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A

 

BSTRACT

 

Background

 

Acute changes in cerebral function
after elective coronary bypass surgery are a difficult
clinical problem. We carried out a multicenter study
to determine the incidence and predictors of — and
the use of resources associated with — perioperative
adverse neurologic events, including cerebral injury.

 

Methods

 

In a prospective study, we evaluated 2108
patients from 24 U.S. institutions for two general cat-
egories of neurologic outcome: type I (focal injury, or
stupor or coma at discharge) and type II (deterioration
in intellectual function, memory deficit, or seizures).

 

Results

 

Adverse cerebral outcomes occurred in
129 patients (6.1 percent). A total of 3.1 percent had
type I neurologic outcomes (8 died of cerebral injury,
55 had nonfatal strokes, 2 had transient ischemic at-
tacks, and 1 had stupor), and 3.0 percent had type II
outcomes (55 had deterioration of intellectual func-
tion and 8 had seizures). Patients with adverse cere-
bral outcomes had higher in-hospital mortality (21
percent of patients with type I outcomes died, vs. 10
percent of those with type II and 2 percent of those
with no adverse cerebral outcome; P

 

�

 

0.001 for all
comparisons), longer hospitalization (25 days with
type I outcomes, 21 days with type II, and 10 days
with no adverse outcome; P

 

�

 

0.001), and a higher
rate of discharge to facilities for intermediate- or
long-term care (47 percent, 30 percent, and 8 percent;
P

 

�

 

0.001). Predictors of type I outcomes were proxi-
mal aortic atherosclerosis, a history of neurologic
disease, and older age; predictors of type II outcomes
were older age, systolic hypertension on admission,
pulmonary disease, and excessive consumption of
alcohol.

 

Conclusions

 

Adverse cerebral outcomes after cor-
onary bypass surgery are relatively common and se-
rious; they are associated with substantial increases
in mortality, length of hospitalization, and use of in-
termediate- or long-term care facilities. New diagnos-
tic and therapeutic strategies must be developed to
lessen such injury. (N Engl J Med 1996;335:1857-63.)

 

©1996, Massachusetts Medical Society.
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TROKE, the third leading cause of death
in the United States, will continue to be a
challenging problem as the population ages.
Patients who undergo myocardial revascular-

ization procedures, now more than 800,000 a year
throughout the world, are particularly prone to
stroke, encephalopathy, and other neurologic dys-
function, because they are relatively old and have ath-
erosclerotic disease. They are also subject to marked
hemodynamic fluctuations; cerebral embolization of
atherosclerotic plaque, air, fat, and platelet aggre-
gates; cerebral hyperthermia after the discontinua-
tion of cardiopulmonary bypass; and other inflam-
matory and neurohumoral derangements associated
with surgery.

 

1-5

 

 
Although cerebral complications are responsible

for an increasing proportion of perioperative deaths,

 

6,7

 

their incidence and effects have not been rigorously
investigated. The majority of studies have been per-
formed only at one center, have enrolled a limited
number of patients, or have been retrospective (all of
which has resulted in substantial variability among
findings). Among the studies, for example, there is a
more than 10-fold variation in the reported incidence
of perioperative stroke (from 0.4 to 5.4 percent) and

S
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a 3-fold variation (25 to 79 percent) in that of in-
hospital neuropsychological dysfunction.

 

3,4,8,9

 

 Studies
of perioperative stroke have not attempted to identify
potentially reversible risk factors, nor have they exam-
ined the long-term impact of perioperative cerebral
outcomes on the use of resources.

 

3,7,10

 

 
Our investigation was designed as a multi-institu-

tional, prospective, observational study to determine
the incidence of both stroke and encephalopathy af-
ter coronary-artery bypass graft (CABG) surgery, to
identify the independent predictors of these cerebral
outcomes, and to define their impact on the use of
resources, as measured by the lengths of hospital
stays and the need for intensive intermediate- or
long-term care. 

 

METHODS

 

The cardiac surgery study of the Multicenter Study of Perioper-
ative Ischemia was a prospective observational study that enrolled
2417 patients who underwent elective CABG surgery in 24 U.S.
medical institutions between September 1991 and September
1993. The goals of the study were to define the incidence of ad-
verse perioperative outcomes, to measure the prevalence of select-
ed characteristics of the patients, and to assess the use of resources.
At each of the centers, between 100 and 108 patients were pro-
spectively enrolled according to a systematic sampling scheme, and
perioperative demographic, clinical, and laboratory data were col-
lected on the patients from hospital entry to discharge. Data on
all patients with new perioperative neurologic findings were inde-
pendently reviewed by six investigators, who examined additional
data (computed-tomography findings, autopsy reports, and hospi-
tal-discharge summaries) if necessary. Final classification of out-
come was made by consensus of this panel in two categories: type
I was defined as death due to stroke or hypoxic encephalopathy,
nonfatal stroke, transient ischemic attack (TIA), or stupor or coma
at the time of discharge; and type II was defined as a new deteri-
oration in intellectual function, confusion, agitation, disorienta-
tion, memory deficit, or seizure without evidence of focal injury.
Because the two types of neurologic outcome were assumed to
have different causes and predictors, and because the predictors for
type I outcome could potentially mask those for type II, patients
with more than one type of neurologic outcome were classified,
for analytic purposes, hierarchically, according to the severity of
outcome. Type I outcomes were considered more severe than type
II. Within type I, the diagnoses were ranked from most to least
severe: fatal injury, stroke, stupor or coma, and TIA. The type II
diagnoses were ranked in a similar fashion. 

