ZEFLOX®

CEFACLOR, USP

Gm: USP.LI(Iy is a semi in antibiotic for oral i It is chemically designated as 3-chioro-7-D-(2: i 3-cephem-4-carboxylic acid

monohydrate
Each msule contains cefaclor monohydrate equwaien( 'o 250 mu (0 68 mmol) or 500 mg (1.36 mmol) cefaclor.
eq mg (0.34 mmol) or 250 mg (0.68 mmol) cefaclor.
MM ‘mixing, each 5 mL_ of cefaclor for oral SusDB"SIDn will cnﬂ(lh! mlilnr ‘monohydrate equivalent to 125 mg (0.34 mmol), 187.5 mg (0.51 mmol), 250 mg (0.68 mmol), or 375 mg
(1.0 mmol) cefaclor

CLINICAL PHARMACOLOGY
Cefaclor is well absorbed after oral administration to fasting subjects. Total absorption is the same whether the drug is given with or without food; however, when it is taken with food, the peak
concentration achieved is 50% to 75% of that observed when the drug is administered to fasting Subjects and generally appears from three fourins to 1 hour latr. Following administration n!
250-mg, 500-mo, and 1-g doses to fasting subjects, average peak serum level 7,13, and 23 mg/L.
85% of the drug is excreted unchanged in the urine within 8 hours, the greater portion being excreted within the first 2 hours. During this 8-hour period, peak uring concentrations lﬂllm
the 250-mg, 500-mg, and 1-g doses weve approximately 600, 900, and 1,900 mg/L mwctrvely The serum haif-ife in normal wmem ssnprmnlmy\ w(wosmoav) ‘;m
with function, In those .
Excretion pathways in nalmus with markedly impaired renal ﬁmf:lmn have not i "“‘ 25% 10 30%.
Microbiology-In vitro tests demonstrate that the bactericidal action of the cephalosporins rasum from their inhibition of dl—vdl synthesis. While in vitro studies have demonstrated the
ﬁ;ﬁglells)rlm of most stlralns uﬂhe following organisms to cefaclor, clinical efficacy for infections than

ive

Agrobes, Gram-positive

Staphylococci, including coagulase-positive, coagul qative, and penicillinase-producing strains (when tested by in vitro methods), exhibit cross-resistance between cefaclor and
methiciltin

Streptococcus pneumoniae

Streptococcus py ]
Aerobes, Gram-negative

Escherichia coll
Hlelmpﬂllus influenzae, including B-lactamase-producing, ampicllin-resistant strains

Molwlta I&wlhame/la) catarrhalis

Neisseria gonorrhoeae

Proteus mirabilis

Anaerobes

‘Bacteoides pp (excuding Baciroides fagi)

Note: Methicillin-resistant staphylococci and most strains of enterococci faecalis) and faecium))

are resistant to cefaclor and other cephalosporins. Cefaclor is not active against most sirains of Enterobacter spp, Serratia spp, Morganelia morganii, Proteus vulgaris, and Providencia retigeri.

1t has no activity against Pseudomonas spp or Acinetobacter spp.

Disk Susceptibily Tests—

Diffusion techniques: Quantitative methods that require measurement of zone diameters give the most precise estimates of antibiotic of bacteria to antimicrobial agents. One

such standard pmcsduve has been lewnmded !or use with disks to lesl suscsonhlhly of organisms to wfacmv using the 30 ug cefaclor disk. Interpretation involves the correlation of the
) for

Reports from the Iabmatory giving results of the standard single-disk susceoumlny fest with a 30 g cefaclor disk should be interpreted according to the following criteria:

Zone Diameter (mm) Interpretation
218 (S) Susceptible
15-17 (1) Intermediate
<14 (R) Resistant
When Testing* H. influenzae
Zone Diameter (mm) [ tion
220 e
17 19 (1) Intermediate
(R) Resistant

'Dlsk susceptibility tests performed using Haemophilus Test Medium (HTM)

