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. Ciproxin’

Active ingredient: ciprofloxacin

Composition

Ciproxin 250: 1 film-coated tablet contains 291 mg ciprofloxacin
hydrochloride monohydrate, corresponding to 250 mg ciprofioxacin.
Ciproxin 500: 1 film-coated tablet contains 582 mg ciprofloxacin
hydrochloride monohydrate, corresponding to 500 mg ciprofioxacin.
Properties

Ciprofloxacin is a synthetic broad spectrum antibacterial agent.
Ciprofioxacin is effective in-vitro against virtually all gram-negative
pathogens, including Pseudomonas aeruginosa. It is also effective agains
gram-positives such as slaphylococci and streptococci. Anaerobes are
generally less susceptible.

Ciprofloxacin has a rapid bactericidal action, not only in the proliferation
phase but also in the resting phase.

During the proliferation phase of a bacterium a segmental twisting and
untwisting of the chromosomes take place. An enzyme called DMNA gyrase
plays a decisive part in this process. Ciprofloxacin inhibits this DNA gyrase
in a way that arrests the bacterial metabolism, since vital information can no
longer be read from the bacterial chromosome.

Resistance to ciprofloxacin develops slowly and in stages (multiple-step
type).

Plasmid-mediated resistance development of the kind that occurs with
pB-lactam antibiotics, aminoglycosides, and tetracyclines has not been
observed with ciprofioxacin. It is of clinical interest that plasmid-carrying
baclena are also completely sensitive to ciprofioxacin.

On account of its special mode of action, ciprofloxacin does not suffer
from general parallel resistance to other important, chemically difieren,
active substance groups, such as B-lactam antibiotics, aminoglycosides,
letracyclines, macrolide or peptide antibiotics, sulphonamides, trimethoprim
or nitrofuran derivalives. In its indication area ciprofloxacin remains
completely effective on pathogens resistant to the above-mentioned groups
of antibiotics.

Parallel resistance is observed within the group of gyrase inhibitors.
However, because of the high primary sensitivity to ciprofloxacin shown
by most organisms parallel resistance is less pronounced with this drug.
Ciprofloxacin is thus often still effective on pathogens that are already
resistant to the less effective gyrase inhibitors.

Because of its chemical structure ciprofioxacin is completely effective on
[-lactamase-forming bacteria.

Ciprofloxacin can be used in combination with another antibiotic. |n-vitro
studies with usually sensitive pathogens, carried out using ciprofloxacin in
combination with B-lactam antibiotics and aminoglycosides, have shown
primarily additive or indifferent effects; synergistic increases in efficacy
were relatively rare and antagonistic effects very rare,

Possible combination drugs include:

for pseudomonas: azlocillin ceftazidime

for streptococci:  mezlocillin, azlocillin, other effective B-lactam antibiotics

for staphylococci:  B-lactam antibiotics, particularly isoxazolyl-penicillins,
vancomycin

for anaerobes: metronidazole, clindamycin

Indications

UNCOMPLICATED AND COMPLICATED INFECTIONS CAUSED BY
GIFHDFLG}:AGI:H 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 (olitis 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 (e.g. infections of the gastrointestinal
tract or of the biliary tract, peritonitis)

- Infections of the skin and soit tissue

- Infections of the bones and joints

- Sepsis

- Infections or imminent risk of infection (prophylaxis) in patients
whose immune system has been weakened (e.g. patienis on
immunosuppressants or have neutropenia)

- Selective intestinal decontamination in immunosuppressed patients

- According to in-vitro investigations, the following pathogens can be

regarded as sensilive;
E. coli, Shigella, Salmonella, Citrobacter, Klebsiella, Enterobacter, Serratia,
Hafnia, Edwardsiella, Proteus (indole-positive and indole-negative),
Providencia, Morganella, Yersinia; Vibrio, Aeromonas, Plesiomonas,
Pasteurella, Haemophilus, Campylobacter, Pseudomonas, Legionelia,
Neissena, Moraxella, Acinetobacter, Brucella; Staphylococcus, Listeria,
Corynebacterium, Chlamydia,

- The lollowing show varying degrees of sensitivity:

Gardnerella, Flavobacterium, Alcaligenes, Streplococcus agalactiae,
Enterococcus faecalis, Streplococcus pyogenes, Streplococcus
pneumoniae, Vindans group streplococci, Mycoplasma hominis,
Mycobacterium tuberculosis, and Mycobacterium fortuitum.

- The following are usually resistant:

Enterococcus faecium, Ureaplasma urealyticum, Nocardia asteroides.

