PRODUCT INFORMATION /%yocﬁ,mvpf
Cefuroxime Axetil Tablets, USP

Rx Only

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of Cefuroxime Axetil Tablets, USP and other antibacterial
drugs, Cefuroxime Axetil Tablets, USP should be used only to treat or
prevent infections that are proven or strongly suspected to be caused by
bacteria.

DESCRIPTION
Cefuroxime Axetil Tablets, USP contain cefuroxime as cefuroxime
axetil. Cefuroxime Axetil is a isynthetic, broad-sp 1

absorption, the clinical and bacteriologic responses of patients were
independent of food intake at the time of tabict administration in 2
studies where this was assessed,
Renal Excretion: Cefuroxime is excreted unchanged in the urine; in
adults, approximately 50% of the administered dose is recovered in the
urine within 12 hours. The pharmacokinetics of cefuroxime in the urine
of pediatric patients have not been studied at this time, Until further data
are avai , the renal phar kinetic properties of cefuroxime axetil
established in adults should not be extrapolated to pediatric patients.
Because cefuroxime is renally excreted, the scrum half-life is
prolonged in patients with reduced renal function. In a study of 20

elderly patients {mean age = 83.9 years) having a mcan creatininc
of 34.9 mL/min, the mcan serum climination half-life was 3.5

ic for oral ad

C , axetil, the i-(acetyloxy) cthyl ester of
cefumxlme, is (RS)-1-hydroxyethyl (6R,7R)-7-[2-(2-furyl)
glyoxylamido]-3-(hydroxymethyl)-B-oxo-5-thia- 1 -azabicyclo [4.2.0]oct-
2-ene-2-carboxylate, 72-(Z)-(O-methyl ),1-acetate 3-cart Its
molecular formula is CoH2aN4010S, and it has a molecular weight of
510.48.

hours, Despite the lower climination of cefuroxime in geriatric patients,
dosage adjustment based on age is not necessary (scc PRECAUTIONS:
Geriatric Use).
Microbiology: The in vivo bactericidal activity of cefuroxime axetil is
due to cefuroxime's binding to essential target proteins and the resultant
inhibition of cell-wall synthesis.

Ccfuroxlme has bactericidal activity against a W|de range of

Cefuroxime axetil is in the amorphous form and has the
structural formula:
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Cefuroxime Axctil Tablets are film-coated and contain the
cquivalent of 125, 250, or 500 mg of cefuroxime as cefuroxime axenl
Cefuroxime Axctil Tablets contain the inactive ingredi 1

ludi many beta-| P i trams
Cefuroxime is stable to many jal beta-l ially
plasmid-mediated enzymes that are commonly found in
enterobacteriaceac.
ime has been d to be active against most strains
of the following microorganisms both in vitro and in clinical infections
as described in the INDICATIONS AND USAGE section (see
INDICATIONS AND USAGE section):
Aerobic Gram-Posmve eroorganunm
Staphyle anreies (inch 1 producing strains)
Streprococcus pneumoniae
Streptocaccus pyogenes
Aerobic G
Escherichia coli

(including beta-1 producing strains)
Haemophilus parainfluenzae
Klebsiclla pneumoniae

silicon dioxide, prosolv SMCC 50, sodium laury] sulfate, croscarmellose
sodium, hydrogenated castor oil, hydroxypropyl hylcellul

M lla catarrhalis (including beta-1 ducing strains)
Neisseria gonorrhoeae (including beta-| ducing strains)
Soiroch

propylene glycol, titanium dioxide, dewaxed shellac powder, dibutyl
sebacate and polysorbate 80.

CLINICAL PHARMACOLOGY
Absorption and Metabo) After oral

Borrelia burgdorferi

Ccfuroxime has been shown to be active in vitro against most
strains of the following microorganisms; however, the clinical
sngmﬁcnncc of these fmdmgs is unknowo.

axetil is absorbed from the gastrommtmal tract and rapidly hydrolyzed
by in the i inal mucosa and blood to
cefuroxime. Cefuroxime is sub di h the
extracellular fluids. The axetil momy is metabolized to ucctaldehyde
and acetic acid.

Pharmacokinetics: Approxxma(ely 50% of serum cefuroxime is bound
to protein. Serum p P for Cefuroxime Axetit
Tablets is shown in Table 1.

Table 1. Postprandial Pharmacokinetics of Cefuroxime
Administered as Cefuroxime Axetil Tablets to Adults*

Doset Peak Plasma Time of Peak Mean AUC
(Cefuroxime Concentration Plasma Elimination (meg-hr
Equivalent) (mcg/mL) Concentration Half-Life ml)
) )
125 mg 2, 22 1.2 6.7
250 mg 4.1 25 L2 129
500 mg 7 3 1.2 274
1.000 mg 13.6 2.5 1.3 50 .

* Mean values of 12 healthy adult volunteers.
t Drug administered immediately after a meal.

