DICLOFENAC SODIUM- diclfenac sodium soltion
Lupin Pharmaceuticals,

IGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include ailthe information needed to use diclofenac sodium topical
tion safely and effectively. See full prescribing information for diclofenac sodium

topical solution.

DICLOFENAC sodium topicalsalution 1.5% wiw, fo topcal use.
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FULL PRESCRIBING INFORMATION

WARNING RISK OF SERIOUS CARDIOVASCULAR AND
GASTROINTESTINAL EVENTS

Cardiovascular Thrombotic Events
*+ Nonsteroidalanttnflammatory drugs (NSAIDS) cause an increased
fous cardiovascular thrombotic events, including myocardial
Intarction and stroka, which con b fotas T rEk my ockur earh I
treatment and may increase with duration of use [see Warnings and

Precautions (5.1)].

* Diclofenac sodium topical solution is contraindicated in the setting of
coronary artery bypass graft (CABG) surgery [see Contraindications
(4) and Warnings and Precautions (5.1)].

Gastrointestinal Bleeding, Ukceration, and Perforation

+ NSAIDs cause an increased risk of serious gastrointestinal (G1)

adver

Precautions (5.2)] -

1 INDICATIONS & USAGE
Diclofenac sodium topical solution is indicated for the treatment of signs and symptoms
of osteoarthrits of the kneels) (1)

2 DOSAGE & ADMINISTRATION

2.1 General Dosing Instructions
individual

Use the for

patient treatment goals [see Warning and Precautions (5.2)]

For therele of the s and ymptams of osteoarthrts of e ket the

recommended dose ks 40 drops per knee, 4 times.

Apply diclofenac sodium topical solution to clean, dry sk\n.

To avoid spilage, dispense diclofenac sodium topical solution 10 drops at a time ether

directly onto the knee or first into the hand and then onto the knee. Spread diclafenac

sodium topical solution evenly around front, back and sides of the knee. Repeat this

procedure unti 40 drops have been applied and the knee is completely covered with

Solution.

To treat the other knee, if symptomatic, repeat the procedure.

Applcation of dilofenac sodum topiclsakton 1 an smourt exceecding o kess than the
mmended dose has not been studied and is therefore not recommends

2.2 Spe
+ vla snowerngiatning or t Jeast 30 minutes ater theappkcatio of dicofenac
Sodium topical solutin to the treat

Wash and dry hands after us

Do not apply diclofenac sodium topical soltion to open wounds.

ok conactof delfenac sodum opicasobton wih eyes and mucous

Bonet apmy externaneatandlor occisive dessings o reated s
. ing over knee(s)
netthe ot knde's
Protectthe eated kness) from natural o artrcal sunl
Wak untithe treated area s dy before pplyig sunscreen, nsect repelant, oon,
: icé o other topial meckcatn to the same knes you have
treated with dichofenac Sodium topical solution
Untithe trested knee() i complte . avod sket0-skincontact between other
ople and the treated kne
Do ot use combinaton theapy wkth dicfenac sodkr topcal souton and an oal
NSAID unless the benefk outweighs the risk and conduct periodic laboratory
evaluations




3 DOSAGE FORMS & STRENGTHS
Diclofenac sodium topical solution: 1.5% wiw.

4 CONTRAINDICATIONS.

Dipfanac sodum topiclsobtin s contrandcaed nth foowing patints

n hypersensiivy (e, anaphylactcreactons and serlous sdnreactions) to

c ponents of the drug product. [see Warnings and Precautions
57,59

« History of asthma, urticaria, or other allergic-type reactions after taking aspirin or
other NSAIDS Severe sometes ftal anaphyaci eactos o NSAIDS have been

« e ceting of Coranary ey pypacs araft (CABO) Sutacey 15ea Warnings and
Precautions (5.1)]

5 WARNINGS AND PRECAUTIONS.

5.1 Cardiovascular Thrombotic Events
Cincal il of several COX-2 seective and nonsskctive NSAIDS of up t the years
ration have shown an increased risk of serious cardiovascular (CV) thrombotic
et nciudng myocardl nfarcton (W) and stroke, whic can b fat. Based on
avaiable dat, &t & unclear that the risk for CV thrombotic events is simiar for all NSAIDs.
el mchessn i eeriacs oot ovets over baseine contrted oy NEAIS

CV disease. However, or risk factors had a hig
absalute incidence of excess serous CV trombatic events, dus to tkr ncreased
baseline rate. Some observational studies found that this increased risk of serious CV.

thrombote vents began as eary 5 th fst weeks of reatment. The ncrease n CV
thrombotic risk has been observed most consistently at higher dos

minimize the potential risk for an adverse CV event in NSAID-treated patients, use the
Pty ffective dose for th shortest duroton possibe. Physicans ond patents should
reman

i the bsenca of previs OV symbloms Patints shoud be mformed
Cbout the symptoms of serous CV events and the otops o take f hey occur

ere is no consistent evidence that concurrent use of aspirin mitigates the increased
K o serous CV thrombotic events associated wth NSAID use. Th concurrent use of
aspirin and an NSAID, such as diclofenac, increases the risk of serious gastrointestinal
O e oee Warhings and Precastin 50

‘Status Post Coronary Artery Bypass Graft (CABG) Surgery.

Two large, controlled, clinical trials of a COX-2 selective NSAID for the treatment of pain
i the first 10 - 14 days following CABG surgery found an Increased incidence of
see

Post:Mi Patients

Observational studies conducted in the Danish National Registry have demonstrated that
patients treated with NSAIDs in the post-Mi period were at increased risk of reifarction,
CV-related death, and al-cause mortalty 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. Akhough the absolute rate of death decined somewhat after the first
year post-Mi, the increased relative risk of death in NSAID users persisted over at least
the next four years of fol

Avoid the use of diclofenac sodium topical solution n patients with a recent Mi unless
the benefits are expected to outweigh the risk of recurrent CV thromboti events. If
diclofenac sodium topical solution is used in patients with a recent MI, monior patients.
for signs of cardiac ischema.

5.2 Gastrointestinal Bleeding, Ukceration and Perforation
NSAIDs. ncudng dclfenac cause serous astrofesthal () sdverse evets
including inflammation bieeding, uceration, and n of ophagus, stomach,
smal ntestie,or arge ptestne, which can be L Tt saros s evems can
jarhing symptoms, in patients treated with NSAIDs.
Gy one e BAEnts who vl & S upper o Biverse evin o NAAID
inerepyis symptomati Upper G uers, gross leding, o perforatn caused
NSAIDS occurred in approximately 1% of patients treated for 3 - 6 months, and in about
2% 4% of patents eated for ahe year. However, aven short e NSAID herapy
not without
Risk Factors for Gl Bleeding, Ulceration, and Perforation
patents wih aprio Hitory of peptic ucer dsease andlor ) bleedng who used NSAIDS

a greater than 10-fold increased risk for developing a GI ared to patients
Wihou these risk actors. Other factors that Increase the sk of G becding n paints
ireates e NSAIDs cuce onger duratn of NSAID therapy: concomtnt use of ol

@ inhibitors.
(SoRIey Smokig: e 0f scon er age,andpoor genaral heakhSitus Mozt
postmarketing reports of fatal Gi events occurred in elderly or debiltated pati
Rl tont i scné e s Gcene snclo conguopathy e o mereased
risk for Gl bleeding,

