Ketolgin

Tablets & Extended-Release Capsules

ketoprofen

on
Keloprofen is a nonsteroidal anti-inflammatory drug. The chemical name for ketoprofen is 2-(5-benzoylphenyl)-propionic acid
Ketolgin® 25 mg Tablet
Keloprofen 25 mg
“Inactive ingredients:
Methyl Cellulose 15 CPS, Avicel PH 102, Croscarmellose Sodium, Sodium Lauryl Sulphate, Calcium Hydrogen Phosphate, Talc
Purified, Magnesium icaat, Acrosi 200 (silicon dioxide)
Film C
Pharmacon 603, Talc, Clyccnn Poly Ethylene Glycol 6000, Titanium Dioxide, Carmosine Red
Ketolgin® 50 mg Tal
~Ketoprofen 50 mg
“Inactive ingredients
Methyl Cellulose 15 CPS, Avicel PH 102, Calcium Phosphate Dibasic Anhydrous, Sodium Lauryl Sulphate, Magnesium Stearate,
CroscamnehoseSodum, Tl Pl Aeos 200
~Film Coal
Phamacos 603, Titanium Dmxldn Glycerin, PEG 4000, Carmosine Red
Ketolgin® 200 mg SR Capsul
Ketoprofen 200 mg
~Inactive ingredients:
Sucrose Spheres, Purified Talc, Ethyl Cellulose, Erythrosine Red E 127
~Composition of Capsule Shell
Body: Gelatin
Cap: Titanium Dioxide, Erythrosine FD & C Red 3, Gelatin
Clinical Pharmacology
Ketoprofen s a nonsteroidal anti-inflammatory drug with analgesic and antipyretic properties.
“The anti-inflammatory, analgesic, and antipyretic properties of ketoprofen have been demonstrated in classical animal and in
vitro test systems. In anti-inflammatory models ketopr cen shown to have inhibitory effects on prostaglandin and
leukotriene synthesis, 1o have antibradykinin activi, a5 well a5 0 have lysosomal membrane-stabilzing acton. However, s
‘mode of action, like that of y drugs, is not
Pharmacodynamics
Ketoprofen is a racemate with only the S enantiomer possessing pharmacological activity. The enantiomers have similar
concentration time curves and do not appear Lo interact with one anol
An analgesic et conceniaton el for keloprofen was esablshed i a oral surgery puin study he ffect e rate
constant (ke0) was estimated to be 0.9 hour-T (95% confidence limits: 0 to 21), and the concentration (Ce50) of keloprofen that
produced o half the maimum PID (pam inensiy ifrence) was 03 i (952% comfdence imits: 01 0 05) Ty tree
(53) to 689% of patients had an onset of action (as measured by reporting some pain relef) within 30 minutes following a single
oral dose in postoperative pain and dysmenorrhea studies. Pain relief (as measured by remedication) persisted for up to 6
hours in 26 10 72% of patients in these studies.
Pharmacokinetics
General: Ketolgin® tablets relcase drug in the stomach whereas the pellets in Ketolgin® S.R. capsules are designed to resist
dissolution in the low pH of gastric fluid but release drug at a controlled rate in the higher pH environment of the small
intestine. Irespective of the pallern of release, the systemic availability (Fs) when cither oral formulation is compared with IV
administration is approximately 90% in humans. For 75 to 200 mg single doses, the area under the curve has been shown to
be dose proportional. The figure depicts the plasma time curves associated with both products.
Ketoprofen is > 99% bound to plasma proteins, mainly to albumin.
Absorption: Ketoprofen is rapidly and well-absorbed, with peak plasma levels occurring within 05 to 2 hours.
When ketoprofen s administered with food, is total bioavailability (ALIC) is not altered; however, the rate of absorption from
either dosage form is slowed.
Ketolgin® capsules — Food intake reduces Cmax by approximately one-half and increases the mean time lo peak
concentration (imax) from 1.2 hours for fasting subjects (range, 0.5 10 3 hours) to 20 hours for fed subjects (range, 0.75 to 3
hours). The fluctuation of plasma peaks may also be influenced by circadian changes in the absorption process.
Concomitant. administration of magnesium hydroxide and aluminum hydroxide does nol inerfere with absorption of
ketoprofen.
The administration of antacids or other drugs which may raise stomach pH would not be expected to change the rate or extent
o sborpton o cloprofen
metabolic fate of ketoprofen is glucuronide conjugation to form an unstable acyl-glucuronide. The
ducaronic e oty can be convrted backto the parcn compound. Thus, the melabalic serve as a potentil resemir for
parent drug, and this may be important in persons with renal insufficiency, whereby the conjugate may accumulate in the
