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ATIENTS WITH INFLAMMATORY bowel dis-
ease now have a variety of new treat-

ment options. New uses are being found for old
drugs, and new drugs are becoming available,
including potent immunosuppressive drugs
that control the unchecked inflammation of
the gastrointestinal tract.

As internists and gastroenterologists, we
need to be familiar with these new drugs as
they become more widely used and as patients
ask about new treatments they learn about via
the Internet, television, and lay organizations.
In this article, we offer an overview of current
drugs and their indications for the treatment of
ulcerative colitis and Crohn disease.

■ AMINOSALICYLATES

The aminosalicylates are among the oldest and
most commonly used drugs for ulcerative coli-
tis and Crohn disease.1

Sulfasalazine
Sulfasalazine, introduced in the 1940s for use
in both inflammatory bowel disease and
rheumatoid arthritis, is a compound of sul-
fapyridine and 5-aminosalicylic acid (5-ASA,
mesalamine) linked by a diazo bond.

Action. Taken orally, the drug is delivered
intact into the right colon and subsequently is
degraded by colonic bacteria into 5-ASA (the
active, anti-inflammatory moiety) and sul-
fapyridine, which helps transport 5-ASA to
target areas.

Adverse effects. Although effective in
treating ulcerative colitis and Crohn disease of
the large colon, sulfasalazine is difficult to tol-
erate due to adverse effects in up to 50% of
patients, principally due to the sulfapyridine
moiety. The most common adverse effects are
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■ ABSTRACT

An increasing array of treatments such as
immunosuppressive drugs and tumor necrosis factor
inhibitors can offer patients with ulcerative colitis and
Crohn disease improved relief from symptoms with fewer
adverse effects. Several additional drugs have shown
promise, including nicotine, antimicrobials, and heparin.

■ KEY POINTS

First-line therapy for ulcerative colitis includes oral and
rectal aminosalicylates for mild to moderate disease and
steroids for moderate to severe disease. Steroids also are a
preferred option for nonfistulizing Crohn disease.

Both azathioprine and 6-mercaptopurine have been shown
to be safe and effective in ulcerative colitis and Crohn
disease and enable adult and pediatric patients to avoid
long-term use of corticosteroids.

Infliximab is an effective treatment for inflammatory and
fistulizing Crohn disease.
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nausea, vomiting, anorexia, dyspepsia,
malaise, and headaches, and these are espe-
cially troublesome at doses higher than 3 g per
day. Rare, idiosyncratic reactions include
fever, rash, hepatitis, pancreatitis, pneumoni-
tis, and agranulocytosis. Patients with sulfa
allergies should avoid sulfasalazine. Folate sup-
plementation is recommended because sul-
fasalazine inhibits folate absorption.

Newer aminosalicylates
Newer aminosalicylates deliver 5-ASA to the
distal bowel without the sulfapyridine, result-
ing in fewer adverse effects than sulfasalazine
(TABLE 1, TABLE 2). These formulations are more
expensive than sulfasalazine and, consequent-
ly, are generally prescribed if a trial of sul-
fasalazine fails.

Oral forms are indicated for treatment of
mildly to moderately active ulcerative colitis,
while the rectal forms are indicated for the
treatment of active mild to moderate distal
ulcerative colitis.

Pentasa (controlled-release capsule) con-
sists of 5-ASA packaged in ethylcellulose
microgranules that gradually release 5-ASA
from the jejunum to the colon. It is approved
only for ulcerative colitis but is often used for
Crohn disease of the small bowel.

Asacol (delayed-release tablet), the most
commonly used aminosalicylate, is 5-ASA
enveloped in a coating that dissolves at a pH
of 7 in the distal ileum and colon.

Rowasa, the enema and suppository forms
of 5-ASA, is used for distal disease.

Olsalazine (Dipentum) is indicated for the
maintenance of remission of ulcerative colitis
in patients who cannot tolerate sulfasalazine. It
consists of two 5-ASA molecules linked by a
diazo bond and is activated only by bacterial
cleavage. It is available in capsule form.

Balsalazide (Colazal) is indicated for the
treatment of mildly to moderately active
ulcerative colitis. It consists of 5-ASA mole-
cules linked by a diazo bond to an inert, unab-
sorbed carrier molecule that is broken down
by colonic bacteria.

Adverse effects. Mesalamine is well toler-
ated but can cause mild and transient headache
and abdominal discomfort. Olsalazine causes
secretory diarrhea in up to 10% of patients.
Balsalazide can cause headache, abdominal
pain, diarrhea, and nausea, but these are not
usually severe enough to cause discontinuation
of therapy. Rare side effects of 5-ASA drugs
include pneumonitis, pericarditis, interstitial
nephritis, and thrombocytopenia.

Recommendations for use
Whenever possible, sulfasalazine should be
tried first due to its low cost.

