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Educational Goal

Rapid changes in the area of IBD encompass diagnostics all the way through disease management, and include
new imaging techniques, new classifications, new therapies, and new patient quality of life considerations. It is
imperative that clinicians are educated about all of these new developments to be able to provide the best and
most up-to-date care for their patients with ulcerative colitis.

Target Audience

Gastroenterologists and healthcare professionals involved in the treatment of Ulcerative Colitis

Learning Objectives
* Review advances in ulcerative colitis disease classification and the importance of individualizing patient
assessment

¢ Discuss the most effective treatment plans to achieve remission as based on patient assessment and quality of
life considerations

¢ Describe advances in the treatment of mild-to moderate ulcerative colitis and how patient compliance can
be improved

Method of Instruction

Participants should read the learning objectives and review the print monograph in its entirety. After reviewing the
material, complete the self-assessment test consisting of a series of multiple-choice questions. The activity is
complemented with references that contain the rationale for the correct answer to each question as well as a
description identifying the section in the activity that contains the correct answer, allowing participants to review
the material as needed, thus finalizing their educational participation.

Upon completing this activity participants will receive a letter of credit awarding AMA PRA Category 1 credit(s) ™
four weeks after receipt of the registration and evaluation materials.

Estimated time to complete the print monograph as designed is one (1) hour.

Accreditation
UMDN]J-Center for Continuing and Outreach Education is accredited by the ACCME to provide continuing medical
education for physicians.

UMDN]J-Center for Continuing and Outreach Education designates this educational activity for AMA PRA Category 1
Credit(s)™. Physicians should only claim credit commensurate with the extent of their participation in the activity.

The print monograph was peer-reviewed for relevance, accuracy of content and balance of presentation by Kiron Das,

MD, PhD and pilot-tested for time required for participation by Jesse Houghton, MD and Chirag Trivedi, DO

Medical Case Views: “Advances in Ulcerative Colitis and Management” monograph is designated for a maximum
of 1 AMA PRA Category 1 Credit(s)™
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Advances in Ulcerative Colitis Diagnosis and Management

Advances in Ulcerative Colitis Diagnosis

and Management

A timely and accurate diagnosis is essential
for an estimated 500,000 people in the United
States with ulcerative colitis." Once the diagnosis is
made, there are several currently available effective
therapies for managing the disease. The diagnosis
requires distinguishing ulcerative colitis from
Crohn's disease, Irritable Bowel Syndrome (IBS),
or infectious colitis; a multistep process that can
vary between practitioners. Characterization of dis-
ease severity is also important for determining the
appropriate management. Disease severity is not
entirely based on the clinical manifestations, but
also on the individual patient's disease experience
and quality of life. Effective management involves
induction of remission and maintenance. Even
though there has been rapid expansion in the ther-
apeutic options for ulcerative colitis over the past 5
years, none of them provide a cure, and efficacy
depends on patient compliance. Therefore, under-
standing ulcerative colitis and the management
options from the patient's perspective is essential
for improving patient compliance and their quality

of life outcome.

Medical View 1: Diane

Diane 1s a 28-year old
woman who reports several years of
cramp-like lower abdominal pain,
often occurring after meals, relieved
with defecation. She has diarrhea
up to 5 bowel movements a day,
which are loose, and has noticed
some bleeding. She also has abdom-
inal bloating after meals and rectal
tenesmus. She has tried many over
the counter therapies and thought
she was doing a good job of con-
trolling it, but the symptoms have
been increasing in intensity within
the past month.

Disease Classification

Moderator Peter Salgo M.D. began the dis-
cussion of this case by asking the panelist “What is
the most clinically useful data to obtain from

Diane in order to obtain a definitive diagnosis?”
Daniel Present M.D. was the first to respond,
“Despite this era of advanced medical knowledge
and technology, the best way to find out what a
patient has wrong with them is the patient history
and physical exam.” These steps are still the most
important for obtaining a diagnosis. “Diane's
chronic symptoms rule out an acute infectious
process. However, she presents with possible symp-
toms of either irritable bowel syndrome or inflam-
matory bowel disease. A flexible sigmoidoscopy or
colonoscopy would be used to distinguish between
these two possibilities.” Gary Lichtenstein M.D.
agrees, “Visualization of the mucosa is the impor-
tant initial step, but a biopsy at the same time is
also helpful because colitis may only be detected at
a microscopic level.” Brett Lashner M.D. inter-
jects, “A speedy diagnosis is the important point
here because the quicker you make the diagnosis,
the quicker you can start treatment.”

