Dionem®

Doripenem

Description

Dionem® (Doripenem monohydrate) is a synthetic broad-spectrum carbapenem
antibiotic structurally related to beta-lactam antibiotics. Doripenem has potent
antibacterial activity against aerobic, anaerobic, Gram-positive and Gram-negative
bacteria.

Mode of action

Doripenem exerts its bactericidal activity by inhibiting bacterial cell wall biosynthesis.
Doripenem inactivates multiple essential penicillin-binding proteins (PBPs) resulting
in inhibition of cell wall synthesis with subsequent cell death.

Pharmacokinetics

Absorbtion: Cmax and AUC are linear over a dose range of 0.5-1 gm when given
over 1 hour by IV infusion. Distribution: Average binding to plasma proteins: About
8.1%; independent of plasma drug concentrations. Mean half-life elimination in
healthy adults: About 1 hr. Metabolism: Primarily metabolised by dehydropeptidase-|
to a microbiologically inactive ring-opened metabolite. Excretion: Primarily excreted in
urine (about 70% as unchanged drug); faeces 1%.

Composition
Dionem® 500 mg IV Injection: Each vial contains sterile Doripenem monohydrate
INN 520 mg equivalent to sterile Doripenem 500 mg.

Indications
Doripenem is specifically indicated for the treatment of complicated intra-abdominal
infections, complicated urinary tract infections, pyelonephritis.

Dosage & administration

The initial recommended dose of the drug for complicated intra-abdominal infections
is 500 mg administered every 8 hours, by intravenous infusion over one hour. In
patients 18 years of age or older, for 5 to 14 days. The initial recommended dose of
the drug for complicated urinary tract infections is 500 mg administered every 8
hours, by intravenous infusion over one hour, in patients 18 years of age or older, for
10 days. This may be extended to 14 days for patients with concurrent bacteremia.

Dosage of Dionem® in patients with renal impairment

Estimated CrCl (ml/min) Recommended dosage regimen of Dionem®
>50 No Dosage adjustment is necessary
>30to <50 250 mg administered Intravenously

(Over 1 Hour) every 8 hours

> 10 to <30 250 mg administered Intravenously
(Over 1 Hour) every 12 hours

Reconstitution Method

Dionem® does not contain any bacteriostatic preservative. Aseptic technique must
be followed in the preparation of infusion solution.

Preparation of Dionem® 500 mg: Constitute the 500 mg vial with 10 ml of sterile
water for injection or 0.9% Sodium Chloride Injection (Normal Saline) and gently
shake to form a suspension. The resultant concentration is approximately 50 mg/ml.
Caution: The constituted suspension is not for direct injection.

Withdraw the suspension using a syringe and add it to an infusion containing 100 ml
of normal saline or 5% dextrose, gently shake until clear. The final infusion solution
concentration is approximately 4.5 mg/ml.

Dionem® should not be mixed with or physically added to solutions containing other
drugs.

Storage of the constituted Solutions: Upon constitution with sterile water for injection
or 0.9% Sodium Chloride Injection (normal saline), Dionem® suspension in the vial
may be held for 1 hour prior to transfer and dilution in the infusion bag. Following
dilution of the suspension with normal saline or 5% Dextrose, Dionem® infusion
stored at room temperature or under refrigeration should be completed according to
the times given in the following table.

Infusion Media Stability time at room Stability time at 2-8°C
temperature
Normal Saline 12 hours 72 Hours
5% Dextrose 4 hours 24 Hours

Contraindications

Doripenem injection is contraindicated in patients with known serious hypersensitivity
to doripenem or carbapenems & patients who have demonstrated anaphylactic
reactions to beta-lactam antibiotics.

Side effects
Headache, nausea, diarrhoea, rash, phlebitis, vulvomycotic infection etc.

Use in pregnancy & lactation
US-FDA Pregnancy Category B. It is not known whether Doripenem is excreted in
human milk.

Precautions

Serious and occasionally fatal hypersensitivity & serious skin reactions have been
reported in patients receiving beta-lactam antibiotics. Before therapy with Doripenem
is instituted, careful inquiry should be made to determine whether the patient has had
a previous hypersensitivity reaction to other carbapenems, cephalosporins, penicillins
or other allergens. If this product is to be given to a penicillin-or other
beta-lactam-allergic patient, caution should be exercised because cross-reactivity
among beta-lactam antibiotics has been clearly documented.

Drug interactions
May decrease valproic acid serum concentrations. Probenecid may increase serum
levels of doripenem and concomitant use is not recommended.

Over dosage

In a Phase 1 study in healthy subjects receiving doripenem 2 g infused over 1 hour
every 8 hours for 10 to 14 days, the incidence of rash was very common. The
papuloerythermatous rash resolved within 10 days after doripenem administration
was discontinued.

Storage

Keep out of reach of children. Store in a cool and dry place, protected from light.
Packaging

Dionem® 500 IV Injection: Each carton contains 1 vial of sterile Doripenem INN 500
mg (on anhydrous basis), 1 ampoule of 10 ml sterile Water for Injection as solvent, a
10 ml disposable syringe.
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Manufactured by
Opsonin Pharma Limited
Opsonin Pharma Rupatgli, Barishal, Bangladesh.
ideas for healthcare ® Registered Trade Mark.



