INDOMETHACIN- indomethacin capsule
Proficient Rx LP.

HIGHLIGHTS OF PRESCRIBING INFORMATION
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1INDICATIONS AND USAGE
Indomethacin capsules are indicated for

* Moderae t severe theunstoid arthrts ineluding acute flares of chroric disease
Moderate o severe ankylosing spondyliis

Moderate o severe osteoarthris

‘Acute pinful shoulder (bursis andior tendinis)

Acute gouy arrits

2DOSAGE AND ADMINISTRATION

21 General Dosing Ins ructions

Carefully o
befare deciding o use indomethacin capsules. Use the lowest effective dosage for the shortest
dividual

After observing the response t iniial therapy with indomethacin,the dose and frequency should be
adjusted o suit an individual patiens needs.

Adverse reactions generally appear to correlate with the dose of indomethacin, Therefore, every effort
e »

Dosage recommendations for active stages of the following
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effective dose or the drug is disconinued.

Cartulimucons o abservalons of, e dvidal paeeare sl e prevenonol
rreversible, including faal, adverse reactiors.

s adncing yeasspear o

23 Acute painful shoulder (bursits andior tendinits)
Idonelacincopuls 751 150 g duly in3or 4 ditdeddose, T g shoul e dcomed

afer he e usual course
iy

24 Acute Gouty Arthrids

Indomethacin capsules 50 mg three times a day widl paa s wlerable. The dose should then be rapidly

reduced © complete cessation of the drug. Definte relief of pain has beenreported within (0 4 hours.
-~ h ppears in3 0 5 days.

3DOSAGE FORMS AND STRENGTHS

usP. 25 mg vellow, free flowing o
insize ¥ 293
colared body imprinted with "25 mg” inblack k.
use. 50 1o lightyellow, free Jar powder filled
294"

insize 1
colared body imprinted with "50 g’ in black ink.

4 CONTRAINDICATIONS



Indomethacin capsules are consaindicated inthe following paters:
. iyl indomethacinor
1 5759
History of asths, urcaria,or other allergic-type reactions ater aking aspiin or other NSAIDS.
ol 0 NSAIDs

see Warnings and Precautions (5.7,5.8)
Inthe seting pass graft (C. n
1

5 WARNINGS AND PRECAUTIONS
5.1 Cardiovascular Thrombotic Events
Gl s of seveal COX-2 clectue ard rslecie NSAIDS of w0 e veus oot
cardial
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with
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e bl cidnce o

beganas
oy o e 1S el of sesen. The s Y momote ko beenabserved rom
consisteny athigher doses.

To mirinize the 1 anadverse CV . use the lowest
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‘Status Post Coronary Artery Bypass Graft (CABG) Surgery
wa large, paininthe first
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NSAIDS
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52 Gastrointestinal Bleeding, Ulceration, and Perforation
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Risk Faciors for GI Bleeding, Ukeration, and Perforation
Bt wths o Bsors of et lcrdeise o 1l who e NSAID b g
10-

Other factors. G ¥ inpate

duration of oral ds, aspirin, anicoagulanss, or
of ; older age; and poor general

ealth st faal

diioral n 8

bleeding

‘trategies o Mininize the GI Risksin NSAID-reate patents:

e
Avold administation of more than one NSAID at a e,

eding, well as those with
other than NSAIDS.

during NSAID therapy.
it

discontinue led.
* Inthe sering of cardiac tor patients
more closely for evidence of G bleeding [see Drug Iteractons (7))
53 Hepatotoxicity
Elewion of ALT o AST (v limit of morml [UL
pproinaely 1% nclinical wials. Inaddi faal, cases
lud i i hepaic failure have been
epored

