— HAMAPHARMA/LEAF/Triosar Size (270 x 240 mm)
—(C28.12.2021/

ARTHROSIN

(film-coated delayed-release tablets)
Naproxen/Esomeprazole (375/20 ,500/20)mg

WARNING:

RISK OF SERIOUS AR AND EVENTS

Non-steroidal anti-inflammatory drugs (NSAIDs) cause an increased risk of serious
cardiovascular

thrombotic events, including myocardial infarction and stroke, which can be fatal. This risk may
occur early in treatment and may increase with duration of use.

This product is contraindicated in the setting of coronary artery bypass g raft (CABG) surgery.
NSAIDs, including naproxen, a component of This product, cause an increased risk of serious
gastrointestinal (GI) adverse events including bleeding, ulceration, and perforation of the
stomach or

intestines, which can be fatal. These events can occur at any time during use and without
warning symptoms. Elderly patients and patients with a prior history of peptic ulcer disease
and/o r GI bleeding are at greater risk for serious Gl events.

Composition & Excipients:
Each film-coated delayed-release tablet contains: 375 mg enteric coated
naproxe;\ and 20 mg esomeprazole (as esomeprazole magnesium trihydrate
22.3 mg
Or: 500 mg enteric coated naproxen and 20 mg esomeprazole (as esomepra-
zole magnesium trihydrate 22.3 mg).
Excipients:
The core: Naproxen, Triethyl citrate, Methacrylic acid copolymer dispersion,
Glyceryl monostearate, Magnesium stearate, Povidone, Croscarmellose sodi-
um, Propylene glycol, Colloidal silicon dioxide.
The coating film: Esomeprazole, Carnauba wax, Hypromellose, Methylpara-
ben, Polysorbate 80, Polydextrose, PEG, Propylparaben, Titanium dioxide.
Mechanism of Actio
consists of an immediate-release esomeprazole magnesium layer and an en-
teric-coated naproxen core. As a result, esomeprazole is released first in the
stomach, prior to the dissolution of naproxen in the small intestine.
Naproxen is a NSAID with analgesic and antipyretic properties.
Esomeprazole is a proton pump inhibitor that suppresses gastric acid secre-
tion by specific inhibition of the H+/K+-ATPase in the gastric parietal cell.
Pharmacokinetics: Naproxen is absorbed from the gastrointestinal tract with
an in vivo bioavailability of 95%. The peak plasma concentrations of naproxen
are reached on average 3 hours following the dose. Naproxen has a volume
of distribution of 0.16 L/kg. At therapeutic levels naproxen is greater than 99%
albumin-bound. Naproxen is extensively metabolized in the liver by the cy-
tochrome P450 system. The mean elimination half-life for naproxen is approxi-
mately 15 hours. The clearance of naproxen is 0.13 mL/min/kg. Approximately
95% of the naproxen from any dose is excreted in the urine.
Esomeprazole peak plasma concentration reached within on average, 0.43 to
1.2 hours. The apparent volume is approximately 16L. Esomeprazole is 97%
plasma protein bound. Esomeprazole is extensively metabolized in the liver
by CYP2C19 and CYP3A4. The mean elimination half-life of esomeprazole is
approximately 1 hour. Almost 80% of an oral dose of esomeprazole is excreted
as metabolites in the urine.
This product should be taken at least 30 minutes before the meal.
Indications: It is indicated for the relief of signs and symptoms of osteoarthri-
tis, rheumatoid arthritis and ankylosing spondylitis in adults, juvenile idiopathic
arthritis (JIA) in adolescent patients.
The esomeprazole magnesium component of ARTHROSIN is indicated to
decrease the risk of developing gastric ulcers in patients at risk of developing
NSAID-associated gastric ulcers.
Limitations of Use:
+Do not substitute ARTHROSIN with the single-ingredient products of naprox-
en and esomeprazole magnesium.
-ARTHROSIN is not recommended for initial treatment of acute pain because
the absorption of naproxen is delayed compared to absorption from other
naproxen-containing products.
«Controlled studies do not extend beyond 6 months
Contraindications: ARTHROSIN is contraindicated in the following patients:
*Known hypersensitivity (e.g., anaphylactic reactions and serious skin reac-
tions) to naproxen, esomeprazole magnesium, substituted benzimidazoles, or
to any components of the drug product, including omeprazole. Hypersensitiv-
ity reactions to esomeprazole may include anaphylaxis, anaphylactic shock,
angioedema, bronchospasm, acute interstitial nephritis, and urticaria.
+History of asthma, urticaria, or allergic-type reactions after taking aspirin or
other NSAIDs. Severe, sometimes fatal, anaphylactic reactions to NSAIDs
have been reported in such patients.
«In the setting of coronary artery bypass graft (CABG) surgery.
Proton pump inhibitors (PPIs), including esomeprazole magnesium, are con-
traindicated in patients receiving rilpivirine-containing products.
Side Effects: Gastritis, Diarrhea, Upper respiratory tract infection, Flatulence,
Headache, Urinary tract infection, Dysgeusia, Dizziness, Abdominal Pain Up-
per, Constipation, Peripheral edema.
In patients taking naproxen in clinical trials, the most frequent reported ad-
verse effects are:
heartburn, nausea, dyspepsia, stomatitis, drowsiness, lightheadedness, ver-
tigo, pruritus, skin eruptions, ecchymoses, sweating, purpura, tinnitus, visual
disturbances, hearing disturbances, palpitations, dyspnea, thirst, pancreatitis,
jaundice, melena, thrombocytopenia, agranulocytosis ,inability to concentrate
,skin rashes.
Warni gs & Precautlons

