DICLOFENAC SODIUM- diclofenac sodium solution
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FULL PRESCRIBING INFORMATION

oF AR AND
EVENTS
Cardiovascular Thrombotic Events.

including, ich can

e fatahThis risk may occur sl in treatment and may increase i duration of e

fsce WARNINGS AND PRECAUTIONS ).

Diclofenac sodium is raft

(CABG) surgery [see. CONTRAIDICATIONS & @) and WARNINGS AND PRECAUTIONS
).

Ulceration, and Perforation
 NSAIDs cause i i
including bleeding, ulceration, and perforation of the stomach or intestines, which can
be fatal. These events can occur at any time during use and without warning sympioms.
Elderly patients and patients with a tic ulcer disease and
bleeding are at greater risk for serious GI events [see WARNINGS AND PRECAUTIONS
2)l.

1INDICATIONS AND USAGE
Diclofenac sodiumis indicated for the treatmen of signs and symptoms of osteoarthriis of the knee(s)
.

2DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions

Use the ge for individual

goals (see WARNING AND PRECAUTIONS (5.2)]

For the elel of e sign grdsympons of osteoarthritis of the knee(s), the recommended dose is 40

drops per knee, 4 times a

Apply diclofenac sodmmmwcaw solutionto clean, dry skin.

Toavoidspilage, dispese diclofenac sodiumuopicl soluon 10 drops sta e stterdirecty omo
 or firstinto the hand and then onto the knee. Spread diclofenac sodium topical solution everly

around ront, back and sides of hebowe. Repeat hs procedare unll 40 rops have beenapplied and e

ke is completely covered with solution

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

‘Application of dicloferac sodium topical solution in an amount exceeding or less than the recommended

dose has not been studied and i therefore not recommend

2.2 Special Precautions
« Avoid showering bathing for atleast 30 minutes after the application of diclofenac sodiumtopical
solutionto the treated ke
‘Wash and dry hands after use.
Do not apply diclofenac sodium topical solution o open wounds.
diclofemc and mucous membranes.

Do not apply external heat andior occlusive dressings to treated knees,
Avoid wearing clothing over the diclofenac sodium topical solution-treated knee(s) unil the reated
Koee is dry.
Protect the treated knee(s) fromnatural o artificial sunlight
Waituntil the reated area s dry before applying sunscreen, insect repellan, lotion, moisturizer,

tics, or other topical medication o the same knee you have just reated with diclofenac sodium
opical soluion

Unil the treated knee(s) is comp y, avoid people and the
treated knee(s).
Do ot use lution and an oral NSAID unless

the benefit outweighs the risk and conduct periodic laboratory evaluations.

3 DOSAGE FORMS AND STRENGTHS



Diclofenac Sodium Topical Solution: 1.5% wiv.

4 CONTRAINDICATIONS
Dicloferac sodiumis convaindicated nthe following patens:

diclofenac or any
comports of e dig product.[ee WARNINGS A mmurmns (5 759).

History of asthma, urticaria, or other allergic-type rea

Severe, somtimes (aa, amphlacic reactons o NSAIDS hove e Tepored fivs panens e
WARNINGS AND PRECAUTIONS (5.7.5.

Inthe setting of coronary artery bypass graft (CABG) surgery (see WARNINGS AND
PRECAUTIONS (5.1)1

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovascular Thrombotic Events
Clnicalwils ofseveral COX-2 selecive and nrselecive NSAIDS of upto e oy duraontave
shown anincreased sisk of sious cardiovascular (CV) trombotic everss
which can be fatal data, itis nnclear um eifor v
rsbons e i o sl NSA D The et resee s
Over bselne confrsed by NSAID vse appars t be il i fhose withand withot Kiown CV
disease o risk factors for CV disease. However, patients with known CV disease or risk factors had a
higher absolute incidence of cv . due o thei rate.
Some observatoal sudies found that s ncresed i of serlous CV thrombotic evet beganis
carly as the first weeks of treatment. The increase in CV thromboric risk has been observed mos
Lumlﬂem.\y at higher doses
the potential risk for an adverse CV event in NASAID-treated patients, use the low
cliecive doe forthe shortestdratio posibe. Physcias and patets hovld eminlet fo he
of previous CV.
Sympions. Palens s oo iarmed shout e ympoms of serious GV evens and h staps o e 1
they occur.
Thereis 0 consstet evidence thatcomcurret use o aspirin migatesthe Icreased iskof serious
CV thrombotic with NSAID use. T of d an NSAID, such
= dicloferae, incresses he kol sutons gastrointestnal (G events [see WARNINGS AND
PRECAUTIONS (5.2)
Status Post Coronary Anrvy Bypass Graft (CABG) Surgery
Two large, conrolled, clinical wials of a COX-2 selective NSAID for the treatment of pain n the first
1010 14 days following CABG surgery found an increased incidence of myocardial infarction and
[see CONTRAINDICATIONS (4)].
Post-MI Patients

Observational studies corducted in the Darish National Registry have demonstrated that patients weated
with NSAIDs inthe post-MI period were at increased risk of reinfarction, CV-related death, and all-
cause mortality begiming in the first week of treatment. Inthis 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 patienis. Although the absolute rate of death declined somewhat
after the first year post-MI, the riskof death atleast
the next four years of follow-up.

‘Avoid the use of dicloferac sodium n patients with a recent MI unless the benefits are expected 1o
outweigh the risk of recurrent CV thrombotic eveis. If iclofenac sodiumis used i patients with a
recent MI, monitor patients for signs of cardiac ischemia.

52 Gastrointestinal Bleeding, Ulceration, and Perforation
NSAIDs ncludingdiclofeac,cause sriousgasroestal (G advrse eves ncuding
per mall incestine, or large

e, which canteFa These sefous advere e conoseur oy e i of ot
warning symptoms, in paterts treated with NSAIDs. Only one in five patients who develop a serious
upper Gl adverse event on NSAID therapy is symptomatic. Upper G1 ulcers, gross blecding, or

NSAIDs occurred 19% of patients treated for 310 6 mooths, and
inabout 2% (o 4% of patients reated for one year. However, even short.term NSAID therapy is not
withoutrisk.

Risk Factors for GI Bleeding, Ulceration, and Perforation

Pati a prior history of peptic ulcer disease and/or G bleeding who used NSAIDs had a greater
than 10 Tod mreqsed rokfor Gevelopinga O beed compared 0 paens without hese i aciors
e factors it creas the sk of G blesdig npaets eted with NSAIDs ircle onger

duration of NSAID of oral pirin, or
selective summmnrelvpnke Tobtors (SSRI9: soling: e o lcahol lde age: i poor general
health status. Most postmarketing reporis of fatal GI everts occurred in elderly or debilitated patierss.

