














15 Years of Conversations with Patients

Over the past 15 years, more than 20 million
Asacol® (mesalamine) Delayed-Release Tablets pre-

scriptions have been filled.’

Many times, our readers are the ones teaching the
valuable lessons. Here are some of the memorable
people that we've highlighted over the years and

what we've learned from them.

“There is life after being diagnosed with Ulcerative
Colitis. Work closely with your doctors to get your-
self into remission. And listen to your body! If it's
telling you to slow down or rest, do it ... no matter
how busy you are.”

Nancy S.

Nancy thought she had the flu for a year. Then, at 28 years old, she
was told that she had ulcerative colitis. But that didn’t stop her.
Nancy learned how to manage her UC and enjoyed her greatest suc-
cess when she became a mother at age 34. She demonstrates that
even with UC you can work full-time, stay active in the community,

and reach your goals.

"Life's not over just because you've been diagnosed
with a chronic disease. You can still live a great life,
attain goals, and do the things you like.”

Alicia L.

Working and studying for med school is overwhelming already, but
when you're also diagnosed with UC it may seem impossible. That’s
how Alicia felt until she met a fellow UC patient, a local doctor,
who had gone through the same thing. She was inspired by her
friend’s accomplishments and realized she could still achieve her

goals.

"People need to know that life can go on even
though you have UC. Plus, | can now find a bath-
room in any building in seconds.”

Dwayne C.

Dwayne started having abdominal pains at a young age. The doctors
couldn’t explain it and he began to hide his bloody stools from his

family. Then one day at swim practice Dwayne passed out. Dwayne
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was hospitalized and diagnosed with UC. Fast-forward twenty years and

Dwayne is still swimming. He lifts weights and plays water polo. He’s a
devoted dad, a father’s advocacy group member, a business manager, and a

role model to us all.

“It is possible to live a long and fulfilling life with ulcera-
tive colitis.”
Paul C.

In 1946, UC was still a mysterious disease. Paul was diagnosed with UC
that year. He immediately was put on a diet of processed baby food and
liquids. “All roughage was forbidden—no nuts, raw fruits or vegetables,
popcorn, potato chips or hot spices. That was the treatment then,” Paul
told us. Paul has gone on to live a long life with children, grandchildren,

and an incredibly supportive wife.



"It also doesn’t hurt to have a sense

of humor. It goes a long way
towards putting people (as well as
myself) at ease.”

William L.

Just after the senior prom, William first start-
ed showing signs of UC. William went away
to school and found UC so crippling that he
was forced to withdraw from school, still hav-
ing no idea what was wrong. When William
was finally diagnosed, he immediately started
taking care of himself and seeing results. He
went back to school and graduated from a col-
lege close to his home. “Before I was diag-
nosed, I didn’t know what I wanted to do with
my life. Now I'm much more goal orientated,”
William says. In fact, because of UC he real-

ized that he set a new goal—to become a doc-
tor. “Stay positive and stay healthy. With that
kind of attitude, things have a tendency to work

»

out.

"We were always told that what the
mind can believe the body could
achieve. So | use that approach. |
don’t do myself, or anyone else, any
good by sitting around feeling sorry
for myself.”

John E.

John attributes his positive outlook about UC
to sports that he played in high school. He sees
it as a factor that he can’t change and he spends
his time worrying about things he can change.
John’s love of sports led him to sports writing
where he gets to relive the lessons he’s learned

every day.

"My belief is that if you quit living
your life your way, then the disease
wins.”

John L.

John has served the public as an officer and
later a detective for over twenty years. For a
decade longer, John has battled UC. John has
overcome his share of adversity—including, he
says with almost a sense of pride, an ulcerative
colitis flare-up that lasted more than two years
(with only a few momentary pauses in intensi-
ty). Somehow he managed to continue working
with tenacity and a positive outlook. John
opened his life up to a woman named Suzy,
whose “incredibly supportive nature” has seen
both of them through difficult times. For

"We must be creative and sincere
in how we support others.”

Linda R.

Linda was diagnosed in 1971 at the
age of 19. She was told she had lit-
tle chance of improving and that
she wouldn't be able to have chil-
dren. Linda proved the first doctor
wrong in 1981 when she had a
daughter. She even started her

own support group in Lansing.

decades John has been an avid weightlifter and
has been elected to the CCFA board of
trustees. John believes in living life on his own

terms.