Ulcerative colitis. Aminosalicylates are
used in patients with mild to moderate disease
activity or to maintain remission. For active
disease, 5-ASA given both orally and topical-
ly is superior to either one alone in controlling
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Aminosalicylates for the treatment
of inflammatory bowel disease

MEDICATION UNIT DOSE DOSAGE COLON ACTIVITY SMALL BOWEL ACTIVITY

Sulfasalazine 500 mg 2–4 g/day +++ –
Mesalamine (5-ASA)
Asacol* 400 mg 1.6–4.8 g/day +++ +
Balsalazide (Colazal) 750 mg 6.75 g/day +++ –
Olsalazine (Dipentum) 250 mg 1–3 g/day +++ –
Pentasa† 250 mg 2–4 g/day ++ ++
Rowasa enema 4 g 4 g/day +++ –
Rowasa suppository 1 g 2 g/day +++ –

*Delayed-release tablet
†Controlled-release capsule

T A B L E  1

All forms
of 5-ASA
are usually
used only
in colonic
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symptoms. Topical 5-ASA is superior to topi-
cal corticosteroids for distal disease.2–6 5-ASA
suppositories (Rowasa 1 g) can be substituted
in patients who cannot effectively retain ene-
mas. For maintenance of remission in ulcera-
tive colitis, all 5-ASA agents are similarly
effective.

Crohn disease. All forms of 5-ASA have
limited effectiveness in the small bowel and
are usually used only in colonic disease.
Pentasa has to be delivered at high doses, 4 g
or 16 pills per day, to be effective in treating
active disease of the small bowel.7 These
agents can be effective in maintaining remis-
sion in patients with ileitis or with surgically
induced remission.8

■ STEROIDS

Steroids have been known since the early
1950s to be effective  for both ulcerative coli-
tis and Crohn disease.

Action
The mechanism of action of steroids is
believed to be the blockade of phospholipase
A2 in the arachidonic acid cascade, causing
an alteration in the delicate balance between
the cytoprotective prostaglandins and proin-
flammatory leukotrienes.

Adverse effects
Prolonged use of steroids can cause osteoporo-
sis, moon face, buffalo hump, impaired wound
healing, hyperglycemia, and osteonecrosis of
the femoral head.

Recommendations for use
Steroids are considered first-line therapy for
patients with moderate to severe ulcerative
colitis or nonfistulizing Crohn disease. The
usual prednisone dosage is 40 mg per day with
a taper over 2 to 4 months. For severe active
disease, intravenous steroid regimens that pro-
vide the best response are hydrocortisone 100
mg every 8 hours or methylprednisolone 40
mg daily. Response to intravenous steroids is
superior to that of equivalent oral doses.

Steroid analogues
Oral steroid analogues are locally active cor-
ticosteroids, designed to target areas of

inflammation in the gastrointestinal tract
before being inactivated by the liver during
their first pass, thus avoiding some of the typ-
ical adverse effects of steroid use. Of the
three steroid analogues tested in inflammato-
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Adverse effects of drugs commonly
used for inflammatory bowel disease

Asacol
Headache, rash, nausea, diarrhea, abdominal pain, dry mouth,
dysmenorrhea, anaphylaxis, hematologic effects, interstitial
nephritis, hepatitis, myocarditis, peripheral neuropathy, Stevens-
Johnson syndrome

Azathioprine or 6-mercaptopurine
Pancreatitis, leukopenia, bone marrow suppression, nausea,
vomiting, diarrhea, rash, myalgia, alopecia

Cyclosporine
Seizures, leukopenia, thrombocytopenia, nephrotoxicity, suscepti-
bility to infection, neoplasia, hypertension, hirsutism, tremor,
gingival hyperplasia, paresthesias, nausea, vomiting, abdominal
pain, diarrhea

Fish oils
Bad odor and taste

Infliximab
Susceptibility to infection, lupus-like syndrome, infusion reaction,
lymphoma

Heparin
Hemorrhage, osteoporosis, thrombocytopenia

Methotrexate
Neurotoxicity, leukoencephalopathy, seizures, renal failure,
leukopenia, pulmonary fibrosis, nausea, vomiting, photosensitivity,
ecchymosis

Olsalazine
Secretory diarrhea, headache, rash, nausea, abdominal pain

Pentasa
Dysmenorrhea, anaphylaxis, hematologic effects, interstitial
nephritis, hepatitis, myocarditis, peripheral neuropathy, Stevens-
Johnson syndrome

Steroids
Adrenal insufficiency, osteoporosis, edema, appetite changes,
mood changes, cushingoid features, avascular necrosis

Sulfasalazine
Headache, rash, nausea, diarrhea, abdominal pain, leukopenia,
jaundice, fever, oligospermia, Stevens-Johnson syndrome,
epidermal necrolysis, exfoliative dermatitis, agranulocytosis,
hemolytic anemia

T A B L E  2
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ry bowel disease, budesonide (Entocort EC)
is the only one approved for use in the
United States, and it is indicated specifically
for mildly to moderately active Crohn disease
involving the ileum or the ascending colon.
Tixocortol and fluticasone are still undergo-
ing testing.