Elevations of ALT or AST (less than three times ULN) may oceur inup 1o 15% of paiens reated with
NSAIDS including indomethiacin.
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54 Hypertension

canlead 1o of
preesisting b der of the d incidence of CV evens.
. ot loop. nay
nitiation of
therapy.
55 Heart Failure and Edema
The NSAID T
for
Danish National NSAID use M,
ospializaton fr heart alur, and death,
ddiionsll u
of effects of peuic ag medical
ndicons (c.g.,d CE inhibi
Interactions (7))
Avoid the use. the berefits are
worsening heart failure. If . in patients
o paens o s of heartfall
5.6 Renal Toxicity and Hyperkalemia
Renal Toxicioy
L 'NSAIDs has resulted i renal papillary d other reral injury.
Reml toxicity h I prostaglandins
fusion. Inthes )y
darily, n renal blood flow, which may
precipi with inpaired
enal function, dehydration, hypovolensa, heart ail tose taking diuretics and
‘ARBs, and he elderl usually follawed by
recovery o the pretreatment st
Noinf is availabl
inpatient with “The rensl effects of
2 preexisting renal disease.
S patensprior o it
lamlnrnepmc failure, dehycs
use L
y a
worsening renl f
vt s oo posne o i of wnrszmm reml function.
e of ol il oo of oo
Hyperkalemia
Increases luding hyperlalemia,h
NSAID: patients [ with rormal renl function, these
levels. The potendal effects s
1 ages are
57 Anaphylactic Reactions
with
and Warnings and Precautions (5.8)).
Seckemergency help if ananaphylactic reaction occurs.
5.8 Exacerbation of Asthma Relaied to Aspirin Sensitivity
patiens with chroric
I Ay faal
'NSAIDs has been
ihis formaf used in
pat [ v pat
signs and symploms of asthra.
59 Serious Skin Reactions
IDs, includi i
dermatis,
‘These serious events may occur without warning, Inform patiens about he sigs and symptoms of
skinrash or any other sign f hypersesitvity.
h NSAIDs
[see Contraindications (4).
5.10 Premature Closure of Fetal Ductus Arteriosus
he fetal d use of NSAIDs,
including 30 weels of
Isee Use in Specific Populations (.1)
511 Hematologic Toxicity
This fluid
retenton, l pat
capsules have any sigrs or symptoms of anemia, moritor hemoglobin o hemstocrit
NSAIDs, includ bleeding evens. Co-morbid
ndi h warfarin, 3
el hibors (N ey cress i sk Monkor thsepatens o igsof blcdig e
D eractons ()
5.12 Masking of Inflammation and Fever
of il fever,
diagnosiic signs in detecting infect
5.13 Laboratory Monitoring
Gl bleeding, foms or
signs, » P
perlodically [see Warnings and Precautions (5.2,5.3, 5.6)L
514 Central Nervous System Effects
lepsy, and
Discontinie NS
Inacilvites

headache. Headoche whichpersisis e Boags redclonrequvescesatonc erap wih
indomethacin capsule:
5.15 Ocular Effects
Corneal d d retinal disturb the macula,
patiens who Be alert 1o he possible
Itis advisable to discontinue therapy

heh beerved
ophhalmological examition. Since these changes may be asymptowtic, ophthalmoloic examsation

indicated for long:termreamene.

5 ADVERSE REACTIONS
The the labeling:

Cardiovascular Thrombotic Evens (see Warnings and Precautons (5.1)
Gl Bleeding, Ulkeration and Perforation see Warnings and Precautions (5.2)]

* Hypertension see Warnings and Precautions 5.4)
* HeartFailure and Edema [see Warnings and Precautions 5

1
Renal Toxicity and Hyperkalenia [see Warnings and Precautions (5.6) |



Anaphylactic Reactions [see Warnings and Precautions (5.7) |
Serious Skin Reactions [see Warnings and Precautions (5.9) |
Hematologic Toxicity see Warnings and Precaions (5.11) |

6.1 Clinical Trials Exlkrkme

e e s of g o b diectly compared o raes i clnca wals f aiter g
and may not reflect the rates observed n clinical prac

