Cinolone Film Coated Tablet 250 mg “S.T.”

(Ciprofloxacin)
INGREDIENT:
Each F.C. Tablet contains:
Ciprofloxacin (as hydrochloride)........................... 250 mg
DESCRIPTION:

It is white, round, biconvex film-coated tablet, with % scored on one side.

CLINICAL PHARMACOLOGY:

Pharmacodynamic

Microbiology

Ciprofloxacin has in vitro activity against a wide range of gram-negative and gram-positive
microorganisms. The bactericidal action of ciprofloxacin results from inhibition of the enzymes
topoisomerase II (DNA gyrase) and topoisomerase IV, which are required for bacterial DNA
replication, transcription, repair, and recombination.

The mechanism of action of fluoroquinolones, including ciprofloxacin, is different from that of
penicillins, ~cephalosporins, —aminoglycosides, macrolides, and tetracyclines; therefore,
microorganisms resistant to these classes of drugs may be susceptible to ciprofloxacin and other
quinolones. There is no known cross-resistance between ciprofloxacin and other classes of
antimicrobials. In vitro resistance to ciprofloxacin develops slowly by multiple step mutations.

Ciprofloxacin has been shown to be active against most strains of the following microorganisms:

Aerobic gram-positive microor

Enterococcus faecalis (Many strains are only moderately susceptible.)
Staphylococcus aureus (methicillin-susceptible strains only)
Staphylococcus epidermidis (methicillin-susceptible strains only)
Staphylococcus saprophyticus

Streptococcus pneumoniae (penicillin-susceptible strains only)
Streptococcus pyogenes

Aerobic gr: gative microor
Campylobacter jejuni
Citrobacter diversus

Citrobacter freundii
Enterobacter cloacae
Escherichia coli

Proteus mirabilis
Proteus vulgaris
Providencia rettgeri
Providencia stuartii
Pseudomonas aeruginosa

Haemophilus influenzae Salmonella typhi
Haemophilus parainfluenzae Serratia marcescens
Klebsiella pneumoniae Shigella boydii
Moraxella catarrhalis Shigella dysenteriae
Morganella morganii Shigella flexneri

Neisseria gonorrhoeae Shigella sonnei

Ciprofloxacin has been shown to be active against Bacillus anthracis both in vitro and by use of
serum levels as a surrogate marker.

The following in vitro data are available, but their clinical significance is unknown.

Aerobic gram-positive microor

Staphylococcus haemolyticus

Staphylococcus hominis

Streptococcus pneumoniae (penicillin-resistant strains only)

Aerobic gr: gative microor
Acinetobacter Iwoffi
Aeromonas hydrophila
Edwardsiella tarda
Enterobacter aerogenes
Klebsiella oxytoca
Legionella pneumophila

Pasteurella multocida
Salmonella enteritidis
Vibrio cholerae

Vibrio parahaemolyticus
Vibrio vulnificus
Yersinia enterocolitica

Most strains of Burkholderia cepacia and some strains of Stenotrophomonas maltophilia are resistant

to ciprofloxacin as are most anaerobic bacteria, including Bacteroides fragilis and Clostridium
difficile.

Animal Pharmacology
Ciprofloxacin and other quinolones have been shown to cause arthropathy in immature animals of
most species tested. Damage of weight bearing joints was observed in juvenile dogs and rats.

Crystalluria, sometimes associated with secondary nephropathy, occurs in laboratory animals dosed
with ciprofloxacin. This is primarily related to the reduced solubility of ciprofloxacin under alkaline
conditions, which predominate in the urine of test animals; in man, crystalluria is rare since human
urine is typically acidic.

In mice, concomitant administration of nonsteroidal anti-inflammatory drugs such as phenylbutazone
and indomethacin with quinolones has been reported to enhance the CNS stimulatory effect of
quinolones.

Ocular toxicity seen with some related drugs has not been observed in ciprofloxacin-treated animals.