Strategies to Minimize the GI Risks n NSAI ed patients:
Use the owest ffsctie dosage o the snunest possmne duration.
= Avold administration of more than one NSAI
vold Use 1 patents o mgher Fek umess beneisare expecte o outwcigh the
increased sk ofbleding For such patient, 25 wellas those wih active Gl bieedng,
ternate therapies o
. Remaw\ lrsfor sgne and ayrmptome of G Ukeration and beeding during NSAID

erapy.
o e eevous G adverse eventis suspected, promptly nkate evaiation and treatment,
sodiur it a serious GI

= Inthe sefting of concomitant use of low-dose aspirn for cardiac prophylaxis, monitor

atients more closely for evidence of Gl bleeding [seeDrug Interactions (7).
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in cincalria, o products, e, more

Uhan 3 tmes he UL of AST (SGOT) wre obeerned oot 39 of apDroX Tty

s, we patients at some time during diclofenac treatment (ALT was not measured i all
es).

na \arge open-abel, controlid trial o 3,700 patients treated with oral diclofenac for 2-

6 monifs, patents were monkored 17t & 8 weeks and 1,200 patents were montored

again at 24 w

Meaningful elevations of ALT andjor AST occurred in about 4% of 3,700 patients and

en- label incidence of borderlne (kess than 3 times the
e moderale (3 8 times the um) and marked (greater than © ties the ULN)
devations o was observed in p receivi 2C when

ed
ot NoAIDa, Bevatons 1 assaraheEes wer oo mre fauenty b P wih
Cetebartiv i thn r those weh rheumatoi rhr

in P became.
‘symptomatic. Abnormal tests occurred during the first 2 months of therapy with
diclofenac in 42 of the 51 patients in al trials who developed marked transaminase
elevations.

In postmarketing reports, cases of drug-nduced hepatotoxiciy have been reported in
ne frst month and in ome cases. the frst 2 montnsof herapy,butcan occur o any
tim rted cases of
severe et senctone, mclaing e notront Icmsics, minant nesotts wi

ut jaundice, and iver failure. Some of these reported cases resulted in fataities or
e waapamaion

In » European retrospective papulationbased, case-controled study. 10 cases of
diclfenac assocted drugnduced er iy wkh curent use comared i nonuse
of diclofenac were associated with a statistically swgnm(anl 4-fold adjusted odds ratio of
et ity In ths parikulr study. based on an overal number of 10 cases of et Py
assochiad wih dcafenac, the aqusted 0dds rato nereased further wih remale gender:
oses of 150 mg or more, and duration of use for more then 90 days

Physicans shouk measure transaminases at baselne and peiodicaly i pat
Tacehing ont.tenn therapy wih dcltenac, becatse Severe heporotochy may deveop
Wihout 4 prodome of Gtnaushing symptoms. The optimum fimes for making the frst
rd subseqient trsamiase measurements ars not nown, Based on clical tris dota
 postmaretng experiences, ransaminses shoud be Trontored wihin 4 0 8 weeks
e o it e wih aafens

However, severe hepatic reactions can occur at any time during treatment with
diclofenac.

If abnormal iver tests persist or worsen, if cinical signs and/or symptoms consistent
it verdisase develop, o f systemic manfestatons occur (e osnophka as
orina pain, darthes,dark uine,exc.,dicfenac sodhum tapialsobtion shoukl be
ot ey
Inform patients of the warning signs and symptoms of hepatotoxiciy (e.g., nausea,
ue, lethargy, diarrhea, pruritus, jaundice, right upper quadrant tenderness, and *flu-
Symptoms). I cincal igns and symptoms consitent wh Wer disease develop,or
ic manifestations occur (€., eosinophia, rash, etc.), discontinue diclofenac
e e oLt Tamensy ind e 5 e evasation of the paint

To minimize the potentialrisk for an adverse ver-related event in patients treated with

use e shortest
duration possible. Exercise caution when prescribing diclofenac sodium topical solution
with concomitant drugs that are known to be potentialy hepatotoxic (...
acetaminophen, antibiotics, antiepieptics).

5.4 Hypertension

NSAIDS, including diclofenac sodium topical solution, can lead to new onset of
hyperenson o worseing ofpreexiting hypertencon, eter of whichmay contriute
o the increased incidence of CV events. _ Patients taking angiotensin convert

enzyme (ACE) ohbtors, tazde dureics, o 0o etk may nave mpared response
{0 these thrapes when taking NSAIDS 566 Drug Intereccons (7]

Monitor blood pressure (8?) closely during the ntiation of NSAID treatment and
throughout the course of therapy.

5.5 Heart Failure and Edema
The Coxd and radkional NSAID Trlsts’ Colboration meta-analysi o randomized

et are n COX2 pats
o plocabm-reaied povene, I Do Notnel Reyety stdy of paens

Wi near fare, NSAID use inceased the sk of M. hospaizatin fo heart aiure,

and death,

ddonal, flud etenton and edema have been abserved in sorme patents rested wth
. Use of icofenac may blun the C effects of several therapeic agen

o tron hest medalconcons (0. dctce. ACE ImBkers. o andotenan recepror

blackers (ARBS (see rug Interactions (7).

Aok theuse of icofenac sodkum toplclsakton i patits wkh severe heat fahre

unless the benefits are expected to outweigh of worsening heart failre.

G renas sogum tonka o & sse 1Pt wah severs naar e, montor

patients for signs of worsening heart faiure.

5.6 Renal Toxicity and Hyperkalemia
‘Renal Toxiciy

Long-term administration of NSAIDS has resulted in renal papilary necrosis and other
renal injury.

Renattoxity nas ol been see npatnts i whom renaprostgndns have s

scminstraton o7 o NSAID my cavse s dovedepanden docuar i prostagandn
n ang, secondariy, n renal boad lw which may precpkate overt renal
decompensation. Patents at reatest 15K of i reaction are ose with mpred enct
function, dehydration, hypovolemia, heart failire, iver dysfunction, those takin
lurets and ACE Inhtors or ARBS, anl the ederh. DScontinuation of NSAID therapy
was usualy folowed by recovery to the pretreatment state.
No information s avalable from controlld clinical studies regarding the use of diclofenac
sodium topical solution in patients with advanced renal disease. The renal effects
dicofenac sodum topical solton may hasten the progressian of renaldysfuncton in
atients with preexisting renal
Correct volume status in dehydrated or hypovolemic patients prior to intiating diclofenac
sodum topical ok, Montor enalfuncton n patents it renalor e
irment, heart failire, dehydration, or hypovolemia during use of diclofenac sodium
tobial soution Isee Drug interactens (7)1
Aveld the use of dicfenac sodum topcalsouton i patents with advanced renal
jsease unless nefits are expected to outweigh the risk of worsening renal
functen. I ickfenac sodium topealsokiion 5 uS6d i patints with advanced renal
ease, monitor patients for signs of worsening renal function,

Hmerka\ema
Increases in serum potassium concentration, ncluding hyperkalemi, have been
reportes weh use of NSAID. even  some paints wihoutrenal paent.n

atients with normal renal function, these effects have been attributed to a
FyPorennemc-nypoakiosteronsm stae.

5.7 Anaphylactic Reactions.



Dicofeac hos ben assoclted wih anaphyiacic eactons i paients ik and wihout
known hypersensitivity to diciofenac and in patients wi ensive asthma (see
Comtramdeaions (4 and Wetoinge and Prevautons (7

Seek emergency help If an anaphylactic reaction occurs.

