DICLOFENAC SODIUM- diclofenac sodium solution
Lupin Pharmaceuticals, Inc.

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highiights do not include al the information needed to use DICLOFENAC SODIUM
TOPICAL SOLUTION safely and effectiely. Ses fullprescrining information for DICLOFENAC
SODIUM TOPICAL SOLUTION.

DICLOFENAC SODIUM Topical Solution, 1.5% wiw, for topical use
Inital U.S. Approval: 1988
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL
ENTS

Cardiovascular Thrombotic Events.
Nonsterokial ant/ infiammatory drugs (NSAIDs) cause an incressed
risk of serioy ular thrombotic events, including myocardial

Inf-lr:tlﬂn et seroke, wiich con be Tatak Tt ik oy et oary

t and may increase with duration of use [see WARNINGS

WD PRECAUTIONS =01

Diclofenac sodium indicated in the setting of coronary artery

Eypase araft (CABG) suroery T5ee CONTRAINDICATIONS () ant

WARNINGS AND PRECAUTIONS (5.1)).

+ NSADs cause an ncreasec risk of serious gastrointestinal (61

luding bl and perforation of the
Shomach or testiness which can be fata. These events con oceur at
any time during use and wkhout warming symptoms. Edery patients

a ents wkh 8 prior histor eptic ulcer disease and or GI
Dicetling are a greater risk for serious Gi events [see WARNINGS
AND PRECAUTIONS (5.2)]

1 INDICATIONS AND USAGE

Dickofenac sodium is indicated for the treatment of signs and symptoms of
osteoarthrits of the knee(s) (1),

2 DOSAGE AND ADMINISTRATION

2.1 General Dosi

\g Instructions

ith individual

Use t
patient treatment goals [see WARNING AND PRECAUTIONS (5.2)]
For the relief of the signs and symptoms of osteoarthrits of the kneefs), the
mended doseis 40 drops per knee, 4 times a day.
‘Apply diclofenac sodium topical solution to clean, dry skin.
o avold spiage spense dcfenac o topalolton 10 6rs at o e ether
nee or first into the hand and then onto the knee: delfenac

o topca Solten vea round front.back and Siies af tne knce: Repest
rocaure il 4D 8rope have beon SppIed and she Knce & Compldy coviea wih
Solution.
To treat the other knee, if symptomatic, repeat the procedure.
Appltin of defenac sodum topclsoktion 1 on araunt sxcesding or ks then the

ended dose has not been studied and i therefore not recommended.

2.2 Special Precaution:

+ A0 snowering/oathing for at last 30 minutes after the applcation of icoenac
sodium topical solution to the treated knee.

Was|

= Do not apply diclofenac sodium topical solution to open wounds.

Aok contct of icfenac sadmtopkalsolitan RN syes and mucous

mem

+ Do not apoly external heat andlor acclusive dressings o treated knee

+ Ao waaing clathing over the dcafenac sodium topcalsolon-teated Knee(s)
unti the treated knee i dry.

» Protect the treated kneels) from natural or artifcial sunight
Wat unti the treated area is dry before applying sunscreen, insect repelant, lotion,

moisturzer, cosmetics, or other topical medication to the same knee you have just

treated with diclofenac sodium topical solution

Untitne treoted ket s complte ry. avod ki-o-skin contact between ather

o e corabmanon vapy withdicfenac sodlum topical soluton and an oral
* NSAID Ui the beneli octweihe e T and conduc perode aborators
evaluations.

3 DOSAGE FORMS AND STRENGTHS
Diclofenac Sodium Topical Solution USP, 1.5% wiw

4 CONTRAINDICATIONS.

Diclofenac sodium is contraindicated in the following patients:

» Known hypersenstivity (€.g., anaphylactic reactions and serious skin reactions) to
diclofenac or any components of the drug product. [see WARNINGS AND
PRECAUTIONS (5.7,5.9)].

+ History of asthma, urticaria, or other allrgic-type reactions after taking aspirn or



other NSAIDS. Severe, sometimes fatal, anaphylactic reactions to NSAIDs have been
eported i such patients [see WARNINGS AND PRECAUTIONS (5.7,5.8)].
» In the setting of coronary artery bypass graft (CABG) surgery [see WARNINGS AND
PRECAUTIONS (5.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovascular Thrombotic Events

Clincal traks of several COX-2 selective and nonselective NSAIDS of up to three years
a.

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

However, patients with known CV disease of risk factors had a higher
absolute incidence of excess serious CV thrombotic events, due to their increased
baseine rate. Some observational studies found that this increased risk of serious CV.
thrombotic events began as early as the first weeks of treatment. The increase in CV
thrombotic risk has been observed most consistently at higher doses.
To minimize the potential sk for an adverse CV event in NASAID-treated patients, use.
the lowest effective dose for the shortest duration possible. Physicians and patients.
should remain alert for the development of such events, throughou the entir
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 ff they occur.
There s 1o consstent evdence tat concurrent use o asprn megates the ncreased
risk of serious CV thrombotic events associated with NSAID use. The concurrent uss
e o NSAID Soch s i mremes. e casen he ik o cerous gachromesenal
(GI) events (see WARNINGS AND PRECAUTIONS (5.2)].
Status Post Coronary Artery Bypass Graft (CABG) Surgery
Two large, controlld, ciincal traks of a COX-2 selective NSAID for the treatment of pain
n the first 10 to 14 days folowing CABG surgery found an increased incidence of

d strok @),

Post-Mi Patients

conducted n the Danish that
patients treated with NSAIDS in the post-MI period were at increased risk of reinfarction,
CV-related death, and al-cause mortalty beginning in the first week of treatment. In this

year post-MI, the increased relative risk of death in NSAID users persisted over at least
the next four years of folow-up.

vl the use of diofenac sodium i patints wth arecent M uiess the benets are
outwegh the ek ofrecurrent CV thrombatic evens, fdilafenac sodm s
R patents wth a recent M, monor patens for Sns o cardac schem

5.2 Gastrointestinal Bleeding, Ulceration, and Perforation

NSAIDs, Incluing dicofenac causs serous gastroftsstna (Gl sverse vents
including inflammation bleeding, ulceration, and perforation of the esophagus, stomach,
STl ntestine or large Mestine which can be ftal These serious aaversé events can
occur at any time, with or without warning symptoms, in patients treated with NSAIDs.
Only one in five patients who develop a serious upper GI adverse event on NSAI
therapy is symptomatic. Upper G ulcers, gross bleeding, or perforation caused by
NSAIDS occurred in approximately 1% of patients treated for 3 to 6 months, and in
about 2% to 4% of patients treated for one year. However, even short-term NSAID
therapy is not without risk.

Risk Factors for GI Bleeding, Ulceration, and Perforation

Fatnts i rior hstary of gtk esr disesse anclor G beedig who used NSAIDS

had a greater than 10-fold increased risk for developing a Gl bleed compared to patients

wthout these sk factors, Other actors that ‘ncrense the riskof I beecng n ptints
AIDs nclude onger duraton of NSAID therapy; concarmiant se o oral

reuptake bkors

(SSRisy, smoke: 656 of Bkcohal. okl age. and poor genral heakh s

Boatrmarketng reports of 1t i evens aecorrcs 1 clery or debltared patent

Addrionaly. patents wkh advanced Wer discase andjor cosgulopathy ae at hereased

risk for ing.

Strategies to Minimize the GI Risks in NSAID-treated Patients

" Use the westeffctive dosage for thechortest possible duraton.