Comparative Pharmacokinetic Properties: Cefuroxime Axetil for
Oral Suspension was not bi lent to Cefuroxime Axetil Tablets
when tested in healthy adults, The tablet and powder for oral

exhibits in vitro mini! inhibilory
(MICs) of 4 meg/mL or less i point) against
most (2 90%) strains of the following mmroorgamsms however, the
safety and cffectiveness of cefuroxime in treating clinical infections due
to these microorganisms have not been established in adequate and well-
controlled trials.

Aerabic Gram-Positive Microorganisms:
Staphylococcus epidermidis
Staphylococcus saprophyiicus
Streptococcus agalactiae
NOTE: Certain strains of enterococci, e.g., Enferococcus faecaiis
(formetly Streptococcus faecalis), arc resistant to cefuroxime.
Methicillin-resistant s(aphylococcl are rwstan( to cefuroxime,

Aerobic Gi Neg Micr
Morganella morganll
Proteus inconstans
Proteus mirabilis

Providencia retigeri

NOTE: F spp:, Camp, spp., A b
calcoaceticus, and most strains of Serratia Spp- and Proteus vulgans are
resistant to most first- and s d Some

strains of Morganella morganii, Enterobacier claacne and Citrobacter
spp. have been shown by in vitro tests to be resistant to cefuroxime and
other ccphalosporins.

P PRy

for are NOT ona m!l.llgr p

mllllgram basls. The arca under the curve for the susp d
91% of that for the tablet, and the peak plasma concentration for thc
suspension averaged 71% of the peak plasma concentration of the
tablets. Therefcre. (he safety and effectiveness of both the tablet and oral

had to be established in sep clinical trials.

Food Effect on Pharmacokinetics: Absorption of the tablet is greater
when taken after food (absolute bi ilability of C ime Axetil
Tablets increases from 37% to 52%). Despite this difference in

1

niger

NOTE Most strains of Closiridium difficile and Bacteroides fragills are
resistant to cefuroxime.

Susceptibility Tests: Dilution Technigues: Quantitative methods that
are used to determine MICs provide reproducible estimates of the
susccpnb:llty of bacteria to antimicrobial compounds.” One such

uses a dardized dilution method' (broth,

agar, or m|crdd|luuan) or equlvalent with cefuroxime powder. The MIC

values obtained should be interp ding to the following criteria:
2

Cefuroxime Axetil

e
o Tablets, USP
Iss. 020205
3. Acute Bacterlal Mnxlllary Slnusltls caused by Slreplacaccu.t
MIC (meg/mI} Interpretation or He
<4 {S) Susceptible producmg strains only). (Sec CLINICAL STUDIES section.)
8-16 (D) Intermediate NOTE: In view of the insufficient numbers of |solam of beta-
=32 (R) Resistant I d strains of Hi hil 1l and
Moraxella catarrhalis that were obtained from clinical trials with
A report of "Susceptible" indi that the path if in the blood, Cefuroxime Axetil Tablets for patients with acute bacterial
is likely to be inhibited by usunally achicvabl i of the maxillary sinusitis, it was not possible to adequately evaluate the
antimicrobial compound in blood. A report of "Intermediate” indi effecti of C i Axehl Tablets for sinus infections
that inhibitory ions of the antibiotic may be achieved if high known, suspected, or id p ially to be oaused by bera-
dosage is used or if the infection is confined to tissues or fluids in which 1 produci He phill infl or
high antibiotic concentratipns are attained. This category also provides a catarrhalls.
buffer zone that prevents small, uncontrolled technical factors from 4. Acute Bacterial Exacerbations of Chroni¢ Brenchitis and
causing major discrepancics in lmcrprctanon A report of "Rulslanl" 'y Bacterial of Acute Bronchllls caused by
indicates that usually achievabl of the antimi Strep i He (beta-
compound in the blood are unlikely to be inhibitory and that other 1 gative strains), or A infl (beta-

therapy should be selected.

Standardized ptibility test proced: require the use of
y control mi i Standard ime powder should
give the following MIC values:

Iah

Microorganism
Escherickia coli ATCC 25922 2-8
Staphylococens aurens ATCC 29213 0.5-2
Diffusic Techniq Quantitati methods that  require
ofzon: di provide esti of the D 'Lility of
bacteria to antimi | ds. One such dardized

that has been recommended (for use with disks) to test the susecpllblllty
of microorganisms to cefuroxime uses the 30-mcg cefuroxime disk.
Interpretation involves correlation of the diameter obtained in the disk
test with the MIC for cefuroxime,

Reports from the laboratory providing results of the standard single-
d|sk suscepnblhty test with a 30-mcg cefuroxime disk should be

P ding to the g criteria:
Zone Diameter (mm) Interpretation
=23 (S) Susceptible
15-22 (D) Intermediate
<14 (R) Resistant

Interpretation should be as stated above for results using dilution
techniques.
As with standard dilution techniques, diffusion methods require the

p
lactamasc  negative strains). (See DOSAGE AND
ADMINISTRATION section and CLINICAL STUDIES section.)