Patients excluded from the analysis (n

 

�

 

309) could not be eval-
uated for neurologic outcome (6 patients), had undergone con-
comitant intracardiac or vascular procedures (299 patients), or had
died during surgery (4 patients) (none died of cerebral causes).
Variables considered potential predictors of neurologic outcome
were categorized according to operative stage as preoperative (e.g.,
age, sex, a history of congestive heart failure or of CABG), intra-
operative (e.g., the duration of cardiopulmonary bypass and aortic
cross-clamping, surgical and anesthetic technique, hemodynamic
changes, the use of transfusions), and postoperative (e.g., myocar-
dial infarction, dysrhythmia, ventricular dysfunction). The use of
resources was assessed on the basis of (1) the length of stay in the
intensive care unit and the total postsurgical stay in the hospital,
and (2) the site to which the patient was discharged (his or her
home or an intermediate- or long-term care facility).

 

Statistical Analysis

 

The univariable associations between adverse neurologic out-
come (type I or type II) and potential predictors were assessed

with either Fisher’s exact test or the Kruskal–Wallis test, as appro-
priate. Stepwise logistic regression was then performed separately
for type I and type II outcomes, including predictors associated
with P values no greater than 0.20 in univariable analyses and
keeping predictors with P values no greater than 0.15 in the mul-
tivariable model. All models were sorted with Akaike’s informa-
tion criterion (AIC)

 

11

 

; goodness of fit for each model was deter-
mined with the Hosmer–Lemeshow test.

 

12

 

 The model with the
lowest AIC was considered to have the best fit.

The data in this study produced several models with similar low
AIC values. Our final model was chosen on the basis of clinical
relevance, and not all variables reached a P value of 0.05 or less.
Results are reported as odds ratios with associated 95 percent
confidence intervals.

 

RESULTS

 

Demographic and operative characteristics of the
2108 patients in this study are presented in Table 1.
Patients were relatively old (32 percent were 70 years
of age or more) and had a history of hypertension,
unstable angina, heart failure, or diabetes; approxi-
mately 8 percent had a history of stroke or transient
ischemic attack. A total of 6.1 percent of the patients
(129) had perioperative adverse cerebral outcomes.
Type I outcomes occurred in 3.1 percent (66), in-
cluding 8 deaths due to cerebral injury, 55 nonfatal
strokes, 2 TIAs, and 1 case of stupor at the time of
discharge. Type II outcomes occurred in 3.0 percent
(63), including 55 with deterioration in intellectual
function and 8 with seizures. The outcome rates, ac-
cording to institution, ranged from 1 percent to 13.8
percent (range for type I outcomes alone, 0 to 8.6
percent; for type II, 0 to 9.3 percent).

 

Predictors of Type I and Type II Outcomes

 

On the basis of our univariable analysis (Table 1),
logistic regression identified eight independent pre-
dictors of type I cerebral outcomes (Table 2). Proxi-
mal aortic atherosclerosis, as identified by the cardiac
surgeon, was the strongest independent predictor, as-
sociated with a more than fourfold increase in risk. It
was followed by a history of neurologic disease, an
age of 70 or more (Fig. 1), and a history of pulmo-
nary disease. Both perioperative hypotension and the
use of a ventricular venting procedure during sur-
gery, although their point estimates were not statis-
tically significant, were included in the final model
since they did not detract from the statistical fit of
the model and they have clinical relevance. Adjust-
ment for the study site did not affect the results of
the multivariable model. Ten independent predictors
of type II cerebral outcome were identified, of which
seven were statistically significant (P

 

�

 

0.05) (Table
2). Predictors unique to type II were a history of ex-
cessive alcohol consumption, prior CABG surgery,
dysrhythmia, a history of peripheral vascular disease,
and congestive heart failure on the day of surgery (al-
though the last two were not statistically significant).
Predictors common to both type I and type II out-
comes were older age, a history of pulmonary dis-
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ease, a history of hypertension or existing hyperten-
sion, and perioperative hypotension.

 

Postoperative Course

 

Type I outcomes were associated with an approx-
imately 10-fold increase in in-hospital mortality, and
type II with an approximately 5-fold increase (Table
3). Similarly, the average length of the postsurgical
hospital stay and the amount of time spent in inten-
sive care were at least doubled in the patients with
adverse cerebral outcomes. Of the patients with type
I outcomes, 47 percent were discharged to skilled-
nursing facilities or rehabilitation centers, as com-
pared with 30 percent of patients with type II out-
comes and 8 percent of patients without adverse
cerebral outcomes.

