Y36-002-551 DUPLEX™
Package | nsert DRUG DELI VERY SYSTEM

Cef UROXi me for Injection USP and Dextrose
| nj ecti on USP

To reduce the devel opnent of drua-resistant bacteria and maintain the

ef fectiveness of Cefuroxine for Injection USP and Dextrose |njection USP and ot her

anti bacterial drugs, Cefuroxime for Injection USP and Dextrose Injection USP

shoul d be used only to treat or prevent infections that are proven or strongly

suspected to be caused by bacteria.

DESCRI PTI ON

Cefuroxime for Injection USP and Dextrose Injection USP is a sterile, nonpyrogenic, single use,
packaged conbi nation of Cefuroxime Sodium USP (crystalline) and Dextrose |njection USP
(diluent) in the DUPLEX sterile container. The DUPLEX Container is a flexible dual chanber

cont ai ner.

The drug chanber is filled with sterile crystalline Cefuroxime for Injection USP, a
senmisynthetic, broad-spectrum cephalosporin antibiotic for parenteral admnistration. It is
the sodium salt of (6R 7R)-7-[2-(2-furyl)gl yoxyl am do] - 3- (hydr oxynet hyl ) - 8- oxo- 5- t hi a- 1-
azabi cycl o[ 4. 2. 0] oct - 2- ene- 2- car boxyl at e, 72 (2) - (O nethyl oxi ne), carbamate (ester).

Cef ur oxi me Sodi um USP has the follow ng structural fornmula:
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The enpirical formula is GegthisNiNaQsS, representing a nol ecul ar wei ght of 446. 4.

Cef uroxi ne contains approxinmately 54.2 ng (2.4 nEq) of sodium per gram of cefuroxime activity.
The di l uent chanber contains Dextrose |njection USP. The concentration of Hydrous Dextrose USP
has been adjusted to render the reconstituted drug product iso-osnotic. Dextrose Injection USP
is sterile, nonpyrogenic, and contains no bacteriostatic or antimcrobial agents.

Hydr ous Dextrose USP has the follow ng structural (nolecular) fornula:
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The nol ecul ar wei ght of Hydrous Dextrose USP is 198.17

Dext rose hydrous USP has been added to the diluent to adjust osnolality (approximately 1.45 g
and 2.05 g to 750 ng and 1.5 g dosages, respectively).

After renmoving the peelable foil strip, activating the seals, and thoroughly m xing, the
reconstituted drug product is intended for single intravenous use. Wen reconstituted, the
approxi mate osnolality of the reconstituted solution for Cefuroxine for |njection USP and
Dextrose Injection USP is 290 mOsnol / kg.

The DUPLEX dual chanber container is nmade froma specially fornmulated material. The product
(diluent and drug) contact layer is a mixture of thernoplastic rubber and a pol ypropyl ene
et hyl ene copol yner that contains no plasticizers. The safety of the container systemis
supported by USP biol ogi cal eval uation procedures.

CLI Nl CAL PHARMACOLOGY

Fol l owi ng 1V doses of 750 ng and 1.5 g, serum concentrations were approximately 50 and 100

ug/ mL, respectively, at 15 minutes. Therapeutic serum concentrations of approxinmately 2 ug/nL
or nore were naintained for 5.3 hours and 8 hours or nore, respectively. There was no evi dence
of accumul ation of cefuroxime in the serumfollowing IV admnistration of 1.5 g doses every 8
hours to normal volunteers. The serumhalf-life after IVinjection is approximately 80 m nutes.

Approxi mately 89% of a dose of cefuroxinme is excreted by the kidneys over an 8 hour period,
resulting in high urinary concentrations.
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To reduce the development of drug-resistant bacteria and maintain the
effectiveness of Cefuroxime for Injection USP and Dextrose Injection USP and other
antibacterial drugs, Cefuroxime for Injection USP and Dextrose Injection USP
should be used only to treat or prevent infections that are proven or strongly
suspected to be caused by bacteria.


I ntravenous doses of 750 ng and 1.5 g produced urinary |evels averaging 1,150 and 2,500 pg/ ni,
respectively, during the first 8 hour period.

Cefuroxine is detectable in therapeutic concentrations in pleural fluid, joint fluid, bile,
sputum bone, cerebrospinal fluid (in patients with nmeningitis), and aqueous hunor.

Cefuroxine is approxi mtely 50% bound to serum protein.

M crobi ol ogy: Cefuroxime has in vitro activity against a w de range of grampositive and gram
negative organisns, and it is highly stable in the presence of beta-I|actanmases of certain gram
negati ve bacteria. The bactericidal action of cefuroxime results frominhibition of cell-wall
synt hesi s. Cefuroxi me sodi um has been shown to be active against npst isolates of the follow ng
m croorgani sns, both in vitro and in clinical infections as described in the | NDI CATI ONS AND
USACE section:

Aerobic and facultative Gram positive nicroorgani sns

St aphyl ococcus aureus (including penicillinase-producing strains)
St rept ococcus pneunoni ae

St rept ococcus pyogenes

Aerobi c and facul tative G am negative nicroorgani sns
Ent er obact er spp.
Escherichia coli

Haenophi l us i nfluenzae (including anpicillin-resistant strains)
Kl ebsiella spp.
Nei sseri a gonorrhoeae (including penicillinase-producing strains)

Nei sseria neningitidis

The following in vitro data are available, but their clinical significance is unknown. At |east
90% of the followi ng mcroorgani sms exhibit an

in vitro mnimminhibitory concentration (MC) less than or equal to the susceptible

br eakpoi nt for cefuroxine sodium However, the safety

and effectiveness of cefuroxime sodiumin treating clinical infections due to these

m croor gani sns have not been established in adequate and well-controlled clinical trials.

