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Prescribing Information as of June 1459

PENTASA®

mesalamine)
ontrolled-Release Capsules 250 mg
DESCRIPTION - ) - ) . .
PENTASA (mesalamine} lor oral administration is a controlied-release formulaton of mesalamine, an aminosalicylate anl-inflammatory agent tor
2strointeshnal use,
hemically, mesalaming is S-aming-2-tydraxybenzoic acid. It has a maolecular weight of 153.14,
The structural formla is: - N . ! L
COOH Each capsule contains 250 mg of fmesalamine. It also contains the ioliowifl] inactive Ingrrcents: acetylated
manoglyceride, castor odl, colioal silicon dipide, ethyicellidose, ivdmxvpmpyi mcmgcelruwe. starch, stearic
QH  acid, sugar, taic, and whits wax. The capsule shell contains D& Yellow £10. FOAC Blue #1. SD3C Green #3,
gdaun. Buanium dioxide, znd other ingredients.
LINICAL PHARMACOLOGY }
Sultasylazing is $plit by bactenial action in the colon into Sutlapyridine (SP) and mesalamica i3-ASA), Itis
thought that the mesalamene rampanent is therapeutically active in vicerative colits, The useal oral dose ot
H.N sullasalazing for active vicerative colitis in aduhs is 2 to 4 g per day in divided doses, Four prams 2 sulfasatanne
H provide 1.6 g of free mesalamine to the colon, ] )
The mechanism of action of mesalamine (and sulfasalazine) is unknown, but appears to be lopical rather than systemic. Mucosa! proguction of
arachidonic acid (MJ metabohies, both thmough the o0xygenase pathways, ie, prostancids, and through the lipoxygenase pathways. ie.
leukatrienes {LTs) and hydroxveicosatatraenoic acids (HETES), is increased in patients with chronic inflammatary bowet disease. and i¢ is passible

that mesalamine diminishes inflammation by blacking cytiooxygenase and inhibiting prastaglandin (PG) production in the coion.
Absorption. PENTASA 15 an eMiylceltuiose-coated, controlled-release formulation ol mesalamine designed to release therapeyae gquantities of

mesalamine throughout the gastrointestinat tract Based on urinary excretion dats, 20% to 30% of the mesalamine in PENTASA s absorhed. In

contrast, when mesalamina is administered orally as an unformulated 19 2Queaus suspension, mesalamineg is approximatety 8C¢- absorbed.
Plasnia mesalamine concentration peaked at approximately 1 up/ml 3 hours following a 1~g PENTASA dose and declind in a ticnasic manner,
The literature describes a mean terminal hali-iife of 42 minwes for mesalamine following Intravenous administration. Because of e <ontinuous
rejease and absorption of Mesalamine from PENTASA throughout the gastrointestinal tract, the trus elimination haifife carnot be Sgrmned after
0oral adrninistration, N-acetyimesatamine, the major metdholita of mesalamine, peaked al approximatety 3 hours a1 1.8 wg/mi, ang s concentra-
tion toliowed a biphasic dechne. Pharmacalogical activities of N-acetytmesalaming are unknown, and other matabolites have not saen identitied.
Oval mesalamine pharmacokinetics wers fonlinear when PENTASA capsules were dosed irom 250 mg to 1 g dour times daily, am Steady-state
mesalaming piasma Concentrations increasing about nine times. from .14 up/mi to 1.21 ug/ml, suggesong saturable first-pzss metabolism
N-acetylmesatamine rharmacokmems WErE linear. . } )

Elimination. About 130 mg tree mesaramine was recavered in the feces following a singie 1»8 PENTASA dose. which was coraarable 1o the
140 mg of mesalaméne recovered from the molar equivalent sulfasalazine tablet dose of 2.5 g. Elimination of free mesalamine i~ 2 salicylates in
feces increased roportionatety with PENTASA dosa. N-acetylmesalarrne was the pnmary compound excreted in the unnea 153% to 0%)
fotlowing PENTASA dosinyg.

CLINICAL TRIALS ) . . ) o

In twa randemized, double-blind. placebo-controlieg, dose-response trials {UG-1 and UC-2) of 625 patients with active mild to moozrate uleera-
tive colitis, PENTASA, at an oral dose ol 4 day given 1 g four times daily, Pproduced consistent improvement in prosgectively iga~ified primary
efticacy parameters. PGA. Tx F. and $) 25 shown In the table below. ) . i

The 4-g dose of PENTASA aiso gave consistentimprovement in seuonpﬂem etficacy parameters, namedy the trequency of trips o the todet. szl consistency,
rectal bleeding, abdominal/rectal pain, and 1 cy. The 4-g dose of ASA induced remtssion as assessad lﬁv endoscopic and sympmrrasg endpoints.
In some patients, the 2- dose of PENTASA was observed 1o improve efficacy parameters measyred, owever, the 2-g dose ga+e inconsistent
resuits in primary efficacy parameters across the two adequate and wel-controllad trials.