serum and undergo deconjugation back 1o the parent drug. The conjugales are reported to appear only in lrace amounts in
plasma in healthy adults, but are higher in elderly subjects — presumably because of reduced renal clearance. It has
demonstrated that i elderly subjects following multiple doses (50 mg every 6 h, the ratio of conjugated to parent ketoprofen
AUC was 30% and 30, respectively, for the S & R enantiomers
There are no known active melabolites of ketoprofen. Ketoprofen has been shown not 1o induce drug-metabolizing enzymes.
Elimination: The plasma clearance of ketoprofen is approximately 0.08 L'kg h with a Vd of 0.1 Ljkg after IV adminisiration.
The elimination halflfe of ketoprofen has been reported to be 205 + 0.58 h (Mean + 5.0 following IV adminstration, from 2
1o 4 h following administration of Ketolgin® capsules. In cases of slow drug absorption, the elimination rate is dependent on
the absorption rate and thus t1,2 relative to an IV dose appears prolonged.
After a single 200 mg dose of ketoprofen, the plasma levels decline slowly, and average 0.4 mg L after 24 hours
in a 24-hour ned, appmxlmah:ly 80% of an administered dose of ketoprofen is excreled in the urine, primarily as the
glucuronide metabol
Enterohepatic recbedion ofthe drug has been postulated, although biliary levels have never been measred to confirm this.
Special Populations
Elderly: Clearance and unbound fraction
The plasma and renal clearance of ketoprofen is reduced in the elderly (mean age, 75 years) compared to a younger normal
population (mean age, 27 years). Hence, keoprofen peak concentration and AUC increase with increasing age. In addition,
there is a corresponding increase in unbound fraction with increasing age. Data from one trial suggest that the increase is
greater in women than in men. It has not been determined whether age-related changes in absorption among the elderly
contribute to the changes in bioavailability of ketoprofen.
Keloprofen, in a study conducted with young and elderly men and women, resuls for subjects older than 75 years of age
showed tha fre drg AUC icreased by 0% and Crax. ncreased by 60% as compared wih timates of the same
paramelers in young subjects (those younger than 35 years of a
R in the cldery; he rato of invinic clarance‘avatabity decrcased by 35% and plasma half e was prolonged by 26%.
This reduction is thought to be due to a decrease in hepatic extraction associated with agin
The effects of age and gender on ketoprofen disposition were investigated in 2 small studies in which elderly male and female
subjects received. Compared to the younger subject group, the elimination half-fife in the elderly was prolonged by 54% and
total drug Cmax and AUC were 40% and 70% higher, respectively. Plasma concenirations i the elderly after single doses and
at steady state were essentially the same. Thus, no drug accumlation occurs.
Renally impaired: Studies of the effects of renal-function impairment have been small. They indicate a decrease in learance in
patients with impaired renal function. In 23 patients with renal impairment, free ketoprofen peak concentration was not
significantly elevated, but free keloprofen clearance was reduced from 15 L/kgh for normal subjects to 7 L kgh in patients
with mildly impaired renal function, and to 4 L kgh in patients with moderately to severely impaired renal function. The
eliminalion 12 was prolonged from 16 hours in normal subjecs lo approximately 3 hours in paticnts with mild renal
impairment, and to approximately 5 to 9 hours in patients with moderately to severely impaired renal function.
Hepatically impaired: For patients with alcoholic cirrhosis, no significant changes in the kinelic disposition of Ketolgin®
capsules were observed relative to age-maiched normal subjects: the plasma dlearance of drug was 007 Lkgh in 26
hepatically impaired patients. The elimination half-lfe was comparable to that observed for normal subjects. However, the
unbound (biologically active) fraction was approximately doubled, probably due to hypoalbuminemia and high variability
which was observed in the pharmacokinetics for cirtholic patients. Therefore, these patients should be carefully monitored and
dly doses o keloprofen kept at the miimu providing th desied therapeutc et

