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Managing Crohn’s Disease 2009
Background
Crohn’s disease has an estimated incidence of
5/100,000 U.S. residents and prevalence
roughly 10 times that number. This systemic
disease with primarily gastrointestinal man-
ifestations is responsible for significant mor-
bidity and incurs surgical and medical costs
of approximately $2 billion annually in this
country. The Practice Parameters Committee
of the American College of Gastroenterolo-
gy published revised guidelines for manage-
ment in January 2009.

Conclusions
Onset of disease is usually insidious, with
chronic diarrhea, nausea, abdominal pain,
weight loss, and fever as common presenting
symptoms. Other inflammatory bowel dis-
eases, idiopathic intestinal diseases, and irri-
table bowel syndrome are the principal 
differential diagnostic possibilities for gastro-
intestinal Crohn’s disease. Extraintestinal
symptoms are common, and gastrointestinal
adenocarcinoma risk is increased in patients
with long-standing disease.

Crohn’s disease usually has a chronic re-
lapsing course. Less than 5% of patients have
continuous disease activity, and 13% have no
relapses after the initial exacerbation. A patient
who is in remission for 1 year has an 80%
chance of remaining in remission for an addi-
tional year; however, those with active disease
in the past year have a 70% chance of recur-
rent symptomatic flare in the following year.

Gastrointestinal and respiratory infections,
cigarette smoking, and use of NSAIDs have
been implicated in initiating or exacerbating
Crohn’s disease. The contribution of stress is
controversial.

Crohn’s disease is not “curable” with cur-
rently available treatments; common treat-
ment goals include inducing and maintaining
symptomatic control, improving quality of
life, and minimizing complications. Achieving
short- and long-term mucosal and histologic
healing is a newer goal of treatment.

Fistulas develop in 20%-40% of patients
over a lifetime of disease, with enterocuta-
neous fistulas most common. Although fis-
tulas may close spontaneously or with treat-
ment, recurrence is common.

Implementation
Endoscopy with tissue biopsy and radi-
ographic studies—based on an individual pa-
tient’s presentation—are required to make
the diagnosis of Crohn’s disease. Several ge-
netic mutations have been associated with the
development of Crohn’s disease but have not
proven clinically useful to date.

The presence of fecal leukocytes and ele-
vated serum markers for inflammation are
useful in confirming intestinal inflammation
but are not specific for a particular disorder.
The presence of antibodies against Saccha-
romyces cerevisiae, antineutrophil cytoplas-
mic antibodies, and others support the diag-
nosis of Crohn’s disease but are not
sufficiently sensitive or specific to be diag-
nostic. There is no single standard for deter-
mination of disease activity.

Mesalamine and antibiotics (including an-
timycobacterial regimens) have not been

demonstrated to be more effective than place-
bo for luminal Crohn’s disease. Controlled-re-
lease oral budesonide is recommended for
primary treatment of mild to moderate ileal
and right colonic Crohn’s disease.

Patients with moderate to severe Crohn’s
disease flares should be treated initially with
40-60 mg of oral prednisone daily until symp-
toms are controlled (usually 7-28 days). Par-
enteral methotrexate and anti–tumor necro-
sis factor monoclonal antibodies are effective
for steroid-refractory Crohn’s disease.

Azathioprine and 6-mercaptopurine are ef-
fective in maintaining steroid-induced remis-
sion; however, over 50% of patients treated
acutely with steroids will develop steroid de-
pendence or resistance. 

Imaging to assess for obstruction or abscess,
supportive care (including hydration, ade-
quate nutrition, transfusion if required, na-
sogastric suction and bowel rest for bowel ob-
struction, and other interventions as needed),
and hospitalization are required for patients
with severe and/or fulminant exacerbations.

Parenteral corticosteroids are recom-
mended for initial treatment of patients with
severe or fulminant Crohn’s disease. Par-
enteral cyclosporine and tacrolimus may be
considered for those patients who do not re-
spond to injectable steroids. Most patients
will require maintenance therapy with an al-
ternate immunomodulator.

Acute abscess formation and perianal ab-
scesses require surgical drainage. Perianal
complications without abscess formation
may respond to metronidazole (with or with-
out ciprofloxacin), and other antibiotics and
immunomodulators have been evaluated in
small studies.