5, Uncompllcatcd Skin and Skln-Strnctu.re lnl‘ecﬂons caused by

aureus  (includi ta
slmns) or Streptococcus pyogenes.

6. Uncomplicated Urinary Tract Infections caused by Escherichia
coli or Klebsiella pneumoniac.

7. Uncomplicated Gonorrhen, urethral and endocervical, caused by
penicilli producing and penicillinase- producing strains of
Neisserla gonorrhoeae and uncomplicated goncrrhm. rectal, in
females, caused by non-penicillinase- producing strains of
Neisseria gonorrhoeae,

8. Early Lyme Disease (erythema migrans) caused by Borrelia
burgdorferi.

Culture and susceptibility testing should be pcrt‘on'ned when appmpnale
to ptibility of the ) to
cefuroxime. Therapy may be started while awaiting the results of this
testing. Antimicrobial therapy should be appropriately adjusted
according to the results of such testing.

To reduce the devel of drug-resistant bacteria and maintain the
effectiveness of Cefuroxime Axetil Tablets, USP and other antibacterial
drugs, Cefuroxime Axetil Tablets, USP should be used only to treat or
prevent infections that are proven or strongly suspected to be caused by
susceptible bacteria. When culture and suscqmblhty information are
available, lhcy should be id in or difyi

ial therapy. In the absence of such data, local epldemnology
and susceptibility patterns may contribute to the empiric selection of

CONTRAINDICATIONS
Cefuroxime Axetil Tablets are contramdlcated in patients with

known allergy to the cephal in group of antibi

\

use of lab y control mi i The 30-mcg ime disk ib
ides the following zone di in thesc lab y test quality
control strains: therapy.
Microorganism it
Escherichia coli ATCC 25922 20-26
Staphylococeus aurens ATCC 25923 27-35
INDICATIONS AND USAGE

NOTE: CEFUROXIME AXETIL TABLETS AND CEFUROXIME
AXETIL FOR ORAL SUSPENSION ARE NOT BIOEQUIVALENT
AND ARE NOT SUBSTITUTABLE ON A MILLIGRAM-PER-
MILLIGRAM BASIS (SEE CLINICAL PHARMACOLOGY).
Cefuroxime Axetll Tablets: Cefuroxime Axetil Tablets arc indicated
for the treatment of patients with mild to moderate infections caused by
susceptible strains of the desi| i in the di
listed below:
1. Pharyngltis/Tonsllitis caused by Streptococcus pyogenes.
NOTE: The usual dmp, of chonce in the treatmem and prevennon
of the prophylaxis of rh
fever, i is penicillin given by the § far route, C
Axetil Tablets are generally effective in the eradication of
i from the pharynx; however, substantial data
:stabhshmg the efficacy of i in the sub
prevention of rheumatic fever are not available. Please also note
that in all clinical trials, all isolates had to be sensitive to both
penicillin and cefuroxime, There are no data from adequate and
well-controlled trials to demonstrate the effectiveness of
i in the of penicilli i strains of
Streptococcus pyogenes.
2. Acute Bacterlal Omis Media caused by Streptococcus
hee indl < luding beta.]

producmg streins), Moraxella catarrhalis (including beta-
producing strains), or S

P pyog

WARNINGS

CEFUROXIME AXETIL TABLETS AND CEFUROXIME
AXETIL FOR ORAL SUSPENSION ARE NOT
BIOEQUIVALENT AND ARE THEREFORE NOT
SUBSTITUTABLE ON A MILLIGRAM-PER-MILLIGRAM
BASIS (SEE CLINICAL PHARMACOLOGY).

BEFORE THERAPY WITH CEFUROXIME AXETIL
PRODUCTS IS INSTITUTED, CAREFUL INQUIRY SHOULD BE
MADE TO DETERMINE WHETHER THE PATIENT HAS HAD
PREVIOUS HYPERSENSITIVITY REACTIONS TO
CEFUROXIME AXETIL PRODUCTS, OTHER
CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS, IF
THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-SENSITIVE
PATIENTS, CAUTION SHOULD BE EXERCISED BECAUSE
CROSS-HYPERSENSITIVITY AMONG BETA-LACTAM
ANTIBIOTICS HAS BEEN CLEARLY DOCUMENTED AND
MAY OCCURIN UP TO 10% OF PATIENTS WITH A HISTORY
OF PENICILLIN ALLERGY. IF A CLINICALLY SIGNIFICANT
ALLERGIC REACTION TO CEFUROXIME AXETIL
PRODUCTS OCCURS, DISCONTINUE THE DRUG AND
INSTITUTE APPROPRIATE THERAPY. SERIOUS ACUTE
HYPERSENSITIVITY REACTIONS MAY REQUIRE
TREATMENT WITH EPINEPHRINE AND OTHER
EMERGENCY MEASURES, INCLUDING OXYGEN,
INTRAVENOUS FLUIDS, INTRAVENOUS ANTIHISTAMINES,
CORTICOSTEROQIDS, PRESSOR AMINES, AND AIRWAY
MANAGEMENT, AS CLINICALLY INDICATED.
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Pseudomembranous colitls has been reported with nearly all

tib ial agents, including cefuroxime, and may range from

mild to Ilfe threatening. Therefore, it Is important to consider thls

diagnosls in patients who present with diarrhea subsequent to the
administration of antibacterlal agents.