= Avoid administration of more than one NSAID a

 Avod use I patents ot mghet ek uness bends are expected toutweigh the

increased risk of bleeding. For such patients, as wel as those with active GI bleeding,

consider akernate therapies other than NSAID.

Remmain alrt or g1 and symptoms o Gl uieraion and beedig during NSAID

. Ifasanuus 1 sverse event s suspected, prompty st evaluation and restmen;
s ruled out.

i seting o condamaant e of ow-doee seph 1 corcin proBmyecl. monkor
patients more closely for evidence of Gl bleeding (see DRUG INTERACTIONS (7))

5.3 Hepatotoxicity

In cinca i, of (ie. more

S imes the Ui of AST (SGOT) W obearv h Spouk 5 of a1 oxeTA
5,700 patints at some time during dilofenac trestment (ALT was not messored # ol
Shudes

In 2 brga, openabel. controled raof 3,700 pkntstastad w oral ictenac for 2

t0 6 months, patients were m: weeks and
moniored agan t 24 weeks reaningtesshvatons of AT and/ov ASTa(umed i sbout
4% of ‘atients and included marked elevations (greater than 8 times t

oot T8 of i 3,700 patens n tht open et sy, 3 s ance o1 borderine
(less than 3 times the ULN), moderate (3 to 8 times the ULN), and marked (greater than
8 times the ULN) elevations of ALT or AST was observed in patiets receiving diclof
when compared to other NSAIDs. Elevations n transaminases were seen more
frequently n patients with osteoarthritis than in those with rheumatoid arthrits
symptomatc Abnormal tests Gccurred durig the frst 2 months of thetepy w
e 15 o he 31 phtensem Sk e he el ke ranenmste

Sevatons.

In postmarketing reports, cases of drug-induced hepatotoxicity have been reported in
inefrst mont,and  some cases. th st 2 months o thefpy,but can occur ot any
ichofenac. reported cases of
hepati reactons, incuding iver necrosi, jaundice, fuminan nepattss wkh and
Rt Jaundice, and ber Bk, Some of these feported cases resuted i fotalies or
ver transplantation.

In » European retrospecti populatio-based, case-cortroled study. 10 cases of

iclofenac jth non-use
o SoTanas wete ss0ctas i b Sty Bt 104 ooted ods ot of
ver injury. In this particular study, based on an overall number of 10 cases of Iver injury
sssockted wRh diofenac, th acsted odds rat creased futher e emale gender,
doses of 150 mg or more, and duration of use for more than 90 days

Physicans shoud measure transamiases ot baseine and Demm(aﬂy n parres
receivin with dilofenac, develo
wikhaut aprodrame of distingushing symptoms. The optinum tmes for haking the fret

ed on clnkcal trial data
T posmsetng expenane Mot ahodd be monkored i 110 weake
after initiating treatment with diclofenac. However, severe hepati reactions can occur at
any time during treatment with diclofenac.

1t bnormal s tets persistor worsen, f clicaligns andor symptoms consstert

if systemic manitestations occur (e.g., eosinophill, rash,
ebuomna\ pam ey dork ot ke remae soaum shesis o ot
immediat

Inform paber\ts of the warning signs and symptoms of hepatotoxicity (.., naus:
fetiue, Ethary. darrhes, purus aundice, 11t upper uodant tendernss, ond o
) cinica sins and symtoms consitent wth v dscse develp,o
S mnifestatons oceur (6., cosiophi. ragh, e ). dscontinee bienae
Soaum mediate, and perfor a cincal evaaton of the paten
To minimize the potential sk for an adverse ver-related event in patients treated with
ehfenac sodum,use e owest efctuedose for the shortest duraton possble
Exercise caution wF ‘g dickfenac sodium with concomitant drugs that are
Known o be potentisy hepatotoxi (€3, acetaminophen, antotcs. antepieptcs)

5.4 Hypertension
NSAIDs, ncluding dicofenac sodkum, can ead 0 new onset of nypertension,or
worsening of preexstng ypertenson, skher o whih may contribute o the ncreased
nciden s Patents Taking angiotensin convertng enzyme (ACE) hikors,
I iraic of oop drence Moy Wave Impared esponLe e hest therapes wén
ok NOAIDE foee DR ITERACTIONS (91
Monitor blood during and
throughout the course of therapy.

5.5 Heart Failure and Edema
Coxib and traditional NSAID Trialsts' Collaboration meta-analys’s of randomized
contoled rls -fold increase in
rt failure in COX-2 selective.treated patients and nonselective NSAID-treated patients

Compored 1o pcabo-rasted patents. n  Danh Natanel Regkry study of pabents
wikh heart adire, NSAID use ncreased the rsk of M hosptazatin for heart aure,
and deat

Addtionaly, i etention and ederna have been observed nsome patents ested win
NSAIDs. U of diofenac may bunt the CV effcts of several thrapeutc agen

ot s magkalcondlons (€0, diretee. ACE mmERers, of srgbtencn recepror

blockers [ARBS)) [see DRUG INTERACTIONS (7))

Avoid the use of diclofenac sodium in patients with severe heart faiure uniess the
benefits are expected to outweigh the risk of worsening heart faiure. If diclofenac
sodium is used in patients with severe heart faiure, montor patients for signs of
worsening heart faiure.

5.6 Renal Toxicity and Hyperkalemia
Renal Toxicity

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

renal inury.

Renaitoxicey has also b seen 1 patintsin whomrena prostagandins have 2

compensatory roke i the maintenance of renal perfusion. In these patents,

admastration of an NSAID may Cause a dose-dependent reductn n prosiaglandin

formation and, secondariy, in renal blood flow, which may precipitate overt renal
decompensation. paients at greatst ik oftis reaction ae those wih mpaied renl

function, dehydr ypovolemia, heart faiure, lver dysfunction, those takin

Ghretcs and ACE Mnbliors of ARBS, and e adefy. Ocontuaton of NSAID therapy

was usualy followed by recovery to the pretreatment state.

No information is avaiable from controled ciinical studies regarding the use of diciofenac

sodium in patients with advanced renal disease. The renal effects of diclofenac sodium

may hasten the progression of renal dysfunction n patients with preexisting renal

dsease.

Correct volume status in dehydrated or hypovolemic patients prior to intiating diclofenac
Sodium. Monitor renal function in patients with renal or hepatic mpairment, heart failrre,
dehydration, o hypovolemi during use of diclofenac sodium [see DRUG INTERACTIONS
(7)]. Avoid the use of diclofenac sodium in patients with advanced renal disease unles:
the benefts are expected to outweigh the risk of worsening renal function. If diclofenac
sodiumis used in patients with advanced renal disease, monitor patients for signs o
worsening renal function.

Hyperkalemia

Increases in serum potassium concentration, including hyperkalemia, have been

reported with use of NSAIDs, even in some patients without renal impairment. In

patients with normal renal function, these effects have been attributed to a

hyporeninemic-hypoaldosteronism state.

5.7 Anaphylactic Reactions

Diclofenac has been associated with anaphylactic reactions in patients with and without
nown hypersensitivity to diclofenac and in patients with aspirin-sensitive asthm

CONTRAINDICATIONS (4) and WARNINGS AND PRECAUTIONS (5.8)]

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 aspirn-sensitive asthma which may
include chronic rhinosinusitis complicated by nasal polyps; severe, potentialy fatal
bronchospasm; and/or intolerance to aspirin and other NSAIDs. Because cross-
reactivity between aspirin and other NSAIDs has been reported in such aspirin-senstive
patiets,dicfensc sodlum s contrandicated n patients wah this form of asprin
sensitvity [see CONTRAINDICATIONS (4)). When diclofenac sodium is used in patients
i precxiting asthma (wkhout known aspm SanchnEy. monkor patonts 10
changes in the signs and symptoms of asthm

5.9 Serious Skin Reactions

NSAIDS, including diclofenac, can cause serious skin adverse reactions such as
and toxic

(TEN), which can be fatal. These serous events ooy occur wEhoLt warming. Inform
patients about the signs and symptoms of serious skin reactions, and to discontinue the
USe of dclofenac sogum at tha st appearance o ski rash or any other S of
hypersensitivty. Dicbfenac sodium is contraindicated in patients with previous serious



skin reactions to NSAIDs [see CONTRAINDICATIONS (4)].