Pharmacokinetics

Absorption: Ciprofloxacin given as an oral tablet is rapidly and well absorbed from the
gastrointestinal tract after oral administration. The absolute bioavailability is approximately 70%
with no substantial loss by first pass metabolism.

Maximum serum concentrations are attained 1 to 2 hours after oral dosing. Mean concentrations 12
hours after dosing with 250, 500, or 750 mg are 0.1, 0.2, and 0.4 pg/mL, respectively. The serum
elimination half-life in subjects with normal renal function is approximately 4 hours. Serum
concentrations increase proportionately with doses up to 1000 mg.

Distribution: The binding of ciprofloxacin to serum proteins is 20 to 40% which is not likely to be
high enough to cause significant protein binding interactions with other drugs.

After oral administration, ciprofloxacin is widely distributed throughout the body. Tissue
concentrations often exceed serum concentrations in both men and women, particularly in genital
tissue including the prostate. Ciprofloxacin is present in active form in the saliva, nasal and bronchial
secretions, mucosa of the sinuses, sputum, skin blister fluid, lymph, peritoneal fluid, bile, and
prostatic secretions. Ciprofloxacin has also been detected in lung, skin, fat, muscle, cartilage, and
bone. The drug diffuses into the cerebrospinal fluid (CSF); however, CSF concentrations are
generally less than 10% of peak serum concentrations.

Low levels of the drug have been detected in the aqueous and vitreous humors of the eye.

Metabolism: Four metabolites have been identified in human urine which together account for
approximately 15% of an oral dose. The metabolites have antimicrobial activity, but are less active
than unchanged ciprofloxacin. Ciprofloxacin is an inhibitor of human cytochrome P450 1A2
(CYP1A2) mediated metabolism. Coadministration of ciprofloxacin with other drugs primarily

metabolized by CYP1A2 results in increased plasma concentrations of these drugs and could lead to
clinically significant adverse events of the coadministered drug.

Excretion: The serum elimination half-life in subjects with normal renal function is approximately 4
hours. Approximately 40 to 50% of an orally administered dose is excreted in the urine as unchanged
drug. After a 250 mg oral dose, urine concentrations of ciprofloxacin usually exceed 200 pg/mL
during the first two hours and are approximately 30pg/mL at 8 to 12 hours after dosing. The urinary
excretion of ciprofloxacin is virtually complete within 24 hours after dosing. The renal clearance of
ciprofloxacin, which is approximately 300 mL/minute, exceeds the normal glomerular filtration rate
of 120 mL/minute. Thus, active tubular secretion would seem to play a significant role in its
elimination. Co-administration of probenecid with ciprofloxacin results in about a 50% reduction in
the ciprofloxacin renal clearance and a 50% increase in its concentration in the systemic circulation.
Although bile concentrations of ciprofloxacin are several fold higher than serum concentrations after
oral dosing, only a small amount of the dose administered is recovered from the bile as unchanged
drug. An additional 1 to 2% of the dose is recovered from the bile in the form of metabolites.
Approximately 20 to 35% of an oral dose is recovered from the feces within 5 days after dosing. This
may arise from either biliary clearance or transintestinal elimination.

INDICATIONS AND USAGE:

Uncomplicated and complicated infections caused by ciprofloxacin-sensitive pathogens:

Infections of the respiratory tract.

In the treatment of outpatients with pneumonia due to Pneumococcus, ciprofloxacin should not be
used as a first choice of drug. Ciprofloxacin can be regarded as an advisable treatment for
pneumonias caused by Klebsiella, Enterobacter, Proteus, E. coli, Pseudomonas, Haemophilus,
Branhamella, Legionella and Staphylococcus.

Infections of the middle ear (otitis media), of the paranasal sinuses (sinusitis), especially if these are
caused by gram-negative organisms including Pseudomonas or by Staphylococcus.

Infections of the eyes.

Infections of the kidneys and/or the efferent urinary tract.

Infections of the genital organs, including adnexitis, gonorrhoea, prostatitis.

