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MAXIPIME®
(Cefepime Hydrochloride) for

Injection
For Intravenous or Intramuscular Use

DESCRIPTION

Cefepime hydrochloride Is a semi-synthetic, broad spectrum, cephatosporin antiblotic for parenteral administration. The chemical name ks
1-{{6R,7F)-7-{2{2-amino-4-thiazolyl)}-glyoxylamido)-2-carboxy-8-0x0-5-thia-1-azabicyciold 2.0] oct-2-en-3-ylimethyl-1 -methyipyrrofidinium
chloride, 72+Z)- (O-methyloxime), monohydrochioride, monohydrate, which corresponds to the following structural formuta:

OCH 5

Y

s
HCI » HoN (] cH
COOH

gﬂm»zmm:amptomyemmmammac,g«”cm.oﬂs,-mm,owamwa
S, sokuble in water.

MAXIPIME (wWWW)lumm.menm«immhﬁmbnhatho
500mg.1guﬂngodepimo‘(SooDOSAGEMDADIMNIS!RAﬂONA)MAXIPmE&an.drymkmdwm
mdL—argm.IhaL-avginIrmnmwbna!omhdnsn\ggdeﬁmhm.baddedlommpﬂdmmmwm
tion at 4.0-6.0. Freshly constituted solutions of MAXIPIME will range in color from coloress to amber.

CUNICAL PHARMACOLOGY
Pharmacokinetics

T?nuveragoplasmac_mmmmolodmobsuvedh?ndhyaﬂlnﬂavohmm(n:ﬂmwkmstbmblowhgshgb:ﬂnhno
hﬁma\l)dodepmoﬂ!)mg.lg.andzg-eamalzethte1.Elmlnationo€oelephwbpvh:balyviamﬂemethuwiﬂnm
mago(gSD)ml-Meofzo(xo.S)hunmtotalbodymd120.0(:8.0)ml.lnmhmmyvoh.meas.celepﬁm -
Mk:nimmhw\go?ﬁﬂmgtoZg.Thaahmevk!umdaoanuﬁmbnhtnaﬁhyu&ﬂmabvolmm(n:nmowhgdw-
cally relevant doses for a period of 9 days.
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Absorption
The average ptasma concentratior s of cefepime and its derived pharmacokinetic paramaters after intravenous administration are portrayed
in Table 1.
TABLE 1
Avmgo l’l-um Coneonmuom n pglrrt of Colovlmo
and Derived Phar Par s (¢ SD| ation
mwm-:
Parameter 500 mg IV 1igiv 2qWV
0.5hr 38.2 78.7 163.1
10 21.6 44.5 85.8
20 he 1.6 24.3 44.8
40 hr 5.0 10.5 19.2
8.0 hr 1.4 24 3.9
120 02 0.6 1.1
C e HI/ML 39.1 (3.5 81.7 (5.1) 163.9 (25. 3)
708 16.7] —  1A8.5(15.1]
Number of 9 9 9
subjects (male)

Following intramusculsr (M) administration, cefepime i

2 g M and do not vary with respect to treatment duration.

completely absorbed. The average plasma concentrations of cefepime at various
times following a single M injection are summarized in Table 2. mmmmdwmanmmofsmmgm

TABLE 2
Aversge Plasrma Concentrations in pg/mi of Cefepime
and Derived Phar tic P sz Administration
MAXGPIME
Parameter 500 mg IM tgm 2gim
0.5hr 82 148 36.1
1.0he 125 259 499
20w 12.0 26.3 513
40 6.9 160 315
8.0 hr 19 45 8.7
1201w 0.7 14 23
Caa HY/ML 13.9(3.4) 29.6 (4.4) 57.5(9.5)
Tm’ he 1.4 (0.9) 1.6 (0.9) 1.5 (0.4)
AUC, hrepg/mL 60.0 (8.0} 137.0(11.0) 262.0 (23.0)
Number of 6 6 12
subjects (male)
Distribution
The steady state volume of distribution of cefepime Is 18.0 (+ 2.0) L. The serum protein binding of cefepime Is approximately 20%

a\dhwndnsmmmbnhsuun

Cefepime is excreted in human mik. A nursing infant consuming approximately 1000 mL of human milk per day would receive approxi-
Mothers.

ma'etyosmgofomepmpaday (Ses PRECAUTIONS, Nursing )
Concentrations of cefepime achieved in specific tissues and body fluids are ksted in Table 3.
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TABLE 3
C tions of Cefepime in
Body Fluids fig/mil) or Tissues (pg/g)
Avorgg.

"Fshs:?: o Dose/Route Pa.ﬂ:r,ns m-‘goso (':o:oomraE tion
Biister Fhid 29V 6 1.5 B1.4 pg/mL
mu 29V 20 48 24.1 yg/g
Sputum 29V 5 4.0 7.4 pg/ml
Urine 500 mg V 8 04 292 pg/mi.

1glv 12 04 - 926 pg/mi.

2gWV 12 04 3120 pg/mi
Bile 29NV 26 9.4 17.8 pg/mL
Pertoneal Fhid 2gW 19 44 18.3 pg/mi
Appendix 29V 31 5.7 52 po/y
Gallbladder 29N 38 89 1.9 pg/y
Prostate 29V 5 1.0 1.5 pg/g

Data suggest that cefepime does cross the inflamed blood-brain barrier. The clinical relevance of these dats sre uncertain st this time.

