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ABSTRACT

Background and Objectives

Since the impairment of platelet function may cause excess peri-operative bleeding,
pre-operative discontinuation of aspirin and heparin bridging are common for cardiac
surgery. We evaluated the impact of pre-operative administration of enoxaparin and
unfractionated heparin (UFH) on coagulation parameters and peri-operative bleeding
in patients undergoing elective coronary artery bypass grafting (CABG) surgery after
discontinuation of aspirin.

Design and Methods

Forty-three patients with three-vessel coronary artery disease undergoing elective
CABG surgery discontinued aspirin and were randomized to receive either UFH 180
Ul/Kg x 2/day s.c. or enoxaparin 100 Ul/Kg x 2/day s.c. until 12 h before surgery
(median pre-operative treatment 8 days, range 6-12 days). Surgery was performed as
usual with UFH. Neither UFH nor any low molecular weight heparin was given in the
immediate post-operative period. The effects of UFH and enoxaparin were monitored
by the activated partial thromboplastin time (aPTT) and the Enox-test (sensitive to fac-
tor Xa inhibition) using a Rapidpoint® Coagulation Analyzer. aPTT and factor Xa activ-
ity were also measured by standard methods. Peri-operative bleeding and the nadirs
of hemoglobin concentration, hematocrit and platelet count were monitored post-oper-
atively.

Results

Patients in the two groups were similar for number of bypasses, on-pump time, total
surgery time, and time from the last heparin administration. Coagulation parameters
increased significantly and similarly at 30 min and 6 h with both treatments, but
returned within the normal range at 12 h. Hemoglobin, hematocrit and platelet counts
significantly decreased to the same extent after CABG and re-normalized at the same
time. Transfusional requirements of blood and plasma units were similar in the two
groups.

Interpretation and Conclusions

From the kinetics of coagulation parameters and the evaluation of bleeding, enoxa-
parin is a safe alternative to UFH as a bridging therapy to CABG after discontinuation
of aspirin.

Key words: unfractionated heparin, enoxaparin, low molecular weight heparins,
bypass surgery, bleeding.
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surgery has two important rationales: (a) to pre-

vent the occurrence of deep vein thrombosis, the
risk of which is substantially increased in surgical
patients in general and in coronary bypass graft (CABG)
surgery patients in particular;' (b) to provide an
antithrombotic substitute for aspirin, the prolonged
action of which, when given throughout the pre-opera-
tive period, prevents the recovery of full hemostatic
competence at the time of surgery. Indeed, while the
post-operative use of aspirin is recommended early on
after CABG surgery (even by naso-gastric tube adminis-
tration)’ to prevent early bypass thrombotic occlusion,
and contributes to long-term bypass patency,** the use
of pre-operative aspirin, immediately before surgery, is
controversial.” In patients with chronic stable angina
and low-risk plaque morphology, aspirin discontinua-
tion 7-10 days before elective cardiac operations
appears to be prudent to decrease the risk of peri-oper-
ative bleeding and thus the need for transfusion.’
However, no indications for aspirin discontinuation
exist for patients with acute coronary syndromes, in
whom the benefit of aspirin is higher than in those with
stable angina."

In order to ensure some anti-thrombotic protection
and, at the same time, allow rapid restoration of hemo-
static competence at the time of surgery, bridging
antithrombotic therapy with heparin may — at least par-
tially - substitute aspirin until surgery is performed.
Bridging therapy with subcutaneous unfractionated
heparin (UFH) is therefore common practice in several
general surgical settings and in CABG surgery in partic-
ular, in which coronary artery disease entails an
increased risk of coronary thrombosis. Ideally, the
administration of heparins should be continued as long
as possible in the pre-operative period, in order to pro-
vide full anti-thrombotic coverage, but should also
allow a complete recovery of hemostatic competence at
the time of surgery.

Since low molecular weight heparins (LMWH) pro-
vide many pharmacokinetic advantages compared with
UFH, including a more predictable anticoagulant
response, higher bioavailability, lower binding to plas-
ma proteins, platelet factor 4 and endothelial cells,
lower plasma clearance and a longer plasma half-life,"
as well as a lower incidence of heparin-induced throm-
bocytopenia,” and since they are a valid substitute for
UFH in a number of settings, such as non-ST elevation
acute coronary syndromes® and prevention of venous
thromboembolism,! LMWH may provide a useful
bridge to revascularization in patients undergoing
CABG surgery.

Obstacles to the spread of this practice are mainly the
absence of solid evidence of equivalence (or superiority)
of efficacy in this setting,”"* and the proof of equal safety,
namely the absence of excess bleeding. The safety of

The use of heparins before coronary artery bypass

LVMH versus UFH for bypass surgery

LMWH vs UFH appears to be comparable in a number of
surgical settings,"'® but some studies have suggested an
increased number of hemorrhagic complications after
LMWH, particularly with the use of higher doses.” '
Evidence of excess bleeding might therefore limit the
emphasis on the use of a LMWH in patients undergoing
CABG surgery. This might be a problem, as such patients
are generally at high risk of thrombotic events and for this
reason need higher doses than those used for prevention
of venous thromboembolism.