Treatment with antibacterial agents alters normal flora of the colon
and may pemit overgrowth of clostridia. Studies indicate that a toxin
produced by Clostridium difficile is one primary cause of antibiotic-
associated colitis.

Aﬂcr the di is of b colitis has been

d, appropriate therapeuti should be initiated. Mild

cases of pseudomembranous colitis usually respond to drug
alone, In mod to severe cases, consideration should

be glven to management with fluids and electrolytes, protein
with an antibacterial drug effective

agamsr Cla.\'lndmm d ifficile,

Drugs that reduce gastric acidity may result in a lower
bioavailability of Cefuroxime Axetil Tablets compared with that of
fasting state and tend to cancel the effect of postprandial absorption.
Carcnogenesis, Mutngenesls, Impalrment of Fertility: Although
llfe(lme smdls m animals have not been performed to evaluate

1, no ic activity was found for cefuroxime
axetil in a banery of bacterial mutation tests. Positive results were
obtained in an in vitro chromosome aberration assay, however, negative
results were found in an in vivo micronucleus test at doses up to 1.5
g/kg. Reproduction studies in rats at doses up to 1,000 mg/kg per day (9
times the recommended maximum human dose based on mg/m?) have
revealed no impairment of fertility.

Pregnancy: 7. ic Effects: Preg y Category B. Rep
studies have been performed in mice at doses up to 3,200 mg/kg per day
(14 times the recommended maximum human dose based on mg/m?) and
in rats at doses up to 1,000 mg/kg per day (9 times the recommended
maximutn human dose based on mg/m?) and have revealed no evidence

PRECAUTIONS of impaired fertility or harm to the fetus due to cefuroxime axetil, There
General: As with other broad-sp ibioti ) d are, however, no adeq and well d studies in preg
admlmsnahcn of cefuroxnme axetil may result in overgrowlh of women. Because animal reproduction studies are not always predictive
If super ion occurs during therapy, of human response, this drug should be used during pregnancy only if

appropna(e measures should be taken clearly needed.

porins, includi ime axetil, should be given wuh Labor and Dellvery: Cefuroxime axetil has not been studied for use
cautlon to patients iving with potent di during labor and delivery.
because these diuretics are d of ad y affecting renal Nursing Mothers: Because cefuroxime i is excreted in human mllk
functicn. consideration should be given to di ing nursing porarily

ins may be d with a fall in p during with ime axetil.

acuvnty Those at risk include patients with renal or hepatic impairment,
or poor nutritional state, as well as patients receiving a protracted course
of annmlcmblal therapy, and patients previously stabilized - on

{ant therapy. F in time shoutd be monitored in patients
at risk and exogenous Vitamin K administered as indicated.

Cefuroxime axetil, as with other broad-spectrum antibiotics, should
be prescribed with caution in individuals with a histery of colitis. The
safety and effectiveness of cefuroxime axetil have not been established
in paliems w1lh gaslrcmtstmal malabsorption. Patients with

were luded from participating in
clinical trials of cefuroxime axetil.

Prescribing Cefuroxime Axenl Tablels USP in the absence of a

proven or strongly or a P
indication is unlikely to provnde benefit to the patient and i mcreasw the
risk of the development of drug-resistant bacteria.
Information for Pati aregivers (Ped ): 1. During clinical
trials, the tablet was tolerated by pediatric patients old enough to
swallow the cefuroxime axetil tablet whole. The crushed tablet has a
strong, persistent, bitter taste and should not be administered to pediatric
patients in this manner. Pediatric patients who cannot swallow the tablet
whole should receive the oral suspension.

2. Discontinuation of therapy due to taste and/or problems of
administering this drug occurred in 1.4% of pediatric patients given the
oral suspension. Complaints about taste (which may impair compliance)
occurred in 5% of pediatric patients.

