TORBENER

Cefdinir
300 mg Hard Gelatin Capsule
250 mg / 5 ml or 125 mg/ 5 ml —Powder for Oral Suspension

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

DESCRIPTION
TORBENER (cefdinir) contain the active ingredient cefdinir, an extended-spectrum, semisynthetic
cephalosporin, for oral administration.

TORBENER Capsules contain 300 mg cefdinir and the following inactive ingredients: Microcrystalline
cellulose, polysorbate 80, carboxymethyl cellulose calcium, sodium lauryl sulfate, colloidal silicon
dioxide, Magnesium stearate, gelatin, methyl paraben, propyl paraben, titanium dioxide, ponceau red.

TORBENER for Oral Suspension, after reconstitution, contains 125 mg cefdinir per 5 mL or 250 mg
cefdinir per 5 mL and the following inactive ingredients: xanthan gum, simethicone emulsion, sodium
lauryl sulfate, citric acid anhydrous, Strawberry flavor powder, sucralose, sodium benzoate, Aerosil 200,
sucrose.

CLINICAL PHARMACOLOGY

Pharmacokinetics and Drug Metabolism:

Absorption

Maximal plasma torbener concentrations occur 2 to 4 hours post dose following capsule or
suspension administration.

Effect of Food: Torbener may be taken without regard to food.

Multiple Dosing: Torbener does not accumulate in plasma following once- or twice-daily
administration to subjects with normal renal function.



Metabolism and Excretion

Cefdinir is not appreciably metabolized. Activity is primarily due to parent drug. Cefdinir is
eliminated principally via renal excretion. Cefdinir clearance is reduced in patients with renal
dysfunction.

Because renal excretion is the predominant pathway of elimination, dosage should be adjusted in
patients with markedly compromised renal function or who are undergoing hemodialysis.
Patients with Renal Insufficiency

Dosage adjustment is recommended in patients with markedly compromised renal function.
Hepatic Disease

Because cefdinir is predominantly renally eliminated and not appreciably metabolized, studies in
patients with hepatic impairment were not conducted. It is not expected that dosage adjustment will
be required in this population.

Geriatric Patients

Since cefdinir clearance has been shown to be primarily related to changes in renal function rather
than age, elderly patients do not require dosage adjustment unless they have markedly compromised
renal function.

Microbiology

Mechanism of Action: As with other cephalosporins, bactericidal activity of cefdinir results from
inhibition of cell wall synthesis. Cefdinir is stable in the presence of some, but not all, B-lactamase
enzymes. As a result, many organisms resistant to penicillins and some cephalosporins are
susceptible to cefdinir.

Mechanism of Resistance

Resistance to cefdinir is primarily through hydrolysis by some [-lactamases, alteration of
penicillin-binding proteins (PBPs) and decreased permeability. Cefdinir is inactive against most
strains of Enterobacter spp., Pseudomonas spp., Enterococcus spp., penicillin-resistant
streptococci, and methicillin-resistant staphylococci. B-lactamase negative, ampicillin-resistant
(BLNAR) H. influenzae strains are typically non-susceptible to cefdinir.

Antimicrobial Activity

Cefdinir has been shown to be active against most strains of the following microorganisms.
Gram-Positive Bacteria Staphylococcus aureus (methicillin-susceptible strains only) Streptococcus
pneumoniae (penicillin-susceptible strains only) Streptococcus pyogenes

Gram-Negative Bacteria

Haemophilus influenza, Haemophilus parainfluenzae, Moraxella catarrhalis. The following in
vitro data are available, but their clinical significance is unknown. Cefdinir exhibits in vitro
minimum inhibitory concentrations (MICs) of 1 mcg/mL or less against (> 90%) strains of the
following microorganisms; however, the safety and effectiveness of cefdinir in treating clinical
infections due to these microorganisms have not been established in adequate and well-controlled
clinical trials.

Gram-Positive Bacteria: Staphylococcus epidermidis (methicillin-susceptible strains only),
Streptococcus agalactiae, Viridans group streptococci




Gram-Negative Bacteria: Citrobacter koseri, Escherichia coli, Klebsiella pneumonia, Proteus
mirabilis.