 

DISCUSSION

 

This study was a large multicenter, prospective
investigation of adverse cerebral outcomes after elec-
tive CABG surgery. Serious adverse cerebral out-
comes occurred in 6.1 percent of patients, evenly di-

vided between type I outcomes (fatal cerebral injury
and nonfatal strokes) and type II (new deterioration
in intellectual function or new onset of seizures).
Adverse cerebral outcomes were associated with sig-
nificantly increased mortality and use of medical re-
sources. There was a 5-to-10-fold increase in mortal-
ity associated with type I and type II outcomes;
furthermore, the 21 percent mortality rate found
with perioperative stroke is similar to the rate report-
ed from a single center more than a decade ago and
suggests that stroke-related mortality has not de-
creased over the past decade.

 

6

 

 The duration of inten-
sive care and of the total hospital stay was prolonged
by both type I and type II outcomes — a finding not
previously reported with type II outcomes. High-risk
characteristics were identified; they included, among
others, advanced age, proximal aortic atherosclerosis,
neurologic disease, pulmonary disease, and a history
of or existing hypertension. These results emphasize
the medical importance of adverse cerebral outcomes
after CABG surgery; they have economic implica-
tions as well.

 

1,3,13

 

 

 

*History of carotid disease includes carotid bruit, stenosis, and carotid endarterectomy. Excessive alcohol consumption
indicates hospitalization because of alcohol consumption or alcohol withdrawal. CABG denotes coronary-artery bypass
graft.

†These conditions were assessed in the intensive care unit immediately after surgery.
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Age 

 

�

 

70 yr
Medical history*

31.9 6.1 1.9 5.8 1.8

Neurologic disease 8.3 10.1 2.5 4.7 2.9
Carotid disease 14.7 7.8 2.5 4.5 2.8
Valve disease 19.9 6.14 1.3 4.6 2.1
Dysrhythmia 11.3 3.6 3.2 5.7 2.8
Unstable angina 47.7 4.4 2.2 3.7 2.4
CABG 12.9 6.2 2.8 5.5 2.7
Peripheral vascular disease 13.8 6.5 2.7 5.9 2.7
Congestive heart failure 26.4 4.9 2.6 4.9 2.4
Myocardial infarction 55.4 3.9 2.2 3.2 3.0
Diabetes mellitus 25.1 5.5 2.4 3.4 3.0
Pulmonary disease 17.5 6.1 2.7 6.3 2.4
Excessive alcohol consumption 9.8 5.6 3.0 5.6 2.8
Hypertension 57.2 4.5 1.6 3.3 2.4

Preoperative factors
Systolic blood pressure

 

�

 

180 mm Hg 
2.9 11.0 3.0 12.5 2.8

Antihypertensive therapy 20.7 4.6 2.9 5.7 2.4
Intraoperative factors

Proximal aortic atherosclerosis 12.4 11.2 2.1 5.2 2.8
Intraoperative hypotension 10.6 6.2 2.9 6.2 2.7
Use of intraaortic balloon pump 7.6 9.0 2.8 4.1 3.0
Ventricular or atrial venting 76.3 3.6 1.9 3.4 2.1

Postoperative factors†
Congestive heart failure 2.6 10.2 3.1 10.2 2.9
Dysrhythmia 18.0 3.6 3.1 5.7 2.5
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We examined conservative measures of resource
use — namely, the duration of intensive care, the to-
tal duration of the hospital stay after surgery, and
the rate of discharge to intermediate- or long-term
care facilities. All three measures were markedly pro-
longed for patients with either type I or type II ad-
verse neurologic outcomes. As compared with pa-
tients without adverse cerebral outcomes, patients
with stroke stayed an additional eight days in the
intensive care unit and an additional seven days on
the ward, suggesting that regardless of institutional
practice, substantial resources are consumed by such
patients. This confirms previous findings from sin-
gle-center studies.

 

2,4,10,14

 

 Again as compared with pa-
tients without adverse cerebral outcomes, patients
with type II outcomes stayed an additional four days
in the intensive care unit and seven days on the
ward. On the basis of conservative estimates of board-
ing charges of $890 per day in an intensive care unit
and $370 per day on a ward,

 

1,14

 

 type I neurologic
events are responsible for an additional $10,266 per
patient in in-hospital boarding costs, and type II
events for an additional $6,150 per patient.

 

1-3,10,14

 

 If
we apply these estimates to the 800,000 patients per

year who undergo CABG surgery throughout the
world, the additional in-hospital cost is approximate-
ly $400 million annually.