Infections of the abdominal cavity (eg, infections of the gastrointestinal tract or of the biliary tract,
peritonitis).

Infections of the skin and soft tissue.

Infections of the bones and joints.

Sepsis.

Cinolone should be only used:

o When Pseudomonas is considered AND patient is allergic to antipseudomonal
penicillins/cephalosporins;

« For resistant organisms with no other alternative antibiotics available.

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

DOSAGE AND ADMINISTRATION:
Oral administration.

Unless otherwise prescribed, the following guideline doses are recommended: See table.

Tablets

Respiratory tract infection (according to severity
and organism)

2 x 250-500 mg

Urinary tract infections:
- Acute, uncomplicated
- Cystitis in women (before menopause)

2x 125 mgto 1-2 x 250 mg
single dose 250 mg

- Complicated 2 x250-500 mg
Gonorrhea

- Extragenital 2x 125 mg

- Acute, uncomplicated single dose 250 mg
Diarrhea 1-2 x 500 mg
Other infections (see Indications) 2x 500 mg
Particularly severe, life-threatening infections ie, 2x 750 mg

- Streptococcal pneumonia

- Recurrent infections in cystic fibrosis

- Bone and joint infections

- Septicemia

- Peritonitis in particular when Pseudomonas,

Staphylococcus or Streptococcus is present

Administration:

Tablet: The tablets are swallowed whole with a small amount of fluid.

They can be taken independent of mealtimes, (if the tablets are taken on an empty stomach, the
active substance is absorbed more rapidly).

If the patient is unable to take tablets, because of the severity of the illness or for other reasons, it is
recommended to commence the therapy with an intravenous form of ciprofloxacin.

Duration of Treatment: The duration of treatment depends on the severity of the illness and on the
clinical and bacteriological course. It is essential to continue therapy for at least 3 days after
disappearance of the fever or of the clinical symptoms.

Mean Duration of Treatment: 1 day for acute uncomplicated gonorrhea and cystitis; up to 7 days for
infections of the kidneys, urinary tract and abdominal cavity; over the entire period of the
neutropenic phase in patients with weakened body defences; a maximum of 2 months in
osteomyelitis; 7-14 days in all other infections.

In streptococcal infections the treatment must last at least 10 days because of the risk of late
complications.

Infections caused by Chlamydia should also be treated for a minimum of 10 days.

Elderly: Elderly patients should receive a dose as low as possible depending on the severity of their
illness and the creatinine clearance.

CONTRAINDICATIONS:

Ciprofloxacin is contraindicated in persons with a history of hypersensitivity to ciprofloxacin, any
member of the quinolone class of antimicrobial agents, or any of the product components.
Concomitant administration with tizanidine is contraindicated.

WARNINGS AND PRECAUTIONS:

The use of Ciprofloxacin should be avoided in patients who have experienced serious adverse
reactions in the past when using fluoroquinolones containing products (see section ADVERSE
REACTIONS). Treatment of these patients with Ciprofloxacin should only be initiated in the
absence of alternative treatment options and after careful benefit/risk assessment.

Aortic aneurysm and dissection: Epidemiologic studies report an increased risk of aortic aneurysm
and dissection after intake of fluoroquinolones, particularly in the older population. Therefore,
fluoroquinolones should only be used after careful benefit-risk assessment and after consideration of
other therapeutic options in patients with positive family history of aneurysm disease, or in patients
diagnosed with pre-existing aortic aneurysm and/or aortic dissection, or in presence of other risk
factors or conditions predisposing for aortic aneurysm and dissection (e.g. Marfan syndrome,
vascular Ehlers-Danlos syndrome, Takayasu arteritis, giant cell arteritis, Behcet’s disease,
hypertension, known atherosclerosis). In case of sudden abdominal, chest or back pain, patients
should be advised to immediately consult a physician in an emergency department.
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Pr g g and p ly irreversible serious adverse drug reactions: Very rare
cases of prolonged (continuing months or years), disabling and potentially irreversible serious




adverse drug reactions affecting different, sometimes multiple body systems (musculoskeletal,
nervous, psychiatric and senses) have been reported in patients receiving fluoroquinolones
irrespective of their age and pre-existing risk factors. Ciprofloxacin should be discontinued
immediately at the first signs or symptoms of any serious adverse reaction and patients should
be advised to contact their prescriber for advice.