ications and Usage
Carclly consder the potental benefils and risks of Keloprofen and other trealment oplions before deciding o use
Ketolgin. s the st cffcive dose for the shrtest duration consisent i ndidusl pate esiment ol

etolgin® is indicated for the management of the signs and symploms of theumatoid arthritis and osteoarthrits
Kelolgun“ S.R.is not recommended for treatment of acute pain because of its extended-release characteristics.
Ketolgin® tablet is indicated for the management of pain and also for treatment of primary dysmenorrhea

Metabol

ications
Ketolgin® is contraindicaled in patients who have shown hypersensitivity to ketoprofen
Ketoprofen should not be given 1o patients who have experienced asthma, urlicaria, or allergic-type reactions after taking
aspirin or other NSAIDs. Severe, rarely fatal, anaphylactic reactions to ketoprofen have been reported in such patients.
Keloprofen is contraindicated for the treatment of peri-operative pain in the selting of coronary artery bypass graft (CABG)

Is not ussd rm children less than 12 years
Cardiovascular Risk
“NSAIDs may cause an increased risk of serious cardiovascular thrombotic events, myocardial infarction (MI), and stroke, which
can be fatal. This risk may increase with duration of use. Patients with cardiovascular disease or risk factors for cardiovascular
disease may be al greater risk