Clinical Trial Ug-1 Clinleal Trial UC-2 1
PENTASA PENTASA, |

o rn'lsm t‘n'i'fsﬂsa)y (zng'?ff 51'283) ?nggﬂsa)y say
PGA 36% 58%* 57%* N% §5%" 2ity
TxF 22% 9% 18% 31% 9% 1T
sl =25 =5.0" -4.3" ~1.6 -3.8* =256
Remission* 12% 26%* 24%"° 12% 2% T8
* p <0.05 vs placebo. -

- 7
PGA: Physitian Global Assessment: prapodtion of patients with complete or marked improvement. - .
Tx F: Treatment Faiture: proportion of patients developing severe or futminant UG requiring steroid therapy or hospitaiization or wersening of
the gisease at 7 days of therapy, or lack of signiticant improvement by 14 days of therapy.
Sl Sigmaidoscopic Index: an obisctive measur¢ of disease activity fated by a standard {15-point) scale that includes meccss! vastular
pattem, erythema, friability. Dranularityfotcerzlions, and mucopus: Improvement over baseding. : "

score o one of the endoscopic components {mucosal vascular pattem, erythema, granularity, or triability} and 0" for the others.

INDICATIONS AND USAGE L
ggﬂl‘\‘suA ﬁsn :gﬂr’lgla&g‘asiur the induction of remission and for the treatment of patients with mitdly ta moderately active ulterative couns.
;’E'I\EIE.:SIPT ﬁ:l ﬁnsnuainuimed in panents who hava demanstratad hypersensitivity 1o mesalamine, any other components of is medication. or salicylates.

Caution shouid be exercised il PENTASA is administered to patients with impaired hepatic function,
Mesalamine has been associated with an acute lnlolerance syndrome that may be difficull to distinguish from a flare of inflammetnry bowel
disease. Although the axact Irequency of occurrence cannot be ascertdined, it has occurred in 3% of patents in controlled chnical irals of

* mesalaming or sulfasatazine. Symptoms include cramping, acute abdominat pan ang bloody diarrhea, sometimes faver, headachs, and rash. If

acute intolerance syndrome ts suspected, prompl withdrawal is required. it a techallenge is pertormed fater in arder to validate the hypersensi-
tivity, i should be Carried out under close medicar supervision at reduced dose and onty if clearly needed.

Caution should be exarcised if PENTASA is administered 1o patients with impaired ranal function. Single reports of nephrotic Syndromme ang intersti-
il neghritis associated with mesalamine therapy have been descrived in the larergn [iterature. There have been rare reports of interstrsa ephritis in
patients recenving PENTASA. In animal Studies, 2 13-week oral toxicity study in mace and 13-week and 52-week aral toxicity studies in rats angd
Cynomolgus monkeys have shovm the kidney to be the major arget organ of mesatamine toxicity, Oral daity doses of 2400 mg&g n mice ang
115 mg/g in rals produced renal lesions including granular and hyafine casts, tubular degeneration, tubular dilation, renal infarcr, Papilary necrosis,
lubutar necrosis. and interstitial neahritis. In eynomoigus monkeys, orat daily doses of 250 mo/kg or higher produced nephrosis, pacdiary edema,
and interstital fibrosts. Patents with preexsting renal disease, increased BUN of serum creatinine, or proteinuria should be carefully monnored.

t Defined ag corng:lele reselution of symploms plus improvement of endoscopic endpoints. To be considered in remission, paten:s hag a *1" )
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in 2 104-week dietary cartinogenicrty study of mesalamine, GD-1 mics were traated with doses up 10 2500 mo/kg/day and it was not tumangenic. For a 50 kg
person of average hexght (1,46 v body surtace area). this represents 2.5 times the racommnended human dose on & body surlzce area hasis (2960 mo/miday).
In & 104-woek dietary carcinoganicity study B Wistas rats, masaiamios up 10 2 disa of BIO M/kg/day was not lumarigenic. This dose represents 1.5 fimes the
recommended human dose on a bedy surface area basis.

