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« 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

iy in treatment and may increase with duration

Diclofenac potassium for oral solution Is contraindicated in the setting of coronary
artery bypass graft (CABG) surgery (4, 5.1

f serious gastrointestinal (GI) adverse events
leeding, ulceration, and perforation of the stomach or intestines, which
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND
GASTROINTESTINAL EVENTS
Cardiovascular Thrombotic Events
« Nonsteroidal antrinflammatory drugs (NSAIDS) cause an increased risk of
serious cardiovascular thrombotic events, including myocardal infarction and
stroke, which can be fatal. This risk may occur early in treatment and may
increase with duration of use [see Warnings and Precautions (5.1)1.

« Diclofenac potassium for oral solution is contraindicated in the setting of

coronary artery bypass graft (CABG) surgery [see Contraindications (4) and
Warnings and Precautions (5.1))

Bleeding, Ukceration, and Perforation

« NSAIDs cause an increased risk of serious gastrointestinal (G) 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 [see
Warnings and Precautions (5.2)]

1 INDICATIONS & USAGE

Diclofenac potassium for oral
Solution is indicated for the acute treatment of migraine attacks with or without aura in aduls (18 years of age or older).

imitations of Use
D:Iofenac potassium for oral solution is not indicated for the prophylactic therapy of

+ T safety and effectiveness of dofenac potasskm fo oralsoktn fave not been
estabhshed Tor cluster headache, which & present n an oer, redominanty maie
populati

2 DOSAGE & ADMINISTRATION

2.1 Acute Treatment of Migraine

Administer one packet (50 mg) of diclofenac potassium for oral solution

for the acute treatment of migraine. Empty the contents of one packet into a cup

containing 1 to 2 ounces or 2 to 4 tablespoons (30 to 60 mL) of water, mix

well and drink immedately.

Do not use liquids other than water.

Taking diclofenac potassium for oral solution

with food may cause a reduction in effectiveness compared to taking diclofenac

potassium for oral solution on an empty stomach [see Clinical Pharmacology (12.3)]

Use the lowest effective dose for the shortest duration consistent with individual patient treatment goals. The safety and effectiveness of a second dose have not been established.

2.2 with Other of Diclofenac

Different formulations of oral diclfenac (e.g, diclofenac potassium for oral solution,

diclofenac sodkim enterc-coated tablts, dcofenac sodkim extencie

release tablets, or diclofenac potassium imm

release tablts] may not e bhequualent even  the milaram strenth s the same
. itis not possible to conver

dusmg from any other formulation of diclofenac to diclofenac potassium for oral

solution.

3 DOSAGE FORMS & STRENGTHS



Diclofenac potassium for oral solution, USP is avaiable in individual packets each
designed to deiiver a 50 mg dose when mixed in water.

4 CONTRAINDICATIONS

Diclofenac potassium for oral solution is contraindicated in the following patients:

« Known hypersensitivity (e.g., anaphylactic reactions and serious skin reactions) to
diclofenac or any components of the drug product [see Warnings and Precautions
(5.7,5.9)1

« History of asthma, urticaria, or other allergic-type reactions after taking aspirin or

other NSAIDs. Seere, sometimes fatal. anaphyiacti reactons (o NSAIDS have been

reported in such patients [see Warnings and Precautions (:

+ Inthe scttng of ceronary artery bypase araft (CABG) suraery (see Warnings and
Precautions (5.1)]

5 WARNINGS AND PRECAUTIONS.

5.1 Cardiovascular Thrombotic Events

Clinical trals of several COX-2 selective and nonselective NSAIDS of up to three years
duration

have shown an ncreased riskof serious cardovascular (CV) thrombotic events, inchuding myocarda farcton (M)

and stroke, which can be fatal. Based on avalable data, it is unclear that the risk for

thrombotic events is simiar for all NSAIDs. The relative increase in serious

thrombotic events over

baseline conferred by NSAID use appears to be simiar in those with and without known CV disease or risk factors for

CV disease. However, patients with known CV disease o risk factors had a higher

absolute incidence of excess serious CV thrombotic events, due to their increased

baselne rae. Some abservatonal tudles found that this ncreased rsk of serious CV

thrombotic events began as early as the first

o ettt T st OV thromaotie i hos been abserved most consistently at higher doses.

“To minimize the potentialrisk for an adverse CV event in NSAID-

treated patients, use the lowest effective dose for the shortest duration possible. Physicians and patients should remain alert for the development of such events, throughout the entire treatment course, even in the absence of previous CV symptoms.
Patients should be informed about the symptoms of serious CV events and the steps to take f they occur.

There is no consistent evidence that concurrent use of aspirin mitigates the increased

risk of serious CV thrombotic events associated with NSAID use. The concurrent use of

aspirin and an NSAID, such

as diclofenac, increases the risk of serious gastrointestinal (GI) events [see Warnings and Precautions (5.2))

‘Status Post Coronary Artery Bypass Graft (CABG) Surgery

Two large, controlled clinical trals 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 myocardial infarction and stroke. NSAIDs are contraindicated in the setting of CABG (see Contraindications (4)1.
Post-MI Patients
Observational studies conducted in the Danish National Registry have demonstrated that
patients treated with NSAIDs in the post-
I period were at increased risk of reinfarction, CV-reiated death, and al-cause mortaity
beginning in the first week of treatment. In this same cohort, the incidence of death in
the first year post-Mi was 20 per 100 person years in NSAID-treated patients compared
to 12 per 100 person years in non-NSAID exposed patients. Athough the absolute rate
of death dclined sombwnat after he fist yeor post.
MI the ncreased raatve rsk o deatn In NSAID users persisted over a east the next fou years of folow:

Avovd the use of diclofenac potassium for oral solution
n patients with a recent MI unless the benefits are expected to outweigh the

risk of recurrent CV thrombotic events. If diclofenac potassium for oral

Soliton & Used in patients Wk ecent M, monkor patents for sins of cardiac schemia

5.2 Gastrointestinal Bleeding, Ulceration, and Perforation
NSAIDs. cluding dicfenac, ouse serous gastrointestinal (G adverse events
bleedin

includin ion, ulceration, and perforation of the esophagus, stomach,
smal .mesme. or orge meeating, Wi Con bo oral. Toase Serous adueras events con
occur at any tine, weh or without warming symptors, in patients reatee wih NSAIDS,

Gy one n e patints who Cevelop 2 Serous upper G averse vent on NSAID
therapy is symptomatic. Upper Gl ulcers, gross bleeding, or perforation caused by
NSAIDS occurred in approximately 1% of patients treated for 3-6 months, and in about
2%-4% of patients treated for one year. However, even short- term NSAID therapy is
not without risk.

Risk Factors for Gl Bleeding. Ulceration. and Perforation

Patients with a prior history of peptic ulcer disease and/or Gl bleeding who used NSAIDS

ad a greater than 10-

fodincressed rsk for deveoping 2 G beed compared to patents wkhout these ik foctrs. Other foctors
that increase the risk for G g in patients treated with s include longer

duration of NSAIDtherapy. Concomeont vse ofora cortcosterad, aspirin,

anteoaguants, of Sekcte serotonin reuptake MhKors (SSRI); SOk use of

alcohol; older age; and poor general health status. Most postmarketing reports of fatal

Gl events occurred in elderly or debiitated patients. Addtionally,

patients with advanced liver disease andjor coagulopathy are at increased risk for Gl bieeding

Strategies to Minimize the GI Risk in NSAID-treated patients:

« Use the lowest effective dosage for the shortest possible duration.