study . the mmber of gastic mucosal abrormalites was
significanly hig) p taking indomthacin
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he incidence of upper »
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‘Table 1Summary of Adverse Reactions for Indomethacin Capsules
Incidence greater than 1% Incidence less than 1%
GASTROINTESTINAL
nause * with or rexia stinal bleecing without obvious ulcer formation and peforation of preexistng
without vomiting bloating (includes distersion) flawlence {gmoid eslos (dverteuum carcaom, e developren
dyspepsia * (ncluding idigestion, heartbur and epigastric pain) pepic ulcer of ulceratve coliis and
gastoenterits
rectal bleedi
diarrhea abdomiral disress or pain consdpation procitis regional ileiis ulcerative stomaitis oxIc hepattis and undice (some fatal cases have been reported) inestial sictures (diaphragns)
Single or mulip Tudi the esaphs h and large imesives and absiruction
CENTRAL NERVOUS SYSTEM
headache (11.7%) dizziness * aniety includes pervousoess) light headedress
veriigo muscle wealoess sy
Sommolence involamary mscle e o esthesi
depression and fatigue (neluding malise and listessness) muzzie: aggravzhmmlcpulmpsy and parkinsorism
psychic msnnh:nfts ncluding psychotc episodes depersonaizator
el confus
drowsiness. peipheral mwropathy
Convlsion
dysartria
SPECIAL SENSES
imitas Jar - coreal deposits and redral blurred vision
dsurbarcs g hose of diplopia
the macula, Have beenrepor hearing disurbances, deafness
e e on rlonied heapy it nforethcin capules
CARDIOVASCULAR
None bypertension congestive heart failure arvhythmsa; palpittions
hypotersion
achycardia
chest pain
METABOLIC
o hyperglycenia glycosuria hyperlalenia
weight g
fuid retemion
flushing or swesting
INTEGUMENTARY
pruritus exfoliaive dermaits
Fash; urticaria erythema rodosum
etechiae or ecchymosis oss of h
Stevers-Johnsonsyndrome erythems muliforme
oxic epiderml mecrolysis
HEMATOLOGIC
None lewkopenia aplastic anemia
bone o dpreslon ek seconary 0 oo o ot hemolytic anemia
astroimesiin bleet agranulocytosis
thrombocytoperic purpura dissemimated inravascular coagulation
HYPERSENSITIVITY
None acute anaphy dysprea
St respiraory dise: asthma
ol nbivad pessre resnbling purpura
ashocklike sute angiits polmorary edema
angloedems Tever
GENITOURINARY
None hematria BUNslevaion
vagial blecding sl inulic
proteimuia Inchdig renal are
pephrotic syndror
imersiial nephiits
MISCELLANEOUS
None

eplstaxis
breast changes, including enlargement
and tenderness, or gynecomstia

in39% 0 9% of paterss (Thor ess th e

Causalreltionship unknown

Ot eactons have een eported st occured nder circungaces where o casa elatonip could
fowever, inthe: . the

Therefore,

Cardiovascular
Thrombophiebits

Hematologic

Allhough there have beenseveral reparts of leukemia, the supporting information s weak
Gentourinary

Urinary frequency

[ Ap

ha
agens,including indomethacin, sonetimes with fatal outcome.

7 DRUG INTERACTIONS.
See Table 2 for clincally sigrificant drug iteractions with indomethacin.

Interacti
Clinical Impact: Icomethacin e aticoagulans such as warfari have a synergistic b bleed either drug alone
o c rlere » bleeding

Interventon: pa n i r nhibi nhibi signs of bleeding [see ol
spirin
Clinical Impact: mtproduce NSAIDS alare. Ina clinical he NSAID alore |
Interventon: m aspirinfor P
ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-
Blockers
Clinical Impact: NSAIDs y propranolol).

o patents who are elderly, py). o E inhibitors or ARBS 1t Tud ible acute rena falure. These effects are usually reversible.
Intervention: During. RBs, or beta-blace )

During. nd who'are elderly, L or have impaied rema f of worsening rersl

are of
Diuretics
Clinical mpact: Clincal sudies, as well paterts, This effect has the
additionof wriamerene o renal b

Both Indomethacin capsules and potassium-sparing diuretics may be associated eith increased serum potassium levels. The potersial effects of are
Interention h igns of 1

Be
Digoxin
Clinical Impact: T
Intervention During, o1
Lithium
Clinical Impact: NSAIDS 1 The 15%, o inbibidon of reral
Interention During concomstant use of indomethacin capsules and lthium, monitor patiens for sigas of lihium toxiciy
Methotrexate
Clinical Impact: NSAID: 1 dysfuscion).
Interention During. pa
Clinical Impact: porine’
Intervenon: During. » g of worsering renal furction.
NSAIDS and Salicylates
Clinical impact: NSAIDS or salicylats (e g, diluisal, . with ltle or 10 increase i eficacy [see Warnings and Precautions (5.2)].