Pedlatrlc Use: The safety and effectiveness of Cefuroxime Axetil
Tablets have been established for pediatric patients aged 3 months to 12
years for acute bacterial maxillary sinusitis based upon its approval in
adults. Use of Cefuroxime Axetil Tablets in pediatric patients is
supported by pharmacokinetic and safety data in adults and pediatric
patients, and by clinical and microbiological data from ad and
well-controlled studies of the treatment of acute bacterial maxillary
sinusitis in aduits and of acute otitis media with effusion in pediatric
patients, It is also supported by post-marketing adverse events
surveillance (see CLINICAL PHARMACOLOGY, INDICATIONS
AND USAGE, ADVERSE REACTIONS, DOSAGE AND
ADMINISTRATION, and CLINICAL STUDIES).

Geriatric Use: Of the total number of subjects who received cefuroxime
axetil in 20 clinical studies of cefuroxime Axetil, 375 were 65 and over
whilc 151 were 75 and over. No overall differences in safety of
cffectiveness were observed between these subjects and younger adult
subjects. The geriatric patients reported somewhat fewer gastrointestinal
events and less frequent vaginal candidiasis compared with patients aged
12 to 64 years old; however, no clinically significant differences were
reported between the elderly and younger adult patients. Other reported
clinical experience has not identified differences in responses between
the elderly and younger adult patients.

ADVERSE REACTIONS
CEFUROXIME AXETIL TABLETS IN CLINICAL TRIALS:

Patients should be that antib ial drugs includi
Cefuroxime Axetil Tablets, USP should only be used to treat bacterial
infections. They do not treat viral infections (e.g., the common cold).
‘When Cefuroxime Axetil Tablets, USP is prescribed to treat a bacterial
infection, patients should be told that although it is common to feel
better early in the course of therapy, the medication should be taken
exactly as directed. Skipping doses or not completing lhe full course of

Dose Dosing Regl 7 to 10 Days Dosing: Using multiple

doses of cefuroxime axetil tablets, 912 patients were treated with the
led dosages of ime axetil (125 to 500 mg twice a day).

There were no deaths or permanent disabilities thought related to drug
toxicity. Twenty (2. 2%) patients dlsconnnued medication due to adverse
everts thought by the i i 0 be ib bably, or almost
certainly related to drug toxicity. Sevemecn (85%) of the 20 patients

therapy may (1) d the effecti of the i
and (2) increase the likelihood that bacteria will develop resi: and

who d lhempy did so because of gastrointestinal

will not be treatable by Cefuroxime Axetil Tablets, USP or other
antibacterial drugs in the future,
Drug/Laboratory Test Interactions: A false-positive reaction for

diarrhea, nausea, vomiting, and abdominal pain.
The percentage of cefuroxime axetil tablei-treated patients who
discontinued study drug because of adverse events was very similar at
daxly doss of 1,000, 500, and 250 .mg (2 3%, 2. l%. and 2.2%,

glucose in the urine may occur with copper tests (Benedict's or
Fehling's solution or with CLINITEST" tablets), but not with enzyme-
based tests for glycosuria {e.g., CLINISTIX®). As a false-negative result
may occur in the feri ide test, it is d that either the
glucose oxidase or hexokinase method be used to determine
blood/plasma glucose levels in patients receiving cefuroxime axetil. The
presence of cefuroxime does not interfere with the assay of serum and
urine creatinine by the alkaline plcmte melhod

Drug/Drug Interactions: C istration of probenecid
with cefuroxime axetil tablets increases the area under the serum
concentration versus time curve by 50%. The peak serum cefuroxime
concentration after 2 1.5-g single dose is greater when taken with 1 g of
probenecid (mean = 14.8 mcg/mL) than without probenecid (mean =
12.2 meg/mL).

, the incid of g | adverse events
lncreascd wuh the hlgher recommended dosw
The following adverse events were thought by the investigators to
be possibly, probably, or almost certainly related to cefuroxime axetil
tablets in multiple-dose clinical trials (n = 912 cefuroxime axetil-treated
patients).
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these 18 patients (83%) had their path {Strep

HOW SUPPLIED eradicated.
PRODUCT PACK NDC# DESCRIPTION Safesy: The incid of drug-related intestinal adverse
and events was statistically slgmﬁcanlly higher in the control arm (an oral
STRENGTH agent that ined a specific beta-l inhibitor)
Cefuroxime 20 Tablets/ NDC 64679-920-01 | White film versus the cefuroxime axetil am (I2% versus 1%, respectively;
Axetil Tablets | Bottle coated round P<.001), particularly drug-related diarrhea (8% versus 1%, respectively;

125mg shape biconvex P = 001).
g%;{;“ew NDC 64679-920-02 :‘:;:;fd"ﬂ;l Early Lyme Disease: Two adequate and well-controlled studies
W920 on one were performed in patients with early Lyme disease. In these studies all
side and other patients had to present wnh physnclan documented erythecma migrans,
side plain. with or without of i Patients were
Cefuroxime 20 Tablets/ NDC 64679-921-01 | White film randomized in a I:l ratio to a 20-day coursc of treatment with
Axetil Tablots | Bottle coated round cefuroxime axetil 500 mg b.i.d. or doxycycline 100 mg t.i.d. Patients
250 mg . = shape 21;"“‘;“ were assessed at | month postireatment for success in treating early
g() l']ahch:l NDC 64679-921-02 :"ms;g;scdl;i:;: Lyme dlseas: (Part I) and at | year posttreatment for success in

ottle W921 on one p g the ion to the of late Lyme discase (Part If).