rdiov: lar Throm Event
Clinical trials of several COX 2 selective and nonselective NSAIDs of up to
three years duration have shown an increased risk of serious cardiovascu-
lar (CV) thrombotic events, including myocardial infarction (M), and stroke,
which can be fatal. Based on available data, it is unclear that the risk for CV
thrombotic events is similar for all NSAIDS. To minimize the potential risk for
an adverse CV event in NSAID-treated patients, use the lowest effective dose
for the shortest duration possible.
clinical trials of a COX-2 selective NSAID for the treatment of pain in the first
10-14 days following CABG surgery found an increased incidence of myocar-
dial infarction and stroke.
NSAIDs are contraindicated in the setting of CABG.
patients treated with NSAIDs in the post-MI period were at increased risk of
reinfarction, CV-related death, and all cause mortality beginning in the first
week of treatment.
Gastrointestinal Bleeding. Ulceration, and Perforation: NSAIDs, including
naproxen, can cause serious gastrointestinal (Gl) adverse events including in-
flammation, bleeding, ulceration, and perforation of the esophagus, stomach,
small intestine, or large intestine, which can be fatal. These serious adverse
events can occur at any time, with or without warning symptoms, in patients
treated with NSAIDs.
Hepatotoxicity: Elevations of ALT or AST (three or more times the upper limit of
the normal [ULN]) have been reported in approximately 1% of NSAID-treated
patients in clinical trials. In addition, rare, and sometimes fatal, cases of severe
hepatic injury, including jaundice and fatal fulminant hepatms liver necrosis,
and hepatic failure have been reported.
Elevations of ALT or AST (less than three times ULN) may occur in up to 15%
of patients treated with NSAIDs including naproxen. ARTHROSIN should be
avoided in patients with severe hepatic impairment.
Hypertension:
NSAIDs, including ARTHROSIN, can lead to new onset of hypertension or
worsening of pre-existing hypertension, either of which may contribute to the
increased incidence of CV events.
Patients taking angiotensin converting enzyme (ACE) inhibitors, thiazides
diuretics, or loop diuretics may have impaired response to these therapies

when taking NSAIDs.

Monitor blood pressure (BP) during the initiation of NSAID treatment and
throughout the course of therapy.

