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COMPOSITION:

Merocil® 250 mg IV Injection: Each vial contains
Meropenem 250 mg as Meropenem Trihydrate
USP for Injection.

Merocil® 500 mg IV Injection: Each vial contains
Meropenem 500 mg as Meropenem Trihydrate
USP for Injection.

Merocil® 1 gm IV Injection: Each vial contains
Meropenem 1 gm as Meropenem Trihydrate USP
for Injection.

PHARMACOLOGY:

Meropenem IV is a sterile,
synthetic, carbapenem antibacterial for
intravenous administration. The bactericidal
activity of meropenem results from the inhibition
of cell wall synthesis. Meropenem penetrates the
cell wall of most gram-positive and gram-negative
bacteria to reach penicillin-binding-protein (PBP)
targets.

pyrogen-free,

INDICATIONS:

Merocil® 1V is indicated for treatment in adults
and children for the following infections caused by
single or multiple bacteria sensitive to
meropenem.

* Pneumonia and nosocomial pneumonia
* Urinary tract infections
* Intra-abdominal infections

« Gynaecological infections, such as
endometritis and pelvic inflammatory disease

+ Skin and skin structure infections

* Meningitis

+ Septicaemia

« Empirical treatment, for presumed infections in
adult patients with febrile neutropenia, used as

monotherapy or in combination with anti-viral or
anti-fungal agents.

DOSAGE AND ADMINISTRATION:

* Adult Patients: The recommended dose of
Merocil® |V is 500 mg given every 8 hours for skin
and skin structure infections and 1 gm given
every 8 hours for intra-abdominal infections.
When treating complicated skin and skin structure
infections caused by P. aeruginosa, a dose of 1
gm every 8 hours is recommended. Merocil® IV
should be administered by intravenous infusion
over approximately 15 minutes to 30 minutes.
Doses of Merocil® IV may also be administered
as an intravenous bolus injection (5 ml to 20 ml)
over approximately 3 minutes to 5 minutes.

¢ Use in adult patients with renal impairment:
Dosage should be reduced in patients with
creatinine clearance of 50 ml/min or less. (See
dosing table below.)

Creatinine | Dose Dosin
clearance | (dependent on intervgl
(ml/min) type of infection)
Recommended dose
Great%r than | 500 mg cSSSI and g‘ggrs
S 1gm intra-abdominal)
25-50 Recommended dose I1E;/ehry
ours
10-25 One-half Every
recommended dose | 12 hours
One-half Every
Less than 10 recommended dose | 24 hours

There is inadequate information regarding the
use of Merocil® IV in patients on hemodialysis or
peritoneal dialysis.

¢ Use in Pediatric Patients: Administer Merocil®
IV as an intravenous infusion over approximately
15 minutes to 30 minutes or as an intravenous
bolus injection (5 ml to 20 ml) over approximately
3 minutes to 5 minutes. Recommended Merocil®
IV dosage schedule for pediatric patients 3
Months of Age and older with normal renal
function.

Type of Dose |Uptoa Dosing
infection |(mg/kg) | maximum dose interval
Complicated E
skinand skin|  qg 500 m very
structure 9 8 hours
Infections

Complicated £

intra- 20 1 very
abdominal am 8 hours
Infections

Meningitis | 40 2gm sven

* Pediatric patients less than 3 months of age:
Recommended Merocil® IV dosage schedule for
pediatric patients less than 3 months of age with

complicated intra-abdominal infections and
normal renal function
Dose Dose
Age Group (mg/kg) | interval
Infants less than 32
weeks GA and PNA 20 | Every
12 hours
less than 2 weeks
Infants less than 32
weeks GA and PNA 2 20 | v
weeks and older
Infants 32 weeks and E
older GAand PNAless | 20 sy
than 2 weeks ours
Infants 32 weeks and 30 Every
older GA and PNA 2 8 hours
weeks and older

* Preparation of Merocil® IV

Vial | Amount of | Approximate | Approximate
size |diluent withdrawable | average
added (ml) | volume (ml) | concentration
(mg/ml)
250 mg 5 5 50
500 mg 10 10 50
19 20 20 50

METHOD OF RECONSTITUTION:
For IV injection:

Merocil® 250 mg should be reconstituted with 5
ml sterile water for injection. The reconstituted
solutions are clear or pale yellow. It should be
administered intravenously over 3-5 minutes.