INDICATIONS AND USAGE

To reduce the development of drug-resistant bacteria and maintain the effectiveness of TORBENER
and other antibacterial drugs, TORBENER should be used only to treat or prevent infections that
are proven or strongly suspected to be caused by susceptible bacteria. When culture and
susceptibility information are available, they should be considered in selecting or modifying
antibacterial therapy. In the absence of such data, local epidemiology and susceptibility patterns
may contribute to the empiric selection of therapy.

TORBENER (cefdinir) is indicated for the treatment of patients with mild to moderate infections
caused by susceptible strains of the designated microorganisms in the conditions listed below.

Adults and Adolescents

Community-Acquired Pneumonia: caused by Haemophilus influenzae (including p-lactamase
producing strains), Haemophilus parainfluenzae (including B-lactamase producing strains),
Streptococcus pneumoniae (penicillin-susceptible strains only), and Moraxella catarrhalis
(including B-lactamase producing strains)

Acute Exacerbations of Chronic Bronchitis: caused by Haemophilus influenzae (including -
lactamase producing strains), Haemophilus parainfluenzae (including B-lactamase producing
strains), Streptococcus pneumoniae (penicillin-susceptible strains only), and Moraxella catarrhalis
(including B-lactamase producing strains).

Acute Maxillary Sinusitis: caused by Haemophilus influenzae (including B-lactamase producing
strains), Streptococcus pneumoniae (penicillin-susceptible strains only), and Moraxella catarrhalis
(including Plactamase producing strains).

Pharyngitis/Tonsillitis: caused by Streptococcus pyogenes

Uncomplicated Skin and Skin Structure Infections: caused by Staphylococcus aureus (including
B-lactamase producing strains) and Streptococcus pyogenes.

Pediatric Patients

Acute Bacterial Otitis Media caused by Haemophilus influenzae (including B-lactamase
producing strains), Streptococcus pneumoniae (penicillin-susceptible strains only), and
Moraxella catarrhalis (including B-lactamase producing strains).

Pharyngitis/Tonsillitis: caused by Streptococcus pyogenes.

Uncomplicated Skin and Skin Structure Infections: caused by Staphylococcus aureus
(including B-lactamase producing strains) and Streptococcus pyogenes.



NOTE: Cefdinir is effective in the eradication of S. pyogenes from the oropharynx. Cefdinir has
not, however, been studied for the prevention of rheumatic fever following S. pyogenes
pharyngitis/tonsillitis. Only intramuscular penicillin has been demonstrated to be effective for the
prevention of rheumatic fever.

CONTRAINDICATIONS

TORBENER (cefdinir) is contraindicated in patients with known allergy to the cephalosporin class
of antibiotics.

WARNINGS

Before therapy with torbener (cefdinir) is instituted, careful inquiry should be made to
determine whether the patient has had previous hypersensitivity reactions to cefdinir, other
cephalosporins, penicillins, or other drugs. If cefdinir is to be given to penicillin-sensitive
patients, caution should be exercised because cross-hypersensitivity among p-lactam
antibiotics has been clearly documented and may occur in up to 10% of patients with a history
of penicillin allergy. If an allergic reaction to cefdinir occurs, the drug should be discontinued.
Serious acute hypersensitivity reactions may require treatment with epinephrine and other
emergency measures, including oxygen, intravenous fluids, intravenous antihistamines,
corticosteroids, pressor amines, and airway management, as clinically indicated.

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including TORBENER, and may range in severity from mild diarrhea to fatal

colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to
overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can be
refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in all
patients who present with diarrhea following antibacterial use. Careful medical history is necessary
since CDAD has been reported to occur over two months after the administration of antibacterial
agents.

If CDAD is suspected or confirmed, ongoing antibacterial use not directed against C. difficile
may need to be discontinued. Appropriate fluid and electrolyte management, protein
supplementation, antibacterial treatment of C. difficile, and surgical evaluation should be
instituted as clinically indicated.

Hypersensitivity reactions:



Severe cutaneous adverse reactions (SCARs), including Stevens-Johnson syndrome (SJS), toxic
epidermal necrolysis (TEN), drug reaction with eosinophilia and systemic symptoms (DRESS),
and acute generalised exanthematous pustulosis (AGEP) have been reported in association with
beta lactam antibiotics.

