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Iranexamic acid reduces bleeding
after off-pump coronary artery bypass grafting

M. JARES, T. VANEK, Z. STRAKA, P. BRUCEK

Aim. To assess the ability of tranexamic acid, compared
with an untreated control group, to decrease bleeding

and transfusion requirements in patients undergoing cor-
onary artery bypass grafting on the beating heart.
Metbods. Forty-nine randomly selected patients were
enrolled to elective coronary artery bypass grafting
without the use of cardiopulmonary bypass. Of these,
23 received tranexamic acid (bolus of 1 g before sur-
gical incision, followed by infusion 200 mg/hour
during surgery) and 26 patients were enrolled into a
control group. Preoperative hematological variables,
postoperative blood loss at 4 and 24 hours, transfu-
sion requirements of packed red blood cells,and post-
operative thrombotic events such as a myocardial
infarction, stroke and pulmonary embolism were
recorded.

Results. The two groups were similar in terms of
patients’ characteristics. Postoperative bleeding was sig-
nificantly lower in the tranexamic acid group compared
with the control group (median [25th-75th percentiles]):
115 [92-148] vs 230 [170-260] mL at 4 hours, p<0.001;
420 [330-523] vs 550 [500-650] mL at 24 hours, p<0.01).
Transfusion requirements were lower in the tranex-
amic acid group compared with the control group (RBC
9% vs 28%), but the difference was not statistically sig-
nificant. Treatment with tranexamic acid was not asso-
ciated with a higher incidence of myocardial ischemia
or other thrombotic events.

Conclusion. Tranexamic acid reduces postoperative
blood loss after coronary artery bypass grafting on the
beating heart. Evaluation of transfusion requirements
warrants further study.

KEY woRrDSs: Coronary artery bypass - Postoperative compli-
cations - Tranexamic acid - Hemorrage.

ranexamic acid ds a synthetic antifibrinolytic drug
has been shown to reduce postoperative bleeding
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in patients after cardiac surgery with the use of car-
diopulmonary bypass (CPB).!-7 There are also data
showing efficiency of tranexamic acid in patients
receiving aspirin before coronary artery bypass oper-
ations.8. 9 However, there is only one study evaluating
the effect of antifibrinolytic agent use during off-pump
coronary surgery on postoperative blood loss and
transfusion requirements.!? The aim of our prospec-
tive randomized study was to evaluate the efficacy
of tranexamic acid in decreasing bleeding and trans-
fusion requirements in patients undergoing coronary
artery bypass grafting on the beating heart.

Materials and methods

Patient population

From January 1 through June 30, 2001, we con-
ducted an unblinded prospective study in 49 patients
undergoing elective coronary artery bypass grafting
without CPB, who had given their informed consent,
Exclusion criteria included impaired renal function (S-
Cr >150 mmol/L), hematological diseases, preopera-
tive anemia (Hb <11 g/dL, Htc <32) and conversion
to CPB. All of the patients were medicated by aspirin
before operation, with withdrawal 5 days before sur-
gery in elective cases. Treatment with preoperative
heparin infusion was not a contraindication to inclu-
sion into the study.
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TABLE 1.— Basic characteristics of the tranexamic acid and con-
trol groups of patients.

Tranexamic 5
* ; Control group
Parameters acid group 3
(n=22) (n=25)

Number 22 25
Gender (% of males) 68.2 80
Weight (kg) 74.5£16.8 77.4+13.2
Distal grafts (no.) 1.940.8 1.9+0.6

Plus-minus values are mean + standard deviation. No vanable differs sig-
nificantly between the groups. Two- sample “t"-test or 2 test was used for
comparison between the groups as appropriate.

Intraoperative management

Twenty-three patients were randomized to receive
tranexamic acid (Exacyl Sanofi Winthrop Industrie,
Ambares, France) 1 g, 10 min before surgical incision
followed by continuous infusion at a rate of 200
mg/hour until the end of the procedure. Twenty-six
patients were randomized to a control group not given
any antifibrinolytic agents.

Anesthetic management

The standard technique of balanced anesthesia with
sufentanil, midazolam, vecuronium and isoflurane
was used routinely. Heparin (100 IU/kg) was admin-
istered to obtain activated clotting time (Hemochron,
International Technidyne Corp., Edison, N.J., USA)
greater than 250 s before the start of the 1st anastom-
osis. After the end of the revascularization the effect
of heparin was neutralized by protamine with 1:1
ratio. -

Surgical technique

All patients were operated through a median ster-
notomy. The left internal thoracic artery was har-
vested routinely. Mechanical stabilization was used
to perform peripheral anastomosis using an Access
Ultima System mechanical stabilizer (Cardio Thoracic
Systems, Cupertino, USA). In some cases, an intralu-
minal Flo Coil Shunt (Cardio Thoracic Systems, Cuper-
tino, USA) was employed.

Postoperative period

Criteria for transfusion of packed red blood cells
were as follows: hematocrit value less than 25% and
hemoglobin value less than 8 g/dL associated with
signs of hypovolemia.
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TaBLE 11.—Preoperative treatment with aspirin or beparin and
bematological variables.

Tranexamic Control

EATAIICICTS acid group (no. 22) group (no. 25) P

Aspirin <5 days (no./%) 11/50.0 11/44.0 NS
Preoperative heparin (no./%) 5/22.7 7/28.0 NS
Hemoglobin (g/dL) 14.4+1.3 14.2+1.5 NS
Hematocrit (%) 42.9+4.0 42.2+4.2 NS
Platelet count (x103/mm?) 231 (193-272) 223 (173-247) NS
Pt (s) 1.0 (0.9-1.0) 1.0 (1.0-1.0) NS
aPTT (s) 32.0 (28.5-36.9) 35.0 (33.0-39.5) NS

Fibrinogen (g/L) 3.4 (3.2-4.1) 3.8 (3.6-4.5) NS

Plus-minus values are mean #* standard deviation. Non-normally distributed
data are lﬂdlCﬂtEd as median and (in brackets) 25th and 75th percentiles. Two-
sample “t’-test, 2 test or Wilcoxon’s rank sum test was used for comparison
between the groups as appropriate. No variable differs significantly between

the groups. Pt: prothrombin time; aPTT: activated partial thromboplastin time.

Measurement

Blood loss from the mediastinal chest tubes was
recorded at 4 and 24 hours from the time the patient
had arrived at the ICU. Transfusion requirements of
packed red blood cells were documented throughout
the postoperative period. Preoperative hematological
variables and preoperative treatment with aspirin or
heparin were recorded.

Statistical analysis

Values are given as meantstandard deviation or as
median and 25th to 75th percentiles as appropriate.
To test the normality of distribution of the continuous
variables, tests based on skewness were performed.
Comparison between the two groups was made using
Wilcoxon’'s rank sum test, the two-sample “t”-test or
the 2 test as appropriate. A p value lower than 0.05
was regarded as statistically significant. Data were
analyzed using Matlab5 5.3 software (MathWorks,
Massachusetts, USA).