Budesonide is designed to deliver steroid
to the distal small bowel and proximal colon.
Large randomized clinical trials9–14 have
shown that budesonide is more effective than
placebo or 5-ASA in inducing remission by 8
weeks and nearly as effective as prednisolone
in Crohn disease. Budesonide has fewer
adverse effects than conventional steroids, but
it is not free of adverse effects and is therefore
not recommended for maintenance therapy.
For left-sided ulcerative colitis, 2-g budesonide
enemas (not available in the United States)
are as effective as prednisolone enemas or 5-
ASA therapy.15,16

■ AZATHIOPRINE AND 6-MERCAPTOPURINE

6-Mercaptopurine (Purinethol) and azathio-
prine (Imuran) are immunosuppressive agents
that can be used instead of long-term cortico-
steroid therapy.

Action
These drugs act by causing chromosomal
breaks that blunt the proliferation of rapidly
dividing cells such as lymphocytes. 6-
Mercaptopurine is a purine analogue, and aza-
thioprine is its S-imidazole precursor.

Adverse effects
Azathioprine was used as single-agent ther-
apy in the large randomized clinical trial,
the National Cooperative Crohn’s Disease
Study,17 which compared azathioprine,
prednisone, and sulfasalazine with placebo
in treating active disease and in maintain-
ing remission. The azathioprine arm was dis-
continued after only 17 weeks when three
patients developed acute pancreatitis.
Subsequently, fears of toxicity have led to
azathioprine’s fall from favor among gas-
troenterologists.

More recent studies have shown that
these immunosuppressive drugs have a more
favorable adverse effect profile than was origi-

nally believed. Fewer than 10% of patients
stop therapy due to reversible bone marrow
suppression, and fewer than 3% develop pan-
creatitis or allergy characterized by abdominal
pain, fever, and rash.

Recommendations for use
Both azathioprine and 6-mercaptopurine
have been shown to be safe and effective in
ulcerative colitis and Crohn disease and
enable adult and pediatric patients to avoid
long-term use of corticosteroids.18 6-
Mercaptopurine can be effective for closure
of fistulas in Crohn disease.19

The duration of therapy most often
required for effectiveness is at least 3 months,
but delayed therapeutic responses have been
demonstrated after 1 year of therapy. Because
of the delayed response, the common practice
of adjusting the dose according to the response
may not be feasible. Some experts have sug-
gested that the dose of immunosuppressive
drug be increased until mild leukopenia
(white blood cell count between 3,000 and
5,000 × 109/L) develops.20 Patients treated to
the point of leukopenia have a faster and more
complete response.

Currently, monitoring of the metabolites 6-
thioguanine nucleoside (the active metabolite)
and 6-methylmercaptopurine (the metabolite
associated with hepatotoxicity in some patients)
can help the clinician find the very narrow win-
dow between effectiveness and toxicity of these
drugs.21

■ CYCLOSPORINE

Cyclosporine is a cyclic polypeptide derived
from either of two fungi and commonly used
in conjunction with organ transplantation.

Action
Cyclosporine reversibly inhibits interleukin-2
(IL-2) gene transcription, causing a decrease
in activity of cytotoxic T cells.

Adverse effects
Cyclosporine has significant adverse effects,
which include nephrotoxicity, hepatotoxicity,
hypertrichosis, gingival hyperplasia, tremors,
paresthesias, seizures, and lymphoproliferative
disorders.

INFLAMMATORY BOWEL DISEASE WOLF AND LASHNER

Budesonide has
fewer ill effects
than steroids,
but it is not for
maintenance
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Recommendations for use
Ulcerative colitis. Intravenous cyclo-

sporine is useful for the treatment of severely
active ulcerative colitis. In the only random-
ized clinical trial of cyclosporine use in ulcer-
ative colitis,22 all patients had severely active
ulcerative colitis that failed to respond to
intravenous corticosteroids. Cyclosporine
was given at 4 mg/kg/day intravenously for no
more than 7 days. The overwhelming success
of cyclosporine (82%) compared with place-
bo (0%) forced an early termination of the
trial. Five (45%) of the original 11 patients
randomized to cyclosporine had a sustained
response and did not require colectomy.

Experience with cyclosporine in clinical
practice has not been as good23,24: only
approximately 50% of patients had a
response and avoided colectomy in the short
term, and 33% avoided colectomy in the
long term. This is most likely due to the
inconsistent bioavailability of the oral form
of cyclosporine.

