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N E W P[E NT AS A’ (Cm @€ s alia m tne ) 

PENTASA DELIVERS 
Only Pentasa has it-controlled, continuous 
5-ASA delivery-for clinical efficacy at all UC 
disease locations’ 

Unique semipermeable microspheres are designed 
to continuously release therapeutic quantities of 
5-ASA throughout the gastrointestinal tract 

Microsphere 
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H,0 5-ASA 

Water gradually enters _ 
through the protective semipermeable Dissolved 5-ASA slowly diffuses out 
polymer membrane and dissolves the 5-ASA at a controlled rate, throughout the Gl tract 

“Indicated for the induction of remission and for the 
treatment of mildly to moderately active UC' 

“© In an in vitro study, 5-ASA delivery was shown to be 
continuous at all the pH levels tested, from 1.5 to 7.5” 

@) 
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PENAK344/A8710 Please see brief summary of prescribing information on adjacent page.



“| Proven to significantly reduce major clinical symptoms”° 

In an 8-week clinical study, Pentasa reduced patient-debilitating symptoms up to 67% 
(mean percent reduction in clinical symptoms from baseline in Clinical Trial UC-1) 

P<0.05 (Mie yeh sto 
(n=95) (n=90) ; 

f Rectal | 
errs tate] e YA) 36% 

Ne | | 
Rectal Pain Eee A 

Trips to 
Lem elLcus 

ee ee WA 

An 8-week placebo-controlled, double-blind, dose-ranging clinical trial involving patients with mildly to 
moderately active UC. Pentasa 4 g/day data presented above. Adapted from Hanauer et al.* 

PENTASA’ DELIVERS SAFELY 
& 1 = Well tolerated at 4 g/day dosage 

© Low incidence of diarrhea (3.5% vs 7.5% with placebo)! 
In clinical trials, no single adverse event occurred in more than 4% of patients 

on Pentasa. Most common adverse events include diarrhea, nausea, headache, 

rash, abdominal pain, anorexia, nausea and vomiting (n=451)! f 

“ Contains no sulfa-avoids sulfa-related semen abnormalities'** and 
steroid-related osteoporosis’*” and hypokalemia'*° 

“Exercise caution in patients with impaired hepatic or renal function; 
monitor patients with preexisting renal disease, increased BUN or serum 
creatinine, or proteinuria’ Ra 

ee PENTASA 
eae (mesalamine) 250mg 
wo fitt..s  controlled-release capsules 

PENTASA DELIVERS 
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 PENTASA® (mesalamine) controlled-release capsules 

OF MILDLY TO MODERATELY ACTIVE UC... ae 
4 

Or) x <0 | 

gid "g 
Prescribe Pentasa® . : 

4x 250 m id, #240 or #80 “™ Ae 8, eB y 0s soi 

Brief Summary of Prescribing Information as of May 1993 were not dose-related, Events occurring at 1% or more are shown in the table below. Of these, only nau- 
sea and vomiting were more frequent in the PENTASA group. Withdrawal from therapy due to adverse 9 group. (Gessaraine) events was more common on placebo than PENTASA (7% vs 4%) 

Rel Table 1. Adverse Events Occurring in More Than 1% of Either Placebo or PENTASA Patients in 
Cort ecarelezee\ abeules 250.12g) Domestic Placebo-controlled Ulcerative Colitis Trials. (PENTASA Comparison to Placebo |____ Domestic Placebo-controlled Ulcerative Co .(PENTASA Comparison to Placebo) _ 

| PENTASA | Placebo 
Event |_n=451 n=173 INDICATIONS AND USAGE SaaS eens 

PENTASA is indicated for the induction of remission and for the treatment of patients with mildly to mod- Diarrhea 16 (3.5%) vo We) 
erately active ulcerative colts, Headache 10 (22%) 6 (35%) 