Tendinitis and tendon rupture: Tendinitis and tendon rupture (especially but not limited to
Achilles tendon), sometimes bilateral, may occur as early as within 48 hours of starting
treatment with fluoroquinolones and have been reported to occur even up to several months after
discontinuation of treatment. The risk of tendinitis and tendon rupture is increased in older patients
(above 60 years of age), with renal impairment, patients with solid organ transplants, and those
treated concurrently with corticosteroids.

Therefore, concomitant use of corticosteroids should be avoided.

At the first sign of tendinitis (e.g. painful swelling, inflammation) the treatment with ciprofloxacin
should be discontinued and alternative treatment should be considered. The affected limb(s) should
be appropriately treated (e.g. immobilisation). Corticosteroids should not be used if signs of
tendinopathy occur.

Peripheral neuropathy: Cases of sensory or sensorimotor polyneuropathy resulting in paraesthesia,
hypaesthesia, dysesthesia, or weakness have been reported in patients receiving quinolones and
fluoroquinolones. Patients under treatment with ciprofloxacin should be advised to inform their
doctor and pharmacist prior to continuing treatment if symptoms of neuropathy such as pain,
burning, tingling, numbness, or weakness develop in order to prevent the development of
potentially irreversible condition (see section ADVERSE REACTIONS).

Cytochrome P450 (CYP450): Ciprofloxacin is an inhibitor of the hepatic CYPIA2 enzyme
pathway. Coadministration of ciprofloxacin and other drugs primarily metabolized by CYP1A2 (e.g.
theophylline, methylxanthines, tizanidine) results in increased plasma concentrations of the
coadministered drug and could lead to clinically significant pharmacodynamic side effects of the
coadministered drug.

Central Nervous System Disorders: Convulsions, increased intracranial pressure, and toxic
psychosis have been reported in patients receiving quinolones, including ciprofloxacin.

Ciprofloxacin may also cause central nervous system (CNS) events including: dizziness, confusion,
tremors, hallucinations, depression, and, rarely, suicidal thoughts or acts. These reactions may occur
following the first dose. If these reactions occur in patients receiving ciprofloxacin, the drug should
be discontinued and appropriate measures instituted. As with all quinolones, ciprofloxacin should be
used with caution in patients with known or suspected CNS disorders that may predispose to seizures
or lower the seizure threshold (e.g. severe cerebral arteriosclerosis, epilepsy), or in the presence of
other risk factors that may predispose to seizures or lower the seizure threshold (e.g. certain drug
therapy, renal dysfunction).

Theophylline: SERIOUS AND FATAL REACTIONS HAVE BEEN REPORTED IN
PATIENTS RECEIVING CONCURRENT ADMINISTRATION OF Ciprofloxacin AND
THEOPHYLLINE. These reactions have included cardiac arrest, seizure, status epilepticus, and
respiratory failure. Although similar serious adverse effects have been reported in patients receiving
theophylline alone, the possibility that these reactions may be potentiated by ciprofloxacin cannot be
eliminated. If concomitant use cannot be avoided, serum levels of theophylline should be monitored
and dosage adjustments made as appropriate.

Hypersensitivity Reactions: Serious and occasionally fatal hypersensitivity (anaphylactic) reactions,
some following the first dose, have been reported in patients receiving quinolone therapy. Some
reactions were accompanied by cardiovascular collapse, loss of consciousness, tingling, pharyngeal
or facial edema, dyspnea, urticaria, and itching. Only a few patients had a history of hypersensitivity
reactions. Serious anaphylactic reactions require immediate emergency treatment with epinephrine.
Oxygen, intravenous steroids, and airway management, including intubation, should be administered
as indicated.