Cyclosporine enemas are not effective in
left-sided ulcerative colitis.25

Crohn disease. For Crohn disease, intra-
venous cyclosporine temporarily decreased
drainage of fistulas and induced a remission
in inflammatory disease.26,27 Unfortunately,
most patients have a relapse when cyclo-
sporine therapy is converted to the oral form.
Oral cyclosporine has been largely ineffec-
tive in treating inflammatory-type Crohn
disease.28,29

Prophylaxis against Pneumocystis
carinii pneumonia is advised in all patients
taking cyclosporine.30,31

■ METHOTREXATE

Methotrexate, which was introduced in 1947
for the treatment of patients with acute
leukemia, has been used in the treatment of
chronic inflammatory disorders such as
rheumatoid arthritis, psoriasis, asthma, prima-
ry sclerosing cholangitis, and primary biliary
cirrhosis.

Action
Methotrexate binds to tetrahydrofolate reduc-
tase and interferes with purine synthesis of
rapidly proliferating cells.

Adverse effects
Minor adverse effects such as nausea and
abdominal cramps are due to folic acid antag-
onism by methotrexate and can be prevented
with coadministration of folic acid 1 mg/day,
without interfering with the effectiveness of
the methotrexate.

Other adverse effects include hepatic
fibrosis (when the total dose exceeds 1.5 g,
with a lower threshold for obese and alcoholic
patients), liver function test abnormalities,
alopecia, pneumonitis, hypersensitivity, and
teratogenicity. Due to the risk of teratogenici-
ty, methotrexate is contraindicated during
pregnancy, and women and men of reproduc-
tive age who take methotrexate should use
birth control.

Clinical trial results
A small 12-week open-label trial of
methotrexate 25 mg/week intramuscularly in
Crohn disease patients32 showed a 79%
response rate, defined as lowering disease
activity and prednisone use.

A randomized clinical trial of 141
patients33 comparing the same dose of
methotrexate with placebo over 16 weeks
demonstrated a 39.4% rate of induced remis-
sion in the methotrexate group vs 19.1% in
the placebo group. Seventeen percent of
methotrexate-treated patients withdrew due
to adverse effects, most commonly liver func-
tion test abnormalities and nausea.

Another randomized clinical trial34 in
patients whose Crohn disease had responded
to methotrexate showed that 15 mg/week of
methotrexate was significantly better than
placebo in maintaining remission.

Recommendations for use
Currently, methotrexate is used as long-term
therapy in patients who do not respond to or
cannot tolerate azathioprine or 6-mercapto-
purine.

■ FISH OILS

Eicosapentaenoic acid (EPA, fish oil) is
thought to suppress production of inflamma-
tory agents, and its use has been suggested in
the treatment of rheumatoid arthritis and pso-
riasis.
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Action
Arachidonic acid metabolism produces
leukotriene B4, a potent proinflammatory
cytokine. EPA in high doses interferes with
arachidonic acid metabolism, leading to the
production of the less-potent cytokine
leukotriene B5. High oral doses of fish oil also
inhibit thromboxane A2 production and
thereby act as an anticoagulant.

Adverse effects
Unfortunately, the high doses of fish oils
required in inflammatory bowel disease have a
distasteful, odoriferous effect.

Clinical trial results
Crohn disease. In a study of Crohn disease

patients who were in remission but were at high
risk of relapse,35 28% of those who took 2.7 g of
EPA daily had a relapse by 12 months vs 69%
of placebo-treated patients. Diarrhea was the
principal adverse effect requiring discontinua-
tion of treatment. These results, though, could
not be confirmed subsequently.36

Ulcerative colitis. In a study of the effects
of fish oil supplementation in moderately active
ulcerative colitis,37 18 patients taking pred-
nisone and sulfasalazine took 18 capsules per day
of fish oil (equal to 3.24 g/day of EPA and 2.16
g/day of docosahexaenoic acid) for 4 months,
followed by a 1-month “washout” period, then 4
months of 18 placebo capsules. The investiga-
tors observed that fish oil supplementation
allowed steroids to be tapered significantly.37

In another study,38 more than 5 g of EPA
per day delayed relapse for 3 months compared
with placebo, but the rate of relapse was simi-
lar at 2 years, leading the authors to conclude
that fish oil supplementation can “temporarily
retard, but not prevent,” relapse in patients
with ulcerative colitis.38

Recommendations for use
Even though there are some promising studies,
the lack of long-term effectiveness and the
bad taste make this a medicine not actively
being used in clinical settings.

■ INFLIXIMAB

Infliximab (Remicade) is a chimeric mouse-
human monoclonal antibody approved for

the treatment of inflammatory Crohn dis-
ease (one 5-mg/kg infusion over 2 hours)
and fistulous Crohn disease (three 5-mg/kg
infusions over 6 weeks).