etolgin® is contraindicated for the treatment of peri-operative pain in the setting of coronary artery bypass graft (CABG)
surgery.
Gastrointestinal Risk
« NSAIDs cause an increased risk of serious g,mm‘memml adverse events including bleeding, ulceration, and perforation of
the stomach or intestines, which can be fatal. Thes occur at any time during use and withoul warning symptoms.
Elderly palentsar t greater tisk for serious gawmmeqmal (GI) events.
Hyj
Nsxfnc can lead to onset of new hypertension or worsening of pre-existing hypertension, cither of which may contribute to
the increased incidence of CV events. Patients taking thiazides or loop diuretics may have impaired response to these therapies
when taking NSAIDs. NSAIDs, including Ketolgin, should be used with caution in patients with hypertension. Blood pressure
(BP) should be monitored closely during the initiation of NSAID treatment and throughout the course of therapy.
Congestive Heart Failure and Edema
Fluid retention and edema have been observed in some patients taking NSAIDs. Peripheral edema has been observed in
approximately 20 of patients taking ketoprofen. Ketolgin® should be used with caution in patients with fluid retention or
hear failure.
Renal Effects
Long-term administration of NSAIDs has resulted in renal papillary necrosis and other renal injury. Renal toxicity has also been
seon in patients in whom renal prostaglandins have @ compensatory role in the mainienance of renal perfusion. In these
patient of a nonsteroidal drug may cause a dose-dep reduction in
(ormahon and, secondarily, in renal blood flow, which may precipitate overt renal dk(umpu!sdlmn Patients al greater risk of
this reaction are those with impaired renal function, heart failure, iver dysfunction, those taking diuretics and ACE inhibitors,
and the elderly. Dicontinuaton of NSAID therapy is usually followed by recovery 1o the prelreatment sate.
Advanced Renal Di
Ro informalion is saiabe from conroled clinical studics regarding the use of Ketoprofen in patients with advanced renal
disease. Therefore, treatment with Ketolgin® is not recommended in these patients with advanced renal disease. If Ketolgin
therapy must be initated, close monitoring of the patient's renal function is advisable.
Anaphylactoid Reactions
As with other NSAIDs, anaphylactoid reactions may occur in patients without known prior exposure to Ketoprofen. Ketolgin™
should not be given to patients with the aspirin triad. This symptom complex typically occurs in asthmatic patients who
experience rhinitis with or without nasal polyps, or who exhibit severe, potentially fatal bronchospasm after taking asp
other NSAIDSs. Emergency help should be sought in cases where an anaphylactoid reaction occurs.
Skin Reaction:
NSAIDS, un]udmg Keloprofen, can cause serious skin adverse events such as exfoliative dermalits, Stevens-Johnson Syndrome
(5J5), and tosic epidermal necrolysis (TEN), which can be fatal. These serious events may occur without warning Patients
should be informed about the signs and symptoms of serious skin manifestations and use of the drug should be discontinued
at the first appearance of skin rash or any other sign of hypersensitivity
Pregnancy
In late pregnancy, as with other NSAIDs, Ketoprofen should be avoided because they may cause premature closure of the
ductus arteriosus.
PRECAUTIONS
General
Keloprofen cannol be expected to substitule for corticosteroids or (o treat corlicosteroid insufficiency. Abrupt discontinuation
of corticosteroids may lead to discase exacerbation. Patients on prolonged corticosteroid therapy should have their therapy
tapered slowly if a decision is made to discontinue corticosteroids.
If steroid dosage is reduced or eliminated during therapy, it should be reduced slowly and the patients observed closely for any
evidence ofadverse effects, including adrenal insufficiency and exacerbation of symptoms of arthrits.
The pharmacological activity of Ketoprofen in reducing fever and inflammation may diminish the utiity of these diagnostic
signs in detecting complications of presumed noninfectious, painful conditions.
Keloprofen and other nonsteroidal anti-inflammatory drugs cause nephritis in mice and rats associated with chronic
adminisiration. Rare cases of intersiitial nephriis or nephrotic syndrome have been reported in humans with ketoprofen since
ithas been marketed
A second form of renal toxicity has been seen in patients with conditions leading to a reduction in renal blood flow or blood
volume, where renal prostaglandins have a supportive role in the maintenance of renal blood flow. In these patients,
administration of a nonsteroidal anti-inflammatory drug results in a dose-dependent decrease in prostaglandin synthesis and,
secondarily,in renal blood flow which may precipitate overt renal failure. Patients at grealest risk of this reaction are those wilh
impaired renal function, heart failure, liver dysfunction, those taking diuretics, and the elderly. Discontinuation of nonsteroidal
anti-inflammatory drug therapy is typically followed by recovery to the pretreatment state
Since ketoprofen is primarily eliminated by the kidneys and its pharmacokinetics are altered by renal failure, patients with
significantly impaired renal function should be closely monitored, and a reduction of dosage should be anticipated to avoid
accumulation of keloprofen and or its metabolies.
Hepatic E
Borderline elevations of one or more liver tests may occur in up to 15% of patients laking NSAIDs including Ketoprofen. These
laboratory abnormalities may progress, may remain unchanged, or may be transient with continuing therapy. Notable
elevations of ALT or AST (approximately three or more times the upper limit of normal) have been reported in approximately
19 of patients in dlinical trials with NSAIDS. In addition, rare cases of severe hepaic reactions, including jaundice and fatal
fulminant hepatits, liver necrosis and hepatic failure, some of them with fatal oulcomes have been reported. A patient with