 

1

 

 True in-hospital costs, in-
cluding charges for personnel and in-hospital servic-
es, if added to the expense of an array of long-term
out-of-hospital medical and rehabilitative services,
probably result in an additional expenditure ranging
from 5 to 10 times the narrowly defined in-hospital
costs, or some $2 billion to $4 billion annually.

 

1

 

 As
an example of the increased cost, consider that 90
percent of patients without adverse cerebral out-
comes were discharged to their homes, as compared
with only 32 percent of patients with type I outcomes
and 60 percent with type II outcomes. Whether the
need for prolonged hospitalization and the changes
in discharge patterns are caused directly by the neu-
rologic complications or by other associated illness
is uncertain, yet it is likely that adverse cerebral out-
comes affect the use of health care resources pro-
foundly.

Predictors Unique to Type I Outcomes

Moderate-to-severe proximal aortic atherosclero-
sis, as identified by intraoperative palpation of the

*Odds ratios are for the risk of a type I or II outcome in patients with the risk factor in question
as compared with those without the risk factor. Odds ratios have been adjusted for all the factors
listed for each model. Excessive alcohol consumption indicates hospitalization because of alcohol
consumption or alcohol withdrawal. Perioperative hypotension indicates a systolic blood pressure
�80 mm Hg (during surgery but before cardiopulmonary bypass, or after bypass) or �40 mm Hg
(during bypass) for more than 10 minutes. CABG denotes coronary-artery bypass graft.

†In addition to factors from Table 1, the following characteristics, studied in univariable analysis,
did not remain in the model: sex, aortic cross-clamping, duration of cardiopulmonary bypass and
surgery, and institution.

TABLE 2. ADJUSTED ODDS RATIOS FOR TYPE I AND TYPE II CEREBRAL OUTCOMES

ASSOCIATED WITH SELECTED RISK FACTORS.*

FACTOR

MODEL FOR TYPE I
CEREBRAL OUTCOME

MODEL FOR TYPE II
CEREBRAL OUTCOME

odds ratio (95% confidence interval)

Significant factors (P�0.05)

Proximal aortic atherosclerosis 4.52 (2.52–8.09)
History of neurologic disease 3.19 (1.65–6.15)
Use of intraaortic balloon pump 2.60 (1.21–5.58)
Diabetes mellitus 2.59 (1.46–4.60)
History of hypertension 2.31 (1.20–4.47)
History of pulmonary disease 2.09 (1.14–3.85) 2.37 (1.34–4.18)
History of unstable angina 1.83 (1.03–3.27)
Age (per additional decade) 1.75 (1.27–2.43) 2.20 (1.60–3.02)
Systolic blood pressure �180 mm Hg at admission 3.47 (1.41–8.55)
History of excessive alcohol consumption 2.64 (1.27–5.47)
History of CABG 2.18 (1.14–4.17)
Dysrhythmia on day of surgery 1.97 (1.12–3.46)
Antihypertensive therapy 1.78 (1.02–3.10)

Other factors (P not significant)†

Perioperative hypotension 1.92 (0.93–3.97) 1.88 (0.97–3.65)
Ventricular venting 1.83 (0.86–3.90)
Congestive heart failure on day of surgery 2.46 (0.85–7.09)
History of peripheral vascular disease 1.64 (0.89–3.04)
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aorta, was associated with an incidence of type I ad-
verse cerebral outcomes at least four times that
among patients without the condition. This finding
supports the theory that most strokes are caused by
large atherosclerotic emboli liberated by surgical
manipulation of the aorta.3,15-22 In our study, proxi-
mal aortic atherosclerosis, detected by palpation, was
found in approximately 12 percent of all patients
and in 20 percent of patients �70 years of age.
Moderate or severe atherosclerotic disease has been
detected with ultrasonographic scanning in 14 to 20
percent of elderly patients.3,23-27 Although palpation
of the aorta is not as sensitive a measure as other
techniques, such as echocardiography, the method is
simple and can be used routinely to identify patients
at risk and therefore to indicate alterations in surgi-
cal technique. Such alterations might include the ad-
justment of the site for aortic clamping and cannu-
lation, to avoid atherosclerotic regions; the use of
arterial conduits (e.g., internal thoracic or epigastric

arteries) to avoid aortic anastomoses; the use of hy-
pothermic fibrillatory arrest without clamping the
aorta; or the use of hypothermic circulatory arrest,
with replacement of the diseased aorta.1,3,4,24,27-30 

