CORRESPONDENCE

Statins Might Contribute to
Postoperative Delirium

To the Editor:
In the timely and welcome discussion by Mantz ez al." of
postoperative delirium in an octogenarian, the patient’s pre-
operative use of a statin is mentioned but is not considered in
the discussion of the etiology of the delirium. The possibility
that the statin might have contributed was set aside on the
basis of a single retrospective investigation in which investi-
gators at the University of Toronto, Toronto, Ontario, Can-
ada, observed a lesser incidence of delirium after cardiac sur-
gery, performed with cardiopulmonary bypass, among
preprocedure statin takers.” However, we hope that both
clinicians and clinical investigators will maintain in mind the
possibility that statins might, in at least some circumstances,
contribute to postoperative delirium or cognitive dysfunc-
tion. We grant quickly that the supporting information is
limited. However, in a retrospective review of a large Cana-
dian database, other investigators at the University of To-
ronto reported an increase in the incidence of delirium after
noncardiac surgery among patients older than 65 yr who had
been receiving statins.” Those latter investigators did not
offer the hypothesis that prompted their study. However, we
speculate that the evidence suggesting long-term preserva-
tion of cognitive function and the reduced presence of the
pathologic changes associated with Alzheimer disease among
elderly statin users might have prompted them to anticipate
the opposite result.*~°

There are numerous derivative questions. First, if the ob-
servations in both the retrospective studies mentioned above
are valid, why the difference? Is it possible that the antiin-
flammatory effects of statins have a benefit that is evident in
the context of the more intense proinflammatory state cre-
ated by cardiopulmonary bypass? Is it simultaneously possi-
ble that there might also be adverse effects on cognitive func-
tion in other situations? Several considerations led us to
suspect that there are grounds to suspect that statins might
have adverse effects on cognitive function. Among the man-
ifestations of the antiinflammatory effects of statins are re-
duced levels of nuclear factor-«B and tumor necrosis factor.
However, nuclear factor-«kB and tumor necrosis factor, in
addition to their participation in systemic inflammatory pro-
cess, are both present in the central nervous system in which
they are important participants in synaptic function.”°

Furthermore, cholesterol itself is an important compo-
nent of cell membranes and, in particular, is an essential
element of membrane/lipid rafts (MLRs) that are essential
for synaptic function."' Our own recent investigations
(manuscript in preparation) have revealed that genetic ma-

The above letter was sent to the authors of the referenced report.
The authors did not wish to reply.—James C. Eisenach, M.D., Editor-
in-Chief
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nipulations that increase MLR formation in neurons en-
hance synaptic signaling cascades and that this effect is
blocked by statins or other agents that disrupt MLRs. Evi-
dence obtained by others has shown that disruption or alter-
ations of neuronal MLRs by statins can be neurotoxic, dem-
onstrating the importance of these distinct microdomains for
proper neuronal signaling.“_14 Other recent work has
shown that the fatty acid content of MLRs isolated from
synaptic endings is altered in aged animals.'® This, in turn,
suggests that cognitive processes in the elderly might be more
vulnerable to statin-associated changes in neuronal structure
and function, of which delirium might be a manifestation.

The inherent paradox is that statins might be beneficial in
terms of long-term cognitive well-being4_6 but yet be disad-
vantageous in the face of certain acute stresses, including
anesthesia and surgery.” This is currently at best a matter of
reasonable speculation that requires further investigation. In
the interim, our brief message is that we hope that clinicians
and clinical investigators will keep their minds open to the
possibility that statins might in some circumstances contrib-
ute to perioperative delirium or cognitive dysfunction.