Heart Failure and Edema: NSAID use increased the risk of MI, hospitaliza-
tion for heart failure, and death. Additionally, fluid retention and ‘edema have
been observed in some patients treated with NSAIDs. Use of naproxen may
blunt the CV effects of several therapeutic agents used to treat these medical
conditions (e.g., diuretics, ACE inhibitors, or angiotensin receptor blockers.
Avoid the use of ARTHROSIN in patients with severe heart failure unless
the benefits are expected to outweigh the risk of worsening heart failure. If
ARTHROSIN is used in patients with severe heart failure, monitor patients for
signs and symptoms of worsening heart failure.

Renal Toxicity: Long-term administration of NSAIDs has resulted in renal pap-
illary necrosis and other renal injury. Renal toxicity has also been seen in
patients in whom renal prostaglandins have a compensatory role in the main-
tenance of renal perfusion. In these patients, administration of an NSAID may
cause a dose dependent reduction in prostaglandin formation and, second-
arily, in renal blood flow, which may precipitate overt renal decompensation.
Patients at greatest risk of this reaction are those with impaired renal function,
dehydration, hypovolemia, heart failure, liver dysfunction, those taking diu-
retics and ACE-inhibitors or ARBs, and the elderly. Discontinuation of NSAID
therapy was usually followed by recovery to the pretreatment state.

Correct volume status in dehydrated or hypovolemic patients prior to initiating
ARTHROSIN. Monitor renal function in patients with renal or hepatic impair-
ment, heart failure, dehydration, or hypovolemia during use of ARTHROSIN.
Avoid the use of ARTHROSIN in patients with advanced renal disease unless
the benefits are expected to outweigh the risk of worsening renal failure. If AR-
THROSIN is used in patients with advanced renal disease, monitor patients
for signs of worsening renal function.

Hyperkalemia: Increases in serum potassium concentration, including hyper-
kalemia, have been reported with use of NSAIDs, even in some patients with-
out renal impairment. In patients with normal renal function, these effects have
been attributed to a hyporeninemic-hypoaldosteronism state.

Anaphylactic Reactions: Naproxen has been associated with anaphylactic re-
actions in patients with and without known hypersensitivity to naproxen and in
patients with aspirin-sensitive asthma.

Exacerbation of Asthma Related to Aspirin Sensitivity: A subpopulation of
patients with asthma may have aspirin-sensitive asthma which may include
chronic rhinosinusitis complicated by nasal polyps; severe, potentially fatal
bronchospasm; and/or intolerance to aspirin and other NSAIDs. Because
cross-reactivity between aspirin and other NSAIDs has been reported in such
aspirin-sensitive patients, ARTHROSIN is contraindicated in patients with this
form of aspirin sensitivity. When ARTHROSIN is used in patients with preex-
isting asthma (without known aspirin sensitivity), monitor patients for changes
in the signs and symptoms of asthma.

Serious Skin Reactions: NSAIDs, including naproxen, can cause serious skin
adverse events such as exfoliative dermatitis,

Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN),
which can be fatal. These serious events may occur without warning. Inform
patients about the signs and symptoms of serious skin reactions, and to dis-
continue the use of ARTHROSIN at the first appearance of skin rash or any
other sign of hypersensitivity. ARTHROSIN is contraindicated in patients with
previous serious skln reactions to NSAIDs.

Premature f Fetal D Arteri :

Naproxen may cause premaiure closure of the fetal ductus arteriosus. Avoid
use of NSAIDs, including ARTHROSIN, in pregnant women starting at 30
weeks of gestation (third trimester).

Hematologic Toxicity: Anemia has occurred in NSAID-treated patients. This
may be due to occult or gross blood loss, fluid retention, or an incompletely
described effect on erythropoiesis. If a patient treated withARTHROSIN has
any signs or symptoms of anemia, monitor hemoglobin or hematocrit.
NSAIDs, including ARTHROSIN, may increase the risk of bleeding events.
Co-morbid conditions such as coagulation disorders or concomitant use of
warfarin and other anticoagulants, antiplatelet agents (e.g., aspirin), and
serotonin reuptake inhibitors (SSRIs) and serotonin norepinephrine reuptake
inhibitors

(SNRIs) may increase the risk. Monitor these patients for signs of bleeding.
Masking of Inflammation and Fever: The pharmacological activity of AR-
THROSIN in reducing inflammation, and possibly fever, may diminish the
utility of diagnostic signs in detecting infections.

