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Tazofort

Piperaciflin and Tazobactam for Injection USP

DESCRIPTION

Tazofort™ injection is an injectable antibacterial combination product consisting of the semisynthetic antibacterial Piperacillin Sodium and the
B-lactamase inhibitor Tazobactam Sodium for intravenous administration. Piperacillin Sodium exerts bactericidal activity by inhibiting septum
formation and cell wall synthesis. In vitro, Piperacillin is active against a variety of gram-positive and gram-negative, aerobic and anaerobic
bacteria. Tazobactam Sodium is a B-lactamase inhibitor. Tazobactam, in combination with Piperacillin enhances and extends the antibiotic
spectrum of Piperacillin to include B-lactamase producing bacteria normally resistant to Piperacillin.

INDICATIONS

Tazofort™ is indicated for the treatment of patients with moderate to severe bacterial infections-
« Intra-abdominal Infections

« Skin and Skin Structure Infections

« Female Pelvic Infections

» Community-acquired Pneumonia

* Nosocomial Pneumonia

DOSAGE AND ADMINISTRATION

Tazofort™ should be administered by intravenous infusion over 30 minutes.

Adult

« The usual total daily dose of Tazofort™ for adults is 3.375 g every six hours totaling 13.5 g (12.0 g Piperacillin/1.5 g Tazobactam). The usual
duration of Tazofort™ treatment is from 7 to 10 days.

« Initial presumptive treatment of patients with nosocomial pneumonia should start with Tazofort™ at a dosage of 4.5 g every six hours plus an
aminoglycoside, totaling 18.0 g (16.0 g Piperacillin/2.0 g Tazobactam). The recommended duration of Tazofort™ treatment for nosocomial
pneumonia is 7 to 14 days. Treatment with the aminoglycoside should be continued in patients from whom P. aeruginosa is isolated.

* Recommended Dosing in Renal-Impairment:

Renal Function All Indications Nosocomial
(creatinine clearance, mL/min) (except nosocomial pneumonia) Pneumonia
>40 mL/min 3.375q6h 45q6h
20 - 40 mL/min* 225q6h 3.375q6h
<20 mL/min* 225q8h 225q6h
Hemodialysis™** 225q12h 225q8h
CAPD 225q12h 225q8h
* Creatinine clearance for patients not receiving hemodialysis
**0.75 ¢ (0.67 g piperacillin/0.08 g tazobactam) should be administered following each hemodialysis session on hemodialysis days

Children

For pediatric patients with appendicitis or peritonitis, Tazofort™ is dosed at 100 mg Piperacillin/12.5 mg Tazobactam per kg every 8 hours for
children 9 months or older weighing up to 40 kg, 80 mg Piperacillin/10 mg Tazobactam per kg every 8 hours for children 2 to 9 months old, and
the adult dose for those over 40 kg with normal renal function.

CONTRAINDICATIONS
Piperacillin/Tazobactam is contraindicated in patients with a history of allergic reactions to any of the penicillins, cephalosporins, or B-lactamase
inhibitors.

SIDE EFFECTS

The most common side effects are-

* nausea or indigestion e vomiting e diarrhea or constipation e rash, itchy or red skin « allergic reaction such as hives e a new infection caused by
bacteria that are resistant to Piperacillin and Tazobactam for Injection (superinfection) e difficulty sleeping e headache, dizziness or
lightheadedness * anxiety, sweating, agitation * shortness of breath  chest pain * abdominal pain or swelling * fever * pain

PRECAUTION AND WARNING

* Serious hypersensitivity reactions (anaphylactic/anaphylactoid) have been reported in patients receiving Piperacillin/Tazobactam injection.
Discontinue if a reaction occurs.

* Piperacillin/Tazobactam injection may cause severe cutaneous adverse reactions, such as Stevens-Johnson syndrome, toxic epidermal
necrolysis, drug reaction with eosinophilia and systemic symptoms, and acute generalized exanthematous pustulosis. Discontinue for progressive
rashes.