Results

Of the 49 patients selected for the study, 2 patients
(one each in the tranexamic acid and control groups)
were excluded due to conversion to CPB. A total of
47 patients completed the study and were evaluated
by statistical analyses. Analysis of these patients revealed
no significant differences between the two groups with
respect to weight, number of anastomoses and preop-
erative hematological variables (Tables I, ID.

There was no in-hospital death. Two patients (one
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Bleeding 0-4 h (mL) Total bleeding (mL)

Tranexamic acid group Bl Control group

Fig. 1.—Postoperative bleeding. Data are reported as median. Error
bars indicate the 95% confidence interval of median. Wilcoxon’s rank
sum test was used for comparison between the groups: Bleeding 0-
4 h, p<0.001; total bleeding, p<0.01.

each in the tranexamic acid and control groups) had
postoperative myocardial infarction. No patient devel-
oped postoperative stroke or pulmonary embolism.
One patient (control group) required reoperation for
early postoperative bleeding.

Four- and 24-hour chest tube blood loss was sig-
nificantly lower in the tranexamic acid group com-
pared with the cantrol group (Figure 1). There was
no statistically significant difference between the two

groups with respect to total allogenic blood transfu-
sion (Table IID).

Discussion

In our study we have shown that tranexamic acid
is effective in reducing postoperative bleeding after
off-pump coronary artery bypass grafting. There is a
potential risk of an increased thrombotic tendency
during treatment with fibrinolysis inhibitors, and there
have been sporadic case reports of coronary graft
occlusion in patients receiving tranexamic acid during
cardiac surgery with CPB,!1 but these observations
have not been supported by results of controlled clin-
ical studies.12-14 Mariani et al. evaluated coagulation
systems during off-pump procedures and they evi-
denced procoagulant activity, which is not mediated
by platelet-related factors and found activation of fib-
rinolysis after this type of operations.!> In our study
we observed 2 postoperative myocardial infarctions

Vol. 44 No. 2

JARES

TaBLe [Il.— Transfusion requirements and reoperation for bleeding.

Tranexamic Control p

Parameters acid group group

No. (%) No. (%)
Patients transfused with PRBC 2.1 7 (28.0) NS
Reoperation for bleeding 0 1(4.0 NS
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Values are expressed as number and percentage. ¥ test was used for
comparison between the groups. PRBC = packed red blood cell.

(one in each group). We have not noticed any cereb-
rovacular event or pulmonary embolism. So, in the
population of our patients we did not observe a ten-
dency to clinical evident thrombotic events in the
tranexamic acid group. This observation is in accor-
dance with the recently published study by Casati et
al1® Anyway, a larger number of patients is required
to better assess the incidence of these possible com-
plications.

Tranexamic acid is a synthetic antifibrinolytic drug
used routinely in cardiac surgery with the use of CPB.
Tranexamic acid exerts its antifibrinolytic effect by
blocking lysine binding sites on plasminogen mole-
cules thereby inhibiting the interaction of plasmi-
nogen and the heavy chain of plasmin with lysine
residues on the surface of fibrin. An increase in fibrin-
olytic activity during off-pump operations is suppos-
edly due to increased release of tissue plasminogen
activator from the vascular endothelium, which starts
during skin incision and continues throughout ster-
notomy and surgical tissue manipulation.12

To the best of our knowledge, this is currently a
second study investigating the effects of tranexamic
acid in patients undergoing coronary artery bypass
grafting without CPB use. Although beating-heart cor-
onary surgery has been shown to be associated with
a significant reduction in postoperative bleeding and
transfusion requirements, about 20-25% of these
patients still require red blood cell transfusion, with
the associated risk of transfusion-related complica-
tions.16 We found lower transfusion requirements in
the tranexamic acid group compared with the con-
trol group without statistical significance, but it was
probably due to the small number of patients.

Conclusions

Our study demonstrates that tranexamic acid is clin-
ically effective and safe in reducing postoperative
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bleeding after off-pump coronary artery bypass
grafting, but we observed no significant difference in
the need for allogenic transfusion. However, evalu-
ation of transfusion requirements warrants further
study in a larger group of patients.
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Abstract

Objective: To evaluate and compare hemostatic effects of tranexamic acid vs. aprotinin vs. placebo in off-pump coronary artery bypass
(OPCAB) surgery and, in addition, to assess the safety of fibrinolytic inhibitors therapies. Methods: In a prospective, randomized, double-blind
study finally 91 patients undergoing OPCAB were investigated (group A, n=32, tranexamic acid 1 g before skin incision and continuously
200 mg/h; group B, n=29, aprotinin 1,000,000 IU before skin incision and 250,000 IU/h; group C, n=30, placebo). Results: Highly significant
inter-group differences were found in cumulative blood loss within 4 h (geometric means [95% confidence intervals]—group A: 89.3 [72.7, 109.8]
mL, group B: 72.3 [49.2, 106.3] mL and group C: 192.3 [151.8, 243.5] mL) (P<0.001), within 8 h (group A: 152.1 [120.7, 191.6] mL, group
B: 130.3 [88.1, 192.8] mL and group C: 283.8 [226.0, 356.3] mL) (P=0.001), and within 24 h postoperatively (group A: 410.3 [337.6, 498.6] mL,
group B: 345.8 [256.0, 398.2] mL and group C: 619.8 [524.3, 732.8] mL) (P<0.001). At all time points, placebo group C was significantly distinct
from the groups treated with fibrinolytic inhibitors (groups A and B). However, no differences between groups A and B were found. Both mean
hemoglobin and hematocrit values 24 h postoperatively were different between the groups (P=0.018 and P=0.077, respectively), acheiving the
lowest value in group C. Number of re-transfuzed patients was highest in group C, but without statistical significance (either packed red blood
cells, P=0.119 or fresh-frozen plasma, P=0.118). We observed one postoperative myocardial infarction in aprotinin treated group B and one
temporary postoperative myocardial ischemia in placebo group C, no cerebrovascular or pulmonary embolism was noticed. Treated groups A and
B did not demonstrate postoperative increase in mean levels of myocardial enzymes, compared with group C. Significantly higher mean values of
D-dimer were found in group C 24 h postoperatively (P<0.001). Conclusions: Both tranexamic acid and aprotinin seem to be similarly effective
in the reduction of postoperative blood loss in OPCAB. Tranexamic acid appears to be cost-effective and safe alternative to aprotinin.
© 2005 Elsevier B.V. All rights reserved.