A history of neurologic abnormality — for exam-
ple, stroke or TIA — was also a significant risk factor
for type I outcomes, a finding consistent with those
of other studies.7,31 A history of neurologic disease
suggests existing pathologic cerebrovascular condi-
tions, such as impaired cerebral blood flow and au-
toregulation or inadequate collateral vessels, which
may predispose patients to a type I cerebral compli-
cation after CABG surgery. Patients with diabetes
mellitus also had an increased risk of a type I out-
come, perhaps reflecting these patients’ impaired
autoregulation during bypass3,4,15,32 or more gener-
alized atherosclerosis, involving the aorta or the
carotid or cerebral arteries. Unstable angina has been
associated with a prothrombotic state and systemic
immunologic-cascade activation that may contribute
to the development of neurologic injury.33 The use
of a left ventricular venting procedure was weakly as-
sociated with the occurrence of a type I adverse neu-
rologic outcome, but the relatively small number of
patients without vents limited statistical assessment.
The placement of a vent may introduce air into the
left side of the heart that subsequently embolizes
and travels to the brain3,4,19,34 — a danger that high-
lights the importance of fastidious surgical tech-
nique if a vent is used. A final factor, the use of an
intraaortic balloon pump, may be associated with
the dislodgment of aortic emboli or may be a mark-
er of hypoperfusion.

Predictors Unique to Type II Outcomes

Proximal aortic atherosclerosis was not an in-
dependent predictor of type II cerebral outcomes,
suggesting that large atherosclerotic emboli do not
have a primary role in the pathophysiology of en-
cephalopathy or seizures after bypass surgery. This is
consistent with previous studies demonstrating an
association between small emboli, or inadequate
cerebral flow, and type II outcomes.1,3,4,35,36 Risk
factors unique to type II outcomes were a history of
excessive alcohol consumption; postoperative dys-
rhythmia (mainly, atrial fibrillation), which may in-
duce cerebral emboli or hypoperfusion14; and a his-
tory of CABG or peripheral vascular disease, which
may reflect more advanced atherosclerosis.

Predictors of Both Type I and Type II Outcomes

Advanced age, particularly an age of 70 or more,
was a leading factor associated with both type I and
type II adverse cerebral outcomes. Aging is associat-
ed with atherosclerosis and an increased risk of em-
bolic phenomena, as well as with alterations in cer-
ebral vasculature3,4,6,7,15,17,37-40 and the autoregulation
of blood flow,8,41-43 all of which may increase the in-

Figure 1. Incidence of Type I and Type II Cerebral Outcomes Ac-
cording to Age.
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TABLE 3. MORTALITY AND POSTOPERATIVE RESOURCE USE,
ACCORDING TO CEREBRAL OUTCOME.*

VARIABLE

TYPE I
OUTCOME

(N�66)

TYPE II
OUTCOME

(N�63)

NO ADVERSE

CEREBRAL EVENT

(N�1979)

Death during hospitalization — 
no. (%)

14 (21) 6 (10) 38 (2)

Duration of postoperative hos-
pital stay — days

Mean �SD
Median

25.3�22.2
17.6

20.5�25.2
10.9

9.5�12.4
7.7

Duration of ICU stay — days
Mean �SD
Median

11.1�15.4
5.8

6.6�7.9
3.2

2.6�3.5
1.9

Discharged to home — no. (%)† 21 (32) 38 (60) 1773 (90)
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cidence of perioperative stroke, cognitive dysfunc-
tion, and delirium.3,4,6,7,15,18,28,38-40,44,45 Pulmonary
disease (emphysema, chronic bronchitis, restrictive
lung disease, or asthma), a previously unreported
risk factor for either type I or type II outcomes,
was in our study a significant predictor of both; pa-
tients with pulmonary disease probably retained
carbon dioxide (thus affecting cerebral vasoreactiv-
ity) or required prolonged mechanical ventilation
(thus affecting the degree of cerebral perfusion and
oxygenation).1,3,16,28,46 Both a history of hyperten-
sion and existing hypertension were associated with
adverse cerebral outcomes — a reflection of im-
paired cerebrovascular autoregulation and more
generalized atherosclerotic disease in hypertensive
patients.

Strengths and Limitations of the Study

The reported incidence of perioperative stroke in
studies from only one center varies by a factor of
more than 10, from 0.4 to 5.4 percent,1-4,8,16,47 with
similar variability in the rates of encephalopathy, de-
lirium, and confusion. Most likely, this variability is
due to differences in study design (for instance,
whether the studies were retrospective or prospec-
tive), methods, sample size, and the effects of site-
specific factors.1-3,9,48,49 Our study addressed these
limitations by enrolling patients at multiple diverse
institutions, thereby minimizing distortion due to
the effects of surgical, anesthetic, perfusion-related,
and medical practices specific to a single center; ran-
domizing enrollment and limiting it to a period of
24 months in order to decrease the impact of tem-
poral changes in practice; collecting data prospec-
tively; and excluding procedures, such as valve re-
placement or aneurysmectomy, that might increase
a patient’s risk of adverse neurologic events.4,20,31 

