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Abstract

BACKGROUND—In previous studies, we found that approximately 25% of patients having carotid
endarterectomy with general anesthesia (CEA general) develop cognitive dysfunction compared with
a surgical control Group 1 day and 1 mo after surgery. In this study, we tested the hypothesis that
patients having CEA with regional anesthesia (CEA regional) will develop significant cognitive
dysfunction 1 day after surgery compared with a control group of patients receiving sedation 1 day
after surgery. We did not study persistence of dysfunction.

METHODS—To test this hypothesis, we enrolled 60 patients in a prospective study. CEA regional
was performed with superficial and deep cervical plexus blocks in 41 patients. The control group
consisted of 19 patients having coronary angiography or coronary artery stenting performed with
sedation. A control group is necessary to account for the “practice effect” associated with repeated
cognitive testing. The patients from the CEA regional group were enrolled at New York Medical
Center and the control group at Columbia-Presbyterian Medical Center. The cognitive performance
of all patients was evaluated using a previously validated battery of neuropsychometric tests.
Differences in performance, 1 day after compared with before surgery, were evaluated by both event-
rate and group-rate analyses.

RESULTS—On postoperative day 1, 24.4% of patients undergoing CEA regional had significant
cognitive dysfunction, where “significant” was defined as a total deficit score >2 SD worse than the
mean performance in the control group.

CONCLUSIONS—Patients undergoing CEA regional had an incidence of cognitive dysfunction
which was not different than patients having CEA general as previously published and compared
with a contemporaneously enrolled group.
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Carotid endarterectomy (CEA) reduces the risk of future stroke in patients with high-grade
stenosis. 12 Although the incidence of new neurologic findings associated with CEA is
between 3% and 5%, approximately 25% of CEA patients having general anesthesia (CEA
general) develop significant postoperative neurocognitive dysfunction based on performance
on a battery of neuropsychometric tests administered before and after surgery when examined
1 day and 1 mo after surgery.6’7 We chose to define “significant” dysfunction as cognitive
performance that is two standard deviations (SD) worse than performance in an appropriate
control group. Although the mechanism of postoperative neurocognitive dysfunction is poorly
understood, it is believed to be ischemic in nature, likely due to hypoperfusion during carotid
artery cross-clamping. However, general anesthesia itself may contribute significantly to
cognitive dysfunction.g‘

We hypothesized that patients scheduled for elective CEA with regional anesthesia (CEA
regional) would develop short-term cognitive dysfunction at 1 day after surgery compared with
a control group of patients if cognitive dysfunction was due to surgery. Cognitive performance
in patients having CEA regional was compared with performance in a control group having
coronary artery angiography and/or stenting (control) to account for the “practice effect”
associated with repeated testing, and for the effect of mild sedation.

Study Population

Sixty patients were prospectively enrolled in this IRB-approved study, of whom 41 were
scheduled for elective CEA received regional anesthesia (enroliment March 2004 to January
2007). All CEA patients had 60% or more stenosis of the operative carotid artery. We enrolled
a control group to account for the practice effect. The control group consisted of 19 patients
(enrollment November 2005 to February 2007) undergoing coronary artery stenting and/or
coronary angiography with sedation. None of these patients had been reported in any previous
studies.

After obtaining written informed consent, patients were evaluated with a battery of six
neuropsychometric tests before surgery and 1 day after the procedure.

Anesthesia and Surgery

CEA regionals were performed at New York University Medical Center (NYUMC). All
patients received supplemental oxygen at 5 L/min via facemask. Noninvasive monitors
included electrocardiogram, arterial blood pressure, and pulse oximeter. Because of the
frequent incidence of subclavian stenosis in CEA patients, the arterial line was placed in the
arm with the higher noninvasive pressure to obtain a more accurate reading of arterial blood
pressure or, if equal, then in the ipsilateral arm under local anesthesia. The reason for this
configuration was that when the carotid was clamped, patients needed to squeeze a toy, as a
measure of strength, with the contralateral hand. The arterial catheter made this task difficult.