eONTE ANDIG TIONS Abdominal Pain 5 tt 1%) | 7 (40%) PENTASA is contraindicated in patents who have demonstrated hypersensitivity to mesalamine, any | {acne lacdy Dianhea) 2 (09%) & eK) 
other components of this medication, or salicylates. Bouya ee (B07 Rash 6 (1.3%) 2 (1.2%) PRECAUTIONS Anorexia 5 (1.1%) 2 (1.2%) 
General Fever 4 (0.9%) 2 (1.2%) Caution should be exercised if PENTASA is administered to patients with impaired hepatic function. percent AG By 4 a a | 
Mesalamine has been associated with an acute intolerance syndrome that may be dificult to distinguish | jectaa oq vomitn 5 (14%) a 
from a flare of inflammatory bowel disease. Although the exact frequency of occurrence cannot be ascer- Wee ing of Lez ine cone 2 (04%) 2 (12%) 
tained, it has occurred in 3% of patients in controlled clinical trials of mesalamine or sulfasalazine. | Worsening Fees 5 oe 
Symptoms include cramping, acute abdominal pain and bloody diarrhea, sometimes fever, headache, and \cne (0.2%) (1.2%) 
rash. If acute intolerance syndrome is suspected, prompt withdrawal is required. If a rechallenge is per- j z 
formed later in order to validate the hypersensitivity, it should be carried out under close medical supervi- nical Be i ae ees ay est ecg Teceate 
sion at reduced dose and only if clearly needed. The following adverse events, presented by body system, were reported infrequently (je, less than 19 
Renal fas : : during domestic ulcerative colitis and Crohn's disease trials. In many cases, the relationship to PENTAS: Caution shouldbe exercised  PENTASA is administered to patents wth impaired real function. Single has ot been established 
reports of nephrotic syndrome and interstitial nephritis associated with mesalamine therapy have been eee ji ‘ 
desorbed inthe foreign erature, There have been rae reports of intetialnephiisn patients recei- Gata ioe teak ncerinenee: Gore rence el Bea renal ue, dysphagia, entation ing FENTASA. In animal studies, a 13-week oral toxily study in mice and 13-week and 52-week ral ox. increase, mouth ulcer, oral monilases, pancrealtis rectal bleeding, SGOT increase, SGPT increase, tly susie in ras and eynomelgus monkeys have shown the kidney toe the mor taruet organ of Sco abromatis (color oeturs change) ha ; ‘ : 
mesalamine toxilly. Oral dally doses of 2400 mal in mice and 1150 mg/kg in rats produced renal S00 anormal ‘ Ena ae, Teiecgse Gf ; 
lesions including granular and hyaline casts, tubular degeneration, tubular dilation, renal infarct, papillary emma oe ee SIRE) Cy SU eczema, elyilemia nocestin, nail disoyHer;phciosensiivity, 
necrosis, tubular necrosis, and interstitial nephritis. In cynomolgus monkeys, oral daily doses of 250 _Pruritus, sweating, urticaria 
mg/kg or higher produced nephrosis, papillary edema, and interstitial fibrosis. Patients with preexisting Nervous System: depression, dizziness, insomnia, somnolence, paresthesia 
renal disease, increased BUN or serum creatinine, or proteinuria should be carefully monitored. Cardiovascular: palpitations, pericarditis, vasodilation 
Carcinogenesis, Mutagenesis, Impairment of Fertility Other: albuminuria, amenorrhea, amylase increase, arthralgia, asthenia, breast pain, conjunctivitis, 
Long-term studies of the carcinogenic potential of mesalamine in mice and rats are ongoing. No evidence _ecchymasis, edema, fever, hematuria, hypomenorrhea, Kawasaki-like syndrome, leg cramps, lichen 
of mutagenicity was observed in an in vitro Ames test and in an in vivo mouse micronucleus test. No planus, lipase increase, malaise, menorthagia, metrorthagia, myalgia, pulmonary infiltrates, thrombo- 
effects on fertilty or reproductive performance were observed in male or female rats at doses up to 400 _cythemia, thrombocytopenia, urinary frequency 
mg/kg/day (2360 mg/M). For a 50-kg person (1.3 MF body surface area), this represents five times the One week after completion of an 8:week ulcerative colitis study, a 72-year-old male, with no previous his- recommended clinical dose (80 mgkg/day) on mj basis and 0.8 times the clinical dose (2860 mgiMF) tory of pulmonary problems, developed dyspnea The patient ves subsequently diagnosed wit interstiial on body surface areabasis, = pulmonary fibrosis without eosinophilia by one physician and bronchiolitis obliterans with organizing pneu- Semen abnormalities and infertility in men, which have been reported in association with sulfasalazine, monitis by a second physician. A causal relationship between this event and mesalamine therapy has not have not been seen with PENTASA capsules during controlled clinical trials been established. 
Pregnanc\ Published case reports have described infrequent instances of pericarditis, fatal myocarditis, chest pain 