No evidence of mutagenicity was abserved in an in vro Ames test and an in vive mouse micronucieus test

No etiects on fertifty or reproductive performante were gbserved i male or femals raty ot oral doses of meszizmins up to 4D0 moAg/day (.8 times the racom-
mended human dose basad on body surface area).

Semen lgnonmlitis and infertiity in men. which have been reported in assocktion with sullzsatazine. have not been seen with PENTASA capsuies during
cantrolled clinkcal triaks. - . -

e T Category B. Reproduction studies have been performed in rats at dases up to 1000 mop/day (5900 mo/M) and rabbits at doses of 800 egrkg/day
{6256 mog/M*) and have reveaiad no evsdence of leratogenic eflects or hanm to the fetes due to resalamine, Thars are, however, i adequate and well-comtrofed
Studies in pregnant women. Bacauss anamal reproduction studiss are not dways predictive of human response, PENTASA should be used during pregnancy
only it cearty neaded

is known o cross the ptacental barrier.

Mmaqmisolnminmnmmmmmmmmm woimen following sulf theragy. When treated with sufasatarine
o a dose equivalent to 1.25 g/day of mesatamine 0,02 ucmetoD.DBWmLmdmmmnsofmmummudmminllcnuidmdmmlk.
respactivaiy. N ind, in quantites: of 0.97 pg/ml. to 0.77 pornl and 1,13 poAmL to 3 44 po/ml, was ientilisd in the same fluids, mespactively.

Caution should be exercised when PENTASA 15 administared to a norsing woman,

5a1el¥ and #ti 0f PENTASA in pediatric patients have not besn established,
ADVERSE REACTIONS

in combined domestic and foreign clinical triass, more than 2100 patisnts with uicerative coiltis or Croha's disease recswed PENTASA therapy. Genarally,
PENTASA therapy was well tolerated. The most commen events (ie, preater than of equat to 1%) were darrhea {3.4%], headzche (2.0%), nausea (1.8%),

paln {1.7%, dyspepsia {1.6%), vomting {1.5%), and rash {1.0%). .

In two donestic placebo: d trials snoiving over 600 uicerath oumsm.mmmmuinnmsamwmmmmm
oreup (PENTASA 14% vs placeno 18%) and were nol doss-related. Events occurming t % or more 2ne shown in the table below, 01 these, only nausea and
VOMHting were more frequent in the PENTASA group. Withdrawal from therapy dug o adverse events wis mos common on piaceda than PENTASA (7% vs 4%,).

iTabie 1. Adverss Events Oewrrin%in More Than 1% of Either Piatebo or PENTASA Palients in Domestic Pixceho-controlled Ulcerstive |

BEST POSSIBLE COPY

; Calitis Trias. (PENTASA Comparison to Placebo} |
PENTASA Placebo } —

- Event n=d51 nz173 —
. Diarrhea 18 (3.5% 13 T.S%{ '
* Heagache 10 (2.2% 6 {3.5% }

Nausea 14 {3.1% —
- Abdemingt Pain 5 (1.1% T (4.0%

Melena (Bloogy Diarthea) 4 (0.9% 6 (3.5% .

Rash 6 (1.3% 2 1.2% 1
t Anorexiz 5 {1.1% 2 {1.2% '

Fever 4 (0.9% 2 (1.2% i
+ Rectal Urgency 1 {0.2% 4 (23% | -
! Nausea and Vomiting . 5 {1.1% - i
| Warsening of Ulcerabve Colitis 2 (0.4% 2 !I.Z'ﬁ .
| Acne 1 {02% 2 {124 !

Clinical zboratory measurements showed no significant abnormal trends for any test, including measurement of hematologic, liver, and kidney function,
The following adverse events, presented by Body system, were reported rmreuuentrg (ie, less than 1%} during domestic ulcerative colitis and
Crohn's disease trials. in many cases. the relationshep to PENTASA has not been estal lished, .