5.8 Exacerbation of Asthma Related to Aspirin Sensitivity

A subpopultion of patnts wkh asthma may have asprin-senstive asthma wich may
include chronic rhi sitis complicated by nasal polyps; severe, potentialy fatal

Bronchospast: andlor itokrance to aspiin and other NSAIDs. Because cross-

reactivi een 35pin and other NSAIDs has been parted in such sspi-sensidve

patients,dickfenac sochum topialsokon & Contrandiated i patents wih ths form

of aspieh sensihty [see Contranaications (41 When coramnd sodhm topialsomtn

inpants withpreexistng asthma (wEf o known aspin sensiiiy), monkor
et Tor changes mhe Sons 3nd Symorers. of S50

5.9 Serious Skin Reactions
NSAIDs, including diclofenac, can cause serious skin adverse reactions such as.

. Stevens - Johnson
TEN). whih can be ata. Tese serus events may occur wthout warming. nform
patets about the signs and symptoms of serus skinreacton, and to dscontnue the

Gse of dcofenac sodum topia Solubon a th frst appearance o ski ras
other s f hypersensiey. Dichfenac sodum opcl solin s Contrandicated
ients vith previous serious skin reactions to NSAIDS (see Contraindications (4)].
D0 o apply dcfenac sodium topcl soluo t gpen ki wouns, e
may G toeraniky o the

drug,

5.10 Drug Reaction with Eosinophilia and Systemic Symptoms.

Drug Reaction with Eosinophila and Systemic Symptoms (DRESS) has been reported in
patients taking NSAIDS such as diclofenac sodium topical solution. Some of these events
have been fatal or Ife-threatening. DRESS typicaly, akthough not exclusively, presents
with fever, rash, lymphadenopathy, andjor facial sweling. Other clinical manifestations
may inchd hepatks, nephris, hemataogical abror maltes, myocadts, o myosite
‘Sometimes symptoms of DRESS may resemble an acute viral infection. Eosinophila is
Giten present. Becauas (s msamer < Variable i 1 presentation, other organ systems
ot noted here moy b e L s mportont b note ot car mnfestotors

ek ot fover ot o rash
P w1 U Sme of ymprom. a6 précant, dscontimee dicotenat sodum
topical solution and evaluate the patient immediately.

5.1 Fetal Toxicity
‘Premature Closure of Fetal Ductus Arteriosus:
Avoiduse f NSAIDS, nckidng dcofenac sodkm tolclsokito, i pregnant woren at
weeks gestation and later. NSAIDS, including diclofena
Zoion. merese TR o premature cosre of thefeal ductus Merioeis at
Spproximatay ths gestational oo
Olgohydramnios/Neanatal Renal Impairment:

Use of NSAIDs, including diclofenac sodium topical solution, at about 20 weeks gestation
orlater n pregnancy may cause fetalrenal dysfuncton leading to olgohydramrios and.
e cases, neonatal renal imp: adverse outcomes are seen, on

verage. ahes doya weeks f bastment. akheugh ooy oS ros b

infrequently revcrted as 5000 as 48 hours after NSAID ntiation.

Commpieaion of praonged oigonyeramios moy. (o examp, el b,

contractures and dlayed kg makuratn. I some pastmarketng cases of paied
uch or dialysis

were required.
If NSAID treatment s necessary between about 20 weeks and 30 weeks gestation, im
diclofenac sodium topical solution use to the lowest effective dose and shortest duration
possible. Consider ultrasound montoring of amniotic fluid f diclofenac sodium topical
Soltion treatment extends beyond 48 hours. Discontinue dickfenac sodkM topeal
Solution f oligohydramnios occurs and follow up according to cinical practice [see Use in
Specific Populations (8.1
5.12 Hematologic Toxicity

Aneni has occurred n NSAID-trested patnts. Thi may be due o occuk o gross
51000 055, i rtention, or an Ncompitel descrbed efect on erytTopoess. f 2
patant et wih difonat sotium topk sl SoHon has any Sne of SymptomS of
anemia, monitor hemoglobin or hematocrit.
NSAIDs, including diclofenac sodium topical solution, may increase the risk of bleeding
event id condt s n dsorders, concomitant
warfarin, other anticoagulants, antiplatelet agents (e.g., aspiri), serotonin reuptake
inhibitors (SSRIs) and serotonin norepinephrine reuptake inhibitors (SNRIs) may increase
this risk. Monitor these patients for signs of bleeding (see Drug Interactions (7))
The efects of diofenac sodu topicl soluto o platee function were studed 1 10
heakhy subjects administered 80 drops four times a ay for 7 days. There
Sianiicant cranga n plateet agaregaton olowing one week of trestment [see Clnical
Pharmacology (12.4)].
5.13 Masking of Inflammation and Fever
‘The pharmacological activity of diclofenac sodium topical solution in redt
flimmation, and possib fever, may deminsh the ity o dlagnost sins n detecting
nfections
5.14 Laboratory Monitoring
Because serious Gl bleeding. hepatataxicky, and renal iy can occur wRtout warring
symptoms or signs, consider monitoring patients on long-term NSAID treatment with a
actind a chemistry profie periodicaly 5ee Warnings and recautons (5.2, 5.3, 5.6)1
5.15 Sun Exposure
Instruct patints o avold exposure o natural or artrcal sunght o trested neets)

an earlier

onset of utraviokt ugm \ndu(ed skin tmrs, Th potentia effcts of d(\n!ena( sodum
humans are not knor

5.16 Eye Exposure
Avoid contact of diclofenac sodium topical solution with eyes and mucosa. Advise
patients that if eye contact occurs, immediately wash out the eye with water or saline
and consuk a physician i rrtation persists for more than an hour.

5.17 Oral Nonsteroidal Antk-Inflammatory Drugs
Concomkant use of oral NSAIDS with dicoenac sodkum topkal soluton resuked n 3
higher rate of

hemoglobin, Tnerefore, do ot use combinaton therapy wih afanos sadhm topical
Solution and an oral NSAID unless the benefit outweighs the risk and conduct periodic
Toorstry cvaatons

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the
abeling:

= Cardiovascular Thrombotic Events [see Warnings and Precautions (5.1)]
= G Bleeding, Ukeration and Perforation (see Warnings and Precautions (5.2)]
« Hepatotoxicty [see Warnings and Precautions (5.3)]
Hypertension see Warnings and Precautons (:
Heart Falure and £dema[se Warnngs and recautons (5.5
Renal Toxicty and Hyperkalemia [see Warnings and Precautions (5.6)]
Anaphyactc Reactons [sce Warnigs and Frecautons (57
tons [see Warnings and Precautons (5.9)]
Htomn Touety (s Warmngs i precastone (5.1

6.1 Clinical Trials Exr‘erlen:e

conditons, adverse reaction
e obsenved e o of o cannor b vy compore toretes nthe
Cincal i of another Grug and may not fefect he rates abserved i pra
below dickofenac of 911
patients reatd between 4 and 12 eeks (mean uron ol 5  days) i seven Phase 3
rolled trials, as wel as exposure of 793 patients treated in an open-label
nchaing 463 pants rested 17 o ens 6 onths, and 184 pants trea!sd Tor At east
n mean age was approximately 60 years, 89% of patients were
Cucasians, o1k ware remae, and ol otknts v peary besnmhrts, Tae mosk
rse events with diclofenac sodium topical solution were appication ste
skin reactions. These events were the most common reason for withdrawing from the
udes.