symploms andjor signs suggesting liver dysfunction, or in whom an abnormal liver test has occurred, should be evaluated for
evidence of the development of a more severe hepatic reaction while on therapy with Ketolgin® or any other NSAIDs. If
linical signs and symploms consistent with liver disease develop, or i systemic manifestations occur (e, eosinophilia rash,
elc), Ketolgin should be discontinued.
In patients with chronic liver disease wilh reduced serum albumin levels, ketoprofen's pharmacokinetics are altered (see. Such
patients should be closely monitored, and a reduction of dosage should be anticipated to avoid high blood levels of
ketoprofen and or its metabolites.
Hematological Effects
Anemia is sometimes seen in patients receiving NSAIDs, including Ketoprofen. This may be due to fluid retention, occult or
gross Gl blood loss, or an incompletely described effect upon eryhropoesis. Paients on long-term treatment with NSAIDs,
should have their hemoglobin or hemalocrit checked if they exhibit any signs or symptoms of anemia. NSAIDs inhibit platelet
aggregation and have been shown to prolong bieeding time in some patients. Unlike aspirin, their effect on platelet function is
quaniatively less, of shorter duration, and reversible. Patients receiving Ketoprofen who may be adversely affected by
alterations in platelet function, such as those with coagulation disorders or patients receiving anticoagulants, should be
carefully monitored
Preexisting Asthma: Patients with asthma may have aspirin-sensitive asthma. The use of aspirin in patients with
aspirin-sensitive asthma has been associated with severe bronchospasm which can be fatal. Since cross reactvity, including
bronchospasm, between aspirin and other nonsteroidal anti-inflammatory drugs has been reported in such aspirin-sensitive
patients, Ketoprofen should not be administered to patients with this form of aspirin sensitivity and should be used with
caution in patients with preexisting asthma.
Drug Interactions: The following drug interactions were studied with ketoprofen doses of 200 mg day. The possibility of
increased interaction should be kept in mind when Ketolgin dBSL‘S greater than 50 mg as a single dose or 200 my
Keloprfen pordayare used concomizey il ighy bound drugs
ors: Reports suggest that NSAIDs may diminish \ he anhhypcncnsl\c effect of ACE-inhibitors. This interaction
slmmd be given consideration in patients taking NSAIDs concomitantly with ACE-inhibitors.

tacids: Concomitant adminisiration of magnesium hydroxide and aluminum hydroxide does not interfere with the rate
or extent of the absorption of ketoprofen administered.
5. Aspirin: Keloprofen does not alter aspirin absorption; however, however, as with other NSAIDs, concomitant
administration of ketoprofen and aspirin is not generally recommended because of the potential of increased adverse effects.
4. Diuretics: NSAIDs can reduce the natriuelic effect of furosemide and thiazides in some patients. Hydrochlorothiazide, given
concomitantly with ketoprofen, produces a reduction in urinary potassium and chloride excretion compared 1
ndrochorolbaride alone. Patienis aking dreticsar a a greate Tk of developing fenal e sccondan to @ dcrease in
renal blood flow caused by prostaglandin inhibition. During concomitant therapy with NSAIDs, the patient should be observed
rlme\v for ugm of renal failure, as well as to assure diuretic efficacy.