Against this background, we compared surgical bleed-
ing after a 12 h discontinuation of either UFH or the
LMWH enoxaparin in the setting of CABG surgery. The
specific hypothesis of this study was that a 12 h interval
is sufficient not to cause excess peri-operative bleeding,
and is therefore an optimal compromise between
antithrombotic efficacy and hemorrhagic safety.

Design and Methods

Patients

We included patients aged 35-75 years with three-ves-
sel coronary artery disease (CAD) who were candidates
for elective CABG. Exclusion criteria were the require-
ment for other additional (valve, carotid, etc.) simulta-
neous surgery (potentially altering the otherwise fairly
standardized surgery times), the choice of off-pump sur-
gery, any altered liver and kidney laboratory parame-
ters, a history of any hemorrhagic disorder, platelet
count <100,000 or >450,000/uL, as well as treatment
with ticlopidine or clopidogrel in the last month.

Out of 50 consecutive patients admitted to the
Cardiac Surgery Division at the University of Chieti
Medical School for elective CABG surgery between
November 2004 and May 2005, a total of seven patients
were excluded from the study: two cases because of
additional requirement of mitral valvuloplasty, one
because of a platelet count of 80,000/uL, two because of
recent treatment with a thienopyridine (ticlopidine),
one because of chronic renal disease with a serum crea-
tinine of 2.3 mg/dL, and one because of age (76 years).
The remaining 43 patients were randomly allocated to
receive either UFH (n=22) or enoxaparin (n=21).

We calculated a sample size of 21 subjects per group
to provide a study power of 95% to detect a difference
of 0.1 mg/dL in hemoglobin or a difference of 0.5% in
hematocrit, with a one-sided type I error of 0.01. Such a
sample size also provided a study power of 95% to
detect a difference of 2x10° platelets/uL with a one-
sided type I error of 0.05.

Patients were admitted to the Cardiac Surgery
Division 943 (mean+SD) days before the planned day
of surgery. They all discontinued aspirin immediately
and received UFH, 180 Ul/Kgx2/day (volume range 0.3-
0.6 mlx2/day) s.c. or enoxaparin 100 UI/Kgx2/day
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(range 6000-8000 UlIx2/day) s.c. until 12 h before sur-
gery (median 8 days, range 6-12 days of treatment). All
patients were operated by the same two surgeons (AC
and GDG, among the authors of the study), using a
standard surgical technique involving non-pulsatile car-
diopulmonary bypass with systemic cooling. No antico-
agulant was used after surgery. After 48 h, all patients
resumed low-dose (100 mg) aspirin administration.

The study protocol was approved by the local ethics
committee. Written informed consent was obtained
from all subjects enrolled.

Coagulation tests

To monitor UFH, the (aPTT) activated partial throm-
boplastin time was evaluated by a traditional method,”
using the HemosIL SynthASil kit (Instrumentation
Laboratory, Milan, Italy) and an Electra 1400 coagu-
lometer (Instrumentation Laboratory), as well as by a
Rapidpoint®Coagulation analyzer, consisting of a micro-
processor-based analyzer and single-use assay-specific
test cards: the analyzer photo-mechanically monitors
fibrin clot formation in a flat capillary chamber on the
surface of a test card.”” Values of the aPTT <35 s were
considered normal, and values >40 s were considered in
the therapeutic range.

To monitor enoxaparin, factor Xa was measured by
both a chromogenic method” and the Enox-test. The
Enox-test is a new-generation automated test specific
for enoxaparin, performed by the Rapidpoint®
Coagulation analyzer: factor Xa within a blood sample
is rapidly generated by a specific factor X activator,
thereby initiating the clotting cascade. Enoxaparin from
the patient’s blood complexes with antithrombin to
inhibit factor Xa (and to a lesser extent factor Ila) and
proportionally lengthens the clotting time.”* The
instrument’s display shows coagulation time in seconds,
with 260 s corresponding to 1 antiXa U/mL. Here values
<260 s were considered as sub-optimal anticoagula-
tion.” The ENOX card is optimized for enoxaparin
monitoring, but is known to be affected by other
heparins.

As a control, the aPTT, performed by the two meth-
ods, was also measured in patients treated with enoxa-
parin. Both the Enox-test and factor Xa measurement
were also performed in patients treated with UFH.

All coagulation parameters were assessed before the
first administration of heparin (enoxaparin or UFH) and
at 30 min, 6 h and 12 h after the last s.c. injection before
surgery. Venous blood samples were collected into stan-
dard 3.8% (weight to weight) sodium citrate tubes,
with a blood-to-sodium citrate ratio of 9:1 for both the
Rapidpoint®Coagulation analyzer and the other labora-
tory measurements.