« Avold administration of more than one NSAID at a time.

« Avoid use n patients at higher risk unless benefits are expected to outweigh the
mcreased risk of leecng, For igh sk patints, 2 wel s those with active i

onsider alternate therapies other

+ Remai sert forsans and symptoms of 6 ceraton and bleeding during NSAID

therapy.

© If a serious Gl adverse event is suspected, promptiy initiate evaluation and treatment,
and discontinue diclofenac potassium for oral solution untila serious Gl adverse
ntis ru
« In the setting of concomitant use of low-dose aspirin for cardiac prophylaxis, monitor
atients more closely for evidence of Gl bleeding [see Drug Interactions (7)1

5.3 Hepatotoxicity

Elevations of one or more Iiver tests may occur during therapy with diclofenac
potassium for oral solution. These laboratory abnormalties may progress, may persist,
or may only be transient with continued therapy. Borderiine elevations (kess than 3 times
the upper imit of the normal [ULN] range) or greater elevations

of transaminases occurred in about 15% of diclofenac-

treated patients, Of the markers of hepatic function,

ALT (SGPT) is recommended for the montoring of iver injury.

In clinical trals, meaningful elevations (i.e., more than 3 times the ULN) of AST (SGOT)

occurred in about 2% of approximately 5,700 patients at some time during treatment

(ALT was not measured in all studies). In an open-

label, controlled trial of 3,700 patients treated for 2

& months, patiens were monkored at & weels ond 1,200 ptients were mankared agah
at 24 weeks. Meaningful elevations of ALT and/or AST occurred in about 4% of the 3,700

atents and b marked dvetons (-5 times ins ULN) i about 1% o the 3700

patients. In this open-label study, a higher incidence of borderine (iess t

times the ULN), moderate (3-

8 times the ULN), and marked (>8 times the ULN) elevations of ALT or AST was

observed in patients receiving diclofenac when compared to other NSAIDs. Almost in before patients. [see Warnings and Precautions (5.15)].

Abnormal tests occurred during the first 2 months of therapy with diclofenac in 42 of the 51 patients in al triais
developed marked transaminase elevations, In postmarketing reports, cases of

drug-induced hepatotoxicity have been reported i the first month, and in some cases,

the first 2 months o

NSAID therapy, but can occur at any time during treatment with diclofenac

Postmarketing surveilance has reported cases of severe hepatic reactions, including

v
necrosis, jaundice, fulminant hepatitis with and without jaundice, and fiver faiure. Some of these reported cases resulted in fataities or iver transplantation

Inform patents of the warmng slgns and symptoms of hepatataxichy (6. na
fatigue, lthary. clarrhea, proffus, Jundie, FGnt dpper Guadrant tenderhese, and i
e symptom. I el Sgns o S mptoms consitent wh Iver deass deveiop, or
if systemic manifestations occur (e.g., eosinophill, rash, etc.), discontinue diclofenac
potassium for oral solution immediately, and perform a clinical evaluation of the patient.

‘To minimize the potential risk for an adverse iver-
related event in patients treated with diclofenac potassium for oral

Solution, use the lowest effective dose for the shortest duration possible. Exercise caution when prescribing diclofenac
potassium for ml oluton weh concomkant drugs tha are known to b potentialy

hepatotoxic (€.g., acetaminophen,

orbbiotee, aniEpieptes). Couion patients to avoid taking nonprescription acetamaphen-

containing products whie using diclofenac potassium for oral solutior

5.4 Hypertension
NSAIDs, ncluding dicfenac potassium for oralsokton.can ead o new anset o

hypertension or worsening of pre-existing hypertension, either of which may Comirbute
o the ncreased nciaence of Cu avents. Use NOAIDS, ncading decafense potossium for

oral
solution, with caution in patients with hypertension. Monitor blood pressure closely during the initiation of NSAID treatment and throughout the course of therapy.

Patients taking angiotensin converting enzyme (ACE) inhibitors, thiazides, or loop diuretics may have impaired response to these therapies when taking NSAIDs [see Drug Interactions (7).
5.5 Heart Failure and Edema

The Coxt and tradtionial NSAID Trialsts” Colabaraton meta-analyss of rendamized
controlied trials demonstrated an approximately twi

ol ncrease n hospialzations for heart faure n COX.-2 selectve- treated patents and
nonselective NSAID-treated patients compared to placebo-treated patients. In a Danish
National Registry study of patients with heart failure, NSAID use increased the risk of
M, hospitalzation for heart faiure, and death.

Additionaly, fluid retention and edema have been observed in some patients treated with NSAIDs. Use of diclofenac
may blunt the CV effects of several therapeutic agents used to treat these medical
conditions (e.g., diuretics, ACE inhibitors, or angiotensin receptor blockers [ARBS]) [see Drug Interactions (7)1

Avoid the use of diclofenac potassium for oral solution in patients with severe heart
failure unless the benefits are expected

o outweigh the risk of worsening heart faire. If diclofenac potassium for oral
solution is used in patients with severe heart failure, monitor patients for signs of worsening heart failure.

5.6 Renal Toxicity and Hyperkalemia
Renal Toxicity

Long-term administration of NSAIDs has resulted in renal papilary necrosis and other

renal injury. Renal toxcity has also been seen in patients in whom renal prostaglandins

have a compensatory role in

the maintenance of renal perfusion. In these patients, administration of an NSAID may cause a dose-
dependent reduction h prostaglandh formation and, secondary, b enal blaod fow,

which may precipitate overt renal decompensation. Patients at greatest risk o

Teaction & tnoLe wit mpored rendt cion, dehyraton. ypovolema, heart fiure,

liver dysfunction, those taking diuretics and ACE inhibitors or ARBS, and the elderly.

Discontinuation of NSAID therapy is usually folowed by recovery to

the pretreatment state.

o kformation i avalabl from cortroled cinial studie regarding the use of dofenac
potassium for o

EokTion i ponts wiih advanced renal dscase. The enal ffects of dlofenac
potassium for oral solution

may hasten the progression of renal dysfunction in patients with pre-

existing renal disease.

Correct volume status in dehydrated or hypovolemic patients prior to nititing diclofenac
potassium for oral solution. Monior renal function in patients with renal or hepatic

impairment, heart falure, dehydration, or hypovolemia during use of diclofenac

potassium for oral solution [see Drug Interactions (7)). Avoid the use of diclofenac

potassium for oral solution

in patients with advanced renal disease unless the benefits are expected to outweigh the risk of worsening renal function. If diclofenac



potassium for oral
solution is used in patients with advanced renal disease, monitor patients for signs of worsening renal function.

Hyperkalemia
Increases in serum potassium concentraton, incudig hyperkalemia have been
reported wh
o ven in some patients without renal impairment. In patients with ormal renal function, these effects have been attrbuted to a hyporeninemic
Pypoakiociaronm stare

5.7 Anaphylactic Reactions

Dicofenac has been associated with anaphylactc reactons i patints with and wihout
wn hypersensitivty to diclofenac and in patients with as

Sensiie asthma [5ee Contranaeatons 4) nd Warmings and precautins (5.9

Seek emergency help if an anaphylactic reaction occurs.