Laboratory Monitoring: Because serious Gl bleeding, hepatotoxicity, and re-
nal injury can occur without warning symptoms or signs, consider monitor-
ing patients on long-term NSAID treatment with a CBC and chemistry profile
periodically.

Active Bleeding: When active and clinically significant bleeding from any
source occurs in patients receiving ARTHROSIN, the treatment should be
withdrawn.

Concomitant NSAID Use: ARTHROSIN contains naproxen as one of its active
ingredients. It should not be used with other naproxen containing

products since they all circulate in the plasma as the naproxen anion.

The concomitant use of ARTHROSIN with any dose of a non-aspirin NSAID
should be avoided due to the potential for increased risk of adverse reactions.
Presence of Gastric Malignancy: In adults, response to gastric symptoms with
ARTHROSIN does not preclude the presence of gastric malignancy. Consider
additional gastrointestinal follow-up and diagnostic testing in adult patients
who experience gastric symptoms during treatment with ARTHROSIN or have
a symptomatic relapse after completing treatment. In older patients, also con-
sider an endoscopy.

Acute Interstitial Nephritis: Acute interstitial nephritis has been observed in
patients taking PPIs includingARTHROSIN. Acute interstitial nephritis may
occur at any point during PPI therapy and is generally attributed to an idio-
pathic hypersensitivity reaction. Discontinue ARTHROSIN if acute interstitial
nephritis develops.

Clostridium _difficile-Associated Diarrhea: Published observational studies
suggest that proton pump inhibitor (PPI) therapy like ARTHROSIN may be
associated with an increased risk of Clostridium difficile associated diarrhea,
especially in hospitalized patients. This diagnosis should be considered for
diarrhea that does not improve. Patients should use the lowest dose and
shortest duration of PPI therapy appropriate to the condition being treated.
Bone Fracture: Several published observational studies suggest that PPI ther-
apy may be associated with an increased risk for osteoporosis-related frac-
tures of the hip, wrist, or spine. The risk of fracture was increased in patients
who received high-dose, defined as multiple daily doses, and long-term PPI
therapy (a year or longer). Patients should use the lowest dose and shortest
duration of PPI therapy appropriate to the condition being treated. This com-
bination (PPI/NSAID) is approved for use twice a day and does not allow for
administration of a lower daily dose of the PPI.

Cutaneous and Systemic Lupus Erythematosus Cutaneous lupus erythema-
tosus (CLE) and systemic lupus erythematosus (SLE) have been reported in
patients taking PPIs, including esomeprazole. These events have occurred
as both new onset and an exacerbation of existing autoimmune disease. The
majority of PPI-induced lupus erythematous cases were CLE.

The most common form of CLE reported in patients treated with PPIs was sub-
acute CLE (SCLE) and occurred within weeks to years after continuous drug
therapy in patients ranging from infants to the elderly. Generally, histological
findings were observed without organ involvement.

SLE is less commonly reported than CLE in patients receiving PPIs.

Interaction with Clopidogrel: Avoid concomitant use of esomeprazole with

clopidogrel. Clopidogrel is a prodrug. Inhibition of platelet aggregation by
clopidogrel is entirely due to an active metabolite.
The metabolism of clopidogrel to its active metabolite can be impaired by use
with concomitant medications, such as
esomeprazole, that inhibit CYP2C19 activity.
Cyanocobalamin (Vitamin B-12) Deficiency: Daily treatment with any ac-
id-suppressing medications over a long period of time (e.g., longer than 3
years) may lead to malabsorption of cyanocobalamin (vilamin B-12) caused
by hypo or achlorhydna
lal Hypomagnesemia, symptomatic and asymptomatic, has