Our study, however, has several limitations of its
own. First, the neurologic findings were assessed by
investigators at each site, not by a single neurologist
performing all preoperative and postoperative exam-
inations; there may be significant variations in clini-
cal practice, and thus diagnosis, among the 24 cen-
ters (although no site-related effect was identified).
Second, neuropsychological deficits were not for-
mally assessed because of several constraints, includ-
ing a lack of technical experience in neuropsycho-
logical testing and the time required for such
testing. Our assessment of deterioration in intellec-
tual function is thus open to criticism. Third, our
categorization of outcomes as type I or type II pre-
sumed differences in the characteristic mechanisms
of injury in the two types — focal and diffuse,
respectively35,36 (although this presumption is consis-
tent with our finding that few of the predictors in
the multivariable analysis of type I and type II out-
comes were similar). Fourth, we detected aortic ath-
erosclerosis by surgical palpation. Recent studies

have shown that ultrasonography is superior to pal-
pation in detecting aortic atheromas, but our study
was designed and our data collected before the pub-
lication of those reports. Finally, several recent studies
suggest an association between the presence of carot-
id-artery stenosis, as documented by carotid duplex
scanning, and stroke after cardiac surgery.1,3,4,24,31 We
found a strong univariable correlation between the
presence of carotid disease (including carotid bruit,
stenosis, or endarterectomy) and type I cerebral out-
comes (P�0.001), but carotid duplex scanning was
not performed as part of the study. Perhaps because
of the relatively poor specificity and selectivity of ca-
rotid bruit as a sign of hemodynamically important
lesions, we were unable to document an association
between carotid disease and adverse cerebral out-
come in the multivariable analysis.

On the basis of data from 24 U.S. medical centers,
we conclude that adverse perioperative cerebral out-
comes are both relatively common (they occur in 6.1
percent of patients) and serious. As compared with
patients with no adverse outcomes, the patients with
such outcomes had 5 to 10 times the mortality, 2 to
4 times the time spent in intensive care and in the
hospital, and 3 to 6 times the need for prolonged
care. We were able to identify patients at high risk
both for focal and for diffuse injury, thereby allow-
ing improved stratification of risk. Further investiga-
tion is necessary, however, to develop diagnostic and
therapeutic strategies1,3,49 to reduce mortality and
morbidity and to conserve resources.

Supported by grants from the Ischemia Research and Education Foun-
dation.
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W. von Ehrenburg.
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lor College of Medicine — S. Shenaq and R. Clark; Cedars–
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— M. Trankina and W. Ruo; Cleveland Clinic Foundation —
C. Koch and N. Starr; Cornell University — O. Patafio and
R. Fine; Duke University — T. Stanley and M. Newman; Emo-
ry University — C. Mora Mangano and J. Ramsay; Harvard
University and Beth Israel Hospital — M. Comunale;
Brigham and Women’s Hospital — S. Body and R. Maddi;
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terian–St. Luke’s Medical Center — K. Tuman; Stanford
University — E. Stover and L. Siegel; Texas Heart Institute —

The New England Journal of Medicine 
Downloaded from nejm.org at VIRGINIA COMMONWEALTH UNIV on January 21, 2015. For personal use only. No other uses without permission. 

 Copyright © 1996 Massachusetts Medical Society. All rights reserved. 



ADVERSE CEREBRAL OUTCOMES AFTER CORONARY BYPASS SURGERY

Volume 335 Number 25 � 1863

S. Slogoff and M. Goldstein; Milwaukee Veterans Affairs Med-
ical Center — A. Aggarwal; San Francisco Veterans Affairs
Medical Center — G. Ozanne and D. Mangano; Medical Col-
lege of Virginia — J. Fabian and R. Wolman; University of
Washington — B. Spiess; Yale University — J. Mathew.