In response to Dr. Salgo's question, “What
criteria would you use to assess the severity of the
disease,” Dr. Lichtenstein states, “In terms of
ulcerative colitis; you would assess the patient by
asking them how frequently they are having bowel
movements. If an individual is moving their bowels
more than once a day, the consistency is pasty as
opposed to formed, and
there is mild urgency, that
differs substantially from
the individual patient
who is going 15 times a
day and has blood in their
stool. So, the frequency of
stool is important. The
presence of blood is also
an important indicator of
hemorrhaging which
would signify a sicker
patient. The other thing
that's important to look
for are systemic manifes-
tations. Do they have a fever or extra intestinal
manifestations? Visualizing the mucosa itself is
important as well. If there is mild erythema as
opposed to significant deep ulcerations with bleed-
ing from the ulcerations, then that would substan-
tiate a difference in severity.” Dr. Lichtenstein also
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suggests that the erythrocyte sedimentation rate
(ESR) is sometimes a helpful indicator, and Dan
concurs by saying, “If a patient like this has an
ESR of 50 or 60, I know that there is ongoing
inflammation, and I had better find it soon to be
able to start therapy.”

Dr. Salgo asks if the length of time that a
patient has been experiencing symptoms is part of
the criteria for disease severity assessment. Dr.
Lashner answers, “Yes, everything you can glean
from the patient history is part of the criteria you
would use to assess the severity. The American
College of Gastroenterology has developed guide-
lines on how to classify patients with mild, moder-
ate, severe or fulminate disease, but these do not
always apply to all individuals in all situations.”
The bottom line concerning the urgency of thera-
py, and how quickly you need to get someone
under control depends on how sick they are and
how bothered they are by their symptoms.” Dr.
Lashner continues, “The impact of the disease in
terms of bleeding, fatigue, and other aspects that
are affecting the patient's life are necessary for
determining the therapies you are going to pre-
scribe. That is because each of the therapies has
certain effects, certain rapidity of effects, but also
certain side effects. The more potent drugs can
have more side effects. So, in a sick patient who is
severely affected by their disease, rather than start
with a drug that isn't as efficacious, but has fewer
side effects, you might want to start right away
with a more potent therapy.”

Differential Diagnosis
In response to the question: “In terms of the

initial therapy, is it necessary to make a differential
diagnosis between Crohn's disease and ulcerative
colitis?” posed by Dr. Salgo, Dr. Present remarks
that “a differential diagnosis might be necessary
because not all therapies are effective in both
Crohn's disease and ulcerative colitis. For example,
budesonide (controlled release) delivers to the right
side of the colon and is not likely to be effective
for left-sided ulcerative colitis.’ There are also data
for antibiotics being quite effective in some
patients with Crohn's, but no evidence of that in
ulcerative colitis.” Of course there are gradations
of either disease so I prefer to classify the disease
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as 'Crohn's-like' or "ulcerative colitis-like'.” Dr.
Lashner interjects that the first-line therapy for
either of these diseases with mild to moderate
(Crohn's disease of the colon or UC) is usually 5-
ASA, so it may not matter initially whether the
patient is diagnosed with Crohn's disease or ulcer-
ative colitis.” Dr. Lichtenstein agrees, “Each indi-
vidual scenario depends on the severity and the
distribution of the disease. So, if the severity was
moderate, but becoming more severe, you would
not perhaps start the patient on mesalamine. You
might, instead, start with a corticosteroid.
Mesalamine is, in general, used in cases of mild to
moderate disease, which represent the majority of
the cases we see.” Dr. Lashner adds, “Distribution
elsewhere in the bowel besides the colon would
also dictate other options for therapy.”