Do nctepply dicfenec sodlam toplal scktnto open sk woumds,fectons
s & may affect tolerabilty of the

bt

5.10 Drug Reaction with Eosinophiia and Systemic Symptoms (DRESS)
Reaction with Eosinaphila and Systemic Symptoms (DRESS) has been reported in

patients taking NSAIDS such as diclofenac sodium. Some of these events have been
fatal or ife-threatening. DRESS typicaly, akhough not exclusively, presents with fever,

sh, lymphadenopathy, and/or facial sweling. Other ciinical manifestations may include
hepates, neprs, hematologialabnoralties, Myocars, o myosts, Sometimes
symptoms of DRESS may resemble an acute viral infection. Eosinophila i often present.
Because this deoraer & variable i s presentaton, other organ systems ot noted here
may be involved s mpor oo o note at eary manesatons of ypersens iy,
uch as fever or lymphadenopathy, may be /en though rash s not evident. If
i S o Symtome are e, kst deatenac sadum and evoute the
patient immediatel

5.11 Fetal Toxicity
Premature Closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs, including diclofenac, in pregnant women at about 30 weeks
gestation and later. NSAIDs, including diciofenac, increase the risk of premature closure
of arteriosus at

Olgohydramnios/Neanatal Renal Impairment:
Use of NSAIDS, including diciofenac sodium, at about 20 weeks gestation or later in
pregnancy may cause fetal renal dysfunction leading to oligohydramnios and, in some
es, neonatal renal impairment. These adverse outcomes are seen, on average, after
days fo weeks of roatment, hough akgohydranmios as beenireauenty rported
as s00n as 48 hours after NSAID infiation. Ofigohydramnios is often, but not aiws
reversible with treatment discontinuation. Complcations of prolonged olgchydrammns
may for examle, iclde mb contacturesand deyed ng maturaton I
exchange transfusion or dialysis were required.
1fNSAID treatment s necessary between bout 20 weeks and 30 weeks gestaton, it
possibe.
Cnnsnder ulvasound mammnng Sremite 10 f dcfenc sodum Uesment extends
eyond 48 hours. Discontinue diclofenac sodium f dramnios occurs and follow
UG b cimkalrachce oee USE INSPECIC PORLATIONS 3.

5.12 Hematologic Toxicity

fneriahas occured 1 NSAID-eatd patent, T may be due o accul o rocs

blood loss, fluid retention, or an incompletely described effect on erythropoiesis. If a

patent treated wih dicofenac sodum Thas any skgns or symptoms of anma, monkor
hemoglobin or hematocr

NSAIDs,inchuding diofenac sodkm, my incresse the sk of beeding events, Co-
mortid condons such as coguitin dorders, concomkant use of warfarn, other
aNicoagants, anCplatot agents (€., aspri), Serotoni reuptake mbors (SSRIS)
i saaton horeliephrine Touptake HHRors (SN Mo mcresse e rik. Montor
patients for signs of bleeding (see DRUG INTERACTIONS (7)].

o ffcts of dcfenac sodum on pltelt fncton were st 1 10 oty subects

atimrcres 80 drope o tmes 3 ey ot 7 eyt Trere was s SgMICATt Ehange
Folowing ane wesk of CLINICAL PHARMACOLOGY

(12.4)).

5.13 Masking of Inflammation and Fever

The pharmacologcal acity of dicfenac sodum n reducing nfarmmaton, and possiy
fever, may diminish the utilty of diagnostic signs in detecting infection:

5.14 Laboratory Monitoring

and renal injury can
SYTBIoMS O KIS CONSKIEr MONKarng pAENtS on ong-ter NEAID reatment wi 3

and a chemistry profie periodicaly [see WARNINGS AND PRECAUTIONS (5.2, 5.3,
ol

5.15 Sun Exposure
Instruct patients to to natural or on treated knee(s)

in animals resulted in an earler
onset of ultraviolet light-induced skin tumors. The potential effects of diclofenac sodium
on skin response to ultraviolet damage in humans are not kno

5.16 Eye Exposure
Avoid contact of dickfenac sodium with eyes and mucosa. Advise patients that f eye
contact occurs, immediately wash out the eye with water or saline and consult a
physician i iitation persists for more than an hour.

5.17 Oral Nonsteroidal AntkInflammatory Drugs
Concomitant use of oral NSAIDS with diciofenac sodium resuted in a higher rate of

<2 and hemogabin, Trereore,
9o ot use combination therapy wkh dicafenat sodm and an ora NSAID u
beneft outweighs the risk and conduct periodic laboratory evakuatio

6 ADVERSE REACTIONS
The folowing adverse reactions are discussed in greater detai i other sections of the
sbeing

+ Cardiovascular Thrombotic Events [see WARNINGS AND PRECAUTIONS (5.1

+ Gl Bleeding, Uiceration and Perforatin (see WARNINGS AND PRECAUTIONS (5.2)]
+ Hepatotoxicty [see WARNINGS AND PRECAUTIONS (5.3)]

+ Hypertension [see WARNINGS AND PRECAUTI

+ Heart Faiure and Edema [see WARNINGS AND PRECAUTIONS (5.5)]

+ Renal Toxicty and Hyperkalemia [sce WARNINGS AND PRECAUTIONS (5.6)]

+ Anaphylactic Reactions [see WARNINGS AND PRECAUTIONS (5.7)]

+ Serious Skin Reactions [see WARNINGS AND PRECAUTIONS (5.9)]

+ Hematologi Toxicty [see WARNINGS AND PRECAUTIONS (5.12)]

6.1 Clinical Trials Experience

under widely varying condtions,
rates observed in the cinical triais of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

The data described below reflect exposure to diclfenac sodium of 911 patients treated
between 4 and 12 weeks (mean duration of 49 days) in seven Phase 3 controlled triais,

patients treated for at least 6 months, and 144 patients treated for at least 12 months.
n mean age was approximately 60 years, 89% of patients were
Caucasians, 64% were females, and al patients had primary osteoarthrits. The most
sodum reactions.

These events were the most common reason for withdrawing from the studies.

Application Site Reactions

In contraked s, th most common restment eated adverse everts i patents

receiving dilofenac sodum topical solution were appication site skin reat

Roplcation ske reactons were character2ed by one or Mere of the olawing: dryness,
duration, vesicles, paresthesia, prurius, vasodiation, acne, and urticar

The most frequent of these reactions were dry skin (32%), contact dermatits

characteized by ki erythema and induration (9%),contact dermatis weh veskes

%) and pruritus (4%). In one controlled trial, a higher rate of contact dermatits with

Verdon (65 woe obeervad aier waatment of 155 subjecie wit he camibnaton of

long-term safety study, contact dermatits occurred in 13% and contact dermatits with

vesicles in 10% of patients, generall within the first 6 months of exposure, leading to

withdrawal rate for an application ke event of 14%

Adverse Events Common to the NSAID Class.