REFERENCES

1. Mangano DT. Cardiovascular morbidity and CABG surgery — a per-
spective: epidemiology, costs, and potential therapeutic solutions. J Card 
Surg 1995;10:Suppl:366-8.
2. Idem. Perioperative cardiac morbidity. Anesthesiology 1990;72:153-84.
3. Mora Mangano CT, Mangano DT. Perioperative stroke, encephalopathy 
and CNS dysfunction. J Intensive Care Med (in press).
4. Mora CT, Murkin JM. The central nervous system: responses to cardio-
pulmonary bypass. In: Mora CT, ed. Cardiopulmonary bypass: principles 
and techniques of extracorporeal circulation. New York: Springer-Verlag, 
1995:114-46.
5. Herskowitz A, Mangano DT. The inflammatory cascade: a final com-
mon pathway for perioperative injury? Anesthesiology 1996;85:454-7.
6. Gardner TJ, Horneffer PJ, Manolio TA, et al. Stroke following coronary 
artery bypass grafting: a ten-year study. Ann Thorac Surg 1985;40:574-81.
7. Tuman KJ, McCarthy RJ, Najafi H, Ivankovich AD. Differential effects 
of advanced age on neurologic and cardiac risks of coronary artery opera-
tions. J Thorac Cardiovasc Surg 1992;104:1510-7.
8. Shaw PJ, Bates D, Cartlidge NEF, Heaviside D, Julian DG, Shaw DA. 
Early neurological complications of coronary artery bypass surgery. BMJ 
1985;291:1384-7.
9. Sotaniemi KA. Cerebral outcome after extracorporeal circulation: com-
parison between prospective and retrospective evaluations. Arch Neurol 
1983;40:75-7.
10. Weintraub WS, Jones EL, Craver J, Guyton R, Cohen C. Determinants 
of prolonged length of hospital stay after coronary bypass surgery. Circu-
lation 1989;80:276-84.
11. Bozdogan H. Model selection and Akaike’s information criterion 
(AIC): the general theory and its analytical extensions. Psychometrika 
1987;52:345-70.
12. Hosmer DW Jr, Lemeshow S. Applied logistic regression. New York: 
John Wiley, 1989.
13. Newman MF, Wolman R, Kanchuger M, et al. Multicenter preopera-
tive stroke risk index for patients undergoing coronary artery bypass graft 
surgery. Circulation 1996;94:Suppl II:II-74–II-80.
14. Mathew JP, Parks R, Savino JS, et al. Atrial fibrillation following cor-
onary artery bypass grafting surgery: predictors, outcomes, and resource 
utilization. JAMA 1996;276:300-6.
15. Lynn GM, Stefanko K, Reed JF III, Gee W, Nicholas G. Risk factors 
for stroke after coronary artery bypass. J Thorac Cardiovasc Surg 1992;104:
1518-23.
16. Breuer AC, Furlan AJ, Hanson MR, et al. Central nervous system com-
plications of coronary artery bypass graft surgery: prospective analysis of 
421 patients. Stroke 1983;14:682-7.
17. Sakakibara Y, Shiihara H, Terada Y, Ino T, Wanibuchi Y, Furuta S. Cen-
tral nervous system damage following surgery using cardiopulmonary by-
pass — a retrospective analysis of 1386 cases. Jpn J Surg 1991;21:25-31.
18. Sotaniemi KA, Juolasmaa A, Hokkanen ET. Neuropsychologic out-
come after open-heart surgery. Arch Neurol 1981;38:2-8.
19. Oka Y, Inoue T, Hong Y, Sisto DA, Strom JA, Frater RWM. Retained 
intracardiac air: transesophageal echocardiography for definition of inci-
dence and monitoring removal by improved techniques. J Thorac Cardio-
vasc Surg 1986;91:329-38.
20. Slogoff S, Girgis KZ, Keats AS. Etiologic factors in neuropsychiatric 
complications associated with cardiopulmonary bypass. Anesth Analg 
1982;61:903-11.
21. Bull DA, Neumayer LA, Hunter GC, et al. Risk factors for stroke in 
patients undergoing coronary artery bypass grafting. Cardiovasc Surg 
1993;1:182-5.
22. Bar-El Y, Goor DA. Clamping of the atherosclerotic ascending aorta 
during coronary artery bypass operations: its cost in strokes. J Thorac Car-
diovasc Surg 1992;104:469-74.
23. Marschall K, Kanchuger M, Kessler K, et al. Superiority of transesoph-
ageal echocardiography in detecting aortic arch atheromatous disease: 
identification of patients at increased risk of stroke during cardiac surgery. 
J Cardiothorac Vasc Anesth 1994;8:5-13.
24. Wareing TH, Davila-Roman VG, Barzilai B, Murphy SF, Kouchoukos 
NT. Management of the severely atherosclerotic ascending aorta during 
cardiac operations: a strategy for detection and treatment. J Thorac Car-
diovasc Surg 1992;103:453-62.
25. Katz ES, Tunick PA, Rusinek H, Ribakove G, Spencer FC, Kronzon 