When Dr. Salgo requests further details
about the possible spectrum of disease between
Crohn's disease and ulcerative colitis, Dr. Present
states, “The typical presentation of ulcerative coli-
tis is left-sided, comprising rectum and sigmoid,
but approximately 4-5% of 'Crohn's-like" patients
present with left-sided colitis.”* A clinical method
that I have used to differentiate between diseases is
to start a patient on a combination of oral and rec-
tal 5-ASA. The patient with ulcerative colitis will
start to improve very quickly, while the Crohn's
patient will not. On the other hand, there are
patients (approximately 10%) who present with
mixed symptoms that we just aren't able to classify

as typical Crohn's or UC.”*

Induction Therapy

“If we assume that Diane is diagnosed with
mild-to-moderate ulcerative colitis, what are the
best treatment options?” asked Dr. Salgo. Dr.
Lichtenstein responds, “If you are dealing with dis-
ease that is mild to moderate, mesalamine is his-
torically the best agent available. Its safety record is
unsurpassed when we compare it with other agents
used to treat ulcerative colitis.” The question of
topical therapy vs. oral therapy may depend upon
the individual patient, their past response to med-
ications, and the current disease distribution. If it's
proctitis, you might want to prescribe a supposito-
ry. There are some patients, however, who might
not agree to taking a suppository.” Dr. Present
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adds, “In patients with disease limited to the
rectum, it has been shown that adding topical
medication is very effective.” In addition, a more
recent study including patients with extensive
colitis, not just limited to the rectum, demonstra
ted that adding a rectal medication improved
symptoms by almost 25%." So, I would use the
combination for any of my new patients with
ulcerative colitis.” Dr. Salgo asks if there is any role
for probiotics or antibiotics in the treatment of
ulcerative colitis. Dr. Lichtenstein replies, “There
is little, if any, evidence to suggest these are
effective as primary ther-
apies for treating patients
with active ulcerative
colitis of moderate sever-
ity.” Dr. Lashner also
states that he doesn't use
probiotics or antibiotics
as initial therapy for
ulcerative colitis.

Other Causes of
Diarrhea

“Are there any
other differential diag-
noses that you would
want to consider in a patient with symptoms of
diarrhea and bleeding?” asks Dr. Salgo. Dr. Present
responds, “In this patient, I would raise the issue of
irritable bowel syndrome. Many of her symptoms
are suggestive of irritable bowel syndrome. About
15% of the population in this country has irritable
bowel syndrome, so even in ulcerative colitis
patients, 15% are also likely to have an irritable
bowel.”"* With symptoms that are consistent with
both UC and irritable bowel, you may have to treat
the irritable bowel, or you may treat the ulcerative
colitis and find that the irritable bowel symptoms
persist.” Dr. Lashner adds, “For most ulcerative
colitis patients, the bleeding is probably more of a
problem than diarrhea. So, it's not unreasonable
that this patient, who doesn't emphasize the bleed-
ing, might have irritable bowel syndrome with
hemorrhoidal bleeding or another reason for blood
in her stool.”

Dr. Salgo asks, “What other disease etiolo-

gies might you want to consider for your patients

with diarrhea?” Dr. Present responds, “We are
seeing more and more patients with Clostridium
difficile infections. These patients include hospital-
ized and out-patients, those who have been

on antibiotics and those who have not.” Dr.
Lichtenstein interjects, “Lactose intolerance and
chewing gum are two of a host of other etiologies
that can produce symptoms of diarrhea that might

simulate active inflammatory bowel disease or irri-
table bowel syndrome.

»16

Medical View 2: Brenda
Brenda is a 17-year old

female who presents with a 1
month history of four to six loose
watery bowel movements daily
with occasional tenesmus, urgency,
abdominal cramps, and a 2-week
history of noting bright red blood.
Her energy levels and appetite are
good and her weight 1s stable. In the
months preceding her presentation,
she had gone on a trip to the Rocky
Mountains, but denied drinking
stream water. She has no extra-
intestinal manifestations and no

famaly history of IBD.

Diagnostic Tests and Procedures

Dr. Salgo asks, “What tests would you want
to include in your initial work-up of this patient?”
Dr. Lashner responds, “This patient's symptoms
are similar to the previous patient's (mild to mod-
erate), except that they have developed more acute-
ly. In this case, it would be necessary to rule out
infectious colitis. Therefore, I would order stool
cultures for organisms that can cause bleeding
including Campylobacter, E. coli, C. diff, and ame-
bic infections.” I would also perform a
colonoscopy.” Dr. Present agrees that the acute
onset and presence of blood warrants a
colonoscopy. In addition, all panelists agree that
biopsies are standard with colonoscopy.

Brenda has been diagnosed with mild to
moderate ulcerative colitis and prescribed
mesalamine. About one year later, she is admitted

to the hospital for bloody diarrhea and episodes of
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fever, chills, and night sweats. After much coaxing,
she admits that she stopped taking her mesalamine
after a couple of months when her symptoms

had subsided.