Keywords: Tranexamic acid; Aprotinin; Off-pump coronary artery bypass; Hemostasis

1. Introduction

The favourable effect of fibrinolytic inhibitors (aprotinin,
tranexamic acid, aminocaproic acid) on the decrease in
perioperative bleeding in on-pump coronary surgery has
been confirmed in a large number of controlled trials [1-4].
In many centers these pharmacological strategies are used
on a routine basis [5,6]. However, only few studies have
been concerned with the use of antifibrinolytic drugs in off-
pump coronary artery bypass (OPCAB) surgery [7-10],
although perioperative hemorrhagic complications and the
consequent need for allogenic transfusions are still one of
the major problems in this type of surgery [11-13].

* Corresponding author. Tel.: +420 267 163 422; fax: +420 267 163 260.
E-mail address: vanek@fnkv.cz (T. Vanek).

1010-7940/$ - see front matter © 2005 Elsevier B.V. All rights reserved.
doi:10.1016/j.ejcts.2005.06.027

The aim of this prospective, randomized, double-blind,
placebo-controlled study was to evaluate and compare
hemostatic effects of tranexamic acid and aprotinin in
OPCAB surgery. In addition, the risk of perioperative
myocardial ischemia was assessed.

2. Material and methods

After obtaining the Medical Faculty Ethics Committe
approval (EK/243/2003, October 1, 2003) and the informed
consent from all participants, from October 15, 2003 to
July 31, 2004, 100 patients scheduled for OPCAB were
enrolled in the study. The criteria for non-enrollment to
the study were as follows: previous cardiac surgery,
myocardial infarction <7 days prior to surgery, history of
hematological or liver disordes, renal insufficiency (serum
creatinine> 150 umol/L) and preoperative anemia (hemo-
globin<11 g/L, hematocrit<32). Preoperative treatment
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with antiaggregative/anticoagulant drugs (aspirin with-
drawal <5 days before surgery, low-molecular heparin
withdrawal <24 h before surgery, continuous heparin
infusion) was not a contraindication to the inclusion into
the study, but the number of medicated patients was
carefully monitored. Nobody from the study subjects was
preoperatively under the influence of potent antiplatelet
agents, such as ADP inhibitors and GP llb/llla antagonists.

According to our predetermined exclusion criteria nine
enrollees were withdrawn from the study: six of them for a
conversion on cardiopulmonary bypass in the course of
surgery (presence of small intramuscular arteries and heavy
calcification, hemodynamic instability), three of them for
the need of postoperative re-exploration for hemorrage
with the finding of an evident surgical source of bleeding
(once the perforation of venous bypass by the edge of chest
tube, twice bleeding from the branch of internal thoracic
artery, which was used as a conduit). Finally, 91 patients
were assessed in the study.

2.1. Pharmacological protocol

After the enrollment into the study, the patients were
randomized by an independent pharmacologist of the study
into three groups (A-C), the envelope method with random
numbers was used. The independent pharmacologist pre-
pared coded infusions with the study drug/placebo and was
not directly involved in the clinical treatment of randomized
patients. Both the operation theater staff and that of the
intensive care unit were blinded regarding the study drug.
The patients from group A (n=32) were given tranexamic
acid (Exacyl, Sanofi Winthrop, France) 1g before skin
incision and a continuous infusion of 200 mg/h during the
whole surgical procedure. The patients from group B (n=29)
were given aprotinin (Gordox, Gedeon Richter, Hungary) 1
million IU before skin incision and onward 250,000 IU/h.
The patients from group C (n=30) were infused normal
saline as a placebo. The basic characteristics of the patient
groups are shown in Table 1.

2.2. Anaesthesiological and surgical protocols

Remifentanil-based ultra-fast-track anaesthesia (with the
application of propofol, midazolam, atracurium and inhaled
isoflurane) was performed in all patients. This type of general
anaesthesia, without the use of an epidural catheter, is a
standard method for OPCAB surgery in our center [14-16].

During the procedure and postoperatively the patients
were administered crystalloid solutions and 5% albumin
solution if necessary, synthetic colloidal solutions were
strictly not used. A red blood cell transfusion was adminis-
tered when hemoglobin decreased to less than 8.5g/dL
and/or hematocrit less than 26. A transfusion of fresh frozen
plasma was instituted (to correct a suspected deficiency
of coagulation factors) when chest drain bleeding increased to
>150 mL/h or to >100 mL/h for two consecutive hours.

The patients were operated on from full midline sternot-
omy, the left internal mammary artery was harvested in all
cases with possible harvest of other grafts (great saphenous
vein and /or radial artery). The verticalization of the beating
heart was achieved using an Axius Xpose Device (Guidant,
Cupertino, CA) while an Ultima Vacuum Assist (Guidant,
Cupertino, CA) was used for the stabilization of the anasto-
mosis site. The initial dose of intravenous heparin 100 IU/kg
was administered after harvesting the left internal mammary
artery with target activated clotting time (ACT)—Celite-
activated system—(Hemochron 401, International Technidyne
Corporation, Edison, NJ) over 250s. On the completion of
anastomoses, heparinization was partially reversed with half-
dose of protamine chloride, regardless of ACT value.

A surgical postoperative re-exploration was based on our
standard criterion: chest drainage 300 mL/h for two
consecutive hours, or 200 mL/h for 3 h, or signs of cardiac
tamponade verified by echocardiography.

2.3. Laboratory analyses

Blood samples for evaluation of hematological parameters
(hemoglobin, hematocrit, platelet count, prothrombin time,

Table 1
Basic demographic, preoperative hematological, and intraoperative characteristics
Group A (n=32) Group B (n=29) Group C (n=30) P-value
tranexamic acid aprotinin placebo

Age (years) Arithm. 68.4 (64.6,72.2) 67.3 (64.2,70.4) 68.9 (65.8,72.0) 0.783
Gender (male/female) (no. of pts, percentage) 16 (50.0%)/16 20 (69.0%)/9 22 (73.3%)/8 0.144
Weight (kg) Arithm. 80.4 (74.9,86.0) 80.9 (77.1,84.7) 82.6 (77.7,87.5) 0.794
Additive EuroSCORE Arithm. 4.28 (3.16,5.40) 3.66 (2.76,4.55) 3.73 (2.85,4.62) 0.599
Logistic EuroSCORE Geom. 3.33 (2.40,4.63) 2.77 (2.04,3.75) 2.59 (1.97,3.40) 0.458
Hematocrit Geom. 42.00 (40.87,43.15) 43.24 (41.66,44.87) 42.79 (41.43, 44.20) 0.413
Hemoglobin (g/dL) Geom. 14.24 (13.81,14.68) 14.81 (14.21,15.43) 14.58 (14.11,15.08) 0.261
Platelet count (10%/L) Geom. 238.8 (218.5,260.9) 224.1 (200.8,250.1) 230.9 (208.3,256.0) 0.656
Fibrinogen (g/L) Geom. 3.975 (3.667,4.308) 3.938 (3.608,4.299) 4.309 (3.853,4.819) 0.323
aPTT (sec.) Geom. 36.39 (30.81,42.98) 36.36 (33.11,39.94) 35.90 (33.89,38.02) 0.983
INR Geom. 1.030 (1.007,1.054) 1.045 (1.019,1.071) 1.053 (1.029,1.077) 0.408
Preoperative aspirin (no. of pts, percentage) Yes/no 13 (40.6%)/19 11 (37.9%)/18 10 (33.3%)/20 0.836
Preoperative LMWH (no. of pts, percentage) Yes/no 2 (6.3%)/30 4 (13.8%)/25 7 (23.3%)/23 0.157
Preoperative UFH (no. of pts, percentage) Yes/no 12 (37.5%)/20 11 (37.9%)/18 16 (53.3%)/14 0.367
Operating time (min) Geom. 141.7 (129.8,154.7) 139.6 (127.5,152.8) 152.1 (137.7,168.1) 0.370
Number of grafts Arithm. 1.88 (1.59,2.16) 1.76 (1.50,2.02) 1.87 (1.61,2.12) 0.789

