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Dobutamine - Arang 250

Dobutamine (as Hydrochloride) 250 mg
Lyophilized Powder for Concentrate for Solution for
Infusion.

Indication

Dobutamine directly stimulates B adrenergic receptors and it is generally
considered a selective 8, adrenergic agonist, but the mechanisms of action of
the drug are complex. It is believed that the adrenergic effects result from
stimulation of adenyl cyclase activity. For short-term , inotropic treatment of
low output states caused by congestive heart failure ,cardiogenic shock ,
septic shock or after cardiac surgery.

Dosage and administrations

Warnings:

Dobutamine should not be added to 5% sodium bicarbonate solution or any
other strong alkaline solution.

Because of the possibility of chloride ion interference, saline solutions
should not be used for the initial dissolution of dobutamine, as well as its
subsequent dilution.

The drug should not be used together with other agents or diluents containing
sodium bisulfite and ethanol.

Because several physical incompatibilities may exist, dobutamine should not
be mixed with other drugs in the same solution.

Dosage

The dosage required to increase cardiac output usually ranges from 2.5 to 10
ng/kg/min.Since this drug may be effective in very low doses (0.5 pg/kg/min
), trecatment should be started from low doses, and dose of medicine should
be increased according to the clinical response , However Infusion rates
higher than 10 microgram/kg/minute may produce may produce significant
tachycardia. This drug must be prescribed to the patient under strict
monitoring. In rare cases , an IV dose of up to 40 mcg/kg/min is required to
obtain an optimal clinical response. However , the possibility of exacerbation
of myocardial ischemia should be considered and the lowest effective dose
should be injected. Due to the short half-life of drug , it must be administered
by intravenous infusion through an infusion pump. After starting the
injection at a constant rate and then changing the injection rate , the plasma
concentrartion of Dobutamine reaches a steady state after approximately 10
minutes, therefore loading dose or bolus injection ,therefore loading dose or
bolus injection is not necessary and not recommended. The dosage should be
adjusted based on the patient's need and clinical response.

Preparation of dobutamine solution for infusion

Dobutamine 250 mg powder for solution for infusion may be reconstituted
with 10 mL Sterile water for injection or 5% Glucose injection, If the material
is not completely dissolved add an additional 10 mL of diluent.The
reconstituted solution should be clear and free of particulate matter.
Reconstitued dobutamine solution must be further diluted at least 50 mL at
the time of administration in 5 % Glucose Injection , Lactated ringer's
Injection or sodium lactate. Solutions should be used within 24 hours of
initial dissolution of dobutamine.

Although the chemical and physical stability of reconstituted / further diluted
solutions of dobutamine hydrochloride has been demonstrated for 24 hours
under refrigeration (2-8 °C) or for 6 hours at room temperatures (below 25°
C)it is recommended that , in order to reduce microbiological contamination
hazards , the reconstituted / further diluted solution should be prepared
immediately prior to use and infusion commenced as soon as practicable
after preparation of the mixture. The final diluted infusion solution should be
used within 24 hours of preparation and discard any unused solution.
Dobutamine solution and its reconstituted solution should be stored at 2-8
°C.

Warnings

Reconstituted and / or further diluted solutions that are cloudy,discolored, or

contain visible particles should be discarded. Solutions containing
dobutamine may show a pink color which, if present, increase with time, this
color change is due to partial oxidation of the drug, but during the periods of
time , the regeneration of the solution mentioned above does not have a
significant effect on the potency of the drug.

The dosage and duration of treatment should be according to the patient's
response, in accordance with these clinical indicators: Hemodynamic
parameters such as heart rate and rhythm, arterial pressure. And if possible
cardiac output and Measurement of ventricular filling pressures ( central vein
, pulmonary artery and left atrium) and symptoms of pulmonary congestion
and organ blood supply ( Urine flow, skin temperature and mental state ) .
Rather than suddenly stopping treatment with dobutamine hydrochloride, it
is often recommended that the dosage be gradually reduced.
Contraindications

Hypersensitivity to dobutamine, or any of the other ingredients.
Phaeochromocytoma.

Dobutamine stress echocardiography

Pregnancy and lactation

Pregnancy

Pregnancy Category B

Animal studies have revealed no fetal toxicities; however, no adequate or
well-controlled studies have been conducted in pregnant women. Use

dobutamine during pregnancy only when the expected benefits clearly
outweigh the potential risks to the fetus.

Breast-feeding

It is not known if dobutamine is excreted in human breast milk. Because
many drugs are excreted in human milk, use caution when administering
dobutamine to a breast-feeding woman. If a mother requires dobutamine
treatment, discontinue breast-feeding for the duration of dobutamine
treatment.