5.8 Exacerbation of Asthma Related to Aspirin Sensitivity
A subpopulation of patients with asthma may have aspirin-sensitive asthma which may
include chronic rhinosinusitis compiicated by nasal polyps; severe, potentialy fatal
Bronchospes; ancr nileance s and othr KEAICs. Becaus crose

een 35pi and other NSAIDs has been reported nsuch asgin-sensiive
pauems diclofenac potassium for oral solution is contraindicated in patient

st Senseoty (s Contranetations (4] When dcofenst porscsm for

oral solution is used in patients with preexistin
asthma (without known aspirin sensitivity), monitor patients for changes In the signs and symptoms of asthma

5.9 Serious Skin Reactions.

NSAIDs, including diclofenac, can cause serious skin adverse reactions such as
exfolative dermatits, 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 discontinue the use of diclofenac potassium for oral solution at

the first appearance of skin rash or any other sign of hypersensitiviy.

Diclofenac potassium for oral

solution i contraindicated in patients with previous serious skin reactions to NSAIDs [see Contraindications (4)1.

5.10 Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)
Drug Reaction weh Eoshophiia and Systemic Symptoms (DRESS) has been reported i

patients taking NSAIDS such as diclofenac potassium for oral solution. Some of these

events have been fatal or Ife-threatening. DRESS

typicaly, akhough not exclusively, presents with fever, rash, andfor Other clinical may include hepatits, nephritis, hematological abnormaities, myocarditis, or myositis

Sometimes symptoms of DRESS may resemble an acute valnfection. Eosinophii s

recent. Because this dsorder s variabie n 5 presentation, other organ systems not noted here may be involved. It is important
to note that early of

may be present even though rash is not evident. If such signs or symptoms are

present, discontinue diclofenac potassium for oral solution

and evaluate the patient immediately.

5.11 Medication Overuse Headache

Overuse of acute migraine drugs (e.g., ergotamine, triptans, opioids, nonsteroidal anti-
inflammatory drugs or combination of these drugs for 10 or more days per month) may

d to exacerbation of
headache (medication overuse headache). Medication overuse headache may present as migraine-
like dally headach& or as a marked increase in frequency of migraine attacks. Detoxification of patients, including withdrawal of the
overused drugs anc rcatment of withirawal Sympoms.(which often mciudes &
translent worsenng of headache) may be necessary,

5.12 Fetal Toxicity
Premature Closure of Fetal Ductus Arteriosus

Avoid use of NSAIDs, including diclofenac potassium for oral solution, in pregnant
women at about 30 weeks gestation and later. NSAIDS, including diciofenac potassium
for oral solution, increase the risk of premature closure of the fetal ductus arteriosus
at approximately this gestational age.

Oligohydramnios/Neonatal Renal Impairment

Use.of NSAIDs, incluing d\(hfena( potassm for oralsokton, ot sbout 20 weeks

gestation or later in pregnancy m:
fetai renaldysfuncion kading to olwgohydramnms and, n some cases, neonatal rena mpaiment. These adverse outcomes
are seen, on average, after days to weeks of treatment, akhough oligohydramnios h

B nfreauenty raported a5 Soon as 46 hours after NSAID naton
Olgohytramnios i often, but ot shiays, reversble whh trestment diconthuston.

Complicati

of prolonged olgohycrarmrios may, for example, nchude b contractures and delayed ung maturaton. In some
postmarketing cases of impaired neonatal renal function, invasive procedures suct

exchange transfusion or dialysis were required.

If NSAID treatment is necessary between about 20 weeks and 30 weeks gestation, fimit
diclofenac potassium for oral soltion use to the lowest efectve dose and shortest
duration possible. Consider ultrasound monttoring of amniotic fluid f diclofen

potaseium for ral solation treatment extends beyond 46 ours. Discontinae dicofenac
potassium for oral solution if oligohydramnios occurs and follow up according to clinical
practice [see Use i Specifc Population (8.1)].

5.13 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 upon erythropolesis. If a patient treated with diclofenac
potassium for oral solution has
any signs or symptoms of anemia, montor hemoglobin or hematocrt.

NSAIDs, including diclofenac potassium for oral
solution, may increase the risk of bleeding events. Concomitant use of warfarin and other anticoagulants, antiplatelet agents (e.q.. aspirin}, and serotonin reuptake inhibitors (SSRIs) and
serotonin norepinephrine reuptake inhibitors (SNRIs) may increase this risk. Monitor these patients and an;

patient who may be adversely affected by akerations in platelet function for signs of

bleeding [see Drug Interactions (7)),

5.14 Masking of Inflammation and Fever

‘The pharmacological activity of diclofenac potassium for oral solution
in reducing inflammation, and possibly fever, may diminish the utiity of diagnostic signs in detecting infections.

5.15 Laboratory Monitoring
Because serious Gl bleeding, hepatotoxiciy, and renal injury can occur without warning
symptoms or signs, consider montoring patients on long-

term NSAID treatment with a CBC and a chemistry profie periodically [see Warnings
and Precautions (5.2, 5.3, 5.6)1.

Discontinue diclofenac potassium for oral solution

if abnormal fiver tests o renal tests persist or worsen

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the labeling:
« Cardiovascular Thrombotic Events [see Warnings and Precautions (5.1)]
Gl Bleeding, Ulceration and Perforation [see Warnings and Precautions (5.2)]

5)
Renal Toxicity and Hyperkalemia [see Warnings and recions (5.6)]
Anaphylactic Reactions [see Warnings and Precautions (5. m

Serious Skin Reactions [see Warnings and Precautions (5.

Drug Reaction with Eosinophia and Systemic Symptoms 1DRESS) [see Warnings and
Precautions (5.10)

« Medication Overuse Headache [see Warnings and Precautions (5.11)]

« Hematologic Toxicity [see Warnings and Precautions (5.13)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed
in the ciinical trals of a drug cannot be directly compared with rates in the clincal triais of another drug and may not reflect the rates observed in practice.
The safety of asingl dose of dicofenac potassium for oralsokiton was evaliated in
placebo-controled trials with a total of 634 migraine patients treated with diciofenac
potassium for oral solution for a single migraine headache. Following treatment
with diclofenac potassium (etther diciofenac potassium for oral
solution or diclofenac potassium immediate-
release tablets [as a control]), 5 subjects (0.8%) withdrew from the studies; folowing placebo exposure, 1 subject (0.2%) withdrew.
The most common adverse resctons (e, thataccurred n 1% or more of dickfenac
potassium for oral solution -treated patients) and more frequent with diclo
Potasshum for oal Soktion than wifhpiacebo were hausea and dizziness (see Tabk 1)
able 1: Adverse Reactions With Incidence >1% and Greater Than Placebo in
Studies 1 and 3 Combined

Diclofenac Potassium for Placebo
Adverse Reactions Oral Solution N=634 N=646
Gastrointestinal
Nausea 3% 2%
Nervous System
1% 05%

most common adverse events resulting in discontinuation of patients folowing
diclofenac potassium for oral solution dos
in controled cinkl tiss were urkaria (0.2%)and lusting (0.2%) No wihdrawals were due £ a serous

6.2 Postmarketing Experience

‘The following adverse reactions have been identified during post approval use of
diclofenac or
other NSAIDS. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Adverse Reactions Reported With Diclofenac and Other NSAIDs

In patients taking diclofenac or other NSAIDS, the most frequently reported adverse reactions occurring in approximately
1% to 10% of patients are: G reactions (including abdominal pain, constipation,

diarrhea, dyspepsia, flatulence, gross bleeding/perforation, heartburn, nausea, Gl ulcers

lgasmc/duuder\all and voming) abnormal renal function. anem, dzzinss, edema.