Category 5 Reproduction studies have been performed in rats at doses up to 1000 mola/day (6900 and T-wave abnormalities, hypersensitivity pneumonitis, pancreatitis, nephrotic syndrome, interstitial 
mg/M) and rabbits at doses of 800 mg/kg/day (6856 mg/M) and have revealed no evidence of terato- nephritis, or hepatitis while receiving mesalamine therapy. 
genic effects or harm to the fetus due to mesalamine. There are, however, no adequate and well-con- 
{rolled studies in pregnant women. Because animal reproduction studies are not always predictive of Prescribing Information as of May 1993, 
human response, PENTASA should be used during pregnancy only i clearly needed. Marion Merrell Dow Inc. 
Mesalamine is known to cross the placental barrier. Kansas City, MO 64114 
Nutsing Mothers | d ppenb0593¢ 
Minute quantities of mesalamine were distributed to breast milk and amniotic fluid of pregnant women fol- 
lowing sulasalazine therapy. When treated with sulfasalazine ata dose equivalent to 1.25 olay of techece RLOLSNGIESISIINE! See 
mesalamine, 0.02 g/mL to 0.08 g/mL and trace amounts of mesalamine were measured in amniotic LICENSED US PATENT NOS. B1 4,496,533 AND 4,980,173 
fluid and breast milk, respectively. N-acetylmesalamine, in quantities of 0.07 ug/ml to 0.77 wgimL and eee 
4.13 g/mL to 3.44 wgimL, was identified in the same fluids, respectively. ele 
Caution should be exercised when PENTASA is administered to a nursing woman ep ae ee 
Pediatric Use Cea oes Safety and efficacy of PENTASA in children have not been established ee eee Se 
ADVERSE REACTIONS Fick eu tire Gate e ides oe a ea ee ee 
In combined domestic and foreign clinical trials, more than 2100 patients with ulcerative colitis or Crohn's Tee | ? rr A Th Oi disease received PENTASA therapy. Generally, PENTASA therapy was well tolerated. The most common a iisgeeaieessesssess wre foe Be events (ie, greater than or equal to 1%) were diarrhea (3.4%), headache (2.0%), nausea (1.8%), abdomi- SE: SO ral | yi 
nal pain (1.7%), dyspepsia (1.6%), vomiting (1.5%), and rash (1.0%). Lott Eee Ssea sete... a Lae oa oD 7o In two domestic placebo-controlled trials involving over 600 ulcerative colitis patients, adverse events pecan 3 1117 Lo 
were fewer in PENTASA-treated patients than in the placebo group (PENTASA 14% vs placebo 18%) and EA ef I eal 

Ve OCA An NAa) coin References: Cn ey al FIGOGICH TL EIG] g 
1. Pentasa prescribing information. Oe mete my ae eae f 
2. Data on file, Marion Merrell Dow Inc. worst th eontrolled-release capsules 
3. Hanauer S, Schwartz J, Robinson M, et al. Am J Gastroenterol. 1993;88(8):1188-1197. 
4. Peppercorn MA. Ann Intern Med. 1984; 3:377-386. 

5. Birnie GG, McLeod TIF, Watkinson G. Gut. 1981;22:452-455. 

6. Drug Evaluations. Annual 1992. Chicago Ill: American Medical Association; 
1992:855-856, 1716-1717. a) aE 

7. Lukert BP, Raisz LG. Ann Intern Med.1990;112:352-364. MP xansas city, mo sara 
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WHEREVER UC STRIKES, 
PENTASA’ DELIVERS 

Only Pentasa has it—a unique controlled-release design— 
for continuous 5-ASA delivery throughout the GI tract! 

y 

r = eee si gs 3 

_° a Z = Pan 
a — sey re aac) eh) 
a ee oc ag COLES 

2 = tet sey - 

2 - ] ~ ree 

PR ily ‘ 7 r ~“saunie a ry eo ; 3g 
UT a i Oe : _ 

transverse,... a . , pee a | 

se ; te - i mee 
‘ ; ee ee Cult 
A ss ee a Sea od = - é — ; protected 

| = a eesti‘ SS a route 

| 0 6 & hr CU ; : oa: : 2 = Facer Tei 
el ae ~~ Ae Ter 
outst] y - ~~ i 2 .  " ae yc 

microspheres a eo 2B _ ‘i eee 
are designed to a we a_i — 

continuously “—_ “hs 3 Pe 
deliver 5-ASA... ee teen 

Be only oral 5-ASA indicated for the induction of remission 
and treatment of mildly to moderately active UC' 

EN delivery was shown, in vitro, to be continuous at all 
pH levels tested, from 1.5 to 7.5°
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N E W PEN TASA® CmMesatltlamine ) 

e e e 1 3 

Proven to induce remission” 

In two clinical trials, significantly more UC 

patients on Pentasa 4 g/day achieved 
remission-strictly defined as complete resolution 
of symptoms plus improvement of endoscopic 
endpoints-than on placebo (P<0.05)'*** 

Significantly red ior clinical 2 ignificantly reduces major clinical symptoms 
In an 8-week clinical study, 
Pentasa reduced patient-debilitating symptoms up to 67% ; 
(mean percent reduction in each symptom 
from baseline in Clinical Trial UC-1) 

P<0.05 Eee yatta a7 s Be Ss Saw ms - ae) b Ay. Fol fors-| oe} 

(n=95) (n=90) | 

Rectal : } 

Bleeding 67% ye 
} 

PN rela 
L irate) 39% a 

a : j Trips to 

“ F An 8-week placebo-controlled, double-blind, dose-ranging clinical trial involving patients with mildly to 
P moderately active UC. Pentasa 4 g/day data presented above. Adapted from Hanauer et al.’ 