side and other A lolal of 355 adult patients (181 treated with cefuroxime axetil and
side plain, 174 treated with doxycyciine) were enrolled in the 2 studies. In order to
Cefuroxime 20 Tablets/ NDC 64679-922-01 | White film objectively validate the clinical diagnosis of carly Lyme disease in these
Axetil Tablets  { Boutle coated capsule pali:ms, 2 approaches were uscd: 1) blinded cxpert reading of
500 mg shape biconvex hs, when available, of the pr erythema migrans skin
60 Tablels/ NDC 64679-922-02 unscored tab_lei lesion; and 2) ) " (using Ted
Boule :,T;zozs?::"em immunosorbent assay [ELISA] and immunoblot assay [“Western™ blot])
side and other of the presence of antibodies specific to Borrelia burgdorferi, the
side plain. logic agent of Lyme disease, By these procedures, it was possible to

Store at 20° - 25°C (68° - 77°F),
Replace cap securely after each opening.

CLINICAL STUDIES

Cefuroxime Axetil Tablets: Acute Bacterial Maxillary Sinusitis: One
adequate and well-controlled study was performed in patients with acute
bacterial maxillary sinusitis. In this study each patient had a maxillary
sinus aspirate collected by sinus p before was initiated
for presumptive acute bacterial sinusitis. All patients had to have

confim the physician diagnosis of carly Lyme discase in 281 (79%) of
the 355 study patients. The efficacy data summarized below are specific
to this “validated™ patient subset, while the safety data summarized
below reflect the entire patient population for the 2 studies.

Analysis of the submitted clinical data for evaluable patients in the
“validated” patient subset yielded the following results:

Table 6. Clinical Effectiveness of Cefuroxtme Axetil Tablets
Compared to Doxycyctine in the Treatment of Early Lyme Disease

Table 2. Adverse Reactions-Cefuroxime Axetll Tablets

Postmarketing Experlence With Cefuroxime Axetil Products
In addition to adverse event reported during clinical trials, the

Multiple-Dose Dosing Regi Clinical Trlals following events have been identified during clinical practice in patients
- - treated with cefuroxime axetil and were reported spontaneously. Data
Incidence 2 1% ﬁ:;:z’;ﬁ_s:i:;"b g‘;% are generally insufficient to allow an estimate of incidence or to
I o tablish causation.
Transient elevation in AST 2% « "l “'sa‘ll?hne following h: itivity i have been
| . yp
;::;::;:i;l:vauon in ALT :?Z: ported: anap 3 i i pruritus, rash, serum sickness-like
: tion, urti
Transient elevation in LDH 1% rml‘n y 'cana' F b colitis (see WARNINGS),
Incidence < 1% but > Abdominal pain H. logic: Hemolytic anemia, leuk ; : :
0.1% Abdominal cramps hromb penia, and i > dp in time.
Flatulence Hepatic: Hepatic impai including hepatitis and ch
Indigestion Jaundice.
Headache Neurologic: Seizure.
Vagmn!s Skin: Erythema multi St -Johnson synd , toxic
Vaulvar itch epidermal necrolysis.
:_ash Urologic: Renal dysfunction.
ives
Ich CEPHALOSPORIN-CLASS ADVERSE REACTIONS
Dysuria In addition to the adverse reactions listed above that have been
Chills observed in patients treated with cefuroxime axetil, the following
Chest Pain adverse reactions and altered Iaboratory tests have been reported for
Shortness of breath halosporin-class antibioti (oxlc ¥ , aplastic anemia,
rswculllh ulcers L' rrh e BUN,' inine, false-positive test for
wollen tongue urinary glucose, d alkaline phospt penia, elevated
Slecpiness bilirubin and agranulocylosns
Thirst i Several have been i in triggering seizures,
Anorexiz particularly in pauents with renal impairment when the dosage was not
Positive Coombs test reduced (see DOSAGE AND ADMINISTRATION and

S5-Day Experience (see CLINICAL STUDIES section): In clinical
trials using Cefuroxime Axetit Tablets in a dose of 250 mg b.i.d. i

OVERDOSAGE). If sejzures associated with drug therapy oceur, the
drug should be discontinued. Anticonvulsant therapy can be given if

of dary bacterial i i of acute bronchitis, 399
patients were treated for 5 days and 402 patients were treated for 10
days. No difference in the occurrence of adverse events was found
between the 2 regimens.