been reponed rarely in patients treated with PPIs for at least three months,
in most cases after a year of therapy. Serious adverse events include tetany,
arrhythmias, and seizures. In most patients, treatment of hypomagnesemia
required magnesium replacement and discontinuation of the PPI.
For patients expected to be on prolonged treatment or who take PPIs with
medications such as digoxin or drugs that may cause hypomagnesemia (e.g.,
diuretics), health care professionals may consider monitoring magnesium lev-
els prior to initiation of PPI treatment and periodically.
Concomitant use of St. John’s Wort or Rifampin with ARTHROSIN Drugs that
induce CYP2C19 or CYP3A4 (such as St. John’s Wort or rifampin) can sub-
stantially decrease esomeprazole concentrations. Avoid concomitant use of
ARTHROSIN with St. John’s Wort or rifampin.
Interactions with Diagnostic Investigations for Neuroendocrine Tumors: Serum
chromogranin A (CgA) levels increase secondary to drug-induced decreases
in gastric acidity.
The increased CgA level may cause false positive results in diagnostic inves-
tigations for neuroendocrine tumors.
Concomitant Use of ARTHROSIN with Methotrexate: concomitant use of PPIs
with methotrexate (primarily at high dose) may elevate and prolong serum
levels of methotrexate and/or its metabolite, possibly leading to methotrexate
toxicities. In high-dose methotrexate administration a temporary withdrawal of
the PPI may be considered in some patients.
Fundic Gland Polyps: PPI use is associated with an increased risk of fundic
gland polyps that increases with long—term use,
especially beyond one year. Most PPI users who developed fundic gland pol-
yps were asymptomatic and fundic gland polyps were identified incidentally
on endoscopy.
Drug Interactions:
Naproxen:
Naproxen and anticoagulants such as warfarin have a synergistic effect on
bleeding. The concomitant use of naproxen and anticoagulants have in-
creased the risk of serious bleeding compared to the use of either drug alone.
concomitant use of drugs that interfere with serotonin reuptake and an NSAID
may potentiate the risk of bleeding more than an NSAID alone.
Esomeprazole Magnesium Increased INR and prothrombin time in patients
treated with PPIs, including esomeprazole, and warfarin concomitantly. In-
creases in INR and prothrombin time may lead to abnormal bleeding and
even death.
Monitor patients with concomitant use of ARTHROSIN with anticoagulants
(e.g., warfarin), antiplatelet agents (e.g., aspirin), selective serotonin reuptake
inhibitors (SSRiIs), and serotonin norepmephrme reuptake inhibitors (SNRIs)
for signs of bleeding .
Clopidogrel:
Avoid concomitant use of clopidogrel with ARTHROSIN.
Consider use of alternative anti-platelet therapy.
the concomitant use of an NSAID and aspirin was associated with a signif-
icantly increased incidence of Gl adverse reactions as compared to use of
the NSAID alone.
Concomitant use of ARTHROSIN and analgesic doses of aspirin is not gener-
ally recommended because of the increased risk of bleeding. ARTHROSIN is
not a substitute for low dose aspirin for cardiovascular protection.
NSAIDs may diminish the antihypertensive effect of angiotensin
converting enzyme (ACE) inhibitors, angiotensin receptor blockers (ARBs), or
beta-blockers (including propranolol).
In patients who are elderly, volume-depleted (including those on
diuretic therapy), or have renal |mpa|rment co-administration of an NSAID
with ACE inhibitors or ARBs may result in deterioration of renal function, in-
cluding possible acute renal failure. These effects are usually reversible.
NSAIDs reduced the natriuretic effect of loop diuretics (e.g.,)
furosemide) and thiazide diuretics in some patients. This effect has been at-
tributed to the NSAID inhibition of renal prostaglandin synthesis.
During concomitant use of ARTHROSIN with diuretics, observe patients for
signs of worsening renal function, in addition to assuring diuretic efficacy in-
cluding antihypertensive effects.
Decreased exposure of some antiretroviral drugs (e.qg., rilpivirine,
atazanavir, and nelfinavir) when used concomitantly with esomeprazole mag-
nesium may reduce antiviral effect and promote the development of drug
resistance.
Increased exposure of other antiretroviral drugs (e.g., saquinavir)
when used concomitantly with esomeprazole magnesium may increase tox-
icity.

|Ip|wr|ne»ggntam|ng products: Concomitant use with ARTHROSIN is Con-
traindicated.
Nelfinavir: Avoid concomitant use with ARTHROSIN.
lostazol: Increased exposure of cilostazol and one of its active metabolites
ydro-cilostazol) when coadministered with omeprazole magnesium.