‘Warnings and Precautions

General warnings

Dobutamine administration may produce symptomatic benefits in patients
with acute decompensated heart failure, however, routine use of intermittent
inotropic infusions has been shown to increase mortality in patients with
chronic heart failure. The ACC/AHA guidelines for management of chronic
heart failure recommend that intermittent intravenous positive inotropic
therapy has no proven value in patients with Stage C chronic heart failure;
however, the guidelines suggest that continuous intravenous inotrope
infusions may be considered for palliation of symptoms in patients with end-
stage heart failure.

Atrial fibrillation, cardiac arrhythmias, ventricular arrhythmias
Acute myocardial infarction, angina, coronary artery disease,
hypertension

Precaution for use

1-This product is the lyophilized powder for concentrate for solution for
infusion and must be reconstituted and diluted before use.

2-each vial is for single use only , discard any unused solution.

3-the reconstituted solution should be clear and free of particulate matter.
4-avoid inhaling drug particles and contacting the skin and eyes.

5-Dont use this medicine after the expiry date which is stated on the lable.

6- prescription only.

Interactions:

Halogenated anaesthetics:

Although it is less likely than adrenaline to cause ventricular arrhythmias,
Dobutamine250 ,should be used with great caution during anaesthesia with
cycloproprane, halothane and other halogenated anaesthetics.

Entacapone:

The effects of Dobutamine250 may be enhanced by entacapone.
Beta-blockers:

The inotropic effect of dobutamine stems from stimulation of cardiac beta,
receptors, this effect is reversed by concomitant administration of beta-

blockers. Dobutamine has been shown to counteract the effect of beta-
blocking drugs. In therapeutic doses, dobutamine has mild alpha,- and beta,-
agonist properties. Concurrent administration of a non-selective beta-
blocker such as propranolol can result in elevated blood pressure, due to
alpha-mediated vasoconstriction, and reflex bradycardia. Beta-blockers that
also have alpha-blocking effects, such as carvedilol, may cause hypotension
during concomitant use of dobutamine due to vasodilation caused by beta,
predominance.

Adverse Effect

Increased Heart Rate, Blood Pressure, and Ventricular Ectopic Activity—A
10- to 20-mm increase in systolic blood pressure and an increase in heart rate
of 5 to 15 beats/minute have been noted in most patients. Approximately 5%
of patients have had increased premature ventricular beats during infusions.
Thesc cffects are dosc related.

Hypotension—Precipitous decreases in blood pressure have occasionally
been described in association with dobutamine therapy. Decreasingthe dose
or discontinuing the infusion typically results in rapid return of blood
pressure to baseline values. In rare cases,however, intervention may be
required and reversibility may not be immediate.

Reactions at Sites of Intravenous Infusion—Phlebitis has occasionally been
reported. Local inflammatory changes have been describedfollowing
inadvertent infiltration. Isolated cases of cutaneous necrosis (destruction of
skin tissue) have been reported.

Miscellaneous Uncommon Effects—The following adverse effects have been
reported in 1% to 3% of patients: nausea, headache,anginal pain, nonspecific
chest pain, palpitations, and shortness of breath.Isolated cases of
thrombocytopenia have been reported.

Administration of dobutamine, like other catecholamines, can produce a
mild reduction in serum potassium concentration, rarcly to hypokalemic
levels

Overdose

Overdoses of Dobutamine 250 mg powder for solution for infusion have
been reported rarely. The symptoms of toxicity may include anorexia,
nausea, vomiting, tremor, anxicty, palpitations, headache, shortness of
breath and anginal and non-specific chest pain. The positive inotropic and
chronotropic effects of dobutamine may cause hypertension,
tachyarrhythmias, myocardial ischemia and ventricular fibrillation.
Hypotension may result from vasodilatation.

The duration of action of Dobutamine 250 mg powder for solution for
infusion is generally short (half-life, approximately 2 minutes). Dobutamine
powder for solution for infusion should be temporarily discontinued until the
patient's condition stabilizes. The patient should be monitored and any
appropriate resuscitative measures initiated promptly.

Forced diuresis, peritoneal dialysis, hemodialysis, or charcoal
hemoperfusion have not been established as beneficial.

If the product is ingested, unpredictable absorption may occur from the
mouth and gastrointestinal tract.

How supplied

Dobutamine 250 mg powder for concentrate solution for infusion contains
250 mg Dobutamin( as hydrochloride ) and its supplied in pack of 1 vial by
Darou Darman Arang.

Storage

keep in original package and store below 30'C and protect from light and
freezing.

keep out of the reach and sight of children.

Marketing Authorization Holder:
Darou Darman Arang
Tehran-Iran

Email:info@arangpharm.com

Web site: www.arangpharm.com