Assessment of peri-operative blood loss
Red blood cell count as well as hemoglobin concen-
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tration, hematocrit and platelet count were measured
immediately before and after surgery. Post-operative
bleeding was classified as major or minor according to
the TIMI bleeding classification.” Major bleeding was
defined as intracranial hemorrhage or a 25 g/dL decrease
in the hemoglobin concentration, or a 215% absolute
decrease in hematocrit. Minor bleeding was defined as
(i) an observed blood loss with either >3 g/dL decrease
in hemoglobin concentration or 210% decrease in the
hematocrit; (ii) a non-observed blood loss with >4 g/dL
decrease in hemoglobin concentration or 212%
decrease in the hematocrit. Minimal bleeding was
defined as any clinically overt sign of hemorrhage asso-
ciated with <3 g/dL decrease in hemoglobin concentra-
tion or <9% decrease in the hematocrit.

Statistical analysis

Discrete variables were described as absolute values
and percentages; continuous variables were described as
mean =+ standard deviation (SD) after checking the nor-
mality of distributions. Hematologic parameters ana-
lyzed in the general study population were compared
before and after CABG by the Student’s r-test for paired
data. Hematologic parameters and variations of such
parameters, normalized for the basal values, were com-
pared in the two randomization groups by the Student’s
t-test for unpaired data. Statistical significance was set at
a p value <0.05.

Results of the aPTT and Enox-test performed with the
Rapidpoint®Coagulation analyzer were related to the
aPTT and factor Xa results measured by traditional lab-
oratory methods, respectively, by linear regression
analysis. Coagulation parameters measured at different
times were analyzed by one way analysis of variance
(ANOVA). In the presence of significant F values, results
at different times were compared by the Bonferroni-
Dunn’s test and statistical significance was assumed for
a p value <0.0083 (original p=0.05/number of compar-
isons). Analyses were performed with the Stat-View
statistical software (Calabasas, CA, USA).

Results

Demographic and surgery-related characteristics,
these latter including number of bypasses, on-pump
time, total surgery time, and time elapsed between the
last administration of heparins and the beginning of sur-
gery, are reported in Table 1 and Table 2, respectively.
All variables were similar between the two groups.

Coagulation tests

Values of the aPTT from all patients measured with
the Rapidpoint®Coagulation analyzer correlated strong-
ly with those measured with the traditional method
(R=0.85, p<0.0001) (data not shown).

Results of the Enox-test from all patients measured



with the Rapidpoint®Coagulation analyzer correlated
well with factor Xa units measured with the chro-
mogenic method (R=0.78, p<0.0001) (data not shown).

Values of the aPTT and of the Enox-test measured
with the Rapidpoint Coagulation®Analyzer were then
used for further statistical analyses.

In patients treated with UFH, aPTT values, in a nor-
mal range at the basal measurement, increased signifi-
cantly 30 min after drug administration and even more
after 6 h, with a subsequent decline at 12 h, returning to
the normal range, albeit at this point still significantly
different from basal values (Figure 1). In patients treated
with enoxaparin, the aPTT modifications were smaller,
with a significant increase only detectable at 6 h; how-
ever, the mean aPTT value at 6 h was still within nor-
mal limits (Figure 1).

In contrast, in patients treated with enoxaparin, the
Enox-test, in a normal range at baseline, increased sig-
nificantly 30 min after drug administration and even
more a 6 h; the Enox-test values then decreased signifi-
cantly to normal values at 12 h (Figure 2). No significant
differences were observed between the Enox-test val-
ues measured 12 h after drug administration and those
of the basal Enox-test.

In patients treated with UFH, the Enox-test modifica-
tions were smaller, with a significant increase at 6 h and
a decrease at 12 h; however, the mean Enox-test value
at 6 h was <260 s (<1 antiXa U/mL), therefore still with-
in normal limits (Figure 2).

Assessment of peri-operative blood loss, bleeding
and thrombotic events

Hemoglobin, hematocrit and platelet counts were
similar in the two groups before and after CABG,
decreasing significantly after CABG compared with val-
ues before CABG (Figure 3).

The percent changes (A%) of these parameters, each
calculated as pre-operative value — post-operative
value/pre-operative value x 100, were similar in the two
treatment groups (Table 3). In the UFH and in the
enoxaparin groups, the mean absolute reductions of
hemoglobin were 2.6 g/dL and 2.5 g/dL, the mean
absolute reductions of hematocrit were 8% and 7%,
and the mean absolute reductions of platelet counts
were 50x10°/uL and 51x10°/uL, respectively.

