Kinoxln®'rablm
Ciprofloxacin hydrochloride

DESCRIPTION
Kinoxin® (ciprofloxacin hydrochloride) Tablets are synthetic broad
bial agents, ging 1o the g ! group, for

oral administration.

Kinoxin® film-coated tablets are available in 250 mg and 500 mg

The inactive ingredients are

r.q:u-ch mn,[mrv-\:alhnr: ccllu[m: silicone d:clxldu. tTUsponUo'nt.
stearate, sodium, hyd: pyl methyl-

cellulose, titanium dioxide, polycthylene glywl and wa:er

]VDILATIOV!: AN D USAGE
Kinoxin

SERIOUS AND FATAL REACTIONS HAVE BEEN REPORTED
IN PATIENTS RECEIVING CONCURRENT ADMINISTRA-
TION 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 m;v:ng lhmphyllmt alnnn: the pﬂsslb that
these i may be p canm 1
ed. If concomitant use cannot be nvmdcd serum levels ot llm)phyllmc
should be monitored and dosage adj mal
Serious and dly fatal iti ic) reac-
tions, some following the first dosc have hcen rcponcd in patients
mcn_lvmg qumolnne therapy. Some reamms were accompanied by

loss of tingling, p!mryng\.al or
facial edema, dyspnea, urticaria, and itching. Only a few patients had

d for the of i caused by sus- a history of hyp ity Serious. ani
d nn i require with ep . Onygcn

ceptible su-aum of the desi the

listed below. Please see DOSAGE AND ADM]I\ISI'RATION for
apecific recommendations.
Acute Sinusitis caused by H

Streproceceus

or .
Lower Respiratory Tract Infections caused by Escherichia coli,
Protens  mirabilis,

intravenous steroids, and alnuny
should be administered as indicated.

Severe b i by rash, fever,
Lnf.lrmph]lla, Jjaundice, .md hepatic necrosis with fatal outcome have
also been rarely reported in patients receiving ciprofloxacin along
with other drugs. The pcsslbllul)' ll\a( these reactions were related 10

IE,MUMH“ prewmoniae, Enrf:-nbmn-r_ drm_c.r:‘g'. cannot be should be
1 or Strep " i Also A o  wed at llu. first appearance of a slun rash or any other sign of hyper-
. is for the of acute rhations of chronic bronchiti sensiti
Note: Almough effective in clinical trials, clpmﬂ,uxaun is not @ drug m"m"ﬂ'“““"’ cnhtu has been “P""‘: with nearly all anti-
of first choice in the of | agents, i and may range in sever-
dury i ity from mild to life-threatening. Therefore, it is important to con-

Y
Urinary Tract ]nl’ecljnns caused by Escherichia coli, Klebsiella
prenmaniae, Enterobacter cloacae, Serratia marcescens, Proteus
mirabilis. Providencia rettgeri, Mm':grmcﬂa mm;emrrr Cil'wbac !erfm
undii,  Pse P
Sraphylococcus saproplyticus, or Enterococcus faecalis.
Acute Uncomplicated Cystitis in females caused by Escherichia
coli or Smph\!arorrru saprophyticus. (See DOSAGE AND ADMIN-
ISTRATION.
Chronic Bncurml Prostatitis caused by Escherichia coli or Proteus
mrmbr 3
Ci

sider this diagnosis in patients who present with diarrhea subse-
quent to the of 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 Clastridium difficile is one primary cause of “antibiotic-
associated coll
After the diagnosis of pseud colitis has been estab-
lished, therapeutic measures should be initiated. Mild cases of
pseudomembranous colitis usually respond to drug discontinuation
alone. In moderate 1o severe cases, consideration should be given 1o

d Intra-Ab fi
with caused by E:
inosa, Protews mi . Klebsiella p . or Be i
ilis. (See DOSAGE AND ADMIN[STRATION )

Skln and. Skin ‘itmlnrv Infmwns caused by Escherichia coli,
ter cloacae, Pmrcu.x mirabilis,

stuartii, M

(used in
coli, P.

aerug-
frag-

Protens  vulgaris,

with fluids and c]cumlylcs pu'owln Ssllppl.cmtnl.nnon
with an antib ive against C.
d{ﬂ'cd’e colitis.

Achilles and other tendon ruptures that required surgical repair or
resulted in pmlung\,d disability have been reported with clpml'lnxm.ln
and other Cip should be di if the
pulu.nl experiences pain, inflammation, or rupture of a tendon.

has not been shown 1o be effective in the reatment of

Citrobacter freundii, [ ol
awrens  (metl susceptible), Stapfiylococcus rpidcrmidis. or
Streplococcus pyogenes.

