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Diclofenac-Najo E.R. 100

E.R.Tablet

Diclofenac E.R.

Each scored F.C. tablet of Diclofenac -Najo
E.R. 100 ® contains: Diclofenac E.R.100 mg
CATEGORY

Analgesic, Nonopioid; Nonsteroidal Anti-inflam-
matory Drug (NSAID); Oral

MECHANISM OF ACTION

Reversibly inhibits cyclooxygenase-1 and 2
(COX-1 and 2) enzymes, which results in
decreased formation of prostaglandin precursors;
analgesic, and anti-inflammatory properties.
Other proposed mechanisms not fully elucidated,
include inhibiting chemotaxis, altering lymphocyte
activity, inhibiting neutrophil aggregation/activa-
tion, and decreasing

proinflammatory cytokine levels.

INDICATIONS

Ankylosing spondylitis: Acute or long-term use
in the relief of signs and symptoms of ankylosing
spondylitis.

Osteoarthritis: Relief of signs and symptoms of
osteoarthritis.

Rheumatoid arthritis: Relief of signs and
symptoms of rheumatoid arthritis.
Dysmenorrhea: Treatment of primary dysmenor-
rhea.

PRECAUTIONS TO CONSIDER

Concerns related to adverse effects:

* Anaphylactoid reactions: Even in patients
without prior exposure anaphylactoid reactions
may occur; patients with "aspirin triad" (bronchial
asthma,aspirin intolerance, rhinitis) may be at
increased risk. Contraindicated in patients who

experience bronchospasm, asthma, rhinitis, or
urticaria with nonsteroidal anti-inflammatory drug
(NSAID) or aspirin therapy.

« Cardiovascular events: Relative risk appears to
be similar in those with and without known
cardiovascular disease or risk factors for
cardiovascular disease; however, absolute
incidence of serious cardiovascular thrombotic
events (which may occur early during treatment)
was higher in patients with known cardiovascular
disease or risk factors and in those receiving
higher doses. New-onset hypertension or exacer-
bation of hypertension may occur (NSAIDs may
also impair response to ACE inhibitors, thiazide
diuretics, or loop diuretics); may contribute to
cardiovascular events; monitor blood pressure;
use with caution in patients with hypertension.
May cause sodium and fluid retention; use with
caution in patients with edema. Avoid use in heart
failure. Avoid use in patients with recent Ml unless
benefits outweigh risk of cardiovascular thrombot-
ic events. Use the lowest effective dose for the
shortest duration of time, consistent with individual
patient goals, to reduce risk of cardiovascular
events; alternate therapies should be considered
for patients at high risk.

* CNS effects: May cause drowsiness, dizziness,
blurred vision, and other neurologic effects which
may impair physical or mental abilities; patients
must be cautioned about performing tasks which
require mental alertness (eg, operating machinery
or driving). Discontinue use with blurred or
diminished vision and perform ophthalmologic
exam. Periodically evaluate vision in all patients
receiving long term therapy.

* Drug reaction with eosinophilia and systemic
symptoms: Potentially serious, sometimes fatal,
drug reaction with eosinophilia and systemic

symptoms(DRESS), also known as multiorgan
hypersensitivity reactions, has been reported with
NSAIDs. Monitor for signs and symptoms (eg,
fever, rash, lymphadenopathy, eosinophilia) in
association with other organ system involvement
(eg, hepatitis, nephritis, hematological abnormali-
ties,myocarditis, myositis). Early symptoms of
hypersensitivity reaction (eg, lymphadenopathy,
fever) may occur without rash; discontinue therapy
and further evaluate if DRESS is suspected.

* Gl events: Avoid use in patients with active Gl
bleeding. In patients with a history of acute lower
Gl bleeding, avoid use of non-aspirin NSAIDs,
especially if due to angioectasia or diverticulosis.
Use caution with a history of Gl ulcers, concurrent
therapy known to increase the risk of Gl bleeding
(eg, aspirin, anticoagulants and/or corticosteroids,
selective serotonin reuptake inhibitors), advanced
hepatic disease, coagulopathy, smoking, use of
alcohol, or in elderly or debilitated patients. Use
the lowest effective dose for the shortest duration
of time, consistent with individual patient goals, to
reduce risk of Gl adverse events; alternate
therapies should be considered for patients at high
risk. When used concomitantly with aspirin, a
substantial increase in the risk of gastrointestinal
complications (eg, ulcer) occurs; concomitant
gastroprotective therapy (eg, proton pump
inhibitors) is recommended.

* Hematologic effects: Platelet adhesion and
aggregation may be decreased; may prolong
bleeding time; patients with coagulation disorders
or who are receiving anticoagulants should be
monitored closely. Anemia may occur; patients on
long-term NSAID therapy should be monitored for
anemia. Rarely, NSAID use has been associated
with potentially severe blood dyscrasias (eg,
agranulocytosis, thrombocytopenia,  aplastic

anemia).