The numbers of transfused blood units and plasma
units were similar in the two treatment groups: 17
blood units were transfused in the UFH group vs. 15 in
the enoxaparin group; 3 plasma units in the UFH group
vs. 1 in the enoxaparin group (for all, p=N.S.). The
means (+ SD) of blood and plasma units transfused per
patient in the two groups are reported in Table 3.

No patient experienced a major bleed or needed
repeat sternotomy. Two patients experienced minor
bleeding: one patient in the group treated with UFH had
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Figure 1. aPTT values in the two treatment groups. Gray columns
on the left show mean aPTT values in patients treated with UFH,
and white columns on the right show mean aPTT values in
patients treated with enoxaparin, measured with the Rapidpoint®
Coagulation analyzer before the first administration of the drug
(baseline) and 30 min, 6 h and 12 h after a single s.c. injection
during the day before surgery. Error bars indicate the standard
deviation. Horizontal lines indicate statistically significant differ-
ences. The dashed line shows the upper normal limit of the aPTT.

Table 1. Demographic characteristics of the two groups of
patients.

UFH Enoxaparin p
Number 22 21 N.S.
Sex (male/female) 17/5 15/6 N.S.
Age (years) 638 64+10 N.S.
Height (cm) 1719 16810 N.S.
Weight (Kg) 7311 7412 N.S.
Body surface area (m?) 18516 18317 N.S.

Age, height, weight and body surface area are expressed as mean + SD.

Table 2. Surgery-related characteristics of the two groups of
patients.

UFH Enoxaparin p
N. of bypasses/patient 3.270.46 3.19+0.40 N.S.
On-pump time (min) 121+46 12044 N.S.
Total surgery time (min) 29467 297463 N.S.

Heparin-to-surgery time (min) 1054273 1007177 N.S.

Data are expressed as mean + SD.

a pericardial effusion with a decrease in hemoglobin of
3.5 g/dL, and one patient in the group treated with
enoxaparin had a large wound hematoma with a
decrease in hemoglobin of 3.2 g/dL.

Seven patients experienced minimal bleeding, such as
ecchymoses (three patients in the UFH group and two
in the enoxaparin group), wound hematoma near the
incision (one patient in the enoxaparin group), and
hematuria (one patient in the UFH group), all associated
with a hemoglobin drop of <3 g/dL.

No patients experienced thrombotic events within 48
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Table 3. Percent change of hematologic parameters and number
of transfused blood and plasma units after CABG in the two
groups of patients.

UFH Enoxaparin p
Hemogobin A% 19.6+7.8 18.8+9.1 N.S.
Hematocrit A% 19.8+7.9 17.8+8.5 N.S.
Platelet count A% 23.4+9.3 24.6+12.6 N.S.
Transfused blood units/patient 0.8+0.7 0.7+0.6 N.S.
Transfused plasma units/patient ~ 0.1+0.3 0.05+0.2 N.S.

Data are expressed as mean + SD.

h, after which time all patients recommenced aspirin
treatment. We observed no case of heparin-induced
thrombocytopenia in either group of patients.

Discussion

In this trial we performed a comparison of surgical
bleeding after a 12-hour discontinuation of either UFH
or the LMWH enoxaparin in the setting of coronary
bypass surgery, showing a substantial equivalence of
the two treatments.

Both UFH and enoxaparin therapies were monitored
with a Rapidpoint®Coagulation analyzer, measuring the
aPTT and using a new-generation monitoring test spe-
cific for enoxaparin, the Enox-test. Values of the aPTT
obtained with this point-of-care analyzer correlated
strictly with those obtained with the traditional
method, and the Enox-test times correlated with factor
Xa units obtained by the standard chromogenic
method. Changes in both the aPTT and the Enox-test
were in agreement with the expected pharmacokinetic
properties of the two drugs, with the peak anticoagu-
lant effect occurring at about 6 h after the s.c. injection
and a normalization at 12 h. Changes in the aPTT,
although present in both groups, were more evident,
reaching a therapeutic range (>40 s) at 6 h, in the group
treated with UFH, because of the greater sensitivity of
this test to a drug — UFH — that affects thrombin activi-
ty more than enoxaparin. Likewise, variations in the
Enox-test were more evident, reaching a therapeutic
range (>260 s) at 6 h, in the group treated with enoxa-
parin because this test, although affected also by UFH
and other LMWH, is optimized for enoxaparin monitor-
ing. In agreement with previous experience,” in our
study the Enox-test range before treatment was 76-199
s, reached 265-434 s at 6 h after enoxaparin administra-
tion, and decreased to 91-220 s at 12 h. In the Evaluating
of Enoxaparin Clotting Times (ELECT) study,” a non-
randomized and open-label observational study, the
Enox-test was used to discern a target range of antico-
agulation for enoxaparin during percutaneous coronary
intervention: the Enox-test range of 250-450 s was sug-
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Figure 2. Enox-test times in the two treatment groups. Gray
columns on the left show mean Enox-test times in patients treat-
ed with UFH and white columns on the right in patients treated
with enoxaparin, measured before the first administration of the
drug and 30 min, 6 h and 12 h after a single s.c. injection during
the day before surgery. Error bars indicate the standard deviation.
Horizontal lines indicate statistically significant differences. The
dashed line shows the upper normal limit of the Enox-test.
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Figure 3. Hematologic parameters before and after CABG in the two
treatment groups. Panel A shows mean hemoglobin concentration,
panel B mean hematocrit, and panel C mean platelet count, deter-
mined before and about 1 hour after CABG surgery. Gray columns
refer to the UFH group and white columns to the enoxaparin group.
Error bars indicate the standard deviation. The numbers inside the
columns indicate the ranges of the data. Horizontal lines indicate sta-
tistically significant differences.