» F * Clinical trial UC-1: Pentasa 4 g/day, n=95; placebo, n=90.'* 

be J * Clinical trial UC-2: Pentasa 4 g/day, n=85; placebo, n=83.'* 

ie ¥ Physician Global Assessment consists of six categories that are (1) complete relief of symptoms, (2) marked 

improvement of symptoms, (3) moderate improvement of symptoms, (4) slight improvement of symptoms, 

4 (5) no change in symptoms, and (6) worsening of symptoms 

PENAK344/A8710 Please see brief summary of prescribing information on adjacent page.
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* In Clinical Trials UC-1 and UC-2, 55% to 59% of 
patients on Pentasa 4 g/day experienced complete 
or marked improvement, based on Physician Global 
Assessment (PGA)"**# 

® In Clinical Trial UC-1, reductions in disease activity 
and symptom severity were seen in over 80% of 
patients on Pentasa 4 g/day, based on PGA™# 

: SUE LM Leama bse vem (aaa (e (ae Rel ero 

In Clinical Trial UC-1, 52% of patients with 
pancolitis and 62% of patients with distal UC 
experienced complete relief or marked 
improvement on Pentasa 4 g/day, based on PGA 
(placebo: 32%-pancolitis, 37%-distal UC)** 
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N E W PEN TAS A® (Cmesalamine) — 

1 
Well tolerated | 

In combined results from two clinical trials (n>600), 
no single adverse event occurred in more than 4% of patients on Pentasa’ 

8- LS _ - Tay WE Pentasa 
(n=451) 

6- placebo 
a) 

4- 

Dis 

a el 
© - Se ACS bn Sy at po SC 

Diarrhea Nausea Headache Rash Abdominal Anorexia Nausea 
SmeremmeePra etree Ne en Sh &Vomiting 
Two 8-week, placebo-controlled, dose-ranging clinical trials involving patients with mildly to moderately 
active UC. Adapted from Pentasa prescribing information." 

Overall rate of adverse events similar to placebo’ : | 

x Low incidence of diarrhea . 
In combined results from worldwide clinical trials 
(n>2100), only 3.4% of patients on Pentasa 

experienced diarrhea’ 

“8 Low systemic absorption , 
Based on urinary excretion data, 20% to 30% of the 

5-ASA in Pentasa is absorbed! | 

“8 Clinical laboratory measurements showed no 
significant abnormal trends for any test, including : 
measurement of hematologic, liver, and f 
kidney function | 
Exercise caution in patients with impaired 4 os oe 
hepatic or renal function; monitor 7 r 
patients with preexisting renal ‘ | 
disease, increased BUN or serum 5 x 

creatinine, or proteinuria’ . £ , 

PENAK344/A8710 Please see brief summary of prescribing information on adjacent page.
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‘ Endoscopic photo of 
healed colonic mucosa. 

Pentasa® contains no sulfa and avoids the following 
MEN UE UC URCRs oC ern eoaCtaty 
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“8 Avoids steroid-related osteoporosis’®’ and hypokalemia’”* 
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induction of remission and treatment of mildly to 
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® 5 
NEW PENTASA® (mesalamine) controlled-release capsules 

FoR SAFELY INDUCING REMISSION He UL Ce 
240-capsule _—— — as 

LDLY LO MODERATELY oe =| . — 
Se hme | 

CTIVE UL... ‘ | com wy ss PENTASA> 
6 = Crores] aan 

Za TAS SE eee, | | fh NTASW DELIVERS ny | ee | 
3 : PENTASN © 20mg Se” PS i 

oe / ites Se sas Conse a | | \ q 

oe as eI . aes. |, 

4 Oe UR Oe i 
eae = iy 

Ue oo cae en tacesatatnn ent (so ai ® DELIVERS! ois = 20 
ees eee 9 : ye | Pears Be i hte a 
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ES (mesalaming) 2s0mo eee BR Fee Cy a ae a 
o22::3. >>. controlled-release capsules 

32-capsule 5 
Patient Starter Kit 

Brief Summary of Prescribing Information as of May 1993 were not dose-related. Events occurring at 1% or more are shown in the table below. Of these, only nau- 
sea and vomiting were more frequent in the PENTASA group. Withdrawal from therapy due to adverse 

r : Jacebo than PENTASA (795 v3 4 Z ((iesaleraine) events was more common on placebo than (796 vs 4%), 

Controlled: Release Ci 250 Table 1. Adverse Events Occurring in More Than 1% of Either Placebo or PENTASA Patients in 
stesso. Depules 25) me Domestic Placebo-controlied Ulcerative Colitis Trials. (PENTASA Comparison to Placebo) 

| PENTASA | Placebo 
Event | n=451 n=173 

INDICATIONS AND USAGE =— a Salim nl 7 
PENTASEA is indicated for the induction of remission and for the treatment of patients with mildly to mod- Diarrhea 16 (3.5%) 13, (7.5%) 
erately active ulcerative cots Headache 10 (22%) 8 (5%) 

conan. 1 na Ee | 
PENTASA is contraindicated in patients who have demonstrated hypersensitivity to mesalamine, any | Malena (Bloody Diarth fe ee ee 
other components of this medication, or salicylates. vee loody Diarrhea) : : ie) a i ; a 