Aerobic and facultative G am positive nicroorgani sns
St aphyl ococcus epidernidis

NOTE  Mbst strains of Enterococcus are resistant to cefuroxime sodium Methicillin-resistant
St aphyl ococcus and Listeria nonocytogenes are resistant to cefuroxi me sodi um

Aerobi c and facul tative G am negative nicroorgani sns

Haenophi | us parai nfl uenzae

Moraxel l a catarrhalis (including anpicillin- and cephal othin-resistant strains)

Proteus mrabilis

Provi dencia rettgeri

NOTE.  Sone strains of Mrganella norganii, Enterobacter cloacae, and Citrobacter spp. have
been shown by in vitro tests to be resistant to cefuroxi me sodi um and ot her cephal ospori ns.
Pseudonmonas and Canpyl obacter spp., Acinetobacter cal coaceticus, and nobst strains of Serratia
spp. and Proteus vulgaris are resistant to nost first- and second-generati on cephal osporins
(including cefuroxine sodium). For Sal nonella spp. and Shigella spp., first-and second-
generation cephal osporins (including cefuroxime sodiun may appear active in vitro but are not
effective clinically and should NOT be reported as susceptible.

Susceptibility Testing Methods:

Di I ution techniques:

Quantitative nethods are used to determ ne antim crobial mnimminhibitory concentrations
(M GCs). These M Cs provide estimtes of the susceptibility of bacteria to antim crobial
conpounds. The M Cs shoul d be determi ned using a standardi zed procedure. Standardized
procedures are based on a dilution method“? (broth or agar) or equivalent wth standardized
i nocul um concentrations and standardi zed concentrations of cefuroxi me powder. The M C val ues
shoul d be interpreted according to the following criteria:

For testing Enterobacteriaceae and Staphyl ococcus spp.

M C (pg/ ) Interpretation
£8 Susceptible (9

16 Intermediate (1)

332 Resi stant (R)

For testing Haerophilus spp.?

MC (pg/m) Interpretation
£A Susceptible (S)
8 Intermediate (1)

316 Resi stant (R)



For testing Neisseria gonorrhoeaeb

MC (pg/m) Interpretation
£1 Susceptible (S)
2 Intermediate (1)

34 Resi stant (R)

For testing Streptococcus pneunoni ae®

M C (ug/ ) Interpretation

£0.5 Susceptible (9)

1 Internediate (1)

32 Resi stant (R)

Al ternatively, isolates of Streptococcus pneunpni ae coul d be tested against a 1-pg oxacillin
disk. Isolates with oxacillin zone sizes of 3 20 mm are susceptible to penicillin and can be

consi dered susceptible to cefuroxime sodi um
For testing Streptococcus spp. other than S. pneunoni ae
| sol ates of Streptococcus spp. other than S. pneunoni ae that are susceptible to penicillin (MC

£ 0.12 pg/ m.) can be considered susceptible to cefuroxine sodium and need not be tested agai nst
cef uroxi me sodi um

8These interpretive standards are applicable only to broth mcrodilution susceptibility tests
wi th Haenophil us spp. using Haenophilus Test Medi um (HTM 2.

PThese interpretive standards are applicable to agar dilution tests with GC agar base and 1%
defined growth suppl ement 2.

“These inter pretive standards are applicable only to broth mcrodilution susceptibility tests
using cation-adjusted Mieller-H nton broth with
2-5% | ysed horse bl ood?.

A report of "Susceptible" indicates that the pathogen is likely to be inhibited if the

antim crobial conpound in the blood reaches the concentrations usually achi evable. A report of
"Intermedi ate" indicates that the result should be considered equivocal, and, if the

m croorganismis not fully susceptible to alternative, clinically feasible drugs, the test
shoul d be repeated. This category inplies possible clinical applicability in body sites where
the drug is physiologically concentrated or in situations where high dosage of drug can be
used. This category also provides a buffer zone, which prevents snmall uncontrolled technical
factors fromcausing najor discrepancies in interpretation. A report of "Resistant" indicates
that the pathogen is not likely to be inhibited if the antimicrobial conpound in the blood
reaches the concentrations usually achi evabl e; other therapy shoul d be sel ected.

St andar di zed susceptibility test procedures require the use of quality control m croorganisns
to control the technical aspects of the test procedures. Standard cefuroxi me sodi um powder
shoul d provide the follow ng MC val ues:

M cr oor gani sm M C Range (pg/niL)

E. coli ATCC 25922 2-8

H influenzae® ATCC 49766 0.25-1
S. aureus ATCC 29213 0.5-2
N. gonorr hoeae® ATCC 49226 0.25-1
S. pneunoni ae’ ATCC 49619 0.25-1

YThi s quality control range is applicable to only H influenzae ATCC 49766 tested by a
m crodilution procedure using HTM.