gested for percutaneous coronary interventions (corre-
sponding to anti-Xa level of 0.8 to 1.8 IU/mL) and 200-
250 s for safe arterial sheath removal. Moreover, in that
study the Enox-test time was correlated with clinical
outcome, with a nadir of ischemic events between 300
and 350 s and an increase of both ischemia and bleed-
ing events with an Enox-test time exceeding 450 s (>1.8
[U/mL antiXa).” In our study, 12 h after the last injec-
tion of UFH or enoxaparin, both the aPTT and the
Enox-test indicated a substantial recovery of hemostat-
ic competence in all cases, albeit with slower kinetics
for enoxaparin than for UFH.

As in our previous experience,” we chose hemoglo-
bin concentration, hematocrit and platelet count as
indices of peri-operative bleeding. These parameters
decreased in all patients, but their relative variation did
not differ between the two treatment groups, resulting
in an equal number of blood and plasma units trans-
fused in the two groups. In our patients, who discontin-
ued aspirin 7 days before surgery and underwent sur-
gery 16-17 h after the last administration of UFH or
enoxaparin, the decline of these hematologic parame-
ters was related to surgical variables, such as the extent
of chest opening, the number of bypasses, the duration
of surgery and extracorporeal circulation, as well as to
the rapidity and skill of the surgeon. Since these vari-
ables were equally distributed in the two groups, the
observation of no differences in bleeding complications
detected between patients treated with UFH and those
treated with enoxaparin speaks in favor of a similar
recovery of hemostatic function at the time of surgery,
as confirmed by the normalization of coagulation tests.

Another recent study assessed blood loss in patients
undergoing coronary bypass grafting, dividing the
patients into four treatment groups™: (i) elective patients
who stopped aspirin 5 days before the operation; (ii)
unstable angina patients maintained on aspirin and UFH
infusion; (iii) unstable angina patients maintained on
aspirin and dalteparin, stopped at least 12 h before sur-
gery; (iv) unstable angina patients maintained on dal-
teparin until <12 h before cardiac surgery. In that study,
dalteparin was compared with UFH in patients with
unstable angina continuing on aspirin until surgery.
Significantly more bleeding, assessed as blood losses
through mediastinal drainages, was noted in both
groups maintained on aspirin and UFH or dalteparin
compared with that in the group of patients who
stopped aspirin, but there were no differences between
the group assigned to UFH and the group receiving dal-
teparin stopped 12 h before surgery. On the contrary,
significantly greater blood loss was observed in patients
who stopped dalteparin <12 h before surgery, related to
a residual interference with coagulation. However, dal-
teparin is not the LMWH of choice in patients with
unstable angina, because its use is not supported by the
same amount of literature as enoxaparin in this set-

LVMH versus UFH for bypass surgery

ting.””* Enoxaparin was compared with UFH in a retro-
spective study in patients presenting with an acute
coronary syndrome and sent directly to open-heart sur-
gery while still on anticoagulation.” In that study, the
pre-operative use of enoxaparin, compared with UFH,
was associated with a significantly increased incidence
of re-exploration for post-operative bleeding. However
no difference between the groups was noted in the
average number of units of packed red blood cells or
platelets transfused, and, likewise, no difference was
noted in the total numbers of patients requiring any
blood product transfusion. Moreover, in that study the
last dose of enoxaparin was administered up until 3-40
hours (range) before surgery, and therefore many
patients received enoxaparin <12 hours before the oper-
ation, a time probably insufficient for full restoration of
hemostatic competence.

The object of our present study was to compare sur-
gical bleeding after a 212-hour discontinuation of either
UFH or of the most widely used LMWH — enoxaparin —
in the setting of elective CABG surgery.