‘Appication Site Reactions
In controlled trils, the most common treatment-related adverse events in patients
receiving diclofenac sodium topical solution were applcation site skin reactions.
Applcation site reactions were characterized by one or more of the folowing: dryness,
erythema, induration, vesicles, paresthesia, prurius, vasodiation, acne, and urticaria.
‘The most frequent of these reactions were dry skin (32%), contact dermatiis
characterized by skin erytherma and ndurakion (5%) contac dermatks

%) and prurkus (4%.Inane contoled rl 2 gher rae o contac dermatks i
Vesten ) Jwas observed aftertretment o 152 subjects wih the combinaton of
diclofenae sodi In the oper
long-term safety s sy, contct derma[ms occurred in 13% and contact dermatiis with
vesicles in 10% of p rall within the first 6 months of exposure, leading to a
Wi owal Tt o appiaton she even of 145

‘Adverse Events Comman to the NSAID Class.
In contrle ritke sublects vesked e deofenoc sadum topiclsobton experience

ushg plscebo (conswalnn arrnen, dyspepsia nausen faulnce, rdomoa pam,

edema; see Table 1 mbination of dic Sodium topical solution and or
Tonaecomparkat ora defense sone:readtas ha Namer ort o reetl
hemorrhage (3% vs. less than 1%), and more frequent abnormal creatinine (12% vs.
7%), urea (20% vs. 12%), and hemoglobin (13% vs. 9%), but no difference in elevation
of iver transaminases.

Table 1 sts all adverse reactions occurring in 1% of patients receiving diclofenac

jum whe te in sodium aroup
exceeded placebo, from seven controlled studies conducted in patients with
osteoarthri. Since these trials were of different durations, these percentages do not
capture cumulative rates of occurrence.

Table 1: Adverse Reactions occurring n =1% of patients treated wkth diclfenac sodium
topical solution in placebo and oral diclofenac-control

Treatment Group: Diclofenac sodium topical solutionTopical Placebo
N=o11 32
Adverse Reactiont N (%)
Dry skin (Applcation Site) 292(32)
Contact Dermatits (Application Ste) 83(9)
Dyspepsia 728
AbdomiralPabn 54.(6)
Fltulenc: 35.(4)
Proctus appicaton Ste) 348
334)
gy 3304)
Pharyngits 40()
Constipation 2903)
@ 26(3)
Rash (Non-Applcation Site) 2503)
Infection 2503)
Ecchymosis 190)
Dry Skin (Non-Appiication Sie) 190)
Contact Dermatits, vesicles (Appliation Site) 18Q)
Paresthesia (Non-Application Ste) 140
Accidental njury. 2@
Prurtus (Non-Application Site) 150
Shusits 101)
Haltosis 1@
Appication Site Reaction 1@
(not otherwise specified)

6.2 Postmarketing Experience
In non-L.5. postrmarketng survellance, th folowing adversereactons have been
reported durin

Do e oreavpnarhy rom 5 popiatan ofuneeran bt & & ot awars
possible to reiably estimate ther frequency or establsh a causal relationship to drug

Body a2 2 Wihole:abominl pai, accidental iy, sergi reaction, astheni,back pain,
body odor, chest pain, edema, face edema, haltosis, headache, lack of drug effect, neck
rigidty, pain

Cardiovascular: palpitation, cardiovascular disorder

Digestie: diarhes, cry mouth, dyspepsia, gstroenterks, decreased appetke, mouth
uiceration, nauses, rectal hemorrhage, ukcerative

Metabolic and Nutritiona: creatinine increased



Musculoskeletal:leg cramps, myaigia
Nervous: depression, dizziness, drowsiness, lethargy, paresthesia, paresthesia at
applcation site

Respiratory: asthma, dyspnea, hrw\grsmus. laryngits, pharyngtis

‘Skin and Appendages:
ekt by s ks, o Oty St andAppendagesAdvevseReacmns
cCzema, rash, prurius, skin dcolration, urtc

Specil Senses brormalvision, bhred viion,cataract,sa pain,eye dsorde, eye pain.
taste perversio

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 Hemost:
Cincal impact Diofenac and antcaaguiants such as wafarn have 8 synergistic efec on beeding, The concomfant use of dicfenac and antioagulnts have an creased rk of serious blesding compared (o the use of sherdrug abne
tonin release by platelets plays an important role in hemostasis. Case- control and of drugs that interfere with serotonin reuptake and an NSAID may potentiate the risk of bleeding more than an NSAID alone.
Intervention  Monitor patients with concomitant use of dickofenac sodium topical solution with anticoagulants (e.g., warfarin), anmpmm agems (eg. P sectve serotoninreupiake hiotors (BSR4 an seretonis norepinephrine reuptake inhibitors (SNRIs) for signs of bleeding (see Warnings and Precautions (5.11)]
Aspi

wed that HSAlDs and segeic doses of sk does notproduce en gretesthsspeutc efect thanthe use of SAIDS sl In o clea sty the concombant use o an NSAID nd ssp was ossocted wih o ordanty ncressed nldence of G adverse resctons s compare 1 use of NSAI sl [sse Wernings and Precautons (521
Intervention ickfanac sodim of aspirin is not g because of the increased risk of bleeding [see Warnings and Precautions (5.11)]. Dickofenac sodium low dose aspirin for
ACE inhbkors, Anglatenskn Receptor Blockers, and Ialbilnckars
tensin converting enzyme (ACE) inhibitors, angiotensin receptor blockers (ARBS), or beta-blockers (including propranolo).
I patints who are exdrly, vobme depleted (Rchuding {h0se on chireic therapyl, or have renal mpaient, co-administration of an NSAID wth ACE Inibkors o ARBS may resuk i deterioration of renal functon, nchiding possible acute renalfakure. These effects are usuall reversibi

Intervention: Dmmg concomitant use of diclofenac sodium topical solution and ACE-inhibitors, ARBS, or beta-blockers, monitor blood pressure to ensure that the desired blood pressure is obtaine

During concomitant use of diclofenac sodium topical solution and ACE-inhibitors or ARBS in patients who are eklerly, volume-depleted, or have impaired renal function, monitor for signs of worsening renal function [see Warnings and Precautions(5.6)] When these drugs are administered concomitantly, patients should be adequately hydrated. Assess renal function at the beginning of the

concomitant treatment and periodicaly thereafter.

Diuretics.
ci t:Clnical studies, as wel as observations, showed that NSAIDS 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 diclofenac sodium with diuretics, P for signs of worsening renal function, in addition to assuring diuretic 9 I g5 and Precautions (5.6)1.

joxin
Clmgal Impact The concomtant use of dcofenac with digoxin has been reported o ncrease the serum concentatonand prolongthe hat-fe digoxn
Intervention: - During diclofenac sodium and digoxin, monitor
Lithium

Clinical Impact: NSAIDS have produced elevations in plasma ithium levels and reductions in renal ithium clearance. The mean minimum fthium concentration increased 15%, and the renal clearance decreased by approximately 20%. This effect has been attributed to NSAID inhibition of renal prostaglandin synthesis.
Intervention: During concomitant use of diclofenac sodium topical solution and thium, monitor patients for signs of Ithium toxicty.

