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Cytomegalovirus (CMV)-
Negative Blood
Transfusions in CMV-
Negative Inflammatory
Bowel Disease Patients

To the Editor:

Cytomegalovirus (CMV) entero-
colitis can complicate immunosup-
pressed, and occasionally immuno-
competent, patients with inflammatory
bowel disease (IBD).1,2 CMV colitis
can also be associated with steroid-
refractory colitis.1–3 Acute CMV in-
fection has also been associated with
alteration of the immune system and a
flare-up of IBD independent of CMV
enterocolitis.4,5 Patients with severe
IBD may require various immunosup-
pressive therapies, which makes them
vulnerable to superimposed CMV en-
terocolitis. This in turn can complicate
their disease course and therapy.1

Blood transfusions can transmit
CMV.6,7 Although 70% of the popula-
tion is seropositive for CMV, this
leaves 30% at risk for CMV infection.
We have previously reported an immu-
nosuppressed patient with Crohn’s co-
litis who developed acute CMV infec-
tion after being transfused blood from
a CMV-seropositive donor.8 This pre-
cipitated the development of pancyto-
penia and fulminant colitis requiring
emergency colectomy.8

IBD patients may require trans-
fusions to treat symptomatic iron de-
ficiency anemia, or severe gastrointes-
tinal bleeding. Such patients who are

CMV-seronegative are best transfused
with CMV-negative and/or leukocyte-
reduced blood, particularly if they are
immunosuppressed, or may require
immunosuppressive therapy in the fu-
ture. This can avoid the consequences
of transfusion-associated acute CMV
and superimposed CMV enterocolitis.
This is also of importance when trans-
fusing CMV-seronegative IBD pa-
tients during pregnancy, to avoid
CMV infection of the fetus or new-
born.

Charles Berkelhammer,MD
Section of Gastroenterology

University of Illinois
Oak Lawn, Illinois
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Safety and Effectiveness
of Long-term Budesonide
Treatment in Maintaining
Remission in Patients
With Mild-to-moderate
Crohn’s Disease

To the Editor:
The hallmark of Crohn’s disease

(CD) is a chronic relapsing course, since
most of the patients alternate between
acute symptomatic relapses and sponta-
neous or drug-induced remissions.1,2

Budesonide is a highly effective
steroid drug with low systemic effects
that is currently used for CD treat-
ment. It induces remission in patients
with mild-to-moderate active dis-
ease,3,4 but a recent predetermined
pooled analysis failed to find any ef-
fectiveness for prolonging time to re-
lapse and for significantly reducing
rates of relapse at 12 months in pa-
tients with CD in medically induced
remission.5 Here we report our clinical
experience in CD patients treated with
oral budesonide.

From November 2003 to October
2006 we monitored 20 consecutive pa-
tients previously affected by mild-to-
moderate nonfistulizing, nonobstruc-
tive CD (Crohn’s Disease Activity
Index [CDAI] �250) (7 males and 13
females, mean age 32.05 years, range
16 – 46 years) in whom remission was
obtained by budesonide 9 mg (15 pa-
tients) or by systemic steroids (5 pa-
tients).

After obtaining remission the pa-
tients underwent maintaining treat-
ment with budesonide 6 mg/day for a
mean of 25 months (range 8 –35
months). Primary endpoints of the
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study were the proportion of patients
in symptomatic remission based on
clinical evaluation, a CDAI �150 at
the end of the study, and the time to
relapse. A secondary endpoint was the
assessment of adverse events, graded
as mild, moderate, or severe, accord-
ing to the worsening of symptoms. In
all patients the circadian cycle of cor-
tisol (by evaluation of basal plasma
cortisol levels, normal values at 8.00
AM 4.30 –25 �g/dL) and the bone me-
tabolism (by DEnsitometry X-rays As-
sessment, DEXA) were assessed in or-
der to investigate the long-term effects
of budesonide on adrenal cortisol pro-
duction and on bone metabolism every
6 months of treatment.

In all, 14 of 20 patients main-
tained remission throughout the fol-
low-up (80% per protocol, 70% on
intention-to-treat). Two patients
showed moderate recurrence of non-
fistulizing, nonobstructive disease
(CDAI �250) at the 8th and 11th

month of treatment and remission was
obtained by increasing budesonide to 9
mg/day. One patient showed severe
recurrence of nonfistulizing, nonob-
structive disease (CDAI �250) in the
14th month of treatment and he was
treated with systemic steroids. One pa-
tient developed a fistulizing disease
(entero-enteryc fistulas) in the 9th
month of treatment (CDAI �250) and
she was successfully treated with in-
fliximab 5 mg/kg e.v. (Table 1).

Four patients (20%) experienced
side effects. Three required stopping
treatment (1 due to alteration of men-
strual cycle, 1 due to hirsutism; both
showed slight alteration of basal plasma
cortisol levels, the latter due to osteope-
nia without any plasma cortisol alter-
ation) on the 18th, 21st, and 35th month
of treatment, respectively; 1 experienced
transitory headache throughout the fol-
low-up, but did not require stopping the
treatment (Table 1).