Adidonaly, patens withacvanced er disease andor cogulopaty are o nseased iok o1 O1
bleeding.

rategies 0 Minimize the G Risks in NSAID-treated Patients

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

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

« Avoid use in patients at higher risk unless benefits are expected to outweigh the increased risk of
bleeding. For such patients, as well as those with active GI bleeding, consider aliernate therapies
other than NSAIDs.

Remain alert for signs and sympioms of Gl ulceration and bleeding during NSAID therapy.

1 aserious Gl adverse eventis suspected, promply initiate evaluation and treatmen, and discontinue
diclofenac sodium unil a serious Gl adverse eventis ruled out.

Inthe setting of concomitant use of low-dose aspirin for cardiac prophylaxis, moitor patients more
closely for evidence of Gl bleeding [see DRUG INTERACTIONS (7)1

5.3 Hepatotoxicity
Inclinical tials, of oral diclofenac-conai oducts, meaningful elevations (i.e., more than 3 times
the ULN) of AST (SGOT) were observed inabout 2% of approximately 5,700 patiens at some ime
during diclofenac reatment (ALT was not measured in all studies),

Inalarge, open-label, conrolled tial of 3,700 patients treated with oral dicloferac for 2 to 6 monihs,
patients were monitored firstat 8 weeks and 1,200 patients were monitored again at 24 weeks.
Meaningful elevations of ALT andior AST occurred inabout 4% of 3,700 patiens and included marked
elevations (greater than 8 times the ULN) in about 1% of the 3,700 patient. In that open-label study, a
igher inidence of brderineess than’3 s the ULN), moderate 30 8 e the ULN), and

an 8 times the ULN) elevations of ALT or AST was observed in patierts receiving
Giclofensc © other NSAIDs. Eleva ‘were seenmore frequenly in
patiens thanin those th
Almostall meaningful elevations in transaminases were detected before patients became symptomaic.
‘Abnormal tests occurred during the first 2 months of therapy with diclofenac in42 of the 51 patients in
all trials who developed marked transaminase elevaions.
In postmarketing reports, cases of drug-induced hepatotoxicity have beenreported in the first morih,
ad insome case, e firs: 2 monts of erapy, bt an aceus atany e oring weament wih
diclofena cillance has reported cases of severe hepatic reactions, including liver
necrosis, Janndlre mlmmmhevanus ithand without Jaundice, and live Fallre. Some of thse

Ina lation-based, 10 cases ofdclofersc ssociated
drug-induced liver injury with current s compared with non-use of diclofenac were associate
statistically significant 4-fold adjusted odds ratio of liver injury. In his particular study, based on an
overall mmber of 10 cases of liver injury associated with diclofenac, the adjusted odds ratio increased
further with female gender, doses of 150 mg or more, and duration of use for more than 90 days.
Physictars should nesure wararinses o bslne o periodicallyIngatensrecelving o rm
therapy 3

e e o, Boned o el o dos posmrmm experiences, ransaninases
should be monitored within o 8 weeks after initiating reatment with diclofenac. However, severe
Repaic rescions eanoceur tany e dring reaanen with dieloforae.

I abnormal liver tests persist or worsen, if clinical signs and/or symptoms consisten with livr disease
develop, or if systemic manifestations occur (e.g., eosinophilia, ash, abdominal pain, diarrhea, dark
urine, etc.), diclofenac sodium should be discontinued immediately.

Iform paiens o the warin igrs and sympios of epstacity 2. sen g, et
diarrhea, prurits, jaundice, rightupper quadrand enderness, ad “flu- ms). I clinical signs
and symptoms consistent wichliver disease develop, or if systemic aniesaton octut (5.

hilia, rash, etc), and evaluation

of the patient.
iinize he poentl Iverelted even i pates esed

sodium, ust dose for the Exercise caution when

prescrbing el sadamoih concoman drugs that are known to be potentally hepatotoxic (e..

acetaminophen, antibiorics, antepileptics).

5.4 Hypertension
NSAIDs, including diclofenac sodium, canead to new onset of hypertension, or worsering of
precxisting hypertension,eithe of which may contribute to the increased incidence of CV evers.
Patients taking angiotensin converting enzyme (ACE) inhibitors, thiazide diuretics, or loop diuretics may
have impaired resporse to these therapies when taking NSAIDS [sce DRUG INTERACTIONS (7).

g the initiation of

»
course of therapy.
55 Heart Failure and Edema
The Conlbard usdiions NSAID Tedlis lysis of

d dincrease inCOX-2
e e et o ol
Tna Danioh Nationdl Regisry sy of paiens with heart {aur, NSATD use it ressd the sk of M1
hospitalization for heart failure, and death

Additionally, fluid retention and edema have been observed in some patienis reated with NSAIDs. Use.
of diclofenac may bluntthe CV effects of several therapeutic agens used to treat these medical
conditions (e.g., diuretics, ACE inhibitors, or angiotensin recepior blockers [ARBs1) [see DRUG
INTERACTIONS (7).

Avoid the use of diclofeac sodiumin patients with severe heart failure urless the benefits are
expected o outweigh the risk of worsening heart failure. If diclofenac sodiumis used in patients with
severe heart failure, moritor patients for signs of worsening heart ailure.

5.6 Renal Toxicity and Hyperkalemia
Renal Toxicity
Long-term administration of NSAIDs has resulted in renal papillary necrosis and other renal injury.
Renal oxicity has also inwhomrenal have in
ihe maimenance o rna perfusion. In hese paieis,acminstationof an NSAID may cause a dose-
« ind, secondarily, in renal blood flow, which may

2 isk of this reaction are those with impaired
renal function, dehycration, hypovolemia, heart failure, liver dysfunction, those taking diuretics and
ACE inhibitors or ARBs, and the elderly. Discontination of NSAID therapy was usually followed by
recovery to the pretreatment sa

(o information s available from controlled clinical studies regarding the use of diclofenac sodiumin
patiens with advanced e isese. The el efecs ofdcloferac sodiumay bastenthe
1 dise:

Gorrect volume s I dehydratedorhypovolemkc patenspio o idatng diclofnacsodium
Monitor renal function in patients airment, heart failure, dehydration, or
Iypovelonia during use of ictofena sodlum fee DRUG INTERACTIONS (7). Avoid he use of
diclofenac sodiumin patients with advanced remal discase unless the benefits are expected fo outweigh
the risk of worsening renal function. If diclofenac sodiumis used in patients with advanced reral
disease, monitor patiens for signs of worsening renal function.