Methotrex
Clinical Impact; Concomitant use of NSAIDs and methotrexate may increase the  risk of (e.g., neutropenia,
Intervention: ' During concomitant use of diclofenac sodium and monior patients for

S

Clinical Impact: Concomitant use of diclofenac sodium topical Solution and

Intervention:  During concomitant use of diclofenac sodium topical solution and cyclosporine, monitor patients for signs or worsening renal function

NSAIDS and Salicylate:

Clinical Impact: Concomitant use of diclofenac with other NSAIDS or salicylates (e.g., diflunisal, salsalate) increases the risk of GI toxiciy, wih ttle or no increase in efficacy [see Warnings and Precautions (5.2)]. Concomitant use of oral NSAIDs with diclofenac sodium topical solution has been evaluated in one Phase 3 controlled trial and in combination with oral diclofenac, compared to oral diclofenac alone,
resuked na igher rae ofrectalnemorrhage (3% ve. s than 15, and more frequent abnrmal creatnine (123 vs. 7). U (20% vs. 12%) and hmoglbin (13% va. %)

Intervention: The concomitant use of diclofenac with other NSAIDs or salicyclates is not recommended
Do not use Combinaton therapy wiih dicofenat sodm topich Souton and an oral NSAID unless the benefi outweghs the risk and condct perodic abaratory evakiatons

Pemetrexed

Clinical Impact: Concomitant use of diclofenac sadium topical solution and pemetrexed may renal, and Gl toxicity (see the pemetrexed prescribing information).

terventin: . During concomant use of Glofenat Sodhum 1op<alsooton and pemetrked, . poients wih fhas impairment whose creatinine clearance ranges from 45 to 79 mL/min, monitor for myelosuppression, renal and G toxcity.

NSAIDS with short eimination haf-ives (e.g., dickofenac, indomethacin) should be avoided for a period of two days before, the day of, and two days folowing adminstration pemetrexed.

In the absence of data regarding potential interaction between pemetrexed and NSAIDS with longer half-ives 9 e.q., 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 Summary,
f NSA1Ds, ncuding dicfenac sodum topcal sokiton, can cause premature

Closure of the fetalductus arerosus and feta enal dysunction eadng

Chowhyrarios and, S0 Cases, egntalrend mpamert, Becauas of these e
mt dose and Guration o ciktenac sodkm topicalsokiion use between o
30 woeks of gestation, and availdicfenac sodum topical sokson e a about 30,
weeks of gestation and later in pregnancy (see Clincal Considerations, Data).
Premature Closure of Fetal Ductus Arteriosus
Use of NSAIDs, including diclofenac sodium topical solution, at about 30 weeks gestation
or later in pregnancy increases the risk of premature closure of the fetal ductus
arteriosus.

onganyarammsmeonaramenar Impairment
Use of NSAIDs at about 20 weeks gestation or later in pregnancy has been associated
with cases of fetal renal dyshm:!\on leading to olgohydramnios, and in some cases,
neonatal renal impairment.

Data ing o
use nwomen n the frstor se(ond omestors ol sregnancy e m(ondus\ve m ammal
iden

reproduction studies, no evidence of teratogenicity was observed in mics
Tabots ghen dicofenae oy doring the perid of organogenests at doses u

approximately 0. -3times, respectivel,the maximom recommended huan
dose (MRHD) of diciofen: m topical solution, despite the presence of maternal and

t ot o hecs doces ek Dacey Boncl on snimes ot oo mans hove b

shown t have an impartant ok 1 endomelrilvasculr. permeabiy, bistocyst

implantati

symthess inhibitors such a5 ofonae sodum resuted in ncreased pre- and
iagandie i have baun shomn t ave an fpertant ot  eta

ey devdopment i pUBENS asuie, prostaganai ypihGaE hRors have

een report o mpa ey development when adminterd atciricaly reevan

The estimated background rsk of mafr bifth defects and miscarriage for the idcated
popultonts) s urknown. A pregnancies Nave  bockaround sk of bith defect ss.
or other adverse outcomes. In the .5, i bopulaton.the estmated backaround
Tk of mejor bih defacts and miscatioge n CHical recoanived prognances & 2.4%
and 15-20%, respectively.

Clinical Considerations

FetaliVeonatal Adverse Reactions

Premature Closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs in women at about 30 weeks gestation and later in pregnancy,
because NSAIDs, including diclofenac sodium topical solution, can cause premature
closure of the fetal ductus arteriosus (e Data)

Oligohydramnios/Neonatal Renal Impairment

1fan NSAID & necessary a about 20 weeks gestaton o lter i pregnancy. it the use
to the lowest effective dose and shortest duration possivle. If dickofenac sodium topical
Soluion treatment xtends beyond 48 hours, Consider MONKOTINg Wi uk250unG for

occurs,
solution and follow up according to clinical practice (see Data).
Data

Human Data

Premature Closure of Fetal Ductus Arteriosus:

Published lterature 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:

and reports use at about 20
weeks gestation or later in pregnancy associated with fetal renal dysfunction leading to
oligohydramnios, and in some cases, neonatal renal impairment. These adverse
outcomes are seen, on average, after days to weeks of treatment, although
oligohydramnios has been infrequently reported as soon as 48 hours after NSAID
initation. In many cases, but not al, the decrease in amniotic fluid was transient and

reversbie wih cessation of the drug. There have been 3 mked number of case reports
of maternal NSAID s and neonatal el dyshuncion wihout okgohydrarnios, somm
of which cases of Tequred treatment

O e procedure: sueh o5 exchange wanetusim of dayst

Methodological mitations of these postmarketing studies and reports include lack of a

control group; imited information regarding dose, duration, and timing of drug

exposure; and concomtant use of other medkations, These likatons precude
tablshing  relabe timate of the sk of adversefeal and neonataloutcomes wih

ma(ema\ NSAID use. wolved
sty preterm nfants, the generaizabity o certain feported fsks to the ful erm

nfant exposea to NSAIDS through maternal use s uncertan

Labor or Defvery

There are no studies on the effects of diclofenac sodium topical solution during labor or

delivery. In animal studies, NSAIDS, including diclofenac, inhibit prostaglandin synthesis,

ause delayed parturition, and increase the incidence of stl birth

Data
Animal data
Reproductive and in animals. that diclofenac

y during espe the

induction of maternal toxiciy and fetaltoxiciy in mic at oral doses up to 20 mg/kg/day

(@pproximately 0.6 times the maximum recommended human dose [MRHD] of

diclofenac sodium topical solution, 154 mg/day, based on body surface area (BSA)

comparison. and nats s et ot ol doses up 110 gy (spprosately
0.6 and 1.3 times, respective, the MRH based on 85A comparison)

of ) e oot used
W atenac o tope

of dickofenac dystocis, prolonged
e, educcd el wegts and growan. g reducca et sur e,
8.2 Lactation
Risk Summary,

Based on avalable cata, dicofensc may be present 1 human ik, The developmentl
and health benefits of breastfeeding should be considered along with the mother'
clical need for CATAFLAM and any potentil adverse effects on the breasted ant
from the CATAFLAM or from the underlying maternal conditior
Data
ne eoman treate aroly w2 dilofenac k. 150 ey, o a ik dicofenac eve
ivalent to an infant dose of about 0.03 mgjkg/day. Diclofenac was not

dele(lame " resst mik iy 12 wornen using dclafenac (after egher 100 malday oraly

7 days or a single 50 mg ntramuscular dose administered i the immediate
Postpartam perod

8.3 Females and Males of Reproductive Potential

Inertity

Females

Based on the action, the use of NSAIDS, including

diclofenac sodium topical solution, may delay or prevent rupture of ovarian folicles,

ch has been associted th rversil ferlty 1 sore wormen. Publshed animal

Shudies have shawn that adminsiraton prostaglandin synthesis nhibkors

potentlto drupt prostagind medted o s ropare eares or ovepton. ol
studies in women treated with NSAIDs have also shown a reversible deiay in ovulation.