elevated iver en:

Readaches, incressad bleeding time, prurkus, rashes, and titus

Additional adverse reactions reported in patients taking NSAIDs include
occasionally:

Body as a Whale: Fever, infection, sepsis
Cardiovascular System: Congestive heart failre, hypertension, tachycardia, syncope
Digestive System: Dry mouth, esophagits, ulcers, gastritis, glossitis, hepatis, jaundice
: Ecchymoss, eosinophilia, leukopenia, melena, purpura, rectal bleeding, stomatits, thrombocytopenia
Metabolic and Nutrktional: Weight changes
Nervous System: Anxiety, asthenia, confusion, depression, dream abnormalities, drowsiness, insomnia, malaise, nervousness, paresthesia, somnolence, tremors, vertigo
Respiratory System: Asthma, dyspnea
‘Skin and Appendages: Alopecia, photosensitivity, sweating increased
‘Special Senses: Blurred Vision
Urogenital System: Cystiis, dysuria, hematuria, interstitial nephrits, oliguria/polyuria, proteinuria, renal faiure

Other adverse reactions in patients taking NSAIDs, which occur rarely, are:
Body as a Whole: Anaphylactic reactions, appetite changes, death
Cardiovascular System: Arrhythmia, hypotension, myocardial infarction, palpitations, vascuitis



Digestive System: Colis, eructation, iver failure, pancreatits
Henic and Lymphatic System: Agranulocytosis, hemolytic anemia, aplastic anemia, lymphadenopathy, pancytopenia
Metabolic and Nutritional: Hyperglycemia

Nervous System: Convulsions, coma, hallucinations, meningitis

Respiratory System: Respiratory depression, pneumonia

Skin and Appendages: Angioedema, toxic epidermal necrolysis, erythema muliforme, exfoliative dermatitis, Stevens-
Johnson syndrome, urticaria

‘Special Senses: Conjunctivitis, hearing impairment

7 DRUG INTERACTIONS
See Table 2 for clinically significant drug interactions with diclofenac
Table 2: Clinically Significant Drug Interactions with Diclofenac

Drugs That Interfere with Hemostasis

Clinical Impact: « Diclofenac and anticoagulants such as warfarin have a synergistic effect on
bleeding. The concomitant use of diclofenac and anticoagulants have an
increased risk of serious bleeding compared to the use of etther drug
alone.

« Serotonin release by platelets plays an important role in hemostasis. Case-
control and cohort epidemiological studies showed that concomitant use of
drugs that interfere with serotonin reuptake and an NSAID may potentiate
the sk of bleeding more than an NSAID alone.

Intervention Monkor patients with concomitant use of diclofenac_potassium for_oral
Solution with anticoagulants (€.g., warfari), antiplatelet agents (€.g., aspirin),
ptake inhibitors (SSRls), and serotonin norepinephrine
take inhibtors _(SNRIs)  for  signs  of  bleeding
[see Warnings and Precautions (5.13)]

Aspirin
Clinical Impact: Controled clinical studies showed that the concomitant use of NSAIDs and
analgesic doses of aspirin does not produce any greater therapeutic effect
than the use of NSAIDs alone. In a clinical study, the concomtant use of an
NSAID and aspirin was associated with a significantly increased incidence of GI
adverse reactions as compared to use of the NSAID alone [see Warnings
and Precautions (5.2) and Clincal Pharmacology (12.3)1.
Intervention: Concamitant use of dckfenac polassium or aral Sokion and analgesk: doses
of aspirin is not generally recommended because of the increased risk of
bleeding [see Warnings and Precautions (5.13)).
CE Inhibitors, Angiotensin Receptor Blocker: eta-blockers
Cinealimpace = 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 eder, vokime.depkted (nchiding thase on diretc
rapy), or have renal impairment, co-administration of an NSAID with ACE
oo or ARG may resuk n deferioraton of renal function, ncluing
possible acute renal faiure. These effects are usually reversib

« During concomitant use of diclofenac potassium for oral solution and ACE-
inhibitors, ARBS, or beta-blockers, monitor blood pressure to ensure that
the desired blood pressure is obtained.

Intervention: *+ During concomitantuse of dicfenac patassium for ral souton and ACE-
inhibitors or ARBS in patients who are elderly, volume-depleted, or have
impaked rena unctin, monkor for signs of worsening rena function Toce

Warnings and Precautions (5.6)1

Diuretics.

Clinical Impact: Clinical studies, as well as post-marketing observations, showed that NSAIDs
reduced the natriuretic effect of loop diuretics (e.q., furosemide) and thiazide
diuretics in some patients. This effect has been attributed to the NSAID
inhibition of renal prostaglandin synthesis.

Intervention During concomitant use of diclofenac potassium for oral solution with
diuretics, observe patients for s of worsening rena functon, i addtion to
assuring  diuretic  effcacy including  antihypertensive  effects
{ooe Warnings and precautions (5.6

Digoxin

Clinical Impact: The concomtant use o diotenac wkh digon has been reported o increase

& serum concentration and prolong the haif-ife of dig

Intervention. During concomkant use of difenat potassim for oralsoluton and digoxin,
monitor serum digoxn levels

Lithium

Clinical Impact: NSAIDs have produced elevations in plasma lthium levels and reductions in
renal ithium clearance. The mean minimum lthium concentration increased
15% and the renal cesrance decressed by approxiataly 20%. T effect
has been attributed to NSAID inhibition of renal prostaglandin synthesi

Intervention. During concomkant use of dicofenac potassim for oral sokon and Khiim,
monitor patients for signs of lithium toxictty.

Methotrexate

Clinical Impact: Concomitant use of NSAIDs and methotrexate may increase the risk for
methotrexate toxicity (eg., neutropenia, thrombocytopenia,  renal
dysfunction).

Intervention. During concomitant use of dilofenac potassium for oral solution and
methotrexate, monitor patients for methotrexate toxicity.

Cyclosporin

Cinical mpact Concomitant use of dicofenac potassium for oral sokton and cyclosporine
may increase cyclosporine’s nephrotoxiciy.

Intervention: During. concomtant uee. of delofensc _potassium for oral soluton and

cyclosporine, monitor patients for signs of worsening renal function.
NSAIDs and Salicylates.
Concomitant use of diclofenac with other NSAIDs or saiicylates (e.q., diflunisal,

Clinical Impact: salsalate) increases the risk of Gl toxicity, with lttle or no increase in efficacy
[see Warnings and Precautions (5.2)]

Intervention: The concomitant use of diclofenac with other NSAIDs or salicyltes is not
recommended.

Pemetrexed

Clinical Impact: Concomitant use of dickfenac potassium for oral solution and pemetrexed

may increase the risk of pemetrexed-associated myelosuppression, renal, and
Gl toxiciy (see the pemetrexed prescribing information).

Intervention: During concomitant use of NSAIDS and pemetrexed, in patients with renal
impairment whose creatinine clearance ranges from 45 to 79 mi/min, monitor
for myelosuppression, renal and GI toxicy.

NSAIDs with short eimination haff-lives (e.g., diclofenac, indomethacin) should
be avoided for a period of two days before, the day of, and two days folowing
administration of pemetrexed.