In Clinical Trials for Early Lyme Disease With 20 Days Dosing:
Two multicenter trials assessed cefuroxime axetil tablets 500 mg twice a
day for 20 days. The most common drug-refated adverse experiences
were diarrhea (10.6% of patients), Jarisch-Herxheimer reaction (5.6%),
and vaginitis (5.4%). Other adverse expenencs occurred  with
frequencies comparable to those reported with 7 to 10 days dosing.
Single-Dose Regimen for Uncomplicated Gonorrhea: In clinical trials
using a single dose of cefuroxime axetil tablets, 1061 patients were
treated with-the ded dosage of axetit (1,000 mg)
for the treatment of uncomplicated gonorrhea. There were no deaths or
permanent disabilities thought related to drug toxicity in these smdls

OVERDOSAGE

Overdosage of cephalosporins can cause cerebral iritation leading
to convulsions. Serum levels of cefuroxime can be reduced by
hemodialysis and peritoneal dialysis,

DOSAGE AND ADMINISTRATION

NOTE: CEFUROXIME AXET] =TABLETS AND CEFUROXIME
AXETIL FOR ORAL SUSPENSION ARE NOT BIOEQUIVALENT
AND ARE NOT SUBSTITUTABLE ON A MILLIGRAM-PER-
MILLIGRAM BASIS (SEE CLINICAL PHARMACOLOGY).

Table 4. Cefuroxime Axetil Tablets
(May be administered without regard to mesls.)

The following adverse events were thought by the i to
be possibly, probably, or almost inly related to cefuroxime axetil in
1,000-mg single—dose clinical trials of cefuroxime axetil tablets in the

of plicated gonorrhea conducted in the US,

Table 3. Adverse Reactions—Cefuroxime Axetil Tablets
1-g Single-Dose Regimen for Uncomplicated Gonorrhea—
Clinical Trials

Incidence > 1% Nausea/vomiting 6.8%

Diarrhea 4.2%

Incidence < 1% but > 0.1% Abdominal pain
Dyspepsia
Erythema
Rash
Pruritus .
Vaginal candidiasis i
Vaginal itch
Vaginal discharge

- Headache
Dizziness
Somnolence
Muscle cramps
Muscle stiffness
Muscle spasm of neck
Tightness/pain in chest
Bleeding/pain in urethra
Kidney pain
Tachycardia
Lockjaw-type reaction

compared Cefuroxime Axetil Tablets 250 mg b.id. for 5 days,
Ccfuroxime Axctil Tablets 250 mg b.i.d. for 10 days, and CECLOR®
250 mg t.i.d. for 10 days. They were otherwise identical to CAE-516 and
CAE-517 and were conducted over the following 2 years, Paticnts were
required to have polymorphonuclear cclls present on the Gram stain of
their screcning sputum specimen, but isolation of a bacterial pathogen
from the sputum culture was not required for inclusion. The following
table demonstrates the results of the clinical outcome analysis of the
pooled studies CAE-516/CAE-517 and CAEA4001/CAEA4002,
respectively:

Table 7. Clinical Effectlveness of Cefuroxime Axetil Tablets 250 mg
bld.InS 'y Bacterlal Infections of Acute Bronchitl
Comparison of 5 Versus 10 Days’ Treatment Duration

radiographic and clinical evidence of acute maxillary sinusitis. As
? . Part| Partl!
shown in the following summary of the study, the general clinical (1 Month Posttreatment)* (1 Year Postireatment) t
effecnvcnus of Cefuroxime Axenl Tablets was comparable to an oral < n D i C i D A
ial agent that ined a specific beta-l inhibitor in Axetil n=108 Axetil n=83%
treating acute maxillary sinusitis. H , sufficient microbiology data Tablets Tablets
were obtained to demonstrate the cffectiveness of C ime Axetil _ n=135 n=105%
Tablets in treating acute bacterial maxillary sinusitis due only to Satisfactory 91% 93% 84% 87%
St ; or beta.l ducing clinical 5
P 2
17, hils M . heta_l outcome
cmophilus Influenzae. An it number of beta-lact Clinical % % 3% %
g | and calarrhall: isolates carelsuccess
were obtained in this trial to ad ) 1 the of Clinical . 9% 19% 0% 3%
Cefuroxime Axctil Tablets in the treatment of acute bacterial maxillary improvement

sinusitis due to these 2 organisms,
This study enrolied 317 adult patients, 132 patients in the United
States and 185 patients in South America. Patients were randomlzed ina

* 95% confidence interval around the satisfactory difference for Part | (-0.08, +0.05).
+ 95% confidence interval around the satisfactory difference for Pant H (-0,13, +0.07).
# n's include palients assessed as unsalisfactory clinical outcomes (failure +

1:1 ratio to cefuroxlme axetil 250 mg b.i.d. or an onl biat

in Part 1 {C ime Axelil Tablets - 11 [S failure, 6 recurrence];
- 8 [6 failure, 2 recurrence)).

agent that ined a specific beta-| An intent-t
treat analysis of the submitted clinical data yielded the following results:

Table 5. Clinical Effectiveness of Cefuroxime Axetil Tablets
Compared to Beta-1 -C; Control Drug In
the Treatment of Acute Bacterial Maxillary Sinusitis

§ Salisfactory clinical outcome includes cure + improvement (Part Iy and success
+ improvement (Part Il).