Metabolism and Ex: h

CeleplmohmhwlonWMMbmmmwbmmmwo%).lkiaymoovaryd
unchanged ¥me accounts for approximately 85% of the administered dose. Less than 1% of the administered dose is recovered from
urhoasNMP.s.B%mWP-N-oxida.mdzs%smmdm.mwmbawrmwmdmmm
mmmwmmw:mmmmwm.mmn&mmmm.)

Specis! Populations

Gwmmms:cmwmmwummmmwheMmsmdagomomeima\dwnm(mw)
whosae creatinine clearance was 74.0 (x iS.QMhAMWtouamhmeMMasaﬁmmd
creatinine clearance. Therefore, mmmawmhmmmumwawonmmmsmm
Clearance s 60 mUmin or less. (See DOSAGE AND ADMINISTRATION )

Mhmwmmmummmwwhmmmmdwmwm.
Thoaveragehal-lﬂohpaﬂamreqﬁ\gmmm13.5(:2.7)t\otnmdhpaﬂerumihgcmthnuspanuuduysbws
19.0(:z.mm.wmtmmmmmmmmmmmhmwmabmnnalmuhm-
ﬁon.memmuMWWMhmmdpumﬁnoouoemmmmnon.)

mkhmmmudmmwhwmmwwmmw“hgng
dose (n=11).

Microblology
cmbammmmmwmdmmmm.%h-mmdhmmm
Wamwmmwmmmmmmwmm”mm«yu ~encoded beta-tac-
tamm.cuepmbMwﬁmmmwmmwwmwmmmomm@mm«um.
mmmm.mmtmdmmnmmwmm.

Cdephnhasbomshomtoboaawoagakmmmdmmm,&hhma\dhmmu\sm
described in the INDICATIONS AND USAGE section,

January 25, 1999 Page 3 of 13
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Pediatric patients: Cefepime pharmacokinetics have been
evaluated in pediatric patients from 2 months to 11 years of
age following single and multiple doses on q8h (n = 29) and
q12h (n =13) schedules. Following a single IV dose, total body
clearance and the steady state volume of distribution aver-
aged 3.3 (+1.0) mL/min/kg and 0.3 (+0.1) L/kg, respectively.
The urinary recovery of unchanged cefepime was 60.4
(£30.4)% of the administered dose, and the average renal
clearance was 2.0 (+1.1) mL/min/kg. There were no signifi-
cant effects of age or gender (25 male vs. 17 female) on total
body clearance or volume of distribution, corrected for body
weight. No accumulation was seen when cefepime was given
at 50 mg/kg q12h (n=13), while C_,.. AUC, and t,, were
increased about 15% at steady state after 50 mg/kg q8h. The
exposure to cefepime following a 50 mg/kg IV dose in a
pediatric patient is comparable to that in an adult treated
with a2 g IV dose. The absolute bioavailability of cefepime
after an IM dose.of' 50 mg/kg was 82.3 (+15)% in eight
patients. b

H
'
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Aerobic Gram-Negative Microorga isms:
Enterobacter

The following i vito data are avallable, mmt_mmnmmam Cefepime has been shown to have in vitro activity
against most strains of the following microorganisms; however, the safety and effectiveness of cefepiine in treating clinical infections due
'oﬂmmbwgammmmmhmordwdmm
Aerobic Gram-Positive Microorganisms:

Staphylococcus epidermidis fmethicilin-susceptible strains only)

Staphylococcus

Straptococcus agalectioe (Lancefield’s Group B streptococcl)

Viidans group streptococcl
NOTE: Most strains of enterococd, 8. Bvluocoea.aboals and methiclin-resistant staphylococci are resistant to cefepime.

Haemophis influenzae (including beta-lactamase producing strains )
Hafnia alvel

Kilebsiella oxytocs

Moraxella catarrhakis (including beta-tactamase producing strains)

Sematia marcescens
NOTE: Cefepirne s inactive against many stains of Stenotrophomonas {formerty Xarnthomonas maltophiia and Pseudomonas maitophilia).
Anaerobic Microorganisms:
NOTE: Cefepime is inactive against most strains of Clostridium difficile.

SlneopMyTosh
mmmnmwwmmmmawumm inhiblory concentrations (MIC's). These MIC's provide estimates of the
susceptibiiity of bacteria to antimicrobial compounds. The MICs should be determined using a standardized . Standardized pro-
cedures are based on a diution method' (broth or agar) or equivalent with standardzed concentrations and standardized con-
centrations of cefepime powder. The MIC values should be interpreted according to the following criterta:
TABLE 4
. _ MmIC

Microorgani Susceptible (S) Intermediate Resistant (R)