Therapy Compliance

Dr. Salgo queries the panel about the likeli-
hood of Brenda's scenario and issues related to
patient therapy compliance. Dr. Present again reit-
erates the importance of developing an honest pro-
tessional relationship with each patient so the gas-
troenterologist is able to make the best possible
assessment in every situation. This would be espe-
cially important in instances, like Brenda's, where
the patient had been noncompliant. In terms of
dosing adherence, Dr. Lashner states, “I'D and
QID regimens are extremely difficult for any
patient to remember, and the simpler the regimen,
the better the patient compliance.”” He adds, “In a
recent study of ulcerative colitis patients who were
in remission, a full 60% were not compliant with
their prescribed dosing schedules.”®

Dr. Salgo asks if there are any methods that
are effective for promoting patient compliance. Dr.
Present replies, “I explain to my new patients that
they are going to get better with this therapy, and
they are going to want to stop taking it. It is
imperative, however, that they continue. I can offer
them the incentives of reducing the dosing fre-
quency to twice-daily once they are in remission,
and keeping their gastroenterologist happy, but
that is about all that we have for incentives.” Dr.
Lichtenstein adds, “You may also want to warn
them about how suddenly and severely ill, as in
Brenda's case, they can become if they stop
their therapy.”

Dr. Salgo asks, “Are there formulations of
mesalamine that would be especially useful for
someone like Brenda?” Dr Lichtenstein responds,
“The currently available formulations are indicated
for 4 times daily, or 3 times daily, although the
majority of us may use them twice daily. However,
there is a novel agent that is currently under inves-
tigation that is a once-daily formulation of
mesalamine, 1.2grams per pill.”* So, in the future,
if approved, this formulation has the potential to
change the likelihood of patient compliance. We
can be assured of its efficacy and safety because it
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is mesalamine, a drug with which we have a lot of
experience.” Dr. Lashner adds, “This is truly a
major advance in therapy because even with the
best past developments in mesalamine formula-
tions, we are still having to administer pills 3-4
times daily. This would bring the dosing down to
just once-daily.”

Tapering-off Corticosteroids

Dr. Salgo focuses the discussion on how to
manage tapering off corticosteroids after they have
been prescribed for acute disease flares such as
Brenda's. Dr. Present offers, “There are a number
of ways to approach this type of management. One
is to maximize the 5-ASA dose along with the
corticosteroid, and then taper off the corticosteroid
while maintaining the 5-ASA. Another technique
is to administer an immunomodulator such as 6-
mercaptopurine (6-MP), which allows tapering off
the corticosteroid more effective.”** Dr. Salgo
asks if it would then be necessary at some point
to take the patient off of the immunomodulator.
Dr. Lashner replies, “Many of us would not take a
patient off an immunomodulator because it is very
good long-term therapy. The three types of agents
that we currently use for long-term maintenance
therapy are 5-ASA agents, immunomodulators,
and infliximab.”

Maintenance Therapy

Dr. Salgo asks, “How often would Brenda
need to be seen for follow-up, and how long would
she have to continue on her maintenance therapy?”
Dr. Lichtenstein responds, “It would depend on
the individual and the activity of the disease.
If her disease has been very active the year before, I
might see that individual every 3-4 months.
If she is in complete remission and doing well on
mesalamine, and this is a routine follow-up,
perhaps once a year. Individuals who are on
immunomodulators I like to see twice yearly.”
Dr. Present says, “In terms of maintenance therapy,
patients don't want to hear the word 'forever'.
With UC patients, the protocol I follow is, if
patient has been asymptomatic for 2-3 years, I
would do a colonoscopy with biopsy and look
for complete mucosal healing. If there is still
evidence of mucosal abnormalities, or there are
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inflammatory changes in the mucosa, I explain to
the patient that we just can't stop. The risk of a
flare is much too great and we don't want to take
the chance of the patient ending up in the hospital
again.” Drs. Lashner and Lichtenstein agree that
telling a patient that he/she will be taking a med-
ication for the rest of their life is a difficult situa-
tion, but it is the currently accepted regimen.” Dr.
Lashner adds, “We really shouldn't be fooled into
thinking that a normal colonoscopy with normal
biopsy means that they are not going to get a flare.
As soon as they stop the mesalamine, they are at
risk. So if the drug is affordable to them, they have
a dosing regimen that they are happy with (some-
thing that will definitely improve with the once-
daily formulation), and there are virtually no side
effects, I think they should take it indefinitely.” Dr.
Salgo asks Dr. Present how he would approach a
patient in remission with a normal colonoscopy
and biopsy. Dr. Present answers, “The mucosa
rarely completely heals. And we don't know if
completely healed mucosa can be triggered to flare
again because such a study has not been done. In
addition, we don't yet know all of the factors that
can trigger the inflammatory process. We do know
that NSAIDs, antibiotics, and stopping smoking