PRECAUTIONS Anorexia | 5 (14%) | 2 (1.2%) 
General Fe 4 (0.9%) 2 (1.2% 

Caution should be exercised if PENTASA is administered to patients with impaired hepatic function, Rectal Urgency cee a LER 
Mesalamine has been associated with an acute intolerance syndrome that may be difficult to distinguish | Nausea and Vomitin 5 (11%) a 
froma flare of inflammatory bowel disease. Although the exact frequency of occurrence cannot be ascer- | Worecuina of Uleerawve Collis 2 (04%) 2 (2%) 
tained, it has occurred in 3% of patients in controlled clinical trials of mesalamine or sulfasalazine. ik gio! m | ee ta 
Symptoms includ cramping, acute ‘abdominal pain and bloody diarrhea, sometimes fever, headache, and oie 1 (0.2%) 2 2%) 
rash. If acute intolerance syndrome is suspected, prompt withdrawal is required, If a rechallenge is per- 5 : 
Fey Ere aA ier OTR he pete onctun TT sheuld be carted cut under Gidea nfedea einen, ee otc Bbolsony eaadletnenie eave no saan 2onomal red joven) les) OUI SEaSye 
fotimed tenn orca to ae ae perro ment of hematologic, liver, and kidney function, 
aoe vie Dee The following adverse events, presented by body system, were reported infrequently (ie, less than 1%) 

gene d mestic ul ti hn's di ls. Ir the rel hip te ITASA 

Gain shoul be exercised if PENTASA is acinitered to patents with impied renal funeion Single liane Comes ee teahy cots ate Crops dsteee Vale Amey ee ee atonstip 12 FENTAS: 
reports of nephrotic syndrome and interstitial nephritis associated with mesalamine therapy have been ea 
Gtzerbed inno foreign iterture. Thee have been ate reports of ntesiia nephris in patiens rece. Gaetfolnestinal: abdominal siento ar, con se ereaged allalve phosphatase, LDH 
ing PENTASA. In anal sudes,  13-eek oratory study in ice and 1.week and Sé-week oral ios. feybaed “mouth user, oral montages, panreais, eval bleeding, SGOT incteese, SGPT increase 
icity studies in rats and cynomolgus monkeys have shown the kidney to be the major target organ of “tori aiv'ormalites color or texture change), thirst. 3 : ; 
mesalamine toxicity. Oral daily doses of 2400 mg/kg in mice and 1150 mg/kg in rats produced renal Doo ee ary. : ee fs is 
lesions including granular and hyaline casts, tubular degeneration, tubular dilation, renal infarct, papillary jermatological: acne, alopecia, dry skin, eczema, erythema nodosum, nail disorder, photosensitivity, 

necrosis, tubular necrosis, and interstitial nephritis. In cynomolgus monkeys, oral daily doses of 250 pruritus, sweating, urticaria 
mgkg of higher produced nephrosis, papillary edema, and interstitial fibrosis. Patients with preexisting Nervous System: depression, dizziness, insomnia, somnolence, paresthesia 
renal disease, increased BUN or serum creatinine, or proteinuria should be carefully monitored Cardiovascular: palpitations, pericarditis, vasodilation 
Carcinogenesis, Mutagenesis, Impairment of Fertility Other: albuminuria, amenorrhea, amylase increase, arthralgia, asthenia, breast pain, conjunctivitis, 
Tong-ferm studies of the carcinagenic potential of mesalamine in mice and rats are ongoing. No evidence _ecchymosis, edema, fever, hematuria, hypomenorthea, Kawasaki-like syndrome, leq cramps, lichen 
of mutagenicity was observed in an in vitro Ames test and in an in vivo mouse micronucleus test. No planus, lipase increase, malaise, menorrhagia, metrorrhagia, myalgia, pulmonary inftrates, thrombo- 
effects on fertility or reproductive performance were observed in male or female rats at doses up to 400 _cythemia, thrombocytopenia, urinary frequency 
mg/kg/day (2360 mg/NF). For a 50-kg person (1.3 M body surface area), this represents five times the One week after completion of an 8-week ulcerative colitis study, a 72-year-old male, with no previous his- 
recommended clinical dose (80 mg/kg/day) on a mg/kg basis and 0.8 times the clinical dose (2960 mg/M) tory of pulmonary problems, developed dyspnea. The patient was subsequently diagnosed with interstitial 
on body surface area basis, pulmonary fibrosis without eosinophilia by one physician and bronchiolitis obliterans with organizing pneu- 
Semen abnormaities and infertility in men, which have been reported in association with sulfasalazine,  monitis by a second physician. A causal relationship between this event and mesalamine therapy has not 
have not been seen with PENTASA capsules during controlled clinical trials. been established 