C Jomethacin. [see CI 3

Insom: hemorrhage.
Interventon: T NSAIDS or saliyl is
Pemetrexed
Clinical Impact: i, and Gl toxiciy (see the informtion).
Intervention During. with reral [ 79 mLiin, 1and Gl oxicity.

NSAIDs diclof e days before, th day of, and two days following adminisiation of pemetrexed.

NSAID: nger hall-lives I b Jing these NSAID: y . the day of, and o
robenecid
Clinical Impact: e plasma levels of be increased.
Intervenion: During. 1 probescid, a lower otal daily dosage of indomethacin may produce a satisfactory therapeuic effect. When increases inthe dose made, icremens.
Effect on Laboratory Tests
duce basal a PRA

when evaluating plasma renin actvity in hypertensive paters,

) in patiers being treated
Idoreticn v been e, This, esus f e DST should be et i ovioninitese

8 USE IN SPECIFIC POPULATIONS

Use of NSAIDS, including
riskof premutre Closurc o i feal ducu areiosus. Avoiduse of NSAIDs, icluig indomeacin
ks

There are 1o Daa

o
second wineses of pregnaneyare iconclusve, e gereral U, popuaion il clically
dless of [ an

Tor msjor

Iarmsiions, and 15 0 20% for p I arimal i ool

doses 0.1and 0.2 Iy, th 200 mg). In
i feal

o ftal mal 1 tnes the MRHD.
of gesai
0.05 times the MRHD, dine have been shown
w© inendomerial )

decidualization,
Indometh

Clinical Considerations
Labor or Delvry,

There are o labor or Inarimal sudies,
NSAIDS, including indomethaci d
he incidence of sullbith,

Datn
Animal data

s 05,10,20,
et Lies MRHD on
amgine weighs, m icrease

Other studies
the lteraure using higher doses (5 15 mg/kg/day, 0.1 1 0.4 tmes MRHD ona mg/mbasis) have
d feal resorptiors,

last3
of neuroral ncrease inneuroral
necrosis was observed at 20 01

during the first3 days of

Invats and mice, muternal indomethacin administraion of 4.0 mg/kgday (0.2 imes and 0.1 times the
days of

05040
life did ot cause anincrease inneuromal necrosis at ether dose level,




developmental and breastfeeding

the indomethacin capsules or from the underlying materral coriton.
Daw

Inone study, levels of indomethacin in breast milk were below the sersitivity of the assay (<20 meglL)
in 11 0f 15 women using doses ranging from 75 mg orally to 300 g rectally daily (0.94 0 4.29 ngky

27% of i
doses of 75 mg
were used 1o
b K was less th Hayor 150 mihg/day.
“This s 0.3% of of
patentductus arteriosus,
8.3 Females and Males of Reproductive Potential
Inferily
Females
aciion, the use of luding indomethacin
capsules,
has.
owlaion Smil sud in
walation ¢

e comening or e s e rgoing e otonf wier

8.4 Pediatric Use.

patiens 14 years of b
o pediaric patients 14 years of age and younger
drugs
Inexperience lteraure or
e efects I pediac paens o th
p use of indomethacin

P
capsules.

d pediic patenss two years of age or older,such

assessment of liver ed e e

beencases of ncluding,
faalites. I juted, dose s 110 2
divided doses.  whichever
isles. Linited data re avilable i supportthe use of  meximumdailydosag of 4 mg/haday or 150

10 200 mday, wt
Towestevel
85 Geriatric Use
Elderly pat 4 sk for

elderly

o ese Dmema\ e, s g o b Jow end ofte dosingrange,and monior
s [see

Teminalet s e posy of soch et efees v e,

w he sk of
Sierse st 1 B o iy b e n s wilk impined el fton v eldery
paie i

may be useful to monitor remal function [see Clinical Pharmacology (12.3))

10 OVERDOSAGE.

Sympioms following acute have been tpi a
musea, i, which
Gaseolmesim Heedrg s 1 ronal falure, p and
were rare 1,5.2,5.4,56).

following There are no
,pmm e, oo et oy s chnton (8010 00 v ot 1 1 o

m.. ours of ingesionor i patens i3l overdossge st 10 e e ecomnerd dosge)

s,
For additionsl

11 DESCRIPTION

USP for which conain
either 25 mg or 50 mg of indormethacin. Indometh i

acid.
The strucwral formulais:

?o cl
N___CH;
|
CHO CH,CO0H

CioHiCINO; MW. 35779

Indomethacin, USP is white nis
St gh el 3oy 165°C and I Pl procicly ol e
and sparingly soluble nalcohol. Ithas a pKa of 4.5 and I sable i neutral or slightly acidic media and
decomposes instrong alali

USP imended for 50 mg of
indomethacin. I ol
siicondiosice, Seain FAC Bl 1. FDAC Yellow 5, T sty merocssue

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action
Indomethacin has al\algas\: and-inflamestory, and et properis

hat o other NSAID:
Inkersod bt et Hbomof eloomygense (COX.1 nf COX.2)

reached dur
poenine he coned in i animal model

of
due 0.2 decrease of prostaglandins in peripheral tissues.

123 Pharmacokinetics

A
50 me, Indomethacinis readily
bsorbed, 't about 1and 2 megml Iy, at sbo
wally with 909% of the dose
absorbed wibind hours. A single 50 m dose Mvmhm-lhnunnu\ suspensionias fourd o
Witha ypical

hrspeuit refmenol 3o 50 wee ks 2 do. e sty st pls concnpaom of
indomethacinare an average 1.4 Gmes those following th frstdose.

Distibution
thacinis highly bourd o therapeutic
he placena,
and appears in breast mlk.
Eliminaton
Metabolism
e plasa as e paren drug and s desmy,desbenzoy,and
unconjugated Tormaion of glucuroride
ot o ot e e o o e Fore,
Excreton
Indometh boli Indome
dose a
drug and metabol s ghucuronid %
as indomethacin). The mean haf-life of indomethacinis estimted to be about 4.5 hours.
Specific Populations
Pediaric
paters.
Race
©
Hepatic Impairment
h hepatic
impairmer.
Renal impairment
impairmert[see Warnings and Precautons (5.6)].
Drug Interaction Studies
Aspirin
voluneers, it 36 g of aspirin

NSAID: NSAl h
Iht clumn(t o fee NSATD was o lered " ainea diicuce n[mx interactonis ot known.
weractions of N

Difunisal

Inoorma volueers ecelinginoretact e admisiaionofdflisa ecased e el
clea

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertlity
Carcinogenesis

w1 MRHD o0
g/

pemisc period 7310 110

weels) and fnice]
S0 s o e MG s . et

Mutagenesis

nd he

including.

Impairment of Ferdliy

levels up o 0.5 mg

e the
(002 s the MRHD ona mgn?basis .

14 CLINICAL STUDIES

for
long- iyl iyl

ford rel e

underlying disease

of pain,

and reducionof i and end
Capsules mmber

of joines inolved,
walking time;

for
more severe forms reduced

16 HOW SUPPLIED/STORAGE AND HANDLING.
usP. 25mg . free flowing b
insize ¥ with 1293°
follows:

o e
NDC 63187-852-08 in'boe of 08 capsules
NDC 63187-852-15 Inbotle of 15 capsules.
NDC 63187-852-20 inbottle of 20 capsules
NDC 63187-852-30 inbotle of 30 capsules
NDC 63187-852-60 inbartle of 60 capsules:
NDC 63187-852-90 in borte of 90 capsules
Storage:

Store at 20° o 25°C (68° to 77°F) [See USP Conirolled Raom Temperaturel, Protectfrom ight.

pe .




17 PATIENT COUNSELING INFORMATION

Lamil givers of the fallowing information

I
before nitiaing therapy.
therapy.

Candiovascular Thrombotic Events

et for evens,
shortess of breath, weakness, or slurring of speech, and (0 report any of these sympioms o their health
care provider immediately [see Warnings and Precautions (5.1)].
Gasrointsiinal Bleeding, Ulceration, and Perforaton
pain, dyspepsia,
I I he seiing Iow-dose

G bleeding [see Warnings and Precautions (5.2).