- With a few exceptions anaerobes are moderalely sensitive e.g.
Peptococcus, Peptostreptococcus to resistant e.g.Bacteroides.

- Ciprofioxacin is ineflective against Treponema pallidum

Posology and method of administration

Adults

Unless otherwise prescribed, the following gquideline doses are
recommended:

250, 500, film-coated tablets

Broad-spectrum antibiotic
Film-coated tablets

Tablets

Respiratory tract infection
(according to seventy and organism)

Urinary tract infections:
- acute, uncomplicated

2 x 250-500 mg

2x125mglo 1-2x250 mg

- Cystitis in women(before menopause) | single dose 250 mg
- complicated 2 % 250-500 mg
Gonorrhea

- extragenital 2x 125 mg

- acute, uncomplicated single dose 250 mg
Diarthea 1-2 x 500 mg
Other infections (see Indications) 2% 500 mg
Particularly severe, ife threatening 2% 750 mg
infections, i.e.

- Streptococcal pneumonia

- Recurrent infections in cystic fibrosis
- Bone and joint infections

- Seplicemia

- Pentonitis

In particular when Pseudomonas,
Staphylococcus or Streplococcus is
present

{ admini
The lablets are swallowed whole with a small amount of fiuid.
They can be taken independent of mealtimes.
If they are taken on an empty stomach, the active substance is absorbed
more rapidly. In this case, tablels or suspension should not be taken
concurrently with dairy products or with mineral fortified drinks alone (e..
milk, yoghurt, calcium fortified orange juice). However, dietary calcium as
part of a meal does not significantly affect ciprofioxacin absorption.
If the patient i5 unable fo take tablets, because of the seventy of the
liness or for other reasons, il is recommended to commence the therapy
with an intravenous form of ciprofloxacin, After intravenous administration
the treatment can be continued orally.
Duration of treatmen
The duration of trealment depends on the severity of the iliness and on
the clinical and bacteniological course. It is essential to continue therapy
for al least 3 days after disappearance of the fever or of the clinical
symptoms. Mean duration of treatment:
- 1 day for acute uncomplicated gonorrhoea and cystitis,
- up to 7 days for infections of the kidneys, urinary tract, and abdominal
cavity,
- over the entire perod of the neutropenic phase in patients with-
weakened body defences,
- @ maximum of 2 months in osteomyelitis,
and 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.
Children: contraindicated
n ic impairmen
. Impaired renal function
1.1 Where creatinine clearance is between 31 and 60 ml/min/1.73m? or
where the serum creatinine concentration is between 1.4 and 1.9 mg/
100 ml the maximum daily dose should be 1000 mg per day for oral
administration.
1.2 Where crealinine clearance is equal or is less than 30 mU/min/1.73m?
or where the serum creatinine concentration is equal or higher than
2.0 mg/100 ml the maximum daily dose should be 500 mg per day for
oral administration.
2. Impaired renal function + haemodialysis
Dose as in 1.2; on dialysis days after dialysis.
3. Impaired renal function + CAPD
Administration of ciprofloxacin film coated tablets as 1 x 500 mg film
coated tab let {or 2 x 250 mg film coated tablets).
4. Impaired liver function
Mo dose adjustment is required.
5. Impaired renal and liver function
Dose adjusiment as in 1.1 and 1.2
Contraindication
Ciprofloxacin must not be used in cases of hypersensitivity to ciprofioxacin
or other quinolone chemotherapeutics.
Ciprofloxacin must not be prescribed for children, adolescents, since there
IS no experience on the drug's safety in these patient groups and since,
on the basis of animal studies, it is not entirely improbable that the drug
could cause damage lo articular cartilage in the immature organism.
Special warnings and precautions for use
rointestinal
In the event of severe and persislent diarrhoea during or after treatment
a doclor must be consulted, since this symplom can hide a serious
intestinal disease (life threatening pseudomembranous colitis with
possible fatal outcome), requiring immediate treatment. In such cases
Ciprofloxacin must be discontinued and appropriate therapy initiated
(e.g. vancomycin, orally, 4 x 250 mg/day). Drugs that inhibit peristalsis
are contraindicated.
There can be a lemporary increase in transaminases, alkaline
phosphatase or cholestatic jaundice, especially in patients with previous
liver damage
Nervous system
In epileptics and in patients who have suffered from previous CNS-
disorders (e.g. lowered convulsion threshold, previous history of
convulsion, reduced cerebral blood flow, altered brain structure or stroke),