I. Protruding aortic atheromas predict stroke in elderly patients undergo-
ing cardiopulmonary bypass: experience with intraoperative transesopha-
geal echocardiography. J Am Coll Cardiol 1992;20:70-7.
26. Ribakove GH, Katz ES, Galloway AC, et al. Surgical implications of 
transesophageal echocardiography to grade the atheromatous aortic arch. 
Ann Thorac Surg 1992;53:758-63.
27. Davila-Roman VG, Barzilai B, Wareing TH, Murphy SF, Kouchoukos 
NT. Intraoperative ultrasonographic evaluation of the ascending aorta in 
100 consecutive patients undergoing cardiac surgery. Circulation 1991;84:
Suppl III:III-47–III-53.
28. Mora CT, Henson MB, Weintraub WS, et al. The effect of temperature 
management during cardiopulmonary bypass on neurologic and neuro-
physiologic outcomes in patients undergoing coronary revascularization. 
J Thorac Cardiovasc Surg 1996;112:514-22.
29. Mills NL, Everson CT. Atherosclerosis of the ascending aorta and cor-
onary artery bypass: pathology, clinical correlates, and operative manage-
ment. J Thorac Cardiovasc Surg 1991;102:546-53.
30. Aranki SF, Rizzo RJ, Adams DH, et al. Single-clamp technique: an im-
portant adjunct to myocardial and cerebral protection in coronary opera-
tions. Ann Thorac Surg 1994;58:296-303.
31. Ricotta JJ, Faggioli GL, Castilone A, Hassett JM. Risk factors for 
stroke after cardiac surgery: Buffalo Cardiac-Cerebral Study Group. J Vasc 
Surg 1995;21:359-64.
32. Alter M, Friday G, Lai SM, O’Connell J, Sobel E. Hypertension and 
risk of stroke recurrence. Stroke 1994;25:1605-10.
33. Jude B, Agraou B, McFadden EP, et al. Evidence for time-dependent 
activation of monocytes in the systemic circulation in unstable angina but 
not in acute myocardial infarction or in stable angina. Circulation 1994;
90:1662-8.
34. Zwart HH, Brainard JZ, DeWall RA. Ventricular fibrillation without 
left ventricular venting: observations in humans. Ann Thorac Surg 1975;
20:418-23.
35. Pugsley W, Klinger L, Paschalis C, Treasure T, Harrison M, Newman 
S. The impact of microemboli during cardiopulmonary bypass on neuro-
psychological functioning. Stroke 1994;25:1393-9.
36. Clark RE, Brillman J, Davis DA, Lovell MR, Price TRP, Magovern GJ. 
Microemboli during coronary artery bypass grafting: genesis and effect on 
outcome. J Thorac Cardiovasc Surg 1995;109:249-58.
37. Salomon NW, Page US, Bigelow JC, Krause AH, Okies JE, Metzdorff 
MT. Coronary artery bypass grafting in elderly patients: comparative results 
in a consecutive series of 469 patients older than 75 years. J Thorac Car-
diovasc Surg 1991;101:209-18.
38. Acinapura AJ, Rose DM, Cunningham JN Jr, Jacobowitz IJ, Kramer 
MD, Zisbrod Z. Coronary artery bypass in septuagenarians: analysis of 
mortality and morbidity. Circulation 1988;78:Suppl I:I-179–I-184.
39. Fuse K, Makuuchi H. Early and late results of coronary artery bypass 
grafting in the elderly. Jpn Circ J 1988;52:460-5.
40. Naunheim KS, Fiore AC, Wadley JJ, et al. The changing profile of the 
patient undergoing coronary artery bypass surgery. J Am Coll Cardiol 
1988;11:494-8.
41. Lavy S, Melamed E, Bentin S, Cooper G, Rinot Y. Bihemispheric de-
creases of regional cerebral blood flow in dementia: correlation with age-
matched normal controls. Ann Neurol 1978;4:445-50.
42. Yamamoto M, Meyer JS, Sakai F, Yamaguchi F. Aging and cerebral vas-
odilator responses to hypercarbia: responses in normal aging and in persons 
with risk factors for stroke. Arch Neurol 1980;37:489-96.
43. Davis SM, Ackerman RH, Correia JA, et al. Cerebral blood flow and 
cerebrovascular CO2 reactivity in stroke-age normal controls. Neurology 
1983;33:391-9.
44. Newman MF, Croughwell ND, Blumenthal JA, et al. Effect of aging 
on cerebral autoregulation during cardiopulmonary bypass: association 
with postoperative cognitive dysfunction. Circulation 1994;90:Suppl II:
II-243–II-249.
45. Heller SS, Frank KA, Malm JR, et al. Psychiatric complications
of open-heart surgery: a re-examination. N Engl J Med 1970;28:1015-
20.
46. Gold JP, Charlson ME, Williams-Russo P, et al. Improvement of out-
comes after coronary artery bypass: a randomized trial comparing intraop-
erative high versus low mean arterial pressure. J Thorac Cardiovasc Surg 
1995;110:1302-14.
47. Clark RE. Calculating risk and outcome: the Society of Thoracic Sur-
geons database. Ann Thorac Surg 1996;62:Suppl:S2-S5.
48. The Multicenter Study of Perioperative Ischemia (McSPI ) Research 
Group. Effects of acadesine on the incidence of myocardial infarction and 
adverse cardiac outcomes after coronary artery bypass graft surgery. Anes-
thesiology 1995;83:658-73.
49. Mangano DT. Effects of acadesine on myocardial infarction, stroke and 
death following surgery: a meta-analysis of the five international random-
ized trials. JAMA (in press).

The New England Journal of Medicine 
Downloaded from nejm.org at VIRGINIA COMMONWEALTH UNIV on January 21, 2015. For personal use only. No other uses without permission. 

 Copyright © 1996 Massachusetts Medical Society. All rights reserved. 


	Virginia Commonwealth University
	VCU Scholars Compass
	1996

	Adverse Cerebral Outcomes after Coronary Bypass Surgery
	Gary W. Roach , M.D.
	Marc Kanchuger , M.D.
	Christina Mora Mangano , M.D.
	See next page for additional authors
	Downloaded from
	Authors


	Adverse Cerebral Outcomes after Coronary Bypass Surgery