In the absence of data regarding potential interaction between pemetrexed
and NSAIDs with longer half-ives (e.g., meloxicam, nabumetone), patients
taking these NSAIDs should interrupt dosing for at least five days before, the
day o, and two days following pemetrexed administration.

Inhlhhors o¢ Cytochrome P43 2c9

c Diclofenac s metabolized predominantly by Cytochrome P-450 CYP2C9. Co-

administration of medications that inhiok CYP2C9 may affect the

pharmacokinetics of diclofenac [see Ciinical Pharmacology (12.3))

Intervention. Buring concomkant use of icafenac potasskim for ora soluton and drugs
that inhibit CYP2C9, an increase in the duration between diclofenac potassium
for oral solution doses for subsequent migraine attacks may be necessary.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Use of NSAIDS, including dickfenac potassium for oral
soliton, can cause premature cosuTe of the feta ductus artriosus and fetlrenel dysfuncton lading to lgohycramrios and, i some cases, neonatal enal mpairment. Beceuse of these

ek, ik dose and duraton of Sicofenac polasahum for oral soaton vsé b
Sbout 20 and 30 wesks of gestation, and avol dcofenac potassi for oral sowton
use at about 30 weeks of gestation and later in pregnancy (see Ciinical
Considerations, Data).

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including diclofenac potassium for oral
Solution, at about 30 weeks gestation or later in pregnancy increases the risk of premature closure of the fetal ductus arteriosus.

Oligohydramnios/Neonatal Renal Impairment
Use of NSAIDs at about 20 weeks gestation or later in pregnancy has been associated with cases of fetal renal dysfunction leading to oligohydramnios, and in some cases, neonatal renal impairment.

Data frof regarding other isks of NSAID
Use i women n he frat or second irimesters of preghancy are ncondusive. In animal
studis, oraladministration of dickfenac sodum to pregnant mice rats, and rabbts

Tesukad it acverse effects on cevelopment (ambryGretal mortaky, recuced fex
Growin) at doses simiar o those used ciicaly. Based on anmal daa, prostagandins
have been shown to have an important role in endometrial vascular permeabilty,
biastocyst implantation, and decidualzation. In animal studies, administration of
prostaglandin synthesis inhibitors such as diclofenac potassium, resulted in increased
pre- and post-implantation loss. Prostaglandins also have been shown to have an
portant role i feta ey development. In publshed anmol studies, prostagndi
synthesis inhibitors have been reported to impai kidney development

administered at clinically relevant doses.

All pregnancies have a background risk of birth defects, loss, or other adverse
autcomes, n the ., general populaton the estimate background risk of major bith
defects and miscarriage 1 clncaly recognzed pregnances s 2-4% and 15-

20%, respecthely The refortad rats of mabr Shocts among deiverios o women
with migraine ranged fro T 3.55 ad the reporee ore of miscantog

Was 17%, which were Siar o rates reported in women winou: migrae.

Clnical Considerations.
Disease-Associated Maternal and/or Embryo/Fetal Risk
Several studies have suggested that women with migraine may be at increased risk of preeclmpsia and gestational hypertension during pregnancy.

FetallNeonatal Adverse Reactions
Premature Closure of Fetal Ductus Arteriosus:

Auold use of NSAIDS i women ok ahout 30 wesks gestaton and oer in pregrnancy, because NSAIDs, nchidng dicfenac
potassium for oral

Lokon can couge premature closure of the fetal ductus arteriosus (see Data).

Oligohydramnios/Neonatal Renal Impairment:

If an NSAID is necessary at about 20 weeks gestation or later in pregnancy, Imit the use

to the lowest effective dose and shortest duration possible. If diclofenac potassium for

oral solution

treatment extends beyond 48 hours, consider monitoring with ultrasound for i occurs,
potassium for oral solution and follow up according to cinical practice (see Data).

Labor or Delvery
The effects of diclofenac potassium for oral solution on labor and defvery in pregnant

women are unknown. In rat studies,

maternal exposure to NSAIDS, as with other drugs known to inhibit prostaglandin synthesis, increased the incidence of dystoc

delayed parturition, and decreased pup survival

Data

Human Data

Premature Closure of Fetal Ductus Arteriosus:

Published terature reports that the use of NSAIDs at about 30 weeks of gestation and later in pregnancy may cause premature closure of the fetal ductus arteriosus.

Oligohydramnios/Neonatal Renal Impairment:

Publshed studies and postmarketing reports describe maternal NSAID use at about 20 weeks gestation or later
in pregnancy associated with fetal renal dysfunction leading to oligohydramnios, and in



some.
cases, neanatal renl mpalent These sdverse outcames are seen, on average,afer days o weeks of iestment, though
aligohydramnios has been infrequently reported as soon as 48 hours after N:
et n many cases, DUt not ol the ecrcose it T was rangont and
reversible with cessation of the drug. There have been a limited number of case reports
of maternal NSAID use and neonatal renal dysfuncton wehout olgohydramnis, some
f which were ireversible. Some cases of neon:
TanalGysfunction requir e treatment wih imuaswe procedures, such as exchange transfusion or dalysi.
Methodological imitations of these postmarketing studies and reports include lack of a
ol
group; limited information regarding dose, duration, and timing of drug exposure; and concomitant use of other medications. These imitations preclude establshing a relable estimate of the risk of adverse fetal and
neonatal autcomes wkh materal NSAID use. Because the publshed safety data on neanatal outcomes nvolved
=t preterm infants, the generalzabity of cetan reportd rsks to the futerm
infant exposee to NSAIDS thiough materhal use & uncartai
Animal Data

Oral administration of diclofenac sodium to pregnant mice and rabbits during
organogenesis resulted in embryofetal toxicity at oral doses of up to 20 and 10
mg/kg/day (up to approximately 2 and 4 times, respectively,
recommended human dose [RHD] of 50 mg/day, based on body surface area [mg/m?2]).

In rats, oral administration of diclofenac at doses of up to 10 mg/kg/day (up to
approximately 2 times the RHD on a mg/m2 basis) during organogeness resulted in
increased embryofetal mortaity and reduced fetal body weights
8.2 Lactation
Risk Summary
Data from published literature reports with oral preparations of diclofenac indicate the
presence of small amounts of diclofenac in human milk. There are no data on the effects
on thebreastfed fant, o the effects on mik producton,

d health benefits should along with the mother's clinical need for diclofenac

potassiom for ol soltion
and any potential adverse effects on the breastfed infant from diclofenac potassium for
oral solution or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential
Infertity
Females

Based on the mechanism of action, the use of prostaglandin-
mediated NSAIDS, including diclofenac potassium for oral

solution, may delay or prevent rupture of ovarian folicles, which has been associated with reversible infertiiy in some women. Publshed animal studies have shown that administration of prostaglandin synthesis inhibitors has the potentialto disrupt prostaglandin-
mediated follcular rupture required for ovulation. Small studies in women treated with NSAIDS have also shown a reversible delay in ovulation. Consider withdrawal of NSAIDS, including diclofenac

potassium for oral

Solution, in women who have difficulties conceiving or who are undergoing investigation of infertity.

8.4 Pediatric Use
Safety and effectiveness in pediatric patients have not been estabished.

8.5 Geriatric Use
Edery patints, compared to younger patents, are at geater risk or NSAID-assocated

serious andfor reactions. If the

anticipated benefit for the

elderly patient outweighs these potentialrisks, monitor patients for adverse effects [see Warnings and Precautions (
5.1,52,53,56,515)]

Clinical studies of diclofenac potassium for oral solution
did not include sufficient numbers of subjects aged 65 and over to determine whether they respond diferently from younger subjects.

