
outbreak of C. difficile.2

That proton pump inhibitors
should be a risk factor3 is of interest in
this regard.4 These drugs stimulate
cation-dependent short-circuit cur-
rents in the colonic mucosa, possibly
by converting the vanadate-sensitive
H+/K+-ATPase into an electrogenic
cation transporter.5 Should the de-
mand for energy from ATP (adenosine
triphosphate) hydrolysis so induced
exceed the capacity for ATP resynthe-
sis, the action might precipitate an aer-
obic energy deficit or unreversed ATP
hydrolysis similar to that developing
for different reasons in ischemic colitis
that occurs as a complication of ab-
dominal aortic surgery. As in C. difficile
colitis, the passage of liquid, blood-
stained stools is an established feature
of this condition. 

Richard Fiddian-Green
Former Professor of General Surgery
University of Massachusetts
Worcester, Mass.
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[Dr. Dial responds:]

Richard Fiddian-Green raises inter-
esting questions about the possible

direct effects of proton pump inhibitors
on the colon. Although we hypothe-
sized that the use of proton pump in-
hibitors increases patients’ risk by mak-
ing them more susceptible once
exposed or perhaps through effects on
the intestinal flora,1 we questioned the
possibility of other mechanisms, espe-
cially given that proton pumps in the
colon have been described. Diarrhea is
in fact one of the more common side
effects of proton pump inhibitors.2 The
reports of lansoprazole-induced micro-
scopic colitis3 and the possible effects of
elevated gastrin levels from use of pro-
ton pump inhibitors in the colon,4 as
well as the hypothesis raised by Fid-
dian-Green regarding increased is-
chemic risk for the intestinal mucosa,
suggest that research in this area is war-
ranted.

In some of the more severe cases
we have observed, we questioned

whether progression to a more fulmi-
nant course occurred because of a
combination of an infectious with an
ischemic insult, with the following
possible scenario: severe diarrhea
from C. difficile causes dehydration
and relative hypotension, which leads
to either global or localized bowel is-
chemia, which then acts as a motor for
a systemic inflammatory response syn-
drome and a more fulminant presen-
tation. The possibility that the reverse
occurs — prior relative intestinal is-
chemia leading to increased suscepti-
bility to the toxin and a more severe
presentation — is intriguing, espe-
cially in light of a report by Dallal and
associates.5 These authors found that
cardiothoracic procedures and vascu-
lar surgery were the most common
operations that preceded fulminant C.
difficile colitis, although this observa-
tion may simply reflect the high rate
of these procedures.

I believe that the current outbreak is
primarily infectious, since the observa-
tion of bloody diarrhea has been the
exception rather than the rule;
nonetheless, the contribution of an is-
chemic insult should be considered in
the more severe forms. At this point,
many unanswered questions remain,
but hopefully continued research in
this area will help clinicians to decrease
the incidence of infection and improve
patient outcomes. 

Sandra Dial
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McGill University
Montréal, Que.
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Corrections

The last name of the author of a re-
cent Left Atrium article1 was pub-

lished incorrectly. The author’s name is
Alejandro R. Jadad. The online version
was corrected.
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In 2 recent articles,1,2 the authors’ omit-
ted relevant information regarding

their competing interests; their interests
should have been listed as follows: 

None declared for Peter Bogaty or
Blair O'Neill. Paul Armstrong has re-
ceived research funding from Hoffman-
La Roche, Aventis and Boehringer In-
gelheim, and educational and consultant
funding from Hoffmann-La Roche and
Aventis. Paul Dorian has received
speaker fees from Guidant Corp.,
Medtronic Inc. and St. Jude Medical
Inc. Dr. Buller has received research

support from Guidant Corp. and Cordis
Johnson & Johnson, consultant fees
from Guidant Corp. and Aventis, and
speaker fees from Hoffman-La Roche.
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The authors of a recent research arti-
cle1 mistakenly omitted Joelle

Bradley from their list of authors. She
contributed to the development of the
questionnaire, study design and data col-
lection. At the time of her contribution
she was a medical student at the Univer-
sity of Calgary. She has recently finished
her residency in family medicine at the
University of Alberta.
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The DOI published in a recent
news item1 was mistakenly listed

as 10.1503/cmaj.1041056. It should be
10.1503/cmaj.1041506.
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Reference 19 from a recent com-
mentary1 was missing informa-

tion. The complete reference should
have been listed as: Tri-Council policy
statement: ethical conduct for research in-
volving humans. Ottawa: Medical Re-
search Council of Canada; Natural
Sciences and Engineering Research
Council of Canada; Social Sciences
and Humanities Research Council of
Canada; 2003 Jun. Article 7.3. Avail-
able: www.pre.ethics.gc.ca/english/pdf
/TCPS%20June2003_E.pdf (accessed
2004 Oct 27).
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In a recent article1 there was a typo-
graphical error pertaining to the

number needed to treat (NNT) for the
SCD-HeFT trial. It should read NNT
14 rather than 1.
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