ciprofloxacin should only be used where the benefits of treatment exceed
lhe risks, since these patients are endangered because of possible
central-nervous side effects.
Insome instances the CNS reactions occurred after the first administration
of Ciprofloxacin already. In rare cases depression or psychosis can
progress to self endangering behaviour. In these cases Ciprofloxacin has
to be discontinued and the doctor should be informed immediately.
|
In some instances, the hypersensitivity and allergic reactions already
occurred after the first administration and the doctor should be informed
immediately.
Anaphylactic/anaphylactoid reactions in very rare instances can progress
to a life threatening shock, in some instances after the first administration.
In these cases Ciprofloxacin has to be discontinued, medical ireaiment
(e.g. treatment for shock) is required.
lo-
At any sign of tendinitis (e.g. painfull swelling) the administration of
Ciprofloxacin should be discontinued, physical exercises be avoided, and
a physician be consulted,
Tendon rupture (predominantly achilles tendon) has been reported
predominantly in the elderly on prior treatment with glucocorticoids.
Skin and appendages
Ciprofloxacin has been shown to produce photosensitivity reactions,
Patients taking Ciprofioxacin should avoid direct exposure to excessive
sunlight or UV-light. Therapy should be discontinued if photosensitation
(i.e. sunburn-like skin reactions) occurs.
i v machines
Even when the drug is taken exaclly as prescribed, it can affect the
speed of reaction to such an extent that the ability to drive or o operale
machinery is impaired. This applies particularly in combination with
alcohol.
Interactions
The simultaneous administration of ciprofloxacin (oral) and multivalent
cation-containing drugs and mineral supplements (e.g. calcium,
magnesium, aluminium, iron), sucralfate or antacids and highly buffered
drugs (e.g. anti retrovirals), containing magnesium, aluminium or calcium
reduce the absorption of ciprofloxacin. Consequently, ciprofloxacin should
be administered either 1-2 hours before, or at least 4 hours after these
preparalions,
This restriction does not apply to antacids belonging to the class of H,
receplor blockers.
The concurrent administration of dairy products or mineral fortified drinks
alone (e.q. milk, yoghurt, calcium fortified orange juice) and ciprofioxacin
should be avoided because absorption of ciprofloxacin may be reduced.
Dietary calcium as part of a meal, however, does not significantly affect
absorplion,
Concomitant administration of ciprofloxacin and omeprazole results in a
slight reduction of C,,, and AUC of ciprofioxacin.
Concurrent administration of ciprofloxacin and theophylline can cause
an undesirable increase in the serum theophylline concentration. This
can lead to theophylline-induced side effects; in very rare cases these
side effects can be life threatening or fatal. If concurrent use of the two
products is unavoidable, the serum theophylline concentration should
therefore be checked and the theophylline dose appropriately reduced.
Animal studies have shown that the combination of very high doses of
quinclones (gyrase inhibitors) and certain non-steroidal anti-inflammatory
agents (but not acetylsalicylic acid) can provoke convulsions.
A fransient rise in the concentration of serum creatinine was observed
when ciprofloxacin and cyclosporin were administered simultaneously.
Therefore, it is necessary to control the serum creatinine concentrations
in these patients frequently (twice a week).
The simultaneous administration of ciprofloxacin and warfarin may
intensify the action of warfarin
In particular cases, concurrent administration of ciprofioxacin and
glibenclamide can intensify the action of glibenclamide (hypoglycaemia)
Probenecid interferes with renal secretion of ciprofioxacin. Co-
administration of probenecid and ciprofloxacin increases the ciprofloxacin
serum concentrations.
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 methotrexale
qssociated loxic reactions. Therefore, patients under methotrexate
therapy should be carefully monitored when concomitant ciprofloxacin
therapy is indicated.
Metoclopramide accelerates the absorption of ciprofloxacin {oral)
resulting in a shorter time to reach maximum plasma concentrations. No
effect was seen on the bioavailability of ciprofloxacin.

Pregnancy and lactation

Ciprofloxacin must not be prescribed for pregnant women, or nursing
mothers, since there is no experience on the drug's safety in these
patient groups and since, on the basis of animal studies, it is not entirely
improbable that the drug could cause damage to articular cartilage in the
immature organism,

Animal studies have not shown any evidence of leratogenic effects
(malformations).