Bone and Joint Infections caused by Enterobacter cloacae, Serratia
marcescens, of Preudomonas aeruginosa.

Infectious Diarrhea caused b herichia coli

strains), Campylohacter jefuni, Sm_geﬂn baydii*, Shigella dysenteriae,
Shigella flexneri or Shigella sonnei® when antibacterial therapy is
indicated.

Typhoid Fever (Enteric Fever) caused by Salmonella tvphi.

NOTE: The efficacy of ciprofloxacin in the eradication of the chronic
typhoid carrier state has not been demonstrated.

syphlhs. Antimicrobial agents used in high dose for short periods of
time to treat gonorrhea may mask or delay the symptoms of incubat-
ing syphilis. All patients with gonorrhea should have a serologic test
for syphilis afier three months

PRECAUTIONS

General: Crystals of ciprofloxacin have been observed rarely in the
wrine of human subjects. Alkalinity of the urine should be avoided in
patients receiving ciprofloxacin. Patients should be well hydrated o
plcw:nt the ion of highly d urine.

may also cause cv:nlnﬂ nervous

system (CNS) evenits, in

Uncomplicated cervical and urethral ge due 10 A

gonorrhoeae.

anthrax (p P To reduce the incidence or
of discase ing exp o | Bacillus

anthracis,
Ci SErum ¢ i hieved in humans serve as a
surrogate endpoint reasonably likely to predict clinical benefit and
provide the basis for this indication. (See also, INHALATION
ANTHRAX - ADD]T]ONAL INFORMATION).

- Although i due 1o this ism in this organ
5 1l ally significant outcome, efficacy was
studied in fewer than 10 patients.
If i i

ibuting to the infi

ner
anxiety, (See WARNINCS Information for
Patients, and Drug Interactions.) Alteration of the dosage regimen

is necessary for icnts with impairment of renal function. (See
DOSAGE AND DMIN]’STRATION )
d o severe p d as an d sun-

burn reaction has been observed in patients whu are pr\ned 1o direct
sunlight while iving some 1 class of
drugs. Excessive sunl ght should be avoided. Tl|ernp)r should be dis-

continued if phototoxicity occurs,

As with any potent drug, periodic assessment of organ system func-
tions, including renal, hepatic, and hematopoietic, is advisable during
pmlm\gcd therapy.

are susp

appropriate therapy should be adm

Appmpnuh. culture and suscept
treatment in order 1o isol

ty tests should be performed
te and identify organisms causing
susceptibility to ciprofloxaci:
Therapy with Kinoxin® may be initiated before results of these tests
are known; once results become available, appropriate therapy should
be continued. As with other drugs, some strains of Preudomonas
aeruginosa may develop resistance fairly rapidly during treatment
with ciprofloxacin. Culture and susceptibility testing performed peri-
odically during therapy will provide information not only on the ther-
apeutic effect of the antimicrobial agent but also on the possible emer-
gence of bac,u.n |I| n.swlance
Kinoxin' ide) is di 1 in persons
with a hlslmy of hypersensitivity to ciprofloxacin or any member of
the quinolone class of antimicrobial agents.

WARNINGS

THE SAFETY AND EFFECTIVENESS OF CIPROFLOXACIN
IN PEDIATRIC PATIENTS AND ADOLESCENTS (LESS
THAN 18 YEARS OF AGE), - EXCEPT FOR USE IN INHALA-
TION, ANTHRAX (POST- EXPOSURE), AND LACTATING
WOMEN HAVE NOT BEEN ESTABLISHED. (Sce PRECAU-
TIONS: Pediatric Use, Pﬂ:gnam'y. and Nursmg Mothers subsec-
tions,) © I pressure, and toxic psy-
chosis have been r\,porlcd in patients receiving quinolones, including
ciprofloxacin, Cupmﬂoxacm may also cause central nervous system
(CNS) events i ion, tremors, hall
depression, and, rarely, suicidal thoughts or acts. These reactions may
occur following the first dose. If these reactions occur in patients

for Patients: Patients should be advised:
- that ciprofloxacin may be taken with or without mca]s and to dnnk
Muids liberally. As with other qui
clpmﬂumm with magneslumialumlmum a:nlac!ds or sucmll‘uu..
) tablets or pedi powder, or with
other products containing calcium, iron or zinc should be avoided.
These products may be taken two hours after or six hours before
ciprofloxacin. Ciprofloxacin should not be taken concurrently with
milk or yogurt alone, since absorption of ciprofloxacin may be signif-
icantly reduced. Dictary calcium as a part of & meal, however, does
not signi ly affect cif
- that ¢i in may be inted with h
even fnllnwmg a f.mg]c dose, and to discontinue the tlrus at the first
sign of a skin rash or other allergic reaction.
- avmd excessive sunlight or nmf'clal ultravi

light while receiv-

ng fl and to di therapy if oceurs,

- o dumnlmu: t.ma:m:m rest and refrain from exercise; and inform
their p ian if they experi pain, or rupture of a
tendon.