In controlled trials, subjects treated with diciofenac sodium experienced some adverse
events associated with the NSAID class more frequently than subjects using placebo
{constaton dartea,dyspepsia nause fltulnce, sbomialpa,edema: s Table

1) of dicfensc sodum
10 oal dclfenac aone,resuked in 2 igherrae of ecta) Pemorthage (5% 4. ot tron
more frequent aonormal ccatine (12% ve. 7%, rea (30% vs. 12%), and

Remogisom (13% 4. 5% o no ierence I deveton of er Hansampases
Table st adverse reactons accurring n =1% of patets receiving dicofenac
ex(eeded placebo, rom seven controled studes conducted i patents wih

e percentages do not

Comrere e ot of becuroncn
Table 1: Adverse Reactions occurring in =1% of patients treated with Diclofenac Sodium Topical
‘Solution, 1.5% w/w in placebo and oral diclofenac-controlied trials.

Treatment Grou Diclofenac Sodium Topical Solution, 1.5% w/w Topical Placebo

N=o11 N=332
Adverse Reaction" N (%) N (%)
Dry Skin (Appication Ste) 292 (32) 17(5)
Contact Dermatits (Applcation Site) 83(9) 62)
721(8) 1304)
Abdorminal Pain 54(6) 1003)
Flatulence 35(4) 1(<1)
Fruis (Applcaton ske) 34(4) 72
330a) 72)
33(4) 3m)
Pharyngtis 40 (4) 1304)
Constpaton 29(3) 1(=1)
Edem: 26(3) ]
Rash (Non-Applcation Ste) 25(3) 52)
infecton 25(3) 82)
Ecchym 19(2) 1(<1)
Bry Skin (Non- Applcaton i) 19(2) 1(=1)
Contact Dermatiis, vesicles (Application Site) 18(2) o
Paresthesia (Non-Application Site) 1402) 3(<1)
Accidental Injury. 2(2) 72)
Prurkus (Non-Applcation Site) 15(2) 2(<1)
Shusts 1001) 2(<1)
Haitosi 10 1<)
Auuhcmn Site Reaction (not otherwise specified) 10 3(<1)

Preferred Term according to COSTART

6.2 Postmarketing Experience.
1 no-U:, postaarketing survellnce, he folowng adversereactons have been

orted durin reactions are
e onea vk o s ot 1 aheeri e, ot sy e 10
relably estimate theirfrequency or establish a causal relationship to drug exposure.
Body as a Whole
Abdorminalpai, accientl nury, akrge reacton, asthena, back pa,body oo, chest

fema, face edema, haltosis, headache, lack of drug effect, neck rigidy, p:

Cardiovascular
Palpitation, cardiovasculr disorder
Digestive

Diarrhes, dry mouth, dyspepsia, gastroenterits, decreased appetite, mouth ulceration,
nauses, rectal hemorrhage, ukcerative stomatits

Metabolic and Nutritional
Creatinie increased

Musculoskeletal

Leg cramps, myaigia

Nervous

Depression, dizziness, drowsiness, lethargy, paresthesia, paresthesia at applcation ste
Respiratory

Asthma, dyspnea, laryngismus, laryngits, pharynglis

‘Skin and Appendages

A the Application Sit
prurius, ras!

Other Skin and Appendages Adverse Reactions: Eczema, rash, pruritus, skin
discoloration, urticaria

Special Senses

Abnormal vision, blurred vision, cataract, ear pain, eye disorder, eye pain, taste
perversion

ontact dermatis, contact dermatits with vesicles, dry skin,

7 DRUG INTERACTIONS
See Table 2 for ciinicaly significant drug interactions with diclofenac

Clinically Significant Drug Interactions with Diclofenac
Drugs That Interfere with Hemostasis



Cinicafimpact @ Dilofenac and anticoaguiants such a5 warfarnhave » synergistic efect on leeding. he concomtant use of dicofenac and antcoagulnts have an ncreased sk of serious bieding compared o th use o ether drug dlone.
Serotonin release by platelets plays a dru @ and an risk of bleeding more than an NSAID alone.
Interventon Moot patents wih concomiant uee of dlorena s6dum . ammagmam (eg., warfarin), antipatelet agents (e.g., asnmu selective serotonh reuptake A mors (S5h1), e sertoni noreomephme veuplake inhibitors (SNRIs) for signs of bleeding [see WARNINGS AND PRECAUTIONS (5.11)]

Aspirin
Ciinical Impact: Controlled showed that of NSAIDs and of aspirin does not produce any greater therapeutic effect than the use of NSAIDs alone. In a clincal study, the concomitant use of an NSAID and aspirin was associated with a significan incidence of GI a5 compared to use of NSAID alone [see WARNINGS AND PRECAUTIONS (5.2)]

inteventon  Concambant use of dilfnac sodum shd anabesic oses of sphi o genecal recommended because of thebcressed il of Heeding (s WARNINGS AND PRECAUTIONS (5.1, Defenac odk s ok substte fo w dose sspetn for crdivascular profectn.
ACE inhibitors, Angiotensin Recel loc!
Chnkal mpact: @ NSAIDS may dimish the anz\hypene«sme ot anqmeﬂsm convertng enzyme (ACE) inhibtors, an
n - dey

glotensin receptor blockers (ARBS).or beta-blockers (nciding propranokl,
-admi o

s who are ek, lte (ncking those on hretherapy. o have renalimgarment traton of an NSAIS whh ACE o or ARG may esuk i deteroration o ens fction, chuing possblescute rensfabre Thesqaﬁe(tsamusua\ryreversnk

Intervention: O dicotenac Sodum  and | ACEmhbEore.  ARBE. - or bt bockers, . monior ressure to. enure. .t the  desked  bood  pressire B obaned @ concomeant use of ~dekfenac sodum and ACEhbkors or AREs I patients
eoitedof have oo onsl Tncin. ot Tor < of ersening rene uneton (ee WARNIGS AND PRECAUTIONS(S 6 @ When hose dhugs patients should be adea Rssess renaifunction at the beginning o

Diuretics

Clinical Impact: Cliical studies, as wel s observations, reduced the natriuretic effect of loop diuretics (e.g., 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 sodium with diuretics, observe patients for signs of worsening tion, in addition to ] AND PRECAUTIONS (5.6)].

Digoxin

Cinical Impact: The concomitant use of dicofenac with digoxin has been reported to and prolong

Intervention:  During concomitant use of dickofenac sodium and digoxin, monitor serum digoxin levels.

NSAIDS. levess and reductions in renal ithium clearance. The mean minimum thium concentration increased 15%, and the renal clearance decreased by approximately 20%. This effect has been attributed to NSAID inhibiion of renal prostaglandin synthesis.

ntervention: . During concomant use of dkkfenac sodum and Khium, monkor patiens fo Sané of Khim toxkty.