Undesirable effects:

Skin and subcutaneous tissue disorder

Frequency not known: Acute generalised exanthematous pustulosis (AGEP), Drug reaction with
eosinophilia and systemic symptoms (DRESS), Bullous exfoliative-dermatitis, Toxic epidermal
necrolysis, Stevens-Johnson syndrome

PRECAUTIONS

Prescribing TORBENER in the absence of a proven or strongly suspected bacterial infection or a
prophylactic indication is unlikely to provide benefit to the patient and increases the risk of the
development of drug-resistant bacteria.

As with other broad-spectrum antibiotics, prolonged treatment may result in the possible emergence
and overgrowth of resistant organisms. Careful observation of the patient is essential. If
superinfection occurs during therapy, appropriate alternative therapy should be administered.

Cefdinir, as with other broad-spectrum antimicrobials (antibiotics), should be prescribed with
caution in individuals with a history of colitis.

In patients with transient or persistent renal insufficiency (creatinine clearance < 30 mL/min), the
total daily dose of TORBENER should be reduced because high and prolonged plasma
concentrations of cefdinir can result following recommended doses (see DOSAGE AND
ADMINISTRATION).

Information for Patients

Patients should be counseled that antibacterial drugs including TORBENER should only be used
to treat bacterial infections. They do not treat viral infections (e.g., the common cold). When
TORBENER 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 the full course of therapy may (1) decrease the
effectiveness of the immediate treatment and (2) increase the likelihood that bacteria will develop
resistance and will not be treatable by TORBENER or other antibacterial drugs in the future.

Diabetic patients and caregivers should be aware that the oral suspension contains sucrose.

Diarrhea is a common problem caused by antibiotics which usually ends when the antibiotic is
discontinued. Sometimes after starting treatment with antibiotics, patients can develop watery and
bloody stools (with or without stomach cramps and fever) even as late as two or more months after
having taken the last dose of the antibiotic. If this occurs, patients should contact their physician as
soon as possible.

Drug Interactions

Antacids (aluminum- or magnesium-containing)



There are no significant effects on cefdinir pharmacokinetics if the antacid is administered 2 hours
before or 2 hours after cefdinir. If antacids are required during TORBENER therapy, TORBENER
should be taken at least 2 hours before or after the antacid.

Probenecid

As with other B-lactam antibiotics, probenecid inhibits the renal excretion of cefdinir, resulting in
an approximate doubling in AUC, a 54% increase in peak cefdinir plasma levels, and a 50%
prolongation in the apparent elimination t%2.

Iron Supplements and Foods Fortified with Iron

If iron supplements are required during TORBENER therapy, TORBENER should be taken at least
2 hours before or after the supplement.

TORBENER for Oral Suspension can be administered with iron-fortified infant formula.

There have been reports of reddish stools in patients receiving cefdinir. In many cases, patients
were also receiving iron-containing products. The reddish color is due to the formation of a non-
absorbable complex between cefdinir or its breakdown products and iron in the gastrointestinal
tract.

Drug/Laboratory Test Interactions

A false-positive reaction for ketones in the urine may occur with tests using nitroprusside, but not
with those using nitroferricyanide. The administration of cefdinir may result in a false-positive
reaction for glucose in urine.

Pregnancy
Pregnancy Category B

There are, however, no adequate and well-controlled studies in pregnant women. response, this
drug should be used during pregnancy only if clearly needed.

Labor and Delivery: Cefdinir has not been studied for use during labor and delivery.

Nursing Mothers: Following administration of single 600-mg doses, cefdinir was not detected in
human breast milk.

Pediatric Use: Safety and efficacy in neonates and infants less than 6 months of age have not been
established.

Geriatric Use: Dose adjustment in elderly patients is not necessary unless renal function is
markedly compromised (see DOSAGE AND ADMINISTRATION).