- that ciprofloxacin may cause dizziness and lightheadedness; there-

fore, patients should know how they react 1o this drug before they
an automobile or machinery or engage in activities requiring

mental alertness or coordination.

- that ciprofloxacin may increase the effects of theophylline and caf-

feine, There is a ibility of caffeine when

containing caffeine are consumed wh:le :aklng quinolones.

- that convulsions have been reported in patients taking quinolones,
including ciprofloxacin, and to notify their physician before taking the
drug if there is a history of this condition.

Dru; Intmctmns‘ As with some other quinolones, concurrent
p in with thcophylllm. may lead o elevat-

receiving clpmﬂuxacm the dmg slwu]d be dlwonlmued and appro-

priate measures instituted. ith

should be used with caution in pcumnw w:lh known or suspected CNS
disorders that may predispose to seizures or lower the seizure thresh-

old {e.g. severe cerebral aneriosclerosis, epilepsy). or in the presence
of other risk factors that may predispose 1o seizures or lower the
seizure threshold {c.g. certain drug therapy, renal dysfunction). (See
PRECAUTIONS: General, Information for Patients, Drug
Interactions and ADVERSE REACTIONS.}

ed serum of theog 1y of its -
ination half-life. This may result in lmmd risk of theophylline-
related adverse reactions. (See WARNINGS.) If concomitant use can-
not be avoided, serum levels of theophylline should be d and
d.osasc ad]ustmmls made as appmpnube

appear to have no significant
of ciprofloxacin.

effect on thc b&mvallab




Altered serum levels of phenytain (i d and d

d) have
been d in patients i

of ci in with the

other mild k severe or d urinary tract i

The recommended adult dosage for chronic bacterial prostatitis is 500
mg every 12 hours,

The ded adult dosage for oral sequential therapy of compli-

The
g]yhundn has, 0N Fre QCCasions, rcsu]l.ed in severe hypogl
Some g 1, have

cated intra- ahdommal ml:_:c.num is 500 mg wcry 12 hours. (To pro-

L
in  patients iving

in serum
eyelosporine concomitantly,

‘Quinolones have been reported to enhance the effects of the oral anti-

coagulant warfarin or its derivatives, When these products are admin-

istered concomitantly, prothrombin time or other suitable coagulation

tests should be closely monitored.

Probenecid interferes with renal tubular secretion of ciprofloxacin and
uces an increase in the level of ciprofloxacin in the serum. ‘I"hls

vide activity, should be given
according to product labeling.)

Skin and skin structure infections and bone and joint infections may
be treated with 500 mg every 12 hours. For more severe or compli-
cated infections, a dosage of 750 mg may be given every 12 hours,
The recommended adult dosage for infectious diarrhea or typhoid
fever is 500 mg every 12 hours. For the treatment of uncomplicated
urethral and cervical gonococcal infections, a single 250 mg dose is