Insights & Answers" is proud to be a forum for
channeling individual stories to our readers.
We'd love to hear some of your stories and
words of wisdom. Send your UC story to us at
Insights & Answers’. Maybe your story will

inspire someone else.

Source:

1. IMS National Prescription Audit (1992-July 2006).

Asacol” (mesalamine) delayed-release tablets,
available only by prescription, are indicated to
treat mild to moderate flare-ups of ulcerative
colitis and maintain remission of ulcerative coli-

tis.

Asacol is generally well tolerated. In studies of
flare-ups, some people taking Asacol reported
headache, abdominal pain, general pain, rash,
upset stomach and worsening of ulcerative coli-
tis symptoms. In a six-month maintenance
study, people reported headache, runny nose,
general pain, sore throat, infection and nervous-

ness.

You should not take Asacol if you are allergic to
Asacol or to salicylates such as aspirin. Tell your
prescriber if you have kidney problems or a his-
tory of kidney disease. It is recommended that
all people have their kidney functions tested
prior to starting Asacol tablets and periodically
while on Asacol therapy. Serious side effects
may occur. If you have questions about taking

Asacol, please talk to your prescriber.



Support Comes in Many Forms:

What You Can Do When Your Love(l One
Is Diag’nose(l with Ulcerative Colitis (UC)

It is estimated that there are approximately 1 million
Americans with inflammatory bowel disease (IBD),
about half of those having UC." That number, however,
does not take into consideration the millions of people
whose lives are affected when their loved ones are
diagnosed. If someone you care about has UC, read

on and find out ways that you may be able to help.

First off, it's important to understand that UC is both
physically and mentally draining.>* The nature of the
disease may make it hard for the person to open up,
and in those situations it can be equally hard for the

caretakers to provide support and guidance.

Get Informed

If you find out that someone you know is diagnosed with UC, make
sure to do your research. The patient may not be open to talking
about the disease, so you're going to have to do some homework on
your own. Go on the Web, pick up a pamphlet, and talk to a doctor.
“Get informed,” urges Malinda Peeples, MS, RN, CDE. “If your
spouse is diagnosed with a chronic disease, you're both going to be
living with it,” says Peeples, president of the American Association
of American Diabetes Educators.*

Being informed can close the communication gap by explaining

some of the disease characteristics that a patient might not want to.

Be Thoughtful

The more aware you are of the patient’s conditions, the more accom-
modating you can be. If you are at a wedding, for example, grab a
seat in the back just in case they have to make a quick bathroom
trip. Also, locate nearby bathrooms in restaurants and other public
places just in case an emergency comes up.

During a flare very often a patient will have specific diet restrictions,
a need for uninterrupted sleep and regular visits to the doctor’s
office. It can take a toll on them. Offer to lend a helping hand in

preparing their food. Maybe you can even cook a special

UC-friendly dinner. If living together, accommodate them in a sepa-
rate room in the house where there is easy access to the bathroom

and they are less likely to be disturbed.

Be Patient

You're probably aware that UC causes severe pain that comes and
goes. Despite all your good intentions, there is little you can do but
allow the person to handle the pain in his or her own way.’ It’s
important to let those close to you deal with their symptoms on their

own. Then you can support them in your own way.

Be Discreet

Be mindful that your loved one has confided in you about their con-
dition. They have put their trust in you and may not appreciate if you
share their condition with a third person—even casually. Avoid any
situation where this might occur unless you have already discussed

this issue with your loved one.

Be an Encourager

When someone you care about is diagnosed with a chronic
condition, you want him or her to have as healthy a life as possible.
You want to make sure they are following the treatments their doctor
has prescribed and eating the right foods. It’s difficult to watch
someone you care about make unhealthy decisions. Sometimes it may
frustrate you.

“Play the role of encourager as opposed to nagger,” says Cedric
Bryant, PhD, chief exercise physiologist of the American Council on
Exercise. “Iry to recognize any efforts towards change and provide a
positive comment on them.”

With your encouragement they may be on the road to better health

in no time. Just remember that change is up to them.

