caution in those known to be hypersensitive to other beta lactams, although the incidence of cross-
sensitivity uppears to be low._ Aztreonam should be used with caution in patients with renal or hepatic
impairment.

Breast feeding Tn a study in 12 healthy women given aztreonam, peak concentrations in breast milk
were found to be less than 1% of those in serum and this was considered suggestive of o low risk of
adverse effects in breast-fed infants. The Americun Academy of Pediutrics states that no udverse
effects have been seen in hreast-fed infants whose mothers received aztreanam and considers it to be
usually compatible with breast feeding, 2 although UK licensad product information recommends that
mothers should refrain from breast feeding while receiving aztreonam.

Uses and Administration

Aztreonan) is a monobactam or monocyclic betalactam antibacterial used parenterally as an
alternative to aminoglycosides or third-generation cephalosporins for the treatment of infections
cansed hy susceptible Gram-negative aerobic organisms, These have included bone and joint
infections, gonorrhoea, intra-sbdominal and pelvic infections, lower respiratory-tract infections
including psendomaonal infections in patients with cystic fibrosis, meningitis, septicuemia, skin and
soft-tissue infections, and urinary-tract infections. For details of these infections and their treatment,
T broaden the spectrum of activity for empirical treatment of infections, aztreonam should be used
with other untibacterials. Use with an aminog ycoside may be of benefit in serious Pseudomaonas
aerwginosa infechions. Artreonam is usnally given parenterally by deep intramuscular injection, by
slow intravenous injection over 3 to 5 minutes, or by intravenous infusion over 20 to 60 minwes. Tt is
given to adults, in usnal doses ranging from 1 to 8 g daily, in divided doses every 6 to 12 hours,
according to the severity of the infection. Single doses aver 1 g should be given by the intruvenous
moute. UK licensed prodoct information recommends that infants older than one week and children be
given aztreonam 30 mg/kg every 6 or § hours. For severe infections, children of 2 yeurs or older may
be given 30 mgfkg every 6 or 8 hours up to o maximum totul daily dose of 8 2. Although not licensed
in the UK for neonates less than one week old, the BNFC suggests a dose of 30 mg/kg every 12
hours. Tn the USA the dose for children from 9 months of age is 30 me/kg every 8 howrs for mild to
maoderate infeetion, or every 6 to § hours in moderate to severe infection up to a maximum total daily
dose of 120 mg/kg. For details of dosage in patients with renal impai A single intramuscular
dose of 1 g has been recommended for the treatment of gonorrhoea or cystitis.

Urinary Traet Infections (complicated and uncomplicated ). including pyelonephritis and cystitis
(initial and recurrent) caused by Escherichia coll, Klebsiella pneumontae, Proteus mirabilis,
Pseudomonas aernginosia, Enterobacter cloacae, Klebsiella oxytoca®, Citrabacter species™, and
Serratia marcescens®.

Lower Respiratory Tract Infections, including pnenmonia and bronchitis caused by Escherichia
coli, Klebsiella prewmoniae, Pseudomonas aeruginosa, Haemophilis influenzae, Proteas mivabilis,
Enternbacter species, and Serratia marcescens™,

Skin and Skin-Structure Infections, including those associated with postoperative wounds, uleers,
and burns, caused by Eschericlia coli, Proieus mirabilis, Serratia marncescens, Entembacter species,
Psewdomonay aernginosi, Klebsiella preumoniae, and Citrobacter species®,

Intra-ahdominal Infections, including peritonitis caused by Escherichia coli, Kiebsiella species
including K. prewmoniae, Enterobacter species incloding £. cloacae®, Psewdomonas aerugisnsa,
Cirrobacter species® including . freundii®, and Serratia species # including 8. marcescens®.
Presminey

Pregnancy Category B

In pregnant women, aztreonam crosses the placenta and enters the fetal circulation.

Developmental toxicity studies in pregnant mats and rabbits with daily doses of artreonam up to 180 and
1200 mgfke, respectively, reveuled no evidence of embryotoxicity or fetotoxicity or teratogenicity. These
doses, based on body surface area, are 2,2-and 2.9f0ld greater than the MRHD for adults of 8 ¢ perday. A
perifpostnatal study in rats revealed no drug-induced changes in any maternal, fetal. or neonatal
paramecters. The highest dose used in this study, 1800 mg/ke/day, is 2.2 fimes the MRHD based on body
surface area.

There are no adequate and well-controlled stodies of aztreonam on human pregnancy outcones,
Because animal reproduction studies are not abways predictive of human response, aztreonam should
be used during pregnancy only if clearly needal.

OVERDOSAGE

Tf necessary, aztreonam may be cleared from the serum by hemodialysis andfor peritoneal dialysis.
Storage:- Store below 25" C il reconstitution. Avold from excessive heat & Protected from Light
und moisture.