Hyperkalemia

Increases in serum potassium concentration, including hyperkalemia, have been reported with use of
NSAIDs, evenin some patienis withou renal impairment. I patienis with normal renal function, these
effects have

5.7 Anaphylactic Reactions

Diclofeachas been associated it srphylactc escons inpatets with ad wibout fown
ypersensitvity (o diclofenac a
5 and WARNINGS AND PRECAUTIONS 5.

pif

58 Asthma Related to Aspirin Sensitivi

A have which may include chronic
chiosiousitis complicated by asal plyps: severe, Poendally faal bronchospas andor inolerarce o
IDs. Because NSAIDs has been
Tepored nsuch sp s patens, diclofenac sodlum s conradicated npatens ith is
Isee sodiumis used in patients
nontor patlers for changes I h signs and

Symptoms of asiims.
5.9 Serious Skin Reactions

NSAIDs, including diclofenac, can cause serious skin adverse reactions such as exfoliative dermatits,
Stevers-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN), which can be fatal. These
serious events may occur without warning. Inform patienis about the signs and symptoms of serious skin
reactions, and to discontinue the use of diclofenac sodiumat the first appearance of skin rash or any
other sign of hypersensitivity. Diclofenac sodium s contraindicated in patienss with previous serious
skin reactions o NSAIDs (see CONTRAINDICATIONS (4)




Do not app Soluti  infections, inflammations, or
exioNaie dormouts, s 1ty aoctsbsorpion e olrabiy of e ruge

5.10 Premature Closure of Fetal Ductus Arteriosus
Diclofenac may cause premure: closure of the fetal ductus arteriosus. Avoid use of NSAIDs,
including diclofenac sodium, 230 weeks of wimester) [see
USE IN SPECIFIC POPULATIONS (2.1).

5.11 Hematologic Toxicity
i has ocurtedin NSAID-uested patens. This ey be du o occulto gros bood los (lid
retenion, or an incompletely describe I a patent reated
Sodium has any signs or sympioms o s i hemoglobin or hematocrit.

NSAIDS, including diclofenac sodium, may increase the risk of bleeding eves. Co-morbid conditions
such as coagulation disorders, conconitantuse of warfarin, other anticoagulant, aniplatelet agens

« inhibitors (S5 reupiake inhibitors
(SNRIs) may increase this risk. Monitor these patients for signs of bleeding (see DRUG
INTERACTIONS (7)1.

‘The effects of diclofenac sodium on platelet function were studied in 10 healthy subjects admiristered
80 drops four times a day for 7 days. There was no sigrificant change in platelet aggregation following
one week of treatmen [see CLINICAL PHARMACOLOGY (124)).

5.12 Masking of Inflammation and Fever

The activity of diclofenac inflammation, and possibly fever, may
diminish the uiilty of diagnostic signs in detecting infections.

5.13 Laboratory Monitoring
Because serous Gl lecdin,hepotocity,anrenal infurycanoccur witout waring sympors or
signs, consider monitoring pati I

Dertodically fee WARNINGS AND PRECAUTIONS (52, 5.5 5.6

5.14 Sun Exposure
Instruct patienss 1o avoid exposure (o natural or artificial surlight on treated knee(s) because studies in
animals diclofenac treatment onset of ultraviolet light-induced
skintwmors. The potental effects of diclofenac sodium on skin response to uliraviolet damage in
humans are not lao

5.15 Eye Exposure

Avoid contactof diclofenac sodium with eyes and mucosa. Advise patents that f eye conact occurs,
ity wash ou h eye withwatr o sl am coneulta phyocln f taton persss for more
than an hour.

5.16 Oral Nonsteroidal Anti-Inflammatory Drugs

& oral NSAIDs rate of rectal hemorrhage,
more frequent abmnml creatnine, urea and hemoglobin. Therefore, do ot use combiration herapy
1 NSAID uriess the the

laboratory. v

6 ADVERSE REACTIONS
‘The following adverse reactions are discussed in greater detail in other sections of the labeling:
¢ Cardiovascular Thronbotic Everts [ee WARNINGS AND PRECAUTIONS (5.1)
* GlBleeding, U

[see ARNINGS AND P

Heart Failure and Edtl'\a [see WARN!N(‘?AND PRECAUTIONS (5.5)]
Renal Toxicity and Hyperkalemia [see WARNINGS AND PRECAUTIONS (5.6)]
Anaphylactic Reactions [se WARNINGS AND PRECAUTIONS (5.7)]
Serious Skin Reactions [see WARNINGS AND PRECAUTIONS (5.9)]
Hematologic Toxicity (see WARNINGS AND PRECAUTIONS (5.11)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditiors, adverse reaction rates observed
inthe clinical rials of a drug camot 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 diclofenac sodium of 911 patients wreated between 4 and
12 weel (meandursonof 49 deys) i seven Pase 3 contlled wisls, a5 well a expasre of 793
patient treated inan open-label study, including 463 patiens treated for at least 6 monhs, and 1

Patiens weated for at least 12 monte. The populaion meanage was approximaely 60 years, o0 of
patients were Caucasians, 64% were femules, and all patients had primary osteoarthritis. The most
‘common adverse events with diclofenac sodium were application ite skinreactions. These events were
the mast common reason for withdrawing fromthe studies.

Application Site Reactions
Inconwolled wials, the most common treatment-related adverse events in patients receiving diclofenac
Solution were reactions were

characterized by one or more of the following: dryness, erythema, induration, vesicles, paresthesia,
pruritus, vasodilation, acne, and urticaria. The most frequen of these reactions were dry skin (32%).

i -l s with vesicles
(2%) and pruritus (4%). In one controlled ial, a higher rate of contact dermatits with vesicles (4%)
was observed after treament of 152 subjects with the combination of diclofenac sodium opical solution
and oral diclofenac. Inthe open label unconrolled long-term safety study, contact dermatits occurred in
13% and contact dermatits with vesicles in 10% of patiens, generally within the first 6 monhs o
exposure, leading to a withdrawal rate for an application site event of 14%.
Adverse Events Common to the NSAID Class

Incontrolled ials, subjects treated with diclofenac sodium experienced some adverse everts
associated with the NSAID class more frequently than subjects using placebo (constipation,
yspepsi, pusea, lnlence, abdominal pn, edems:see Table 1. The combiiono dicofens
Sodbumiopica oluonant ovl diclofere, compared o oraldciofenac alone,reslied ina igher rae
of rectl hemorrhage (3% vs. less than 1%), and more frequent abnorma creatinine (12% vs. 7%), urea
(20% vs. 12%), and hemoglobin (13% vs. 9%), but o difference inelevation of liver transaminases,

hea,

‘Table 1 lists all adverse reactions occurring in 1% of patiems receiving diclofenac sodium opical
solution, where the rate rom seven
controlled studies conducted in patients with osteoarthrits. Since these wials were of different
duratiors, these percentages do not capture cumulative rates of occurrence.