Action
Elevations of tumor necrosis factor-alpha in
the stool of patients with Crohn disease are
associated with an increase in disease activity.
A single intravenous infusion of infliximab
induces lysis of mononuclear cells, thereby
causing a decrease in all of the inflammatory
cytokines that they produce, including tumor
necrosis factor-alpha.39,40

Adverse effects
Adverse effects of infliximab include upper-
respiratory infections, abdominal pain,
fatigue, myalgia, infusion reactions, nausea,
and the development of both anti-ds-DNA
antibodies and anti-chimeric antibodies. The
development of lymphoma has been reported
in patients receiving infliximab infusions,41–43

but the incidence is very low, and more data
are needed to better estimate the risk of lym-
phoma in these patients.44

Clinical trial results
In one clinical trial of patients with inflam-
matory Crohn disease,45 infliximab induced a
clinical response in 81% of patients taking the
drug vs 17% in placebo-treated patients; it
induced clinical remission in 33% vs 4% of
placebo-treated patients. Adverse effects were
minor, short-lived, and no different than in
placebo-treated patients.

In a study of Crohn disease patients with
enterocutaneous or perianal fistulas,46 infliximab
induced a response in 68% of patients vs 26% in
the placebo group and induced complete fistula
closure in 55% vs 13% in the placebo group;
these fistulas remained closed for a median of 3
months.46 Adverse effects in treated patients
were no different than in the placebo group.

Maintenance therapy with infliximab given
every 8 weeks for four additional doses was more
effective than placebo,47 but maintenance ther-
apy with infliximab has not been approved.

Recommendations for use
Infliximab is an effective treatment for both
inflammatory and fistulizing Crohn disease.

INFLAMMATORY BOWEL DISEASE WOLF AND LASHNER
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■ HEPARIN

Interest in heparin in the treatment of inflam-
matory bowel disease was fueled by interesting
case reports of unexpected side effects of
heparin used in patients with other conditions.

A patient with active ulcerative colitis
who required heparin for deep venous throm-
bosis experienced a complete remission of his
colitis after heparin administration.48 Eight of
9 additional patients with active ulcerative
colitis (and no deep vein thrombosis) refrac-
tory to corticosteroids who were treated with
10,000 units of heparin subcutaneously twice
daily showed a complete remission; the other
patient showed a partial response.

Heparin also has been shown to induce a
rapid resolution of chronically active symp-
toms of diarrhea, hematochezia, arthralgia,
and pyoderma gangrenosum in a patient with
ulcerative colitis.49

Unfractionated heparin given to patients
with either ulcerative colitis or Crohn disease
had a beneficial effect in ulcerative colitis
patients only.50 Seven of 13 ulcerative colitis
patients achieved complete remission within
4 weeks, but one patient had massive lower
gastrointestinal bleeding.

In another series, 12 of 16 steroid-resistant
ulcerative colitis patients given heparin had a
marked improvement in symptoms within 1
week.51

Action and recommendations
Such findings suggest that the pathogenesis of
ulcerative colitis may involve microthrombo-
sis in the intestinal circulation, which is
resolved by heparin. While these reports are
encouraging, further studies are warranted to
determine what utility heparin will have for
steroid-refractory ulcerative colitis.

■ ANTIMICROBIALS

Investigators have long postulated that a tran-
sient infection may initiate a cascade of
inflammatory events that may lead to ulcera-
tive colitis in predisposed individuals.

Ciprofloxacin
The literature contains conflicting reports
about the use of ciprofloxacin (Cipro) in

inducing remission in such patients. For
example, for an acute flare-up of disease,
ciprofloxacin in addition to prednisolone and
5-ASA had no additional beneficial effect
when compared with placebo.52 But 6 months
of maintenance therapy with ciprofloxacin in
ulcerative colitis patients with a medically
induced remission was associated with a
relapse rate of only 21% at 6 months vs 44%
in placebo-treated patients (P < .02).53

Metronidazole
Metronidazole (Flagyl) has been shown to be
effective in active colonic Crohn disease.
Some benefit can be derived from adding
metronidazole in Crohn disease patients
whose disease is only partially responsive to 5-
ASA or to steroids. Metronidazole also has
beneficial activity in treating perianal compli-
cations in Crohn disease patients.

Both metronidazole and ciprofloxacin
have benefit in certain clinical situations, eg,
in the treatment of acute pouchitis in ulcera-
tive colitis patients following proctocolecto-
my and ileal pouch-anal anastomosis.

Adverse effects
Adverse effects of metronidazole include
peripheral neuropathy, neutropenia, nausea,
vomiting, and a metallic taste. Adverse effects
of ciprofloxacin include nausea, diarrhea,
vomiting, abdominal pain, and headache in
up to 10% of patients.

Recommendations for use
Although these antibiotics are useful in the
treatment of pouchitis, antibiotics currently
have no role in the therapy of ulcerative coli-
tis or inflammatory Crohn disease. Although
ciprofloxacin is more expensive than metro-
nidazole, it is frequently substituted if patients
cannot tolerate metronidazole.