may serve as triggers that cause disease flares.”**

Medical View 3: Dave

Dave 15 a 38-year old male
who has been followed in the out-
patient gastroenterology clinic after
a colonoscopy performed 6 years ago
to investigate his complaints of
chronic diarrhea and bleeding

revealed histologic features of ulcer-
ative colitis. Dave's family history
1s notable for spastic colon in his
mother, and colitis in his father's
brother. Dave'’s ulcerative colitis
was classified as mild to moderate
9 years ago, but he has recently
been experiencing long term active
periods with little or no remission.

IBD Genetic Associations

Dr. Salgo asks, “What are the genetic mark-
ers for IBD and how close are the associations

with UC and Crohn's disease?” Dr. Lashner
answers, “We know that some families have a high
incidence of IBD, so there is a genetic component
to this group of diseases. One susceptibility locus
for IBD has been found on chromosome 16, and it
is called NOD2/CARD15.***NOD2/CARD15
has been associated with ileal stricturing type
Crohn's disease. However, this gene mutation has
not been associated with UC. Scientists are looking
for other markers that might be linked to UC, but
so far, they haven't found any.” Dr. Salgo follows-
up with the question, “What do you do in a case
where genetic testing on an asymptomatic individ-
ual produces evidence of a key mutation, suggest-
ing they are at risk for that disease?” Dr. Present
answers, “At this point, there is no clinical prece-
dence for genetic testing for UC, so we wouldn't
use it as a screening test.” Dr. Lichtenstein adds,
“If an individual was known to carry a mutation,
you could advise him or her to stay away from cer-
tain triggers that we have already discussed such as
smoking, non-steroidals and antibiotics that might
change their disease from a quiescent to an active
state.”

Cancer Surveillance

Dr. Salgo asks, “How often would you bring
a patient like Dave in for cancer screening?” Dr.
Present replies, “You
would first have to deter-
mine the level of cancer
risk for the patient. A
patient who has had the
disease for 8-10 years and
has extensive disease,
instead of proctitis only,
has a relatively high risk
of cancer. The ACG
guidelines are not defini-
tive on this, but suggest
every 2 to 3 years.?
Frankly, I would like to
see anyone in a cancer-
risk surveillance program
every year for a colonoscopy. However, many
patients are not willing to go through a yearly
colonoscopy for preventive reasons only.” Dr.
Lashner's reply is, “Because most patients will not
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tolerate a yearly colonoscopy, and it probably isn't
cost-eftective, I follow the ACG guidelines of
every 2-3 years.” Dr. Lichtenstein answers, “I
would base the frequency on the patient's disease
characteristics. For instance, if the patient is diag-
nosed with primary sclerosing cholangitis or pan-
colitis, I would do a colonoscopy with biopsies
every year. A recent study by Cyrus Rubin et al.
demonstrated that 18 jumbo biopsies (equivalent
to 36 regular biopsies) were mandated for 95%
confidence of detecting cancer or dysplasia.”
Therefore, in the high-risk group, I would perform

yearly colonoscopy with multiple biopsies.”**

Cancer Chemoprevention

Dr. Salgo's next question has to do with
colorectal cancer chemopreventive agents.
Dr. Lichtenstein replies, “The agent that has
probably been studied the most is mesalamine.
Fernando Velayos published a large meta analysis

that demonstrated about a 50% reduction in col-

34-36

orectal cancer risk for patients taking mesalamine.”

There is also evidence that corticosteroids are
chemopreventive, but again, the risk benefit ratio
needs to be investigated. 6MP has been shown not
to be effective, and there are no data for infliximab
or cyclosporin as of yet.”* Dr. Lashner adds,
“Other agents that have demonstrated chemopre-
ventive properties are folic acid, vitamin D and
calcium.” There is evidence that in patients with
primary sclerosing cholangitis, ursodeoxycholic
acid has a chemopreventive effect. Also, calcium,
we know, has a chemopreventive effect in sporadic
colorectal cancer. So, at the same time that you
prescribe mesalamine to your patients for UC, you
might also consider advising them to take these
agents for chemoprevention.”