Severe hypersensitivity reactions characterized by rash, fever, eosinophilia, jaundice, and hepatic
necrosis with fatal outcome have also been rarely reported in patients receiving ciproxacin along
with other drugs. The possibility that these reactions were related to ciproxacin cannot be excluded.
Ciproxacin should be discontinued at the first appearance of a skin rash or any other sign of
hypersensitivity.
Pseud branous Colitis: P: anous colitis has been reported with nearly all
antibacterial agents, including ciprofloxacin, and may range in severity from mild to life-
threatening. Therefore, it is important to consider this diagnosis in patients who present with
diarrhea subseq to the ad ration of antibacterial agents.

Treatment with antibacterial agents alters the normal flora of the colon and may permit overgrowth
of clostridia. Studies indicate that a toxin produced by Clostridium difficile is one primary cause of
“antibiotic-associated colitis.” After the diagnosis of pseudomembranous colitis has been established,
therapeutic measures should be initiated. Mild cases of pseudomembranous colitis usually respond to
drug discontinuation alone. In moderate to severe cases, consideration should be given to
management with fluids and electrolytes, protein supplementation, and treatment with an
antibacterial drug clinically effective against C. difficile colitis. Drugs that inhibit peristalsis should
be avoided.

Syphilis: Ciprofloxacin has not been shown to be effective in the treatment of syphilis.
Antimicrobial agents used in high dose for short periods of time to treat gonorrhea may mask or
delay the symptoms of incubating syphilis. All patients with gonorrhea should have a serologic test
for syphilis at the time of diagnosis. Patients treated with ciprofloxacin should have a follow-up
serologic test for syphilis after three months.

General in Precautions: Crystals of ciprofloxacin have been observed rarely in the urine of human
subjects but more frequently in the urine of laboratory animals, which is usually alkaline.
Crystalluria related to ciprofloxacin has been reported only rarely in humans because human urine is
usually acidic. Alkalinity of the urine should be avoided in patients receiving ciprofloxacin. Patients
should be well hydrated to prevent the formation of highly concentrated urine.

Central Nervous System: Quinolones, including ciprofloxacin, may also cause central nervous
system (CNS) events, including: nervousness, agitation, insomnia, anxiety, nightmares or paranoia.

Musculo-skeletal system: The risk of developing fluoroquinolone-associated tendinitis and tendon
rupture is further increase in people older than 60, in those taking corticosteroid drugs, and in kidney,
heart, and lung transplant recipients. Patients experiencing pain, swelling, inflammation of a tendon
or tendon rupture should be advised to stop taking their fluoroquinolone medication (to specify the
active ingredient) and to contact their health care professional promptly about changing their
antimicrobial therapy. Patient should also avoid exercise and using the affected area at the first sign
of tendon pain, swelling, or inflammation.

Fluoroquinolones have neuromuscular blocking activity and may exacerbate muscle weakness in
person with myasthenia gravis. Post marketing serious adverse events, including deaths and
requirement for ventilator support have been associated with fluoroquinolones use in persons with
myasthenia gravis. Avoid fluoroquinolones in patients with known history of myasthenia gravis.

Renal Impairment: Alteration of the dosage regimen is necessary for patients with impairment of
renal function.

Ph itivity/Ph icity: Moderate to severe photosensitivity/phototoxicity reactions, the
latter of which may manifest as exaggerated sunburn reactions (e.g., burning, erythema, exudation,
vesicles, blistering, edema) involving areas exposed to light (typically the face, "V" area of the neck,

extensor surfaces of the forearms, dorsa of the hands), can be associated with the use of quinolones
after sun or UV light exposure. Therefore, excessive exposure to these sources of light should be
avoided. Drug therapy should be discontinued if phototoxicity occurs. As with any potent drug,
periodic assessment of organ system functions, including renal, hepatic, and hematopoietic function,
is advisable during prolonged therapy.