■ NICOTINE

Intriguing case reports of improvements in
ulcerative colitis disease activity with the
intake of nicotine from cigarettes or nicotine
gum led to equally intriguing epidemiologic
studies. The consistent finding of these studies
was that cigarette smoking protected against
the development of ulcerative colitis.54,55 At

CLEVELAND CL IN IC JOURNAL OF MEDICINE      VOLUME 69 •  NUMBER 8      AUGUST  2002 629

Evidence of
heparin benefit
in ulcerative
colitis needs
more study

 on May 24, 2023. For personal use only. All other uses require permission.www.ccjm.orgDownloaded from 

http://www.ccjm.org/


■ REFERENCES
1. Brzezinski A, Rankin GB, Seidner DL, Lashner BA. 5-

Aminosalicylic acid in inflammatory bowel disease: old and
new preparations. Cleve Clin J Med 1995; 62:317–323.

2. Marshall JK, Irvine EJ. Rectal corticosteroids versus alterna-
tive treatments in ulcerative colitis: a meta-analysis. Gut
1997; 40:775–781.

3. Riley SA, Mani V, Goodman MJ, Herd ME, Dutt S, Turnberg
LA. Comparison of delayed release 5-ASA (mesalamine)
and sulfasalazine in the treatment of mild to moderate
ulcerative colitis relapse. Gut 1988; 29:669–674.

4. Schroeder KW, Tremaine WJ, Ilstrup DM. Coated oral 5-
aminosalicylic acid therapy for mildly to moderately active
ulcerative colitis: a randomized study. N Engl J Med 1987;
317:1625.

5. Green JR, Lobo AJ, Holdsworth CD, et al. Balsalazide is
more efficacious and better tolerated than mesalamine in
the treatment of acute ulcerative colitis. Gastroenterology
1998; 114:15–22.

6. Mulder CJ, Tytgat GM, Weterman IT, et al. Double-blind
comparison of slow release 5-ASA and sulfasalazine in
remission maintenance in ulcerative colitis.
Gastroenterology 1988; 95:1449–1453.

7. Singleton JW, Hanauer SB, Gitnick GL, et al. Mesalamine
capsules for the treatment of active Crohn’s disease:
Results of a 16-week trial. Gastroenterology 1993;
104:1293–1301.

8. Camma C, Giunta M, Rosselli M, Cuttone M. Mesalamine
in the maintenance treatment of Crohn’s disease: a meta-
analysis adjusted for confounding variables.
Gastroenterology 1997; 113:1465–1473.

9. Greenberg GR, Feagan BG, Martin F, et al. Oral budesonide
for active Crohn’s disease. N Engl J Med 1994; 331:836–841.

10. Rutgeerts P, Lofberg R, Malchow H, et al. A comparison of
budesonide with prednisolone for active Crohn’s disease. N
Engl J Med 1994; 331:842–845.

11. Bar-Meir S, Chowers Y, Lavy A, et al. Budesonide versus
prednisone in the treatment of active Crohn’s disease. The
Israeli Budesonide Study Group. Gastroenterology 1998;
115:835–840.

12. Thomsen OO, Cortot A, Jewell D, et al. A comparison of
budesonide and mesalamine for active Crohn’s disease. N
Engl J Med 1998; 339:370–374.

13. Campieri M, Ferguson A, Doe W, Persson T, Nilsson LG.
Oral budesonide is as effective as oral prednisolone in
active Crohn’s disease. Gut 1997; 41:209–214.

14. Gross V, Andus T, Caesar I, et al. Oral pH-modified release
budesonide vs 6-methylprednisolone in active Crohn’s dis-
ease. Eur J Gastroenterol Hepatol 1996; 8:905–909.

15. Lofberg R, Ostergaard Thomsen O, et al. Budesonide ver-
sus prednisolone retention enemas in active distal ulcera-

tive colitis. Aliment Pharmacol Ther 1994; 8:623–629.
16. Lemann M, Galian A, Rutgeerts P, et al. Comparison of

budesonide and 5-aminosalicylic acid enemas in active dis-
tal ulcerative colitis. Aliment Pharmacol Ther 1995;
9:557–562.

17. Singleton JW, Law DH, Delly ML, et al. National
Cooperative Crohn’s Disease Study: results of drug treat-
ment. Gastroenterology 1979; 77:847–869.

18. Kirschner BS. Safety of azathioprine and 6-mercaptopurine
in pediatric patients with inflammatory bowel disease.
Gastroenterology 1998; 115:813–821.

19. Present DH, Korelitz BI, Wisch N, et al. Treatment of
Crohn’s disease with 6-mercaptopurine: a long-term, ran-
domized, double-blind study. N Engl J Med 1980;
302:981–987.

20. Colonna T, Korelitz BI. The role of leukopenia in the 6-mer-
captopurine-induced remission of refractory Crohn’s dis-
ease. Am J Gastroenterol 1994; 89:362–366.

21. Dubinsky MC, Lamothe S, Yang HY, et al.
Pharmacogenomics and metabolite measurement for 6-
mercaptopurine therapy in inflammatory bowel disease.
Gastroenterology 2000; 118:705–713.

22. Lichtiger S, Present DH, Kornbluth A, et al. Cyclosporine in
severe ulcerative colitis refractory to steroid therapy. N
Engl J Med 1994; 330:1841–1845.