Become Aware of the Emotions of Others

It’s important to stay in tune with a patient’s emotions and be aware

of any alarming changes after a diagnosis. Depression, denial, anxiety
and needs of dependence are all common reactions to the illness, not
the cause. You can offer emotional support when these responses get

in the way of living.’



Remember that even if a loved one puts up a brave face and refuses
to share in-depth fears, they do need a close-knit group of support-
ers. Don’t wait for them to ask for help. Remember to be constantly
open. This condition is personal and can be difficult to talk about.

Try to share something personal about yourself. It may put them at

€asc.

“An experience of intimacy and feeling connected to people (commu-
nicative intimacy) can be healing ... And I think it’s important, if not
essential to our body’s health,” says Howard Kahn, PhD, a psycholo-
gist and supporter of group support for good health.’

Most importantly, be positive. Though UC is a serious condition that

can present many challenges, most people with UC live full, active
and productive lives, although they often have to take medication
regularly if prescribed by their healthcare provider.”® Between flares,
someone with UC may even feel fully well.” So stay optimistic. Every

UC patient should be so lucky to have someone as supportive as you.

Sources:

. Friedman S, Blumber RS. Inflammatory bowel disease. In: Kasper DL, Braunwald E, Fauci AS, Hauser
SL, Longo DL, Jameson JL, eds. Harrison’s Principles of Internal Medicine. 16th ed. New York, NY:
McGraw-Hill Medical Pub. Division; 2005: 1776-1788.

. Crohn's & Colitis Foundation of America (CCFA). A Guide for Parents. Available at
http://www.ccfa.org/frameviewer/?url=/media/pdf/parentguide2005.pdf. Accessed December 7, 2006.

. Crohn’s & Colitis Foundation of America (CCFA). Crohn’s Disease and Ulcerative Colitis: Emotional

Factors. Available at http://ccfa.org/frameviewer/?url=/media/pdf/emotional. pdf&LMI=2.1.

Accessed December 7, 2006.

Heubeck E. Helping Loved Ones Make Tough Health Changes. October 17, 2005. Available at

http://www.webmd.com/content/article/113/110929.htm. Accessed December 7, 2006.

. Howard P. Kahn, PhD, Achieving Love and Intimacy through Group Support. Available at
http://www.webmd.com/content/article/1/1700_50580.htm. Accessed December 7, 2006.
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®
Asacol

(mesalamine)

Delayed-Release Tablets
DESCRIPTION: Each Asacol delayed-release tablet for oral contains 400 mg of mesalamine, an anti-inflammatory drug. The
Asacol delayed-release tablets are coated with acrylic based resin, Eudragit S (methacrylic acid copolymer B, NF), which dissolves at pH 7 or
greater, releasing mesalamine in the terminal ileum and beyond for topical anti-inflammatory action in the colon. Mesalamine has the
chemical name 5-amino-2-hydroxybenzoic acid; its structural formula is:

COOH
OH

HoN

Molecular Weight: 153.1
Molecular Formula: C7H7NO3

Inactive Ingredients: Each tablet contains colloidal silicon dioxide, dibutyl phthalate, edible black ink, iron oxide red, iron oxide yellow,
lactose, magnesium stearate, methacrylic acid copolymer B (Eudragit S), polyethylene glycol, povidone, sodium starch glycolate, and talc.

CLINICAL PHARMACOLOGY: Mesalamine is thought to be the major active part of the molecule in the treatment
of ulcerative colitis. Sulfasalazine is converted to equimolar amounts of sulfapyridine and mesalamine by bacterial action in the colon. The
usual oral dose of sulfasalazine for active ulcerative colitis is 3 to 4 grams daily in divided doses, which provides 1.2 to 1.6 grams of
mesalamine to the colon.

h of action of (and I
ofarachldonle acid (AA) metabolites, both through the

is unknown, but appears to be topical rather than systemic. Mucosal production

pathways, i.e., , and through the pathways,
(LTs) and acids (HETEs), is increased in pahems with chronic inflammatory bowel disease, and it is
pussm\e that imini; ion by blocking and inhibiting (PG) production in the colon.