should be considered if patients are ing both drugs

As with other broad i ial agents, p use 01' DOSAGE GUIDELINE
ciprofloxacin may result in uwrsmw:h of ibl, InFection Type or Severity Unit Duse Frequency Usual durations®
Repeated evaluation of the patient’s ition and microbial i Acuie sinesitls rar 500 mg. q12h 10 Days
bility testing is essential. If superinfection occurs during lhcmpy Lower MiliModerate. 300 mg qizh 7w 4 Days
appropriate measures should be taken, Respariory Tract SeversComplicated 750 my g12h 7o i4 Days
Pregnancy: There are no adequate and well-comtrolled stodies in Urpary Trae Acute Uncomgplicated 100mg or 20 mg q12h 3 Days
women. Ci in should be used during pregnancy MildModerate 250 mg. ql12h T l4 Days
nnly |l' thc pnu:nual benel'll juslll"ws the polcnll:ll risk 10 the fetus. SeversComplicated 500 mg. g12h T ld Days
d in human milk. Because  Crmonic Bacterial | MaldModerate 200 mg qi2h 28 Duys
of the pmentml for serious adverse reactions in infants nursing from Prosmiiis
mothers taking clprcﬂnxacm a decision should be made whether 10 o Abdominal ™ Complicaied $00 mg. Qi2h 7 14 Days
inue nursing or 1o the drug, taking into account the 550 and Skin MalbMderte 500 mg QiZh T 18 Days
importance of the drug to the mother, Senscoare Severs/Complicated 750 mg g12h 7o 14 Days
Pedintric Use: Safety and effectiveness in pediatric patients and ado-  Fos nd Joim M Moderte S0 mg qiih =106 weeks
lescents less than 18 years of age have not been established, except for _ SevereComplicated 750 mg QlZh =416 weeks
use in anthrax (po Infoctious Diantea  Mild/Moderate/Sovers 300 mg g12h ST Days
For the indication of i {post-exp ). the nsk- Tyghond Fever Ml oderae 500 mg Qi2h 10 Dy
benefit ion of ci Urethesd and Cervical
patient is ap o . 250 mg single dose single dose
dnsln in nthra: DOSAdE .AND Inhalacional anthras Adull 500 mg. q1Ih 60 Days
ADN INISTIIATION nud ll\HALATIONa\L ANTHRAX - ADDI- prs——————— |Sma/Kg pev dose. q12h 60 Duys

TIONAL INFORMATION
Geriatric Use: Ciprofloxacin is known
the kidney, and the risk of adverse ns may be geater in paticnts
with impaired renal function. No alteration of dosage is necessary for
patients greater than 63 years of age with normal renal function.
However, since some older individuals experience reduced renal fune-
tion by virtue of their advanced age, care should be taken in dose
selection for elderly patients, and renal function monitoring may be
useful in these patients.

ADVERSE REACTIONS
The most frequent adverse events reported in the clinical ln.lls wer\.
nausea (5.2%), diarrhea (2.3%), iting {2%). abd

comfort (1.7%), headache (1.2%), n.slll:gsnesg (1.1%:), and lash
(1.1%).

Other less frequent adverse events observed in the clinical trials and
post marketing are listed below:

CARDIOVASCULAR: F atrial flutter, i ectopy, syn-
cope, hypertension, nngmu pecluns. m)'uc.mlul ml':m':lmn eaa'dmpul-
manary arrest, cercbral th ral

be substantially excreted by

CENTRAL NERVOUS SYSTEM: Dwr-m.s lightheadedness, insom-
ations, manic lcucl:on :mlah:ln:y tremor,

tion, yspl
psychosis,
GASTRD]NTE.S'HNAL Pmnl‘u] oral mucosa, oral cal\dldxagls dyr.—

10X

not 10 exceed 300
mg per dose

’("u_mmlly clpmﬂoxacm should be continued !'m‘ at least 2 days after

the signs and 1, except for
anthrax (p

=* used in conjuction with ‘metronidazole

*** Drug .Adrnmlslmlwn should b‘.gln as so0n as possible after sus-

pccu:dar P . This i is bawdm

iprofl in serum in humans,
reasonably likely to pred | benefit. For a discussion of
ciprofloxa

serum concentrations in various human Eoormlanms see
INHALATIONAL ANTHRAX - ADDITIONAL IN RMATION.
Compli Intra-Abd | therapy [par-
enteral to oral - 400 mg C‘!pr%'lnxncm LV. g 12 h (plus LV, metron-
idazole) <> 500 mg Kinoxin®™ Tablets q I2 h fplus uml metronida-
zole)] can be insti at the of the | The deter-
mination of dosage for any particular patient must take into consider-
ation the severity and nature of the infection, the susceptibility of the
causative organism, the integrity of the patient’s host-defense mecha-
nisms, and the status of renal function and hepatic function.
T!u: dummn of reatment tlt.pq.nds upon the severity of infection.
s.houl.d for at least 2 days after
(Iu. igns and P of i have di d.The usual dura-
tion is 7 to 14 days: however, for severe and complicated infections
more prolonged therapy may be required. Bone and joint infections
may require treatment for 4 1o 6 weeks or longer. Chronic Bacterial

phagia, wal p e

.pef hepatic necrosis, jaun-
dice, colitis.
MUSCUM)SKELEFAL Arthralgia or back pain, joint sti
iness, neck or chest pain, flare up of gout, myalgia, tendi
rupture, possible aggravation of myasthenia gravis.
RENAL/UROGENITAL: Interstitial nephnus m_phnt:f», renal failure,