®Thi's quality control range is applicable to only N. gonorrhoeae ATCC 49226 tested by an agar
dilution procedure using GC agar base with 1% defined growh suppl enent 2.

fThis quality control range is applicable to only S. pneunpni ae ATCC 49619 tested by a
m crogi lution procedure using cation-adjusted Mieller- Hnton broth with 2-5%1ysed horse
bl ood“.

Di ffusi on techni ques:

Quantitative nethods that require neasurenent of zone dianeters also provide reproducible
estinmates of the susceptibility of bacteria to antim crobial compounds. One such standardi zed
procedure®* requires the use of standardized i nocul um concentrations. This procedure uses paper
di sks i nmpregnated with 30-pg cefuroxinme to test the susceptibility of mcroorganisns to
cefuroxi me sodium Reports fromthe | aboratory providing results of the standard single-disk
susceptibility test with a 30-pg cefuroxi me disk should be interpreted according to the
follow ng criteria:



For testing Enterobacteriaceae and Staphyl ococcus spp.

Zone Di aneter (nm) Interpretation
318 Susceptible (S
15- 17 Intermediate (1)
£ 14 Resi stant (R)
For testing Haerophilus spp?
Zone Di aneter (nm) Interpretation
3 20 Susceptible (S
17-19 Intermediate (1)
£ 16 Resi stant (R)
For testing Neisseria gonorrhoeaeh
Zone Di aneter (nm) Interpretation
3 31 Susceptible (9S)
26- 30 Intermediate (1)
25 Resi stant (R) For testing Streptococcus pneunpni ae' /{De"?tedi f
| sol ates of Streptococcus pneunoniae with oxacillin zone sizes of > 20 nm are susceptible to
penicillin and can be consi dered susceptible to cefuroxine sodi um

For testing b-henolytic streptococci onl yI

A b-henolytic streptococcal isolate that is susceptible to a 10-unit penicillin disk (zone
diameter 3 28 nmm) can be consi dered susceptible to cefuroxi me sodi um and need not be tested
agai nst cefuroxi me sodi um

NOTE: Penicillin disk diffusion test is not reliable with viridans streptococci.

9These zone dianeter standards are applicable only to tests with Haermophilus spp. using HTM.

P These i nt erpretive standards are applicable to disk diffusion tests with GC agar base and 1%
defined growth suppl ement incubated in 5% CG”.

"This zone diameter standard only applies to tests performed using Mieller-H nton agar

suppl enented with 5% sheep bl ood i ncubated

in 5% C0O,".

Interpretation should be as stated above for results using dilution techniques. Interpretation
involves correlation of the dianmeter obtained in the disk test with the MC for cefuroxine
sodi um

As with standardi zed dilution techniques, diffusion nmethods require the use of |aboratory
control mcroorganisnms that are used to control the technical aspects of the | aboratory

procedures. For the diffusion technique, the 30-ug cefuroxinme disk should provide the f Formatted

zone dianeters in these laboratory quality control strains:

M cr oor gani sm Zone Di aneter Range (mm
E. coli ATCC 25922 20- 26
H influenzae! ATCC 49766 28- 36
N. gonorrhoeaek ATCC 49226 33-41
S. aureus ATCC 25923 27- 35

I This quality control limt applies to tests conducted w th Haenophilus influenzae ATCC 49766
usi ng HTM.

KThi s quality control range is only applicable to tests perforned by disk diffusion using GC
agar base and 1% defined growth suppl ement *.

J|NDI CATI ONS AND USAGE Formatted

To reduce the devel opment of drug-resistant bacteria and maintain the effectiveness of
Cefuroxime for Injection USP and Dextrose |njection USP and other antibacterial drugs,
Cefuroxime for Injection USP and Dextrose Injection USP should be used only to treat or prevent
infections that are proven or strongly suspected to be caused by susceptible bacteria. Wen
culture and susceptibility information are avail able, they should be considered in selecting or
modi fyi ng antibacterial therapy. In the absence of such data, |ocal epidem ol ogy and
susceptibility patterns may contribute to the enpiric selection of therapy.
Cefuroxime for Injection USP and Dextrose Injection USP is indicated for the treatnment of
patients with infections caused by susceptible strains of the designated organisns in the
follow ng di seases:
1. Lower Respiratory Tract Infections, including pneunonia, caused by Streptococcus pneunoni ae,
Haenophil us influenzae (including anpicillin-resistant strains), Kl ebsiella spp.,
St aphyl ococcus aureus (including penicillinase-producing strains), Streptococcus pyogenes,
and Escherichia coli.

2. Urinary Tract Infections caused by Escherichia coli and Kl ebsiella spp.



3. Skin and Skin-Structure Infections caused by Staphyl ococcus aureus (including penicillinase-

produci ng strains), Streptococcus pyogenes, Escherichia coli, Klebsiella spp., and
Ent er obact er spp.