WM& ther <B 1

e 5 .=

Haemophilus spp.* <2 - p—

treptococcus pneumoniae® <0.5 1 22

*NOTE: isolates from these species should be tested for susceptibity using specialzed diution testing methods.' Also, strains of Heemophius
spp. with MIC's greater than 2 ng/mi should be considered equivocal and should be hurther evaksated.
A report of &mbb‘mmmuw&lwybbomlmthwmhhmmmm
trations usually achievable. A report of “Intermediate” indicates that the result should be considered equivocal, and, i the
fully susceptible to atemative, clnically faasible drugs, the test should be repeated. mummpmmmhbody
sites where the drug is physiologically concentrated or in situations where high dosage of drug can be used. This category also provides a
buffer z0ne which prevents small uncontroled technical factors from causing major discrepancies in interpretation. A report of “Resistant” indi-
wgmupamgmhmmtommwlmmmwmhmmmmmmm
other therapy should be selected.
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Wwwwmrmmumdmmwmmmutmmdum
oratory procedures. Laboratory cor ‘rol microorganisms are specific strains of microbiologizal assay organisms with intrinsic biological proper -
qﬁmnomm\smmmmtmmmmmmwam”mmwnmw-
rent microbiological status. Standas 4 cefepime powder should provide the following MIC values (Table 5) when tested against the designated

qualty control strains:
TABLE §
Microorganism ATCC MIC (pg/mi)
Escherichia coli 25922 0.015-0.06
Staphylococcus aureus 29213 i4
Pseudomonas aerugnoss 7853 ] B
Haemophilus :nﬁumzao 49247 052
reploCOCCUs p oo 49619 0.06-025
Diffusion Techniques:
Quantitative methods that require measurement of zone diameters also provide estimates of the susceptibility of bacteria to

reproducible
antimicrobial compounds. One such standardized procedure? requires the use of standardized inocukum concentrations. This procedurs
mmmwmmuamtotmmwmammm interpretation is identical to
that stated above for results using dilution
Reports from the laboratory MMMNWMWWtMMaMQMMMMMu‘
preted according to the folowing Criteria:

TABLE 8
Zone Diameter
froem)
Microorganism Susceptible (S) Intermediste {1) Resistant (R)
Microorganisms othev than 218 1517 514
Haemophﬂus spp.*
pneumomao
Haemophilus spp.” 226 - -
“NOTE: Isolates from these species should be tested for susceptbiity using specialized diffusion methods?. isolates of Hasmaphius

testing

Spp. with zones smaller than 26 mm should be considered equivocal and should be further evaluated. Isolstes of S. pneumonise should be
fested against a 1 pg oxacllin disk; isolates with oxacllin zone sizes larger than or equal 10 20 mm may be considered susceptible 1o cefepime.
As with standardized diution techniques, diffusion methods require the use of kaboratory control microorganisms to control the technical
aspeasdmmorym Laboratory control microomganisms are specific strains of microbiological assay organisms with Intrin-
biological properties relating to resistance mechanisms and their genetic expression within bacteria; the specific strains are not chnical-

WW In their current microblological status. For the diffusion technique, the 30-pg cefepime disk should provide the following zone

diameters in these taboratory test quality control strains (Table 7):

TABLE 7
Microorganism ATCC Zone W'm
Escherichia coll 25922 29-35 AT
Staphylococcus sureus 25923 23-29 .
Pseudomonas aeruginosa 27853 24-30 : K
Haemophilus inflvenzae 49247 25-31 '

INDICATIONS AND USAGE (see also PRECAUTIONS: Pediatric Use and DOSAGE AND
MAXIPIME s indicated in the treatment of the following Infections caused by susceptible strains of the designated microorganismss ™ IADM'"'STRAHON)Z

WM'OMMWSWW Including cases associated with concurrent bacteremia,
ginosa, Kebsiela pneumoniee, or Enterobacier species.
mwmmmmwmmmmmhmwbmcmmwum
tropenic patients. In patients at high risk for severe infection (including patients with a history of recent bone marrow transplanta-
tion, with hypotension at presentation, with an underlying hematologic malignancy, or with severs or prolonged neutropenia),

antimicrobial monotherapy may not be appropriate. Insufficient data exist to support the efficacy of cefepime monotherapy in such
patients. (See CUNICAL STUDIES.)

January 25, 1999 Page 5 of 13 mxpedfda.qxd

8000000



Current Insert--May 1998

Uncomph d and Comy ‘icsted Urinary Tract infections (including pyeloneptwitis) caused by Escherichia co or Kiabsiela
pneumoniae, when the ire tion Is severe, or caused by Escherichia coll, Kiebsieda pneumonias, or Proteus mirabilis, when the
infection is mild to moderat », iIncluding cases associated with concurrent bacteremia with these microomanisms.
Uncomplicated Skin snd : wmmwwsmm(mmmmma
Streptococcus pyogenss.
c«wmdm«mhmmmmommwemmmmw
tococd, Pseudomonas senx, inosa, Kebsiala pneumonise, MVMGMMMMMESJ

WNMMQMMMWMWObmmmdMMmWMﬂ
to cefepime.

Therapy with MAXIPIME may be instiuted before results of susceptibiity studies are known; however, once thess resufts become avall-
able, the antibiotic treatment should be adjusted accordingly.