Cefuroxime Axetil Tablets and doxycyclinc were effective in prevention
of the development of sequelae of late Lyme discase.
Saﬁ!ly Drug-related adverse events affecting the skin were reported

_ _ _ ly more frequently by patients treated with doxycycline than
US Patients* South American Patients +_| by patients treated with cefuroxime axetil (12% versus 3%, respectively;
Cefuroxime | Control Cefuroxime Control P = .002), primarily : the 11 e 1 hlghcr
Axetil n=43 Axelil Tablets n=89 ¢ . e s
Tablets n=87 incidence of drug-related p in the d
n=49 arm versus the cefuroxime axetil am (9% versus 0%, rmpecuvely,
Clinical success 65% 53% 7% 74% P<.001). While the incid of drug-related g [ adverse
events was similar in the 2 treatment groups (cefuroxime axetil - 13%;
doxycyclme - ll%). the incidence of drug-related diarrhea was
Clinical cure 53% 44% 2% 64% y higher in the cefuroxime axetil arm versus the
Clinical 12% 9% 5% 10% doxycyclme am (l 1% versus 3%. respectively; P =.005).
Lmproyement i of Acute hitis; Four

* 95% Confidence interval around the success difference [-0.08, +0.32].
+ 95% Confidence interval around the success difference [-0.10, +0.16].

In this trial and in a suppomng maxlllary puncture lnal 15
cvaluablc patients had bet:

a as the identified path
(67%) had their path (non-beta-I p g
Influenzac) cradicated. Elgh(een (18) evaluable patients had
S as the i h Fifteen (15) of

Ten (10) of thse 15 patients

P 4
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randomized, contrclled clinical studies were performed comparing 5
days versus 10 days of Cefuroxime Axctil Tablets for the treatment of
patients with secondary bacterial infections of acute bronchitis. These
studies enrolled a total of 1253 patients (CAE-516 n = 360; CAE-517 n

= 177; CAEA4001 n = 362; CAEA4002 n = 354), The protocols for
CAE-516 and CAE-517 were identical and d C ime Axetil
Tablets 250 mg b.i.d. for 5 days, Cefuroxlme Axctil Tablets 250 mg
b.i.d. for 10 days, and AUGMENTIN®™ 500 mg t.i.d. for 10 days, These 2
studies were conducted simultancously. CAEA4001 and CAEA4002

10

CAE-516 and CAE-517* CAEA4001 and
CAEA4002 t
5Day 10 Day 5 Day 10 Day
(n=127) (n=139) @=173) (n=192)
Clinicat success 80% 87% - 84% 82%
Clinical cure 61% 0% 3% 2%
Clinical improvement 19% 17% 11% 10%

* 95% Confidence interval around the success diffcrence [-0,164, +0.029).
't 95% Confidence interval around the success difference [-0.061, +0,103].

The response rat¢s for patients who were both clinically and
luable were i with those reported for the
clinically evaluable patients.

Safety: In these clinica! trials, 399 patients were treated with
Cefuroxime Axetil Tablets for 5 days and 402 patients with Cefuroxime
Axetil Tablets for 10 days. No difference in the occurrence of adverse
events was observed between the 2 regimens.
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Population/Infection Dosage Duration

Adolescents and Adults (13 years aud older]

Pharyngitis/tonsillitis 250 mg b.i.d. 10
Acute baclerial maxillary sinusitis 250 mg b.id, 1]
Acute bacterial exacerbations of chronic 250 or 500 mg b.i.d. 10*
bronchitis

Secondary bacterial infections of acute 250 or 500 mg b.i.d. 5-10
bronchitis

! i skin and ski 250 or 500 mg b.id. 10
infections

Uncomplicated urinary tract infections 125 0r 250 mg b.i.d. 7-10
Uncomplicated gonorrhea 1,000 mg once single dose
Early Lyme disease 500 mg b.id. 20

FPediatric Patients (who can swallow tablets whole;

Pharyngitis/tonsillitis 125 mgh.id. 10
Acute olitis media 250 mg b.id. 10
L_Acute bacterial maxillary sinusilis 250 mpbid. 10

®rhe safety and effectiveness of Cefuroxime Axetil Tablets
administered for less than 10 days in patients with acute exacerbations of
chronic bronchitis have not been established.

Patients with Renal Fallure

The safety and eﬂ'lcacy of ccfuroxnme axetil in panems with renal failure
have not been d. Since ime is renally eli its
half-life will be prolonged in patients with renal failure.