Methotrexate

Cinical Impact; Concomitant use of NSAIDS and methotrexate isk of 9. neutropenia,

Interventin: . Durng concomsant e of dclofenac odium and methatrexate, monor paients for metholroxate oxicty

Cyclosporine

Cinical Impact: Concomitant use of diclofenac sodium and

Intervention: ~During concomitant use of diclofenac sodium and cyclosporine, monitor patients for signs or worsening renal function.
ylates

who

elderly,

volume-

Cinical Impact: Concomitant use of diclofenac with other NSAIDs or salcylates (e.g., diflunisal, saisalate) increases the risk of Gl toxiciy, with lite or no increase n efficacy (see WARNINGS AND PRECAUTIONS (5.2)]. Concomitant use of oral NSAIDs with diclofenac sodium has been evaluated in one Phase 3 controled trial and in combination with oral diclofenac, compared to oral diclofenac alone, resuked in a higher

rake ofrectahemorthage 5% s s than 16, and more frequent abnormalcreatnine (125 v. 75%) urea (20% v 12%) and emaglbi (13% v. %)
Intervention: ~ The concomitant use of diclofenac with other NSAIDs or salicyclates is not recommended.
o not use combinaton therapy weh ciofenac sodum and an oral NSAID unless the beneft outweighs the rsk and conduct periodi laboratory evakiatons
Pemetrexed
Cinical Impact: C emetrexed m: renal, and Gl toxicity (see the pemetrexed prescribing information).
Intervention:  During concomitant use of diclofenac polhipio emeirered, I patnts whh el mpaent whose CTeatinhé clarance ranges from 45 1 78 mmin monker fo mydlsupbression, renal and Gi iy,

NSAIDS with short elmination half-ives (e.g., diclofenac, indomethacin) should be avoided for a period of two days before, the day of, and two days folowing administration pemetrexed.

In the absence of data regarding potentialinteraction 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 of, and two days following pemetrexed administration.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summ:

Use of NSAIDS, sodum, can cau the fetal
ductus arterosus and feal renal ysfancton lkading to oigohydrambs and, in some
cases, neonatal renal impairment. Because of these risks, imit dose and duration of
diclofénac sodium use between about 20 and 30 weeks of gestation, and avoid
diclofenac sodium use at about 30 weeks of gestation and later in pregnancy (see
Clinical Considerations, Data),

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including diciofenac sodium, at about 30 weeks gestation or later in
preg the risk of arteriosus.

Olgohydramnios/Neonatal Renal Impairment
Use of NSAIDS at about 20 weeks gestation or later in pregnancy has been associated
i Cass of et renal dysfuncion eading t okgofydrammias, and n some case.
neonatal renal impairment.
Data regarding other of NSAID

sse in women i the first or second trimesters of pregnancy are inconclusive. In animal
reproduction studes . no evdence of teratogenicy was observed n mice, fts,or
rabbits given diclofenac dafy during the period of organogenesis at doses p to
approximately 0.6, 0.6, and 1.3 times, respectively, the maximur recommended human
dose (MRHD) of diclofenac sodium, despite the presence of maternal and fetal toxicity at
these doses [see Datal.

Based on animal data,
endometrial vascular perm:abmy‘ ottoeyst mpneaton, e docitogoton. 1 amimal

studies, inhibitors such as
resuted i ncressed e m post-implantation loss. Prostaglandins also have been
shown to have an important role In fetal kidney development. In published animal

ety Dmslaq\andn synthesis inhibitors have been reported to impair kidney

e estimated background sk o maor bith defects and miscarriage for the ndcated

population(s) & un Allpregnancies have a background risk of

e adverss outcomen. In 4 0.5 genera popdoton. i estaneied bocrgroumd,

isk of major birth defects and miscarriage in clincaly recognized pregnancies & 2 to 4%

and 15 to 20%, respectively.

Clinical Considerations

Cinical Considerations

Fetaliieonatal Adverse Reactions

Premature Closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs in women at about 30 weeks gestation and later i pregnancy.

because NSAIDs, incluing dicfenac sodum, can cause prematre closure of thefeal

ductus arteriosus (see

Olgohydramnios/Neonatal Renal Impairment

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

o the lowest effective dose and shortest duration possibk. If diclofenac sodkum

treatment extends beyond 48 hours, consider monitoring with uitrasound for
Sodium and fol

it occurs,

up according to clnical practice (see Data),

Data

Human Data

Premature Closure of Fetal Ductus Arteriosus:

Published literature 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 Imparment:

Published studies and postmarketing reports describe maternal NSAID use at about 20
ks gestakion or br i pregnancy sssocited wk etl renl dysfuncton eading o

ofigohydramnios, and in some cases, neonatal renal impairment.

o e e, o v, e oyt wesks o wemument, hnougn

oligohydramnios has been infrequently reported as s00n as 48 hours after NSAID

initation, In many cases, but not al, the decrease in amniotic fuid was transient and

reversble it cessaton of thedrug. There have been 2 mked numberof case reports

f

Of which were kreversloe. Some eases of neonatal renal dysfuncton requred emment
with invasive procedures, such as exchange transfusion or dialysi.

Methodologilimtatons of tese postmarketng susesand eports cude ok of 3

control group; limited information regarding dose, duration, and timint

o o Fohcomtant sse of her medcations. These Iforons precide

stablshing a reiabe stimate of the ik of adverse ftal and neonatal outcomes wth
ISAID use. safety data o wolved

mostly preterm infants, the generaizabilty of certain reporled ks to the fukterm

infant exposed to NSAIDS through maternal use is uncert

Animal Data
nanias ¢

sodium aid

duion o metenel oy o fe toxety i mice o ora doses upto 20 mg/kg/uay

(approximately 0.6 times the maximum recommended human dose (MR}

e ronat oo, 155 myiay: oose o bocy sortacs s (5SA) comptrbon), and
rats and rabbits at oral doses up to 10 mg/kg/day (approximately 0.6 and 1.3 times,

developmental studies of dimethyl sulfoxide (DMSO, the solvent used in diclofenac
to

Inras, materaly toxc doses of dicfenac were assochted wih ystoci pronged
gestation, reduced fetal weights and growth, and reduced fetal survival,
Labor or Delivery:
‘There are no studies on the effects of diclofenac sodium during labor or deivery. In
animal studies, NSAIDS, including diclofenac, inhibit prostaglandin synthesis, cause
delayed parturition, and increase the incidence of stilbirth.
8.2 Lactation
Risk Summary
Based on avaiable data, dickofenac may be present in human mik. The developmental
and heakh benefts o breesteding shouk be considered song wih the mother's
clinical need for CATAFLAM and any potential adverse effects on the breastfed infant
o the CATAFLAM ot o e uade g Taterna condon
Dpata

One woman treated orally with a diciofenac satt, 150 mg/day, had a mik diclofenac level
of 100 mcglL, equialent foan fant dose of about 0,03 mgkg/day, Dicfenac was ot
detectabl n bresst mikcin 12 wormen using dclofena (ster sker 100 gy oraly
o o or 2 gl 30 m o i o seminred I i
postpartum period).

8.3 Females and Males of Reproductive Potential

Infertility

Females:

Based on action, the use of NSAIDS, icluding

diclofenac sodium, may delay or prevent rupture of ovarian folickes, which

ettt wih raversbie hrerily m sorme womn, Publenas el ties nave.

Shown that acministration prostaglandin synihess nibtors hat the potental o disrupt

prostaglandin-mediated follcular rupture required for ovulation. Smal studies in women
AIDs have aiso shown a reversible delay in ovulation. Consider withdrawal

of NSAIDs, including dickfenac sodium, in women who have difficulies 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

ety patients, compared to younger patiets, are a greatr sk for NSAID-associted
ndjor

anticipated i cosing at
the low end of the dosing range, and monitor patients for adverse effects (see
WARNINGS AND PRECAUTIONS (5.1, 5.2, 5.3, 5.6, 5.13)].

Of the 911 patients treated with diclofenac sodium in seven controlled, Phase 3 clinical
trials, 444 subects wiere 65 years of age and over. There was no age-related difference

the incidence of adverse events. Of the 793 patients treated with diclofenac sodium in
one open-labeled safety trial, 334 subjects were 65 years of age and over including 107
sublects 75 and over. There was no difference n the incidence of adverse events wi
long-term exposure to dickofenac sodium for this ederly population

10 OVERDOSAGE

Symptoms following acute NSAID overdosages have been typicaly mited to letharay,
drowsiness, nausea, vomiting, and epigastric pain, which have been generall reversible
with supportive care. Gastroitestinal bleeding has occurred. Hypertension, acute renal
falure, respiratory depression, and coma have occurred, but were rare, (see WARNINGS
AND PRECAUTIONS (5.1, 5.2. 5.4, 5.6)].

