy, Bisoprolol can be used from 2.5 to 20 mg and
Hydrochlorothiazide can be used from 6.25 to 25 mg, the antihypertensive
effects increased with increasing doses of each component.

@ Starting dose of BisloI® Max is Once Daily.

Contraindications: These medicines are contraindicated in patients with
cardiogenic shock, overt cardiac failure, second or third degree AV block,
and marked sinus bradycardia etc.

Side effects: Common side-effects are Fatigue, Dizziness, Headache,
Disturbances of the gut (such as Nausea, Vomiting, Diarrhea,
Constipation or Abdominal pain) etc.

Use in pregnancy & lactation: Pregnancy: USFDA Pregnancy category
of Bisoprolol is C, Hydrochlorothiazide is B & Amlodipine is C. These
medicines should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.

Lactation: Limited data is found regarding the use of these medicines for
lactating mothers.

Precautions: Precautions should be taken for patients with renal &
hepatic impairment, a history of severe anaphylactic reaction etc.

Drug interactions: Bisoprolol or Bisoprolol based combinations should not
be combined with other Beta-blocking agents. Patients who are taking
catecholamine-depleting drugs (Reserpine), Calcium antagonists
(Verapamil and Diltiazem), Antiarrhythmic agents (Disopyramide), Rifampin
etc. must be monitored carefully. Both digitalis glycosides and beta-blockers
slow atrioventricular conduction and decrease heart rate. Concomitant use
can increase the risk of bradycardia. If any patients take drugs like
Clonidine or Methyldopa with Bisoprolol, they should withdraw Bisoprolol
before withdrawing these drugs to avoid “Rebound hypotension”.

Over dosage: The most common signs with over dosage of a
beta-blocker are Bradycardia, Hypotension, Congestive Heart Failure,
Bronchospasm, Hypoglycemia etc.

Storage: Keep out of reach of children. Store in a dry place, below 25°C
temperature and protected from light.

Packaging

Bislol® 1.25 mg Tablet: Each carton contains 14X5 tablets in Alu-Alu
blister pack.

Bislol® 2.5 mg Tablet: Each carton contains 14X5 tablets in Alu-Alu
blister pack.

Bislol® 5 mg Tablet: Each carton contains 14X4 tablets in Alu-Alu blister
pack.

Bislol® 7.5 mg Tablet: Each carton contains 14X3 tablets in Alu-Alu
blister pack.

Bislol® 10 mg Tablet: Each carton contains 14X3 tablets in Alu-Alu blister pack.
Bislol® Plus 2.5/6.25 mg Tablet: Each carton contains 14X5 tablets in
Alu-Alu blister pack.

Bislol® Plus 5/6.25 mg Tablet: Each carton contains 14X4 tablets in
Alu-Alu blister pack.

Bislol® Plus 10/6.25 mg Tablet: Each carton contains 14X3 tablets in
Alu-Alu blister pack.

Bislol® Max 2.5/5 mg Tablet: Each carton contains 14X5 tablets in
Alu-Alu blister pack.
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Manufactured by
Opsonin Pharma Limited
Opsonin Pharma Rupatali, Barishal, Bangladesh.
ideas for healthcare ® Registered Trade Mark.