Q.IMCALSRDES
Febrile Neutropenic Patients
mmmmdmmnmmd febrile neutropenic patients have been assessed in two multicenter, random-
mmm\wmwy(u-dmdzgwqm)commmm-mngwm) These studies
wmxhadSﬂovahmhpaﬁans Table B describes the dmmdmwmmtmmmm

ABLE 8
wammm:mm

Cefepi Ceftazidime
Total 164 153
Median age (yr) 56.0 (range, 18-82) 55.0 (range, 16-84)
Male 86 (52%) 85 (56%)
Female 78 (48%) 68 (44%)
Leukemia 65 (40%) 52 (34%)
Other hematologic matignancies 43 (26%) 36 (24%)
Solid tumor 54 (33%) 56 (37%)
Median ANC nadir (cells/ul) 20.0 (range, 0-500) 20.0 {range, 0-500)
Median duration of neutropenia (days) 6.0 (range, 0-39) 8.0 (range, 0-32)
indwelling venous catheter 97 (59%) 86 (56%)
Prophylactic antibiotics 62 (38%) 64 (42%)
Bone marrow graft 9( 5%) 7( 5%)
SBP <90 mm Hg at entry 7( 4%) 2( 1%)

ANC = ahsohste neutrophllt count; SBP = systolic blood pressure

Table 9 describes the clinical response rates observed. For al outcome measures, cefepime was therapeutically equivalent to
ceftazidime.

TABLE 9
Pooled Response Rates for Empiric Therspy of
Febrile Noutropenic Patients

% Response
—Celazidime
Outeomo Moasuns , (Na164) (N=153)
'y T \ xw"ﬁ no & - vy
modrﬁcaloon no new febrile episodes or 51 55
infection, .nd onl _antiblotics allowed for
Primry ¥ tved with no treat
modification, no new (ebrile oplsodos or M 39
infection snd no post-treatment oral sntiblotics
Survival, any treatment modification alowed X 93 97
Primary episod tved with no t "
modification and oral antiblotics allowed for 62 67
completion of treatment
Primary episode resolved with no treatment
modification and no post-treatment oral antiblotics 46 51
January 25, 1999 Page 6 of 13
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Insufficient data exist to support the efficacy of cefepime monotherapy In patients at lwgh risk for severe infection (including patients with
a history of recent bone marrow ransplantation, with hypotension at presentation, with an underlying hematologic malignancy, or with
severe or prolonged neutropenia). No data are avallable In patients with septic shock.

Complicated Intra-sbdominal In. ections

Patients hospitalized with compliicated intra-abdominal infections participated in a randomized, double-blind, multicenter trial

the combination of cefepime (2 g n12h) plus intravenous metronidarole (500 mg q6h) versus imipenem/citastatin (500 mg q6h) for a maxi-
mum duration of 14 days of therapy. The study was designed to demonstrate equivalence of the two theraples. The primary analyses were
conducted on the protocol-vakd population, which consisted of those with a surgically confimed complicated infection, at least one

Imipenenvcilastatin am had higher APACHE 1l scores at baseline. The treatrent groups were regard
to their characteristics. The overall clinical cure rale among the protocol-valid patierts was 81% (51 cured/63
patients) in the cefepime phus metronidazole group and 66% (62/94) in the imipenem/cilastatin group. The observed differences in efficacy
may have been due to a greater proportion of patients with high APACHE N scores in the imipenem/cliastatin group.

CONTRAINDICATIONS
MAXIPIME is contraindicated in patients who have shown immediate hypersensitivity reactions to cefepime or the cephalosporin class of
antibiotics, penicilins or other beta-tactam antiblotics.

WARNINGS
BEFORE THERAPY WITH MAXIPIME (CEFEPIME HYDROCHLORIDE) FOR INJECTION IS INSTITUTED, CAREFUL INQUIRY
SHOULD BE MADE TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS IMMEDIATE HYPERSENSITIVITY REACTIONS
TO CEFEPIME, CEPHALOSPORINS, PENICRUNS, OR OTHER DRUGS. F THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-SEN-
SITIVE PATIENTS, CAUTION SHOULD BE EXERCISED BECAUSE CROSS-HYPERSENSITIMITY AMONG BETA-LACTAM ANTISI-
OTICS HAS BEEN CLEARLY DOCUMENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A HRSSTORY OF PENICALLIN
ALLERGY. AN ALLERGIC REACTION TO MAXIPIME OCCURS, DISCONTINUE THE DRUG. SERIOUS ACUTE HYPERSENSITM-
TY REACTIONS MAY REQUIRE TREATMENT WITH EPINEPHRINE AND OTHER EMERGENCY MEASURES INCLUDING OXYGEN,
CORTICOSTEROIDS, INTRAVENOUS FLUIDS, INTRAVENOUS ANTIHISTAMINES, PRESSOR AMINES, AND AIRWAY MANAGE-
MENT, AS CUNICALLY INDICATED.

Pseudomembranous colitis has been reporied with nearly sil sntibecterial sgents, including MAXIPIME, and may range in sever-
Ry from mild to Kfe-th ing. Therefore, it is important to consider this diagnosis in patients who present with diarthea subse-

agents.

Treatment with antibacterial agents afters the normal flora of the colon and may permit overgrowth of clostridia. Studies indicate that a
toxin produced by Clostridium difficie is a primary cause of “antiblotic-associated colitis®,

After the diagnosis of pssudomembranous colitis has been established, therapeutic measures should be inlttated. Mild cases of pssudomem-
branous coftis usually respond to drug discontinuation alone. in moderate-10-severe cases, consideration should be given 10 management with
fluids and electrolytes, protein supplementation, and Freatment with an antibacterial drug clinically effective against Clostridium difficile coitis.

