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(Meropenem)

For intravenous use only

QUALITATIVE AND QUANTITATIVE COMPOSITION

ROMERO"'500mg Injection

Each vial contains:

Meropenem (as Trihydrate) USP........500mg
(Blended with Sodium Carbonate)

Sodium content: 43mg (approx.)

ROMERO " 1gm Injection

Each vial contains:

Meropenem (as Trihydrate) USP........... 1gm
(Blended with Sodium Carbonate)

Sodium content: 86mg (approx.)

PHARMACEUTICAL FORM

Powder for solution for injection or infusion.

CLINICAL PARTICULARS

THERAPEUTIC INDICATIONS:

ROMERO™ s indicated for the treatment of the following infections in adults and
children aged 3 months and older.

Severe pneumonia, including hospital and ventilator-associated pneumonia.
Broncho-pulmonary infections in cystic fibrosis.

Complicated urinary tract infections.

Complicated intra-abdominal infections.

Intra- and post-partum infections.

Complicated skin and soft tissue infections.

Acute bacterial meningitis.

Meropenem may be used in the management of neutropenic patients with fever that
is suspected to be due to a bacterial infection.

Infection Dose to be administered every 8 hours

Severe pneumo_nia including hgspital and 10 or 20mgkg
ventilator-associated pneumonia
Broncho-pulmonary infections in cystic fibrosis 40mg/kg
Complicated urinary tract infections 10 or 20mglkg
C int infections 10 or 20mg/kg
Complicated skin and soft tissue infections 10 or 20mg/kg
Acute bacterial meningitis 40mg/kg

of febrile neutropenic patients 20mg/kg

Children over 50kg body weight: The adult dose should be administered. There is no
experience in children with renal impairment.

Method of administration: Meropenem is usually given by intravenous infusion over
approximately 15 to 30 minutes. Alternatively, meropenem doses of up to 20mg/kg may
be given as an intravenous bolus over approximately 5 minutes.

CONTRAINDICATIONS:
o | to the active
o | itivity to any other i ial agent.

e Severe hypersensitivity (e.g. anaphylactic reaction, severe skin reaction) to any other
type of beta-lactam antibacterial agent (e.g. penicillins or cephalosporins).

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:
The selection of meropenem to treat an individual patient should take into account the

ppropri of using a antil ial agent based on factors such as
severity of the infection, the prevalence of resistance to other suitable antibacterial agents
and the risk of selecting for carbapenem-resistant bacteria.

i P i and Acil spp

Resistance to penems of E i P: aeruginosa, A
spp. varies. Prescribers are advised to take into account the local prevalence of
resistance in these bacteria. Hypersensitivity reactions: Patients who have a history of
hypersensitivity to carbapenems, penicillins or other beta-lactam antibiotics may also be
hypersensitive to meropenem. If a severe allergic reaction occurs, the medicinal product
should be discontinued. Severe cutaneous adverse reactions (SCAR), such as
Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN), drug reaction with
eosinophilia and systemic symptoms (DRESS), erythema multiforme (EM) and acute
exanthematous pustulosis (AGEP) have been reported in patients

Treatment of patients with ia that occurs in i with, oris
to be associated with, any of the infections listed above.

POSOLOGY AND METHOD OF ADMINISTRATION:

Posology: The dose of meropenem administered and the duration of treatment should
take into account the type of infection to be treated, including its severity, and the clinical
response.

A dose of up to 2gm three times daily in adults and adolescents and a dose of up to
40mg/kg three times daily in children may be particularly appropriate when treating some
types of infections, such as infections due to less susceptible bacterial species (e.g.
Enterobacteriaceae, Pseudomonas aeruginosa or Acinetobacter spp.) or very severe
infections.