We can provide no data on a comparative group of
patients treated with aspirin throughout the peri-opera-
tive period, because of the preference of our surgeons to
avoid excess bleeding. We also have no data on a com-
parative group of untreated patients (no aspirin, no
heparin), because this would imply the lack of any anti-
thrombotic coverage throughout the pre-operative peri-
od. Some information is available, from a case-control
study, suggesting that pre-operative aspirin use, within
7 days from CABG, is associated with decreased mor-
tality, compared with aspirin discontinuation, without a
significant increase in bleeding, or in the requirements
of blood products, or in related morbidities.” However,
the authors did not report on the timing of aspirin use
within the 7-day pre-operative period, or on whether
patients were treated or not before that time.”

In the limited sample size of patients enrolled in our
study, no patient experienced symptoms or signs attrib-
utable to thrombotic events - such as unstable angina -
after aspirin discontinuation in the peri-operative period,
lasting up to 48 hours after surgery, at which time they
all resumed aspirin. Although we could not compare our
two groups of patients (who both discontinued aspirin)
with a third group who remained on aspirin pre-opera-
tively, and although there are no clinical randomized tri-
als evaluating cardiovascular risk after aspirin withdraw-
al, it has been suggested that withholding aspirin peri-
operatively for 7 days would add a very little risk to
patients treated for secondary prevention of vascular
events.” Moreover, although there is some evidence sug-
gesting that rebound phenomena may occur when long-
term aspirin is discontinued, with the promotion of a
pro-thrombotic state,”* recent data have shown that -
on average - 10 days typically elapse between aspirin
withdrawal and thrombotic events, which is in line with
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the normal mean platelet survival.*.

Because of our sample size limitations, precluding
large-group comparisons of bleeding, we also evaluated
surrogate parameters for bleeding in our study, includ-
ing the fall of hematologic parameters. Most studies
comparing peri-surgical bleeding in patients discontinu-
ing aspirin before cardiac surgery and that in patients
treated with aspirin until surgery evaluated chest-tube
drainage and the amount of blood transfused as param-
eters of blood loss, as synthesized in a recent review.”
Some of these studies suggested that pre-operative
aspirin therapy, although able to improve graft patency,
also increases the risk of post-operative bleeding and
the need for re-operation.” On the other hand, other
studies have shown that pre-operative aspirin does not
increase transfusion requirements.” Therefore this issue
is still controversial. Unfortunately, there are no data in
any clinical study comparing hemoglobin, hematocrit
and platelet count in these patients. However, a recent
review* did recommend that laboratory testing before
cardiac surgery should include a full blood count to
assess both hemoglobin and platelet numbers, since sig-
nificant reductions in these parameters may occur, with
most cases probably occurring in the absence of symp-
toms and therefore only detectable by hematologic test-
ing. The results of our surrogate measurements fully
support the conclusion deriving from the actual assess-
ment of peri-operative bleeding.

We found an overall similar efficacy of enoxaparin
and UFH on coagulation parameters. On the one hand,
coagulation tests indicated a complete recovery of
hemostatic function at 12 h after the last s.c. injection of
both UFH and enoxaparin, also with no differences in

the kinetics of hematologic parameters between the
two treatment groups. On the other hand, bleeding
complications were similar in the two groups, and
mostly not relevant.

One important aspect of enoxaparin vs. UFH s.c. use
is the predictability of the anticoagulant effect due to
the much larger bioavailability and the lesser interfer-
ence with plasma proteins and cellular surfaces.
Another potential advantage of LMWH in general is the
reduced risk of heparin-induced thrombocytopenia.
Although in our study we did not observe any case of
such a severe complication, the risk of heparin-induced
thrombocytopenia, occurring after 5-10 days of heparin
therapy, is known to be significantly lower with LMWH
than with UFH" therefore conferring LMWH an impor-
tant safety advantage. This is another strong argument
for advocating the use of enoxaparin in our setting.

We performed this study in stable ischemic patients,
in whom enoxaparin may provide an antithrombotic
bridge to revascularization during discontinuation of
aspirin. These results should now also be confirmed in
patients with unstable angina, in whom, however,
aspirin discontinuation is not recommended.

Authors’ Contributions

GR: designed and coo-tdinated the study, and wrote the manu-
script: RDP: performed blood sampling; AD'A: performed blood
sampling; AS: petformed blood sampling; MZ: statistical analysis;
EDC: f%ctor a assays; RL: coordination of factor Xa assays;
GDM: one of the two cardiac surgeons operating patients; AC:
one of the two cardiac surgeons operating patients; RDC: rde-
cater@unich.it: designed the study and wrote the manuscript .

Conflict of Interest
The authors reported no potential conflicts of interest.

References

1. Geerts WH, Pineo GF Heit JA,
Bergquist D, Lassen MR, Colwell
CW, et al. Prevention of venous
thromboembolism: the Seventh
ACCP Conference on Anti-
thrombotic and Thrombolytic Ther-
apy. Chest 2004;126 Suppl 3:338S-
400s.