Therapeutic Options

Dr. Salgo asks, “For Dave, what other
options do we have before surgery?” Dr. Lashner
responds, “We have many options that include oral
steroids, IV steroids, immunosuppressives, inflix-
imab, and cyclosporin.” Dr. Lashner agrees that
these are the next line of therapy for moderate-to-
severe disease.

Dr. Salgo asks, “Why did Dave's gastroen-

terologist advise against a colonoscopy until some
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of Dave's symptoms were controlled?” Dr. Lashner
responds, “It's not a good idea to perform cancer
surveillance colonoscopy while the patient has
active disease. Too much inflammation will cloud
the pathologist's reading of the biopsies. The result
could turn out to be “indefinite for dysplasia”, and
you would have to perform the test all over again
when the inflammation is better treated.”

Surgical Options

Dr. Salgo asks, “What are the pros and cons
of surgical treatment for recurrent UC in a patient
like Dave?” Dr. Lashner responds, “It is my opin-
ion that the cons generally outweigh the pros. We
really reserve surgery for the people who absolutely
need it and have not responded to therapy, ie. they
are having major complications from the disease or
have definite dysplasia and therefore an exceeding-
ly high cancer risk. The pros are that, theoretically,
you are 'curing the disease'. By removing the colon,
you are removing the inflammatory organ, you're
keeping them out of the hospital, you are taking
them off all medications, and these are the plusses.
On the other hand, it is a big operation often done
in stages, the patient will still have multiple bowel
movements per day, and certain types of surgeries
are associated with complications. For example,
with the ileal pouch, comes the risk of pouchitis.”
Dr. Present interjects, “Even for the patient with
dysplasia, surgery may not represent a quality of
life improvement. Most of our patients with
dysplasia are having 1-3 bowel movements a day,
while after surgery, they will have a mean of
7 per day.”*

When Dr. Lichtenstein is asked to elaborate
on the complications of surgical treatment, he
explains, “The type of surgical procedure will dic-
tate the complications that can occur. For instance,
someone who has a total proctocolectomy and
ileostomy will have fewer complications. But with
an ileostomy, the patient wears a bag on the out-
side, and for many patients with inflammatory
bowel disease, their biggest fear is that they will
end up having to wear an external bag. The total
proctocolectomy ileal pouch-anal anastomosis is
the most common operation with the J shaped
pouch being most commonly used. Pouchitis is a
fairly common adverse event associated with this



Advances in Ulcerative Colitis Diagnosis and Management

surgery, however. In fact in a recent meta analysis
that included 9,300 patients with ileal pouch-anal
anastomosis, the failure rate was about 6-8% over-
all.41 The other surgical technique is the continent
ileostomy, otherwise known as the Koch pouch. It
is located under the skin, and a nipple valve has to
be intubated several times daily. There is a high
rate of obstruction and fistulization associated with
this procedure which means it is not used as much
as the J pouch.”

Dr. Salgo asks, “Which surgical option are
your patients most likely to accept?” Dr. Present
answers, “Nowadays, the younger patient will
always choose the ileal pouch-anal anastomosis
because they want to be able to go to the bathroom
normally. I think in an older patient who is
mature, perhaps already married, settled down
job wise, and has their family, the standard ileosto-
my may be the better answer and again, I think
you have to explain it to the patient and have them
discuss it with other patients who have had
the operation, and let them decide which one
they think will ensure the best quality of life.”

Dr. Lashner agrees and adds, “In patients older
than 65, the ileal pouch-anal anastomosis is no
longer an option because of additional complica-
tions such as incontinence. The best option for
these patients is the standard ileostomy.”

Concluding Remarks

In conclusion, Dr. Lichtenstein states,
“Induction therapy for ulcerative colitis is very
important to achieve remission. The patient with
active symptoms can become asymptomatic. The
use of the appropriate agent is dictated by disease
severity. The individual with mild to moderate dis-
ease represents the majority of individuals that are
seen in clinical practice. These individuals need
agents which are safe, easy to take, and will effec-
tively do the job. We not only want to induce
remission but we want to maintain remission. So,
for those individuals who go into remission with a
mesalamine agent, we would continue on with the
mesalamine agent. If they require more aggressive
therapy, for instance, if they flare two times
within the course of a year, we will give them an
immunomodulator to maintain that remission. If
we need escalated therapy, then it might be inflix-
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imab. But mesalamine remains the cornerstone of
medical therapy. So, the exciting prospect of once-
a-day mesalamine, I think, needs to be looked at so
it can enter our current armamentarium for treat-
ing patients with ulcerative colitis.”