Although the spectrum of activity of cefaclor is qualitatively similar to that of cephalothin and of the other first-generation cephalosporins, its activity against H. influenzae is considerably
greater than that of the first generation cephalosporins. For this reason, a disk containing 30 g of cefaclor may be used to determine the smeapnmtlly of H. influenzae using the method
dcscnbedbyNCELS In the testing of H. influnzae (on Mueller-Hinton agar supplemented with hemoglobin and a commercial VX supplement) or other organisms, zone diameter interpretive

criteria, are identical to those used for the cephalothin disk: 218 mm, susceptible; 15-17 mm, moderately and <14 mm, resistant.
A report of "Susceptible” indicates that the pathogen is likely to be inhibited by generally achievable blood levels. A report of “Intermediate suggests that the organism would be susceptible it
high dosage is used ot if the infection s confined to tissue and fluids in which high antibiotic levels are obtained. A report of “Resistant" indicates that ion of the antibioti

are unlikely to be inhibitory and other therapy should be selected.

‘Standardized procedures require the use of laboratory control organisms. The 30 g cefacior disk should give the following zone diameters:

Organism

E. colf ATCC 25922 2321
S. aureus ATCC 25923 2-31
H. influenzae ATCC 49766" 231

Disk susceptbily tests performed using Haemophilus Test Medium (HTM)
Diluton techniques: Use a standardized dilution method2 (broth, agar, microdilution) or equivalent with cefaclor powder. The MIC values obtained should be interpreted according to the
following citera:

MIC (ug/mL) Interpretation
Susceptible
15 Inmwm
As erh ‘standard diffusion techniques, dilution memcﬂs require the use of laboratory control organisms. Standard cefaclor powder should provide the following MIC values:
Organism MIC (ug/ml)
. aureus ATCC 29213 14
E coli ATCC 25922 1-4
E. fagcalis ATCC 29212 >32 0

H. influenzae ATCC 49766*
*Broth microdilution tests performed using Humophllus Test Medium (HTM)

INDICATIONS AND USAGE
Cefaclor is indicated in the treatment of the following |m|onsmn caused by susmlbh strains m the designated m»cmrwmsms
mms media caused by S. pneumoniae, H. influenzae, . catarrhalis

ower respiratory tract infections, including pneumonia, caused by S pmumomae H mlluanae. S. pyogenes (group A Hemobylm streptococei), and M. catarrhalis
U per respiratory infections, including pharyngitis and tonsillits, caused by S. pyogenes (HTNPA B-hemolytc sireptococci). and M. catarrhalis
N%Ly Penicillin is the usual drug of choice in the treatment and prevention of streptococcal infections, including the prophytaxis of heumatic fever. Amoxicillin has been recommended by the
American Heart Association as the standard regimen for the prophylaxis of bacterial endocarditis or dental, oral, and upper respiratory tract procedures, with psmc«llm V a rational and
‘acceptable alternative in the prophylaxis against o-hemolytic streptococcal bacteremia in this setting. Cefaclor is generally effective in the eradication of streptococei from the nasopharynx;
however, substantial data establishing the efficacy of cefaclor in the subsequent prevention of either rheumatic fever or bacterial endocarditis are not available at present.
Urinary tract infections, including pyelonephritis and cystits, caused by £ coli, P. mirabilis, Klebsiefla spp, and coagulase-negative staphylococci
Note—Cefaclor has been found to be effective in both acute and chronic urinary tract infections.
Skin and ski i au 23 AB-

an ytic streptococc)
Sinusitls
Gonococeal urethitis
Appropriate culture and susceptibiity studies p 1o determine susceptibilty of ism to cefaclor.
CONTRAINDICATION
Cefaclor i icated in patients with o in group of antibiotics.
WARNINGS
IEFDRE THERAPY WITH CEFACLOR |S IHSTITUTED CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE WHETHER ﬂIE PATIENT HAS HAD PREVIOUS
IYPERSENSITIVITY REACTIONS TO CEl OR, CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS. IF THIS PRODUCT

SENSITWE PATIENTS, CAUTION SHDULI‘I IE EXERCISED BECAUSE CROSS- -HYPERSENSITIVITY, INCLUDING ANAPHYLAXIS, MIDN B-LACTAM ANTIBIOTICS HAS
BEEN CLEARLY DOCUMENTED.

1 an allergic reaction to cefaclor occurs, the drug should be discontinued, and, if necessary, the patient should be treated with appropriate agents, eg, pressor amines, antihistamines, or

corticosteroids.

Antibiotics, including cefaclor, should be administered cautiously to any patient who has demonstrated some form of allergy, particularly to drugs.