Additional considerations for dosing are needed when treating patients with renal
insufficiency are mentioned below:

Adults and adolescents:

receiving meropenem. If signs and symptoms suggestive of these reactions appear,
meropenem should be wi i I and an treatment should be
considered. Antibiotic-associated colitis: Antibiotic-associated colitis and pseudomem-
branous colitis have been reported with nearly all anti-bacterial agents, including
meropenem, and may range in severity from mild to life threatening. Discontinuation of
therapy with meropenem and the administration of specific treatment for Clostridium
difficile should be considered. Medicinal products that inhibit peristalsis should not be
given. Seizures: Seizures have infrequently been reported during treatment with
carbapenems, including meropenem. Hepatic function monitoring: Hepatic function
should be closely monitored during treatment with meropenem due to the risk of hepatic
toxicity (hepatic dysfunction with cholestasis and cytolysis). Patients with pre-existing liver
disorders should have liver function monitored during treatment with meropenem. There is
no dose adjustment necessary. Direct antiglobulin test (Coombs test) seroconversion:
A positive direct or indirect Coombs test may develop during treatment with meropenem.
Ci i use with valproic aci i ide: The cc i

p p
use of meropenem and valproic aci ium valproate/ ide is not ded.
The maximum daily dose of this product is equivalent to 227% of the WHO recommended
maximum daily intake for sodium. Meropenem is considered high in sodium. This should

INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF

No specific medicinal product interaction studies other than probenecid were conducted.

Meropenem is usually given by intravenous infusion over approximately 15 to 30 minutes.
Alternatively, doses up to 1gm can be given as an intravenous bolus injection over
approximately 5 minutes.

Renal impairment: The dose for adults and adolescents should be adjusted when
creatinine clearance is less than 51mi/min. Dose and frequency with respect to the
creatinine level are mentioned below:

Creallr(|r|nn|7 "(|:ilre‘)arance Dose (hsaosoe"t:ga:r 1u!;|’|'tI ot:ozsge":')ange of Frequency
26-50 one unit dose every 12 hours
10-25 half of one unit dose every 12 hours
<10 half of one unit dose every 24 hours
is cleared by is and The required dose should be
after ion of the hemodialysis cycle.
Hepatic impairment: No dose adjustment is necessary in patients with hepatic

impairment.

Dose in elderly patients: No dose adjustment is required for the elderly with normal renal

function or creatinine clearance values above 50 mi/min.

Paediatric population: Children under 3 months of age: The safety and efficacy of

meropenem in children under 3 months of age have not been established and the optimal

dose regimen has not been identified.

Children from 3 months to 11 years of age and up to 50kg body weight. The
dose regi are i below:

with for active tubular secretion and thus inhibits the
renal excretion of meropenem with the effect of increasing the elimination half-life and
plasma concentration of meropenem. Caution is required if probenecid is co-administered
with meropenem. Due to the rapid onset and the extent of the decrease, co-administration
of valproic acid/sodium valproate/valpromide with carbapenem agents is not considered to
be manageable and therefore should be avoided.

Oral anti i of antibiotics with warfarin may
augment its anti-coagulant effects. It is recommended that the INR should be
monitored frequently during and shortly after co-administration of antibiotics with an oral
anti-coagulant agent.

Paediatric population: Interaction studies have only been performed in adults.

Infection Dose to be administered every 8 hours
Sevgre pneumonia including hospital and 500mg or 1gm
enflator assodated pnuronia be particularly taken into account for those on a low salt diet.
Broncho-pulmonary infections in cystic fibrosis 2gm
Complicated urinary tract infections 500mg or 1gm
C intr infections 500mg or 1gm INTERACTION:
Intra- and post-partum infections 500mg or 1gm P o D
Complicated skin and soft tissue infections 500mg or 1gm
Acute bacterial meningitis 2gm
Management of febrile neutropenic patients 1gm

PREGNANCY AND LACTATION:

Pregnancy: There are no or limited amount of data from the use of meropenem in pregnant
women. As a precautionary measure, it is preferable to avoid the use of meropenem during
pregnancy.

Breast-feeding: Small amounts of meropenem have been reported to be excreted in
human milk. Meropenem should not be used in breast-feeding women unless the potential
benefit for the mother justifies the potential risk to the baby.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES:
When driving or operating machines, it should be taken into account that headache,
paresthesia and convulsions have been reported for meropenem.

UNDESIRABLE EFFECTS:

The most y reported merof -related laboratory adverse events were
thrombocytosis and increased hepatic enzymes.