* Hepatic effects: Transaminase elevations have
been reported with use; closely monitor patients
with any abnormal LFT. Rare, sometimes fatal
severe hepatic reactions (eg, fulminant hepatitis,
hepatic necrosis, hepatic failure) have occurred
with NSAID use; discontinue immediately if clinical
signs or symptoms of liver disease develop or if
systemic manifestations occur.

* Renal effects: NSAID use may compromise
existing renal function; dose-dependent decreas-
es in prostaglandin synthesis may result from
NSAID use, reducing renal blood flow which may
cause renal decompensation (usually reversible).
Patients with impaired renal function, dehydration,
hypovolemia, heart failure, hepatic impairment,
those taking diuretics and ACE inhibitors, and
elderly patients are at greater risk of renal toxicity.
Rehydrate patient before starting therapy; monitor
renal function closely. Long-term NSAID use may
result in renal papillary necrosis and other renal
injury.

« Skin reactions/hypersensitivity: NSAIDs may
cause serious skin adverse events (sometimes
fatal), including exfoliative dermatitis, fixed drug
eruption (including generalized bullous fixed drug
eruption), Stevens-Johnson syndrome, and toxic
epidermal necrolysis; may occur without warning
discontinue use at first sign of skin rash (or any
other hypersensitivity).

Disease-related concerns:

* Aseptic meningitis: May increase the risk of
aseptic meningitis (rarely), especially in patients
with systemic lupus erythematosus (SLE) and
mixed connective tissue disorders.

¢ Asthma: Contraindicated in patients with
aspirin-sensitive asthma; severe, potentially fatal
bronchospasm may occur. Use caution in patients

with other forms of asthma.

* Bariatric surgery: Gastric ulceration: Avoid
chronic use of oral nonselective NSAIDs after
bariatric surgery; development of anastomotic
ulcerations/perforations may occur. Short-term
use of celecoxib or IV ketorolac are recommended
as part of a multimodal pain management strategy
for postoperative pain.

 Coronary artery bypass graft surgery: Risk of
MI and stroke may be increased with use following
CABG surgery.

¢ Hepatic impairment: Use with caution in
patients with hepatic impairment; reduced doses
may be required due to extensive hepatic metabo-
lism. Patients with advanced hepatic disease are
at an increased risk of Gl bleeding and kidney
failure with NSAIDs.

* Renal impairment: Avoid use in patients with
advanced renal disease; discontinue use with
persistent or worsening abnormal renal function
tests.

Special populations:

Older adult: Older adult patients are at greater
risk for serious Gl, cardiovascular, and/or renal
adverse events.

Pregnancy: The use of nonsteroidal anti-inflam-
matory drugs (NSAIDs) close to conception may
be associated with an increased risk of miscar-
riage due to cyclooxygenase-2 inhibition interfer-
ing with implantation.

Birth defects have been observed following in
utero NSAID exposure in some studies; however,
data are conflicting. Nonteratogenic effects,
including prenatal constriction of the ductus
arteriosus, persistent pulmonary hypertension of
the newborn, oligohydramnios, necrotizing
enterocolitis, renal dysfunction or failure, and
intracranial hemorrhage, have been observed in
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the fetus/neonate following in utero NSAID
exposure.
Maternal NSAID use may cause fetal renal
dysfunction leading to oligohydramnios. Although
rare, this may occur as early as 20 weeks'
gestation and is more likely to occur with
prolonged maternal use. Oligohydramnios may be
reversible following discontinuation of the NSAID.
In addition, nonclosure of the ductus arteriosus
postnatally may occur and be resistant to medical
management.
Maternal use of NSAIDs should be avoided
beginning at 20 weeks' gestation. If NSAID use is
necessary between 20 and 30 weeks' gestation,
limit use to the lowest effective dose and shortest
duration possible; consider ultrasound monitoring
of amniotic fluid if treatment extends beyond 48
hours and discontinue the NSAID if oligohydram-
nios is found. Because NSAIDs may cause
premature closure of the ductus arteriosus,
prescribing information for diclofenac specifically
states useshould be avoided starting at 30 weeks'
gestation.
Based on available information, NSAIDs can be
continued during the first 2 trimesters of pregnan-
cy in patients with rheumatic and musculoskeletal
diseases; use in the third trimester is not
recommended.
Breastfeeding: The recommends that the
decision to breastfeed during therapy consider the
risk of infant exposure, the benefits of breastfeed-
ing to the infant, and benefits of treatment to the

mother. Maternal use of NSAIDs should be
avoided if the breastfeeding infant has platelet
dysfunction, thrombocytopenia, or a ductal-depen-
dent cardiac lesion.

Other warnings/precautions:

« Surgical/dental procedures: Withhold for at
least 4 to 6 half-lives prior to surgical or dental
procedures.