5. Digoxin: keloprofen did not alter the serum levels of digoxin.

ithium: NQ/\]D: have produced an elevation of plasma lithium levels and a reduction in renal lithium clearance. The mean
minimunm lithium concentration increased 15% and the renal clearance was decreased by approximately 20%. These effects
have been attributed to inhibition of renal prostaglandin synthesis by the NSAID. Thus, when NSAIDs and lithium are
administered concurrently, subjects should be observed carefully for signs of lithium toxcity.
7. Methotrexate: Keloprofen, like other NSAIDs, may cause changes in the elimination of methotrexate leading to elevated
serum levels of the drug and increased toxicity. NSAIDs have been reported to compelitively inhibit methotrexate accumulation
in abbit ey sies This may indicte that they could enhance the toicy of methotrxate. Cauton should be used hen
NS with
& Prabenecst; Pabenec eresss poth e and bowrd ketoprofen by reducing the plasma clearance of ketoprofen to
about one-third, as well as decreasing its protein binding, Therefore, the combination of ketoprofen and probenecid is not
recommende
9. Warfarin: The effects of warfarin and NSAIDs on GI bleeding are synergistic, such that users of both drugs together have a
tisk of serious GI bleeding higher than users of either drug alone. In a short-term controlled study in 14 normal volunteers,
ketoprofen did not significantly interfere with the effect of warfarin on prothrombin time. Bleeding from a number of sites may
be a complication of warfarin treatment and GI bleeding a complication of ketoprofen treatment. Because prostaglandins play
an important role in hemostasis and ketoprofen has an effect on platelet function as well, concurrent therapy with ketoprofen
and watarin requires ose morioring of pants on both rugs
Drug/Laboratory Test Interaction:
Effect on Blood Coagulation
Keloprofen Gecreases platlel achesion and aggregation. Therefore, it can prolong bleeding time by approximately 3 to 4
minutes from baseline values. There is no significant change in platelet count, prothrombin time, partial thromboplastin time,
or thrombin time.

Pregnancy
Teratogenic Effects: Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. Ketoprofen should be used in pregnancy only if the
potential beneiit justifies the potential sk to the fetus.
Nonteratogenic Effects
Because of the known effects of nonsteroidal drugs on the fetal
aroriosus),use during pregancy (partculry e pregnancy) should be aveided
Labor and Delive
The effects of k:tcprefcn on labor and delivery in pregnant women are unknown. Because of the known effects of
prostaglandin-inhibiling drugs on the feal cardiovascular system (dosure of ductus arteriosus), use of ketoprofen during late
pregnancy should be av

system (closure of duclus

ers
Itis not known whether this drug s excreted in human milk. Data on secretion in human milk after ingestion of ketoprofen do
not exist. Upon administration to lactating dogs, the milk concentration of ketoprofen was found to be 4 to 5% of the plasma
drug level. As with other drugs that are excreted in milk, ketoprofen is not recommended for use in nursing mothers

Pediatric Use

Samy and @ﬂe{hvenew in pediatric patients blow the age of 18 have not been established.

Ger

Ao with any Nwm caution should be exercised in treating the elderly (65 years and older). In pharmacokinetic studies,
Ketoprofn clerance s educed n older patents, compared withyounger paints. Pk keloprofen concentatons and free

drug AUC were increased in older patients. The glucuronide conjugate of ketoprofen, which can serve as a potential reservoir
for the parent drug, is known to be substantially excreted by the kidney. Because elderly patients are more likely to have
decreased renal function, care should be taken in dose selection. It is recommended thal the initial dosage of ketoprofen
should be reduced for patients over 75 years of age and it may be useful to monitor renal function. In addition, the risk of toxic
reactions to this drug may be greater in patients with impaired renal function. Elderly patients may be more sensitive to the
antiprostaglandin effects of NSAIDS (on the gastrointestinal tract and kidneys) than younger patients. In particula, elderly or
debilitated patients who receive NSAID therapy scem to tolerate gastrointestinal ulceration or bleeding less well than other
individuals, and most spontaneous reports of fatal Gl events are in this populalion. Therefore, caution should be exercised in
teaing the cldry and hen ndidualzing thei dosage,exta car should befken hen inreasing the dose

se Reaction:

finor side_effects symploms were more common than lower
gxqmmlniunzl ymploms. The ncidence of peptic ulceration in palints on NSAIDS is dependent on many risk facors
including age, sex, smoking alcohol use, diet, siress, concomitant drugs such as aspirin and corlicosteroids, as wel as the dose
and duration of treatment with NSAIDs. Gastrointestinal reactions were followed in frequency by central nervous system side
i, such as hadache,dirzines, or drowsiness. The incdence of some arse reachons Appearsto be dowe rlaled. Rare
adverse reactions (incidence less than 1%) were collected from one or more of the following sources: foreign reports to
merclurers and reglloy agences publctions U cincal wial ancar S postarkelng spontaneoseeports
Rea sted below under body system, then by incidence or number of cases in decreasing incidence.
Incdence Greate than 1% (Probable Caueal Relationship)
Digestive: Dyspepsia (11%):Nausea, abdominal pain, diarrhea, constipation, latulence, anorexia, vomiting, stomatits.
Nervous System: Headache, dizziness, CNS inhibition (ic., pooled reports of somnolence, malaise, depression, elc) or
excitation (ie, insomnia, nervousness, dreams, efc).
Special Senses: Tinnitus, visual disturbance.
skin and Appendages: Rash
Urogenital: Impairment of renal function (edema, m(mascd BUN), signs or symptoms of urinary-tract irrtation.
Incidence Less than 1% (Probable Causal Relationship)
Body as a Whole: Chill, facial edema, infection, pmn, ullcrgl( reaction, anaphylaxis.
Cardiovascular: Hypertension, palpitation, tachycardia, congestive heart failure, peripheral vascular disease, vasodilatation.
Digestive: Appelite increased, dry mouth, eructation, gastrits, rectal hemorrhage, melena, fecal occult blood, salivation, peptic
ulcer, gastrointestinal perforation, hematemesis, intestinal ulceration, hepatic dysfunction, hepatitis, cholestatic. hepatitis,
jaundice.
mic: Hypocoagulability, agranulocytosis, anemia, hemolysis, purpura, thrombocytopenia.
Melabolic and Nutritional: Thirst, weight gain, weight loss, hyponairemia
Musculoskeletal: Myalgia
Nervous System: Amnesia, confusion, impotence, migraine, paresthesia, verligo.
Respiratory: Dyspnea, hemoplysis, epistaxis, pharyngits, hinitis, bronchospasm, laryngeal ede
Skin and Appendages: Alopecia, eczema, prurilus, purpuric rash, swealing, urticaria, hullnm rash, exfoliativedermatits,
photosensitty, skin discoloration, onycholysis, toxic epidermal necrolysis, erythema multforme, Stevens-Johnson syndrome:
Specal Senses: Conjuncinit, conjancivits sicc, eye pain. hearing imparment, retinal hemorthage and pigmentaion chan,
taste perversion
1: Menometrorrhagia, hematuria, renal failure, intersiitial nephritis, nephrotic syndrome.
Incidence Less than 19 (Causal Relationship Unknown)
The following rare adverse reactions, whose causal relationship to ketoprofen is uncertain, are being listed to serve as alerting
information o the physician.
Body as a Whole: Septicemia, shock.
Cardiovascular: Arrhylhmias, myocardial infarction.
Digestive: Buccal necrosis, ulcerative colitis, microvesicular steatosis, pancreatits.
Endocrine: Diabeltes melltus (aggravated).
Nervous System: Dysphoria, hallucination, libido disturbance, nightmares, personality disorder, aseptic meningits.
Urogenital: Acute tubulopathy, gynecomastia
Overdosage
Signs and symptoms following acute NSAID overdose are usually fimited to lethargy, drowsiness, nausea, vomiting, and
epigastric pain, which are generally reversible with supportive care. Respiratory depression, coma, or convulsions have
occorred feowing large Ketoprolen overdoscs. Castronieatina bicoding hypolension, hypericnsion, or acute rena falure
may occur, but are rare
Fatients should be managed by symptomatic and supportive care following an NSAID overdose. There are no specific
antidotes. Gut decontamination may be indicated in patients with symptoms seen within 4 hours (longer for sustained-release
products) or following a large overdose (5 to 10 times the usual dose). This should be accomplished via emesis and or
activated charcoal (60 1o 100°g in adults, 1 to 2 g:kg in children) with a saline cathartic or sorbitol added to the first dose.
Forced diuresis, alkal of the urine, would probably not be useful due to ketoprofen's
high protein bindin
Dosage and Administratios
Lmdul]v consider the polcnﬂa\ benelits and risks of Ketolgin® and other treatment options before deciding lo use Ketolgin®.
Use the lowest effective dose for the shortest duration consistent with individual patient treatment goals.
After Dbscmng the response to initial therapy with Ketolgin, the dose and frequency should be adjusted to suit an individual
patient’
¥ minor i sfecs appear, they may disappear at a lower dose which may stil have an adequate therapeutic effect. If well
tolerated bul not optimaly effective, the dosage may be increased. Individual patients may show a belter response Lo 300 my
of Ketoprofen daily as comparcd to 200 mg, They did, however, show an increased frequency of upper- and lower-Gl distress
and headaches. It is of interest that women also had an increased frequency of these adverse effects compared to men. When
trealing patients with 300 mg day, the physician should observe sufcient increased clinical benefit o offset potential increased
risk.