Improper Storage may deteriorate the product

Medicine:- Keep out of reach of children.

Presentation:- Bach pack contain

2000 mg of Aztreonam for injection in a vial and sterile water for injection TP
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% Aztreonam for Injection USP
AZTREOCAN injection

For TM TV use only

Composition :-

Each Vial Contains:-

Aztreonam (Sterile) usp

Eqg. to anhydrous Aztreonam 2000 mg

(A Mixmure of Aztreonam & L-Arginine)

Deseription

Aztreonan for Tnjection USP is a totally synthetic lns\llnL\«dn heta |ILE‘II11 belonging to a new cliss
of :Iillhmm\ the menobactams, Chemically, Aztrenam is des
(£)-2-((((2-amino-d-thizzolyl )-((( 25, 35)-2-methyl-4-0x0- 1 -sulfo- 3v.|n:1|din\uI]u.irl'xalmr\.])
methylene)- .m‘nnu) oxy)-2-methylpropionic acid.

The structural formuola 1s:

Agtrennam Injection contaxins
ring. which activates the beta-|
the 3-position and a methyl
and beta-lactamase stabili
Agztrennam for Injection is a white to off-white, free flowing sterile non-pyrogenic powder blend of
Agtrennam and L-arginine which upon reconstitution is intended for intravenous or intramuscular
administration. Aztreonam for Injection is sodium free and contains approximately 45 % of
anhydrous Arginine. The pH of Aztreonam for Injection solution, depending on the type and amount
of diluent used ranges between 4.5 and 7.5.

PHARMACOLOGY

Pharmucokinetics

Asztrennam for ITnjection is not intended for orul administration as it s not absorbed from the
gastrointestinal tract, Single 30-minute intravenous infusions of (1.5, 1 gm doses of Aztreonam for
injection in healthy volunteers produced serum levels of 54, 90 and 204meg/mL., respectively,
immediately after administration. Single 3-minute intravencus injections of the same doses resulted in
peak serum levels of 58, 125 and 242meg/ml. Serum levels of aztreonam 8 hours after 3 or 30 minute
infusions were 1, 3 and 6meg/ml.

Aztreonam 15 poorly absorbed from the gastrointestinal tract and is therefore given parenterally.
Absorption after intramuscular injection is good: peak plasma concentrations of about 46
micrograms/mL have been achieved within 1 hour of a 1-g dose. Aztreonam has a plasma half-life of
about 1.7 hours. The half-life may be prolonged in neonates, in the elderly, in patients with renal
impairment, und 10 some extent in those with hepatic impairment. Aztreondam is about 36% bound o
plasma proteins, Tt is widely distributed in body tissues and fluids, including bile, Diffusion into the
CSF is poor unless the meninges are inflamed. Tt crosses the placenta and enters the fetal circulation;
small amounts are distributed into breast milk.

Aztreonam is not extensively metabolised. The principal metabolite, S0-26992 s inactive and is
formed by opening of the beta-lactam ring: it has a much longer half-life than the parcnt compound.
Aztreonam is excreted mainky in the urine, by renal tubular secretion and glomerular filtration; about
60 to 70% of a dose appears within 8 hours as unchanged drug with only small guantities of
metabolites. Only small amounts of unchanged drug and metabolites are excreted in the faeces.
Aztrennam is removed by haemodialysis and to a lesser extent by peritoneal dialysis.

Antimicrobial Action )

Aztreonam is bactericidal and acts similarly to the penicillins by inhibiting synthesis of the bacterial
cell wall: it has & high afﬁmly for the penicillin-binding protein 3 (PBP-3} ot' Gmm -negative bacteria.
The activity of uztreonam is restricted to Gram-negative bic org ling beta-|
producing strains, with poor or no activity against Gram-positive aerobes or inaerobic organisms, Ttis
active against most Enterobacteriaceae including Escherichia coli, Klebsiella, Proieus. Providencia,
Salmonella, Serraiia, Shigefla, and Yersinia spp, Some straing of Entermbacter and Cltrobacter spp.
are resistant. Aztreonam has some activity against Psendomonas aeruginosa, although most strains of
other Pseud, spp. are i itive. Aztreonam has good activity against Haemophilus influenza
and MVeisseria spp. Synergy has been reported in vitro between aztreonam and aminoglycosides
against Ps. aeruginosa and some Eniernbacteriaceae. Aztreonam is stable to hydrolysis by many

1 sulphonic acid substituent in the 1-position of the beta-lactam nuclear
actam moiety. 1t also contuins an aminothiazolyl oxime side chain in
eroup in the 4-position which confer the specific anti-bacterial spectrum

beta-1 and app to be a poor inducer of beta-lactamase production. Acquired resistance
has occasionally been reported.
Precautions

Aztrepnam should not be given (o pati who are hypersensitive to it and should be used with