Pharmacokinetics: Asacol tablets are coated with an acrylic-based resin that delays release of mesalamine until it reaches the terminal
ileum and beyond. This has been demonstrated in human studies conducted with radiological and serum markers. Approximately 28% of the
mesalamine in Asacol tablets is absorbed after oral ingestion, leaving the remainder available for topical action and excretion in the feces.
Absorption of mesalamine is similar in fasted and fed subjects. The absorbed mesalamine is rapidly acetylated in the gut mucosal wall and
by the liver. It is excreted mainly by the kidney as N-acetyl-5-aminosalicylic acid.

Mesalamine from orally administered Asacol tablets appears to be more extensively absorbed than the mesalamine released from
sulfasalazine. Maximum plasma levels of and N- acid following multiple Asacol doses are about 1.5 t0 2
times higher than those following an equivalent dose of m the form of ine. Combined

N-acetyl-5-aminosalicylic acid AUC's and urine drug dose recoveries following multiple doses of Asacol tablets are abuut 1 3to 1.5 times
higher than those following an equivalent dose of mesalamine in the form of sulfasalazine.

The tma for I and its metabolite, N-acetyl-5- licylic acid, is usually delayed, reflecting the delayed release, and ranges from
41012 hours. The half-lives of elimination (t1/2¢m) for ine and N-acetyl-5 ylic acid are usually about 12 hours, but are
vanable ranglngirom 2o 15 hours. There is a large intersubject variability in the plasma concentrations of mesalamine and

icylic acid and in their el ion half-lives following of Asacol tablets.

Cllmcal Studies:

Mildly to moderately active ulcerative colitis: Two placebo-controlled studies have demonstrated the efficacy of Asacol tablets in patients
with mildly to moderately active ulcerative colitis. In one randomized, double-blind, multi-center trial of 158 patients, Asacol doses of 1.6
g/day and 2.4 g/day were compared to placebu At the dose of 2.4 g/day, Asacol tablets reduced the disease activity, with 21 of 43 (49%)
Asacol patients showing of the bowel compared to 12 of 44 (27%) placebo patients (p =
0.048). In addition, significantly more patlents in the Asacol 2.4 g/day group showed improvement in rectal bleeding and stool frequency.
The 1.6 g/day dose did not produce consistent evidence of effectiveness.

In a second randomized, double-blind, placebo-controlled clinical trial of 6 weeks duration in 87 ulcerative colitis patients, Asacol tablets, at
a dose of 4.8 g/day, gave mgmmduscuplc improvement in 28 of 38 (74%) patients compared to 10 of 38 (26%) placebo patients (p <
0. 001) Also, more patlents in the Asacol 4.8 g/day group showed improvement in overall symptoms.

of ive colitis: A 6-month, randomized, double-blind, placebo-controlled, multi-center study involved 264
patients treated with Asacol 08g/day (n = 90), 1.6 g/day (n = 87), or placebo (n = 87) The proportion of patlents treated with 0.8 g/day
who remission was not i swgnmcam compared to placebo. In the intention to treat (ITT) analysis of all 174
patients treated with Asacol 1.6 g/day or placebo, Asacol maintained endoscopic remission of ulcerative colitis in 61 of 87 (70.1%) of
patients, compared to 42 of 87 (48.3%) of placebo recipients (p = 0.005).

A pooled efficacy analysis of 4 maintenance trials compared Asacol, at doses of 0.8 g/day to 2.8 g/day, with sulfasalazine, at doses of 2

This drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to this drug may be greater in patients with
impaired renal function. Because elderly patients are more likely to have decreased renal function, care should be taken when prescribing
this drug therapy. As stated in the PRECAUTIONS section, it is recommended that all patients have an evaluation of renal function prior to
initiation of Asacol tablets and periodically while on Asacol therapy.

ADVERSE REACTIONS: Asacol tablets have been evaluated in 3685 inflammatory bowel disease patients (most patients with ulcerative
colitis) in controlled and open-label studies. Adverse events seen in clinical trials with Asacol tablets have generally been mild and
reversible. Adverse events presented in the following sections may occur regardless of length of therapy and similar events have been
reported in short- and long-term studies and in the post-marketing setting.