Pseudomembranous colitis has been reported with virtually all broad-spectrum antibiotics (including macrolides, semisynthetic penicillins, and uﬁulosponns) therefore, it i u Impomm 1

consider its diagnosis in patients who develop diarrhea in association with the use of antibiotics. Such colitis may range in severity from mild to life threatening. Mild cases of
lits usually respond to drug lone. In moderate to severe cases, appropriate measures should be taken.




General—Prolonged use of cefaclor may result in the overgrowth of nonsusceptible organisms. Careful observation of the patient is essential. If superinfection occurs during therapy,
‘measures should be taken.

appropriate

Positive direct Coombs' tests have been reported during treatment with the cephalosporin antibiotics. It should be recognized that a positive Coombs' lus(miyhﬁw!ulh&mlﬂ.
‘hematologic studies or in transtusion cross-matching procedures when antiglobulin tests are performed on the minor side o in in Coombs' testing of newboms whose mothers

cephalosporin antibiotics before ition.

Cefaclor should be administered with caution in the presence of markedly impaired fenal function. SwnhMlnNMMmkljhummmhmm
with moderate or severe renal impairment are usually not required. cnmmmmmmmmm therefore, careful clinical observation and laboratory
studies should be made.
Antibiotics, including

disease,
Drug/Laboratory Te lnmrawmm mmummmmlummmmmmmunmmmmm‘mmmmmmsmmmmmm
Clinitest® tablets but not with Tes- Tuc‘(ﬁlmm Enzymatic Test Strip, USP, Lilly).

As with other

mwmum&mmmmmmmmmwumm Reproduction studies have revealed no
mmmwm

Usaossin Frednancy

mlnmmmawnpmzmmmmduwmmwam—mmmhmm
ty of harm There are, however, in pregnant women.
‘human responss, this

muu-r-n-mmauwmwumumhm
Nursing Mothers--Small amounts of cefaclor have in of single 18,020,021,
3,4, amshlxlsrspﬁw)y Trace amounts were detected at 1 hour. Themmnmsmthmscsnwlknm c;mmsnwlnmmwmnhdmvsmmmmmm

mmmammuMWMugmmmm1mmmmmwmmm«sm

ly

ADVERSE REACTIONS

mmmwﬂﬂdﬁmwMuliﬁeﬂ(uﬂwmnywlmmlo!mlls\mbew

Hypersensitivity reactions have mmmdmmwv.mmmmmummm(mmmmmmimcwwsmmhummm
patients.

mmmnrmm‘mwnmchskmmmmmmsmwrymmwmwmmunamummmmm

mnuummmmwmwmmmmmmmmammvm»mmmbm-»
during o

nging :mmms*)mmmmmnzmuamamu)mmlumum(«mmmmmmw

mlsaoussx)mmamn(om%)mmummsm mmwwammmsnmuwmmmmnmmmum

occasionally these reactions have resulted in hospitalization, usually of short duration (median hospitalization = 210 3 days, based on postmarieting surveillance studies). In those requiring

nuspmmonnmmmmmmmmammumnssmnmmvmwmmmmmmcmmmnmwmmmmmu

More severe hypersensitivity reactions, including Stevens-Johnson syndmmu toxic epidermal necrolysis, and anaphylaxis have been reported rarely Amnmlanom mmum
by including angioedema, asthenia, edema (including face and fimbs), dyspnea, paresthesias, syncope, or Anaphylaxis may in patients
‘with a history of penicillin allergy.. "

‘may persist for several months.

itivity symptoms
mﬂwmmunmmZS%mDﬂmblmlm diarthea (1in 70).
Symptoms of pseudomembranous coli mmmmmwmmmmmmwmmmmkmmn-lallmn:wmm

y.