Local adverse reactions: Inflammation at the injection site 2.4%, injection site reaction
0.9% phlebitis/thrombophlebitis 0.8%, pain at the injection site 0.4%, edema at the injection
site 0.2%. Common: Thrombocythaemia, headache, diarrhoea, vomiting, nausea,
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Chlamydophila pneumoniae, Chlamydophila psittaci, Coxiella burnetii,

pain, i i , blood alkaline phc i )
blood lactate dehydrogenase increased, rash, pruritis, i fon, pain. U pneumon\ae specwes that show natural intermediate susceptibility, All
Oral and vaginal idiasis, eosinophilia, tt ia, leucopenia, methicilli tant stap are resistant to
anaemia,

antibiotic- assomated colitis, blood bilirubin increased, toxic epidermal necrolysis, Stevens-
Johnson syndrome, erythema multiforme, urticaria, blood creatinine increased, blood urea
increased, thrombophlebitis, pain at the injection site. Rare/Notknown: Delirium,
convulsions, drug reaction with eosinophilia and systemic symptoms, acute generalised
exanthematous pustulosis.

Paediatric population: Meropenem is licensed for children over 3 months of age. There
is no evidence of an increased risk of any adverse drug reaction in children based on the
limited available data. All reports received were consistent with events observed in the
adult population.

PHARMACOKINETIC PROPERTIES:
Absorption: Following intravenous doses of 500mg, mean plasma concentrations of
meropenem usually decline to approximately 1mcg/mL at 6 hours after administration. No
accumulation of meropenem in plasma was observed with regimens using 500mg
administered every 8 hours or 1 gram administered every 6 hours in healthy volunteers
with normal renal function. Distribution: The average plasma protein binding of
meropenem was approximately 2% and was independent of concentration.
Meropenem has been shown Io penetrate well into several body fluids and tissues:
including lung, bronchial , bile, pinal fluid, gyr ical tissues,
skin, fasma muscle, and peritoneal exudates. Biotransformation: Meropenem is
by hydrolysis of the beta-lactam ring a microbiologically inactive
melabolne Elimination: Meropenem is primarily excreted unchanged by the kidneys;

OVERDOSE:

should be In‘i with normal renal function,
rapld renal elimination will occur. Haemodialysis will remove p and its
metabolite.

PHARMACOLOGICAL PROPERTIES
PHARMACODYNAMIC PROPERTIES: Phar ic group: Anti ials for

70% (50-75%) of the dose is excreted unchanged within 12 hours Afurther
28% is as the microbiologi inactive ite. Fecal p

only approximately 2% of the dose. The measured renal clearance and the effect of
probenemd show that meropenem undergoes both filtration and tubular secretion. Renal

systemic use, carbapenems, ATC code: J01DH02

Mechanism of action: Meropenem exerts its bactericidal activity by inhibiting bacterial
cell wall synthesis in Gram-positive and Gram negatlve bacteria through binding to
penicillin-binding proteins (PBPs). of Bacterial to
meropenem may result from: (1) Decreased of the outer of

Dose is for patients with moderate and severe
renal impairment. Meropenem is cleared by hemodialysis with clearance during
hemodialysis being approximately 4 times higher than in anuric patients. Hepatic
insufficiency: A study in patients with alcoholic cirrhosis shows no effect of liver disease
on the pharmacokinetics of meropenem after repeated doses. Paediatric Patients: The

Gram-negative bacteria (due to diminished production of porins) (2) Reduced affinity of the
target PBPs (3) pression of efflux pump cc and (4) Production of
beta-lactamases that can hydrolyse carbapenems. There is no target-based
cross-resistance between meropenem and agents of the quinolone, aminoglycosid

phar i of for injection I.V., in paediatric patients 2 years of age or
older, are similar to those in adults. Elderly: Pharmacokinetic studies in healthy elderly
subjects (65-80 years) have shown a reduction in plasma clearance, which correlated with
age-associated reduction in creatinine clearance, and a smaller reduction in non-renal

macrolide and tetracycline classes. However, bacteria may exhibit resistance to more than
one class of antibacterials agents when the mechanism involved include impermeability
and/or an efflux pump(s). Breakpoints: European Committee on Antimicrobial
Susceptibility Testing (EUCAST) clinical breakpoints for MIC testing are presented below:

EUCAST clinical MIC breakpoints for meropenem (2015-01-01, v5)

I No dose is required in elderly patients, except in cases of moderate
to severe renal impairment.

Direction for Reconstitution: 500mg and 1gm vials should be reconstituted with 10ml and
20ml solvent respectively. Swirl until dissolved.