In two short-term (6 weeks) placebo-controlled clinical studies involving 245 patients, 155 of whom were randomized to Asacol tablets, five
(3.2%) of the Asacol patients discontinued Asacol therapy because of adverse events as compared to two (2.2%) of the placebo patients.
Adverse reactions leading to withdrawal from Asacol tablets included (each in one patient): diarrhea and colitis flare; dizziness, nausea, joint
pain, and headache; rash, lethargy and constipation; dry mouth, malaise, lower back mild ientation, mild indi and
cramping; headache, nausea, aching, vomiting, muscle cramps, a stuffy head, plugged ears, and fever.

Adverse events occurring in Asacol-treated patients at a frequency of 2% or greater in the two short-term, double-blind, placebo-controlled
trials mentioned above are listed in Table 1 below. Overall, the incidence of adverse events seen with Asacol tablets was similar to placebo.

Table 1

Frequency (%) of Common Adverse Events Reported in Ulcerative Colitis Patients Treated
with Asacol Tablets or Placebo in Short-Term
(6-Week) Double-Blind Controlled Studies

Percent of Patients with Adverse Events

Asacol Asacol
Placebo  tablets Placebo  tablets
Event n =87 n =152 Event n =87 n =152
Headache 36 35 Constipation 1 5
Abdominal pain 14 18 Flatulence 7 3
Eructation 15 16 Dysmenorrhea 3 3
Pain 8 14 Chest pain 2 3
Nausea 15 13 Chills 2 3
Pharyngitis 9 " Flu syndrome 2 3
Dizziness 8 8 Peripheral edema 2 3
Asthenia 15 7 Myalgia 1 3
Diarrhea 9 7 Sweating 1 3
Back pain 5 7 Colitis exacerbation 0 3
Fever 8 6 Pruritus 0 3
Rash 3 6 Acne 1 2
Dyspepsia 1 6 Increased cough 1 2
Rhinitis 5 5 Malaise 1 2
Arthralgia 3 5 Arthritis 0 2
Hypertonia 3 5 Conjunctivitis 0 2
Vomiting 2 5 Insomnia 0 2

0f these adverse events, only rash showed a consistently higher frequency with increasing Asacol dose in these studies.

In a 6-month placebo-controlled maintenance trial involving 264 patients, 177 of whom were randomized to Asacol tablets, six (3.4%) of the
Asacol patients discontinued Asacol therapy because of adverse events, as compared to four (4.6%) of the placebo patients. Adverse
reactions leading to withdrawal from Asacol tablets included (each in one patient): anxiety; headache; pruritus; decreased libido; rheumatoid
arthritis; and stomatitis and asthenia.

In the 6-month placebo-controlled maintenance trial, the incidence of adverse events seen with Asacol tablets was similar to that seen with
placebo. In addition to events listed in Table 1, the following adverse events occurred in Asacol-treated patients at a frequency of 2% or
greater in this study: abdominal enlargement, anxiety, bronchitis, ear disorder, ear pain,
infection, joint disorder, migraine, nervousness, paresthesia, reetal disorder, rectal hemorrhage, sinusitis, stool abnormalities, tenesmus,
urinary frequency, vasodilation, and vision abnormaiities.

In 3342 patients in uncontrolled clinical studies, the following adverse events occurred at a frequency of 5% or greater and appeared to
increase in frequency with increasing dose: asthema fever, flu syndrome, pain, abdominal pain, back pain, flatulence, gastrointestinal
bleeding, arthralgia, and rhinitis.

In addition to the adverse events listed above, the following events have been reported in clinical studies, literature reports, and

postmarketing use of products which contain (or have been metabolized to) mesalamine. Because many of these events were reported
voluntarily from a population of unknown size, estimates of frequency cannot be made. These events have been chosen for inclusion due to

g/day to 4 g/day (n = 200). Treatment success was 59 of 98 (59/) for Asacol and 70 of 102 (69%) for a ignificant
difference.
Study to assess the effect on male fertility: The effect of Asacol i ine-induced of male fertility was

examined in an open-label study. Nine patients (age < 40 years) with chronic ulceratwe colitis in clinical remission on sulfasalazine 2 g/day
to 3 g/day were crossed over to an equivalent Asacol dose (0.8 g/day to 1.2 g/day) for 3 months. Improvement in sperm count (p < 0.02)
and morphology (p < 0.02) occurred in all cases. Improvement in sperm motility (p < 0.001) occurred in 8 of the 9 patients.