8.6 Hepatic Impairment
Because hepatic metabolsm accounts for almost 100% of diclofenac eimination,

patients with hepatic impairment should be considered for treatment with diclofenac

potassium for oral solution only if the benefits outweigh the

rieks. There s inufficent nformation avalabl o support dosig recommendations for defenac
potassium for oral s

B atints wih nepate néuficiency [see Clnial harmacology (12.91

8.7 Renal Impairment

No information is available from controlled clinical studies regarding the use of diclofenac
potassium for oral

solution in patients with advanced renal disease, Therefore, treatment with diclofenac
potassium for oral solution is not recommended in patients with advanced renal disease.
If diclofenac potassium for oral solution therapy must be intiated, close montoring of
the patient's renal function is advisable.

10 OVERDOSAGE
Symptoms folowing acute NSAID overdoses have been typically mited to lethargy, drowsiness, nausea, vomiting, and epigastric pain, which have been generally reversible with supportive care. Gastrointestinal bleeding has occurred. Hypertension, acute renal failre, respiratory depression and, coma have occurred, but were rare [see Warnings and Precautions (5.1, 5.2, 5.4, 5.6)]

Manage patints with symptomatic and supportive care folwing an NSAID overdosage.

no snetf( antdotes. Conser emesis andjor activated ¢ (har(ual {600 100 grams i aduts 1 to 2 grams per ko of body weght n pedaric patints) andfor osmatic cathartc i symptomatic patiens seen withi four hours of ngestion r in patents wih a (5 to 10 times the r dosage). Forced diuresis,
alkalnization of urine, h or o high
protein binding,

For additional information about overdosage treatment contact a poison control center (1-
800-222-1222).

Anaphylactic reactions have been reported with therapeutic ingestion of NSAIDS, and may occur following an overdose.

11 DESCRIPTION

Diclofenac potassium for oral solution, USP is a nonsteroidal anti-

inflammatory drug, available as a buffered soluble powder, designed to be mixed with

water prior to oral administration. Diclofenac potassium for oral solution, USP is
white, peppermint

flavored powder for oral solution packaged in individual unit dose packets.

is 2-[(2, ic acid

sal.
The molecular weight is 334.25. Its molecular formula is C1aH10CNKO2, and it has the folowing structure.

cook

‘The inactive ingredients in diclofenac potassium for oral solution, USP includ
behenate, mannitol, peppermint flavor, potassium bicarbonate, and sucralose.

yceryl

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Diclofenac potassium for oral solution has anaigesic, anti-

inflammatory, and antipyretic properties.

‘The mechanism of action of diclofenac potassium for oral

soluton ke that of other NSAIDS. s not compltely understood but involves nhibton of cyclooxygenase (COX-
-2).

Dicfenac i o potent nhistor of prostagndn synthess i vero: Dicfenac concentrations reached durig therapy
have produced in vivo effects. Prostaglandins sensitize afferent nerves and pote
the acton ofbradykinin n nducing pain in anmal models Prostagindins are mematms

. ks mode
o acten ey e Gus to 5 decrense of prostaglandne n perpneral osues.

12.3 Pharmacokinetics

Absorption

Dicfensc b 100% absorbed afer ol acminkiraton compared to htravenas
administration as measured by urine recovery. However, due to first-pass metabolism,
only about 50% of the sbsorbed dose s sys(em:al\y avalabe n astig voluteers,
measurable plasma levels were observed within 5 minutes of dosing with diclofenac

potassium for oralsoltion. Peak plasa kevls were achived ot approximately 0.25

in fasting normal volunteers, wih a range of 0,17 to 0.67 hours. High fat food fad no sgniicant effct on the
extent of diclofenac absorption, but there was a reduction in peak plasma levels

SPproximatey 70% after 3 NGh fat meal. Decreased Cmex May bé assocated to decreased effectiveness.
Distribution

The apparent volume of distribution (V/F) of diclofenac potassium is 1.3 Likg

Dicfenac i more than 99% bound o Puman serum proteins, primeriy o abumin

Serum proteh binding s constant over the concentraton range (.

105 ug/ml) achieved with recommended dos

Metabolsm

Five diclofenac metaboltes have been identified in human plasma and urine. The metaboites include 4'-
hydroxy-, 5-hydroxy-, 3"-hydroxy-, 4',5-dinydroxy- and 3-hydroxy-4"
methoxy dicofenac. The major diclofenac metaboike, 4hydroxydiclofenac, has very
weak pharmacologic activity. The formation of 4"~ hydroxy diclofenac i primariy
mediated by CPY2C9. Both diclofenac and
its oxidative metabolites undergo glucuronidation or sulfation followed by bilary excretion
Acyglucuronidaton memateu by UGT287 and oxidation mediated by CPY2C8 may also play a role in diclofenac metabolism. CYP3A is responsible for the formation of minor metabolites, 5-
hydroxy and 3'-hy
diclofenac. In panen!s w.m renslimpakrment, peak concentratons of metaboltes 4~
r were % and 4% of the parent
Compoundatter s.ngle ol dosing compore to 379% and 15 i normel hestiy subjcts.
Excretion

Diclofenac s efminated through metabolism and subsequent urinary and bilary
xcreton of the _ ghicuronide and the st conjugetes of the metaboltes. it o no
free unchanged diclofena
i excreted I the ofne. Approximately 65% of the dose s excreted nthe urne and approximately 35% b the bl 85 conlugates of unchanged diclofenac phs metabokes. Because renslemination & not a sgnficant pathwey of ekinatan fo unchanged dicfen. dosig sdustrment i patents with miki to moderate rensl dysfunction & not necessary. The termingl haf-
lite of unchanged diclofenac is approximately 2 hoy
fi n

Race: There are no pharmacokinetic differences due to race.
Hepatic Impairment: The liver metabolizes almost 100% of diclofenac; there is
insufficient information available to support dosing recommendations for diclofenac
potassium for oral
Solution in patients with hepatic insufficiency [see Warnings and Precautions (5.3) and Use in Specific Populations (8.6)].
Renalimpafment; In patens wkth renal impairment (iuln clearance 60-90, 30-60, and

<30 mUmin; N=6 in each group), AUC values and eimination rate were comparable to those in healthy subjects [see Warnings and
Procautions (5.6) and Use in Speciic Popuatons (5.7)
'Drug Interaction Studies
Aspirin: When NSAIDs were administered with aspirin, the protein binding of NSAIDs
were reduc

although the clearance of free NSAID was not akered. The clinical significance of this interaction is not known. See Table 2 for clinicaly significant drug interactions of NSAIDs with aspirin [see Drug Interactions
@)

13 NON-CLINICAL TOXICOLOGY



13.1C & & Of Fertiity
Carcinogenesis.

Long term carcinogenicity studies in rats given diclofenac sodium up to 2 mg/kg/day

(less than

the recommended human dose [RHD] of 50 ma/day on a body surface area [mg/m?] basis) have revealed no significant increases in tumor incidence. There was a slight increase in benign mammary fibroadenomas in
mid- dose treated (0.5 mg/kg/day or 3 mg/m?/day) female rats (high-dose females had

excessive mortality), but the increase was not significant for this common rat tumor. A

carcmogemcny study conducted in mice employing diciofenac sodium at doses up to 0.3 mg/kg/day (less than the RHD on
amg/m? basis) in males and 1 mykg/day (less than the RHD on a mg/m? basis) in

females did not reveal any oncogenic potential.