Data are presented as arithmetic means (arithm.) or geometric means (geom.) and 95% confidence intervals, unless otherwise specified (LMWH, low molecular

weight heparin; UFH, unfractioned heparin).
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activated partial thromboplastin time, and fibrinogen) were
taken and processed by a routine way. Myocardial enzymes
were assessed before the operation, and 8 and 24 h post-
operatively. Creatine phosphokinase (CK) and isoenzyme MB
(CK-MB) levels were determined by a dry chemistry method
with the Vitros 950 analyzer (Ortho-Clinical Diagnostic and
Johnson & Johnson, Raritan, NJ). Troponin | levels were
analyzed by a chemiluminiscence method with Immulite
Turbo analyzer (DPC, Los Angeles, CA), using specific
antibodies Turbo Troponin | (DPC, Los Angeles, CA).
D-dimer levels were assessed by a micro-latex imunoassay
procedure for a quantitative measurement of D-dimer on the
Stago Compact analyzer (Diagnostica Stago, Parsippany, NJ)
using Liatest Stachrom D-D antibodies (Diagnostica Stago,
Parsippany, NJ).

2.4. Statistical analysis

Statistical analysis was done by statistical software Stata,
release 7.0 (Stata Corporation, College Station, TX) and
SPSS, version 12.0.1 (SPSS, Inc., Chicago, IL). The location of
the continuous variables was characterized by arithmetic or
geometric means (for normally or log-normally distributed
data, respectively) and their variability was shown by 95%
confidence intervals. Categorical data were described using
absolute and relative frequencies (expressed as percen-
tages).

The statistical evaluation was based on various models of
the analysis of variance. If a statistically significant result
was obtained, Sidak’s and Dunnett’s post hoc tests were
used to locate the differences between the groups. For
categorical data, x* test and Fisher’s exact test were
applied. The comparison of postoperative blood loss
between the groups was adjusted with respect to the
preoperative treatment with antiaggregative/anticoagulant
drugs. Troponin | values were analyzed using a specific form
of the analysis of variance suitable for left censored data. All
statistical tests were evaluated at significance level of 0.05.

3. Results

From 100 patients enrolled to the study, one patient (with
emergent re-exploration for massive bleeding with the
peroperative findig of perforation of venous bypass) died
on postoperative day 10 from multiorgan failure and sepsis.
Except for three patients, who underwent a postoperative
surgical revision with the finding of an apparent surgical
source of bleeding, no other patient required re-exploration
in the ensuing course. Altogether nine enrollees (six patients
converted to on-pump surgery+3 patients with surgical
cause of hemorrhage) were withdrawn from the study, so the
following data concern 91 assessed patients. Median
intensive care unit length of stay was similar for all regimens
(P=0.691): 23 (min—max 6-84) h (group A), 22 (15-72) h
(group B) and 24 (3.5-69) h (group C), respectively. The
median length of in-department stay was 6 days for all
groups (group A: min—max 3-11, group B: 3-10, group C:
3-41). Two patients with the longest hospitalization (12 and
41 days) originated from group C, but the in-patient

difference between groups was not significant (P=0.824).
In group A, the tranexamic acid total cost was estimated at
EUR 2.0 per patient, vs. the aprotinin total cost in group B
estimated at EUR 82.5 per patient, on average, calculated
from the Czech Republic market prices.

Groups A-C showed comparable demographic, preopera-
tive hematological and basic intraoperative characteristics,
with the exception of male/female ratio. In group A, an
equal numbers of male and female patients were enrolled, in
contrast to groups B and C with the majority of male study
subjects. However, this inequality did not reach a statistical
significance (P=0.144).

The number of patients under the influence of aspirine
was almost the same in all groups (P=0.836). However, a
slightly (but non-significantly) higher percentage of patients
in group C had a low-molecular heparin withdrawal <24 h
before surgery (P=0.157) and a preoperative continuous
unfractioned heparin infusion (P=0.367), in comparison
with groups A and B. Neverthless, additional covariates were
entered into the statistical model to control a potential
confounding effect of antiaggregative/anticoagulant drugs
on the inter-group comparison of postoperative bleedning.

3.1. Intraoperative and postoperative blood loss

No statistically significant differences were found
between the groups in the intraoperative blood loss
(geometric means [95% confidence intervals]—group
A: 267.2 [215.8, 330.8] mL, group B: 241.9 [198.4, 294.8]
mL and group C: 319.3 [256.0, 398.2] mL) (P=0.134).

Blood loss during the first 4 h postoperatively shows highly
significant differences between the groups (Fig. 1) (geo-
metric means [95% confidence intervals]—group A: 89.3
[72.7,109.8] mL, group B: 72.3 [49.2, 106.3] mL and group C:
192.3 [151.8, 243.5] mL) (P<0.001). Significant inter-group
differences were also found in a cumulative blood loss within
the first 8 h (group A: 152.1[120.7, 191.6] mL, group B: 130.3
[88.1, 192.8] mL and group C: 283.8 [226.0, 356.3] mL) (P=
0.001) and within the first 24 h postoperatively (group A:
410.3 [337.6, 498.6] mL, group B: 345.8 [256.0, 398.2] mL
and group C: 619.8 [524.3, 732.8] mL) (P<0.001), respect-
ively. There were no differences between the treated groups
A and B at any time, but placebo group C marks off both
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Fig. 1. Intraoperative (a) and postoperative cumulative blood loss in 4 h (b),
8 h (c) and 24 h (d). Inter-group differences (a, NS; b, P<0.001; c, P=0.001;
d, P<0.001).
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Table 2
Hematological parameters 24 h postoperatively and the number of re-transfused patients
Group A (n=32) Group B (n=29) Group C (n=30) P-value
tranexamic acid aprotinin placebo
Hematocrit Geom. 33.12 (31.47,34.85) 35.00 (33.34,36.73) 32.00 (29.94,34.21) 0.077
Hemoglobin (g/dL) Geom. 11.17 (10.56,11.82) 11.85 (11.30,12.42) 10.70 (10.24,11.18) 0.018
Platelet count (10°/L) Geom. 199.2 (177.9,223.0) 190.0 (169.3,213.3) 184.8 (163.1,209.5) 0.645
Fibrinogen (g/L) Geom. 4.430 (4.102,4.784) 4.724 (4.424,5.044) 4.593 (4.208,5.013) 0.489
aPTT (sec.) Geom. 35.61 (32.73,38.75) 34.36 (32.49,36.35) 37.60 (34.43,41.06) 0.266
INR Geom. 1.278 (1.229,1.329) 1.270 (1.228,1.314) 1.314 (1.261,1.369) 0.412
PRBC received (no. of pts, percentage) Yes/no 3(9.4%)/29 1 (3.4%)/28 6 (20.0%)/24 0.119
FFP received (no. of pts, percentage) Yes/no 2 (6.3%)/30 0 (0.0%)/29 4 (13.3%)/26 0.118