‘Table 1: Adverse Reactions occurring in >1% of patients treated with Diclofenac Sodium Topical Solution, 1.5%
w in placebo and oral diclofenac-controlled trials.

Treatment Group: Diclofenac Sodium Topical Solution, 1.5% wiw Topical Placebo
Ne911 N=332
Adverse Reaction” N (%) N (%)
Dry Skin (Application Site) 292 (32) 176)
Contact Dermaits (Application Site) 83(9) 6@
Dyspepsia 72(8) 13¢4)
bdominal Pain 54 (6) 100
nce 35(4) 1)
Pruritus (Application Site) 34 (4) 7)
Diarthea 3364) 7@)
Navsea 3¢4) 30
Pharyngitis 40 (4) 13
Constipation 293) 1<)
Edema 26(3) 0
Rash (Non-Application Site) 25@) 52
Infection 50) 8@
Ecchymosis 19Q2) 1<)
Dry Skin (Non-Application Site) 19 (2) 1<)
‘Comtact Dermtits, vesicles (Application Site) 182) 0
Paresthesia (Nor-Application Site) 4@ 3(<1)
Accidental Injury 2@ 7)
Pruritus (Non-Application Site) 150 2(<1)
Sinusitis 100) 2(<1)
Halitosis 1) 1<)
Application Site Reaction (ot otherwise specified) 1w 3(<1)

* Preferred Term according to COSTART

6.2 Postmarketing Experience
Inpor-U.S. postmarketing surveillance, the following adverse reactions have been reported during
post-approval use of diclofenac sodium. Because these reactions are reported voluniarily froma
population of uncertainsize, itis ot always possible (o reliably estine their frequency or establish a
causal relationship (o drug exposure.

Body asa Whole

Abdominal pain, accidental injury, allergic reaction, asthenia, back pain, body odor, chest pai
face edema, halitosis, headache, lack of drug effect, neck rigidity, pain

edema,

Cardiovascular
Palpitation, cardiovascular disorder

Digestive

Diathe, dry mout, dyspepsia, asroeneids, decressed appete, mouth lceradon, s, rectl
hemorrhage, ulcerative stomal

Metabolic and Nutritional

Creatinine increased

Musculoskeletal

Leg cramps, myalgia

Nervous

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

‘Asthma, dyspnea, laryngismus, laryngitis, pharyngitis

Skinand Apperdages

Atthe Applicati is with vesicles, dry skin, pruritus, rash;
Other Skin and Appendages Adverse Reactio
Special Senses

: Eczema, rash, pruritus, skin discoloration, urticaria

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

7 DRUG INTERACTIONS
See Table 2 interactions

Table 2:

ically Significant Drug Interactions with Diclofenac
Drugs That Interfere with Hemos tasis
Clinical Impact o Dicloferac and anticoagulants such as warfarin have a synergistic effect on bleeding. The concomitan use of dicloferac and anticoagulans have an increased risk of serious bleeding compared o the use of either drug alone.

+ Serooninrelase by placlets plays a npora o nhemosii. Case-conrol and<ohorepdenkoloca stadisshawed i concomiGe s ofdrugs G erere withserotoinreupake and an NSAID ey poteatetheriskof leding rore anan NSAID aloe.

Intervention » diclofenac sodium with s t (e.8., aspirin, selecti inhibitors (SSRIS), reuptake inhibitors ) of bleeding [see WARNINGS AND PRECAUTIONS (5.11)]
spirin
Clinical Impact: d NSAIDs and analgesic doses of aspirin does not produce any g use of NSAIDs alone. Ina clinical study, th SAID and d with increased incidence of Gl adverse reactions as compared (o use of NSAID alone [sce WARNINGS AND PRECAUTIONS (52)]
Ineerton Concomitatuse o dicloferac sodumand awgesic doses of spiin s ot of the Deeding [se¢ WARNINGS AND PRECAUTIONS (511 Dicloenac sodium's bstitute for low dose aspirin for protection.
ACE inhibitors, Angiotensin Receptor Blockers, and Beta-Blocl
Clinical Impact: » NSAIDs hibi blockers (ARB), or beta-blockers (including propranolol).
o oot ho ne ebrs volummdeleed (e i b on v ey, o v ] et co- iAo of 1 NSATD Wi AGE ot of ARBL e vt ndeterioraton o el funcion fcldin possble scute resl . Theseeffct ar usully reersbe.
Intervention:  ®  During concomitant use of diclofenac sodium and ACE-inhibitors, ARBs, or bew-blockers, monitor blood pressure (o emsure that the desired blood pressure s obained During concomitant use of diclofenac sodium and ACE-inhibitors or ARBs in patens who are elderly, volume-
Seleted o heve impred rerl on, oty for 57 of worecrig e o see WARNINGS AND PRECAUTIONS(S )]+ Wt hes g re admiistered concomanl, patrs <hol b el e, Adsees erl funionst he egiming of e coneamian rcmen nd prtoicaly hreater
Diuretics
Clnialmpact: Clricl sudies, s wela postretin observaors,showed tat NSATDSreducedthe rarurtc efectof oop dureics (5, urosemide)a isde dureics o paterts. This efect s bentuted 0 the NSAID nibiono rer prostgladinsyhesis
ring concomitant use of diclofenac sodium with diuretics, observe patients for signs of worsening renal function, [see WARNINGS AND PRECAUTIONS (5.6)1
Dig
Clieal mpact The concomintuse o dicofec wihdigoxin s heev\ reported 1o increase the serum concentration and prolong the half-lfe digoxin.
Intervention: ing xin,
Lithium
Clinical Impact: NSAIDS have produced elevations in plasma lithium levels and reductions in reral The 15%, and the renal clearance decreased 20%. This effect has to NSAID inhibition of renal prosiaglandin synthesis.

Intervention:  During concomitant use of diclofenac sodium and lithium, monitor patients for signs of lithium toxicity.
Methotrexate

o
Clinical Impact; Concomitant use of NSAIDs and methotrexate may increase the risk of methotrexate toxicity (e.g., neutropenia, thrombocytopenia, renal dysfunction).
Intervention:  During thotrexate, patients for methotrexate toxicity.