4. Septicem a caused by Staphyl ococcus aureus (including penicillinase-producing strains),
Strept ococcus pneunoni ae, Escherichia coli, Haenophilus influenzae (including anpicillin-
resistant strains), and Kl ebsiella spp.

5. Meningitis caused by Streptococcus pneunoni ae, Haenophilus influenzae (including anpicillin-
resistant strains), Neisseria neningitidis,
and St aphyl ococcus aureus (including penicillinase-producing strains).

6. Gonorrhea: Unconplicated and di ssem nated gonococcal infections due to Neisseria gonorrhoeae
(including penicillinase-producing strains) in both males and fenal es.

7. Bone and Joint Infections caused by Staphyl ococcus aureus (including penicillinase-producing

strains).

Clinical mcrobiological studies in skin and skin-structure infections frequently reveal the
growm h of susceptible strains of both aerobic and anaerobi ¢ organi sms. Cefuroxi me has been used
successfully in these mixed infections in which several organi sms have been isol at ed.
Appropriate cultures and susceptibility studies should be performed to determi ne the
susceptibility of the causative organisnms to cefuroxine.

Therapy may be started while awaiting the results of these studies; however, once these results
become available, the antibiotic treatment should be adjusted accordingly. In certain cases of
confirmed or suspected gram-positive or gramnegative sepsis or in patients with other serious
infections in which the causative organi sm has not been identified, cefuroxime may be used
concom tantly with an am nogl ycosi de (see PRECAUTI ONS). The recomended doses of both

anti biotics may be given depending on the severity of the infection and the patient’s

condi tion.

Prevention: The preoperative prophylactic adm nistration of Cefuroxinme for Injection USP and
Dextrose Injection USP may prevent the growth of susceptible di sease-causing bacteria and
thereby may reduce the incidence of certain postoperative infections in patients undergoing
surgical procedures (e.g., vaginal hysterectony) that are classified as clean-contam nated or
potentially contam nated procedures. Effective prophylactic use of antibiotics in surgery
depends on the time of administration. Cefuroxinme for Injection USP and Dextrose I|njection USP
shoul d usual ly be given one-half to 1 hour before the operation to allow sufficient time to
achi eve effective antibiotic concentrations in the wound tissues during the procedure. The dose
shoul d be repeated intraoperatively if the surgical procedure is |engthy.

Prophyl actic adm nistration is usually not required after the surgical procedure ends and
shoul d be stopped within 24 hours. In the majority of surgical procedures, continuing
prophylactic admi nistration of any antibiotic does not reduce the incidence of subsequent
infections but will increase the possibility of adverse reactions and the devel opnent of
bacterial resistance.

The perioperative use of Cefuroxine for Injection USP and Dextrose Injection USP has al so been
ef fective during open heart surgery for surgical patients in whominfections at the operative
site would present a serious risk. For these patients it is recommended that cefuroxine therapy
be continued for at |east 48 hours after the surgical procedure ends. If an infection is
present, specinmens for culture should be obtained for the identification of the causative
organi sm and appropriate antim crobial therapy should be instituted.

CONTRAI NDI CATI ONS
Cefuroxime for Injection USP and Dextrose Injection USP is contraindicated in patients with

k|nown allergy to the cephal osporin group of antibiotics._Solutions containing dextrose Deleted:

contraindicated in patients with hypersensitivity to corn products.

WARNI NGS

BEFORE THERAPY W TH CEFUROXI ME FOR | NJECTI ON USP AND DEXTROSE | NJECTI ON USP IS | NSTI TUTED,
CAREFUL | NQUI RY SHOULD BE MADE TO DETERM NE WHETHER THE PATI ENT HAS HAD PREVI OUS

HYPERSENSI TI VI TY REACTI ONS TO CEPHALCSPORI NS, PENI ClI LLINS OR OTHER DRUGS. THI' S PRODUCT SHOULD
BE G VEN CAUTI QUSLY TO PENI CI LLI N SENSI Tl VE PATI ENTS. ANTI Bl OTI CS SHOULD BE ADM NI STERED W TH
CAUTI ON TO ANY PATI ENT WHO HAS DEMONSTRATED SOVE FORM OF ALLERGY, PARTICULARLY TO DRUGS. |F AN
ALLERG C REACTI ON TO CEFUROXI ME OCCURS, DI SCONTI NUE THE DRUG SERI OUS ACUTE HYPERSENSI Tl VI TY
REACTI ONS MAY REQUI RE EPI NEPHRI NE AND OTHER EMERGENCY MEASURES.

Pseudonmenbr anous colitis has been reported with nearly all antibacterial agents, including
cefuroxime, and may range frommld to life threatening. Therefore, it is inportant to consider
this diagnosis in patients who present with diarrhea subsequent to the administration of

anti bacterial agents.

Treatnent with antibacterial agents alters the normal flora of the colon and may pernit over-
growth of clostridia. Studies indicate that a toxin produced by Costridiumdifficile is one
primary cause of “antibiotic-associated colitis”.



