


WARNINGS AND PRECAUTIONS:

Tendinopathy and Tendon rupture: Fluoroquinolones, including Ciprofloxacin, are associated
with an increased risk of tendinitis and tendon rupture in all ages. Ciprofloxacin should be used with
caution in patients with a history of tendon disorders.Tendinitis or tendon rupture can occur, within
hours or days of starting ciprofloxacin, or as long as several months after completion of fluoroquino-
lone therapy. Tendinitis and tendon rupture can occur bilaterally. The risk of developing
quinolone-associated tendinitis and tendon rupture is increased in F;:atients over 60 years of age, in

atients taking corticosteroid drugs, and in patients with kidney, heart or lung transplants. Other
actors that may independently increase the risk of tendon rupture include strenuous physical
activity, renal failure, and previous tendon disorders such as rheumatoid arthritis. Tendinitis and
tendon rupture have also occurred in patients without risk factors. Ciprofloxacin should be discontin-
ued if the patient experiences pain, swelling, inflammation or rupture of a tendon.

Exacerbation of Myasthenia gravis: Fluoroquinolones, including Ciprofloxacin, have neuromus-
cular blocking activity and may exacerbate muscle weakness in persons with myasthenia gravis.
Avoid Ciprofloxacin in patients with known history of myasthenia gravis.

Hypersensitivity: Serious and sometimes fatal reactions may occur after the first or subsequent
doses of Ciprofloxacin. These may be accompanied by cardiovascular collapse, loss of conscious-
ness, tingling, pharyngeal or facial edema, dyspnea, urticaria, and itching.

Hepatotoxicity: Cases of severe hepatotoxicity, including hepatic necrosis and life-threatening
hepatic failure have been reported with Ciprofloxacin. In the event of any signs and symptoms of
hepatitis (such as anorexia, jaundice, dark urine, pruritus, or tender abdomen), discontinue
treatment immediately.

Central nervous system effects: Convulsions, increased intracranial pressure (pseudotumor
cerebri) and toxic psychosis have been reported. Ciprofloxacin may also cause nervousness,
agitation, insomnia, anxiety, nightmares, paranoia, dizziness, confusion, tremors, hallucinations,
depression, and psychotic reactions including progression to suicidal ideations/thoughts and
self-injurious behavior such as attempted or completed suicide. The drug should be discontinued
and appropriate therapy initiated, if these reactions occur. Ciprofloxacin, like other fluoroquinolones,
is known to trigger seizures or lower the seizure threshold. Caution should be taken in patients
predisposed to seizures. If seizures occur, Ciprofloxacin should be discontinued. Cases of status
epilepticus have also been reported with Ciprofloxacin.

Clostridium difficile-associated diarrhea: Clostridium difficile (C. difficile) -associated diarrhea
(CDAD) has been reported with use of nearly all antibacterial agents, including Ciprofloxacin and
may range in severity from mild diarrhea to fatal colitis. Evaluate, in case of suspected colitis and
treat confirmed cases appropriately with fluid and electrolyte management, protein supplementa-
tion, antibacterial treatment of C. difficile, or surgical intervention, as clinically indicated.

Peripheral neuropathy: Cases of sensory or sensorimotor axonal polyneuropathy affecting small
and/or large axons resulting in paresthesias, hypoesthesias, dysesthesias and weakness have
been reported in patients receiving fluoroquinolones, including Ciprofloxacin. Discontinue, if
symptoms of peripheral neuropathy occur. Avoid fluoroquinolones, including Ciprofloxacin, in
patients who have previously experienced peripheral neuropathy.

QT Interval Prolongation: Some fluoroquinolones, including Ciprofloxacin, have been associated
with prolongation of the QT interval on the electrocardiogram and cases of arrhythmia. Cases of
torsade de pointes have also been reported. Avoid Ciprofloxacin in patients with known prolongation
of the QT interval, risk factors for QT prolongation or torsade de pointes (for example, congenital
long QT syndrome, uncorrected electrolyte imbalance, such as hypokalemia or hypomagnesemia
and cardiac disease, such as heart failure, myocardial infarction, or bradycardia), and patients
receiving other drugs known to prolong the QT interval. Elderly patients may also be more
susceptible to QT prolongation. If used, cardiac monitoring is required.