Cllnical fmpact: Concomitant use of diclofenac sodium and cyclosporine may increase cyclosporine’s nephrotoxicity.
Intervention:  During concomitant use of diclofenac sodium and cyclosporine, monitor patient for sigrs or worsening renal function.
NSAIDs and Salicylat

Gl mpac: Concordkus o icofens with ther NSAIDS o alicyotes (e g- ifluksal,salsalte) resses e riskof Glwlcty, wit e or oo crese nffcay [se WARNINGS AND PRECAUTIONS (5.2, Concomtat use of oral NSAIDS wth icofens sodm s benevalute i on Phase 3 conrolled il s I combinaton withorl dielofeac, corgared t orl dilafeac lon,resuled ina
)

higher rate of rectal hemorrhage (3% vs. less than 1%), and more frequent abvoral creatinine (12% vs. 7%), urea (20% vs. 12%) and hemoglobin (13% vs. 9%
Intervention: The concomitant use of diclofenac with other NSAIDs o salicyclates is not recommendid.



Do dium and an oral NSAID unless the the

emetre;
Cinia zmpm Concondtntuse of dicofenac sodium and perenesed my crese e riskof e o reral, (see the information)
Intervention ing inp th renal whose creatinine clearance ranges from 45 to 79 mL/min, monitor for myelosuppression, renal and Gl toxicity.

NSAIDs wi (e.g., diclof be avoided for a period of two days before, the day of, and two days following administration pemetrexed.

Inthe absence of potental ind NSAIDS with longer half-lives (c.g., meloxicam, nabumetone), patients aking these NSAIDS should interrupt dosing for at least ive days before, the day of, and two days following pemetrexed administration.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
" gory C prior t0 30 weeks g D starting 30 weeks gestation
Risk Summary
Use of NSAIDs, including diclofera sodiun dring thetird rinesterof pregraey increses the isk
of premature closu luctus arteriosus. Avoid use of NSAIDs, including diclofenac sodium
opical solution, in pmgnam women saring at 3 weeks of gestaion (hirdimeser
‘There are no adequate and of diclofenac

women. Data from observatioal studies regarding potential embryofetal risks of NSAID use in women
inthe firstor second trimesters of pregnancy are inconclusive. In he general U.S. population, all
clinically recognized pregrancies, regardless of drug exposure, have a background rate of 2 0 4% for
malformations, and 15 to 20% for pregnancy loss. Published reproductive and developmenial
studies of dimethyl sulfoxide (DMSO, the solvent used in diclofenac sodium topical solution) are
equivocal s 10 ptenial trangericiy. I sl reproductionstcies, m svidenceof erswgericty
ed inmice, rats, or rabbits given diclofenac daily during the period of organogenesis at
doses up > pproximaiely 0.6, 0.6, and 13 tmes,respectvely, he max mumrecomemended e dose
(MRHD) of diclofenac sodium, despite the presence of maternal and fetal toxicity at these doses [see
data, have have inendometrial
. blasto Inanimal studies,
pmsmghlﬂm synhesis inhibitors such as dicloferac, resulted in increased pre- and post-implantation
Tos:
Clinical Considerations
Labor or Delivery:

‘There are no studies on the effects of diclofenac sodium during labor or delivery. In animal studies,
NSAIDS, including dlclolemc inhibit prostaglandin syndhesis, cause delayed parturition, and increase
the incidence of sill

Data
Animal Data:
Reproductve ax developmenlsudes i ainls demorstsed it diclofenac sodumadmiistaon
doring argamgencas i i produce eraogeniit dspte e iductonol el ety el
lovicly 1hmice atoral doses p 0 20
human dose [MRHD) of diclofenac sodium 154 mg/day, based on body surface area (BSA)
‘comparison), and in ats and rabbits at oral doses up 1o 10 mg/kg/day (approximately 0.6 and 1.3 imes,
tespecively, e MRHD based on BSA compaisan. Publshed reproducive and developmeral studies
of dimethyl sulfoxide (DMSO, the solvent used in diclofenac sodium topical solution) are equivocal as
10 potential teratogenicity.
Inrats, maternally toxic doses of diclofenac were associated with dystocia, prolonged gestation,
reduced fetal weights and growth, and reduced fetal survival,

8.2 Lactation
Risk Summary

Based on available daia, diclofenac may be presentinh: Ik The

of breastfeeding should be considered along with the mother's clinical need for CATAFLAM and any
potential adverse effects on the breastfed infant from the CAT AFLAM or from the underlying maternal

condit
Data

one Iy with a diclofenac salt, 150 mg/day, had level of 100 meg/L.,
equivalent o an infant dose of about 0.03 mg/kg/day. Dicl was not detectable in breast milk in 1

women using diclofenac (after either 100 mg/day orally for 7 days or a single 50 mg intranuscular dose
administered in the immediate postpartum period).

8.3 Females and Males of Reproductive Potential

Infertilty

Females:

oz an e mcharsmof aton the s of prostglandicmdakd NSAIDS, o diclofemc

sodiun,nay delayor prevre rupure of which has

inferility in some women. Publis} shed il sudie bave shown it admnsraton prostglain

syahesislohibitors has e pot

rion Sl s o tesed wih NSATSE vt e Shov v deon

ovulation Consider withdrawal of NSAIDs, including diclofenac sodium, in women who have
or who are undergoing inferlity.

8.4 Pediatric Use
Safety and effectiveness in pediatric patiens have ot been established.
85 Geriatric Use
Elderly patierss, compared o youger patients, are a greater risk for NSAID-associated serious
cardiovasculr asroluesiol, o e siverse tesctlons. I the anicpaed enei Lo the lderly
pateeautweighsthese poenta ik, st dong ot the ow ex of h dosing range,ad o

atients for adverse effects [see WARNINGS AND PRECAUTIONS (5.1, 5.2,5.3, 5.6, 5.13)1
Of the 911 patiens treated with diclofenac sodium i seven controlled, Phase 3 clincal wials, 444
subjects were 65 years of age and over. There was no age-related difference in the incidence of
adverse events. Of the 793 patiens treated with diclofenac sodiumin one oper-labeled safety tial, 334
Subjects were 65 years of age and over including 107 subjects 75 and over. There was o difference in
the incidence of adverse events with long-term exposure to diclofenac sodium for this elderly
population.

10 OVERDOSAGE

Symptoms following acute NSAID overdosages have beentypically limited to lethargy, drowsiness,

nausea, vomiting, and epigastric pain, which have been gererally reversible with supporiive care.

Gastrointestinal bleeding has occurred. Hypertension, acute renal failure, respiratory depression, and

coma have occurred, but were rare. [see WARNINGS AND PRECAUTIONS (5.1, 5.2 5.4, 5.6)).

Mandge patess with symptomatic andsupporive care followig an NSAID overdosage. Thre are m
idaes, Enests s o 0 a possibility of

n. Consider activated
charcoal (50 0 100 glans Cinadone 1102 arams pr kg of body weight inpediatic paion)andor
patienis seen within four hours of ingestion or in patients with a large.

overdosage (5.0 10 mes the urine,
hemndialysis, or hemoperfusion may not be useful due to high protein binding
For additoral weatment, contact a center (1-800-222-1222).