Conciir windrawa) of NSAIDS, meling i ferac Sodum topea soLton. I Women
who have difficulties conceiving or who are undergoing investigation of infertity.

8.4 Pediatric Use

Safety and effectiveness in pedatric patients have not been estabished.

8.5 Geriatric Use.

Ekerypatients, compared to younger patiens,are  grester ik for NSAID-ssociated

serious cardiovascular, gastrointestinal, and/or renal adverse reactions.

antlpated benefk or e eklerly patent outweighs these potentl ks, ot dosing ot

the low end of the dosing range, and monitor patients for adverse effects [see Warnings

and precautons (5.1, 5.5, 5.3, 5.6, 1301

01t 911 potents reted vk gicfenc sodum topcl soluon £ seven controled.
Phase 3 clnicaltrials, 444 subjects were 65 years of age and over. There

elated diference 1 the ncldence of adverse events, Of the 793 patints treated win

diclofenac sodium topical solution in one open-iabeled safety tria, 334 subjects were 65

years of age and over including 107 subjects 75 and over. There was no difference in

the incidence of adverse events with long-term exposure to diclofenac sodium topical

Solution for this elderly popuiation.

10 OVERDOSAGE

Symptoms following acute NSAID overdosages have been typicaly Imited to lethar

drowsiness, nausea, vomiing, and epigastic pa, which have been generaly ¢ revemme
currec

oo reupiahory depression, nd cw hiwe bccurret, mut wre rare. 5ce Warnngs

and Precautions (5.1, 5.2. 5.4, 5.6)\.

Hanage potents wih symptomatc and supportve core folung on NSAD overdosage
Ther ntidotes. Emess & n




aspratin and subsequen respeatoryrkaton by DMSO contained n dklafensc sodkum

topicl sobton. Consklr actiated charcaal 60 9 100 grars i aduks, 110 2 ra

e of ooy W n e ptint) ohllo oSmON catartc ot

nanems seen Wi four hours of ngesten ofn ptients wkh a Brge overdosage (5 to
Josage). Forced dirss, akainzaton of

RemotSE. o Pemepertusion ey hok e seerrabeto g praten Bing.

about . contact a poison a-

For
800222 -1222)

11 DESCRIPTION
Dictensc sodum opical sokton contains 1.5% whu dilofenac sadum o
acid drg (NSAID),
Cekimared Chemmkoly 2 2.2 debiropnenyhamina) bersencsr ot ekt
monosodium sat. It s a white to off-white, hygroscopic crystaline powder that s freely
solble in methanol soluble i ocohal skt solible i acetone and sparingly solible
its molecular formula s C14H19CENNaO; and

Nk e Totown Sttt

Each 1 mL of solution contains 16.05 mg of diclofenac sodium,

in diclofenac sodium
e S0 3 Sk, ropyne aheol akans, ahcorm and pured wtor

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
Diclofenac has ana\ge‘s\c anmnuammamvy, and antipyretic pmpemes

at o other NSAIDS,
o oty mdisekond oo e Bk of Eycinonypenana (CON.Y ana COX.
2)
Diclofenac is a potent inhibitor of prostaglandin synthesis i vitro. Dicofer
Concentrations reached durng therapy nave produced n wo effects. rostagiandins
sensitze afferent nerves and potentiate the action of bradykinin in inducing pain in

isan

inhibitor of prostaglandin synthesis, its mode of action may be due to a decrease of
prostaglandins in peripheral tissues.

12.3 Pharmacokinetics
After topical administration to healthy human volunteers of single and multiple maximum
doses of diclofenac sodium topical solution, 40 drops (approximately 1.2 mL) to each
knee (80 drops total dose), the folowing diclofenac pharmacokinetic parameters wer
obtained: (see Table 2).

Table 2: Single-Dose (80 drops) and Multiple Dose (80 drops four times dally
for 7 days) diclofenac sodium topical solution Pharmacokinetic Parameters
Pharmacokinetic Parameters Diclofenac sodium
iormal Adults [N=18]  Normal Adults [N=19]
(Age: 18-55 years)  (Age: 18-55 years)

ose
Four times daly for 7 days

AuCO-t 1775726 ng.imL 6954 = 3489 ng.himL

AUCO-inf 1963+ 68.5ng.imL 7452 + 374.7 ng.himL

Plasma Cmax 8159 ng/mL 19.4 £ 9.3 ng/mL

Plasma Tmax (h) 110:64 40+65

Plasma t172 (h) 367208 79.0 £ 38.1

Kel (n-1) 0.024 = 0.010 0.011 = 0.004

CUF (Ln) 2447 = 84.71 -

Absorption.

Diofenac systemic xposurefrom dicofenc sodutonclsolton applcton (4

times dail for 1 week) w:

e Saraee dcltenc o gon sppicoton e oy for & we

Distribution

Diclofenac is more than 99% bound to human serum proteins, primarily to abumin
Diblenac dfuses o s utof e synavkl i, Duslon o the ant oceurs when

2levels are higherthan those i the syrovil i, fter whic the
SJmoval i kevls are higher than plasma Vel It & not known whether

ifecio o e it oy 3 ol 1 hg afocteness o 6crence.

‘Elmination.

Metabolsm

Five diclofenac metabolkes have been deniedn human lssma and urne. The
metaboltes nchide 4-hydroxy-, S-hydroxy., oy, 4S-dhydroxy. and 3.
hydroxy-4-methoxy diclofenac. The major diclofenac mﬂahn\me hyarory-dico
R very wask pharmacologi sctgy. Toe ormaton of 4-ycresy delofenac s ity
mediated by CPY2C9. Both diclofenac and s oxidative metaboites underg
gucuronidationor sulaton clowed by blery excreton Acy\gh(umnnamn medated

y T ] oxiaton medlated by CPY2CG may 3o play e n dic

S adponcble for i formaton of ar mesboltes, 5 hyroxy

a3 oy deltens
Excretion
Diclofer metabolism and biiary
Cxcraton of the Gacuroniie S e Sulat conugates of the mesamoes
Little or no free unchanged diclofenac is excreted in the urine.

Population:

Pediatric: The pharmacokinetics of diclofenac sodium topical solution has not been

investigated in pediatric patients.

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

Drug Interaction Studies

apii: Wiher NAIDs e adminstered with aspen, e proten binding of KSAIDS
clinical

Sonicance o i inorachon e o kno See Tabl 1 o1 cinkaly sonfiant drug

interactions of NSAIDs with aspiin [see Drug Interactions (7)1

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogene:
Carcinogenesis
Carcinogenicty studes in mice and rats administered diclofenac sodium as a dietary
Constituent _for 2 years resued in no significant increases i tumor ncidence at doses
up to 2 mg/kg/day Corresponding to approximately 0.35- and 0.7-fold (mouse and rat,
respectively) of the maximum recommended human topical dose (MRHD) of diciofenac
Sodium topical solution (based on apparent bioavaiabikty and body surface area

, Mutagenesis, Impairment of Fertilty

comparison)
1 5 dermal carcnagenichy study conducted 1 abno mice, dolytoriclappicotons of
diclofenac sodium for two years at concentrations up to 0.035% diclofenac sodium (a

5.10d ower diofenac sodhm concentratn than resent nditenac sodum topeal
Solution) did not increase neoplasm incdenc:

In a photococarcinogenicty study conducted i hairess mice, topical appication of
dicfenac sodum at doses up o 0,035% delofenac sodum(a 43-{odlwer diclfenac
Sodium concentration than present in diclofenac sodium topical solution) resuted in
earier median time of onset of tumrs.