INTERACTIONS

Drug

Increase digoxin plasma concentrations.
Decrease effects of antidiabetic agents or insulin.
MEDICAL CONSIDERATION

Warning

Serious cardiovascular thrombotic events:
Nonsteroidal anti-inflammatory drugs (NSAIDs)
cause an increased risk of serious cardiovascular
thrombotic events, including myocardial infarction
(MI) and stroke, which can be fatal. This risk may
occur early in treatment and may increase with
duration of use.

Diclofenac is contraindicated during the periopera-
tive setting of coronary artery bypass graft (CABG)
surgery.

Serious gastrointestinal bleeding, ulceration,
and perforation:

NSAIDs cause an increased risk of serious
gastrointestinal (Gl) 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/or Gl bleeding are at greater risk for serious
Gl events.

CONTRAINDICATIONS

Hypersensitivity to diclofenac (eg, anaphylactic
reactions, serious skin reactions) or any compo-

nent of the formulation; history of asthma,
urticaria, or other allergic-type reactions after
taking aspirin or other nonsteroidal anti-inflamma-
tory drugs; use in the setting of coronary artery
bypass graft surgery.

Severe uncontrolled heart failure; active
gastric/duodenal/pep tic ulcer; active Gl bleed or
perforation, regional ulcer or enteritis, gastritis,
ulcerative colitis, or recurrent ulceration; cerebro-
vascular bleeding or other bleeding disorders;
inflammatory bowel disease; severe hepatic
impairment; active hepatic disease; severe renal
impairment (CrCl <30 mL/minute) or deteriorating
renal disease; known hyperkalemia; breastfeed-
ing; pregnancy (third trimester).

SIDE EFFECTS

Those indicating need for medical attention
Signs of an allergic reaction: like rash, hives,
itching, red, swollen, blistered, or peeling skin with
or without fever, wheezing, tightness in the chest
or throat, trouble breathing, swallowing, or talking;
unusual hoarseness, or swelling of the mouth,
face, lips, tongue, or throat.

Signs of bleeding: like throwing up or coughing
up blood, vomit that looks like coffee grounds;
blood in the urine, black, red, or tarry stools,
bleeding from the gums, abnormal vaginal
bleeding, bruises without a cause or that get
bigger, or bleeding you cannot stop.

Signs of kidney problems: like unable to pass
urine, change in how much urine is passed, blood
in the urine, or a big weight gain.

Signs of high blood pressure: like very bad
headache or dizziness, passing out, or change in
eyesight. Shortness of breath, a big weight gain,
or swelling in the arms or legs.

Chest pain or pressure or a fast heartbeat.
Weakness on one side of the body, trouble

speaking or thinking, change in balance, drooping
on one side of the face, or blurred eyesight.
Feeling very tired or weak.

Liver problems: like dark urine, tiredness,
decreased appetite, upset stomach or stomach
pain, light-colored stools, throwing up, or yellow
skin or eyes.

Severe skin reactions may happen with this drug.
These include Stevens-Johnson syndrome (SJS),
toxic epidermal necrolysis (TEN), and other
serious reactions.

Sometimes, body organs may also be affected.
These reactions can be deadly. Get medical help
right away if you have signs like red, swollen,
blistered, or peeling skin, red or irritated eyes,
sores in your mouth, throat, nose, eyes, genitals,
or any areas of skin, fever, chills, body aches,
shortness of breath, or swollen glands.

Those indicating need for medical attention
only if they continue or are bothersome

« Constipation, diarrhea, stomach pain, upset
stomach, or throwing up.

* Heartburn and Gas.

« Headache, Feeling dizzy or sleepy.

 Sweating a lot.

« Signs of a common cold.

DOSAGE AND DIRECTION

Adult Dosing:

Ankylosing spondylitis: 100 to 150 mg/day
(once daily) maximum dose: 150 mg/day.
Osteoarthritis: 100 to 150 mg/day (once daily)
maximum dose: 150 mg/day.

Rheumatoid arthritis: 100 mg/day ( once or twice
daily); if needed, may increase to a maximum
dose of 200 mg/day in divided.

Dysmenorrhea: 150 mg/day. may administer 75
to 100 mg as an initial loading dose followed by a
maintenance dose; maximum dose (after day 1):

150 mg/day. Begin at menses onset or 1 to 2 days
prior to onset of menses for severe symptoms;
usual duration: 1 to 5 days.

Older adults: Unless alternative agents are
ineffective and a gastroprotective agent can be
administered, avoid short-term scheduled use in
combination with corticosteroids, anticoagulants,
or antiplatelet agents or chronic use with or
without medications that increase risk for
bleeding. Refer to adult dosing; initiate using
lowest recommended dose and frequency.
STORAGE

Store below 30°C. Protect from light and moisture.
Keep the medication out of reach of children.
PACKAGING

Each box containing of 30 of diclofenac-najo 100
extended-release.
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