11 DESCRIPTION
Dicloferac Sodium Topical Solution, 1.5% wi is a nonsteroidal ani-inflammatory drug, available as a
clear, colorless to fainily pink orange solution for topical application.

Dicofensc Soium TopicalSoluion comains 15% wiv dicofenac sodium, a bervencacede acd
desbtiv it 3 comirodl t-f iy deug (NSAID sl gt cheically s 240.6-

cid, 1tis a white © off-white crystalline
powder, hygmsmp.um T« frely soluble inmetruol, soluble el (qs 6} paringly souble in
water, s 318.14. Iis molecular

formulais CuaH10C1sNNaO3 ad it has the Following srucural formala

COONa

Each 1 miL of solution contains 16.05 mg of diclofenac sodium.
‘The inactive ingredients in diclofenac sodiumtopical solution include: alcohol, dimethyl sulfoxide
(DMSO, 45.5% wiw), glycerin, propylene glycol and purified water.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism Of Action

Diclofenac has analgesic, ani-inflammatory, and antipyretic properties

‘The mechanism of action of diclofenac sodium, like that of other NSAIDs, s not completely understood
butimvolves inhibition of cyclooxygenase (COX-1 and COX-2)

Diclofenac i apoterenibioe of invitro. Diclofenac resched
during therapy have produced in vivo effects. Prostaglandins sensitize afferent nerves and potentiate the
tionof bradyknin o ng i manirl mocer. Prosaglandin e mediaors of mllammaum\
Because diclofenac is an inhibitor of prostaglandin synihesis, its mode of action may be

decrease of prostaglandins in peripheral tssues.
12.3 Pharmacokinetics

After topical healthy of single and multple
diclofenac sodium opical solution, 40 drops (approximately 1.2 mL) o each knee (80 drops pte} dose),
the following diclofenac pharmacokinetic parameters were obtained: (see Table 2).

able 2:Single-Dase (80 drops) and Multle Dose (80 drops four imes daiyfor 7 days)
Diclofenac Sodium Topical Solution, 1.5% wiv 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 daily for 7 days
1775+ 726 ng himL. 695.4 = 348.9 ng hymL.
196.3 + 68.5 ng.hmi. 7452 4 374.7 ng L.
81259 ngimL. 19.4 9.3 ng/ml.
0264 40+65
367208 79.0£38.1
00240010 0.011£0.004
JE (L) 2447847
* Apparent total body clearance.
Absorption
s daily for 1

weeky was approximetly 13 of the iclofoma sysme expasure om e Solaasé (lclofon wpical

gel) application (wice daily for 4 weeks).

Distibution

Dicloferac is more than 99% bound to human serum proteins, primrily to albumin.

Dicofenacdiffuses i and outo the sympvilfud. Difsion ot it occurs when lasma

levels are higher than those inthe synovial fluid, after which the process reverses and synovia fluid

levels are higher han plasnalevel. s otk whelher dituslon ot e oI playe aole nihe
effectiveness of diclofena

Elimination

Metabolism:

Fwe dlc!olenac mabumes have been defied inhunan plasma and e The etabolies u\dude o
-, 5-hydro; oxy-4"-methox,

e meabolie, 4 hydmxy iofene. b very weak pharmacologle seiviy. The formationof
Shydiony diclofena isprimaily mciated by CPY2CS. Both dicloferac and s oxidatve metabolites
- v et
UGT2B7 and oxidation mediated by CPY2CB may also play a role in diclofenac metabolism CYP3A4 s
responsible for the formation of minor metbolites, 5-hydroxy and 3-hydroxy-diclofenac.

Excretion:
Diclofenac and the
glucuronide and the sulfate corjugates of the metabolites.

Litde or mo free unchanged diclofenac is excreted in the urine
‘Specific Populations
Pediatric:




The of diclof solution has not b tigated in pediatric
patients.

Race:

Pharmacolineic differences due to race have ot been studied.

'Drug Interaction Studies

Aspirin:

When NSAIDs were admiristered with asirin he protein binding of NSAIDs were reduced,alihough
the clesare offree NSAID vas ot altere, The cliriclsignfcae known.
See Table f NSAIDS with

INTERACIIONS (3]

13 NONCLINICAL TOXICOLOGY

13.3 Carcinogenesis, Mutagenesis, Impairment of Fertiity
Carcinogenesis
inmice and rats I Y
constituent for 2 years resulted in o sigrificant increases in wmor incidence at doses up to 2 my/kg/day
corresponding 0 approxinately 0.35- and 0.7-fold (mouse and ra, respectively) of the maximum
‘human topical dose (MRHD) of diclofenac sodium fopical solution (based on apparent
bioavailability and body surface area comparison)

Ina dermal ity study Ibino mice, daily topical appl f diclofenac
sodium for two years at up 100, ld lower diclofenac
solution) did not increase neoplasm

incidence.
Ina photoeocarcimgericity sty conducted n ailess mice, topical aplicaton of diclofersc sodium
atdoses up t0 0.035% diclofenac sodi ld lower dicloferac

indiclofenac sodium opical solution) resulted in an carlier median time of onset of tmors.

‘Mutagenesis
Dicloferac was ot uageric or claiogerke o baery of geraksicy et it nchuded the baceral
reverse inviro

inChinese. inviro, and in of bone marrow
cells

Impairment of Fertiity
solution Diclofenac sodium
administered to male and fermale rats at doses up t0 4 kg (14-Lold of the MRHD of diclofensc
urface
affect fertility. Studies have not been conducted o determine s safety of DMSO on fertility.

13.4 Animal Toxicology and/or Pharmacology
Ocular Effects

No adverse effects were observed using indirect ophthalmoscopy after multiple-daily dermal
aplicatonto rats fo 26 weelsand inpigs fo 52 wees of DMSO at twicethe corcenatonfound in
diclofenac solution. MSO
Tabbis, dogs and pgs described reftaciv changes of lers curvature ancortel ibers e of
myopic c hangrs 5 of lens opacity or ng slit-lamp
blomicroscopy examiiadon, ltwough o ocular abeormaliies were observed inehesus morleys during
daly oralor el treatmentwith DMSO fo 9 (0 18 month.

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
oseaardri of th jose was evalused i wo double-bind convoled vialsconducted nthe .. and

Canada, involving patiens treated with diclofenac sodium topical solution at a dose of 40 drops four
times a day for 12 weeks. Diclofenac sodium opical solution was compared o lomcal placebo (2.3%
DI other excipients) and/or topical vehicle solution (45.5% wiw with other excipiens),

appled directly ( i sy k. Inbo s, diclofera sodium opical olaton s esihed
sttistcally sigrificant clinical improvement conpared to placebo and/or vehicle, inall three primary
efficacy variables—pain, physical function (Western Ontario and McMaster Universities LK3.1 OA
Index (WOMAC) pain and physical function dimensions) and Patient Overall Health Assessmen
(POHAPatient Global Assessment (PGA). Numerical results are summarized in Tables 3 and 4.