Pregnancy Published case reports have desoribed infrequent instances of pericarditis, fatal myocarditis, chest pain 
Category B. Reproduction studies have been performed in rats at doses up to 1000 mglkg/day (6900 and T-wave abnormalities, hypersensitivity pneumonitis, pancreatitis, nephrotic syndrome, interstitial 
mal) and rabbits al doses of 800 maka day (6856 mM) and have reveled no evden o rao nephritis, or hepatitis while receiving mesalamine therapy. 
genic effects or harm to the fetus due to mesalamine. There are, however, no adequate and well-con- 
ald studies in pregnant women, Because animal reproduction sues are no! avays tetera: essay ilenmlones emis 
human response, PENTASA should be used during pregnancy only i clearly needed Marion Merrell Dow Inc. 
Mesalamine is known to cross the placental barrier. Kansas City, MO 64114 
Nursing Mothers 0593 
Minute quantities of mesalamine were distributed to breast milk and amniotic fluid of pregnant women fol- enoesse 
lowing sulfasalazine therapy. When treated with sulfasalazine at a dose equivalent to 1.25 g/day of 
mesalamine, 0.02 g/mL. to 0.08 ug/ml and trace amounts of mesalamine were measured in amniotic References: \ 
fluid and breast milk, respectively. N-acetyimesalamine, in quantities of 0.07 g/mL to 0.77 ugmL and _1. Pentasa prescribing information. y. Ne q vg P iS 
4.13 ygimL to 3.44 ugiml, was identified in the same fluids, respectively 2. Data on file, Marion Merrell Dow Inc. 
Caution should be exercised when PENTASA is administered to a nursing woman. 3. Hanauer S, Schwartz J, Robinson M, et al. Am J Gastroenterol 

Podtatric se Aner 1993;88(8):1188-1197. 
safety and efficacy of PENTASA in children have not been established 4, Peppercorn MA. Ann Intern Med. 1984;3:377-386 

ADVERSE REACTIONS 5. Birnie GG, McLeod TIF, Watkinson G. Gut, 1981;22:452-455, 
In combined domestic and foreign clinical tals, more than 2100 patients with ulcerative colts or Crohn's 6, Drug Evaluations. Annual 1992. Chicago, Ill: American Medical 
disease received PENTASA therapy. Generally, PENTASA therapy was well tolerated. The most common ‘Anseciation: 1993:855-856,1716-1717, 
events (ie, greater than or equal to 1%) were diarthea (3.4%), headache (2.0%), nausea (1.8%), abdomi> > T kot BD Rais LG, Ann Intern Med. 
nal pain (1.7%), dyspepsia (1.6%), vomiting (1.5%), and rash (1.0%). . Lukert BP, Raisz LG. Ann Intern Med 
In two domestic placebo-controlled trials involving over 600 ulcerative colitis patients, adverse events 1990;112:352-364. MARIONIMERRELLIDOW: ING 
were fewer in PENTASA-treated patients than in the placebo group (PENTASA 14% vs placebo 18%) and u aay ass 
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PENTASA’ DELIVERS REMISSION 
© Proven to significantly reduce major clinical symptoms” 

In an 8-week clinical study, Pentasa reduced patient-debilitating symptoms up to 67% 
(mean percent reduction in clinical symptoms from baseline in Clinical Trial UC-1) 

P<0.05 (ee ee ee 
(n=95) (n=90) 

Rectal | 
Lier ttre 67% 36% ; 

Ve erect] fa | 
Rectal Pain Efe 4 

Trips to 
Lume Leu 

eee ee 12% 

An 8-week placebo-controlled, double-blind, dose-ranging clinical trial involving patients with mildly to 
moderately active UC. Pentasa 4 g/day data presented above. Adapted from Hanauer et al.’ 

© Well tolerated at 4 g/day dosage! 

see: ile ; ; 
“© Low incidence of diarrhea (3.5% vs 7.5% with placebo)! 

| In clinical trials, no single adverse event occurred in more than 4% of patients 
on Pentasa. Most common adverse events include diarrhea, nausea, headache, 
rash, abdominal pain, anorexia, nausea and vomiting (n=451)' ‘ 

“|? Contains no sulfa-avoids sulfa-related semen abnormalities"* and 
steroid-related osteoporosis’”” and hypokalemia'* 

“Exercise caution in patients with impaired hepatic or renal function; 
monitor patients with preexisting renal disease, increased BUN or serum 
creatinine, or proteinuria’ ee 
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o . 
PENTASA® (mesalamine) controlled-release capsules 

OF MILDLY TO MODERATELY ACTIVE UC... 2 

0 / *2Z20 py, | SG | 

4 ibe Pentasa® e * 
4x 250 mg, qid, #240 or #80 ~™ 

Brief Summary of Prescribing Information as of May 1993 were not dose-related. Events occurring at 1% or more are shown in the table below. Of these, only nau- ry 9 y sea and vomiting were more frequent in the PENTASA group. Withdrawal from therapy due to adverse PENTASA 9 a group y (Gresalamine) events was more common on placebo than PENTASA (7% vs 4%). 