Maintenance treatment to reduce relapse,
maintain remission, and improve patient qual-
ity of life after induction treatment is recom-
mended for many patients. Sulfasalazine and
mesalamine have not been shown to be con-
sistently effective for maintenance. The regi-
men chosen will often depend on the patient’s
specific disease pattern, what agent the exac-
erbation responded to, and the completeness
of response. Smoking cessation remains a con-
sistent factor in reducing the risk of recurrence.
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Simple Rule Predicts
C. difficile Recurrence

B Y  R O B E R T  F I N N

Many patients with
Clostridium difficile in-
fection experience re-

peated bouts of the illness, and a
rule has been developed to accu-
rately predict a patient’s risk of
recurrence, reported Dr. Mary Y.
Hu and her colleagues.

The simple prediction rule
takes into account a patient’s age,
use of antibiotics, and severity of
disease. The researchers showed
that the rule has a diagnostic ac-
curacy of 72%. 

These factors had been shown
previously to be significant inde-
pendent predictors of recurrent
C. difficile diar-
rhea, wrote Dr.
Hu of Harvard
Medical School,
Boston, and her
colleagues. A
fourth indepen-
dent predictor—
the serum level
of antitoxin A
IgG—appeared
to reduce the ac-
curacy of the
rule (Gastroen-
terology 2009
April [doi:10.
1 0 5 3 j . g a s t r o.
2008.12.038]).

The investigators derived the
rule from a study of 63 patients
hospitalized with C. difficile in-
fection between January and May
1998, and validated it with data
collected prospectively from 64
patients hospitalized between
December 2004 and May 2006.

The rule assigns 1 point to each
of the following three character-
istics: age greater than 65 years,
disease judged to be severe or ful-
minant in intensity, and addi-
tional antibiotic use after the dis-
continuation of therapy for C.
difficile infection. In the validation
group, recurrence occurred in 7
of 19 patients scoring 2 points or
higher (37%) but in 6 of 45 pa-
tients scoring 0 or 1 (13%). 

In the validation cohort, the
sensitivity of the rule was 54%,
the specificity was 77%, the pos-
itive predictive value was 37%,
and the negative predictive value
was 87%. The diagnostic accura-
cy was 72%. This compared fa-
vorably to the original derivation
cohort, in which the rule’s diag-
nostic accuracy was 77%. 

They also tested a combined
rule that assigned an additional 2
points to a serum antitoxin A IgG
level less than 1.29 ELISA units.
With a threshold of 4 points or
above, this combined rule ap-
peared promising among the de-

rivation cohort: Of these patients,
16 had antitoxin A IgG data avail-
able. Of those, all eight patients in
the high-risk group had recurrent
C. difficile infection, while only
one of the eight patients in the
low-risk group had recurrence.
In this analysis, the sensitivity of
the rule was 89%, specificity was
100%, and diagnostic accuracy
was 94%. This rule proved to be
far less predictive in the validation
cohort, in which 26 patients had
antitoxin A IgG data available. 
Infection recurred in 3 of 6 pa-
tients in the high-risk group and
5 of 20 patients in the low-risk
group. This translates to a sensi-
tivity of 38%, specificity of 83%,

and diagnostic accuracy of 69%. 
The researchers advanced sev-

eral hypotheses for the disap-
pointing performance of the
combined rule, including few
serum samples available for anti-
body measurement and variations
in the timing of antibody mea-
surement. Also, the epidemiology
of C. difficile infection changed
between 1998 and 2004-2006. 

The three-factor prediction rule
for recurrence was “simple, reli-
able, and accurate,” according to
the investigators. “This rule is
valuable in clinical practice as it
defines a high-risk population in
whom awareness of the risk can
facilitate more prompt recogni-
tion, diagnosis, and treatment of
recurrent [C. difficile infection].
These patients are also most like-
ly to benefit from interventions to
prevent recurrence, such as infec-
tion control precautions [or] pru-
dent use of antibiotics.”

The study was supported by
grants from the National Insti-
tutes of Health and the Irish
Health Research Board. Coauthor
Dr. Ciarán P. Kelly of Harvard
Medical School acknowledged
acting as a scientific consultant for
and receiving research funding
from several companies produc-
ing or developing treatments for
C. difficile infection. ■

A simple new rule can be used to predict
recurrence of C. difficile infection, which can
cause repeated bouts of diarrhea.
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