After the diagnosis of pseudonenbranous colitis has been established, therapeutic neasures
should be initiated. MIld cases of pseudomenbranous colitis usually respond to drug

di scontinuation alone. In noderate to severe cases, consideration should be given

to managenent with fluids and el ectrolytes, protein supplenmentation and treatnent with an
antibacterial drug clinically effective against

C. difficile colitis.

PRECAUTI ONS

Gener al Formatted

Prescribi ng Cefuroxinme for ITnjection USP and Dextrose Injection USP Tn the absence oﬂ. oveT
or strongly suspected bacterial infection or a prophylactic indication is unlikely to provide
benefit to the patient and increases the risk of the devel opnent of drug-resistant bacteria

Al t hough Cefuroxime for Injection USP and Dextrose Injection USP rarely produce alterations in
ki dney function, evaluation of renal status during therapy is recoomended, especially in
seriously ill patients receiving the maxi num doses. Cephal osporins should be given with caution
to patients receiving concurrent treatment with potent diuretics as these reginmens are
suspected of adversely affecting renal function.

The total daily dose of cefuroxinme should be reduced in patients with transient or persistent
renal insufficiency (see DOSAGE AND ADM NI STRATI ON), because hi gh and prol onged serum
anti biotic concentrations can occur in such individuals from usual doses.

As with other antibiotics, prolonged use of cefuroxime may result in overgrowh of
nonsuscepti bl e organi sms. Careful observation of the patient is essential. |If superinfection
occurs during therapy, appropriate neasures should be taken.

Broad- spectrum anti bi otics should be prescribed with caution in individuals with a history of
gastrointestinal disease, particularly colitis.

Nephrotoxi city has been reported foll owi ng concom tant adm nistration of am nogl ycosi de
anti biotics and cephal ospori ns.

As with other therapeutic reginmens used in the treatnent of neningitis, nild-to-noderate
hearing | oss has been reported in a few pediatric patients treated with cefuroxi me sodi um
Persi stence of positive CSF (cerebrospinal fluid) cultures at 18 to 36 hours has al so been
noted with cefuroxine sodiuminjection, as well as with other antibiotic therapies; however,
the clinical relevance of this is unknown.

Cephal osporins nay be associated with a fall in prothronmbin activity. Those at risk include
patients with renal or hepatic inpairnent, or poor nutritional state, as well as patients
receiving a protracted course of antimicrobial therapy, and patients previously stabilized on
anticoagul ant therapy. Prothronbin time should be nonitored in patients at risk and exogenous
Vitami n K adm ni stered as indicated.

As with other dextrose-containing solutions, Cefuroxinme for Injection USP and Dextrose
Injection USP should be prescribed with caution in patients with overt or known subcli nical
di abetes nellitus or carbohydrate intolerance for any reason.

Information for Patients

Patients shoul d be counsel ed that antibacterial drugs including Cefuroxine for Injection USP
and Dextrose Injection USP should only be used to treat bacterial infections. They do not treat
viral infections (e.g., the comon cold). When Cefuroxime for Injection USP and Dextrose
Injection USP is prescribed to treat a bacterial infection, patients should be told that

al though it is common to feel better early in the course of therapy, the nedication should be
taken exactly as directed. Skipping doses or not conpleting the full course of therapy may (1)
decrease the effectiveness of the immedi ate treatnment and (2) increase the |ikelihood that
bacteria will devel op resistance and will not be treatable by Cefuroxime for Injection USP and
Dextrose Injection USP or other antibacterial drugs in the future.

Drug/Drug Interactions: The concomtant oral administration of probenecid with cefuroxime slows
tubul ar secretion, decreases renal clearance

by approxi mately 40% increases the peak serumlevel by approximately 30% and increases the
serum hal f-life by approxi mtely 30%

Drug/ Laboratory Test Interactions: A false-positive reaction for glucose in the urine my
occur with copper reduction tests (Benedict’'s or Fehling’s solution or with Clinitest® tablets)
but not with enzyne-based tests for glycosuria (e.g., Tes-Tape® . As a false-negative result
may occur in the ferricyanide test, it is reconmended that either the glucose oxidase or

hexoki nase method be used to determ ne blood plasma glucose levels in patients receiving

cef ur oxi ne.

Cef uroxi me does not interfere with the assay of serumand urine creatinine by the alkaline

pi crate nethod.

Car ci nogenesi s, Mitagenesis, Inmpairnent of Fertility

Al though lifetime studies in aninals have not been performed to eval uate carcinogenic
potential, no nmutagenic activity was found for cefuroxime in the nouse |ynphoma assay and a
battery of bacterial nutation tests. Positive results were obtained in an in vitro chronosone
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aberration assay, however, negative results were found in an in vivo mcronucleus test at doses
up to 10 g/ kg. Reproduction studies in mice at doses up

to 3200 ng/ kg per day (3.1 tinmes the recomended nmaxi num human dose based on my/nf) have

reveal ed no inpairnent of fertility.

Pregnancy - Teratogenic Effects - Pregnancy Category B.

Reproduction studi es have been performed in nmice at doses up to 6400 ng/ kg per day (6.3 tinmes
the recommended maxi mum human

dose based on ng/nf), and in rabbits at doses up to 400 my/ kg per day (2.1 times the recomended
maxi mum human dose based

on ny/nf) have reveal ed no evidence of harmto the fetus due to cefuroxi me. There are, however,
no adequate and well -controlled

studies in pregnant wonen. Because ani mal reproduction studies are not always predictive of
human response, this drug should

be used during pregnancy only if clearly needed.