ADVERSE EVENTS

Post marketing Experience



The following adverse experiences and altered laboratory tests, regardless of their relationship to
cefdinir, have been reported during extensive postmarketing experience: shock, anaphylaxis with
rare cases of fatality, facial and laryngeal edema, feeling of suffocation, serum sickness-like
reactions, conjunctivitis, stomatitis, Stevens-Johnson syndrome, toxic epidermal necrolysis,
exfoliative dermatitis, erythema multiforme, erythema nodosum, acute hepatitis, cholestasis,
fulminant hepatitis, hepatic failure, jaundice, increased amylase, acute enterocolitis, bloody
diarrhea, hemorrhagic colitis, melena, pseudomembranous colitis, pancytopenia, granulocytopenia,
leukopenia, thrombocytopenia, idiopathic thrombocytopenic purpura, hemolytic anemia, acute
respiratory failure, asthmatic attack, drug-induced pneumonia, eosinophilic pneumonia, idiopathic
interstitial pneumonia, fever, acute renal failure, nephropathy, bleeding tendency, coagulation
disorder, disseminated intravascular coagulation, upper GI bleed, peptic ulcer, ileus, loss of
consciousness, allergic vasculitis, possible cefdinir-diclofenac interaction, cardiac failure, chest
pain, myocardial infarction, hypertension, involuntary movements, and rhabdomyolysis.
Cephalosporin Class Adverse Events

The following adverse events and altered laboratory tests have been reported for cephalosporin
class antibiotics in general:

Allergic reactions, anaphylaxis, Stevens-Johnson syndrome, erythema multiforme, toxic
epidermal necrolysis, renal dysfunction, toxic nephropathy, hepatic dysfunction including
cholestasis, aplastic anemia, hemolytic anemia, hemorrhage, false-positive test for urinary
glucose, neutropenia, pancytopenia, and agranulocytosis. Pseudomembranous colitis symptoms
may begin during or after antibiotic treatment (see WARNINGS).

Several cephalosporins have been implicated in triggering seizures, particularly in patients with
renal impairment when the dosage was not reduced (see DOSAGE AND ADMINISTRATION
and OVERDOSAGE). If seizures associated with drug therapy occur, the drug should be
discontinued. Anticonvulsant therapy can be given if clinically indicated.

DOSAGE AND ADMINISTRATION
Capsules

The recommended dosage and duration of treatment for infections in adults and adolescents are
described in the following chart; the total daily dose for all infections is 600 mg. Once-daily dosing
for 10 days is as effective as BID dosing. Once-daily dosing has not been studied in pneumonia or
skin infections; therefore, TORBENER Capsules should be administered twice daily in these
infections. TORBENER Capsules may be taken without regard to meals.

Adults and Adolescents (Age 13 Years and Older) Type of | Dosage Duration
Infection
Community-Acquired Pneumonia 300 mg q12h | 10 days
Acute Exacerbations of Chronic Bronchitis 300 mg ql2h |5 to 10 days
or 600 mg| 10 days
q24h




Acute Maxillary Sinusitis 300 mg ql2h | 10 days
or 600 mg| 10 days
q24h
Pharyngitis/Tonsillitis 300 mg ql2h |5 to 10 days
or 600 mg| 10 days
q24h
Uncomplicated Skin and Skin Structure Infections 300 mg ql2h | 10 days

Powder for Oral Suspension

The recommended dosage and duration of treatment for infections in pediatric patients are described
in the following chart; the total daily dose for all infections is 14 mg/kg, up to a maximum dose of
600 mg per day. Once-daily dosing for 10 days is as effective as BID dosing. Once-daily dosing
has not been studied in skin infections; therefore, TORBENER for Oral Suspension should be
administered twice daily in this infection. TORBENER for Oral Suspension may be administered
without regard to meals.