CEA regional patients underwent superficial and deep cervical plexus blocks using
mepivacaine 1.5% with epinephrine 1:200,000. Details of this technique are given elsewhere.
12 all patients were sedated with dexmedetomidine and varying doses of fentanyl and/or
midazolam. Upon clamping the carotid artery, all patients were evaluated for speech deficit
(counting), contralateral arm strength (ability to squeeze a toy), and significant increase in
agitation or confusion. Patients who demonstrated signs of cerebral ischemia with test clamping
were treated with intraarterial shunting. Patients recovered in a postoperative care unit.

Coronary artery stenting were performed at Columbia University Medical Center. The patients
undergoing coronary artery stenting or coronary angiography received an injection of local
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anesthetic, lidocaine 2%, in the area of the femoral puncture. They were sedated with fentanyl
and/or midazolam. One patient received 2 mg of morphine.

CEAs were performed by members of the vascular service at NYUMC (mainly by T.S.R., but
afew by T.M.). The surgery for CEA consisted of positioning the patient supine with the head
in an extended midline position. An incision was made along a skin crease from just below the
angle of the mandible to near the midline through skin, subcutaneous tissue, and platysma. The
common, internal, and external carotid arteries were exposed and controlled. All CEA patients
received a heparin bolus prior to clamping the carotid artery. A dacron Hemashield© patch
was used in all patients and protamine reversal was given at the end of surgery.

Neuropsychometric Evaluation

Patients were assessed with a battery of six neuropsychometric tests, chosen to represent a
range of cognitive domains, before and 1 day (approximately 20 h) after surgery.
Neuropsychometric tests were administered by one of three research assistants who were
trained at the Columbia University site by a senior neuropsychologist and went to NYU to
recruit and administer all of the tests. Before and after surgery, evaluations were performed by
the same research assistant. The Boston Naming Test evaluated patients’ ability to verbally
identify objects pictured on a series of cards. Halstead-Reitan Trails Parts A (Trails A) and B
(Trails B) evaluated visual conceptual and visuomotor tracking by timing how long it took a
subject to connect consecutively numbered circles with a single line (part A) and then connect
the same number of consecutively numbered and lettered circles by alternating between the
two sequences (part B). The Controlled Oral Word Association test assessed verbal fluency,
providing information on dominant hemisphere function. Patients were asked to generate as
many words as possible that begin with a certain letter within 60 sec. Three separate trials were
performed at each testing session, one each with the letters C, F, and L. Scoring for these tests
is described in more detail elsewhere.13 The copy portion of the Rey Complex Figure test (Rey
Copy) evaluated visuo-spatial organization, providing insight into the functioning of the
nondominant hemisphere. Patients were asked to copy a complex figure and a standardized
scoring system was used to evaluate the presence of design-specific features and the accuracy
of their Iltzlcations.14 Afterwards, they were asked to draw the same figure from memory (Rey
Recall).

Statistical Analysis

Perioperative variables and neurocognitive performance for all patient groups, CEA regional
and control patients, were calculated and compared using Fisher’s exact test, or the
nonparametric Wilcoxon’s ranked SUM test using SAS™ version 8.2 software (SAS Institute,
Cary, NC).

Change in cognitive performance was analyzed by using the performance of patients in the
control group to determine the mean and SD of change scores between pre- and postoperative
performance on each of the neuropsychometric tests. Z-scores for performance were calculated
for patients in both CEA groups.

z — score=(Ascore — mean A SCOre onirols )/ SD A SCOre controls

controls where A refers to change in neuropsychometric performance either of patients having
CEA or control patients, and SD is the standard deviation of the change scores of the patients
in the control group. Z-scores were converted to a point deficit score by assigning points from
“0” to “5” in —0.5 Z-score increments, as described previously.7 For each patient, these deficit
points were summed to generate a total deficit score that measures the global level of cognitive
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decline of each patient at day 1. By convention for abnormality, we defined significant
neurocognitive dysfunction as a total deficit score exceeding the mean total deficit score of the
control group by two SDs. Performance was also analyzed using continuous data. For
continuous data, Wilcoxon’s ranked sum test were used to test group differences in
neuropsychometric performance using both Z-scores that reflect both improvements and
declines in cognitive performance and point deficit scores that measure only declines in
cognitive performance. A Bonferroni adjustment was made to the P values obtained for
individual tests.