Manage patients with symptomatic and supportive care folowing an NSAID overdosage.
There are no specific antidotes. Emesis is not recommended due to a possibilty of
aspiration and subsequent respiratory irrtation by DMSO contained in diclofenac sodium
topical solution. Consider activated charcoal (60 to 100 grams in aduls, 1 to 2 grams
per kg of body weight in pediatric patients) and/or osmotic cathartic in Symptomatic
patients seen within four hours of ingestion or n patients wth a arge overdosage (5 to
10 times the recommended dosage). Forced diuresis, akalnization of urine,
hemodialysis, or hemoperfusion may not be useful due ta high protein binding.

about . contact a poison a-

For
800222-1222).

11 DESCRIPTION
Dichofenac Sodium
31, avtabl 35 Ckar, CoESS 8o (4N Pk orange Scwton fr opEa appacon.
Diclofenac Sodium Topical Solution USP contains 1.5% wiw diclofenac sodium, a
acid (NSAID),
designated chemicaly as 2-{(2,6-dichiorophenyllamino}-benzeneacelic acid,
Itis a white

sokilen methanal soltlenethanol (96 %) sparingly sobtie i water, practialy
insoluble in chlaroform and in ether. The molecular wes
o o SCINNa a  na e Tokoning s ockur form:



COONa

r\‘m
\

>

cl

Each 1 mL of solution contains 16.05 mg of diclofenac sodium
in diclofenac USP include: alcohol,
. 45.5% wiw), glycerin, purified water.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism Of Action
Diclofenac has anaigesic, ant-inflammatory, and antipyretic properties

“The mechanisim of action of diclofenac sodium, lie that of other NSAIDS, is not
completely understood but involves inhiotion of cyclooxygenase (COX-1 and COX-2)

Diferac s 2 pent bior ofprostagnin syitess v, iloferac

Senskze afferent nerves and polermere the acton of bredykmm I veig pa

RROT of prostbgbin SynEhese 5 e of ko e 5 o s rene of
prostagiandins in peripheral tssues.

12.3 Pharmacokinetics.

After topical administration to heathy human volunteers of single and mutiple maximurm
doses of diclofenac sodium topical solution, 40 drops (approximately 1.2 mL) to each

knee (80 drops total dose), the following diclofenac pharmacokinetic parameters were
obtained: (see Table 2).

Table 2: Single-Dose (80 drops) and Multiple Dose (80 drops four times daily
for 7 days) Diclofenac Sodium Topical Solution, 1.5% w/w Pharmacokinetic
Parameters
Diclofenac Sodium
Pharmacokinetic Parameters
Normal Adults [N=18] Normal Adults [N=19]
(Age: 18 to 55 years)  (Age: 18 to 55 years)
single

Dose Multiple Dose
Four times daly for 7 days.

AUCo 1775726 nghyml 6954 = 348.9 ng.himL

AUCq.int 1963685 ngh/ml  745.2 = 374.7 ng.hjml

Plasma Crnax 81 %59 ng/mL 19.4 +9.3 ng/ml.

Plasma Tmay () Y

Plasma ty () 367 £208 79.0 +38.1

Kai () 0024 £ 0,010 0.011=0.004

CUF (Lh) 24472847 -

+ Apparent total body clearance

Absorption

Dicbrenac sysem dektenacs ication (4

s daiy for 1 weel)
e ot cirenac o o) mopscatin (e doy fors eske).
Distribution

Diclofenac is more than 99% bound to human serum proteins, primariy to albumin.
Diofenac difuscs nto nd outof the synoval i, Ditson to the it occurs when
e higher than those in the synovial luid, after which the process

Feverses and synovel T evelsare higher than piasma evcks It s ot known whether

diffusion into the joint plays a role in the effectiveness of diclofenac.

Elimination

Metabolism:

Fiv dikfenac stk havs bt b fmen plsros o urr, Thg

metabolites include 4-hydroxy-, 5-hydroxy-, 3-hydroxy-, 4:5-diy

hydroxy & mebory delfenac Tre ma‘ord(\nlensc kool 3 nystony diofenac,
X pharmmacol ¢ ormaton o &-hyrory dofenac s rimary

edbiod by CYACS.Both Aclofenar an 5 ovilte metepolie nder

glucuronidation or sulfation followed by bilary excretion. Aty\g\u:wnmﬁatnn medated

by UGT287 and oxidation mediated by CPY2C8 may also play a role in diclofs

metabolm, CYP3A4 s responsbe forthe formatin of minor metaboles. Srhvdroxy

droxy-diclofenac,

Excretion:

Dichofenac is igh metabolsm and and bilary

excretion of o of

Litle or no free unchanged dicofenac is excreted in the urine.
Specific Populations
Pediatric:

has not been nvestigated in
peditric patients.

Race:
Pharmacokinetic differences due to race have not been studied.

Drug Interaction Studies
Aspirin:

When NSAIDS were acinstered wkh aspiin the rotein binding of NSADs were
reduced, akhough the clearance of free NSAID was not attered. The cinical significance

of ths mteraction s not known. See Table 1 varcumauy significant drug interactions of
NSAIDS with aspirin [see DRUG INTERACTION:

13 NONCLINICAL TOXICOLOGY
13.3 Carcinogenesis, Mutageness, Impairment of Fertility

Carcinogenesis

Carcinogenkcy studies i mice and ats adminitered dicafenac sodkr topclsokton
o detary constnuent o 2 yeas resuled oo sinfant nreses 0 umo

7
o0 imouse andot acaechvas oF e et tocompenas hean opesl doce
(MRHD) of diclofenac sodium topical solution (based on apparent bioavaiabilty and body
surface area comparis

I dermal carchogeniey study conducted nsbto e, dab topial appcatos of

oo dotonac somm (ov\cenlvatmn T st 1 deiorenae sodum topeal
solution) did not increase neoplasm incident

in hailes:
ofanac sodum ot dpeed op 10, 035% diofenac oo 13108 fover Seiotenac

an present uited in an
earier madian time of onset of amors

Mutagenesis
Dicfenac was not mutagenic or clastogenk na batery of genotoxicy teststhat
included assay, in vitr point mutation
sy, chromosomal sberration studies n Chincse namster ovaria <l viro. and
Wvo rat chromosomal aberration assay of bone marrow cells

ity

Fertity studies have not been conducted with diclofenac sodium topical solution.
Diclofenac sodium administered to male and femal rats at doses up to 4 mg/kgiday

Impairment of Fe

bioavalabiky and body surface area comparison) dd not ffect ertty. Studes have not
nducted to determine the safety of DMSO on fertity.

13.4 Animal Toxicology and/or Pharmacology
Ocular Effects

using indirect mutiple-daiy
Cermal gicatin o o Tor 36 woeke o g Tor S5 weoes o YISO o e the
concentraton found i diclafenac sodm tofical soiton, Publshed studes of dermal o

:dministration of DMSO to rabbits, dogs and pigs described refractive changes of
Bt Samatre and corkalToors mecateof My ont g andlor mesiances o ons
opacity or discoloration when evaluated using sit-lamp biomicroscopy examination,

khough no ocular abnormalties were observed in rhesus monkeys during daiy oral or

dermaltreatment with DMSO for 9 to 18 months.