In patients with mildly impaired renal function, the maximum recommended total daiy dose of Ketolgin® is 150 mg. In
patients with a more severe renal impairment (GFR less than 25 mLimin;1.75 m2 or endstage renal impairment), the maximum
total daily dose of Ketolgin should not exceed 100 my

In elderly patients, renal function may be reduced with apparently normal serum creatinine and‘or BUN levels. Therefore, it is
recommended tha the initial dosage of Ketolgin should be reduced for patients over 75 years of age.

It is recommended that for patients with impaired liver function and serum albumin concentration less than 5.5 gidL, the
maximun initial total daily dose of Ketolgin should be 100 mg. All patients with metabolic impairment, particularly those with
both hypoalbuminemia and reduced renal fuction, may have increased levels offree (biologically active) ketoprofen and should
be dosely monitored. The dosage may be increased to the range recommended for the general population, if necessary, only
after good individual tolerance has been ascertained.

Because hypoalbuminemia and reduced renal function both increase the fraction of free drug (biologically active form),
patients who have both conditions may be at greater risk of adverse effects. Therefore, i is recommended thal such patients
also be started on lower doses of Ketolgin and losely monitored

Rheumatoid Arthritis and Osteoarthritis

The recommended starting dose of ketoprofen in otherwise healthy patients is 75 mg three times or 50 mg four times a day,
o Ketolgi mg, administered once a day. Smaller doses of Ketoprofen should be utilized initially in small individuals
orin debiltated or elderly patients. The recommended maximum daly dose of ketoprofen is 500 mg day.

Dosages higher than 300 mgiday are not recommended because they have not been studied.

Management of Pain and Dysmenorrhea

The usual dose of Ketolgi (0 50 mg every 6 to 8 hours
asnecesary, A malle dose shoud b uhhzed WHMdH‘{ ol mammuh in debiliated or eldsrly patients, or in paients with
renal or liver discase. A larger dose may the patient's response to a previous dose was less than satisfactory, but
oses above 75 i have ot been shown (0 gvve et analgesia. Daily doses above 300 mg are not recommended because
they have not been adequately studied. Because of ts typical nonsteroidal anti-inflammatory drug-side-effect profile, including
as its principal adverse effect Gl side effects, higher doses of Kelolgin should be used with caution and patients receiving them
observed carefull

Ketolgin® SR is not recommended for use in treating acute pain because of its extended-release characterisics

How Supplied

Ketolgin® (ketoprofen) tablets:

Strips of 10 tablets (25 mg 50 mg) in packs of 1,2 or 3 strips.

Ketolgin® (ketoprofen) SR capsules:

Strips of 10 capsules (200 mg) in packs of T strip

Keep tightly closed.

Storage:

Store at temperature not exceeding 30 °C, in a dry place

Keep all medicaments out of reach of children

( ’ Product of:

AMOUN PHARMACEUTICAL Co.
El-Obour City, Al Qalyubia, Egypt.
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