Looking at the effect on the

plasma cortisol circadian cycle, we
found that basal plasma cortisol was
marginally affected by long-term
budesonide treatment. In fact, the
mean level of basal plasma cortisol
recorded throughout the follow-up was
always normal, and only 4 of 20 pa-
tients (20%) were found to be affected
by a slight alteration of basal plasma
cortisol levels (in 2 cases associated
with clinical signs as reported in Table
1). It is noteworthy that 1 patient did
not stop the treatment despite a slight
decrease of basal plasma cortisol lev-
els under the normal value (3.95 �g/
dL) (Table 1). This patient continued
budesonide, since she did not experi-
ence any side effect and was in sus-
tained remission. She was reevaluated
and she suspended the drug after 36
months of therapy.

Finally, long-term budesonide
treatment did not cause severe alter-
ations in bone metabolism. In fact,
DEXA assessment found mild osteope-

TABLE 1. Characteristics of the Studied Patients

Sex Age
Localization of the

Disease
Months of
Follow-up

Time to
Relapse
(Month)

Cortisol
Alterations

(Month)

DEXA
Alterations

(Month) Side Effects

F 21 Ileal 35 None None Yes (35th) Insomnia
M 16 Ileal 32 None Yes (30th) None None
F 43 Ileal 34 None None None None
F 24 Colonic 31 None None None None
F 41 Ileo-colonic 27 None None None None
M 25 Ileo-colonic 18 None None None Headache
M 18 Ileal 28 None None None None
F 25 Ileo-colonic 9 9th None None None
M 39 Colonic 30 None None None None

F 27 Ileal 18 None Yes (18th) None
Alteration of

menstrual cycle
M 26 Ileo-colonic 11 11th None None None
M 46 Ileal 32 None None None None
F 45 Ileal 21 None Yes (21st) None Hirsutism
F 29 Ileal 8 8th None None None
F 22 Ileo-colonic 18 None None None None
M 38 Ileo-colonic 14 14th None None None
F 19 Ileal 28 None None None None
F 39 Ileo-colonic 30 None None None None
F 37 Ileal 32 None Yes (30th) None None
F 18 Ileal 28 None None None None
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nia only in the female patient with very
long-term treatment (35 months of con-
secutive treatment). This case of os-
teopenia was isolated, and we did not
find any alteration of basal plasma cor-
tisol levels in this patient (Table 1).

Oral budesonide, by virtue of its
safety profile, offers the opportunity to
reassess the belief that corticosteroids
are not effective for maintenance ther-
apy. Several studies found budesonide
6 mg daily effective, safe, and well
tolerated when administrated over 52
weeks.6,7 Unfortunately, it does not
seem to obtain the same interesting
results when the administration is pro-
longed over 1 year.5 On the contrary,
most of our patients were still in re-
mission after a mean of 25 months
follow-up, and the overall safety pro-
file throughout the follow-up was ex-
cellent and similar to that of other
reports.6,7 Most of the relapsing pa-
tients were affected by ileo-colonic
disease (Table 1). It is hypothesized
that these patients may be at higher
risk of relapse, but the sample size of
the present study is too small to show
significance. Another interesting find-
ing from our study is that mean morn-
ing plasma cortisol levels were within
the normal range for a very long fol-
low-up, although they were slightly
suppressed after 24 months of treat-
ment (even if within normal limits). It
is noteworthy that all patients showing
plasma cortisol alteration were af-
fected by ileal disease. It is hypothe-
sized that a higher ileal budesonide
absorption in these patients is proba-
bly due to increased permeability.
Also in this case, the sample size of
the present study is too small to show
significance. Finally, the last interest-
ing finding is that only 1 patient de-
veloped osteopenia. She was a young
girl affected by ileal disease who was
in remission for more than 35 months
under budesonide treatment but devel-
oped an asymptomatic osteopenia.
This study confirms, therefore, the ex-
cellent safety of budesonide on bone
mineral density even over a 2-year of

administration, as recently described
by Schoon et al.8

In conclusion, budesonide seems to
be effective and safe in maintaining a very
long-term remission of mild-to moderate
CD. On the other hand, a very long-term
administration (�30 months) may pose a
risk of developing osteopenia.
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Synchronous Multifocal
Colorectal and Kidney
Cancer in a Patient With
Longstanding History of
Ulcerative Colitis

To the Editor:
Although colorectal cancer (CRC)

complicating ulcerative colitis (UC)
contributes less than 1% to all cases of
CRC, it is considered the major cause
for excess morbidity and mortality by
malignant disease, accounting for
�15% of all deaths in affected patients.

The risk for UC-related CRC is in-
creased at least 2-fold compared with the
normal population, and CRC is observed
in �5.5%–13.5% of cases. In addition to
the classical risk factors of increased ex-
tent and duration of UC, presence of com-
plicating primary sclerosing cholangitis, a
family history of sporadic CRC, young
age at colitis onset as well as severity of
histologic bowel inflammation have been
identified as predictive variables.

Compared with controls, UC is not
associated with an increased risk of cancer
overall, and extracolonic malignancies are
rare, with the exception of biliary tract
cancer. Some recent case reports, how-
ever, have documented the occurrence of
renal cell carcinoma (RCC) in UC pa-
tients.1–4 We present a unique case with
synchronous multifocal UC-related CRC
and kidney cancer and discuss possible
causative links between the diseases.

REPORT OF A CASE
A 58-year-old male with a 22-year history
of left-sided UC extending up to the de-
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