Contd eee Cases 250g ee eee 
ie cera PENTASA | Placebo 
Event n=451 | n=173 

INDICATIONS AND USAGE ] aa eT | 
PENTASA is indicated for the induction of remission and for the treatment of patients with mildly to mod- Diarrhea 16° (65%) Re) 
erately active ulcerative colitis. Heceere 4 6 é 2) | 6 (8.5%) | 

lausea *) _ 
CONTRAINDICATIONS | Abdominal Pain 5 (1.1%) 7 (4.0%) PENTASA is contraindicated in patients who have demonstrated hypersensitivity to mesalamine, any | Metena (Bloody Diarhea) 4 (09%) 6 35%) 
other components of this medication, or salicylates. Hee | 6 (ae) 2 12%) 
PRECAUTIONS | Anorexia 5 (1.1%) 2 (1.2%) 

General | Fever 4 (0.9%) 2 (1.2%) 
Caution should be exercised if PENTASA is administered to patients with impaired hepatic function. Rectal Urgency 1 (0.2%) 4 (23%) 
Mesalamine has been associated with an acute intolerance syndrome that may be difficult to distinguish NaleewercWvomtna 5 (1.1%) i 
from a flare of inflammatory bowel disease. Although the exact frequency of occurrence cannot be ascer- Warring oF Lise we COnS 2 (04%) 2 (12%) 
tained, it has occurred in 3% of patients in controlled clinical trials of mesalamine or sulfasalazine. i 9 7 2%) 2 2% 
Symptoms include cramping, acute abdominal pain and bloody diarrhea, sometimes fever, headache, and wig e ° 
rash. If acute intolerance syndrome is suspected, prompt withdrawal is required. If a rechallenge is pet _Cinical laboratory measurements showed no significant abnormal trends for any test, including measure- formed late in order to validate the hypersensitivity, it should be carried out under close medical superv- ment of hematolagia liver, and kidney function, 
Ost [educsddbse cig civ cleatyineeded The following adverse events, presented by body system, were reported infrequently (ie, less than 12) 
Renal ye i " during domestic ulcerative colitis and Crohn's disease trials. In many cases, the relationship to PENTASA 
Caution should be exercised it PENTASA is administered to patients with impaired renal function. Single has not been established 
Teports of nephrotic syndrome and interstitial nephritis associated with mesalamine therapy have been Gastrointestinal: abdominal distention, anorexia, constipation, duodenal ulcer, dysphagia, eructation, deseribed in the foreign literature. There have been rare reports of interstitial nephis in patients ecelv- SSonhageal uleer, fecal incontinence, GTP increase, Gl bleeding, increased alkaline phosphatase, LDH 
ing PENTASA. In animal studies, a 13-week oral toxicity study in mice and 13-week and 52-week oral tox- increase, mouth ulcer, oral moniliases, pancreatitis, rectal bleeding, SGOT increase, SGPT increase, icity studies in rats and cynomolgus monkeys have shown the kidney to be the major target organ of tooi abnormalities (color or texture change, thts ; , i mesalamine toxicity. Oral daily doses of 2400 mg/kg in mice and 1150 mg/kg in rats produced renal ene ; ! , 
lesions including granular and hyaline casts, tubular degeneration, tubular dilation, renal infarct, papillary Dermatological: acne, alopecia, dry skin, eczema, erythema nodosum, nail disorder, photosensitivity, 
necrosis, tubular necrosis, and interstitial nephritis. In cynomolgus monkeys, oral daily doses of 250 __Pruritus, sweating, urticaria 
mg/kg or higher produced nephrosis, papillary edema, and interstitial fibrosis. Patients with preexisting Nervous System: depression, dizziness, insomnia, somnolence, paresthesia 
renal disease, increased BUN or serum creatinine, or proteinuria should be carefully monitored. Cardiovascular: palpitations, pericarditis, vasodilation 
Carcinogenesis, Mutagenesis, Impairment of Fertility Other: albuminuria, amenorrhea, amylase increase, arthralgia, asthenia, breast pain, conjunctivitis 
Long-term studies of the carcinogenic potential of mesalamine in mice and rats are ongoing. No evidence  ecchymosis, edema, fever, hematuria, hypomenorthea, Kawasaki-like syndrome, leg cramps, lichen 
of mutagenicity was observed in an in vitro Ames test and in an in vivo mouse micronucleus test. No _ planus, lipase increase, malaise, menorrhagia, metrorrhagia, myalgia, pulmonary infiltrates, thrombo- 
effects on ferilly or reproductive performance were observed in male or female rats at doses up to 400 _oythemia, thrombocytopenia, urinary frequency 
mag/kg/day (2360 mg/M?). For a 50-kg person (1.3 MF body surface area), this represents five times the One week after completion of an 8-week ulcerative colitis study, a 72-year-old male, with no previous his- 
recommended clinical dose (80 mg/kg/day) on a mg/kg basis and 0.8 times the clinical dose (2960 mg/M") __tory of pulmonary problems, developed dyspnea. The patient was subsequently diagnosed with interstitial 
on body surface area basis. pulmonary fibrosis without eosinophilia by one physician and bronchiolitis obliterans with organizing pneu- 
Semen abnormalities and infertility in men, which have been reported in association with sulfasalazine, monitis by a second physician. A causal relationship between this event and mesalamine therapy has not y y phy ip Py 
have not been seen with PENTASA capsules during controlled clinical trials been established 