Dr. Present's concluding remarks are, “The
doctor-patient relationship has been and still is the
most important aspect of treating patients with
ulcerative colitis. I think that it's crucial with IBD
patients who have a lifetime of disease, that they
have a good relationship with their physician. The
doctor needs to trust that the patient will comply,
and I think we have heard time and again
throughout this discussion, that if the patient does-
n't adhere to what you tell them to do, they are not
going to do well. So, I think the relationship and
trusting each other for getting through it together;
I think that's still the most important point for
managing our patients with ulcerative colitis.”

Dr. Lashner's concluding remarks deal with
the risk of colorectal cancer. “There is a significant
risk of colorectal cancer for these patients, and this
topic should be thoroughly discussed between doc-
tor and patient. There are two ways that we, as cli-
nicians, can help patients in this regard. One way
is to enroll them in an effective cancer surveillance
program where colonoscopies are offered on a
regular basis with extensive biopsies. The other
way is to stay current on cancer chemopreventive
agents, and educate our patients about 5-ASA,
folic acid, calcium, and in select patients,
ursodeoxycholic acid.”
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CME TEST

1. What clinical criteria are necessary for differentiating
among ulcerative colitis, infectious colitis, and irritable
bowel syndrome?

a. patient history and physical exam

b. stool tests

c. flexible sigmoidoscopy or colonoscopy
d.biopsy results

e. all of the above

2. Which of the following are correct regarding the differen-
tial diagnosis between ulcerative colitis and Crohn's
disease?

a. A differential diagnosis between ulcerative
colitis and Crohn's disease is necessary before
any therapy can be initiated.

b. Approximately 10% of patients present with
symptoms that are a combination of ulcerative
colitis and Crohn's disease.

c. 5-ASA is first-line therapy for mild-to-moder-
ate ulcerative colitis but not Crohn's disease.

d. Disease severity is based on distribution in the
bowel for Crohn's disease but not for ulcerative
colitis.

3. Patient compliance is a common issue with 5-ASA
ulcerative colitis therapy for reasons that include
a. daily multiple dosing regimens
b. life-long duration of treatment
c. adverse events

d.Bothaand b

4. Which therapy(ies) generally allow(s) for tapering-off
of corticosteroids sooner after a flare?
a. Immunomodulators
b.5-ASA
c. Infliximab
d. Antibiotics

5. Which statement best describes the current
understanding for IBD genetic associations?
a. NOD2/CARD15 is associated with both
Crohn's disease and ulcerative colitis
b. Several genetic markers are associated with
both Crohn's disease and ulcerative colitis
c. There is evidence of familial inheritance of
IBD
d. Genetic testing is commonly used as a
screening test for ulcerative colitis
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6. Cancer surveillance of patients with ulcerative colitis
involves
a. regular colonoscopies with biopsies
b. patients with extensive and long-term disease
c. definitive statements as presented in the ACG
guidelines
d.Bothaand b

1. For which therapy is there evidence of cancer
chemopreventive properties?
a. Infliximab
b. 6-MP
c. 5-ASA
d. Cyclosporin

8. For which patients who require surgery would you
recommend the ileal-pouch anal anastomosis?

a. Patients older than 65

b. Patients who are strongly opposed to wearing
an external bag

c. Patients who want the lowest risk of
complications

d. Female patients who want to have children

9. What should be included in therapy decisions for patients
with ulcerative colitis?
a. number of bowel movements per day
b. patient's perception of effects on daily life
c. effects on daily life

d.level of pain
e. all of the above

10. In which patients would you most likely recommend
induction therapy with mesalamine?

a. Patients presenting with moderate-to-severe
disease

b. Patients in whom therapeutic safety is an issue

c. Patients with symptoms of diarrhea and
cramping and psoriasis

d. Patients presenting with evidence of infectious
disease

11. Long-term maintenance therapy for a patient with
successful induction on 6-MP would he
a. Mesalamine
b. 6-MP
c. Infliximab

d. Any of the above
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CME TEST ANSWER KEY

1. Ans.e. [See Diane, Disease Classification] “Despite this era of advanced medical knowledge and technology, the best way
to find out what a patient has wrong with them is the patient history and physical exam,” Dr. Present offers. Dr Lichtenstein
adds, “Visualization of the mucosa (by flexible sigmoidoscopy or colonoscopy) is the important initial step, but a biopsy at the
same time is also helpful because colitis may only be detected at a microscopic level.”