Mutagenesic
Dibfenac was not mutagenic o castogenc i  bttery o genotoxity tests that
say, in v oint mutation

ey chvemmosomal soceraton seuciee 1 Chncoe ams(er ovarin cel n viro, and in

Wivo rat chromosomal aberration assay of bone marrow cel

Impairment of Fertity.

Fertity studies have not with diclofenac sodium

Diclofenac sodium administered to male and female rats at doses up to 4 ma/kgday

{1410 of the MRHD of dichfenac sodkum topical soiton based on apparent

Biavalabiky and hody surface ares comparison) dd not affect fetky. Studes have ot
e Somoria to At e oty o MSD o Tty

13.2 Animal Toxicology and/or Pharmacology
Oculr Effects

using indirect ater mukple-daby

dermal application to rats for 26 weeks and minipigs for 52 weeks of DMSO at twice the

concentration found in diclofenac sodium [op\(a\sommn Publshed studie of dermalor

oral adminstraton of DMSO to rabbks, dogs and pigs descrbed rfraciv changes of
T vt and conteas Toers meatve o myop chengts analor me ences of ns
apaciy or discobration when evaluated usng Sk amp Bomiroscopy cxamit

Rt o oclr sbormaltis ware abeeryad i et monkeye Surin b ora or

Germatrestment wih DUSO for 96 10 months

14 CLINICAL STUDIES
14.1 Pivotal Studies in Osteoarthritis of the Knee

The use of diclofenac sodium topical solution for the treatment of the signs and
Symptoms o ostecarts o the ke was evaluated 1 two doubl-blnd cortroled
trias conducted in the Canada, involving patients treated with dickofenac sodium
okl soution ot 3 a5t of 40 s four el oy o1 13 medks D(\o!ena( sodium
topical solution was compared to topical placebo (2.3% DMSO with other ex
andlor topicl venile Sokion (45.5% wiv DS wih other excipnts), appied drecty
to the study knee. In both trials, diciofenac sodium topical solution treatment
statstalysgnfcan clricel mprovement compared b plcebo cndir vehice, n b
(Western Ontario and McMaster
Universites LKG.1 OA Index (WOMAC] pai and physical function dimensions) and

(PGA). Numerical

resukts are summarized i 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
tudy
Efficacy Variable Mean baselne score and mean change ine .mmy varkiias after 12 wasks of erastruant
Mean Baseline odium topical 55Topic: [t
=154

WOMAC pain score 13 a7 a7
(Ut 31, 020

MAC physical function a2 157 123 121
(Uken 3.1,0-68)

1A (0-4) 10 04 06

ma Cebo formiatn ncludd 2 3% DMSO0
2vehicle formulation included 45.5% DMSO

Table 4: Change in treatment outcomes after 12 weeks of treatment in one study of efficacy of Diclofenac
‘sodium topical solution

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

Efficacy Variable
Mean Baseline score  Diclofenac sodium topical solution  Topical vehiclel N=162
N=164
WOMAC pain score 13 44
(Likert 3.1, 0-20)
OMAC physical function a2 153 103
(Likert 3.1, 0-68)
PGA (0-4) 31 13 10

uehicle formuiation included 45.5% DMSO.

16 HOW SUPPLIED/STORAGE AND HANDLING

Diclofenac sodium topical solution 1.5% w/w. is suppled as a clear, colorless to faintly
pincorange souton cortaning 1605 mg o dcfenac sodum per L ofsouton. i a
hite high density polyethylene bottie with a white low-density dropper

NDC Number & Size
150 L bottle NDC # 43386-016-61
Storage



tore at room temperature 20°C to 25°C G8°F o 77°F) excursions permited
ween15°C to 30°C (59°F to 86°F) [See USP Controlled Room Temperature],

17 PATIENT COUNSELING INFORMATION

fdise e patent {0 rex the FOA approvedpotent abelng (eicaton Cude) n

Instructions for Use that accompanies each prescription dispe

ares o ther caregers of e olowng Hormaton belore miing therpy i

diclofenac sodium topical solution and periodicaly during the course of ongoing therapy.

Cardiovascular Thrombotic Events

Adise patients to be dlertfor the symptoms of cardiovascuar thromboti events

includin pain, shortness of breath, weakness, or slurring of speech, and to

Teport ahy of these symptoms to thek health care proveler Faeciately fsce Warnings

and Precautions (5.1)].

Gastrointestinal Bieeding, Ulceration, and Perforation

dvscpatents to repert symploms of ukerons o wleeding. ncdng cpastri
pepsi. me:

eased risk for and the signs and symptoms of G bleeding (see Warnings and
Procautons (5.2

Hepatotoxicity

Infor patents of the warning sgn and symptoms of hepoloxicty (e,
e, ethargy. purius. Gt hea, uncice, Faht upper Quodrant tendercss, and -

i ). If these occur, instruct patients to stop diclofenac sodium topical
SoMten and seek mmediate Medkalherapy [see Warmings and Precautions (5.5
H jure and Edem:

Adie patins tobe slrtfor the symptoms of congestive heart fakre ncuin
shortness of breath, unexplained weight gain, or edema and to contact the healthcare.
Brovider §such symptoms occur (see Wernings and Precautions (5.9
Anaphylactic Reactions
Inform patients of the signs of an anaphylactic reaction (e.g. difficuty 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
Adve patentsto sto taking dilfenac sodum opialsokton mmeditel f they
develop any type of rash or fever and contact their heatthcare provider as soon as
Dossibi [s6e Warnings and recautions (5.1, 5111
Fetal Toxicity
Inform pregnant women to avoid use of diclofenac sodium topical solution and other
NSAIDS starting t 30 weeks gestaton becauseof the rskof the premature closing of
the fetal ductus arteriosus If treatm lofenac sodium topical solution is needed
o & regnant woman bewean about 20 1 30 wadks geatation, avfe her hat he
may need to be monitored for olgohydramnios, i treatment continues for longer than
48 hours [see Warnings and Precautions (5.10) and Use in Specific Populations (8.1))
‘Avoid Concomitant Use of NSAIDs
Inform patients thatthe concomkant useof ciafenac sodkum topialsobton we

Jat cto

other NSAIDS or saicylates (e.q., diflunisal, salaite) i not recomment the
Pased 6% of gomtromestrultoay. o T of o nccooe m sty fo
Warnings and Precautions (5.2) and Drug Interactions patents fat NSAIDS

may be present in over the counter” medications for treatment of colds, fever, or

insomni.
se of NSAIDS and Low-Dose Aspirin

I atients not to use low-dose aspirin concomitantly with diclofenac sodium topical

Solutio anththey tak t their neatncare proveler [se¢ Drug Interactons (71,

Eve Exposure

Instruct patients to avoid contact of diclofenac sodium topical solution with the eyes and

mucosa. Advise patients that if eye contact occurs, immeditely wash out the eye with

water or saine and consult a physician i iitation persists for more than an h

Prevention of Secondary Exposure

Instruct patients to avoid skin-to-skin contact between other peopie and the kneels) to

which diclofenac sodium topical solution was applied until the knee(s)  completey dry.