Pediatric Patients (Age 6 Months Through 12 Years) | Dosage Duration
Type of Infection
Acute Bacterial Otitis Media 7 mg/kg ql2h or | 5to 10 days
14 mg/kg q24h 10 days
Acute Maxillary Sinusitis 7 mg/kg ql12h or | 10 days
14 mg/kg q24h 10 days
Pharyngitis/Tonsillitis 7 mg/kg ql12h or | 5to 10 days
14 mg/kg q24h 10 days
Uncomplicated Skin and Skin Structure Infections 7 mg/kg q12h 10 days

TORBENER FOR ORAL SUSPENSION PEDIATRIC DOSAGE CHART

Weight 125 mg/5 mL 250 mg/5 mL

9 kg/20 Ibs 2.5 mL q12h or 5 mL q24h Use 125 mg/5 mL product

18 kg/40 lbs 5 mL q12h or 10 mL q24h 2.5 mL q12h or 5 mL q24h
27 kg/60 lbs 7.5 mL q12h or 15 mL q24h 3.75 mL ql12h or 7.5 mL g24h
36 kg/80 lbs 10 mL q12h or 20 mL gq24h 5 mL q12h or 10 mL gq24h
>43 kga/95 lbs 12 mL q12h or 24 mL q24h 6 mL q12h or 12 mL q24h

a Pediatric patient who weigh > 43 kg should receive the maximum daily dose of 600 mg.

Patients with Renal Insufficiency

For adult patients with creatinine clearance < 30 mL/min, the dose of cefdinir should be 300 mg
given once daily.

Creatinine clearance is difficult to measure in outpatients. However, the following formula may be
used to estimate creatinine clearance (CLcr) in adult patients. For estimates to be valid, serum
creatinine levels should reflect steady-state levels of renal function.



(weig )(140—age)

Males: CLcr = —
(72)(serum creatinine)
Females: Clcr = 0.85 x above the value
where creatinine clearance is in mL/min, age is in years, weight is in kilograms, and serum
creatinine is in mg/dL.

The following formula may be used to estimate creatinine clearance in pediatric patients:

body length or heigh
Cler = K x ody length or heig

(serum creatinine)
where K = 0.55 for pediatric patients older than 1 year and 0.45 for infants (up to 1 year).

2
In the above equation, creatinine clearance is in mL/min/1.73 m , body length or height is in
centimeters, and serum creatinine is in mg/dL.

2
For pediatric patients with a creatinine clearance of < 30 mL/min/1.73 m , the dose of cefdinir
should be 7 mg/kg (up to 300 mg) given once daily.

Patients on Hemodialysis

Hemodialysis removes cefdinir from the body. In patients maintained on chronic hemodialysis, the
recommended initial dosage regimen is a 300-mg or 7-mg/kg dose every other day.

At the conclusion of each hemodialysis session, 300 mg (or 7 mg/kg) should be given. Subsequent
doses (300 mg or 7 mg/kg) are then administered every other day.

Directions for Mixing Torbener for Oral Suspension

Final Final Amount Directions

Concentration | Volume(mL) | of Water

125 mg/5 mL 60 38 mL Tap bottle to loosen powder, then add water in 2 portions.
100 63 mL Shake well after each aliquot.

250 mg/5 mL 60 38 mL Tap bottle to loosen powder, then add water in 2 portions.
100 63 mL Shake well after each aliquot.

The container should be kept tightly closed, and the suspension should be shaken well before each
administration. The suspension may be used for 10 days, after which any unused portion must be
discarded.

Package:

Torbener 300 mg HGC: Carton box containing (AL/transparent PVC) blister of 10 Hard gelatin
capsules with an insert leaflet.

Torbener for Oral Suspension:

125mg powder for oral suspension: Carton box_containing 80 ml amber glass (type III) bottle of
18 gm powder for oral suspension to make 60 ml+ PET closure with foamed HDPE Lining +
Polypropylene plastic dosage syringe + inner leaflet.




250 mg powder for oral suspension: Carton box_containing 80 ml amber glass (type III) bottle
of 36 gm powder for oral suspension to make 60 ml+ PET closure with foamed HDPE Lining +
Polypropylene plastic dosage syringe + inner leaflet.

Storage:
Keep out of reach of children.
For Torbener 300 mg capsule: Keep at a temperature not exceeding 30°C in a dry place.

For Torbener for Oral Suspension: Store at a temperature not exceeding 30°C in a dry place .
After reconstitution; Store at a temperature not exceeding 30°C . . To be Used within 14 days.

Produced by Bio med for pharmaceutical industries for Utopia pharmaceuticals.
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