Musculoskeletal disorders in pediatric patients: An increased incidence of adverse reactions
compared to controls, including reactions related to joints and/or surrounding tissues have been
observed in pediatric clinical trials of Ciprofloxacin. Ciprofloxacin is not the drug of choice in pediatric
population.

Photosensitivity reactions: Moderate to severe photosensitivity/phototoxicity reactions involving
skin areas exposed to light can be associated with the use of quinolones including Ciprofloxacin
after sun or UV light exposure. Serious reactions may present as exaggerated sunburn reactions
(for example, burning, erythema, exudation, vesicles, blistering, and edema).Avoiding excessive
exposure to sources of sunlight and UV light is advised, while taking Ciprofloxacin. Ciprofloxacin
should be discontinued at the first sign of phototoxicity.

Concomitant Use with Theophylline: Serious 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. Instances of nausea, vomiting, tremor,
irritability, or palpitation have also occurred. If concomitant use cannot be avoided, serum levels of
theophylline should be monitored and its dosage adjusted, as appropriate.

Other serious reactions

Other serious events, some due to hypersensitivity, and some due to uncertain etiology, have been
reported in patients receiving therapy with quinolones, including Ciprofloxacin. These generally
occur with multiple doses and include toxic epidermal necrolysis, Stevens-Johnson syndrome,
vasculitis, arthralgia, myalgia, serum sickness, Allergic pneumonitis, Interstitial nephritis; acute renal
insufficiency or failure, Hepatitis; jaundice, acute hepatic necrosis or failure; Anemia, including
hemolytic and aplastic; thrombocytopenia, including thrombotic thrombocytopenic purpura;
leukopenia; agranulocytosis; pancytopenia; and/or other hematologic abnormalities.

Discontinue Ciprofloxacin immediately at the first appearance of a skin rash, jaundice, or any other
sign of hypersensitivity and supportive measures should be instituted. Blood counts should be
monitored with prolonged therapy.

Interference with timely diagnosis of syphilis: Ciprofloxacin has not been shown to be effective
in the treatment of syphilis. Antimicrobial agents used in high dose for short period of time to treat
gonorrhea may mask or delay the symptoms of incubating syghilis. Perform a serologic test for
syphilis in all patients with gonorrhea at the time of diagnosis. Perform follow up serologic test for
syphilis three months after ciprofloxacin treatment.

Effects on ability to drive and use machines: Due to its neurological effects, ciprofloxacin may
affect reaction time. Even when taken as prescribed, this drug may alter patients' responsiveness,
impairing the ability to drive or operate machinery. This is even more applicable when the drug is

taken in conjunction with alcohol.

ADVERSE REACTIONS

The most commonly reported adverse drug reactions (ADRs) are nausea and diarrhea.ADRs
derived from clinical studies and post-marketing surveillance with Ciprofloxacin (oral and
intravenous therapy) in accordance with System Organ Classification and sorted by categories of
frequency are listed.