Pregnancy Published case reports have described infrequent instances of pericarditis, fatal myocarditis, chest pain 
Category B. Reproduction studies have been performed in rats at doses up to 1000 mg/kg/day (5900 and T-wave abnormalities, hypersensitivity pneumonitis, pancreatitis, nephrotic syndrome, interstitial 
mg/MF) and rabbits at doses of 800 mg/kg/day (6856 mg/MF) and have revealed no evidence of terato- nephritis, or hepatitis while receiving mesalamine therapy. 
genic effects or harm to the fetus due to mesalamine. There are, however, no adequate and well-con- 
ifolled studies in pregnant women. Because animal reproduction studies are not always predictive of  Presefibing Information as of May 1998 
human response, PENTASA should be used during pregnancy only if clearly needed. Marion Merrell Dow Inc. 
Mesalamine is known to cross the placental barrier. Kansas City, MO 64114 
Nursing Mothers penb05930 
Minute quantities of mesalamine were distributed to breast milk and amniotic fluid of pregnant women fol- LICENSED FROMIFERRING AS, DENMARK 
lowing sulfasalazine therapy. When treated with sulfasalazine at a dose equivalent to 1.25 g/day of : 
mesalamine, 0.02 g/mL to 0.08 g/mL and trace amounts of mesalamine were measured in amniotic : HICENSED US PATENT NOS, B1 4,486,583 AND 4,980,178 
fluid and breast milk, respectively. N-acetylmesalamine, in quantities of 0.07 wg/mL to 0.77 ugimL and on 
1.13 ugimL to 3.44 y.g/mL, was identified in the same fluids, respectively. esa. 
Caution should be exercised when PENTASA is administered to a nursing woman eae 

Pediatric Use cman ane stensgoues ic 
Safely and efficacy of PENTASA in children have not been established Pasa th Scien os 
ADVERSE REACTIONS a may tosttem eerie se 6: ® 
In combined domestic and foreign clinical trials, more than 2100 patients with ulcerative colitis or Crohn's CLI eet 
disease received PENTASA therapy. Generally, PENTASA therapy was well tolerated. The most common EER 
events (ie, greater than or equal to 1%) were diarrhea (3.4%), headache (2.0%), nausea (1.8%), abdomi- von ee NSeeswnc eso 
nal pain (1.7%), dyspepsia (1.6%), vomiting (1.5%), and rash (1.0%). sort ate eessicnn. 
In two domestic placebo-controlled trials involving over 600 ulcerative colitis patients, adverse events aout RRs cael 
were fewer in PENTASA-treated patients than in the placebo group (PENTASA 14% vs placebo 18%) and Cotrtreear iene ten e : 

ise EEE” IMESAIGMINE] 259 mg 
1. Pentasa prescribing information eed oe sens 
2. Data on file, Marion Merrell Dow Inc. oo fiits.s..  controlled-release capsules 
3. Hanauer S, Schwartz J, Robinson M, et al. Am J Gastroenterol. 1993;88(8):1188-1197. 

4. Peppercorn MA. Ann Intern Med. 1984; 3:377-386 
5. Birnie GG, McLeod TIF, Watkinson G. Gut. 1981;22:452-455 

6. Drug Evaluations. Annual 1992. Chicago III: American Medical Association; MARION MERKEL DOW INE 
1992:855-856, 1716-1717. VW EEE) 

7. Lukert BP, Raisz LG. Ann Intern Med.1990;112:352-364 MP ixansas city, wo eases 
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PENTASA’ DELIVERS 
OT a MRM eee MALT ULC TALE ce eae Ceca ct a 
for continuous 5-ASA delivery throughout the GI tract’ 
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Sai only oral 5-ASA indicated for the induction of remission 
and treatment of mildly to moderately active UC' 
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pH levels tested, from 1.5 to 7.5°
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