Nur si ng Mot hers
Since cefuroxine is excreted in human mlk, caution should be exercised when cefuroxine is
admini stered to a nursing woman.

Pedi atric Use

Safety and effectiveness in pediatric patients bel ow 3 nonths of age have not been established.
Accumul ation of other nenbers of the cephal osporin class in newborn infants (with resulting
prol ongation of drug half-life) has been reported.

Cef uroxime for Injection USP and Dextrose Injection USP in the DUPLEX™ Container is designed to
deliver a 750 ng or 1.5 g dose of cefuroxine. To prevent unintentional overdose, this product
shoul d not be used in pediatric patients who require |less than the full adult dose of

cef ur oxi ne.

ADVERSE REACTI ONS

Cefuroxinme is generally well tolerated. The npbst commbn adverse effects have been | ocal
reactions following IV admi nistration. Oher adverse reactions have been encountered only
rarely.

Local Reactions: Thronbophlebitis has occurred with IV admnistration in 1 in 60 patients.

Gastrointestinal: Gastrointestinal synptons occurred in 1 in 150 patients and included
diarrhea (1 in 220 patients) and nausea

(1 in 440 patients). Onset of pseudonenbranous colitis synptons nmay occur during or after
treatment (see WARNI NGS).

Hypersensitivity Reactions: Hypersensitivity reactions have been reported in fewer than 1% of
the patients treated with cefuroxi me and include rash (1 in 125). Pruritus, urticaria, and
posi tive Coonbs’ test each occurred in fewer than 1 in 250 patients, and, as with other

cephal osporins, rare cases of anaphylaxis, drug fever, erythema nultiforme, interstitial
nephritis, toxic epidermal necrolysis, and Stevens-Johnson syndrone

have occurred.

Bl ood: A decrease in henoglobin and hematocrit has been observed in 1 in 10 patients and
transient eosinophilia in 1 in 14 patients. Less commpn reactions seen were transient
neutropenia (fewer than 1 in 100 patients) and | eukopenia (1 in 750 patients). A simlar
pattern and incidence were seen with other cephal osporins used in controlled studies. As with
ot her cephal osporins, there have been rare reports of thronbocytopeni a.

Hepatic: Transient rise in AST (SGOT) and ALT (SGPT) (1 in 25 patients), alkaline phosphatase
(1 in 50 patients), LDH (1 in 75 patients),

and bilirubin (1 in 500 patients) |levels has been noted. One case of ischenmic hepatitis
secondary to toxic epidermal necrolysis has been

reported in a cirrhotic patient receiving cefuroxine and gentam cin.

Ki dney: Elevations in serum creatinine and/or blood urea nitrogen and a decreased creatinine
cl earance have been observed, but their relationship to cefuroxine is unknown.

Post mar ket i ng Experience with Cefuroxine: |In addition to the adverse events reported during
clinical trials, the followi ng events have been observed during clinical practice in patients
treated with cefuroxine and were reported spontaneously. Data are generally insufficient to
al l ow an estinate of incidence or to establish causation.

Neur ol ogi c: Sei zure and encephal opat hy.
Non-site specific: Angioedema.
Cephal osporin-class Adverse Reactions: |n addition to the adverse reactions |listed above that

have been observed in patients treated with cefuroxinme, the followi ng adverse reacti ons and
altered | aboratory tests have been reported for cephal osporin-class antibiotics:

Adverse Reactions: Voniting, abdominal pain, colitis, vaginitis including vagi nal candidiasis,
toxi ¢ nephropathy, hepatic dysfunction including cholestasis, aplastic anem a, henolytic
aneni a, and henorr hage.



Encephal opat hy and sei zures have been reported in renally inpaired patients treated with

unadj ust ed dosi ng regi mens of cefuroxime. Several cephal osporins, including cefuroxinme, have
been inplicated in triggering seizures, particularly in patients with renal inpairment when the
dosage was not reduced (see DOSAGE AND ADM NI STRATION). If seizures associated with drug
therapy shoul d occur, the drug shoul d be discontinued. Anticonvul sant therapy can be given if
clinically indicated

Al tered Laboratory Tests: Prolonged prothronbin tine, pancytopenia, agranul ocytosis
OVERDOSACGE

Overdosage of cephal osporins can cause cerebral irritation |eading to convul sions. Serum|evels
of cefuroxime can be reduced by henodi al ysis and peritoneal dialysis

DOSAGE AND ADM NI STRATI ON

This product is intended for intravenous adm nistration only.

Dosage: Adults: The usual adult dosage range for cefuroxime is 750 ng to 1.5 grans every 8
hours, usually for 5 to 10 days. In unconplicated urinary tract infections, skin and skin-
structure infections, dissem nated gonococcal infections, and unconplicated pneunpbnia, a 750 ng
dose every 8 hours is recommended. In severe or conplicated infections, a 1.5 gram dose every 8
hours is recomended

In bone and joint infections, a 1.5 gram dose every 8 hours is recormended. In clinical trials
surgical intervention was performed when indicated as an adjunct to cefuroxine therapy. A
course of oral antibiotics was adm ni stered when appropriate follow ng the conpletion of
parenteral adm nistration of cefuroxinme.