Prescribing ciprofloxacin Tablets 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.

Psychiatric reactions: Psychiatric reactions may occur even after the first administration of
fluoroquinolones, including ciprofloxacin. In rare cases, depression or psychotic reactions can
progress to suicidal ideations/thoughts and self-injurious behaviour, such as attempted or completed
suicide (see section ‘ADVERSE REACTIONS’). In the event that the patient develops these
reactions, ciprofloxacin should be discontinued and appropriate measure instituted. Caution is
recommended if ciprofloxacin is to be used in psychotic patients or in patients with a history of
psychiatric disease.

Pregnant Women: THE SAFETY AND EFFECTIVENESS OF CIPROFLOXACIN IN
PREGNANT AND LACTATING WOMEN HAVE NOT BEEN ESTABLISHED.

Pediatric Use:

Ciprofloxacin should be used in pediatric patients (less than 18 years of age) only for infections
listed in the INDICATIONS AND USAGE section. An increased incidence of adverse events
compared to controls, including events related to joints and/or surrounding tissues, has been
observed.

In pre-clinical studies, oral administration of ciprofloxacin caused lameness in immature dogs.
Histopathological examination of the weight-bearing joints of these dogs revealed permanent lesions
of the cartilage. Related quinolone-class drugs also produce erosions of cartilage of weight-bearing
joints and other signs of arthropathy in immature animals of various species.

Ciprofloxacin, like other quinolines, causes arthopathy and histological changes in weight-bearing
joints of jucenile animals resulting in lameness.

Inhalational Anthrax (Post-Exposure)

Ciproxacin is indicated in pediatric patients for inhalational anthrax (post-exposure). The risk-benefit
assessment indicates that administration of ciproxacin to pediatric patients is appropriate.

Effects on Ability to Drive & Use Machine:
Due to its neurological effects, ciprofloxacin may affect reaction time. Thus, the ability to drive or to
operate machinery may be impaired.

PREGNANCY AND LACTATION:

Pregnancy: Teratogenic Effects. Pregnancy Category C:

There are no adequate and well-controlled studies in pregnant women.

Ciprofloxacin should not be used during pregnancy unless the potential benefit justifies the potential
risk to both fetus and mother.

Nursing Mothers:

Ciprofloxacin is excreted in human milk. The amount of ciprofloxacin absorbed by the nursing infant
is unknown. Because of the potential for serious adverse reactions in infants nursing from mother
staking ciprofloxacin, a decision should be made whether to discontinue nursing or to discontinue the
drug, taking into account the importance of the drug to the mother.

DRUG INTERACTIONS:

In a pharmacokinetic study, systemic exposure of tizanidine (4 mg single dose) was significantly
increased (Cmax 7-fold, AUC 10-fold) when the drug was given concomitantly with ciprofloxacin
(500 mg bid for 3 days). The hypotensive and sedative effects of tizanidine were also potentiated.
Concomitant administration of tizanidine and ciprofloxacin is contraindicated. As with some other
quinolones, concurrent administration of ciprofloxacin with theophylline may lead to elevated serum
concentrations of theophylline and prolongation of its elimination half-life. This may result in
increased risk of theophylline-related adverse reactions.If concomitant use cannot be avoided, serum
levels of theophylline should be monitored and dosage adjustments made as appropriate.

Some quinolones, including ciprofloxacin, have also been shown to interfere with the metabolism of
caffeine. This may lead to reduced clearance of caffeine and a prolongation of its serum half-life.
Concurrent administration of a quinolone, including ciprofloxacin, with multivalent cation-
containing  products such as magnesium/ aluminum antacids, sucralfate, didanosine
chewable/buffered tablets or pediatric powder, other highly buffered drugs, or products containing
calcium, iron, or zinc may substantially decrease its absorption, resulting in serum and urine levels
considerably lower than desired.

Histamine H2-receptor antagonists appear to have no significant effect on the bioavailability of
ciprofloxacin.