‘Table 3: Change in after 12 weeks i y of Diclofenac Sodium 15% wiw
Study 1
inefficacy after 12 weeks of treatment
Efficacy Variable
Mean Baseli i Sodium Topi don N=154T N=155 Topi N=161
WOMAC painscore (ke 3.1,0- 13 -5, a7
20)
WOMAC physical function a2 157 123 21
(Likert 3.1,0-68)
POHA (0-4) 23 10 04 06

Iplacebo formulation included 2.3% DMSO
Zvehicle formulation included 45.5% DMSO

‘Table 4: Change in treatment outcomes after 12 weeks of treatment in one study of efficacy of Diclofenac Sodium
whw

Topical Solution, 1.5%

Ny Stdy 11
Efficacy Variable and mean change in eff fables after 12 weeks of treatment
Mean Baselinescore - Dicofenac Sodium Top.ul Solution  Topical vehicle!
N-162

WOMAC painsscore (Likert 3.1, 0- 13 e a4
20)
WOMAC physical function a2 153 103
(Likert3.1, 0-68)

13 10

Ivehicle formulation included 45.5% DMSO

16 HOW SUPPLIED/STORAGE AND HANDLING
Product: 50090-4019
NDC: 50090-4019-0 150 mi. ina BOTTLE, DROPPER / 1ina CARTON

17 PATIENT COUNSELING INFORMATION
iz the patiee o eadthe FDA-approved patersabeling (Vedicaton Guide) ad srctors or
milie

fonowin initiating therapy with diclof luonand periodically
during the course of ongoing therapy.
Cardiovascular Thrombotic Events

Advise patients 1o be alert for the symptoms of cardiovascular thrombotic everts, including chest pain,
shormess of breath, weakness, or slurring of speech, and to reportany of these symptoms to their health
care provider immediately [sce WARNINGS AND PRECAUTIONS (5.1)].

Gastrointes tinal Bleeding, Ulceration, and Perforation

Advis patee t reportsymptomsofucersonsand leeding nludng eplgasui pin, dypepsia
melens, and hematemesis t their health care provider. In the seting of concomitant use of low-dose
aspirin or cardiac prophylais Inform paties of e increased isk fo an the igns and sympors of
Gl bleeding [see WARNINGS AND PRECAUTIONS (5.2)1.

Hepatotosxicity

Informpatiens of e waring sigossndsymptoms of hepaoioncly (g, muses algue, leturgy,
pruritus, diarrhea, jaundice, right upper quadran tenderness, and "flu-l oms). If these oceur,
Dt pancs 6 10p diclofenac sodium opical soludon i eck mmeciate mcical herap Lo
WARNINGS AND PRECAUTIONS (5.3).

Heart Failure and Edema

Advise patiens to be alert o the sympioms of cangestive heart failure including shoress of breath,
unexplained weight gain, or edema and to contact their healthcare provider if such symptoms occur [see
WARNINGS AND PRECAUTIONS (5.5)].

Anaphylactic Reactions

Inform patees of th sigosof an anphylacic reciontes, difficulty breathing, swelling of the face or

oat). 8

o WARNIVGS AN PRECAUTIONS (57,
Serious Skin Reactions
Advise patients to stop diclofenac sodium topical solution immediately if they develop any type of
generalized rash and contacttheir physicians as soon as possible.
Female Fertility
Advise femles of reproductive potential who desire pregrancy that NSAIDs, including diclofenac
Sodium opical solution, may be associated with areversible delay in ovulation [see USE IN SPECIFIC
POPULATIONS (8.3)]
Fetal Toxicity
Inform pregpant women to avoid use of diclofenac sodium opical solution and other NSAIDS starting at
30 weeks gestation because of the risk of the premature closing of the fetal ductus arteriosus [see
WARNINGS AND PRECAUTIONS (5.10) and USE IN SPECIFIC POPULATIONS (8.1)1.
Avoid Concomitant Use of NSAIDs

i use of diclofenc solution with other NSAIDS or
salicylates (e.g., e ot ©)
toxicity, and little or 10 increase in efficacy fsee WARNINGS AND PRECAUTIONS (5.2) and DRUG
INTERACTIONS (7)1. Alert patients that NSAIDs may be present in "over the counter” medications for
treament of colds, fever, or insommia.
Use of NSAIDS and Low-Dose Aspirin

use low-dose dith diclof ution unil

they talk o their healthcare provider [see DRUG INTERACTIONS (7).
Eye Exposure

Instruct patienss to avoid contact of diclofenac sodium opical solution with the eyes and mucosa.
‘Advise patients that if eye comact occurs, immediately wash out the eye with water or saline and consult
a physicianif irritation persists for more than an hour.

Prevention of Secondary Exposure

Instruct patienss to avoid skin-to-skin comtact between other people and the knee(s) to which diclofenac
sodiumtopical solution was applied until the knee(s) is completely dry.

Application Site Reactions

a a
patienss to contact their physicians as soon s possible if they develop any type of localized application
site rash.

ppl solution to ope nfect
m[lamrmuons, or exfoliative dermaits, as it may affect absorption and reduce tolerability of the

. lmmlﬂ et o watunil the cea weated with diclofenac sodium opicl soluonis cnmn!elely
pplying surscreen, insect repellan, lotion, moisturizer, cosmetics, or other
deaon™

o minimize or natural or artificial sunlight.

e brandslsedare ademarl of e espective owners ad are ot ademrls of Lupin
makers of these brands are not affiliated with and do ot endorse Lupin

pn«meum\s, T of products.

Manufactured for:

Lupin Pharmaceuticals, Inc.

Baltimore, Maryland 21202

United States.