In life-threatening infections or infections due to | ess susceptible organisms, 1.5 grams every
6 hours may be required. In bacterial neningitis, the dosage shoul d not exceed 3 granms every 8
hours. For preventive use for clean-contaninated or potentially contam nated surgica
procedures, a 1.5 gram dose administered intravenously just before surgery (approxi mately one-
half to 1 hour before the initial incision) is recommended. Thereafter, give 750 ng
intravenously every 8 hours when the procedure is prol onged

For preventive use during open heart surgery, a 1.5 gram dose administered intravenously at the
induction of anesthesia and every 12 hours thereafter for a total of 6 grans is recomended

I npai red Renal Function: A reduced dosage nust be enployed when renal function is inpaired
Dosage shoul d be determ ned by the degree of renal inpairment and the susceptibility of the
causative organism (see Table 1).

Table 1: Dosage of Cefuroxinme in Adults with Reduced Renal Function

Creatinine dearance Dose Frequency
(nl/ mn)
o >20 750 ng-1.5 grans g8h
10- 20 750 ng gl2h
<10 750 ngy gq24h*

*Since cefuroxine is dialyzable, patients on henodialysis should be given a further dose at the
end of the dialysis

When only serumcreatinine is available, the followi ng formula® (based on sex, weight, and age
of the patient) may be used to convert this value into creatinine clearance. The serum
creatinine should represent a steady state of renal function

Mal es:  Creatinine clearance (nL/mn) = Wight (kg) x (140 - age)
72 x serumcreatinine (ng/dL)

Fenal es: 0.85 x nul e val ue

Note: As with antibiotic therapy in general, administration of Cefuroxine for Injection USP
and Dextrose Injection USP should be continued for a mninmnumof 48 to 72 hours after the

pati ent becomes asynptomatic or after evidence of bacterial eradication has been obtained; a
m ni mum of 10 days of treatment is recomrended in infections caused by Streptococcus pyogenes
in order to guard against the risk of rheumatic fever or glonerul onephritis; frequent
bacteriologic and clinical appraisal is necessary during therapy of chronic urinary tract
infection and may be required for several nonths after therapy has been conpl eted; persistent
infections may require treatment for several weeks; and doses smaller than those indicated
above shoul d not be used. In staphylococcal and other infections involving a collection of pus
surgi cal drainage should be carried out where indicated

Pedi atric Patients Above 3 Months of Age: Administration of 50 to 100 ng/ kg per day in equally
di vided doses every 6 to 8 hours has been successful for npbst infections susceptible to
cefuroxi me. The hi gher dosage of 100 ng/ kg per day (not to exceed the maxi mum adult dosage)
shoul d be used for the nore severe or serious infections.



I'n bone and joint infections, 150 ng/kg per day (not to exceed the maxi num adult dosage) is
recomended in equal |y divided doses every

8 hours. In clinical trials, a course of oral antibiotics was adnmi nistered to pediatric
patients followi ng the conpletion of parenteral admnistration of cefuroxinme.

In cases of bacterial nmeningitis, a |larger dosage of cefuroxine is recommended, 200 to 240
my/ kg per day intravenously in divided doses every

6 to 8 hours.

In pediatric patients with renal insufficiency, the frequency of dosing should be nodified
consistent with the recommendations for adults.

Cefuroxinme for Injection USP and Dextrose for Injection USP in the DUPLEX™ Cont ai ner is
designed to deliver a 750 ng or 1.5 g dose of cefuroxime. To prevent unintentional overdose,
this product should not be used in pediatric patients who require less than the full adult
dose.

For intermittent IV infusion with a Y-type adnministration set, dosing can be acconplished
through the tubing systemby which the patient

may be receiving other 1V solutions. However, during infusion of the solution containing
Cefuroxime, it is advisable to tenporarily discontinue adm nistration of any other solutions at
the sane site.

Sol utions of cefuroxine, like those of npst beta-lactam antibiotics, should not be added to
sol utions of am nogl ycoside antibiotics because of potential interaction.

However, if concurrent therapy with cefuroxi me and an ami nogl ycoside is indicated, each of
these antibiotics can be admi nistered separately to the same patient.

Use sterile equiprent.

Caution: Do not use plastic containers in series connections. Such use could result in air
enmbol i smdue to residual air being drawn fromthe primary container before adm nistration of
the fluid fromthe secondary container is conplete.

DUPLEX™ Drug Delivery System Directions for Use
Renmoval from Ml ti-Pack Tray

e Tear tape strips fromone or both sides of the tray. Renpove top tray.

¢ To avoid inadvertent activation, Duplex Container should renain in the folded position until
activation is intended.

Patient Labeling and Drug Powder/Di |l uent |nspection
e Apply patient-specific |abel on foil side of container. USE CARE to avoid activation. Do not
cover any portion of foil strip with patient [|abel.

e Unlatch side tab and unfold Dupl ex Container. (See Diagraml.)

]
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Laagrarm 1
e Visually inspect diluent chanber for particulate natter.
e Use only if container and seals are intact.