Infections and Infe .
Uncommon: Mycotic super-infections
Rare: Antibiotic associated colitis
Blood and Lymphatic System Disorders
Uncommon: Eosinophilia
Rare: Leukopenia, Anaemia, Neutropenia, Leukocytosis, Thrombocytopenia, Thrombocytaemia
Very rare: Hemolytic anemia, Agranulocytosis, Pancytopenia, Bone marrow depression
Immune System Disorders
Rare: Allergic reaction, Allergic edema / angio-edema
Very rare: Anaphylactic reaction, Anaphylactic shock, serum sickness
Metabolism and Nutrition Disorders
Common: Anorexia
Uncommon: Hyperglycaemia
Psychiatric Disorders
Uncommon: Psychomotor hyperactivity / agitation
Rare: Confusion, disorientation, Anxiety reaction, abnormal dreams, Depression, Hallucinations
Very rare: Psychotic reactions
Nervous System Disorders
Uncommon: Headache, Dizziness, Sleep disorders, Taste disorders
Rare: Par- and Dysaesthesia, Hypoaesthesia, Tremor, Seizures, Vertigo
r\]/eryrrtare."Migraine, Disturbed coordination, Gait disturbance, Olfactory nerve disorders, intracranial
pertension
l)ll‘:known frequency: Peripheral neuropathy
Eye Disorders
are: Visual disturbances
Very rare: Vlisual color distortions
Ear and Labyrinth Disorders
Rare: Tinnitus Hearing loss / Hearing impaired
Cardiac Disorders
Rare: Tachycardia
Unknown frequency: Ventricular arrhythmia, QT prolongation, torsades de pointes
Vascular Disorders
Rare: Vasodilatation, Hypotension Syncope
Very rare: Vasculitis
Respiratory, Thoracic and Mediastinal Disorders
Rare: Dyspnea (including asthmatic condition)
Gastrointestinal Disorders
Common: Nausea, Diarrhea
Uncommon: Vomiting, Gastrointestinal and abdominal pains, Dyspepsia, Flatulence
Very rare: Pancreatitis
Hepatobiliary Disorders
Uncommon: Increase in transaminases, Increased bilirubin
Rare: Hepatic impairment, Cholestatic icterus, Hepatitis
Very rare: Liver necrosis
Skin and Subcutaneous Tissue Disorders
Uncommon: Rash, Pruritus, Urticaria
Rare: Photosensitivity reactions
Very rare: Petechiae, Erythema multiforme, Erythema nodosum, Stevens-Johnson syndrome, Toxic
epidermal necrolysis
lusculoskeletal, Connective Tissue and Bone Disorders
Uncommon: Musculoskeletal pain (e.g. extremity pain, back pain, chest pain), Arthralgia
Rare: Myalgia, Arthritis, Increased muscle tone and cramping
Very rare; Muscular weakness, Tendinitis, Tendon rupture (predominantly Achilles tendon)
Exacerbation of symptoms of myasthenia gravis
Renal and Urina isorders
Uncommon: Renal impairment
Rare: Renal failure, Haematuria, Crystalluria, Tubulo-interstitial nephritis
General Disorders and Administration Site Conditions
Uncommon: Asthenia, Fever
Rare: Edema, Sweating (hyperhidrosis)
Investigations
Uncommon: Increase in blood alkaline phosphatase
Rare: Prothrombin level abnormal, increased amylase

DRUG INTERACTIONS

Drugs metabolized b% Cytochrome P450 1A2

Ciprofloxacin is an inhibitor of the hepatic CYP1A2 enzyme pathway. Co-administration of Ciproflox-
acin and other drugs primarily metabolized by CYP1AZ2 (for example, theophylline, methylxanthines,
caffeine, tizanidine, ropinirole, clozapine, olanzapine) results in increased plasma concentrations of
the co-administered drug and could lead to clinically significant pharmacodynamic adverse
reactions of the co-administered drug.

Tizanidine
Concomitant administration of Tizanidine and Ciprofloxacin is contraindicated due to the
potentiation of hypotensive and sedative effects of Tizanidine.

Theophylline

Concurrent administration of Ciprofloxacin with theophylline may result in increased risk of a patient
developing central nervous system (CNS) or other adverse reactions. If concomitant use cannot be
avoided, serum levels of theophylline should be monitored and dosage adjusted, as appropriate.

Drugs known to prolong QT interval

Ci_Froroxacin may further prolong the QT interval in patients receiving drugs known to prolong the
QT interval (for example, class IA or Il antiarrhythmics, tricyclic antidepressants, macrolides,
antipsychotics etc.)

Oral anti-diabetic drugs

Hypoglycemia sometimes severe has been reported when Ciprofloxacin and oral anti-diabetic
a%ents, mainly sulfonylureas (e.g. glyburide, glimepiride), were co-administered, gresumably by
intensifying the action of the oral anti-diabetic agent. Monitor blood glucose when Ciprofloxacin is
co-administered with oral anti-diabetic drugs.

Phenytoin

Ciproﬁoxacin may increase or decrease the serum levels of phenytoin. To avoid the loss of seizure
control associated with decreased phenytoin levels and to prevent phenytoin overdose-related
adverse reactions upon discontinuation of Ciprofloxacin, in patients receiving both agents, monitor
phenytoin therapy, including phenytoin serum concentration during and shortly after co-administra-
tion of Ciprofloxacin.

Cyclosporine . o . . .
Transient elevations in serum creatinine may occur when cyclosporine and Ciprofloxacin are

administered concomitantly. Monitor renal function (in particular serum creatinine), when Ciprofloxa-
cin is co-administered with cyclosporine

Anticoagulants

Ci%rofloxacin may increase the anticoagulant effects of some drugs. Monitor prothrombin time and
INR frequently during and shortly after co-administration of Ciprofloxacin with an oral anti-coagulant
(for example, warfarin)

Methotrexate

Ciprofloxacin may inhibit methotrexate renal tubular transport potentially leading to increased
methotrexate plasma levels and associated toxic reactions. Therefore, carefully monitor patients
under methotrexate therapy when concomitant Ciprofloxacin therapy is indicated.