(3,
Digoxin:
Naproxen:

The concomitant use of naproxen with digoxin has been reported to increase
the serum concentration and prolong the half-life of digoxin.

Esomeprazole Magnesium:

Potential for increased exposure of digoxin.

NSAIDs have produced elevations of plasma lithium levels and reductions in
renal lithium clearance.

Methotrexate:

Naproxen:

Concomitant use of NSAIDs and methotrexate may increase the risk for meth-
otrexate toxicity (e.g., neutropenia, thrombocytopenia, renal dysfunction).
Esomeprazole Magnesrum

Concomitant use of esomeprazole magnesium with methotrexate

(primarily at high dose) may elevate and prolong serum concentrations of
methotrexate and/or its metabolite hydroxymethotrexate, possibly leading to
methotrexate toxicities.

Cyclosporine:

Concomitant use of naproxen and cyclosporine may increase

cyclosporine’s nephrotoxicity.

During concomitant use of ARTHROSIN and cyclosporine, monitor patients
for signs of worsening renal function.

Tacrolimus

Concomitant use of esomeprazole magnesium and tacrolimus may increase
exposure of tacrolimus.

NSAIDs and Salicylates

Concomitant use of naproxen with other NSAIDs or salicylates (e.g., diflunisal,
salsalate) increases the risk of Gl toxicity, with little or no increase in efficacy.
The concomitant use of ARTHROSIN with other NSAIDs or salicylates is not
recommended.

Pemetrexed:

Concomitant use of ARTHROSIN and pemetrexed may increase the risk of

Qualitas
Certiication L. UK.
1SO 14001 : 2004

i 3 Quaitas 1
H Intormasional
? Cortiicaion Lid.UE
1S0 9001 : 2008 OHSAS 18001:2007