John C. Drummond, M.D., F.R.C.P.C.,* Brian P. Head,
Ph.D., Piyush M. Patel, M.D., F.R.C.P.C. *Veterans Admin-
istration Medical Center San Diego, San Diego, California.
jdrummond@ucsd.edu
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The Private Practicing Anesthesiologist
and the Four-legged Stool

To the Editor:

As always, I read this month’s publication of ANESTHESIOLOGY
with my usual enthusiasm and interest. The inclusion of a
dedicated section devoted to education is a welcomed ad-
dition. As Dr. Schwartz states in his editorial, education is
one of anesthesia’s “four key activities” with patient care,
practice administration, and research the three other legs
needed to build a sturdy “four-legged stool” for anesthe-
siology to use.!

Unfortunately, these four legs are missing an important
joint, the private practicing anesthesiologist. Private practi-
tioners attend to more patients and have more clinical prac-
tice administration experience than most other anesthesiolo-
gists. Yet, despite comprising a majority of anesthesiologists, this
group has been essentially precluded from research because of
several situations. They encounter a lack of support from the
hospitals in which they practice; they must understand and
comply with onerous, yet important, requirements of Investiga-
tional Review Boards; they are not provided resources needed
for research such as statistical or secretarial assistance; and they
are faced with an unacknowledged, yet possibly occurring, dis-
couragement from anesthesia journals by reviewers and editors.
(How many articles in journals of anesthesiology are written by
anesthesiologists in private practice?)

One example of the exclusion of private practitioners
from the “four-legged stool” is The Foundation for Anesthe-
sia Education and Research and its Pediatric Research Coun-

* Foundation for Anesthesia Education and Research, Pediatric
Research Council letter seeking research funding applications. May
22, 2006. http://www.pedsanesthesia.org/faer_rfp.iphtml. Accessed
April 27, 2010.
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cil. In order to receive funding for any of their four grant
divisions, academic appointments or academic affiliations
are required. In addition, a letter sent by the Pediatric Re-
search Council of The Foundation for Anesthesia Education
and Research “secking research funding applications . . .” is
only addressed to the Society for Academic Chairs and Aca-
demic Anesthesia Program Directors.* There are no invita-
tions for nonacademic private practicing researchers.

As recognized, it is time for education to be a dedicated
section of Anesthesiology, but it is also time for the encour-
agement and support of private practicing anesthesiologists
to be more a part of the four key activities encompassing
anesthesia. If anesthesia is to have a stable and sturdy stool to
stand on, it must be big enough for all anesthesiologists.

Steve Serlin, M.D., Valley Anesthesiology Consultants,
Phoenix, Arizona. spserlin@cox.net
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In Reply:

A gem sparkles because it is multifaceted. Anesthesiology is a
gem as it is truly multifaceted, that is, our specialty includes
individuals who are facile clinicians, inspiring educators, inquis-
itive scientists, and practice management experts. Today’s real-
ity and complexities of patient care, education, research, and
administration make it virtually impossible to be all things that
encompass our specialty. The fact that there are many anesthe-
siologists with great facility in each of these areas tells us to select
our strengths and passions and sit on the anesthesiology four-
legged stool on equitable and firm footing."

Dr. Serlin expresses disappointment about what he de-
scribes as being precluded from sitting at the table on a stable
stool. He is, however, a rightful and important participant.
He is a member of a group of private clinician practitioners.
Their contribution to the strength and stability of the anes-
thesiology stool is quite reassuring as they provide anesthesia
patient care and facilitate operating room and hospital clin-
ical practice. Dr. Serlin laments what he perceives as research
activity he would like private practitioners to be able to do
were it not for lack of support from hospitals, the burdens of
Investigational Review Board requirements, and discourage-
ment from anesthesia journals. He calls on our specialty to
support private practicing anesthesiologists to be more a part
of the research component of our four-legged stool.

I agree with Dr. Serlin’s assertion, “. . . it is [always] time
for the encouragement and support of private practicing an-
esthesiologists to be a part of the four key activities encom-
passing anesthesia.” Anesthesiology is a specialty with op-
tions. Anesthesiologists are lucky to have choices for how
they devote their professional time. Private practitioners are
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