. Eagle KA, Guyton RA, Davidoff R,
Edwards FH, Ewy GA, Gardner TJ,
et al. ACC/AHA 2004 guideline
update for coronary artery bypass
graft surgery: a report of the
American College of Cardiol-
ogy/American Heart Association
Task Force on Practice Guidelines
(Committee to Update the 1999
Guidelines for Coronary Artery
Bypass Graft Surgery). Circulation
2004;110:340-7.

. Goldman S, Zadina K, Moritz T,
Ovitt T, Sethi G, Copeland JG, et al.
Long-term patency of saphenous
vein and left internal mammary
artery grafts after coronary artery

bypass surgery: results from a
Department of Veterans Affairs
Cooperative Study. ] Am Coll
CardFi)ol 2004;44:2149-56.

. Mangano DT. Aspirin and mortality

from coronary bypass surgery. N
Engl ] Med 2002;347:1309-17.

. Dacey 1J, Munoz JJ, Johnson ER,

Leavitt B], Maloney CT, Morton JR,
et al. Effect of preoperative aspirin
use on mortality in coronary artery

Preoperative aspirin ingestion in-
creases operative blood loss after
coronary artery bypass grafting.
Updated in 1995. Ann Thorac Surg
1995;59:1036-7.

. Karthik S, Grayson AD, McCarron

EE, Pullan DM, Desmond M].
Reexploration for bleeding after
coronary artery bypass surgery: risk
factors, outcomes, and the effect of
time delay. Ann Thorac Surg
2004;78:527-34.

. Sethi GK, Copeland ]G, Goldman S,

Moritz T, Zadina K, Henderson

| 372 | haematologica/the hematology journal | 2007; 92(03)

10.

11.

12.

WG. Implications of preoperative
administration of aspirin in patients
undergoing coronary artery bypass
grafting. Department of Veterans
Affairs Cooperative Study on Anti-
platelet Therapy. ] Am Coll Cardiol
1990;15:15-20.

Sirvinskas E, Veikutiene A, Gry-
bauskas P, Cimbolaityte ], Mon-
girdiene A, Veikutis V, et al
Influence of aspirin or heparin on

bypass grafting patients. Ann platelet function and postoperative
Thorac Surg 2000;70:1986-90. blood loss after coronary artery
. Ferraris VA, Ferraris SP. 1988:

bypass surgery. Perfusion 2006; 21:
61-6.

Collaborative meta-analysis of ran-
domised trials of antiplatelet thera-
py for prevention of death, myocar-
dial infarction, and stroke in high
risk patients. Br Med ] 2002;324:71-
86

Hirsh ], Raschke R. Heparin and
low-molecular-weight heparin: the
Seventh ACCP Conference on
Antithrombotic and Thrombolytic
Therapy. Chest 2004;126 Suppl
3:188S-203S.

Warkentin TE, Levine MN, Hirsh J,



13.

14.

15.

16.

17.

18.

19.

20.

21.

Horsewood P, Roberts RS, Gent M,
et al. Heparin-induced thrombocy-
topenia in patients treated with low-
molecular-weight heparin or unfrac-
tionated heparin. N Engl J Med
1995;332:1330-5.
Petersen JL, Mahaffey KW, Hassel-
blad V, Antman EM, Cohen M,
Goodman SG, et al. Efficacy and
bleeding complications among
patients randomized to enoxaparin
or unfractionated heparin for
antithrombin therapy in non-ST-
segment elevation acute coronary
syndromes: a systematic overview.
JAMA 2004;292:89-96.
Clark SC, Vitale N, Zacharias ],
Forty J. Effect of low molecular
weight heparin (fragmin) on bleed-
ing after cardiac surgery. Ann
Thorac Surg 2000,69:762-4.
Agnelli G, %onagha E Prevention of
venous thromboembolism. Thromb
Res 2000;97:V49-62.
Prandoni P. Heparins and venous
thromboembolism: current practice
and future directions. Thromb
Haemost 2001;86:488-98.
Koch A, Ziegler S, Breitschwerdt H,
Victor N. Low molecular weight
heparin and unfractionated heparin
in thrombosis prophylaxis: meta-
analysis based on original patient
data. Thromb Res 2001;102:295-
309.
Mismetti P, Laporte S, Darmon JY,
Buchmuller A, Decousus H. Meta-
analysis of low molecular weight
heparin in the prevention of venous
thromboembolism in general sur-
éery. Br J Surg 2001;88:913-30.
pector I, Corn M. Laboratory tests
of hemostasis. The relation to hem-
orrhage in liver disease. Arch Intern
Med 1967;119:577-82.
Saw J, Kereiakes DJ, Mahaffey KW,
Applegate R], Braden GA, Brent BN,
et al. Evaluation of a novel point-of-
care enoxaparin monitor with cen-
tral laboratory anti-Xa levels.
Thromb Res 2003;112:301-6.
Moliterno D], Hermiller B,
Kereiakes DJ, Yow E, Applegate R],
Braden GA, et al. A novel point-of-
care enoxaparin monitor for use dur-
ing percutaneous coronary interven-
tion. Results of the Evaluating Eno-

22.