* Hematological effects (including bleeding, leukopenia and neutropenia) have occurred. Monitor hematologic tests during prolonged therapy.

* Nephrotoxicity in critically ill patients has been observed; the use of Piperacillin/Tazobactam injection was found to be an independent risk factor
for renal failure and was associated with delayed recovery of renal function as compared to other beta-lactam antibacterial drugs in a randomized,
multicenter, controlled trial in critically ill patients. Based on this study, alternative treatment options should be considered in the critically ill
population. If alternative treatment options are inadequate or unavailable, monitor renal function during treatment with Piperacillin/Tazobactam
injection.

« Clostridium difficile associated diarrhea: evaluate patients if diarrhea occurs.

DRUG INTERACTION

* Aminoglycosides: Piperacillin may inactivate aminoglycosides, reducing their efficacy. When used in patients with end-stage renal disease,
aminoglycoside levels (especially tobramycin) should be monitored. Piperacillin/Tazobactam and aminoglycosides should be prepared and
administered separately to avoid inactivation.

« Probenecid: Prolongs the half-life of Piperacillin and Tazobactam by inhibiting renal secretion; co-administration is discouraged unless benefits
outweigh risks.

« Vancomycin: Concurrent use with Piperacillin/Tazobactam increases the risk of acute kidney injury; monitor renal function. No pharmacokinetic
interactions have been observed.

« Anticoagulants: Frequent monitoring of coagulation parameters is required when used with anticoagulants or drugs affecting coagulation.

e Vecuronium: Piperacillin/Tazobactam may prolong neuromuscular blockade caused by vecuronium or similar muscle relaxants; monitor for
related adverse effects.

« Methotrexate: Co-administration with Piperacillin/Tazobactam may reduce methotrexate clearance; monitor serum levels and toxicity signs
during treatment.

USE IN PREGNANCY AND LACTATION

Piperacillin and Tazobactam cross the placenta in humans. However, there are insufficient data with Piperacillin and/or Tazobactam in pregnant
women to inform a drug-associated risk for major birth defects and miscarriage.

Piperacillin is excreted in human milk; Tazobactam concentrations in human milk have not been studied. No information is available on the effects
of Piperacillin and Tazobactam on the breastfed child or on milk production. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for Piperacillin/Tazobactam and any potential adverse effects on the breastfed child from
Piperacillin/Tazobactam or from the underlying maternal condition.

PEDIATRIC USE

The use of Piperacillin and Tazobactam in pediatric patients aged 2 months or older is supported by evidence from well-controlled studies and
pharmacokinetic research in both adults and pediatric populations. But safety and efficacy in pediatric patients less than 2 months of age have not
been established.

OVERDOSAGE

Post-marketing reports of Piperacillin/Tazobactam overdose include symptoms like nausea, vomiting, and diarrhea, similar to those at
recommended doses. Higher doses, especially in renal failure, may cause neuromuscular excitability or convulsions. Treatment should be
supportive and symptomatic based on the patient's condition.

PHARMACEUTICAL PRECAUTION
Keep away from light and wet place. Keep out of reach of children. Do not store above 30 °C temperature.
Vials should be used immediately after reconstitution. Discard any unused portion of solution. Vials should not be frozen after reconstitution.

PACKAGING

Tazofort™ 4.5 for Injection:

Box containing one vial of sterile Piperacillin and Tazobactam for Injection USP equivalent to Piperacillin 4 g as Piperacillin Sodium and
Tazobactam 0.5 g as Tazobactam Sodium and one bottle of 100 mL 0.9% Sodium chloride Injection (as diluent) along with a vial hanger.

Tazofort™ 2.25 for Injection:
Box containing one vial of sterile Piperacillin and Tazobactam for Injection USP equivalent to Piperacillin 2 g as Piperacillin Sodium and
Tazobactam 0.25 g as Tazobactam Sodium and one bottle of 100 mL 0.9% Sodium chloride Injection (as diluent) along with a vial hanger.
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