Mutagenesis

Diclofenac sodium was not genotoxic in in vitro (reverse mutation in bacteria [Ames], mouse lymphoma tk)

orin in vivo (including dominant lethal and male germinal epithefal chromosomal

aberration in Chinese hamster) assays.

Impairment of Fertiity
iclofe fem: 4 than thy 2 t affect ferti

14 CLINICAL STUDIES

‘The efficacy of diclofenac potassium for oral solution
in the of migraine in two randomized, double-
bind, placebo-controlied trials.

Patients enrolled in these two trials were predominantly female (85%) and white (86%), with a mean age of 40 years (range: 18 to 65). Patients were instructed to treat a migraine of moderate to severe pain with 1 dose of study medication. Patients evaluated their headache pain 2 hours later. Associated symptoms of nausea,
photophobia, and phonophobia were also evaluated. In addition, the proportion of

patients

who were “sustained pain free”, defined as a reduction in headache severity from moderate or severe pain to

o pain at 2 hours post- dose without a return of mid, moderate, or severe pain and no

use of rescue medication for 24 hours post-dose, was also evaluated. In these studies,

the percentage of

patients achieving pain freedom 2 hours after treatment and sustained pain freedom from 2 to 24 hours post-
was significantly greater in patients who received diclofenac potassium for oral

solution compared with those who received placebo (see Table 3). The percentage of

patiens achieuing paln rlef 2 hours after restment (defined 25 areluction s headache

severity from moderate or severe pain to mid or no pain) was al

Sonficanty grester h patients wh receive cicfenae potasslum for ora soltin

compared with those who received placebo (see Tal

Table 3: Percentage of Patients with 2-Hour Pain Freedom, Sustained Pain
Freedom 2-24 Hours, and 2-Hour Pain Relief Following Treatment

Diclofenac Potassium for oo (n_os7)

1 Oral Solution (n=265)
2-Hour Pain Free 24% 13%
2-24h Sustained Pain Free 22% 10%
2-Hour Pain Relef % 27%

48%
Diclofenac Potassium for
oral

Study 2 St Placebo (n=347)
2-Hour Pain Free 10%

2-24h Sustained Pain Free 7%
2-Hour Pain Relief 1%

‘The estimated probabity of achieving migraine headache pain freedom within 2 hours folowing
treatment with diclofenac potassium for oral solution is shown in Figure 1.

Figure 1: Percentage of Patients with Initial Headache Pain Freedom within 2
Hours

[ T T T T T

‘There was a decreased incidence of nausea, photophobia and phonophobia folowing
administration of diclofenac potassium for oral

solution, compared to placebo. The efficacy and safety of diclofenac potassium for oral
solution was unaffected by age or gender of the patient.

16 HOW SUPPLIED/STORAGE AND HANDLING
Diclofenac potassium for oral solution, USP 50 mg, is a white to off-white, peppermint
flavored powder for oral solution, supplied as individual dose packets. Each individual
packet is designed to deiver a dose of 50 mg diclofenac potassium when mixed in
water.

NDC 67877-772- 49 Individual diclofenac potassium for oral solution, USP packets
NDC 67877-772- 58 Boxes of nine (9) diclofenac potassium for oral solution, USP

Storage

Store at 25°C (77°F). Excursions permitted from 15°C to 30°C (59°F to 86°F). [See USP
Controled Room Temperature]

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-
approved patient labeling (Medication Guide) that accompanies each prescription
dispensed. Inform patients, familis, or their caregivers of the following information
before intiating therapy with diclofenac potassium for oral solution

and periodically during the course of ongoing therapy.

Advise patients to be alert for the symptoms of cardiovascular thrombotic events, including chest pain, shortness of breath, weakness, o slurring of speech, and to report any of these symptoms to their heakth care provider immediately [see Warnings and Precautions (5.1)).

Bleeding, Ulceration, and Perforation
Diclofenac potassium for oral

Solution, lie other NSAIDS, can cause Gl discomfort and more serious Gl adverse events such as uicers and bleeding, which may result in hospitalization and even death. Inform patients of the increased risk, and advise
patients to report symptoms of ulcerations and bleeding, including epigastric pain,

dyspepsia, melena, and hematemesis to their health care provider. Inform patients of

the importance of folow-up in the setting of concomitant use of low-dose aspirin for

cardiac prophylaxis [see Warnings and Precautions (5.2)1.

Hepatotoxicity

Inform patients of the warning signs and symptoms of hepatotoxcity (e.., nausea,
fatigue, lethargy, pruritus, diarrhea, jaundice, right upper quadrant tenderness, and “flu-
lke” symptoms). If these occur, instruct patients to stop diclofenac potassium for oral
solution and seek immediate medical therapy [see Warnings and Precautions (5.3)1.

Heart Faiure and Edema.
Advise patients to be alert for the symptoms of congestive heart faiure including
shortness of

th, unexplained weight gain, or edema and to contact their heakhcare provider if such symptoms occur (see Warnings and
Precautions (5.5)]

Anaphylactic Reactions.

Inform patients of the signs of an anaphylactic reaction (e.g., difficulty breathing, sweling of the face or throat). Instruct patients to seek immediate emergency help if these occur [see Contraindications (4) and Warnings and Precautions (5.7)).

‘Serious Skin Reactions. Including DRESS
Advise patients to stop taking diclofenac potassium for oral solution immediately if they
develop any type of rash, bisters, fever or other signs of hypersensitiity suc!

itching and to contact their healthcare provider as soon as possible. Diclofenac

potassium for oral

solution, ke other NSAIDs, can cause serious skin reactions such as exfoliative dermatiis,
Steven-johnson syndrome (SJS), toxic epidermal necrosis (TEN), and DRESS, which may
result in hospitalizations and even death [see Warnings and Precautions (5.9, 5.10);

Medication Overuse Headache
Inform patients that use of acute migraine drugs for 10 or more days per month may.

an exacerbation of headache and encourage patients to record headache frequency and drug use (e.q., by keeping a headache diary) [see Warnings and Precautions (5.11)].

Eetal Toxicity

Inform pregnant women to avoid use of diclofenac potassium for oral solution and other
NSAIDs starting at 30 weeks gestation because of the risk of the premature closing of

the fetal ductus arteriosus. If treatment with diclofenac potassium for oral solution

is needed for a pregnant woman between about 20 to 30 weeks gestation, advise her that she may need to be monkored
for oligohydramnios, f treatment continues for longer than 48 hours [see Warnings

and Precautions (5.12 and Use in Specific Populations (8.1)]

Lactation
Advise patients to notify their heakthcare provider if they are breastfeeding or plan to breastfeed [see Use in specific Populations
(8.2)]

Female Fertiity.

Advise females of reproductive potential who desire pregnancy that NSAIDs, including
diclofenac potassium for oral solution, may delay or prevent rupture of ovarian folicles,
which has been associated with reversible infertiity in some wormen [see Use in
Specific Populations (8.3)).

Avoid Concomitant Use of NSAIDs

Inform patients that the concomitant use of diclofenac potassium for oral solution
e other NSAIDS or sakcybtes (e, dflunkal saksbts) s not recommendsd due to

the increased risk of gastrointestinal toxicity, and lit

no increase i efficacy [see Warnings and Precautions (5.2) and brug Interactions (7)), At patints that
NSAIDs may be present in “over the counter” medications for treatment of colds, fever, or insomnia.