Data are presented as geometric means (geom.) and 95% confidence intervals, except for the number of re-transfused patients (PRBC, packed red blood cells; FFP,

resh-frozen plasma).

groups A and B. The power of ANOVA test was higher than
0.95 at all postoperative time points.

3.2. Hematological parameters and transfusion
requirements

Hematological parameters 24 h postoperatively are pre-
sented in Table 2. Both mean hematocrit and hemoglobin
values are the lowest in placebo group C and the highest in
aprotinin group B. Based on the analysis of variance, meansin
groups A-C were statistically different as a whole for
hemoglobin (P=0.018). For hematocrit, borderline differ-
ences were found (P=0.077). A subsequent pairwise
comparison revealed significant differences between groups
B and C in both parameters. Groups Aand B, as wellas Cand A
were statistically indistinguishable. Inter-group differences
in other hematological parameters (platelet counts, fibrino-
gen levels, aPTT and INR) were statistically non-significant.

There were no intraoperative transfusion requirements.
The percentage of patients receiving allogenic blood
products in the postoperative period (either packed red
blood cells or fresh-frozen plasma) was not significantly
different between the groups (P=0.119 and P=0.118,

respectively). In both cases, the total number of re-
transfused patients was the highest in placebo group C.

3.3. Postoperative myocardial ischemia, myocardial
enzymes, and levels of D-dimer

Electrocardiographical signs of myocardial ischemia in
the very early postoperative period was detected in two
patients (patient J.Z. from aprotinin group B and patient
M.K. from placebo group C). Patient J.Z. underwent a single
coronary artery bypass grafting (a free graft of left internal
thoracic artery was used as a conduit to the circumference
of extremely sclerotic left anterior descending coronary
artery). Patient M.K. underwent double bypass technically
without any complications. In both hemodynamic stable
patients, urgent echocardiographical examinations showed
no new myocardial wall motion hypokinesis and the situation
was solved in a conservative manner by coronary dilatating
therapy. In both cases, after a few hours of treatment the
electrocardiographical signs of myocardial ischemia disap-
peared and the ensuing course of the patients was without
complications, although patient J.Z. showed postoperative
peak troponin | value 27.8 pg/L. No signs of low cardiac

Table 3
Time course of myocardial enzymes and D-dimer levels

Group A (n=32) Group B (n=29) Group C (n=30) P-value

tranexamic acid aprotinin placebo
CK wkat/L
Preoperatively Geom. 0.94 (0.77,1.16) 1.07 (0.83,1.38) 1.17 (0.93,1.48) 0.394
At 8h Geom. 5.62 (4.73,6.68) 5.57 (4.48,6.92) 5.30 (4.46,6.30) 0.888
At 24 h Geom. 10.77 (8.67,13.37) 10.93 (8.89,13.44) 9.85 (7.58,12.80) 0.779
CK-MB ukat/L
Preoperatively Geom. 0.114 (0.083,0.157) 0.121 (0.090,0.162) 0.106 (0.077,0.147) 0.838
At 8h Geom. 0.051 (0.033,0.079) 0.053 (0.033,0.084) 0.052 (0.032,0.084) 0.996
At 24 h Geom. 0.254 (0.183,0.354) 0.256 (0.167,0.393) 0.245 (0.165,0.365) 0.985
CK-MB/CK
Preoperatively Geom. 0.121 (0.093,0.157) 0.113 (0.082,0.156) 0.091 (0.063,0.130) 0.375
At 8h Geom. 0.009 (0.006,0.013) 0.009 (0.006,0.014) 0.010 (0.007,0.015) 0.966
At 24 h Geom. 0.024 (0.019,0.030) 0.023 (0.017,0.032) 0.025 (0.019,0.032) 0.937
Troponin | ug/L
Preoperatively Geom. 0.240 (0.128,0.450) 0.166 (0.071,0.388) 0.159 (0.068,0.388) 0.391
At 8h Geom. 0.841 (0.513,1.376) 0.380 (0.214,0.674) 1.084 (0.671,1.753) 0.015
At 24 h Geom. 0.631 (0.344,1.155) 0.604 (0.321,1.138) 0.961 (0.535,1.726) 0.490
D-dimers ng/mL
Preoperatively Geom. 387.5 (263.7,469.4) 283.1 (193.5,414.3) 473.8 (332.8,674.7) 0.147
At 24 h Geom. 627.8 (494.2,797.5) 871.8 (690.8,1100.3) 1537.4 (1106.6,2136.0) <0.001

Data are presented as geometric means (geom.) and 95% confidence intervals (CK, creatin phosphokinase; CK-MB, isoenzyme MB; CK-MB/CK, ratio [relative index] of

CK-MB/CK).
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Fig. 2. Time course of troponin | levels. Data are presented as geometric
means, error bars indicate 95% confidence intervals. Significant inter-group
differences at 8 h postoperatively were found (*P=0.015).

output syndrome were observed in the postoperative period
of all the assesed patients, and so no Swan-Ganz catheter
utilization was required.

The time course of creatine phosphokinase (CK) levels,
isoenzyme MB (CK-MB) levels and the ratio (relative index) of
CK-MB/CK are shown in Table 3. No statistically significant
inter-group differences were found at any time (before the
operation, 8 h, and 24 h postoperatively). Fig. 2 presents the
development of troponin | levels. Troponin | levels differed
between the three groups 8 h postoperatively (P=0.015).
The geometric mean of troponin | level was the highest in
placebo group C; post hoc tests showed first of all a
statistically significant difference between groups B and C
(P<0.001), and then a less noticeable difference between
groups A and B (P=0.047).

Table 3 also demonstrates the time course of D-dimer
levels (preoperatively, at 24 h postoperatively). The pre-
operative mean levels of D-dimer were comparable in all the
study groups (P=0.147). The increase in D-dimer levels 24 h
postoperatively was the highest and statistically significant
in placebo group C compared with those of the other groups
(P<0.001), which were statistically indistinguishable.