Hepatouwiciy.

 musea,fatigue, lethargy,
pruritus, diarchea, aundice, right upper quadrant tenderness, and “Ilu-like” sympioms). 1f these occur,
dicaltherapy [see Warnings and

Precauions 5.9
Heart Failure and Edema

congesive hear failure breath,
» Isee

Warnings and Precautions (5.5).
‘Anaphylacic Reactions

the signs of an anaph . Swelling of the face
or throa. I fes o these oceur
and Warnings and Precautions 5.7l
Serious Skin Reactions

rash and o

Female Ferdiy

s who desire p (SAIDs, including indomethacin
capsules, may be assoclated Specfic
Fetl Toxicity

weels

the riskof the fel
recauions (5.10) and Use in Specific Populations (5.1
‘Avoid Concomitant Use of NSAIDs
Inform patiens that the concomitant use of indomethacin capsules with other NSAIDs or salicylates
diflrisal, salsal w© gastoimestml xicity, and

liule or s0 Warnings I
patens hat NSAIDs nay be present in "over the couer” medicatons for reament of colds, fever, or

Use of NSAIDS and Low-Dase Aspirin

e they alkio
their healthcare provider [see Drug Interactions 7).
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(NsAIDS)

Whats the most o
inflammatory Drugs (NSAIDS)?
NSAIDs can cause serious side effects, including:

weamen: and may increase:
* with increasing doses of NSAIDs
with longer use of NSAIDs

Do ig)

(CABG)

id taking NSAID: less y youto.
NSAIDs

attack.

" " (tbe leading
from the mouth to the stomach), stomach and intestines:

* anytime during use.
withoutwarning symploms
that moy cause death

‘The risk of getting an ulcer or bieeding increases with:
past history of stomach ulcers, o stomach or nestinal bleeding with use of NSAIDS
taking medicines called "corticosteraids”, "aicoagulans”, "SS! SNRIs"

Increasing doses of NSAIDs
longer use of NSAIDs.

RIS or

smoking

* drinking alcohol

older age

poor health

advanced liver disease.
bleeding problems
NSAIDS should only be used:
* exactly as prescribed
atthe lowest dose possible for your restment
for the shortest e needed

Whatare NSAIDs?

"
such as differenttypes of arthrts, menststal cramps, and other types of short-lerm pain.
‘Who should not take NSATDs?

Do not take NSAIDs:

i i i
NSAID:,
* rightbefore or afer heart bypass surgery.
Before taking NSAIDs, P
including if you

* bave liver or kidney problems

have high blood pressure
* have asthma

become pregnan. ovide  you e comsderiog
after 20

are breastfeeding or plan o breast feed.

. vitamins other medicines can

s .o
talking to your healthcare provider first.

‘Whatare the possible side effects of NSATDs?
NSAIDs can cause serious side effects, including;

See "Whatis icines called Nons eroidal
Ant-inflammatory Drugs (NSAIDS)?"

new o worse high blood pressure

heart failure.

liver problems inluding lver falure

Kdney problems including Kdrey failure

Tow red blood cells aneria)

life-threatering skinreactions

* lfe-threatening allergic reactions

. i of NSAIDs i diarthea, gas, hearth
nausea, vomiting, and dizziess.

shormess of breath or rouble breahing,
chest pain

weakaess in one partor side of your body
slurred speech

swelling of the face or throat

following symptoms:
* more tred or wealer than usual
© darrhea

tching
* your skinor eyes look yellow
indigestion or stomach pain
flulike symproms
voitblood

* umusual weight gain
skinrash or blisters with fever

swelling of the arms, legs, hands and fect

I

Side effects of NSAID:.
provider or pharmcist about NSAIDs.
advice FDA a1 1800-

c
FDA1088.
Other information about NSAIDs

h K
bleeding in the brain, stomach, and inesties. Aspirin canalso cause ulcers n the stomach and
mesines.

Some NSAIDs doses Talkio your
healhcare provider before using over-the-courter NSAIDS for more than 10 days,

Generalinformation about the safe and effective use of NSAIDS
Medicines are somerimes purposes other than hose listed Do
use NSAIDS for aconditon for which it was ot prescribed. Do notgive NSAIDS © other people,

ot

» writer

o
professionals
Please address medical inquiries o, (Medical Affaits @2ydususa.com) Tel.: 1-877-993-8779,
This Medication Guide has beenapproved by the U.S. Food and Drug Administration

Zydus Pharmaceuticals USA Inc.
Pemminguon, N1 08534
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Proficient Rx LP.
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