23.

24.

25.

26.

27.

28.

29.

xaparin Clotting Times (ELECT)
Study. ] Am Coll Cardiol 2003; 42:
1132-9.

Diez JG, Cheong BY, O'Meallie LP,
Alt EU. Monitoring of enoxaparin
level using citrated clotting time dur-
ing percutaneous coronary interven-
tion. ] Interv Cardiol 2004;17:307-
13.

Ozawa T, Mammen EE LMW
heparin (anti-Xa) assays for clinical
monitoring and pharmacokinetic
studies on the automated coagula-
tion laboratory (ACL). Thromb Res
1992;66:287-98.

ENOX Package Insert. Available at:
http://enoxtest.com/pdfs/enoxpack-
ageinsert.pdf. Accessed on June 30,
2%03.

Chesebro JH, Knatterud G, Roberts
R, Borer ], Cohen LS, Dalen J, et al.
Thrombolysis  in  Myocardial
Infarction (TIMI) trial, phase I: a
comparison between intravenous
tissue plasminogen activator and
intravenous streptokinase. Clinical
findings through hospital discharge.
Circulation 1957;76:142—54.
DeCaterina R, Giannessi D,
Mazzone A, Bernini W, Lazzerini G,
Matffei S, et al. Vascular prostacyclin
is increased in patients ingesting
omega-3 polyunsaturated fatty acids
before coronary artery bypass graft
surgery. Circulation 1990;82:428-38.
Braunwald E, Antman EM, Beasley
JW, Califf RM, Cheitlin MD,
Hochman JS, et al. ACC/AHA 2002
guideline update for the manage-
ment of patients with unstable angi-
na and non-ST-segment elevation
myocardial  infarction--summary
article: a report of the American
College of Cardiology/American
Heart Association tasﬁ force on
practice guidelines (Committee on
the Management of Patients With
Unstable Angina). ] Am Coll Cardiol
2002;40:1366-74.

Bertrand ME, Simoons ML, Fox KA,
Wallentin  LC, Hamm CW,
McFadden E, et al. Management of
acute coronary syndromes in
patients presenting without persist-
ent ST-segment elevation. Eur Heart
J2002;23:1809-40.

Jones HU, Muhlestein JB, Jones KW,

30.

31.

32.

33.

34.

35.

36.

LVMH versus UFH for bypass surgery

Bair TL, Lavasani E, Sohrevardi M, et
al. Preoperative use of enoxaparin
compared with unfractionated
heparin increases the incidence of
re-exploration for postoperative
bleeding after open-heart surgery in
patients who present with an acute
coronary syndrome: clinical investi-
ation and reports. Circulation
002;106(12 Suppl 1):119-22.
Burger W, Chemnitius JM, Kneissl
GD, Rucker G. Low-dose aspirin for
secondary cardiovascular prevention
- cardiovascular risks after its peri-
operative withdrawal versus bleed-
ing risks with its continuation -
review and meta-analysis. ] Intern
Med 2005;257:399-414.
Vial JH, McLeod LJ, Roberts MS.
Rebound elevation in urina
thromboxane B2 and 6-keto-PGF1
alpha excretion after aspirin with-
drawal. Adv Prostaglandin Throm-
boxane Leukot Res 1991; 21A:157-
60.
Fatah K, Beving H, Albage A, Ivert T,
Blomback M. Acetylsalicylic acid
may Erotect the patient by increas-
ing fibrin gel porosity. Is withdraw-
ing of treatment harmful to the
Eatienté Eur Heart ] 1996;17:1362-6.
eving H, Zhao C, Albage A, Ivert T.
Abnormally high platelet activity
after discontinuation of acetylsali-
cylic acid treatment. Blood Coagul
Fibrinolysis 1996;7:80-4.
Biondi-Zoccai GG, Lotrionte M,
Agostoni P, Abbate A, Fusaro M,
Burzotta E et al. A systematic
review and meta-analysis on the
hazards of discontinuing or not
adhering to aspirin among 50,279
patients at risk for coronag artery
disease. Eur Heart ] 2006;27:2667-
74.
Sun JC, Crowther MA, Warkentin
TE, Lamy A, Teoh KH. Should
aspirin be discontinued before coro-
nary artery bypass surgery?¢
Circulation 2005;112:e85-90.
Robinson KL, Marasco SE Street
AM. Practical management of anti-
coagulation, bleeding and blood
Fro uct support for cardiac surgery.
art one: bleeding and anticoagula-
tion issues. Heart

Lung Circ
2001;10:142-53.

haematologica/the hematology journal | 2007; 92(03) | 373 |