4. Discussion

Drugs that preserve hemostasis through plasmin inhibition
include synthetic lysine analogues, such as tranexamic acid
and the most potent, naturally occuring antifibrinolytic
agent aprotinin, which is called ‘a broad-spectrum anti-
fibrionolysin’ due to its antiinflammatory and endothelial
modulating properties.The efficacy of these pharmacologi-
cal strategies on the decrease in the frequency of surgical re-
exploration and the need of allogenic blood transfusion in
on-pump cardiac surgery has been proved many times;
according to meta-analysis of Levi et al. treatment with
aprotinin in this type of surgery decreased mortality
almost 2-folds [17]. Only a limited number of studies have
been concerned with the use of antifibrinolytics in OPCAB
surgery, and have demonstrated its effectiveness, although
the surgical aggression in OPCAB may be as important as
(or even more important than) the use of cardiopulmonary

bypass in terms of coagulation-fibrinolytic pathway acti-
vation [18]. An increase in fibrinolytic activity in OPCAB is
supposedly due to the release of a tissue plasminogen
activator, which starts during the skin incision and
sternotomy and continues through the surgical tissue
manipulation. To the best of our knowledge, this is currently
the first prospective, randomized, double-blind study
comparing tranexamic acid vs. aprotinin vs. placebo in
OPCAB surgery. In our study we have proved that both
tranexamic acid and aprotinin are likewise effective in
reducing postoperative bleeding in OPCAB patients in
comparison with placebo. This finding is in agreement with
separate considerations for tranexamic acid [7,9,10] and
aprotinin [8] in OPCAB surgery, as well. Our data does not
show a significant difference in blood loss between
tranexamic acid group A and aprotinin group B. According
to published data in on-pump coronary surgery, blood loss at
24 h in the tranexamic acid treated patients was altogether
higher in comparison with the aprotinin treated patients
(P=0.03), but with the similar perioperative transfusion
requirements [19]. In our study we have demonstrated that
the mean values of hemoglobin at 24 h postoperatively were
significantly lowest in placebo group C and that the
borderline differences have been found in mean hematocrit
values. We have not found any statistically significant
differences in transfusion requirements (percentage of
patients who received packed red blood cells or fresh-frozen
plasma), but the total number of re-transfused patients was
the highest in placebo group C. The lack of statistical
significance is probably due to the small number of re-
transfused patients on the whole.

The question of safety associated with the use of
antifibrinolytic drugs has been discussed in on-pump cardiac
surgery, as well [17,20]. There is a theoretical risk of an
increased thrombotic tendency during the treatment with
fibrinolytic inhibitors, and several earlier sporadic reports on
coronary graft occlusion in patiens receiving these therapies
have been published [21,22]. These observations have not
been supported by any results of large clinical studies [17,23,
24]. In our study we observed only one postoperative
myocardial infarction in aprotinin treated group B and one
temporary postoperative myocardial ischemia in placebo
group C, and no cerebrovascular or pulmonary embolism was
noticed. There were no inter-group differences in the mean
levels of myocardial enzymes observed, with the exception of
the highest troponin | level 8 h postoperatively in placebo
group C. Our experience thus indicates that the use of
fibrinolytic inhibitors seems to be safe in OPCAB surgery, as
well, but a larger number of safety trials is required for a
better assessment of possible thrombotic complications [25].

Looking into the coagulation-fibrinolytic pathway acti-
vation, we found significantly higher mean values of D-dimer
in placebo group C at 24 h postoperatively, compared with
groups A and B, treated with antifibrinolytic drugs. The post
OPCAB finding of elevated values of D-dimer and the
inhibition of D-dimer levels by fibrinolitic inhibitors is in
agreement with Casati et al. [7] and Englberger et al. [8].

Based on the results of our prospective, randomized,
double-blind TAP study we conclude that both tranexamic
acid and aprotinin significantly reduce the postoperative
blood loss in OPCAB patients, and the efficacy of tranexamic
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acid and aprotinin, respectively, seems to be quite similar.
We did not observe any statistically significant difference in
the need for allogenic transfusion, although the total
number of re-transfused patients was the highest in placebo
group. Tranexamic acid appears to be a potent, cost-
effective and safe alternative to aprotinin in OPCAB surgery.
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ANESTEZIOLOGIE
j PUVODNI PRACE

Antifibrinolytika u kardiochirurgickych operaci
bez mimotélniho obéhu — analyza krevnich ztrat,
bezpeénosti a efektivity nakladu

vanék T.', Jare$ M.1, Fajt R.!, Straka Z.!, Maly M.2

Kardiochirurgicka klinika, Univerzita Karlova. 3. LF a FNKV. Praha
20ddéleni biostatistiky a informatiky. SZU. Praha

Souhrn

Cil studie: Porovnat hemostatické uéinky antifibrinolytik (tranexamové kyseliny, aprotininu) a placeba
u revaskularizaénich operaci myokardu bez mimotéiniho obéhu a zhodnotit vliv této terapie na efektivitu
nakladu.

Typ studie: Prospektivni, randomizovana, dvojité slepa studie.

Nazev a sidlo pracovisté: 3. LF UK a FNKYV, Praha.

Materiél a metoda: Do studie bylo zafazeno 100 pacientu, hodnoceno bylo 91 nemocnych (skupina A, n =
32, tranexamova kyselina 1 g do kozniho fezu a dale kontinualné 200 mg/h; skupina B, n = 29, aprotinin
1000 000 m. j. do kozniho fezu a dale 250 000 m. j./h; skupina C, n = 30, placebo).

Vysledky: Vysoce signifikantni rozdily mezi skupinami byly nalezeny v kumulativnich krevnich ztratach za
4 h (geometrické pruméry [95% intervaly spolehlivosti] — skupina A: 89,3 ml [72,7 ml; 109,8 ml], skupina B:
72,3 mi [49,2 ml; 106,3 mi] a skupina C: 192,3 mi [151,8 ml; 243,5 ml]) (p < 0,001),za 8 h (skupina A: 152,1 ml
[120,7 ml; 191,6 mi], skupina B: 130,3 mi [88,1 mi; 192,8 ml] a skupina C: 283,8 ml [226,0 ml; 356,3 ml]) (p =
0,001), a béhem 24 h po operaci (skupina A: 410,3 ml [337,6 ml; 498,6 ml}, skupina B: 345,8 ml [256,0 mi;
398,2 ml] a skupina C: 619,8 ml [524,3 ml; 732,8 ml]) (p < 0,001). Ve véech ¢asech byla skupina C (s place-
bem) signifikantné odli$na od skupin Ié¢enych antifibrinolytiky (skupiny A a B), pficemz nebyly nalezeny
zasadni rozdily mezi skupinami A a B. V lééenych skupinach nedos$lo k elevaci prumérnych hodnot kardio-
specifickych enzyma v porovnani se skupinou C. Nezjistili jsme statisticky vyznamnou odlisnost mezi sku-
pinami v poétu pacientu, kterym byl béhem prvnich 24 hodin po operaci podan krevni derivét (resuspen-
dované erytrocyty, p = 0,119, nebo plazma z piné krve, p = 0,118), avSak pocet nemocnych retransfundova-
nych resuspendovanymi erytrocyty béhem celé hospitalizace by! statisticky vyznamné vy$si ve skupiné C
v porovnani se skupinou B (p = 0,002). Efektivita pramérnych nakladu na antifibrinolytikum a transfuzni pfi-
pravky se jevi jako nejpfiznivéjsi ve skupiné pacientu, kterym byla podavana tranexamova kyselina.
Zdvér: Tranexamova kyselina a aprotinin se zdaji byt podobné uc¢inné v redukci krevnich ztrat u kardiochi-
rurgickych operaci bez mimotélniho obéhu. Tranexamova kyselina se jevi jako cenové vyhodnéjsi a bez-
pecna alternativa k aprotininu.