As with other antimicrobials, prolonged use of MAXIPIME may result in overgrowth of nonsusceptible microorganisms. Repeated evalua-
tion of the patient’s condition is essential. Should superinfection occur during therapy, appropriate measures should be taken,

Many cephalosporins, including cefepime, have been associated with a fall in prothrombin activity. Those at risk include patients with
renal or hepatic imparment, or poor nutritional state, as well as patients recelving a protracted course of antimicrobial therapy. Prothrombin
time should be monitored in patients at risk, and exogenous vitamin K administered as indicated.

mmhwmmmmmmmmawanmdmmmmhwm
wmm&ymmwmumwmdmmmdmmmw-
biity of the causative organisms. (See specific recommendiations for dosing adiustment in DOSAGE AND ADMINISTRATION )

Drug Interactions
wwﬂwummwnugmawnwummmmmbMHdm
increased nephrotoxicity ototox aminoglycoside antibiotics. Nephrotoxicty has been regsorted following concomitant
aﬁnhﬂrﬁb!doﬁvmmmm:nwdkmmammm. oxicky
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Drug/Laboratory Test interactio s
The administration of cefepime n ay result in a false-positive reaction for glucose in the urine when Clinitest® tablets. It is recom-
mmmtwstmbmommm(MmChsm'aws'l’mo be used.

C s, Mast: 3, ¢ nd impeirment of Fertility
mw|mmsmwwm.mbmwmwmwm A battery of in vivo and in vitro genetic toxicity tests,
ﬂwasS&mwﬂawmmenmay WmmllwadmmmM chromosomal abera-
tion and sister chromatid exchange assays in human lymphocytes, CHO fibroblast clactogenesis assay, and cytogenetic and micronucleus
assays in mice were conducted. The overall conclusion of these tests indicated no definitive evidence of genotoxic potential. No untoward
effects on fertity or reproduction have been observed in rats, mice, mmmmsmmmwanu
mnmmwmmmmawm basis.

Usage in Pregnancy —Teratogenic effects — Pregnancy Category
dehnwnMImamwmmmmuwbddWhmddosesw'ot(n)waay
(ulrmmwmhmmduuedwhtadonnmglm’b&ls)orlombemdmumlo12wmglltgpmhm-
tw doaocdmﬁaedonlmglm’bads)oﬂorabblsaadosalevdd100mg¢kg(woxinale0ymﬂlothom-
mmmmmwm-wﬁm
There are, however, no adequate and well-controlled studies of cefepime use in pregnant women. Bacsuse animal reproduction studies
are not always predictive of human response, this drug should be used during pregnancy only ¥ clearty nesded.

Nursing Mothers
Cefepime is excreted in human breast mik in very low concentrations [0.5 pg/mL]. Caution should be exercised when cefepime is adminis-
tered to a nursing woman.

Labor and Delivery
Cefepime has not been studied for use during labor and deltvery. Treatment should only be given if clearty indicated.

Pedistric Use

Wmmwwqu—

Fhis-produst-is-intended-lor-use-in-pationie-12-years-ol-0ge-and-eldon

Geristric Use
hclrimlstuﬁes.uﬁmguhbbpﬁlam ived the usual rec ded adult dose, clinical efficacy and safety wers comparable to cin-
ical efficacy and safety in non-geriatric adult

patients.
In elderly patients, dosage and administration of cefepime should be adjusted in the presence of renal Insufficiency. (See DOSAGE AND
ADMINISTRATION )

ADVERSE REACTIONS
Chinical Trials:
n clinical trials using multiple doses of cefepime, 4137 patients were treated with the recommended dosages of cefepime (500 mg to
2 g IV q12h). There wers no deaths or permanent disabiities thought related to drug toxiclty. Sixty-four {1.5%) patients discontinued med-
ication due to adverse events thought by the investigators to be possbly, probably, or almost certainly related to drug toxicity. Thirty-three
(51%) of these 64 patients who discontinued therapy did so because of rash. The percentage of cefepime-treated patients who discontin-
mdmmgbwamddugﬂedmmmmmadmmdsmmlgmd29q12h(05% 1.1%, and 2.0%,
. However, the incidence of discontinuation due to rash increased with the recommended doses.

The following adverse events were thought to be probably related to cefepime during evaluation of the drug in clinical trials conducted

In North America (n=3125 cefepime-treated patients).