Altered serum levels of phenytoin (increased and decreased) have been reported in patients receiving
concomitant ciprofloxacin.

The concomitant administration of ciprofloxacin with the sulfonylurea glyburide has, on rare
occasions, resulted in severe hypoglycemia.

Some quinolones, including ciprofloxacin, have been associated with transient elevations in serum
creatinine in patients receiving cyclosporine concomitantly.

Quinolones, including ciprofloxacin, have been reported to enhance the effects of the oral
anticoagulant warfarin or its derivatives. When these products are administered concomitantly,
prothrombin time or other suitable coagulation tests should be closely monitored.

Probenecid interferes with renal tubular secretion of ciprofloxacin and produces an increase in the
level of ciprofloxacin in the serum. This should be considered if patients are receiving both drugs
concomitantly.

Renal tubular transport of methotrexate may be inhibited by concomitant administration of
ciprofloxacin potentially leading to increased plasma levels of methotrexate. This might increase the
risk of methotrexate associated toxic reactions. Therefore, patients under methotrexate therapy
should be carefully monitored when concomitant ciprofloxacin therapy is indicated.

Metoclopramide significantly accelerates the absorption of oral ciprofloxacin resulting in shorter
time to reach maximum plasma concentrations. No significant effect was observed on the
bioavailability of ciprofloxacin.

Non-steroidal anti-inflammatory drugs (but not acetyl salicylic acid) in combination of very high
doses of quinolones have been shown to provoke convulsions in pre-clinical studies.

ADVERSE REACTIONS:

Adverse Reactions in Adult Patients:

Most of the adverse events reported were described as only mild or moderate in severity, abated soon
after the drug was discontinued, and required no treatment. Ciprofloxacin was discontinued because
of an adverse event in 1.0% of orally treated patients.

The most frequently reported drug related events, from clinical trials of all formulations, all dosages,
all drug-therapy durations, and for all indications of ciprofloxacin therapy were nausea (2.5%),
diarrhea (1.6%), liver function tests abnormal (1.3%), vomiting (1.0%), and rash (1.0%).

Additional medically important events that occurred in less than 1% of ciprofloxacin patients are
listed below.

BODY AS A WHOLE: headache, abdominal pain/discomfort, foot pain, pain, pain in extremities,
injection site reaction (ciprofloxacin intravenous)

CARDIOVASCULAR: palpitation, atrial flutter, ventricular ectopy, syncope, hypertension, angina
pectoris, myocardial infarction, cardiopulmonary arrest, cerebral thrombosis, phlebitis, tachycardia,
migraine, hypotension



CENTRAL NERVOUS SYSTEM: restlessness, dizziness, lightheadedness, insomnia, nightmares,
hallucinations, manic reaction, irritability, tremor, ataxia, convulsive seizures, lethargy, drowsiness,
weakness, malaise, anorexia, phobia, depersonalization, depression, paresthesia, abnormal gait,
grand mal convulsion

GASTROINTESTINAL: painful oral mucosa, oral candidiasis, dysphagia, intestinal perforation,
gastrointestinal bleeding, cholestatic jaundice, hepatitis

HEMIC/LYMPHATIC: lymphadenopathy, petechia
METABOLIC/NUTRITIONAL: amylase increase, lipase increase

MUSCULOSKELETAL: arthralgia or back pain, joint stiffness, achiness, neck or chest pain, flare
up of gout, exacerbation of myasthenia gravis, post marketing serious adverse events including
deaths and requirement for ventilator support.

RENAL/UROGENITAL: interstitial nephritis, nephritis, renal failure, polyuria, urinary retention,
urethral bleeding, vaginitis, acidosis, breast pain.

RESPIRATORY: dyspnea, epistaxis, laryngeal or pulmonary edema, hiccough, hemoptysis,
bronchospasm, pulmonary embolism.