should be treated for 28 days. Infectious diarrhea may be
treated for 5-7 days. T}'phoad lmer f.hunld be re. ed for 10 days.
Renal Cip is
renal excretion; however, the dm.g is also metabolized and puﬂl:nlly
cleared through the biliary system of the liver and through the intes-
tine. These al of drug eli pear (o ’
sate for the reduced renal excretion in paticnts with renal impairment.
Nonetheless, some modification of dosage is recommended, particu-
larly for patients with severe renal dysfunction. The following table

pnlyuna urinary urethral acidosis, albu-
minuria, candiduria, renal calcul vagmal candld.lasls
RESPIRATORY: Dyspnea, epistaxis, laryngeal or pul v edema,
T . Y
SKINFHYPERSENSITIVITY: Prurius, urticaria, photo;

flushing, fever, chills, nngloe.dema. ul\.m.l OF the face, neck,
Jun ivae or hands,

P dosage gui for use in patients with renal impairment;
however, monitoring of serum drug levels provides the most reliable
basis for dosage adjustment:

RECOMMENDED STARTING AND MAINTENANCE DOSES

FOR PATIENTS WITH IMPAIRED RENAL FUNCTION

aphy
Jnhnson mcm])‘sls
SPECIAL thSES Blurred vision, disturbed \usmn (change in color
of lights), 1 visual acuity, diplop-
Ii Lye pam tinnitus, hearing loss, bad taste, aosmia, taste loss.
Adverse Laboratory Changes: Changes in laboratory parameters list-
ed as adverse events without regard to drug rclulnm:shlp are listed below:
c: Elevations of ALT (SGPT) (I J99%), AST (SGOT) (1.7%),
ne plmsphmsc (U H%). LDH (D.4%), scrum hlln‘\lbm (0.3%).
(0.6%), 0.4%

Creatinine Clearance (mlfmin) Dose
=50 Sec Usual Dosage,
30-50 250-500 mgq 12 h {
’ 250-500 mg q 18 h |
| Paticnes an l-xmmw,m of Peritoneal dialysis | 250-500 mg q 24 h (afier dialysis) |
In paticnts with severe infections and severe renal impairment, a dose
of 750-mg may be administered at the intervals noted above; however,
patients should be carefully monitored and the serum ciprofloxacin
should be

plan:!cts {U 1%), el.cvnwd blood platelets (0.1%:), p.lm.ylopenua (0.1%:)
Renal: Elevations of serum creatinine {1.1%), BUN (0.9%), crystal-
Turia, cylindruria and hematuria,

OVERDOSAGE

In the event of acute overdosage, the stomach should be emptied by
inducing vomiting or by gastric lavage. The p.'menl shuuld be careful-
Iy observed and given supy must
be maintained. Only a small amount of c;pm!'lmm‘m (<10%) is
removed from the body after hemodialysis or peritoneal dialysis.

DOSAGE AND ADMINISTRATION

“The recommended adult dosage for acute sinusitis is 500 mg every 12
hours.

Lower respiratory tract infections may be treated with 500 mg every
12 hours. For more severe or complicated infections, a dosage of 750
mg may be given every 12 hours.

Severe/complicated urinary tract mfr:cl.luns or unnary tract |nfcc.lu:ms
caused by i not highly w may
treated with 500 mg every 12 Imurs For other mild/moderate urinary
infections, the usual adult dosage is 250 mg every 12 hours.

In acute uncomplicated cystitis in females, the usual dosage is 100 mg or
250 mg every 12 hours, For acute uncomplicated cystitis in females, 3
days of treatment is recommended while 7 10 14 days is suggested for

. Peak
(1-2 hours after dosing) should gcneral]y range from 2 1o 4 ugml.
For patients with \,hungmg renal function or for patients with renal
hepatic i of serum concen-
id! for adjust-

wrations of i
ment dosage.
STORAGE CONDITIONS
Store in a dry place below 25°C, protected from light. Do not refrigerate.
PRESENTATION
Tablets 250 mg and 500 mg in blister pack of 14 's.
Do not use after expiry date.

This is a medicament
-A medicament is a product which affects your health, and its consumption con-
trary to instructions is dangerous for you.
-Follow siricily the doctor’s prescription, the methad of wse and the instructions
of the pharmacist wha sold the medicament,
~The doctor and the pharmacist are experts in medicine, its benefits and risks.
<Do not by yoursell interrupt the pericd of treatment prescribed.
-Do ot repeat the same prescription without consulting your doctor,

Keep medicament out of children’s reach.
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