TABLE 10
Adverse Clinical Reactions
Celopime Dose Dosing Regimens

INCIDENCE EQUAL TO OR GREATER THAN 1% Local reactions asa 09(‘& J v phiebitis (1.3%), pain
ion

and/or inflamm. (1.1%)

INCIDENCE LESS THAN 1% BUT GREATER THAN 0.1% | Colitis (including pseudomembranous colitis), diarrhes, fever,
hea(:'aégn m:;;a oral monfiasis, pruritus, ?mlca!a. vaginms
vom|

“local reactions, imespective of relationship 1o celepime In those patients who recehved intravenous infusion (n = 3048).
At the higher doss of 2 g gBh, the incidence of probably-related adverse events was higher among the 795 patients who receivedthis
doseofcdeplme They consisted of rash (4%), dhvheap%).mmea(zx) vomiting (1%), pruritus (1%), fever (1%), and headache (1%).
o b The following adverse laboratory changes, irespective of relationship to therapy with cefepime, were seen during clinical trials conduct-

January 25, 1999 Page 8 of 13
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The safety and effectiveness of cefepime in the treatment of
uncomplicated and complicated urinary tract infections
(including pyelonephritis), uncomplicated skin and skin
structure infections, pneumonia, and as empiric therapy for
febrile neutropenic patients have been established in the
age groups 2 months up to 16 years. Use of MAXIPIME in
these age groups is supported by evidence from adequate
and well-controlled studies of cefepime in adults with addi-
tional pharmacokinetic and safety data from pediatric trials
(see CLINICAL PHARMACOLOGY).

Safety and effectiveness in pediatric patients below the
age of 2 months have not been established. There are
insufficient clinical data to support the use of MAXIPIME in
pediatric patients under 2 months of age or for the treat-
ment of serious infections in the pediatric population
where the suspected or proven pathogen is Haemophilus
influenzae type b.

IN THOSE PATIENTS IN WHOM MENINGEAL SEEDING
FROM A DISTANT INFECTION SITE OR IN WHOM MENIN-
GITIS IS SUSPECTED OR DOCUMENTED, AN ALTERNATE
AGENT WITH DEMONSTRATED CLINICAL EFFICACY IN
THIS SETTING SHOULD BE USED.
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TABLE 11
Adverse Lsborstory Changes
Gd.phnlﬂuﬂbb— Doﬁngwm
Clinical Trials — North America

INCIDENCE EQUAL TO OR GREATER THAN 1% Positive Coombs’ test (without is) {16 .2%); decreased
(2.8%). increased ALT/SGPT {. ’2 AST/SGOT
2.4 ) eoshophlls (1.7%); abnormal PTT (1.6 i PT (1.4%)

INCIDENCE LESS THAN 1% BUT GREATER THAN 0.1% line phosphatase, BUN, calcium, creatinine,
phosphoms po'asslum &q.t'al biimbh! decreased calcium®,

A similar safety profile was seen in clinical trials of pedi-
atric patients (see PRECAUTIONS: Pediatric Use).

“Hypocalcemia was more common amang elderly patients. Clinical consequences from changes in elther calcium or phosphorus

were not reported.

in Postmaer Experh

hmmmmmmmmmmmwﬂm the following adverse experiences have been reported dur-
experience. Becauss of the uncontrolied nature of spontanecus reports, a causal retationship 16 MAXIPIME treat-

Ing woridwide postmarketing
ment has not been determined.
Emmmmmmmmhmmmwmmwmw
mens of cefepime. Several cephalosporins have been implicated in triggering seizures, particutarly in patients with renal impair-
ment when the dosage was not reduced. (See DOSAGE AND ADMINISTRATION and OVERDOSAGE ) if setzures associated
with drug therapy ocour, the drug should be discontinued. Articonvuisant therapy can be given I clinically indicated. Precautions
should be taken to adjust daly dosage in patients with renal insufficiency or other conditions that may compromise renal function
to reduce antibiotic concentrations that can lead or contribute 1o these and other serious adverse events, including renal fallure.

As with other cephalosporins, transient leukopenia, neutropenia, agranulocytosis and thrombocytopenia have been reported.
Cephalosporin-class sdverse resctions:
hMmcommmm&wmmmmdehpmmmwm fepime, the following ach reactions
and altered laboratory tests have been reported for cephalosporin-class antibiotics:

Stevens-Johnson syndrome, erythema multiforme, toxic epidermal necrolysis, renal dysfunction, toxic nephropathy, aplastic anemia,
hemolytic anemia, hemomhage, hepatic dysfunction including cholestasis, and pancytopenia.

OVERDOSAGE

Patients who receive an overdose should be carefully cbserved and given supportive treatment. In the presence of renal Insufficiency,

wnoda'yssm'pui:\edmu ?Wtoawhmmm‘dwmmmm MAX The recommended adult and pediatric dosages and routes of
might occur i large doses ghven t ionts reduced renal functi ciinical trials IPIME overdosage . . . . .

ownadhapalmwﬂumdfailn(mmd:;moodoﬁ:w)mmdzgtﬁmlorhhys The patient exhibited seizures, administration are outfined in the following table. MAXIPIME

encephalopathy, and neuromuscutar excitabilty. (See PRECAUTIONS, ADVERSE REACTIONS, and DOSAGE AND ADMINISTRATION ) should be administered intravenously over approximately 30

DOSAGE AND ADMINISTRATION minutes.

TheTecommended-adui-deseges-and soutes.of administration am outined in the following table. MAXIPIME should be administered intra-

venously over approximately 30 minutes.