o ia (1 joks), gooal S
Causal RGIIIIMSM Uncertain-~ Wity
. reversible hyperactivity, agitation, nervousness, insomnia, confusion, hypertonia, dizziness, halluginations, and mmmmw
Transitory abnormalities in clinical Ialmmmy test results have bm reported. Almnunh they were of uncertain etiology, they are listed
Hepatic—-Slight elevations of AST (SGOT), ALT (SGPT), or alkaline phosphatase values (1 in
Hematopoietic—-As has also been reported with other B-lactam antibiotics, transient Iymmocﬁusrs‘ leukopenia, and, rarely, hemolytic anemia, aplastic anemia, agranulocytosis, and reversible
neutropenia of possible clinical significance.
There have been rare reports of increased prothrombin time with or without ciinical bleeding in patients receiving cefaclor and Coumadin Mly
‘Renal--Slight elevations in BUN or serum creatinine (less than 1 in 500) or abnormal urinalysis (less than 1 in 200).
Several cephalosporins have been implicated in triggering seizures, particularly in patients with renal impairment when the dosage was not reduced. ﬁm associated with drug therapy
‘occur, the drug should be discontinued. Anticonvulsant therapy can be given if clinically indicated.

vaginitis and, rarely,

OVERDOSAGE

Signs and Symploms~The toxic symptoms following an overdose of cefacior may include nausea, vomiting, epigastric distress, and diarthea. The severity of the epigastric distress and the
M other o the effects of other intoxication.

Treatment- i verdoses, and unusual drug kinetics in your patient.

be necessary.
mmmﬁ;mmwmmmm wmmmwm mmlnmwuhm the patient's vital signs, blood gases, serum electrolytes, etc.
‘which, in many cases, is more effective than emesis o lavage; consider charcoal instead of

charcoal over time may gastr
or charcoal.
Forced diuresis, peritoneal dialysis, hemodialysis, or charcoal hemoperfusion have not been established as benefiial for an overdose of cefaclor.
DOSAGE AND ADMINISTRATION
Cefaclor is administered orally.
Amﬁrﬂwmlmnﬂmwmwmryuhwrs For bronchitis and pneumonia, mnauwszsomaummumsummw Adusosavzsomadmmlmslmﬁiym
10 days is recommended for sinusitis. Fnrmremelmas(masmmu)mmmmmny less susceptible organisms, doses may be doubled. Doses of 4 g/day have

amnmummmmmsmm mmmmuwmmummmmm

1g.is
cnmm»m usual recommended daily dosage for children is 20 mg/kg/day in divided doses every 8 hours. For bnmmibs and pneumonia, the onsagu s 20 mg/kg/day in divided doses
administered 3 times daily.

Inmore serious infections, otitis media, and infections caused by less susceptible organisms, 40 mg/kg/day in di dosage of 1 g/day.
Cefaclor Suspension
20 mg/kg/day
Child's Wei 125mgSml 250 mg/Sml
9k Risptid
18kg 1tsptid  12tsptid
40 mg/kg/day
kg 1sptid. 2tsptid
18k 1 tspLid.
B.LD. Treatment Option--For the treatment of itis, the total daily dosage may be divided and admi 12 hours.
Cefaclor Suspension
Child . 187.5mg/5mL - 375 mg/5 mL.
id's
kg mspE[EI

18kg 1 tspbid.  12ispbid.
40 mg/kg/day Media)
9kg 11spbiid. mm

11sp
Cefaclor may i i functi Wmlmm.hmmlylsunﬂm(&hm)
In the treatment of 8- infections, feast 10 days.
Store at controlled room temperature, 59° to 86°F (15° to 30° C).
Atter mixing the oral suspension, store in a refrigerator. Keep tightly closed and shake well before using. The mixture may be kept for 14 days without significant loss of potency. Discard
unused portion after 14 days,
1.National Committee for Cllnlﬁl Laboratory Standards. Performance standards for antimicrobial disk susceptibility tests - 5th ed., Approved Standard NCCLS Document M2-AS, Vol 13, No
24, NCCLS, Villanova, PA, 1993.

Committee for Clinical Laboratory Standards. Methods for dilution antimicrobial susceptibility tests for bacteria that grow aerobically - 3rd ed., Approved Standard NCCLS
DDW!NM M7-A3, Vol 13, No 25, NCCLS, Villanova, PA, 1993.

This is a medicament
-Amhn-lisawmm‘mlhmywrnummmwwmmlnimmmisuﬂﬂslo!’m.

= i in medicine,

“Doo mvemm‘uﬁoﬂmmﬁwmmr
KEEP MEDICAMENT OUT OF REACH OF CHILDREN

Manufactured in Zouk Mosbeh Lebanon by
ALGORITHM S.A.L. q

Under License from Eli Lilly Export S.A.,
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