Merocil® 500 mg should be reconstituted with 10
ml sterile water for injection. The reconstituted
solutions are clear or pale yellow. It should be
administered intravenously over 3-5 minutes.
Merocil® 1 gm should be reconstituted with 20 ml
sterile water for injection. The reconstituted
solutions are clear or pale yellow. It should be
administered intravenously over 3-5 minutes. It is
recommended to use freshly prepared solutions
of Merocil® for IV injection. Reconstituted product
should be used immediately and must be stored
for no longer than 24 hours under refrigeration,
only if necessary.

For IV infusion:

For intravenous infusion Merocil® may be

reconstituted within the vial and then the resulting
solution should be added to an IV container and
further diluted to 50-200 ml with a compatible
infusion fluid, as needed. It should be
administered over 15-30 minutes.

CONTRAINDICATIONS:

Merocil® |V is contraindicated in patients with
known hypersensitivity to any component of this
product or to other drugs in the same class or in
patients who have demonstrated anaphylactic
reactions to beta (8)-lactams.

WARNINGS AND PRECAUTIONS:

Serious and occasionally fatal hypersensitivity
(anaphylactic) reactions have been reported in
patients receiving B-lactams. Seizures and other
adverse CNS experiences have been reported
during treatment. Co-administration of
Meropenem with valproic acid or divalproex
sodium reduces the serum concentration of
valproic acid potentially increasing the risk of
breakthrough seizures. Clostridium
difficile-associated diarrhea (ranging from mild
diarrhea to fatal colitis) has been reported.
Evaluation is needed if diarrhea occurs. In
patients with renal dysfunction, thrombocytopenia
has been observed.

* Hypersensitivity Reactions: There have been
reports of individuals with a history of penicillin
hypersensitivity who have experienced severe
hypersensitivity reactions when treated with
another B-lactam. Before initiating therapy with
Merocil® |V, it is important to inquire about
previous hypersensitivity reactions to penicillins,
cephalosporins, other B-lactams, and other
allergens. If an allergic reaction to Merocil® IV
occurs, discontinue the drug immediately.

» Seizure Potential: Seizures and other adverse
CNS experiences have been reported during
treatment with Merocil® IV These experiences
have occurred most commonly in patients with
CNS disorders (e.g., brain lesions or history of
seizures) or with bacterial meningitis and/or
compromised renal function. Close adherence to
the recommended dosage regimens is urged,
especially in patients with known factors that
predispose to convulsive activity. Continue
anti-convulsant therapy in patients with known
seizure disorders. If focal tremors, myoclonus, or
seizures occur, evaluate neurologically, placed on
anti-convulsant therapy if not already instituted,
and re examine the dosage of Merocil® IV to
determine whether it should be decreased or
discontinued.

¢ Risk of breakthrough seizures due to drug
interaction with valproic acid: The concomitant
use of meropenem and valproic acid or divalproex
sodium is generally not recommended. Case
reports in the literature have shown that
co-administration of carbapenems, including
meropenem, to patients receiving valproic acid or
divalproex sodium results in a reduction in
valproic acid concentrations. The valproic acid
concentrations may drop below the therapeutic
range as a result of this interaction, therefore
increasing the risk of breakthrough seizures.
Increasing the dose of valproic acid or divalproex
sodium may not be sufficient to overcome this
interaction. Consider administration of
antibacterial drugs other than carbapenems to
treat infections in patients whose seizures are
well controlled on valproic acid or divalproex
sodium. If administration of Merocil® IV is
necessary, consider supplemental
anti-convulsant therapy.

* Clostridium difficile — associated Diarrhea:
Clostridium difficile-associated diarrhea (CDAD)
has been reported with use of nearly all
antibacterial agents, including Merocil® 1V, and
may range in severity from mild diarrhea to fatal
colitis. Treatment with antibacterial agents alters
the normal flora of the colon leading to
overgrowth of C. difficile. C. difficile produces
toxins A and B which contribute to the
development of CDAD. Hypertoxin producing
isolates of C. difficile cause increased morbidity
and mortality, as these infections can be
refractory to antimicrobial therapy and may
require colectomy. CDAD must be considered in
all patients who present with diarrhea following
antibacterial drug use. Careful medical history is
necessary since CDAD has been reported to
occur over two months after the administration of
antibacterial agents. If CDAD is suspected or
confirmed, ongoing antibacterial drug use not
directed against C. difficile may need to be
discontinued. Appropriate fluid and electrolyte
management, protein supplementation,
antibacterial drug treatment of C. difficile, and
surgical evaluation should be instituted as
clinically indicated.

