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Dosage form: Lyophillized Powder for Injection
Composition: Ertapenem (as sodium) 1 gr/vial

29 x9N |17 [1DTY Y Y17 nwpan ,(xwr MSD) ,n"ya (1996-7xwr) DaIT 9IXY pan n1an
.INVANZ ~'wdnin

M'WONY NNYINNAD DMMAN [1IYY7 '710Y
Invanz is indicated for the treatment of adult patients and pediatric patients (3 months of age and older)

with the following moderate to severe infections caused by susceptible isolates of the designated

microorganisms.

- Complicated intra-abdominal infections.

- Complicated skin and skin structure infections including diabetic foot infections without osteomyelitis.

- Community acquired pneumonia.

- Complicated urinary tract infections including pyelonephritis.

- Acute pelvic infections including postpartum endomyometritis septic abortion and post surgical
gynecologic infections.
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2.7 Preparation and Reconstitution for Administration

Vials

Adults and pediatric patients 13 years of age and older

Preparation for intravenous administration:

DO NOT MIX OR CO-INFUSE INVANZ WITH OTHER MEDICATIONS. DO NOT USE DILUENTS
CONTAINING DEXTROSE (a-D-GLUCOSE).

INVANZ MUST BE RECONSTITUTED AND THEN DILUTED PRIOR TO ADMINISTRATION.

1. Reconstitute the contents of a 1 g vial of INVANZ with 10 mL of one of the following: Water for
Injection, 0.9% Sodium Chloride Injection or Bacteriostatic Water for Injection, using a syringe
equipped with a 21-gauge or smaller diameter needle. NOTE: Use with a needleless IV system is not
recommended.

2. Shake well to dissolve and immediately transfer contents of the reconstituted vial to 50 mL of 0.9%
Sodium Chloride Injection.

3. Complete the infusion within 6 hours of reconstitution.

Preparation for intramuscular administration:
INVANZ MUST BE RECONSTITUTED PRIOR TO ADMINISTRATION.

1. Reconstitute the contents of a 1 g vial of INVANZ with 3.2 mL of 1.0% lidocaine HCI injection? (without
epinephrine). Shake vial thoroughly to form solution.

2. Immediately withdraw the contents of the vial and administer by deep intramuscular injection into a
large muscle mass (such as the gluteal muscles or lateral part of the thigh).

3. The reconstituted IM solution should be used within 1 hour after preparation. NOTE: THE
RECONSTITUTED SOLUTION SHOULD NOT BE ADMINISTERED INTRAVENOUSLY.

Pediatric patients 3 months to 12 years of age

Preparation for intravenous administration:

DO NOT MIX OR CO-INFUSE INVANZ WITH OTHER MEDICATIONS. DO NOT USE DILUENTS
CONTAINING DEXTROSE (a-D-GLUCOSE).

INVANZ MUST BE RECONSTITUTED AND THEN DILUTED PRIOR TO ADMINISTRATION.

: Refer to the prescribing information for lidocaine HCI.
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1. Reconstitute the contents of a 1 g vial of INVANZ with 10 mL of one of the following: Water for
Injection, 0.9% Sodium Chloride Injection or Bacteriostatic Water for Injection, using a syringe equipped with a
21-gauge or smaller diameter needle. NOTE: Use with a needleless IV system is not recommended.

2. Shake well to dissolve and immediately withdraw a volume equal to 15 mg/kg of body weight (not to
exceed 1 g/day) and dilute in 0.9% Sodium Chloride Injection to a final concentration of 20 mg/mL or less.
Discard vial with unused portion of INVANZ reconstituted solution.

3. Complete the infusion within 6 hours of reconstitution.

Preparation for intramuscular administration:

INVANZ MUST BE RECONSTITUTED PRIOR TO ADMINISTRATION.

1. Reconstitute the contents of a 1 g vial of INVANZ with 3.2 mL of 1.0% lidocaine HCI injection (without
epinephrine). Shake vial thoroughly to form solution.

2. Immediately withdraw a volume equal to 15 mg/kg of body weight (not to exceed 1 g/day) and
administer by deep intramuscular injection into a large muscle mass (such as the gluteal muscles or
lateral part of the thigh)._Discard vial with unused portion of INVANZ reconstituted solution.

3. The reconstituted IM solution should be used within 1 hour after preparation. NOTE: THE
RECONSTITUTED SOLUTION SHOULD NOT BE ADMINISTERED INTRAVENOUSLY.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to use,
whenever solution and container permit. Solutions of INVANZ range from colorless to pale yellow. Variations
of color within this range do not affect the potency of the product.