Undesirable effects

The most common Adverse Reactions based on all clinical studies
with ciprofloxacin (oral, parenteral) sorted by body system and
terms (n = 41151 patients)

BODY SYSTEM Adverse Drug Reactions

Ingidence of frequency >1 % < 10 %

Digestive system: nausea, diarrhoea

Skin and appendages: rash

Incidence of frequency > 0.1 % < 1%

Body as a whole: abdominal pain, moniliasis, asthenia
(general feeling of weakness,
liredness)

Cardiovascular system: (thrombo)-phlebitis

Digestive system: SGOT increased, SGPT increased,
vomiting, dyspepsia, abnormal liver
functiontest, alkaline phosphatase
increased, anorexia, flatulence,
bilirubinemia

Hemic and lymphatic system: eosinophilia, leukopenia

Matabolic and nulritional disorder: creatinin increased, BUN (urea)
increased

Musculo Skeletal system: arthralgia (joint pain)

headache, dizziness, insomnia,
agitation, confusion
Skin and appendages: pruritus, maculopapular rash,
urticaria
Special senses: taste perversion
Incidence of frequency >0.01 % <01 %
Body as a whole: pain, pain in extremities, back pain,
chest pain
tachycardia, migraine, syncope
(fainting) asodilatation (hot flushes),
hypotension
moniliasis (oral), jaundice,
cholestatic jaundice,
pseudomembranous coliis
anaemia, leucopenia
(granulocytopenia), leucocytosis,
altered prothrombin values,
thrombocytopenia, thrombocytemia
(thrombocylosis)
allergic reaction, drug fever,
anaphylactoid (anaphylactic)
reaction
edema (peripheral, vascular, face),
hyperglycemia
myalgia (muscular pain), joint
disorder (joint swelling)
hallucination, sweating, paresthesia
(peripheral paralgesia), anxiety,
abnormal dreams (nightmares),
depression, tremor (trembling),
convulsion, hypesthesia
dyspnea, larynx edema
photosensitivity reaction
tinnitus, transitory deafness
(especially at high frequencies),
abnormal vision (visual
disturbances), diplopia,
chromatopsia, taste loss (impaired
laste)
acute kidney failure, kidney function
abnormal, vaginal moniliasis,
hematuria, crystalluria, nephrtis

Nervous system:

Cardiovascular system:

Digestive system:

Hemic and lymphatic system:

Hypersensitivity:

Metabolic disorders:
Musculo-Skeletal system:

Nervous system:

Respiratory system:
Skin and appendages:
Special senses:

Urogenital system:

interstitial
Incidence of frequency < 0.01 %
Cardiovascular system: vasculitis (petechiae, haemorrhagic
bullae, papules, crust formation)
Digestive system: moniliasis (gastrointestinal),
hepatitis,
Hemic and lymphalic system: hemolytic anaemia

shock (anaphylactic; life
threatening), pruritic rash
amylase increased, lipase increased

Hypersensitivity:

Metabolic and nutritional disorger:

Musculo-sclereteral system: myasthenia

Mervous system: grand mal convulsion, abnormal
(unsteady) gail

Skin and appendages: petechia, erythema muitiforme

(minor), erythema nodosum

The most common Adverse Reactions based on spontaneous
reports sorted by body system and terms calculated on patient
exposure (n = 7790 reported cases)

Incidence of frequency < 0.01 %
Digestive system: liver necrosis (very rarely
progressing to life-threatening
hepatic failure), ife threatening
pseudomembranous colitis with
possible fatal outcome, pancreatitis
petechia (punctuate skin
hemorrhages), pancylopenia,
agranulocytosis, pancytopenia
(life-threatening), marrow depression
(life-threatening)

tendinitis (predominantly achilio
tendinitis); partial or complete
tendon rupture (predominantly
achilles tendon), exacerbation of
symptoms of myasthenia gravis
psychosis, intracranial hypertension,
ataxia, hyperesthesia, hypertonia,

Hemic and lymphatic system:

Musculo-Skeletal system;

Nervous system:

twitching
Skin and appendages: Stevens-Johnson-Syndrome,
epidermal necrolysis (Lyell-
Syndrome), fixed eruption
Hypersensitivity: serum sickness like reaction
Special senses: parosmia (impaired smell),
anosmia (usually reversible upon
discontinuation)
Overdose

In the event of acute, excessive oral overdosage, reversible renal toxicity
has been reported in some cases.

Therefore, apart from routine emergency measures, it is recommended
to monitor renal function and to administer Mg- or Ca-containing antacids
which reduce the absorption of ciprofloxacin.

Only a small amount of ciprofioxacin (< 10 %) Is removed from the body
after haemodialysis or peritoneal dialysis.

Keep drugs out of reach of children.

Ciprobay tablets must not be used after the expiry date.

Presentation
4 - 1000's per box

Bayer HealthCare AG, D-51368 Leverkusen, Germany
Ciproxin 250, 500 film-coated tablets / OE19/ TWO01 /072003

e o o o o s o o B B NS



	21C092-1.jpg
	21C092-2.jpg
	21C092-3.jpg
	21C092-4.jpg