Klicova slova: tranexamova kyselina — aprotinin — kardiochirurgické operace — aortokoronarni rekonstruk-
ce bez mimotéiniho obéhu

Abstract

Antifibrinolytic agents in off-pump cardiac surgery: analysis of blood loss, safety and cost-
-effectiveness

Objective: To compare the haemostatic effects of fibrinolytic inhibitors (tranexamic acid, aprotinin) vs. placebo in
oﬁ-ppmp coronary artery bypass surgery and to evaluate the impact of this therapy on cost-effectiveness.
Design: Prospective, randomized, double-blind study.
Setting: University Teaching Hospital, Prague, Czech Republic.
Material and Method: 100 patients were enrolled in the study and 91 of them were assessed (group A, n = 32, tra-
nexamic acid 1 g before skin incision followed by continuous infusion at 200 mg/h; group B, n = 29, aprotinin
1,000,000 ]U before skin incision and 250,000 IU/ afterwards; group C, n = 30, placebo).
Results: Highly signiﬂcaqt inter-group differences were found in the cumulative blood loss within 4 h (geometric
means [95% confidence intervals] — group A: 89.3 [72.7, 109.8] mL, group B: 72.3 [49.2, 106.3] mL and group C:
192.3 [151 .8: 243.5] mL) (P <0.001), within 8 h (group A: 152.1 [120.7, 191.6] mL, group B: 130.3 [88.1, 192.8] mL
anlfl group C: 283.8 [226.0, 356.3] mL) (P = 0.001), and within 24 h postoperatively (group A: 410.3 [337.6, 498.6)
gx , group B: 345.8 [256.0, 398.2] mL and group C: 619.8 [524.3, 732.8] mL) (P < 0.001). At all time points, group
(placebo) was significantly distinct from the groups treated with fibrinolytic inhibitors (groups A, B). However, no
essential differences between groups A and B were found. Treated groups did not demonstrate postoperative in-
crease in mean levels of myocardial enzymes compared with group C. No statistically significant inter-group diffe-
relnoe was found in the number of re-transfused patients (either packed red blood cells, P = 0.119, or fresh-frozen
plasma, P = 0.118) qmng Fhe first 24 h postoperatively, but the number of re-transfused patients during the hos-
pital stay was statistically significantly higher in group C compared with group B (P = 0.002). Cost effectiveness ot
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the antifibrinolytic agent and blood product treatment seems to be on average the most favourable in the tranexa-

mic acid group.

Conclusion: Both tranexamic acid and aprotinin seem to be similarly effective in the reduction of pqstoperative
blood loss in off-pump cardiac surgery. Tranexamic acid appears to be a cost-effective and safe alternative to apro-

tinin.

Key words: tranexamic acid — aprotinin — cardiac surgical procedures — off-pump coronary artery bypass
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Uvod

Problematika zvySeného periopera¢niho krvaceni
v kardiochirurgii je stale v centru pozornosti anestezi-
ologu a chirurgu na celém svete. Nekteré literarni pra-
meny uvadeéji, ze incidence excesivniho krvaceni po
operacich srdce dosahuje az 11 %, podle jinych zdro-
ju ma 5-7 % pacientu pooperacni krevni ztraty vetsi
nez 2 | behem prvnich 24 hodin po vykonu [1, 2].

Jednim z mechanismu, které se na zvySeném
perioperacnim krvaceni podileji (pri nepritomnosti
chirurgického zdroje), je nepochybné zvysena fibrino-
lyza. Teoreticky dochazi k aktivaci fibrinolyzy béhem
klasické kardiochirurgicke operace s pouzitim mimo-
telniho obéhu (MO) ve dvou momentech: za prvé od
pocatku operace dochazi k uvolnéni tkanového akti-
vatoru plazminogenu (kozni rez, sternotomie, chirur-
gické manipulace s nitrohrudnimi tkanémi), za druhe
béhem MO, kdy je bézné do naplné pristroje pro
mimotélni obéh navracena krev z operac¢niho pole,
ktera obsahuje velké mnozstvi cytokinl, tkanového
faktoru a tkanového aktivatoru plazminogenu [3].
Aktivace fibrinolyzy nevede pouze ke zvySenému
perioperacnimu krvaceni, ale muze mit i dalsi nega-
tivni dopady na pacienta: Cvachovec et. al. v retro-
spektivni studii zahrnujici 142 dospélych kardiochi-
rurgickych nemocnych nalezli u pacientu s hyperfibri-
nolyzou zvy$enou mortalitu a potrebu vy$si vazopre-
sorické a objemoveé-koloidni podpory [4].

Priznivy ucinek peropera¢né podanych antifibrino-
litik (aprotinin, analoga lysinu — tranexamova kyseli-
na, e-aminokapronova kyselina) na krvaceni u kardio-
chirurgickych vykonu s pouzitim MO byl opakované
provéren. Levi et. al. v metaanalyze, ktera zahrnova-
la 72 randomizovanych a klinicky relevantnich studii
(8 409 pacientu) prokazali, ze |écba aprotininem
a analogy lysinu signifikantné snizila frekvenci po-
operacnich chirurgickych revizi pro krvaceni a pocet
krevnich transfuzi a v pripadé podani aprotininu
doslo dokonce k signifikantnimu snizeni perioperacni
mortality [5]. Bezpecnost této terapie (ve smyslu
potencialniho nebezpeci uzaveru vytvorenych bypas-
su) byla ovérena mezinarodni multicentrickou studii
IMAGE, ktera hodnotila pooperacni katetrizacni
vysledky u 860 nemocnych z 13 kardiocenter [6].