pemetrexed-associated myelosuppression, renal, and Gl toxicity.
Esomeprazole magnesium can reduce the absorption of other drugs due to its
effect on reducing intragastric acidity.
Mycophenolate mofetil (MMF): Co-administration of omeprazole, of which
esomeprazole magnesium is an enantiomer, in healthy subjects and in trans-
plant patients receiving MMF has been reported to reduce the exposure to the
active metabolite, mycophenolic acid (MPA), possibly due to a decrease in
MMF solubility at an increased gastric pH.
Use ARTHROSIN with caution in transplant patients receiving MMF.
Serum chromogranin A (CgA) levels increase secondary to PPI-induced de-
creases in gastric acidity. The increased CgA levels may cause false positive
results in diagnostic investigations for neuroendocrine tumors.
Temporarily stop ARTHROSIN treatment at least 14 days before assessing
CgA levels and consider repeating the test if initial CgA levels are high.
Diazepam:
Increased exposure of diazepam.
Monitor patients for increased sedation and adjust the dose of diazepam as
needed.
CYP2C19 or CYP3A4 Inducers
Decreased exposure of esomeprazole when used concomitantly with strong
inducers . St. John’s Wort, rifampin: Avoid concomitant use with ARTHROSIN,
CYP2C19 or CYP3A4 Inhibitors
Increased exposure of esomeprazole.
Voriconazole: Avoid concomitant use with ARTHROSIN.
Pregnancy:
Use of NSAIDs, including ARTHROSIN, during the third trimester of preg-
nancy increases the risk of premature closure of the fetal ductus arteriosus.
Avoid use of NSAIDs, including ARTHROSIN, in pregnant women starting
at 30 weeks of gestation (third trimester). There are no adequate and well
controlled studies of ARTHROSIN in pregnant women.
THIS PRODUCT contains naproxen and esomeprazole magnesium.
Lactation:
THIS PRODUCT is likely present in human milk. The developmental and
health benefits of breastfeeding should be considered along with the mother’s
clinical need.
Pediatric Use :
The safety and efficacy of ARTHROSIN has not been established in pediatric
patients younger than 18 years
Dosage & Administration: Use the lowest naproxen dose for the shortest
duration consistent with individual patient treatment goals. Carefully consider
the potential benefits and risks of ARTHROSIN and other treatment options
before deciding to use ARTHROSIN.
THIS PRODUCT does not allow for administration of a lower daily dose of es-
omeprazole magnesium. If a total daily dose of less than 40 mg esomeprazole
is more appropriate, a different treatment should be considered.
Swallow ARTHROSIN tablets whole with liquid. Do not split, chew, crush or
dissolve the tablet. Take ARTHROSIN at least 30 minutes before meals.
Patients should be instructed that if a dose is missed, it should be taken as
soon as possible.
However, if the next scheduled dose is due, the patient should not take the
missed dose, and should be instructed to take the next dose on time. Pa-
tients should be instructed not to take 2 doses at one time to make up for a
missed dose.
Antacids may be used while taking ARTHROSIN.
Recommended Dosage: Rheumatoid Arthritis, Osteoarthritis, and Ankylosing
Spondylitis: One tablet twice daily of either:375 mg naproxen/20 mg of esome-
prazole; or 500 mg naproxen/20 mg of esomeprazole.
Juvenile Idiopathic Arthritis in Adolescent Patients 12 Years of Age and Older
and Weighing at Least 38 kg: One tablet twice daily of: 375 mg naproxen/20
mg of esomeprazole.
Renal Impairment: Naproxen-containing products are not recommended for
use in patients with moderate or severe renal impairment (creatinine clear-
ance less than 30 mL/min).
Hepatic Impairment: Monitor patients with mild to moderate hepatic impair-
ment closely and consider a possible dose reduction based on the naproxen
component of ARTHROSIN.
ARTHROSIN should be avoided in patients with severe hepatic impairment.
Overdosage:
Overdosage of naproxen:
Symptoms following acute NSAID overdosages have been typically limited to
lethargy, drowsiness, nausea, vomiting, and epigastric pain, which have been
generally reversible with supportive care.
Gastrointestinal bleeding has occurred. Hypertension, acute renal failure, res-
piratory depression, and coma have occurred but were rare.
A few patients have experienced seizures, but it is not clear whether or not
these were drug-related.
Manage patients with symptomatic and supportive care following an NSAID
overdosage. There are no specific antidotes. Hemodialysis does not decrease
the plasma concentration of naproxen because of the high degree of its pro-
tein binding. Consider emesis and/or activated charcoal (60 to 100 grams in
adults, 1 to 2 grams per kg of body weight in pediatric patients) and/or osmot-
ic cathartic in symptomatic patients seen within four hours of ingestion or in
patients with a large overdosage (5 to 10 times the recommended dosage).
Forced diuresis, alkalinization of urine, hemodialysis, or hemoperfusion may
not be useful due to high protein binding.

ver f meprazole:
The major signs of acute toxicity were reduced motor activity, changes in res-
piratory frequency, tremor, ataxia, and intermittent clonic convulsions. Single
doses of 80 mg of esomeprazole were uneventful. Manifestations were varia-
ble, but included confusion, drowsiness, blurred vision, tachycardia, nausea,
diaphoresis, flushing, headache and dry mouth. No specific antidote for eso-
meprazole is known. Since esomeprazole is extensively protein bound, it is
not expected to be removed by dialysis. In the event of overdosage, treatment
should be symptomatic and supportive.
Storage conditions: store at room temperature, 20° - 25° C.
Packaging: 2 blisters, each contains 10 delayed-release film-coated tablets/
carton box.

TPP2102819 THIS IS A MEDICAMENT

— Amedicament is a product but uniike any other products.

A medicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you.

_ Follow strictly the doctor's prescription, the method of use and the instructions of the

pharmacist who sold the medicament. The doctor and the pharmacist are experts in

medicine, its benefits and risks.

Do not by yourself interrupt the period of treatment prescribed for you.

Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers)
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