* Development of drug-resistant bacteria:
prescribing Merocil® IV in the absence of a
proven or strongly suspected bacterial infection or
a prophylactic indication is unlikely to provide
benefit to the patient and increases the risk of the
development of drug-resistant bacteria.

* Overgrowth of nonsusceptible organisms:
As with other broad-spectrum antibacterial drugs,
prolonged use of meropenem may result in
overgrowth  of nonsusceptible  organisms.
Repeated evaluation of the patient is essential. If
superinfection does occur during therapy,
appropriate measures should be taken.

* Thrombocytopenia: In patients with renal
impairment,  thrombocytopenia has  been
observed but no clinical bleeding reported.

¢ Potential for neuromotor impairment: Alert
patients receiving Merocil® IV on an outpatient
basis regarding adverse events such as seizures,
delirium, headaches and/or paresthesias that
could interfere with mental alertness and/or cause
motor impairment. Until it is reasonably well
established that Merocil® IV is well tolerated,
advise patients not to operate machinery or
motorized vehicles.

SIDE-EFFECTS:
» Hypersensitivity reactions
» Seizure potential

« Risk of breakthrough seizures due to drug
interaction with valproic acid

« Clostridium difficile — associated diarrhea
» Development of drug-resistant bacteria

» Overgrowth of nonsusceptible organisms
* Thrombocytopenia

« Potential for neuromotor impairment

USE IN PREGNANCY & LACTATION:

Pregnancy (Category B): There are no
adequate and well-controlled studies with
meropenem in pregnant women.

Lactation: Meropenem has been reported to be
excreted in human milk. Caution should be
exercised when Merocil® |V is administered to a
nursing woman.

USE IN CHILDREN AND ADOLESCENTS:

The dose for children over 3 months old and up to
12 years of age is decided using the age and
weight of the child. The usual dose is between 10



mg and 40 mg of Meronem for each kilogram (kg)
that the child weighs. A dose is usually given
every 8 hours. Children who weigh over 50 kg will
be given an adult dose.

DRUG INTERACTIONS:

Probenecid:  Probenecid competes  with
meropenem for active tubular secretion, resulting
in increased plasma concentrations  of
meropenem. Co-administration of probenecid
with meropenem is not recommended.

Valproic Acid: Co-administration of
carbapenems, including meropenem, to patients
receiving valproic acid or divalproex sodium
results in a reduction in valproic acid
concentrations. The valproic acid concentrations
may drop below the therapeutic range as a result
of this interaction, therefore increasing the risk of
breakthrough seizures. Although the mechanism
of this interaction is unknown, data from in vitro
and animal studies suggest that carbapenems
may inhibit the hydrolysis of valproic acid’s
glucuronide metabolite (VPA-g) back to valproic
acid, thus decreasing the serum concentrations of
valproic acid. If administration of Merocil® IV is
necessary, then supplemental anti-convulsant

haemodialysis will remove Meropenem and its
metabolite.

STORAGE:

Do not Store above 30°C, protect from light &
moisture.

Keep out of reach of children.

PACKING:

Merocil® 250 mg IV Injection: Each pack contains
1 vial of Meropenem Trihydrate for injection
equivalent to Meropenem 250 mg and 1 ampoule
of 5 ml of sterile water for injection in blister pack.

Merocil® 500 mg IV Injection: Each pack contains
1 vial of Meropenem Trihydrate for injection
equivalent to Meropenem 500 mg and 1 ampoule
of 10 ml of sterile water for injection in blister
pack.

Merocil® 1 gm IV Injection: Each pack contains 1
vial of Meropenem Trihydrate for injection
equivalent to Meropenem 1 gm and 1 ampoule of
20 ml of sterile water for injection in blister pack.

® Registered Trade Mark
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