2. Ans. b. [See Diane, Differential Diagnosis] Dr. Present states, “On the other hand, there are patients (approximately 10%)
who present with mixed symptoms that we just aren't able to classify as typical Crohn's or UC.” [7,8]

3. Ans.d. [See Brenda, Therapy Compliance] “TID and QID regimens are extremely difficult for any patient to remember,
and the simpler the regimen, the better the patient compliance,” according to Dr. Lashner. [17] “I explain to my new patients
that they are going to get better with this therapy, and they are going to want to stop taking it. It is imperative, however, that
they continue,” quotes Dr. Present.

4. Ans. a. [See Brenda, Tapering-off Corticosteroids] “Another technique is to administer an immunomodulator such as 6-
mercaptopurine (6-IMP), which allows tapering off the corticosteroid sooner, ” according to Dr. Present. [24, 25]

5. Ans. c. [See Dave, IBD Genetic Associations] Dr. Lashner answers, “We know that some families have a high incidence of
IBD, so there is a genetic component to this group of diseases. One susceptibility locus for IBD has been found on chromo-
some 16, and it is called NOD2/CARD15. [8, 29, 30] NOD2/CARD15 has been associated with ileal stricturing type Crohn's
disease or inflammatory and stricturing type Crohn's disease. However, this gene mutation has not been associated with UC.”

6. Ans.d. [See Dave, Cancer Surveillance] Dr. Present replies, “The ACG guidelines are not definitive on this, but suggest
every 2 to 3 years. [2] Frankly, I would like to see anyone in a cancer-risk surveillance program every year for a colonoscopy.” Dr.
Lichtenstein agrees, “I would do a colonoscopy with biopsies every year.”

7. Ans. c. [See Dave, Cancer Chemoprevention] Dr. Lichtenstein offers, “The agent that has probably been studied the most
is mesalamine. [34-36] Fernando Velayos published a large meta analysis that demonstrated about a 50% reduction in colorectal
cancer risk for patients taking mesalamine. [37] There is also evidence that corticosteroids are chemopreventive, but again, the
risk benefit ratio needs to be investigated. 6MP has been shown not to be effective, and there are no data for infliximab or
cyclosporin as of yet.”[38]

8. Ans.b. [See Dave, Surgical Options] “For instance, someone who has a total proctacolectomy and ileostomy will have fewer
complications. But with an ileostomy, the patient wears a bag on the outside, and for many patients with inflammatory bowel
disease, their biggest fear is that they will end up having to wear an external bag. The total proctacolectomy ileal pouch-anal
anastomosis is the most common operation with the J shaped pouch being most commonly used. Pouchitis is a fairly common
adverse event associated with this surgery, however,” states Dr. Lichtenstein.

9. Ans. e. [See Diane, Disease Classification] Dr. Lashner answers, “Yes, everything you can glean from the patient history is
part of the criteria you would use to assess the severity. The American College of Gastroenterology has developed guidelines on
how to classify patients with mild, moderate, severe or fulminant disease, but these do not always apply to all individuals in all
situations. [2] The bottom line concerning the urgency of therapy, and how quickly you need to get someone under control
depends on how sick they are and how bothered they are by their symptoms.” Dr. Lashner continues, “The impact of the dis-
ease in terms of bleeding, fatigue, and other aspects that are affecting the patient's life are necessary for determining the thera-
pies you are going to prescribe.”

10. Ans. b. [See Diane, Induction Therapy] According to Dr. Lichtenstein, “If you are dealing with disease that is mild to
moderate, mesalamine is historically the best agent available. Its safety record is unsurpassed when we compare it with other
agents used to treat ulcerative colitis.” [9]

11. Ans. d. [See Brenda, Tapering-off Corticosteroids] Dr. Lashner states, “Many of us would not take a patient off an
immunomodulator because it is very good long-term therapy. The three types of agents that we currently use for long-term
maintenance therapy are 5-ASA agents, immunomodulators, and infliximab.”
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