Cohort Characteristics

The perioperative variables for the two groups of patients, CEA regional and controls, are
presented in Table 1. There were no significant differences between the two groups except the
control patients had fewer transient ischemic attacks and strokes by history (27% vs 5%).
Seventy-three percent of patients having CEA regional were asymptomatic. Intraoperative
values are shown in Table 2. The duration of the control procedures were significantly shorter
than CEA surgery, and the medications administered are less. Patients in the CEA regional
group received dexmedetomidine, which was not administered to patients in the control group.
Mean duration of surgery and duration of carotid artery cross-clamp were 117.3 £ 33.3 minutes,
and 55.0 + 12.2 minutes, respectively, where “+ " is the SD (Table 2). The percentage of patients
requiring a shunt was 2.5% for CEA regional (Table 2).

Baseline preoperative neuropsychometric scores for each of the tests are shown in Table 3.
There were no significant differences in preoperative cognitive performance between the two
groups. Average difference scores before versus after surgery or coronary artery angiography
and/or stenting are depicted for each test for each of the patient groups (Fig. 1). Because pain
is a significant confounder for evaluation of neuropsychometric performance, visual analog
pain scale scores were determined at each examination (Table 4). Although there was a
significant increase in pain after surgery compared with before (Baseline) for the CEA regional
group, and between groups (except for pain standing 1 day after surgery), no patient had visual
analog pain scale scores >4, which we have previously demonstrated to interfere with cognitive
performance (Table 4). Average cognitive performance improved for patients in the control
group except for patient performance on the Rey Copy test, where it was unchanged. There
were significant differences between the two groups in performance on Trails B (Fig. 1).

Individual total deficit scores for each patient in each of the two groups are shown in Figure
2. The mean group performance of patients in the control group was significantly different than
group performance in the CEA regional (P = 0.0002) group. By categorical analysis, 10 patients
in the CEA regional group (24.4%) had total deficit scores that were >2 SD above the mean
of the total deficit score of the control group. To verify that change in performance on Trails
B did not account for our results regarding the patients with significant cognitive dysfunction
based on the total deficit score, we reanalyzed the total deficit score excluding the change in
performance on Trails B. Under these conditions, 8 patients had total deficit scores >2 SD
above the mean of the total deficit score of the control group for an incidence of 19.5%.

DISCUSSION

Although CEA is considered a safe procedure, with a low incidence of perioperative stroke,
the prevalence of subtle neurocognitive dysfunction after CEA is being increasingly
recognized.7’15'16 Cognitive dysfunction after CEA is detected by a battery of
neuropsychometric tests designed to offer a more detailed assessment of higher cortical
function than traditional neurological examination. Previously, we demonstrated that
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approximately 25% of CEA general patients experience a decline in neurocognitive
performance on a battery of neuropsychometric tests administered 1 day postoperatively, in
comparison to a similarly aged population exposed to a comparable anesthetic regimen.G’
However, the question remained whether cognitive dysfunction in this population was due in
part to the anesthetic technique.

A control group was studied to determine what component of change in performance before
and after surgery for each test was due to repeated testing (practice effect). Using the control
group, we calculated the mean and SD of the difference scores to calculate Z-scores for each
test. With these Z-scores, we summarized the overall cognitive performance for each patient
by summing the Z-scores for each test. In this way, performance in each test, and its
representative cognitive domain, was weighted without the statistical bias associated with how
scores were calculated for each test. The other reason to sum the Z-scores over the total test
battery was to provide a cutoff for statistically significant dysfunction. There is a bias to
simplify outcome using categorical measures of significant dysfunction.

If cognitive dysfunction were present after CEA Regional, it would add further support to the
idea that surgery was the cause; and if cognitive dysfunction were absent or significantly
reduced, that general anesthesia was the most likely cause. Since we had previously
demonstrated cognitive dysfunction after general anesthesia as being due to surgery at both 1
day and 1 mo after surgery, we chose to look for immediate or short-term effects because we
thought that cognitive changes would be seen most easily at this time-point. However, later
follow-up times would have given a better idea of the persistence of cognitive dysfunction.