14 CLINICAL STUDIES
14.1 Studies in Osteoarthritis of the Knee

‘The use of diclofenac sodium topical solution for the treatment of the signs and
symptoms of osteoarthrits of the knee was evaluated in two double-bind controlled

excilents) andor topcl veticls sokian (45.5% w/ DMSO wkh other excpent).
spple decty o the sty knee In both ris, dlcofenac sodum topl sobion

to placebo
andlor vehick, i ol three primary efficecy varlables_pai, Srysialtincion Westarn
Ontario and McMaster Universities LK3.1 OA Index (WOMAC) pain and physical function
Gimencions) and Patent Overal Hedkh Asoesément (POHAVPLrent Goba ASsesament
(PGA). Numerical results are summarized in Tables 3 and 4.

Table 3: Change in treatment outcomes after 12 weeks of treatment in one study of efficacy of Diclofenac Sodium Topical Solution, 1.5%
wiw

Study |
Mean baseline score and mean change in efficacy variables after 12 weeks of treatment

Efficacy Variable
Mean Baseline Sodium placebo? N=155Topical vehicle? N=161
WOMAC pain score (Likert 3.1, 0- 13 60 a7 a7
20)
WOMAC physicalfuncton a2 157 123 121
U3, oise)
A (0-4) 23 10 04 06

Tobceb formulaton ncuded 2.3% DMSO
Zvenicle formulation included 45.5% DMSO

hange in treatment outcomes after 12 weeks of treatment in one study of efficacy of Diclofenac Sodium
‘Topical Solution, 1.5% w/w

udy 11

Mesn bassine score and msan change in effeacy variables after 12 wesks of treatment

lofanac Sodium Topical Solution Topical vehiclel
N=164

WOMAC pain score (Lkert 3.1, 0- 13 59 44

20)

WOMAC physica function a2 153 103

(Lkert 3.1, 0°68)

PGA (0-4) 31 13 10

)
3venicle formulation included 45.5% DMSO.

16 HOW SUPPLIED/STORAGE AND HANDLING
Diktenac sodm Topical Souton USP 1.5% wh s supplie s cear, coeriess to
faintly pink orange solution containing 16.05 mg of diclofenac sodium per mi

Libon, 2 whie high densty polyethylane botte wih a whee o densty polyethylene
dropper cap.
NDC Number and Size
5 FLOZ. (150 mL) bottle in cartons of one NDC # 68180-538-01
Storage

Store at 25°C (77°F); excursions permitted to 15 to 30°C (59 to 86°F) [See USP.
Controled Room Temperaturel.

17 PATIENT COUNSELING INFORMATION
i the patint o ead the FDAapproved patient belng (Wedcaton Gude) and
Instructions for Use that

famis, o the Caregivers of te folowng formatn before NKatNg terapy Wi
diclofenac sodium topical solution and periodicall during the course of ongoing therapy.
Cardiovascular Thrombotic Events

e patis o be lr orthe symptoms of cardovasculr thrombott: everts,
including chest pain, shortness of breath, weakness, or skirring of speech,

Teportony of thead symptoms 1 (i heskh €are provier et (o6 WARNINGS
AND PRECAUTIONS (5.1)]




Gastrointestinal Bleeding, Uiceration, and Perforation

Advise patients to report symptoms of ulcerations and bleeding, including epigastric
pain, dyspepsia, melena, and hematemesis to therr heakh care provider. In the setting
increased risk for and the signs and symptoms of GI bleeding [see WARNINGS AND
PRECAUTIONS (5.2).

Hepatotoxicity

Inform patients of the warning signs and symptoms of hepatotoxicty (..
atigue, ethargy. prurkus, dahea, Aundee, nght upper quadrant tendermess, and Tl
lie® symptoms). If these occur, instruct patients to stop diclofenac sodium topical
Solution and seek immediate medical therapy (see WARNINGS AND PRECAUTIONS

Heart Failure and Edema

Advise patients to be alert for the symptoms of congestive heart faiure including
shortness of breath, unexplained weight gain, or edema and to contact their healthcare
provider i occur AND UTIONS (5.5)].

Anaphylactic Reactions

Inform patients of the signs of an anaphylactic reaction (e.g. diffculty 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

Adie patnts t stoptaklng deioenac sodkum immeditey they deveo anytype of
h or fever and to contact ther heathcare provider as soon as possible [see

ARG KD PRECAUTIONS (5.1, 5 111

Female Fertiity

Inform pregnant women to avoid use of diciofenac sodium topical 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 sodium topical solution is needed

for a pregnant woman between about 20 to 30 weeks gestation, advise her that she

may need to be monitored for o
48 hours [see Warnings and Precautions (5.11) and Use in Specific Populations (8.1)]
Fetal Toxicity

orm presnantwomen to o use o dofena sodum opialsoltin and ther

nsmus startng at 30 weeks gestaton because of the sk of the premature cosig of
s aterosus [soe WARNINGS AND PRECAUTIONS (5.1) and USE IV

SeCRCRoRATIONs

Avoid Concomitant Use of NSAIDs

Inform patents that the concormkant useof icktenac soduntopkal soiten wit

oher NSAIDs o salyits (. dfunisal sebatte) & ot recommended due o the

increased risk of gastrointestinai tox 1 o increase neffcacy foce

ARAINGS AND BRECAUTIONS. (3.9 o DRUG INTERACTIONS (7 A s patets that

NSAIDS may be present n “over the counter” medlcatons for treatment of cois,

or insomr

Use of NSAIDS and Low-Dose Asp}
m patients not to use low-dose aspirin concomitantly with diclofenac sodium topical

oo ot ol ek et revier oee AU INTERACTIONS ()

Eye Exposure

Instruct patints to avod contact ofcilafenac sodur topclsokto i the eyes ana
at f eye with

e e e o B e fiion PO For are o an hocr

Prevention of Secondary Exposure

Instruct patients to avoid skin-to-skin contact between other people and the knee(s) to

which diclofenac sodium topical solution was appled unti the knee(s) is completely dry.

Application Site Reactions

Diclofenac sodium topical solution can cause a localzed skin reaction at the application
s At  contact thel hysicns 5 soon a5 possbe ¥ hey develo any
type of localzed appication s

Special Application Instructions

not to skin wounds,
ntoctont, niommatons.ar cxtotate dermatk. s & may aHoct sbsorpton ont
reduce tolerabilty of the dru
* Instructpatents to wak untl the rea reated wth dloenac sod topicalsokton
mpletely dry before applying sunscreen, insect repelant, lotion, moisturzer
tion,

» Instruct patients to minimize or avoid exposure of treated knee(s) to natural or
artificial sunlght.
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Medication Guide for Nonsteroidal Antk-inflammatory Drugs (NSAIDs)
t important information I should know about medicines called
Nomsteroiaat At nfimmatory Dregs, (NSAIDSYS
NSAIDs can cause serious side effects, including:
+ Increased risk of a heart attack or stroke that can lead to death. This risk
may happen ary i treatment and may ncrease
© with increasing doses of NSAI
o with longer use of NSAIDs

Do not take NSAIDs right before or after a heart surgery called a "coronary
artery bypass graft (CABG)."

Avoid taking NSAIDs after a recent he ack, unless your healthca
provider tells you to. You may have an In(reased risk of another heart attack
if you take NSAIDs after a recent heart

intrassed risk o bleading, uicers, and tears (perforation) o
esophagus (tube leading from the mouth to the stomach), Seomach and
s
o anytime duri

 inout warning symptoms
o that may cause deat

The risk of getting an ulcer or bleeding increases wit}
» past history of stomach uicers, or stomach or intestinal bieeding with use of NSAIDs
+ taking medicines caled cortcosterods” “ankoaguiants*, "SSRIs", or SNRI"

» increasing doses of N:
* loneer veb of NSAIDR

moking
» drinking akcohol

» older age

» poor health

» advanced ver disease
» bleeding problems.