SKIN/HYPERSENSITIVITY: allergic reaction, pruritus, urticaria, photosensitivity/ phototoxicity
reaction, flushing, fever, chills, angioedema, edema of the face, neck, lips, conjunctivae or hands,
cutaneous candidiasis, hyperpigmentation, erythema nodosum, sweating.

SPECIAL SENSES: blurred vision, disturbed vision (change in color perception, overbrightness of
lights), decreased visual acuity, diplopia, eye pain, tinnitus, hearing loss, bad taste, chromatopsia.

In several instances nausea, vomiting, tremor, irritability, or palpitation were judged by investigators
to be related to elevated serum levels of theophylline possibly as a result of drug interaction with
ciprofloxacin.

PSYCHIATRIC DISORDERS: Rare: Depression (potentially culminating in suicidal ideations/
thoughts or suicide attempts and completed suicide) : Very Rare: Psychotic reactions (potentially
culminating in suicidal ideations/thoughts or suicide attempts and completed suicide).

M loskeletal and ive tissue disorders, Nervous system disorders, General disorders
and diti Eye disorders, Ear and labyrinth disorders: Very rare
cases of prolonged (up to months or years), disabling and potentially irreversible serious drug
reactions affecting several, sometimes multiple, system organ classes and senses (including
reactions such as tendinitis, tendon rupture, arthralgia, pain in extremities, gait disturbance,
neuropathies associated with paraesthesia, depression, fatigue, memory impairment, sleep
disorders, and impairment of hearing, vision, taste and smell) have been reported in
association with the use of fluoroquinolones in some cases irrespective  of pre-existing risk
factors (see section WARNINGS AND PRECAUTIONS).
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Adverse Reactions in Pediatric Patients:

An Independent Pediatric Safety Committee (IPSC) reviewed all cases of musculoskeletal adverse
events as well as all patients with an abnormal gait or abnormal joint exam (baseline or treatment-
emergent). These events were evaluated in a comprehensive fashion and included such conditions as
arthralgia, abnormal gait, abnormal joint exam, joint sprains, leg pain, back pain, arthrosis, bone pain,
pain, myalgia, arm pain, and decreased range of motion in a joint. The affected joints included: knee,
elbow, ankle, hip, wrist, and shoulder.

In addition to the events reported in pediatric patients in clinical trials, it should be expected that
events reported in adults during clinical trials or post-marketing experience may also occur in
pediatric patients.

OVERDOSAGE:

In the event of acute overdosage, reversible renal toxicity has been reported in some cases. The
stomach should be emptied by inducing vomiting or by gastric lavage. The patient should be
carefully observed and given supportive treatment, including monitoring of renal function and
administration of magnesium, aluminum, or calcium containing antacids which can reduce the
absorption of ciprofloxacin. Adequate hydration must be maintained. Only a small amount of
ciprofloxacin ( < 10%) is removed from the body after hemodialysis or peritoneal dialysis.

Single doses of ciprofloxacin were relatively non-toxic via the oral route of administration in mice,
rats, and dogs. No deaths occurred within a 14-day post treatment observation period at the highest
oral doses tested; up to 5000 mg/kg in either rodent species, or up to 2500 mg/kg in the dog. Clinical
signs observed included hypoactivity and cyanosis in both rodent species and severe vomiting in
dogs. In rabbits, significant mortality was seen at doses of ciprofloxacin > 2500 mg/kg. Mortality
was delayed in these animals, occurring 10-14 days after dosing.

In mice, rats, rabbits and dogs, significant toxicity including tonic/clonic convulsions was observed
at intravenous doses of ciprofloxacin between 125 and 300 mg/kg.

SHELF LIFE:
3 Years

STORAGE CONDITION:
Store below 30°C and away from excess heat and moisture.

PACKAGE:
10 x 10 tablets in PVC / foil blister strip / box

REGISTRATION NO.: MAL10110029AZ

Manufacturer:
TAIWAN BIOTECH CO., LTD.
22, Chieh Shou Road, Taoyuan, Taiwan, R.O.C.
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