Manufacured by:

Lupin Limited
Pithanpur (M.P.) - 454 775
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June 10,2016 ID#: 247197
Medication Guide for Nonsteroidal Anti-inflammatory Drugs (NSAIDs)
Ishould know icines called Nonsteroidal Anti-

|||lhml||all)ry Drugs (NSAIDs)?
NSAIDs can cause serious side effects, including:
© Increased risk of a heart attack or stroke that can lead to death. This risk may happen early in
weaument and may increase:
© with increasing doses of NSAIDs



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 NSATDs after  recent heartatack,unless your healthcare provider tells you t.
you take NSAIDs

y
attack.
* Incressed ikl leediog, wkers, and teas (gerioraton) afthe ssophags (1be kendog
from the mouth to the stomach), stomach and intes tines
© anytime during,
© without warning symptoms
© that may cause death

‘The risk of getting an ulcer or bleeding increases with:

o past history of stomach ulcers, or stomach or intestinal bleeding with use of NSAIDs
« taking medicines called "corticosteroids", "anticoagulanis", "SSRIs", or "SNRIs”
« increasing doses of NSAIDs

« longer use of NSAIDs

o smoking

 Giking alcobol

« older age

« poor health

« advanced liver disease

« bleeding problems

NSAIDS should only be used:
o exactly as prescribed

o atthe lowest dose possible for your treatmert
® for the shortest time neede

‘What are NSAIDs?

(SAIDs are used o treat pain and redness, swelling, 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:
« if you have had an asthma atiack, hives, or other allergic reaction with aspirin or any other NSAIDS.
o right before or after heart bypass surgery.

Before taking NSAIDS, tell y g

including if y

« have liver or kidney problems

« have high blood pressure

o have asthma

* mpegor lanto become - g Talkto you healdcare provider i you re corsidering
after 29 w

o are breasl[eednu orplanto oo feed

ellyour beshcars provider shoutalof the mediclnes you ke, chuding prescripen or aver-
. vitay IDs and s ca

Ineracwith each o side effects. Do any
talking to your healthcare provider first.
‘What are the possible side effects of NSAIDs?
NSAIDs can cause serious side effects, including:
See "Whatis the L don 1 should know icines called Nonsteroidal
Anti-inflammatory Drugs (NSAIDs)?"
© new or worse high blood pressure
heart failure
liver problems including liver failure
Kidney problems including kidhey failure
low red blood cells (anemia)
life-threatening skin reactions
life-threatening allergic reactions
Other side effects of NSAIDs i constipation, diarrhea, gas, heartburn, nausea,
Vomiting, and dizziness.

Getemergency help right away if you get any of the following symptoms
shortness of breath or rouble breathing

swelling of the face or throat
weakness in one partor side of your body

Stop taking your NSAID and call y provider right away if you get any
following symptoms

vomitblood

more tired or weaker than usual

there is blood in your bowel movement or itis black and sticky like tar
diarrhea

tching,
unusual weight gain
indigestion o stomach pain

swelling of the arms, legs, hands and feet
flu-like symptoms

If you take too much of ye

These e mall e possibleside ffecs of NSAIDs. Formore information, ask your healthcare

provderor pharmcist about NSAL

Call your dos i i - You port i FDAaL

800-FDA-1088.

‘You may also report side effects to Lupin Pharmaceuticals, Ic. at 1-800-399-2561 or visit our website

at wiww Jupinpharmaceuicals. com.

Other information about NSAIDs

« Aspirinis an NSAID but it does not increase the chance of a heartatiack. Aspirin can cause bleeding
inthe brain, stomach, and intestines. Aspirin can also cause ulcers in the stomach and intestines.

« Some NSAIDs are sold inlower doses without a prescription (over-the counter). Talk 0 your
healthcare provider before using over-the-courter 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 listed in a Medication Guide. Do not
use NSAIDs for a condition for which it was not prescribed. Do not give NSAIDS 1o other people,
evenif they have the same sympioms that you have. It may harm them.

1 you would like more information about NSAIDS, tlk with your healthcare provider. You canask your
pharmacist or healtheare provider for information about NSAIDs that is written for health
rofessions.

“This Medication Guide has been approved by the U.S. Food and Drug Administration.
Manufactured for:

Lupin Pharmaceuticals, Inc.

Baltimore, Maryland 21202

United States.

Manufactured by:

Lupin Limited

Pithampur (M.P) - 454 775
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June 10,2016

Instructions for Use

Diclofenac Sodium Topical Solution, 1.5% wiw

(dye-KLOE-fen-ak)

Read the that comes solution first. Be sure that you
read.undersandan follow these Insirucios or Use before youus diclaferac sodim topical

in only (topical). Do

your eyes, nose or mouth.

Before you use diclofenac sodium topical solutios

« Apply diclofemac sodium opical solution exactly as your healtheare provider tells you. Talk with
your healtcar rovider o parmecist f you e ot ur.

« Only use diclofenac sodium topical solution to treat pain from osteoarthritis in your knee or knee:
= Appl dclofenat sodium opicalsoluion onclean cry it doce not have any s, nfection or
rashes.

Use diclofenac sodium topical solution 4 times each day on your knee or knees s prescribed.

* Your total dose for each knee is 40 drops of diclofemac sodiumtopical solution, each time you use
it

« If you get diclofenac sodium topical solutionin your eyes, rinse your eyes right away with water or
saline. Call your healthcare provider if your eyes are irritated for more than one hour.

Steps for using diclofenac sodium topical solution:

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

Step 2. Put 10 drops of diclofenac sodium topical solution either on your hand or directly on your
lace (sce Figure A).

Figure A

% "
Sprea dicofenac sodim opical soluion evenly on e ron, bk icesof you ke

(see Figures B and C). Repeat sieps 2 and 3, three times so that your knee is conpletely covered with a
total of 40 drops of dicloferac sodium iopical solution.

Figures

Sm
A

Figure o

%

Stepd. If your healthcare provider has prescribed diclofenac sodiumtopical solution for both kaes,
repeat teps 2 and 3 for the other knee.

After you use diclofenac sodium topical solutio

« Wash your hands with soap and water right away after applying diclofenac sodium topical solution.

Do not:
* tuch e reated oce ot allow antre erzond touch he ke vesed withdcoferscsodum

opical solution unil your knee is completely dry.
Cover your knee withclothing unil your Kee s onpltely iy
put sunscreen, insect repellan; lotion, moisturizer, cosmetics, or other topical medicines on your
koee untl it is completely
take a shower or a baih for atleast 30 minutes after you put dicloferac sodium topical solution on
yourase.

heating pads or cover the treated area with bandages where you have applied diclofenac sodium

wpical solton



« use sunlamps and aming beds. Protect your treated knee from sunlight, Wear clothes that cover your
skiniif you have 10 be insunlight.

How should I store diclofenac sodium topical solution?
. uion 25°C (777 permitted 0 15 10 30°C (59 t0
86°F) [See USP Contolled Room Temperaturel.

This Instructions for Use has U.S. Food and Dru
“The brands pective owners Lupin
Pharmaceutcals, Inc. The makers of these brands are not affiliated with and do ot endorse Lupin
Pharmaceuticals, Inc. or ts products.

Manufactured fo
Lupin Pharmaceuticals, Inc.
Baltnore, Maryland 21202
United States

ID#: 247196
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