SPECIAL PRECAUTIONS FOR DISPOSAL AND OTHER HANDLING:
Dilution for Injection/Infusion:

Organism Susceptible (S) (mgf) | Resistant (R) (mg) . p to be used for bolus infravenous injection should be constituted with
=2 >8 sterile water for injection.
Pseudomonas spp. s2 >8 e For intravenous infusion meropenem vial may be directly constituted with 0.9%
Acinetobacter spp. s2 >8 sodium chloride or 5% glucose (dextrose) solutions for infusion.
Streptococcus groups A, B, C, G note 6 note 6 e Vial is a single dose and discard any portion of the contents remaining after use.
iae’ <2 >2 e Standard aseptic techniques should be used for solution preparation and
Viridans group streptococci® <2 >2 administration.
Enterococcus spp. = = e The solution should be shaken before use.
Staphylococous spp. ote 3 oo 3 e Reconstituted solution should be useq immediately.
T 05 mfiuenzac'? and Moraxalla catarhalie? =2 > e The solution should be inspected visually for particles and discolouration prior to
— o i Only clear to yellow solution, free from particles should be
Neisseria meningitidis <025 >0.25 used
Gram-positive anaerobes except Clostridium difficile <2 >8
Gram-negative anaerobes <2 >8 SHELF LIFE
Listeria monocytogenes <025 >0.25 See expiry on the pack.
Non-species related breakpoints® <2 >8 AVAILABILITY
! for pneumoniae and Haemophilus influenzae

in menmgms are 0. 25mg/\ (Susceptible) and 1mg/l (Resistant).

2 |solates with MIC values above the suscepl\ble breakpoint are very rare or not yet
reported. The and ility tests on any such isolate
must be repeated and if the result is confirmed the isolate sent to a reference laboratory.
Until there is evidence regarding clinical response for confirmed isolates with MIC values
above the current resistant breakpoint they should be reported resistant.

% Susceptibility of staphylococci to carbapenems s infered from the cefoxitin
susceptibility.

*Breakpoints relate to meningitis only.

% Non-species related breakpoints have been determined mainly from PK/PD data and
are independent of the MIC distributions of specmc species. They are for use only for
organisms that do not have specific Non-species related p are
based on the following dosages: EUCAST breakpoints apply to meropenem 1000mg
x3 daily administered intravenously over 30 minutes as the lowest dose. 2gmx3 daily
was taken into conslderatlon for severe infections and in setting the /R breakpoint.
The beta-lact of groups A, B, C and G is inferred from
the penicillin susceptibility.

Ci y i species: Gram-positive aerobes: Enterococcus faecalis,

Staphylococcus  aureus icilli il hyl is species (methicillin-
including epidermidis, iae (Group B),

Streptococcus  milleri group (S. i S. and S. ir i

Streptococcus  pneumoniae,  Streptococcus pyogenes (Group A). Gram-negative
aerobes: Citrobacter freundii, Citrobacter koseri, Enterobacter aerogenes, Enterobacter
cloacae, Escherichia coli, Haemophilus influenzae, Klebsiella oxytoca, Klebsiella
pneumoniae, Morganella morganii, Nelssena meningitides, Proteus mirabilis, Proteus

ROMERO"™ 500mg injection is available in a pack of 1 x 500mg vial + 1 x 10ml sterile
water for injection.

ROMERO"™ 1gm injection is available in a pack of 1 x 1gm vial + 2 x 10ml sterile water
for injection.

INSTRUCTIONS

Dosage: As advised by the physician.
To be sold on the prescription of a registered medical practitioner only.
Keep out of the reach of children.

Avoid exposure to heat, light and humidity.
Do not store over 30°C.

Do not freeze the reconstituted solution.

AT YD
(o)
QAL eea S 15 1 Sih
IRl E L0 ey
e Fus
_u{};ﬁg(}é;lﬁﬂd/xu

stz ie IS S e
e it

vulgaris, Serratia 1s. Gl Clostridium p
Peptoniphilus olyticus, Pep! ot} spemes (including P. micros, P.
anaerobius, P. magnus). G gati H caccae, i

fragilis group, Prevotella bivia, Prevotella disiens.

Species for which acquired resistance may be a problem: Gram-positive
aerobes: Ei faecium. Gi gative aerobes: Aci species,
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ia cepacia, P y resistant

Gram-negative aerobes: Stenotrophomonas maltophilia, Legionella species. Other
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