6 ADVERSE REACTIONS

6.2 Post-Marketing Experience

éi(in and Subcutaneous Tissue Disorders: Acute Generalized Exanthematous Pustulosis (AGEP), Drug
Rash-Reaction with Eosinophilia and Systemic Symptoms (DRESS syndrome)

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy-Gategory-B

Risk Summary
Available data from a small number of postmarketing cases with INVANZ use in pregnancy are insufficient

to inform any drug-associated risks for major birth defects, miscarriage, or adverse maternal or fetal outcomes.
In mice—and-rats—given-animal reproduction studies after intravenous administration of ertapenem during the
period of organogenesis, there was no evidence of developmental malformations in rats at systemic exposures
(AUC) up to approximately 1.2 times the human exposure at the maximum recommended human dose (MRHD)
and in mice at doses of-up to 700-mgtkgiday-{for-mice; approximately 3 times the recommended-human-dose
of1+g MRHD based on body surface area and-fer comparison. In pregnant rats; administered ertapenem during
organogenesis through lactation, fetal toxicity, developmental delays, and impaired reproduction did not occur
in first generation offspring at systemic exposures (AUC) approximately 1.2 times the human exposure at the
recommended-dose-of MRHD (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2 to 4% and 15 to 20%, respectively.

Data
Animal Data
In preqnant rats, intravenous administration of ertapenem dosaqes of up to 700 mq/kq/dav (approxmatelv

orqanoqene5|s (qestat|on davs [GD] 6 20) revealed no maternal or embrvofetal effects.

Pregnant mice intravenously administered ertapenem dosages of up to 700 mg/kg/day;_(approximately 3
times the MRHD based on body surface area comparison) during the period of organogenesis (GD 6-15) showed
slight decreases in average fetal weightsweight and an associated decrease in the average number of ossified
sacrocaudal vertebrae. There were no maternal effects at any dosage.

In a pre-postnatal study in rats, ertapenem administered to pregnant rats at dosages up to 700 mg/kg/day
(approximately 1.2 times the MRHD based on AUC) during organogenesis through lactation, (GD 6 until
Lactation Day (LD) 20) did not result in fetal toxicity, developmental delays, or impaired reproduction in first
generation offspring, and fetal deaths and malformations were not increased in second generation offspring.
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8.2 Lactation
Risk Summary

Ertapenem is present in human milk (see Data). There are no data on the effects on the breastfed infant or
the effects on milk production. The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for INVANZ and any potential adverse effects on the breastfed infant from
INVANZ or from the underlying maternal condition.
Data

The concentration of ertapenem in breast milk from 5 lactating women with pelvic infections (5 to 14 days
postpartum) measured at random time points daily for 5 consecutive days following the last 1 g dose of
intravenous therapy (3 to 10 days of therapy) showed low levels. The concentration of ertapenem in breast milk
within 24 hours of the last dose of therapy in all 5 women ranged from (<0.13 (lower limit of quantitation) to 0.38
mcg/ml), although peak concentrations were not assessed. By day 5 after discontinuation of therapy, the level
of ertapenem was undetectable in the breast milk of 4 women and below the lower limit of guantitation (<0.13

mcg/mL) in 1 woman.were The concentration of ertapenem in transitional milk observed—Ertapenem-crosses
theptaeehtal—bamer—rrkratsr in this studv mav not reflect the concentratron of ertapenem in mature milk.

12.3 Pharmacokinetics

Distribution

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis and Mutagenesis
No long-term studies in animals have been performed to evaluate the carcinogenic potential of ertapenem.
Ertapenem was neither-mutagenic-nornot genotoxic in the-follewing in vitro or in vivo assays:, including: an
alkaline elution/rat hepatocyte assay, chromosomal aberration assay in Chinese hamster ovary cells, anda TK6
human lymphoblastoid cell mutagenesis assay; and in-the-ia-vivoa mouse micronucleus assay.
Impairment of Fertility
In mice-and rats, Ndesesef mtravenous dosages up to 700 mg/kg/day (for-mice-approximately-3-times-the
approximately 1.2 times the human
exposure at the recommended human dose of 1 g based on pIasma AUCs)resulted-in-ho-effects-on-mating
performance;fecundity-AUC) did not impair fertility;-er-embryenic-survival.
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	למידע מלא ולהוראות מתן מפורטות, יש לעיין בעלון לרופא המאושר על ידי משרד הבריאות.
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