INDICATIONS AND USAGE: Asacol tablets are indicated for the treatment of mildly to moderately active ulcerative colitis and for the
maintenance of remission of ulcerative colitis.

CONTRAINDICATIONS: Asacol tablets are
Asacol tablet.

PRECAUTIONS:

General: Patients with pyloric stenosis may have prolonged gastric retention of Asacol tablets which could delay release of mesalamine in
the colon.

Exacerbation of the symptoms of colitis has been reported in 3% of Asacol-treated patients in controlled clinical trials. This acute reaction,
characterized by cramping, abdominal pain, bloody diarrhea, and occasionally by fever, headache, malaise, pruritus, rash, and conjunctivitis,
has been reported after the initiation of Asacol tablets as well as other mesalamine products. Symptoms usually abate when Asacol tablets
are discontinued.

Some patients who have ivity reaction to
compounds which contain or are convened to mesalamine.

d in patients with to salicylates or to any of the components of the

may have a similar reaction to Asacol tablets or to other

Renal: Renal impairment, including minimal change nephropathy, acute and chronic interstitial nephritis, and, rarely, renal failure has been

reported in patients taking Asacol tablets as well as other compounds which contain or are converted to mesalamine. In animal studies (rats,

dogs), the kidney is the principal target organ for toxicity. At doses uf approximately 750 mg/kg to 1000 mg/kg [15 to 20 times the
administered recommended human dose (based on a 50 kg person) on a mg/kg basis and 3 to 4 times on a mg/m? basis], mesalamine
causes renal papillary necr05|s Therefore caution should be exercised when using Asacol (or other compounds which contain or are

their or potential causal connection to mesalamine:

Body as a Whole: Neck pain, facial edema, edema, lupus-like syndrome, drug fever (rare).

Cardiovascular: Pericarditis (rare), myocarditis (rare).

Gastrointestinal: Anorexia, pancreatitis, gastritis, increased appetite, cholecystitis, dry mouth, oral ulcers, perforated peptic ulcer (rare),
bloody diarrhea. There have been rare reports of hepatotoxicity including, jaundice, cholestatic jaundice, hepatitis, and possible
hepatocellular damage including liver necrosis and liver failure. Some of these cases were fatal. Asymptomatic elevations of liver enzymes

which usually resolve during continued use or with discontinuation of the drug have also been reported. One case of Kawasaki-like syndrome
which included changes in liver enzymes was also reported.

Hematologic: Agranulocytosis (rare), aplastic anemia (rare), i inophi ia, anemia,
Musculoskeletal: Guut
Nerv emotional lability, vertigo, confusion, tremor, peripheral neuropathy (rare), transverse

myehtls (rare) Guillain-Barré syndrome (rare).
piratory/Pulmonary: Eosinophili interstitial itis, asthma ion, pleuritis.
Skin: Alopecia, psoriasis (rare), pyoderma gangrenosum (rare), dry skin, erythema nodosum, urticaria
Special Senses: Eye pain, taste perversion, blurred vision, tinnitus.
Urogenital: Renal Failure (rare), interstitial nephritis, minimal change nephropathy (See also Renal subsection in PRECAUTIONS). Dysuria,
urinary urgency, hematuria, epididymitis, menorrhagia
Laboratory Abnormalities: Elevated AST (SGOT) or ALT (SGPT), elevated alkaline phosphatase, elevated GGT, elevated LDH, elevated
bilirubin, elevated serum creatinine and BUN.
DRUG ABUSE AND DEPENDENCY:
Abuse: None reported.

in patients with known renal dysfunction or history of renal disease. Itis
that all patients have an evaluahon of renal function prior to initiation of Asacol tablets and periodically while on Asacol therapy.

Information for Patients: Patients should be instructed to swallow the Asacol tablets whole, taking care not to break the outer coating. The
outer coating is designed to remain intact to protect the active ingredient and thus ensure mesalamine availability for action in the colon. In
2% to 3% of patients in clinical studies, intact or partially intact tablets have been reported in the stool. If this occurs repeatedly, patients
should contact their physician.