Early manifestation of neurologic signs and cognitive dysfunction still indicate ischemic
changes in the brain. Restoration of function may arise because of compensatory cerebral
mechanisms that can be quite unique. For example, patients with impaired cerebral blood flow
in one hemisphere can recruit different cerebral areas to compensate for the loss of function
that may even include the opposite hemisphere.17’18 As well, Newman et al. demonstrated
that early cognitive changes in patients having cardiac surgery that resolve considerably by 6
wk and 6 mo after surgery have long-term sequelae in predicting cognitive deterioration 5 years
later.19 However, the etiology of the cognitive changes may determine the course of cognitive
performance. For patients not havian cardiac or carotid artery surgeries, the effect of anesthesia
and surgery decreases over time.8,11,20-22

It has been difficult to find evidence to demonstrate a difference between regional and general
anesthesia, even in studies enrolling large numbers of patients. Two large studies of patients
having noncardiac and noncarotid artery surgery used neuropsychometric tests to determine
whether regional or general anesthesia reduced postoperative cognitive dysfunction.23!24
Williams-Russo et al.23 were unable to find a benefit associated with regional anesthesia;
however, while Rasmussen et al. were unable to show an advantage if they analyzed their data
based on intention-to-treat, they did show a significant advantage if they excluded surgical
cases which did not receive the allocated anesthetic.24

Previous studies have compared regional versus general anesthesia in patients having CEA
using the presence of new neurologic findings as the primary end-point. Because the incidence
of new neurologic findings is on the order of 3% to 5%, a large number of patients have to be
enrolled to have statistical power to demonstrate a difference in these two anesthetic techniques.
Guay was able, only by meta-analysis of retrospective combined with prospective studies, to
suggest that outcome improved with regional anesthesia. 2>

In addition, we enrolled a contemporaneous group of 69 patients having CEA general to
demonstrate that our current neuropsychometric techniques lead to a similar incidence of
significant cognitive dysfunction (Appendix online at www.anesthesia-analgesia.org). Using
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the same criteria to analyze performance as we describe in this article, we found that the
incidence of cognitive dysfunction in CEA general was 24.6%. The difference between CEA
regional and CEA general was not statistically different (P = 0.82, Fisher’s exact test).
However, to have had the statistical power to detect a 10% difference with 4 equal to 0.80 and
a equal to 0.05, one would need about 400 patients per group. Based on our sample size, we
could not conclude that these two groups of CEA patients were not significantly different in
their incidence of cognitive dysfunction.

There are a few concerns associated with our study. First, total deficit scores were based on
Z-scores using patient performance from the control group. Ideally, the control group should
have consisted of patients with carotid artery stenosis having anesthesia without surgery, but
that was an unobtainable population to study. Patients having coronary artery stenting were
not a perfect control group, especially because they may have distal embolization into the
carotid circulation most probably from aortic debris.26 However, stroke associated with emboli
in this populatlon is small,2” on the order of 0.2%. However, a larger number of patients, 5.9%
28 10 159,29 have evidence for asymptomatic embolic cerebral infarction based on magnetic
resonance imaging. These emboli impair cognitive performance after cardiac catheterization.

0 anything, this control group would have made it even more difficult to demonstrate
significant cognitive dysfunction, because while we may have seen less cognitive improvement
due to the practice effect in patients associated with emboli, the SD of the change scores should
have increased. Since the Z-scores in CEA patients are based on the mean and SD of the change
scores in the control group, the Z-scores in the CEA group decrease with an increase in the SD
of the change scores in the control group.

Second, patients in the control group were sedated with small doses of fentanyl (one patient
had morphine) and midazolam (Table 2). However, the CEA regional patients were given
dexmedetomidine (Table 2). Dexmedetomidine is an a-agonist used in anesthesia for sedation.
As a sedative-hypnotic, its advantage is that it does not suppress respiration, maintains stable
hemodynamics and rapidly redistributes with a half-life of 5 min. 31 Although we (E.J.H.) have
found that prolonged infusions of dexmedetomidine m impair cognitive performance during
cerebral endovascular procedures for at least 45 mln others at NYUMC have shown that it
is an effective adjuvant for sedation during CEA reglonal.33‘35 In addition, we would not
expect dexmedetomidine to have any effect on the postoperative evaluation of performance
because our patients were examined >20 h after dexmedetomidine was dlscontlnued WhICh is
at least four half-lives beyond the clearance half-life of dexmedetomidine (2 to 5 h3 )