23. Sandborn WJ. A critical review of cyclosporine therapy in
inflammatory bowel disease. Inflamm Bowel Dis 1995; 1:48–63.

24. Kozarek R, Bedard C, Patterson D, et al. Cyclosporine use
in the precolectomy chronic ulcerative colitis patient: a
community experience and its relationship to prospective
and controlled clinical trials. Am J Gastroenterol 1995;
90:2093–2096.

25. Sandborn WJ, Tremaine WJ, Schroeder KW, et al. A place-
bo-controlled trial of cyclosporine enemas for mildly to
moderately active left-sided ulcerative colitis.
Gastroenterology 1994; 106:1429–1435.

26. Hanauer SB, Smith MB. Rapid closure of Crohn’s disease
fistulas with continuous intravenous cyclosporine A. Am J
Gastroenterol 1993; 88:646–649.

27. Egan L, Sandbar JW, Thrombin JW. Clinical outcome fol-
lowing treatment of refractory inflammatory and fistuliz-
ing Crohn’s disease with intravenous cyclosporine. Am J
Gastroenterol 1998; 93:442–448.

28. Brynskov J, Freund L, Rasmussen SN. A placebo controlled,
double-blind randomized trial of cyclosporine therapy in
active chronic Crohn’s disease. N Engl J Med 1989;
321:845–850.

29. Feagan BG, McDonald JWD, Rochon J, et al. Low-dose
cyclosporine for the treatment of Crohn’s disease. N Engl J
Med 1994; 330:1846–1851.

30. Kornbluth A, Present DH, Lichtiger S, Hanauer S.

630 CLEVELAND CL IN IC JOURNAL OF MEDICINE      VOLUME 69 •  NUMBER 8      AUGUST  2002

diagnosis, fewer than 15% of adults with ulcer-
ative colitis smoke vs approximately 35% of
the general US adult population.

Action
The cellular mechanism for this effect is not
known, but cigarette smoking is associated
with global suppression of the immune system,
as well as potentiation of the protective mucus
barrier in the colon.

Clinical trial observations
Ulcerative colitis patients with moderately

active disease often improve with nicotine
intake. Nicotine gum, up to 10 squares or 20
mg/day, is effective and is best tolerated
among former smokers.56 The nicotine patch
(up to 25 mg/day) is a delivery system that
minimizes side effects and has also been found
effective.57,58 Nicotine patches are not effec-
tive for maintenance, and using them for more
than 8 weeks risks addiction.59

Adverse effects
Adverse effects include parched throat, tachy-
cardia, headache, and nausea.

INFLAMMATORY BOWEL DISEASE WOLF AND LASHNER

Moderately
active
ulcerative
colitis often
improves with
nicotine intake

 on May 24, 2023. For personal use only. All other uses require permission.www.ccjm.orgDownloaded from 

http://www.ccjm.org/


CLEVELAND CL IN IC JOURNAL OF MEDICINE      VOLUME 69 • NUMBER 8      AUGUST  2002 631

Cyclosporin for severe ulcerative colitis: a user’s guide. Am J
Gastroenterol 1997; 92:1424–1428.

31. Cohen RD, Stein R, Hanauer SB. Intravenous cyclosporine in
ulcerative colitis: a five-year experience. Am J
Gastroenterol 1999; 94:1587–1592.

32. Kozarek RA, Patterson DJ, Gelfand MD, Botoman VA, Ball
TJ, Wilske KR. Methotrexate induces clinical and histologic
remission in patients with refractory inflammatory bowel
disease. Ann Intern Med 1989; 110:353–356.

33. Feagan BG, Rochon J, Fedorak RN, et al. Methotrexate for
the treatment of Crohn’s disease. N Engl J Med 1995;
332:292–297.

34. Feagan BG, Fedorak RN, Irvine EJ, et al. A comparison of
methotrexate with placebo for maintenance of remission
in Crohn’s disease. N Engl J Med 2000; 342:1627–1632.

35. Belluzzi A, Brignola C, Campieri M, et al. Effect of an
enteric-coated fish-oil preparation on relapses in Crohn’s
disease. N Engl J Med 1996; 334:1557–1560.

36. Lorenz-Meyer H, Bauer P, Nicolay C, et al. Omega-3 fatty
acids and low carbohydrate diet for maintenance of remis-
sion in Crohn’s disease: a randomized controlled multicen-
ter trial. Scand J Gastroenterol 1996; 31:778–785.

37. Stenson WF, Cort D, Rodgers J, et al. Dietary supplementa-
tion with fish oil in ulcerative colitis. Ann Intern Med 1992;
116:609–614.

38. Loeschke K, Ueberschaer B, Pietsch A, et al. n-3 fatty acids
only delay early relapse of ulcerative colitis in remission.
Dig Dis Sci 1996; 41:2087–2094.