NSAIDs

Non-steroidal anti-inflammatory drugs (but not acetyl salicylic acid) in combination with very high
doses of quinolones have been shown to provoke convulsions in pre-clinical studies and during
post-marketing surveillance. Use with caution

Sildenafil
Ciprofloxacin may cause a two fold increase in exposure of Sildenafil. Monitor for Sildenafil toxicity.

Duloxetine ) . . . . .
Ciprofloxacin may cause a five-fold increase in exposure of duloxetine. Avoid use. If unavoidable,
monitor for duloxetine toxicity.

Xanthine derivatives

On concurrent administration of ciprofloxacin and caffeine or pentoxifylline (oxpentifylline), raised
serum concentrations of these xanthine derivatives were reported. Monitor for xanthine toxicity and
adjust dose as necessary.

Products affecting Ciprofloxacin absorption

Antacids, Sucralfate, Multivitamins and other products containing multivalent cations
(magnesium/aluminum antacids; polymeric phosphate binders e.g., sevelamer, lanthanum
carbonate); didanosine or products containing calcium, iron, or zinc and dairy products decrease
Ciprofloxacin levels resulting in lower serum levels. Ciprofloxacin should be taken at least two hours
before or six hours after multivalent cation-containing products administration.

Probenecid
Probenecid interferes with renal tubular secretion of Ciprofloxacin and increases its serum levels.
Potentiation of ciprofloxacin toxicity may occur.

USE IN SPECIAL POPULATIONS

Pregnancy
Ciprofloxacin should not be used during pregnancy unless thexotential benefit justifies the potential
risk to both fetus and mother. Ciprofloxacin belongs to US FDA pregnancy category C.

Nursing Mothers

Ciprofloxacin is excreted in human milk. The amount of Ciprofloxacin absorbed by the nursing infant
is unknown. Because of the potential risk of serious adverse reactions (including articular damage)
in infants nursing from mothers taking Ciprofloxacin, a decision should be made whether to
disclgntinue nursing or to discontinue the drug, taking into account the importance of the drug to the
mother.

Geriatric Use

Geriatric patients are at increased risk for developing severe tendon disorders including tendon
rupture when being treated with a fluoroquinolones such as Ciprofloxacin. This risk is further
increased in patients receiving concomitant corticosteroid therapy. In general, elderly patients may
be more susceptible to drug-associated effects on the QT interval. Therefore, precaution should be
taken \llvhen using ciprofloxacin with concomitant drugs that can result in prolongation of the QT
interval.

Pediatric Use
Ciprofloxacin is not the drug of choice in pediatric patients less than 18 years of age.

Renal Impairment

Ciprofloxacin is eliminated primarily by renal excretion; however, the drug is also metabolized and
partially cleared through the biliary system of the liver and through the intestine. These alternative
pathways of dru? elimination appear to compensate for the reduced renal excretion in patients with
renal impairment.

Hepatic Impairment:
Th((a:| pgarmacokinetics of ciprofloxacin in patients with acute hepatic insufficiency, have not been
studie

OVER DOSAGE:

In the event of acute over dosage, reversible renal toxicity has been reported in some cases. Empty
the stomach by inducing vomiting or by gastric lavage. Observe the patient carefully and give
supportive treatment, including monitoring of renal function, urinary pH and acidify, if required, to
prevent crystalluria and administration of magnesium, aluminum, or calcium containing antacids
which can reduce the absorption of Ciprofloxacin. Adequate htydration must be maintained. Only a
small amount of Ciprofloxacin (less than 10%) is removed from the body after hemodialysis or
peritoneal dialysis.

PRESENTATION:
Evocin 250mg: Pack of 10 and 60 tablets.
Evocin 500mg: Pack of 10 and 60 tablets.

INSTRUCTIONS:

Use as advised by the physician.

Keep all medicines out of the reach of children.
To be sold on the prescription of a registered
medical practitioner only.

Protect from heat, light and moisture.

Store below 30°C.
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