Gastroimtzstinal: abdominal distention. anorexia, constipation, duoderal ulcer, dysphagia, erutation, esophagezl ulcer, fecal incontinence,
GGTF increase, Gt bleeding, increased akaline phosphatase, LOH increase, mouth ulcer, oral monilizses, pancreatitis, rectal bleeding, SG0T increase. R Y
SGPT increase, stool abnormalities {cotor of texture change), thirst o ] ) TR
Darmaiological: acne, alopecia, dry skin, ¢tzema, erythérna nodosum, nail disorcer, photosensitivity, pruritus, $weating, urticaria

Nervous System: depression, dizziness. insomnia, somnolenca, paresthesia

Cardiovascular: p_alprtauanshﬂencardms. vasodilation . . L

Other: albuminuria. amenarrhea, amylass increase, arthralgia. asthenia, breast pain, confunctivitis, ecchymosis, edema, fever, hematuria,

hypomenorrhea. Kawasaki-like syndroma. leg cramps, lichen planus, lipase increase, malaise, menorrhagia, Melrorrhagia, myalga, pulmonary

indiltrates, thrambocythemia, thrombocytepenia, uningsy frequency ) i ) -

One weak atter completion of an 8-week viceralive colitis mqg?, a 72-year-old male, with no previous history of puihonary problems, developed

dyspnea. The patient was subisequently diagnesed with interstitial pulmonary fibrosis without eosinaphilia by one physician and bronchiolits obliterans

with organizing pneomonas by a second piysician. A causal relationship between this event and resalaming therapy has not been establisted.

Published case reponts and/ct spontancous pasimarketing survelllance have described infrequent instances of pencarditis, fatal myocarditis, chest

pain and T-wave abnormalities, hypersensitivity preumonitis, pancreatitis, nephrotic syndrome, intersfitial nephris, hepatitis, aplastic anemia,

pancytapenia, leukopenia, agranulotytosis. or anemi while receiving mesalamine therapy. Anemia can be :‘pan of the clinical presentation of ;

wflammatary bowel disease. Allergic reactions, which coutd involve eosinophilia, can be Saen in connection with PENTASA therapy. .

he folipwing events have been identitied during post-2pproval use of products which contain (or are metabolized 1o} mesaaméing in clinical fpractice.
Becayse they are reported voluntarily trom & population of unknown size, estimates of irequency cannot be made. These avents have been chosen for
inciusion due to a cambnation of serousness, frequency of reporting, or potential causal conriection ta mesalaming
Gastraintostinal: Reports of hepatotoxicity. including elovated kver function tests (SGOT/AST, SGPT/ALT, GGT, LDH, alkaling_ phosphatass,
bilirubin). jaundice. cholestatic jauntice, cmhosis, and possible hepatocetiular damage mcluding liver recrosis and fiver failure. Soma of these
ﬂstBE miéaéal One case of KawasakiHike syndrome which included hepatic function changes was aiso reported
0
Singte oral doses of mesalamine up m'?Tufku inpigsora sinEqu intravenous dose o) mesalaming at 920 mg/kg in rats were nol lethal,

ASA overdosage. PENTASA is an aminosalicylate, and symptoms of salicyfate toxiclty may be possible,

e vl A e ey
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There is no clinical experience with PENTAS
¢ Such as: linnitus, vertigo, headache, contusion. drowsingss. sweating. hyperventilation, vomiting, and diarrhea. Severs intoxication with saficy-

lates can iead to disruption of slectrolyts balange and biood pH, hyperthermia, and denydration,

Treatment of Overdosage. Since PENTASA is an aminosali te, conventional therapy for salicylate toxicity may be beneficial in the event of acute

overdosage, This includes pravention of further gastrointestinal tract absorption by emesis and, i necessa . by gastric lavage. Fluid and

electrolyle imbalance should be corrected bry the administration of appropriate intravenous therapy, Adequate tenal turictos should be maintained.

DOSAGE AND ADMINISTRATION . o ]

The recommended dosage for the inguction of remission and the symptomatic treaiment of mildly to moderately active ulcerative colitis is 1 9

hdnl;?;'{fnpspnut[assuls] four times a day tor a total daily dose of 4 . Treatment duration in conirolled triats was up to 8 wesks.

PENTASA controlied-refezse capsistes are Suppiied in botttes of 240 capsules (NDC 54052-189-81); and hlimenrgsacks of B0 capsules (NDC 54092+

189-80). Each green and biue capsuls contains 250 g of mesalamine in controlled-refease beads. PENTASA controlted-redsase capsules are

identified with a pentagonal starburst igyg and the number 2010 on the graen partion and PENTASA 250 mg on the blus portion of the capsules.

Store a1 controlled mom te Jeralure 59" 1o B6F (15" 1p 30°C).

.0f Juneg 1999 .

Manutacturad for Roberss Laboratories Trc.. a Sutrsidary of ROBERTS PHARMACEUTICAL CORP,, Eatontown, NJ 07724, USA 129 0107002,

Copyrigit €999 Roberts Laboratories inc. (Aev. 699
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