The results of this study are identical to our previously reported results’ and that of a
contemporaneous study of CEA general patients (not published), and support the view that
cognitive dysfunction in the short-term arises from the effect of surgery when the carotid artery
is clamped. The precise mechanism of post-CEA neurocognitive dysfunction is unknown,
although evidence points to an ischemic etiology. Declines in cognitive function after CEA
have been associated with serum elevations of protein S100b, a marker of glial cell death,
indicating the occurrence of cerebral injury. 37 Ischemia may be due to transient hypoperfusion
during carotid cross-clamping or the dislodgement of microemboli. However, in CEA general
patients we have been unable to find Doppler HITS (high intensity transients) thought to be
associated with microemboli, or focal ischemia on postoperative diffusion-weighted magnetic
resonance imaging.?’8

We found that CEA regional patients have an incidence of cognitive dysfunction S|m|Iar to
that of CEA general patients based on an event-rate analysis, as previously publlshed " and
on a contemporaneously enrolled CEA general group (presented in an Appendix online at
www.anesthesia-analgesia.org). It is likely that events occurring during surgery are the cause
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these cognitive findings, independent of the type of anesthetic technique or cerebral

monitoring used.
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Figure 1.

Change scores by test. The average difference scores for these six tests are generated by
subtracting the performance score “after” from “before” surgery or the coronary procedure for
all tests except Trails A and B, where just the reverse subtraction is performed. In this way,
positive values indicate improved performance. The error bars represent the standard error of
the mean (S.E.M.). The two groups are represented by this bar graph: solid black bars, the
control group; and vertical striped, carotid endarterectomy (CEA)-regional group.
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Figure 2.

Comparison between groups. The mean total deficit scores are shown by the dashed line for
each of the two groups. The mean of the carotid endarterectomy (CEA) regional group is
significantly different from the mean of the control group (P = 0.0002). The solid line represents
two standard deviations above the mean of the control group. The triangles represent total
deficit scores for patients with some triangles representing more than one patient.
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Table 1
Perioperative Data
CEA regional Control

Number of patients 41 19

Age (yrs) 70.9 (10.5) 63.5 (11.0)
Gender (male/female) 78.0%/22.0% 63.2%/36.8%
Handedness (right/left) 90.2%/9.8% 84.2%/15.8%
Height (cm) 172.6 (8.6) 168.4 (11.4)
Weight (kg) 80.1 (13.7) 85.5 (22.3)
Education (yrs) 16.4 (3.3) 15.6 (4.5)
Smoker (%) (pk yrs) 82.9% (38.6) 68.4% (37.8)
Hypertension (%) 66 79
Diabetes mellitus (%) 22 21
Previous stroke or TIA (%)2 27 5
Previous MI (%) 22 26

Mean and standard deviation are given in parenthesis.

CEA = carotid endarterectomy; TIA = transient ischemic attack; M1 = myocardial infarction; CEA regional = patients having CEA under a regional
anesthetic; Controls = patients having coronary artery angioplasty and/or stenting under local sedation.

aStatisticaIIy different from Controls having artery stenting at P < 0.05.
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Table 2
Intraoperative Data

Intraoperative CEA regional Control
Duration of surgery (min) 117.3 (33.3) 73.2(30.6)
Duration of cross-clamp (min) 55.0 (12.2) —
Fentanyl (mcg/kg) 1.3(0.8) 0.8 (0.06)
Midazolam (mg/kg) 0.03 (0.02) 0.02 (0.01)
Dexmedetomidine (mcg/kg/surgery) 43.7 (19.6) —
Heparin (units) 6,043.5 (1,444.6) -
Protamine (mg) 18.2 (8.3) .
Shunt (%age) 2.5% —

Values refer to mean. Numbers in parenthesis represent the standard deviation.
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Table 3
Baseline Scores

CEA regional Control
COWA 45.0 (13.3) 39.8 (12.9)
Boston naming 55.4 (4.7) 51.2 (8.8)
Trails A (sec) 44.8 (16.3) 45.3 (18.5)
Trails B (sec) 103.3 (56.5) 115.8 (78.8)
Rey Copy 26.9 (6.3) 26.7 (5.8)
Rey Recall 13.6 (10.2) 12.7 (7.6)

Mean and standard deviation are given in parenthesis. Scoring for these tests is described in detail in Ref. 14.

COWA = controlled oral word association test; Rey Copy = the Rey Complex Figure test, copy component; Rey Recall = the Rey Complex Figure test,
recall component.
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