39. Baert FJ, D’Haens GR, Peeters M, et al. Tumor necrosis fac-
tor-alpha antibody (infliximab) therapy profoundly down-
regulates the inflammation in Crohn’s ileocolitis.
Gastroenterology 1999; 116:22–28.

40. D’Haens G, van Deventer S, van Hogezand R, et al.
Endoscopic and histological healing with infliximab anti-
tumor necrosis factor antibodies in Crohn’s disease: a
European multicenter trial. Gastroenterology 1999;
116:1029–1034.

41. Bickston SJ, Lichtenstein GR, Arseneau KO, Cohen RB,
Cominelli F. The relationship between infliximab treatment
and lymphoma in Crohn disease. Gastroenterology 1999;
117:1433–1437.

42. Rutgeerts P, D’Haens G, Targan S, et al. Efficacy and safety
of retreatment with anti-tumor necrosis factor antibody
(infliximab) to maintain remission in Crohn disease.
Gastroenterology 1999; 117:761–769.

43. Sandborn WJ, Hanauer SB. Antitumor necrosis factor ther-
apy for inflammatory bowel disease: a review of agents,
pharmacology, clinical results, and safety. Inflamm Bowel
Dis 1999; 5:119–133.

44. Aithal GP, Mansfield JC. The risk of lymphoma associated
with inflammatory bowel disease and immunosuppressive
treatment. Aliment Pharmacol Ther 2001; 15:1101–1108.

45. Targan SR, Hanauer SB, Van Deventer SCH, et al. A short-
term study of chimeric monoclonal antibody cA2 to tumor

necrosis factor-alpha for Crohn’s disease. N Engl J Med
1997; 337:1029–1035.

46. Present DH, Rutgeerts P, Targan S, et al. Infliximab for the
treatment of fistulas in patients with Crohn’s disease. N
Engl J Med 1999; 340:1398–1405.

47. Rutgeerts P, D’Haens G, Targan S, et al. Efficacy and safety
of retreatment with anti-tumor necrosis factor antibody
(infliximab) to maintain remission in Crohn’s disease.
Gastroenterology 1999; 117:761–769.

48. Gaffney PR, Doyle CT, Gaffney A, Hogan J, Hayes DP, Annis
P. Paradoxical response to heparin in 10 patients with ulcer-
ative colitis. Am J Gastroenterol 1995; 90:220–223.

49. Dwarakanath AD, Yu LG, Brookes C, Pryce D, Rhodes JM.
“Sticky” neutrophils, pathergic arthritis, and response to
heparin in pyoderma gangrenosum complicating ulcerative
colitis. Gut 1995; 37:585–588.

50. Folwaczny C, Wiebecke B, Loeschke K. Unfractioned
heparin in the therapy of patients with highly active
inflammatory bowel disease. Am J Gastroenterol 1999;
94:1551–1555.

51. Evans RC, Wong VS, Morris AI, Rhodes JM. Treatment of
corticosteroid-resistant ulcerative colitis with heparin—a
report of 16 cases. Aliment Pharmacol Ther 1997;
11:1037–1040.

52. Mantzaris GJ, Archavlis E, Christoforidis P, et al. A prospec-
tive randomized controlled trial of oral ciprofloxacin in
acute ulcerative colitis. Am J Gastroenterol 1997;
92:454–456.

53. Turunen UM, Farkkila MA, Hakala K, et al. Long term treat-
ment of ulcerative colitis with ciprofloxacin: a prospective,
double-blind, placebo-controlled study. Gastroenterology
1998; 115:1072–1078.

54. Boyko EJ, Koepsell TD, Perera DR, Inui TS. Risk of ulcerative
colitis among former and current cigarette smokers. N Engl
J Med 1987; 316:707–710.

55. Silverstein MD, Lashner BA, Hanauer SB. Cigarette smok-
ing and ulcerative colitis: a case-control study. Mayo Clin
Proc 1994; 69:425–429.

56. Lashner BA, Hanauer SB, Silverstein MD. Testing nicotine
gum for ulcerative colitis patients: Experience with single
patient trials. Dig Dis Sci 1990; 35:827–832.

57. Pullan RD, Rhodes J, Ganesh S, et al. Transdermal nicotine
for active ulcerative colitis. N Engl J Med 1994;
330:811–815.

58. Sandborn WJ, Tremaine WJ, Offord KP, et al. Transdermal
nicotine for mildly to moderately active ulcerative colitis.
Ann Intern Med 1997; 126:364–371.

59. Thomas GAO, Rhodes J, Mani V, et al. Transdermal nicotine
as maintenance therapy for ulcerative colitis. N Engl J Med
1995; 332:988–992.

ADDRESS: Bret Lashner, MD, Department of Gastroenterology,
A30, The Cleveland Clinic Foundation, 9500 Euclid Avenue,
Cleveland, OH 44195; e-mail lashneb@ccf.org.

 on May 24, 2023. For personal use only. All other uses require permission.www.ccjm.orgDownloaded from 

http://www.ccjm.org/