NSAIDs should only be used:

» exactly as prescrived

» at the lowest dose possible for your treatment

» for the shortest time needed

What are NSAIDs?

NSAIDS are used to treat pain and redness, sweling, and heat (inflammation) from

medical conditions such as different types of arthrits, menstrual cramps, and other

types of short-term pain.

Who should not take NSAIDs?

Do not take NSAIDS:

1 you have had an asthma attack, ies,or Gther alergic reacton with aspirn o any
other NSAI

+ Fohe betore o ater heart bypass surgery.

Before taking NSAIDS tel your healthcare provide abaut i of your medical
conditions, including
" have v or Kidney promems

have high blood pressure

» have asthma
* are pregnant or pan to become pregnant, Takhg NSAIDS a about 20 weeks of
pregnancy or later may harm your unborn b u need to take NSAIDs for

e s 3 dage when o e betwoen 20 3 30 wetke of rgmancy your
nesncre provcer my need o monkar i smount of i nyour vt raung
your baby. You should not take NSAIDS after 30 weeks of pregnar

» are breastfeeding or plan to breast feed.

Tl your heakhcare proviler about ol ofthe medicines you take, inchuding
cription or over-the-counter medicines, vitamins or herbal supplements.
REAIDS nd some. other medicines can Iteract wht each other and cause serous e
effects. Do not start taking any new medicine without talking to your
healthcare provider first.
What are the possible side effects of NSAIDs?

NSAIDs can cause serious side effects, Hullldhg'

at s the most important in n | should know about medicines
Calod Nomstorawiar antt mpammmatory Drage (NSAIDR)?"
new or worse high biood pressure

» heart failure
» Iver problems including ver failre:
» Kidney problems including kidney failre
» low red blood cels (anemia)
» Ife-threatening skin reactions
» Hfe-threatening allrgic reactions
* Other side effects of NSAIDS inckude: stomach pain, constpaton, darthes, s,
heartburn, nausea, vomiting, and dizzines:

Get emergency help right away if you getany of the following symptoms:
shortness of breath or trouble breathin
shrred speech

vl of th fac orthroat

» weakness in one part or side of your body

Stop taking your NSAID and call your healthcare provider right away if you
get any of the following symptoms:

» nausea
» vomit blood

+ more tired or weaker than usual

« there is blood in your bowel movement or i is black and sticky li tar
« darrhea

» iching

» unusual weight gain

» your skin or eyes look yelow

3 ki raeh o bsters i fever
indigestion or stomach

~ Sweing ofthe e, gs, Pands and feet
» fhu-ike symptoms

17 you take too mch of your NSAID, call your hestthcare provider or get
medical help right away.

of NSAIDS. For. ask your.
heatthcare provider or Dhavma(s( ‘about NSAIDs

about side effects. You may report side

il your doctor for medi ice
ebterr ity
to Lupin Inc. at or

VER out webshe o s Lobaharrmaceutan com:

Other information about NSAIDS

« Aspirin is an NSAID but it does not increase the chance of a heart attack. Aspirin can
cause bieeding in the brain, stomach, and intestines. Aspirin can also cause ulcers n
the stomach and intestines.

» Some NSAIDs are soid in lower doses without a prescription (over-the counter). Tak
£ your ore using NSAIDs 10

General information about the safe and effective use of NSAIDs

Medicine are sometimes prescrbed forpurposes other thn those lted 1  Medicaton
Guide. Do not use NSAIDS for a condtion for which ft was not prescribed. Do ne



NSAIDS to other peaple, even if they have the same symptoms that you have, It may
arm them,

If you woukd ike more information about NSAIDs, tak with your heathcare provider. You
can ask your pharmacist or heathcare provider for information about NSAIDS that is
written for heakh professionas.

“This Medication Guide has been approved by the U.S. Food and Drug Administration.
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Lupin Pharmaceuticals, Inc.
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Manufactured by:
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Instructions for Use

Diclofenac Sodium Topical Solution USP, 1.5% w/w.

Rea dium rst. Be.
sure £hat you read, understand and foow these Istructios for Use before Jouice
iclofenac sodium topical solution for the first

Important: For use on the skin only (topical. Do not gat dilofenac sodkum

tomientsolution i your ave:

Before you use diclofenac sodium topical solution:

* ApoW dilofenac sodum topcal soiton exactly s your heathcare provider el you.
Tk your heskhars provideror phamact Fyou ara o

. sodium totreat pain in your

i

o icremac sodium topicalsotion on cean, ry sintha does ot have any

cuts, infections or rashes.

Use diclofenac sodium topical solution 4 times each day on your knee or knees as

rescribed.
* Your totaldose or each knee s 40 drops of dlofenac sadm topicl sokton, each

« 1F Yo get delofenac sodium topical solutoin your eyes, e your eys right away
with water or saline. Call your heakhcare provider if your eyes are iritated for more
than one hour.

Steps for using diclofenac sodium topical solution:

Step 1. Wash your hands with s0ap and water before applying diclofenac sodium
topical solution.

Step2. _Put 10.drops of dickofenac sodum topical soliton eRhar on your hand or
directly on your knee (see Figure A)

Figure A

% "

Step3. Spread the front, back

of your knee (see Figures B and C). Repeat steps 2 and 3, three times 5o that your
knee is completely covered with a total of 40 drops of diclofenac sodum topical
solution.

*‘M

i your heakncore provider s treserbed delfenac sodu toical souon
o Kncos ropent ap 3w o e s
After you use dklﬂfenx sodium topical solut
Waa your nancs whih sosp and wate (aht away ater ppiing dcofenac sodhim
topical soluti

Do not:
» touch the treated knee or alow another person to touch the knee treated with
ickfenac sodum toiasoltor i your knee's complol ay.
cover your knee wih ctring Untlyour knee s competel o

osturaer Cosmess, or other topcal

H
H

Showes of a bath fr a kast 3 minutes after you put dicofenac sodium
topical solution on your knee.

use heatig pads or Cover the treated area wkh bandages where you have appled
diclofenac somum opic

use sunlarmy g bes rotect your treated ke fom sulght iear
s oot comet your Skt vou have s e sl

How should | store diclofenac sodium topical solution?

+ Store dilofenac sodium topical solution 25°C (77°F); excursions permited to 15 to
30°C (59 to 86°F) [See USP Controled Room Temperaturel.

Keep dichofenac sodium topical solution and a medicines out of the reach of chidren

This Instructions for Use has been approved by the U.S. Food and Drug

Administration.
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Diclofenac Sodum Topical Solution
1.5% whw

NDC: 68180-538-01

Carton Labek: 5 FLLOZ. (150 mL) bottle in cartons of one
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Product Type. UMM PRESCRPTION DRUG  Item Code (Source)  NoC.69160.538
Route of Administration  TOPICHL

DICLOFENAC S0DIUM (LN 0TG1262970) DICLORENAC - 1605 mg
G daomotoct DrcioreAC so0um 1605 7

ALCoMOL U 3K5958vSOM

DIMETHYL SULFOXIDE (Ut YONBISSSSH)

GLYCERN (Ul POCeCO0H)

ME GLYCOL (Ut 80C5016713)
FokooR)

WATER (s 0550

nocssien-
1 4SO 0 carron omsrzons

150 mLin 1 BOTTE, ORORPER: Type :Nota
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