Y
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TABLE 12
A ded Dosage Scheduls for MAXIPIME
Ln nd Type of Infectio B Dose F p_.yis‘)’"
(X | n requency
— | Adults
Moderate to Severe Pneum mia
due to S. pneumonige®, P. ae uginoss,
K. pr iae, or Enterobad ter species 1-2gV q1zh 10
Empiric therapy ‘or febrile neutropenic
patients (See INDICATIONS AND USAGE 29N q8h ™
and CLINICAL STUDIES )
Mitd to Moderste Uncomplicated
or Complicated Urinary Tract 05-19 qizh 7-10
Infections, including pyelonephritis, VM=
due to E. coll, K. pneumoniae, or P. mirabifis®
Severe Uncomplicated or
Complicated Urinary Tract
infections, including pyelonephr!lls. 2gWV qi2h 10
:” to 5;.‘:’: or K. pnaumoniae Pedlatric Patients (2 months up to 16 years)
Skin and Skin Structure Infections The maximum dose for pediatric patients should not
LB T S.Lp;yoglmgf — 29NV qizh 10 exceed the recommended adult dose. The usual recom-
:;w;h mb',,'“;:m with metronidazole) me.nded daily dosage in pediatric patients up to 40 kg in
caused by E. c:' viridans group streptococd, 2gV q1zh 7-10 weight for uncomplicated and complicated urinary tract
;:m Tromite. (Gon CLINICAL SYUDIES. ) infections (including pyelonephritis), uncomplicated skin
< and skin structure infections, pneumonia, and as empiric
therapy for febrile neutropenic patients is 50 mg/kg,
nchuting Cases associated with concumert bacteremia administ?red q12h (q8h for febrile neutropenic patients),
*or until resolution of neutropenta. hmmmmmwmmmmumm7m the nesd for durations as given above.

for continued antimicrobial

frequently.
-wwoovaanhummumwwmmmnmo.mwedwmedummma colf when the
M route Is considered 10 be a more appropriate route of drug administration

Impeired Hepatic Function — No adjustment is necessary for patierts with impaired hepatic function.

impeired Renal Function - In patients with impaired renal function

<60 mlAmin), the dose of MAXIPIME should be adjust-

clearance
ed 1o compensale for the slower rate of renal elimination. The recommended inltial dose of MAXIPIME should be the same as in patients with nor-
mal renal function. The recommended maintenance doses of MAXIPIME in patients with renal insufficiency are presertted in Table 13.

TABLE 13
R ded Maivie Schedul mmmwmm
. Relstive to Normel R d Dosing Schedul
Creatinine
Clearance R dod Maint Schedut
{ml/min)
>60
:'dod 500 12h 1gqi2h 2gqizh 2
recomm: q
dosing mg gq gq g qéh
30-60 500 mg q24h 19 q24h 2 g q24h 2 9qi2h
11-29 500 mg q24h 500 mg g24h 1 g g24h 2 g g24h
<11 250 mg q24h 250 mg q24h 500 mg q24h 1.9 g24h

January 25, 1999
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When only serum creatinine is avz lable, the following formula (Cockeroft and Gault equeation)® may be used to estimate creatinine clear-
ance. The serum creatinine should r present a steady state of renal function:
Males: Creatinine Clearance (mlL/ 1in) = Weight (kg) x (140-age)
72 x serum creatinine (mg/dL)

Fernales: 0.85 x above value

In patients undergoing hemodialysis, approximately 68% of the total amount of cefepime present In the body at the start of dialysis will be

removed during a 3-howr dialysis period. A repeat equivalent to the inltial dose, should he at the completion of each dialysis session. . e .
hpa'bvlsu\;umwmm«ymmm MAXIPIME may be mmma normally recommended doses at a Data in pediatric patients with impaired renal function are not

¢°:'9° interval of every 48 hours. available; however, since cefepime pharmacokinetics are similar
- ’ in adults and pediatric patients (see CLINICAL PHARMACOL-
Administration: v fute the 1 g or 2 g plggyback (100 mL) bottle with S0 or 100 mL of a competible N uid sted in the Competbily | @GY), Changes in dosing regimen similar to those in adults (see

and Stabilty subsection. Akematively. constiute the 500 mg. 1 g, or 2 g vial, and add an appropriate quantity of the resulling soltion o an W con- | Table 13) are recommended for pediatric patients.
tainer with one of the compatible V fuids. THE RESULTING SOLUTION SHOULD BE ADMINISTERED OVER APPROXIMATELY 30 MENUTES.
Intermittent IV infusion with a Y-type administration set can bs accomplished with compatible solutions. However, during infusion of a
sohution containing celepime, R is desirable to discontinue the other solution.
ADO-Va*a%a.vHsn!obomlutedwm5001mnld5%0uﬁmmh|or0.9%mmmhw
ADD-Vartage® flexible divent containers. (See ADD-Vartage® Vial Instructions for Use.)

Intramuscular Administratione For IM administration, MAXIPIME {cefepime hydrochioride) should be constituted with one of the following
Jilyents: Sterile Water for Injection, 0.9% Sodism Chloride, 5% Dextrose Injection, 0.5% or 1.0% Lidocaine Hydrochioride, or Sterile
Bacteriostatic Water for Injection with Parabens or Benzyl Alcohol (refer to Tabile 14).