¢ To inspect the drug powder for foreign matter or discoloration, peel foil strip fromdrug
chanber. (See Diagram 2.)
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Dhesgram 2
e Protect fromlight after removal of foil strip.
Note: If foil strip is renpved, product nmust be used within 30 days, but not beyond the

| abel ed expiration date.

¢ The product should be re-folded and the side tab |atched until ready to activate.
Reconstitution (Activation)

« Do not use directly after storage by refrigeration, allow the product to equilibrate to room
tenperature before patient use.

¢ Unfold the DUPLEX™ Cont ai ner and point the set port in a downward direction. Starting at the
hanger tab end, fold the DUPLEX Contai ner just bel ow t he diluent neniscus trapping all air

above the fold. To activate, squeeze the folded diluent chanber until the seal between the
di luent and powder opens, releasing diluent into the drug powder chanber. (See Di agram 3.)

Diagrom 2

e Agitate the liquid-powder mxture until the drug powder is conpletely dissolved.
Note: Follow ng reconstitution (activation), product nust be used within 24 hours if stored
at roomtenperature or within 7 days if stored under refrigeration.

Admi ni stration

e Visually inspect the reconstituted solution for particulate matter.

¢ Point the set port in a dowwards direction. Starting at the hanger tab end, fold the Duplex
Cont ai ner just below the solution neniscus trapping all air above the fold. Squeeze the
fol ded DUPLEX™ Cont ai ner until the seal between reconstituted drug solution and set port
opens, releasing liquid to set port. (See Diagram4.)




Dingram 4

e Prior to attaching the 1V set, check for minute | eaks by squeezing container firmy. If |eaks
are found, discard container and solution as sterility may be inpaired.

« Using aseptic technique, renove the set port cover fromthe set port and attach sterile
adm ni stration set.

e Refer to Directions for Use acconpanying the adm nistration set.

Precauti ons

¢« As with other cephal osporins, reconstituted Cefuroxine for Injection USP and Dextrose

Injection USP tends to darken dependi ng on storage
conditions, within the stated recommendati ons. However, product potency is not adversely
af fect ed.

¢ Use only if prepared solution is clear and free fromparticulate natter.

« Do not use in series connection.

« Do not introduce additives into the DUPLEX Cont ai ner.

« Do not freeze.

HOW SUPPLI ED

Cefuroxime for Injection USP and Dextrose Injection USP in the DUPLEX™Drug Delivery Systemis
a flexible dual chanber container supplied in two concentrations. After reconstitution, the
concentrations are equivalent to 750 ng and 1.5 g cefuroxi me. The diluent chanber contains
approxi mately 50 nmL of Dextrose Injection USP. Dextrose Injection USP has been adjusted to 4.1%
and 2.9%for the 750 ng and 1.5 g doses, respectively, such that the reconstituted solution is

i so-osnoti c.

Cefuroxinme for Injection USP and Dextrose Injection USP is supplied sterile and nonpyrogenic in
the DUPLEX Drug Delivery System containers packaged 12 units per tray, 2 trays per case.

NDC Cat. No. Dose
Vol une
Cefuroxi me for Injection USP and Dextrose |njection USP
0264-3112-11 3112-11 750 ng
50 nmL
Cefuroxine for Injection USP and Dextrose |njection USP
0264-3114- 11 3114-11 1.5 ¢
50 nmL

Store the unactivated unit at 20-25°C (68-77°F). Excursions permtted to 15-30°C (59-86°F)
Rx only

REFERENCES

INati onal Conmittee for Clinical Laborat ory Standards. Methods for Dilution Anti m crobial
Susceptibility Tests for Bacteria that G ow

Aerobically —Fifth Edition. Approved Standards NCCLS Docunent M/-A5, Vol. 20, No. 2, NCCLS,
Wayne, PA, January 2000.

?National Committee for Clinical Laborat ory Standards. M C Testing Suppl ement Tabl es NCCLS
Docunent MLOO- S10 (M7).
NCCLS, Wayne, PA, January 2000.



SNational Conmittee for Cinical Laboratory Standards, Performance Standards for Antim crobial
Di sk Susceptibility Tests — Seventh Edition. Approved Standards NCCLS Document M- A7, Vol. 20,
No. 1, NCCLS, Wayne, PA, January 2000.

“National Conmittee for Clinical Laborat ory Standards. Disk Diffusion Supplenmental Tables NCCLS
Docunent MLOO- S10 (M).
NCCLS, Wayne, PA, January 2000.

500ckcroft, DW, and Gault MH.: Prediction of creatinine clearance from serum creatinine.
Nephron. 16:31-41, 1976.

DUPLEX™is a trademark of B. Braun Medical Inc.
Clinitest®is a registered trademark of Ames Division, Mles Laboratories, Inc.
Tes-Tape® is a registered trademark of Eli Lilly and Conpany.

—Y-S—Patent—Nos. D388, 168, D397, 789, D402, 366, D407, 816, 5,944,709, and 6,165, 161; additional
patents pendi ng.

Made i n USA

Revi sed: January 2004

BIBRA“JN B. Braun Medical Inc.

Irvine CA USA 92614-5895