Use of NSAIDS and Low-Dose Aspirin

Inform patients not to use low-dose aspirin concomitantly with diclofenac potassium for
oral solution until they talk to their healthcare provider [see Drug Interactions (7)),
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Diclofenac Potassium (dye-KLOE-fen-ak poe-TAS-ee-um) for oral solution

What is the most important information | should know about diclofenac

Potassium for oral soution?

Diclofenac potassium for oral solution contains diclofenac (a non-steroidal

anti-inflammatory drug or NSAID).

NSAIDs, including diclofenac potassium for oral solution, can

cause serious side effects, including:

« Increased risk of a heart attack or stroke that can lead to death. This risk

may happen early in treatment and may increase:

o with increasing doses of NSAIDS

3 Wkh onger use of NSAIDS

Do not take NSAIDs, including diclofenac potassium for oral solution

Tight before or after a heart surgery caled a ~coronary artery bypass graft

(CABG)."Avoid taking NSAIDs, including diclofenac potassium for or

solution, after a recent heart attack, unless your healthcare provider

tells you to. You may have an increased risk of another heart attack if you

take NSAIDs after a recent heart attack.

Increased risk of bleeding, ulcers, and tears (perforation) of the

gsophagus (tube leading from the mouth to the stomach), stomach and

intestind

 nytime during use

= without warning symptoms

o that may cause death

The risk of getting an ulcer or bleeding increases

o past history of stomach uicers, or stomach or intestinal bleeding with use of
Ds

o taking medicines called “corticosteroids”, “anticoagulants”, “SSRIs”, or “SNRIs'
o increasing doses of NSAIDs o older age

© longer use of NSAIDs © poor heatth

= smoking o advanced liver disease
5 Sriking akohol o bleding problems
Diclofenac potassium for oral solution should only be us

© exactly as prescribed
= atthe lowest dose possile for your treatment
o for the shortest time needed

What is diclofenac potassium for oral solution?
Dicfensc potssskm for oralsokton & o prescripton mecline used ta trea migraine

isnot for other types of headaches, Dicfenac potassium for oral solton contains
diclofenac potassium (a non-steroidal anti-inflammatory drug o D).

How should | take diclofenac potassium for oral solution?

‘Take diclofenac potassium for oral solution
exactly as your healthcare provider tells you to take it

Take 1 dose of dicfenac potassium for oralsokton to reat your migraine headache
* take a single dose packet

« open packet only when you are ready to use it

« empty contents of packet into 1 to 2 ounces or 2 to 4 tablespoons (30 to 60 mL) of

ater

« mix welland drink the water and powder mixture
throw away empty packet in a safe place and out of the reach of chidren.
taking diclofenac potassium for oral solution with food may cause a reduction
effectiveness compared to taking diclofenac potassium for oral solution on an empty
stomach
do not take more diclofenac potassium for oral solution
than directed by your healthcare provider. In case of overdose, get medical help or
contact a Poison Control Center right away

Who should not take diclofenac potassium for oral solution?

Do not take diclofenac potassium for oral solutior

*+ ¥ you have had on asthema ttack hves, or ofter Slergi. reacton with aspicn,
diclofenac, or any other N

« right before or after heart bypass surgery.

Before taking diclofenac potassium for oral
snlnt n, tell your healthcare provider about all of your medical conditions, including if

e e or kidney problems

have s Nitory ofstomach uker of beedig in your stomach of ntestines

have any allrgies to any med

Reve chést pa, shortness of breath, rreguiar heartbeats

have high blood pressure

have asthm

are pregnent, ik you might be pregnant,or are ring & becore pregnant. Toking
NSAIDS, ncicing diclfenac potasshim for oral saluton at sbout 20 e

pregnancy or later may harm your unborn baby. If you need to take NoAtos Tor
Miore e 3 days when you e betweeh 20 and 30 wadks of pregnancy, your
healthcare provider may need to monitor the amount of fiuid in your wormb around
your baby. You should not take NSAIDs after about 30 weeks of
pregnancy.

are breastfeeding or plan to breastfeed

have a headache that is different from your usual migraine

Tell your healthcare provider about all of the medicines you take, including prescription or over-
the-counter medicines, vitamins or herbal supplements. NSAIDs, lie
diclofenac potassium for oral solution, and some other medicines can interact

with each other and cause serious side effects. Do not start taking any new
medicine without talking to your healthcare provider firs!

Especially tell your doctor if you take:

« aspirin

« any anticoagulant medicines (warfarin, Coumadin, Jantoven)

Know the medicines you take. Keep a list of your medicines and show t to your doctor and pharmacist when you get a new medicine.

What are the possible side effects of diclofenac potassium for oral solution?

Diclofenac potassium for oral solutio

can cause serious side effects, including:

See “What s the most important information | shoukd know about diclofenac

potassium for oral solu

e o worsa gh boad pressure

« heart faure

« liver problems including fiver faikure

« Kidney problems including kidney faire

« bleeding and ukcers in the stomach and intestine

« low red blood cels (anemia)

« Ife-threatening skin reactions

« Ife-threatening alergic reactions

« asthma attacks in people who have asthma

« medication overuse headaches. Some people who use too much diclofenac
potassium for oral solution may have worse headaches (medication overuse
headache). If your headaches get worse, your healthcare provider may decide to
stop your treatment with diclofenac potassium for oral solution.

« Other side effects of NSAIDs include: stomach pain, constipation, diarrhea, gas,
rtburn, nausea, vomiing,and dizziness.

Get emergency help right away if you get any of the following symptoms:

« shortness of breath or trouble « slurred speech
breathing
o chest pain « sweling of the face or throat

« weakness in one part or side of your
body

Stop taking diclofenac potasshum for oral sokition and call your heskhicare
provider right away if you get any of the following symptor

« nausea that seems out of proportion « vomit blood
to your migraine

« sudden or severe pain in your belly  + there s blood n your bowel
movement or it is black and sticky like

« more tired or weaker than usual + unusual weight gain

* diarrhea « more tired or weaker than usual

« itching « skin rash or biisters with fever

« your skin or eyes look yelow « sweling of the arms, legs, hands and
feet

« indigestion or stomach pain = flu-like symptoms

If you take too much of
your NSAID, call your healthcare provider or get medical help right away.

These are not all the possible side effects of NSAIDs. For more information, ask your heakthcare provider or pharmacist about NSAIDS.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.
Other information about NSAIDs
« Aspirin is an NSAID but it does not increase the chance of a heart attack. Aspirin can
calse bleeing i the bran, stomach, and intestnes. Aspin can also cause ukers
the stomach and intes
+ Some NSAIDs are 5o n ewer doses without a prescripton (over-the counter). Tok
o your heakhcare provider before using over-the-conter NSAIDs for
more than 1

General information about the safe and effective use of NSAIDs

Medicines are sometimes prescribed for purposes

other than those listed in a Medication Guide. Do not use NSAIDS for a condition for
which it was not prescribed. Do not give NSAIDs to other people, even if they have the
same symptoms that you have. It may harm them.

If you would iike more information about NSAIDS, talk

with your healthcare provider. You can ask your pharmacist or healthcare

provider for information about NSAIDs that is written for health professionals
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diclofenac potassium powder, for solution
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