Patients with ulcerative colitis should be made aware that ulcerative colitis rarely remits completely, and that the risk of relapse can be
substantially reduced by continued of Asacol at a

Drug Interactions: There are no known drug interactions.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Dietary mesalamine was not carcinogenic in rats at doses as high as 480
mg/kg/day, or in mice at 2000 mg/kg/day. These doses are 2.4 and 5.1 times the maximum recommended human maintenance dose of
Asacol of 1.6 g/day (32 mg/kg/day if 50 kg body weight assumed or 1184 mg/m?), respectively, based on body surface area. Mesalamine
was negative in the Ames assay for mutagenesis, negative for induction of sister chromatid exchanges (SCE) and chromosomal aberrations in
Chinese hamster ovary cells /7 1o, and negative for induction of micronuclei (MN) in mouse bone marrow polychromatic erythrocytes.
Mesalamine, at oral doses up to 480 mg/kg/day, had no adverse effect on fertility or reproductive performance of male and female rats.

Pregnancy: Teratogenic Effects: Pregnancy Category B: Reproduction studies in rats and rabbits at oral doses up to 480 mg/kg/day have
revealed no evidence of teratogenic effects or fetal toxicity due to mesalamine. There are, however, no adequate and well-controlled studies
in pregnant women. Because animal reproduction studies are not always predictive of human response, this drug should be used during
pregnancy only if clearly needed.

Nursing Mothers: Low of and higher of its N-acetyl metabolite have been detected in human
breast milk. While the clinical mgnlﬂcanee of this has not been determined, caution should be exercised when mesalamine is administered to
a nursing woman.

Pediatric Use: Safety and effectiveness of Asacol tablets in pediatric patients have not been established.

Geriatric Use: Clinical studies of Asacol did not include sufficient numbers of subjects aged 65 and over to determine whether they respond
differently from younger subjects. Other reported clinical experience has not identified differences in responses between the elderly and
younger patients. In general, the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug
therapy in elderly patients should be considered when prescribing Asacol Reports from uncontrolled clinical studies and post-marketing
reporting systems suggest a higher incidence of blood ia, in subjects receiving
Asacol who are 65 years or older. Caution should be taken to clasely ‘monitor blood cell counts during drug therapy.

Drug has not been reported with chronic administration of mesalamine.

OVERDOSAGE: Two cases of pediatric overdosage have been reported. A 3-year-old male who ingested 2 grams of Asacol tablets was
treated with ipecac and activated charcoal; no adverse events occurred. Another 3-year-old male, approximately 16 kg, ingested an unknown
amount of a maximum of 24 grams of Asacol crushed in solution (i.e., uncoated mesalamine); he was treated with orange juice and activated
charcoal, and experienced no adverse events. In dogs, single doses of 6 grams of delayed-release Asacol tablets resulted in renal papillary
necrosis but were not fatal. This was 12.5 times the human dose (based on a dose of 2.4 g/day in a 50 kg
person). Single oral doses of uncoated mesalamine in mice and rats of 5000 mg/kg and 4595 mg/kg, respectively, or of 3000 mg/kg in
cynomolgus monkeys, caused significant lethality.

DOSAGE AND ADMINISTRATION:
For the treatment of mildly to moderately active ulcerative colitis: The usual dosage in adults is two 400-mg tablets to be taken three
times a day for a total daily dose of 2.4 grams for a duration of 6 weeks.

For the maintenance of remission of ulcerative colitis: The recommended dosage in adults is 1.6 grams daily, in divided doses.
Treatment duration in the prospective, well-controlled trial was 6 months.

HOW SUPPLIED: Asacol tablets are available as red-brown, capsule-shaped tablets containing 400 mg mesalamine and imprinted
“Asacol NE” in black.

NDC 0149-0752-15 Bottle of 180
Store at controlled room temperature 20°- 25°C (68°- 77°F) [See USP].

Procter & Gamble Pharmaceuticals
Cincinnati, OH 45202

under license from Medeva Pharma Schweiz AG
registered trademark owner.

Made in Germany, D-64331 Weiterstadt
U.S. Patent Nos. 5,541,170 and 5,541,171
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