Application Site Reactions

Dicbfenac sodum topiclsokton can cause  ocalzed skinresction s the applcaton
site. Advise patients to contact ther physicians as 500 as possible f they develop any
e of ocalzed sppikaton ske rash

. i open skin wounds,

ftections, nfammatons, or ot dermatks.os & may st Sorpton ond
recuce tkrabiky o the 4rug

« Insiruct patients to wak unti the aea treated with icofenac sodium topial soluion
is completely dry before applying sunscreen, insect repelant, lotion, moisturizer,
cosmetics, or other topical medication.

« Instruct patients to minimize or avoid exposure of treated kneefs) to natural or
artificil sunight.
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[Medication Guide for Nonsteroidal Antkinflammatory Drugs (NSAIDs)

What is the most important information | should know about medicines called
Nonsteroidal Anti- inflammatory Drugs (NSAIDS)?
NSAIDS can cause serlous side effects, including:
« Increased risk of a heart attack or stroke that can lead to death . This risk
may happen early  trestment and may v
with longer use of NSAID medicines.
= in people who have heart disease

D9 not take NSAIDS right befors or after a heart surgery called a *coronary
rtery bypass graft (CABG)."
Avold taking NSAIDS after a recent heart attack, unless your heakihcars
provider tells you to. You may have an increased risk of another heart attack
¥ you taks NSAIDS after a recent Reart attack.
incroased rik of bleeding, ulcers, and tears (perforation) of the
esophagus (tube esaing from the mouth 1o the skomach), stomach and

anime
- ww!hwtwarmng Sorptoms
that may cause death

The risk of getting an ulcer or bleedi
"+ Basthistory of stomach ucers, of stomach o testnal mesdmg it use of NSAIDs
= taking medicines calld "corticosteroids”, "anticoagulants", "SSRIs", or "SNRIs
© increasing doses of NSAIDS
« longer use of NSAIDs

« smoking

« drinking alcohol

« older age

« poor heath

« advanced lver disease
« bleeding problems,

NSAID medicines should only be used:
« exactly as prescrived

« at the lowest dose possble for your treatment

« for the shortest time need

What are NSAIDs?

NSAIDs are used to treat pain and redness, sweling, and heat (inflammation) from
medical condtons such o diferent types of arthrits, menstrua cramps, and other
types of short-term pai

Who should not take NSAIDs?

Do not take NSAIDs:

+ ¥ you have had an asthma atack, hives,or other aergi reacto wah aspii o any
other NSAID:S

« Tight before or after heart bypass surgery.

Before taking NSAIDS, tel your heakhcara provider about il of your medical
conditions, Including if yo
o ave Ter or idney probkms
« have high blood pressure.
« have asthm:
= are pregnant or pian to become pregnant. Taking NSAIDs at about 20 weeks
preonancy o ate oy narm your unborn by o0 e NSAI: for more Shan 2
/S when you are between 20 and 30 weeks of pregnancy, your heal
Drovlder may need to monikor the amount of K n your wormb around your baby.
shoukd not take NSAIDs after about 30 weeks of pregnar
« o breaetindng o sl 10 brest et

Tl your heskthcare provider about all of the medicines you take, including
pres: - counter me , vitamins or herbal supplements.
R o o medcier o Meatactwih soch ot ane coche serous sie
ecs. Do ot start taking any new medicine without taking to

healthcare provider
What are the possible side effects of NSAIDs?
NSAIDs can cause serious side effects, including:

ot important information | should know about medicing
called Nonsteroidal Anti-inflammatory Drugs (NSAIDS)?
 new or worse high blood pressure
« heart faiure
o liver problems including iver failure
= Kidney problems including kidney failure

)

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

Get emergency help right away if you get any of the following symptoms:
+ shortnessof breathor troube breating

« chest pai

© Weakness inone partor sde of your body

« slurred speech

« sweling of the face or throat

Stop taking your NSAID and cal your heakthcare provider right away f you
get any of the folowing symptom:

more tred o weaker than usual
dirrhea

itching
your skin or eyes look yelow

indigestion or stomach pain

flu-lke symptoms.

vomit blood

there s boad i your bowel moverment or s black and ticky ke ta
unusual weight g

Sk rash o plsters wih fe

SWelig ofthe e, egs, hands and feet

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

These are not of NSAIDS. For ask your
Reskhcare provier o pharnac: abost 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
cause bleeding i the brain, stomach, and intestines. Aspirin can also cause ukcers n
the stomach and intestines.

 Some NSAIDS are soid in lower doses without a prescription (over-the counter). Tak
to your healthcare provider before using over-the-counter NSAIDS for more than 10
days.

General information about the safe and effective use of NSAIDs



Medicines are sometimes prescribed for purposes other than those fisted in a Medication
Guide. Do not use NSAIDS for a conditon for which it was not prescribed. Do not give
NSAID to other people, even f they have the same symptoms that you have. It may
harm

1f you would
o Barmac o et proveer fo formaton Soout NeAIDS thor s
written for health professionals
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Instructions for Use

Diclofenac Sodium (dye kloe' fen ak soe' dee um) Topical Solution

Read the Medication Guide that comes with diciofenac sodium topical solution first. Be

sure et you cad, understondand folow these Insirucions fo Use beore you use

dickofenac sodium topical solution for the firs

Important; For use on the skin only topica). Do not get diclofenac sodium topical

Soluton in your eyes, nose or mout

Betors you use dickferac sodum topical soluton:

. actly as your tels you.
Tak wih your heakhCare proviler or pharmackt f you ae not sure

= Only use dickofenac sodium topical solution to treat pain from osteoarthrits in your
knee or knees.

= Apply diclofenac sodium topicalsolution on clean, dry skin that does not have any
cuts fectons or

ofenac sodum topical solution 4 times each day on your knee or knees as

e

< Yourt mla\ dose for each knee is 40 drops of diclofenac sodium topical solution, each

time you

o0 e acfenac socum topical soion i your eyes, rnse your eyes gt aviay
h water or saline. Call your heakthcare 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
solutio

Siep 2 Put 10 draps of dcfenec sockam topcalsclutin akhar on your band or
directy on your knee (see Figure

Figure A

tep 3. Spresd dicfense sodhum topcal sobton event on ths fron, back and sides of
your kne (sse Figures 8 and . Repest steps 2and 3 three times <o thatyour knee
Completey Covered wih a tokalof 40 rops of diofenat sodium topical sguton

g
iy

Figure C

24

Step 4. fyour heakhcareprovidr nas prescribed dicoenac sodium topicalsoluon for
oth knees, repeat steps 2 and 3 for the other ki

After you use diclofenac sodium topical solution:
/ash your hands with soap and water right away after applying diclofenac sodium

topical solution
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*+ touch thetreated knee o slow anather person t touch the knee trested wkh
fenac sodium topical solution until your knee i comy ry ry.

« Cover your noe weh clothing untiyour kne 5 compiich d

* putsunscreen, ect repeont bton, mosturer. Cosmetke, o other topial
medicines on your knee until it is

take a shower or 3 bathfor ot oot S s atter You put diclofenac sodium

topical solution on you

use heating pads o cover me iresce area wih bandages where you have appied

diclofenac sodiurm topical

« use sunlamps and tan mng e Protect your treated knee from suniight. Wear
clothes that cover your skin if you have to be in sunight

How should | store diclofenac sodium topical solution?
‘ at room 68 to TT°F

(20°C to 25°C).
Keep diclofenac sodium topical solution and all medicines out of the reach of chidren.

This nstructions for Use has bean approved by the U.S. Food and Drug
Administratior
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PACKAGE LABEL.PRINCIPAL DISPLAY PANEL
Container Label - 150 mL
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