Preparation of MAXIPIME solutions is summartzed in Table 14,

TABLE 14
Preperation of Sokstions of Maxipime
Single-Dose Visis Amount of ximate Azmxlmah
for Diluent to vailable fopime
Intravenous/Intramuscular be added Volume Concentration
Administration {mi) {mL) frmg/ml)
50 56 100 -
500 me IM) 13 1.8 280
19 10.0 1.3 100
1gf( 24 3.6 280
29V 10.0 12.5 160
19 %Mo 50 50 20
1 g bottle 100 100 10
2 g bottle 50 50 40
2 g bottle 100 100 20
n L
i gwg 50 S50 20
1 gvial 100 100 10
2 gvial 50 50 40
2 g viat 100 100 20 N
Compatibility and Stabliity: ' {
Intrsvenous: E is compatible at concentrations between 1 and 40 mg/mL with the following IV Infusion fluids: 0.9% Sodium "

MAXIPMI
Chioride Injection, 5% and 10% Dextrose Injection, W8 Sodium Lactate ion, 5% Dextrose and 0.9% Sodium Chioride Injection,
Lactated Ringers and 5% Dextrose injection, Normasol-R®, and Normosol-| hS%DaxﬂosoHectkm.Thesosouiu\smaybesomdtg
10 24 hours at controfied room temperature 20°-25° C (68°~77" F) or 7 days in a refrigerator 2°—8° C (36°—46" F). MAXIPIME in ADD-Vartage
vials is stable at concentrations of 10-40 mg/mL in 5% Dextrose Injection or 0.9% Sodium Chioride Injection for 24 hours at controlied room
temperature 20°-25° C or 7 days in a refrigerator 2°-8° C.
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MAXIPIME admixture compatbilit: information Is summarized In Table 15.

TABLE 15
Cefepime Admixture Stability
i Time
MAXIFIME Admixture and IV Int Stabikty Time for
Concentration Concentration Sohstions RTA Refrigeration
(20°-25* C) (-8 c)
40 mL Amikacin NS or DSW 24 hours 7 days
™9/ 6 mg/mL
40 mg/mlL Ampicithin DSW 8 hours , 8 hours
1 mg/mlL
40 mg/mL Ampicitlin D5W 2 hours 8 hours
10 mg/mL
40 mg/mtL Ampicillin NS 24 hours 48 hours
1 mg/mL
40 mg/mtL Ampicillin NS 8 hours 48 hours
10 mg/mL
4 mg/mL Amplclllln NS 8 hours 8 hours
o 40 mg/mb
4-40 mg/mL Clmdanycln NS or DSW 24 hours 7 days
0. 2H mgImL
4 mg/mi Heparin NS or DSW 24 hours 7 days
oA 10-50 units/mL
4 mg/mL Potassium NS or DSW 24 hours 7 days
Chioride
1040 mEg/L.
4 mg/mL Theophyline DSw 24 hours 7 days
0.8 mg/ml.
1—4 mg/mlL Aminosyn® Il 8 hours 3da
mo/ na 425% with vs
electrolytes
and caicium
0.125-0.25 with 24 hours 7 da
mg/miL na 4.25% dextrose v

NS = 0.9% Sodiumn Chloride Injection

D5SW = 5% Dextrose Injection

na = not applicable

RTA. = Ambient room temperature and ight

Solttions of MAXIPIME, ke those of most beta-tactam antiblotics, should not be added to solutions of ampicilin at a concentration greater
than 40 mg/mi., and should not be added to metronidazole, vancomycin, gentamicin, tobramycin, netiimicin sulfate or aminophyfine because of
potential inferaction. However, if concusrent therapy with MAXIPIME is indicated, each of these antibiotics can be administered separately.

Intramusculer: MAXIPIME (cefepime hydrochioride) constituted as directed s stable for 24 hours al controfied room temperature 20°-25° C
(68°-77" F) or for 7 days in a refrigerator 2°~8° C {36°-46° F) with the following diuents: Sterile Water for Injection, 0.9% Sodksm Chioride injection,
5% Dextrose Injection, Sterle Bacteriostatic Water for Injection with Parabens or Benzyt Alcohol, or 0.5% or 1% Lidocaine Hydrochloride.
NOTE: PARENTERAL DRUGS SHOULD BE INSPECTED VISUALLY FOR PARTICULATE MATTER BEFORE ADMINISTRATION.
As with other cephalosporins, the color of MAXIPIME powder, as well as its solstions, tend to darken depending on storage conditions;
however, when stored as recommended, the product potency is not adversely affected.

HOW SUPPLIED
WMME’(MMM)MWQW&'OM
NDC 0003-7731-99  500mg" 15 mb vial (tray of 10)
NDC 0003-7732-95 1g' Piggyback bottle 100 mL (tray of 10)
NDC 0003-7732-89 1g° ADD-Vartage® vial ftray of 10)
NOC 0003-7732-99 1g° 15 ml vial (ray of 10)
NDC 0003-7733-95 2¢g° bottle 100 mL_ (tray of 10)
NDC 0003-7733-89 29 ADD-Vartage® vial (tray of 10
NDC 0003-7733-99 2¢g 20 mL vial ray of 10)
*Based on cefepime activity
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Storage
MAXIPIME IN THE DRY STATE S+ OULD BE STORED BETWEEN 2°-25° C (36°-77" F) AND PROTECTED FROM LIGHT.

U.S. Patent No. 4,406,899; 4,910,911; 4,994,451 and 5,244,891
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