Pocet praci, které se zabyvaji podanim jednotli-
vych antifibrinolytik u kardiochirurgickych operaci bez
pouziti MO, tzv. operace na ,bijicim srdci* — Off-Pump
Coronary Artery Bypass (OPCAB), je ve svétovém
pisemnictvi dosud omezeny [7, 8, 9, 10]. Samotné
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chirurgické trauma a agrese pfitom mohou byt
u tohoto typu vykonu stejné dulezité jako uziti MO ve
smyslu aktivace koagulacni a fibrinolytické kaskady.

Cilem vyzkumu bylo porovnat perioperacni krevni
ztraty u pacientu, ktefi podstoupili revaskularizacni
operaci myokardu bez MO a bylo jim peroperatné
podavano antifibrinolytikum/placebo. BezpecCnost
antifibrinolytické terapie byla ovéfovana Kklinicky,
monitorovanim EKG a predevsim sledovanim vyvoje
hladin myokardialnich enzymu v poopera¢nim obdo-
bi. Sekundarnim cilem vyzkumu bylo posouzeni
nakladu na antifibrinolytika a krevni derivaty.

Soubor pacientli a metoda

V dobé od 15. rijna 2003 do 31. Cervence 2004
probéhla na Kardiochirurgické klinice 3. LF UK
a FNKV v Praze prospektivni, randomizovana, dvoji-
té slepé studie TAP (tranexamova kyselina vs aproti-
nin vs placebo). Tato studie byla povolena Etickou
komisi FNKV (EK/243/2003). Do studie bylo po zis-
kani informovaného souhlasu zarazeno 100 nemoc-
nych. Kritéria pro nezarazeni byla nasledujici: pred-
chozi kardiochirurgicka operace, akutni infarkt myo-
kardu < 7 dnu pred operaci, anamnéza hematologic-
kého nebo hepatalniho onemocnéni, renalni insufici-
ence (kreatinin v séru > 150 umol/l) a predoperacni
anémie (hemoglobin < 11 g/dl, hematokrit < 32%).
Predoperacni medikace antiagregancii nebo antikoa-
gulancii (acetylsalicylova kyselina < 5 dnu pred ope-
raci, nizkomolekularni heparin < 24 hodin pred vyko-
nem, kontinualni privod nefrakcionovaného heparinu)
nebyla vyluc¢ovacim kritériem, ale pocet takto predo-
peracné lécenych pacientu byl sledovan. Nikdo
z pacientu nebyl pod vlivem potentni protidestickove
léby (inhibitory ADP, antagonisty receptoru GP
lIb/llla).

Po zarazeni do studie byli nemocni rozdéleni
nezavislym farmakologem studie do 3 skupin (A, B,
C), randomizace byla provadéna obalkovou meto-
dou. Ani personal opera¢nich salu, ani lékafi a sest-
ry pooperac¢niho oddéleni nebyli informovani o typu
podaného antifibrinolytika ¢i o aplikaci placeba. Far-
makolog studie pripravil pred operaci infuzni lahve
a injekéni perfuzorové strikacky s prislusnym antifib-
rinolytikem podle randomizace, nebo s placebem.
Pacientum ze skupiny A byla podana tranexamova
kyselina (Exacyl, Sanofi Winthrop, Francie) 1 g do
kozniho rezu a dale kontinualné v davce 200 mg/hod.
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Nemocnym ze skupiny B byl aplikovan aprotinin (Gor-
dox, Gedeon Richter, Madarsko) 1 000 000 m. j. do
kozniho fezu a dale kontinualné 250 000 m. j./hod.
Pacientum ze skupiny C byl podavan stejnym zpuso-
bem fyziologicky roztok jako placebo.

Kritéria pro prevod transfuznich pripravki béhem
operace a v dobé do 24 hodin po operaci jsme stano-
vili nasledujicim zpusobem: podani resuspendova-
nych erytrocytu pri poklesu hemoglobinu < 8,5 g/dl
a/nebo hematokritu < 26, podani plazmy z piné krve
ke korekci predpokladaného deficitu koagula¢nich
faktoru pri krvaceni > 150 mi/h nebo > 100 ml/h po
dve nasledujici hodiny za sebou. Pacientum byly
podavany infuze krystaloidu a 5% albuminu podle
potreby: syntetické koloidni objemové nahrady neby-
ly pouzivany. Po uplynuti 24 hodin od operace byly
transfuzni pripravky aplikovany podle klinického sta-
vu na zakladé rozhodnuti o$etrujiciho lékare.

Aktivovany cas srazeni (Activated Clotting Time —
ACT) byl stanovovan pfimo na opera¢nim sale pred
operaci a na konci operace pristrojem Hemochron
401 (ITC, USA).

Krevni vzorky pro vysetreni kardiospecifickych
enzymu (kreatinkinaza — CK, MB frakce kreatinkina-
zy — CK-MB, troponin 1) byly nabirany pred operaci, 8
hod. a 24 hod. po operaci. U ¢asti nemocnych byla
tez stanovovana kreatinkinaza MB mass — CK-MB
mass. Hladiny D-dimeru byly zjiStovany predoperac-
ne a 24 hodin po operaci.

Nemocni byli operovani v celkové ultra-fast-track
anestezii za pouziti remifentanilu, midazolamu, atra-
kuria a inhalacneé podavaného izofluranu. Tento typ
anestezie, bez zavedeni hrudniho epiduralniho katét-
ru, je na nasem pracovisti standardem pro kardiochi-
rurgicke operace bez MO [11]. Operacnim pristupem
byla ve vsech pripadech klasicka podélna sternoto-
mie s odberem levostranné vnitrni prsni tepny (a. tho-
racica int. . sin.), vertikalizace bijiciho srdce byla usku-
tecnena pomoci Axius Xpose Device (Guidant, USA)
a stabilizace mista anastomozy bylo dosazeno
pomoci Ultima Vacuum Assist (Guidant, USA). Uvod-
ni davka heparinu 100 m. j./kg byla po nasiti anasto-
moz castecne neutralizovana polovi¢ni davkou prota-

91 pacientu
hodnoceno

min chloridu, bez ohledu na dosazenou hodnotu akti-
vovaného ¢asu srazeni.

Statisticka analyza byla provadena softwarem Sta-
ta verze 7.0 (Stata Corporation, USA) a SPSS verze
12.0.1 (SPSS, USA). Stredni hodnoty jso‘u uvadqny
jako aritmetické, respektive geometricke prumery
(pro data s normalnim, respektive Iogarltmlqlfo:nor-
malnim rozlozenim) a jejich variabilita je vyjadrena!
95% intervalem spolehlivosti. Statistické hodnoceni
bylo zalozeno na ruznych modelech analyzy rozpty!u
a pokud byl nalezen statisticky signifikantni rozd|[,
byly pro zjisténi, které skupiny se od sebe vyznamne
liSi, pouzity Sidakovy a Dunnettovy postupy mr]oho-
nasobného porovnavani. Kategoricka data usporada-
na v kontingencnich tabulkach byla hodnocena y?
testem dobré shody a Fisherovym faktorialovym tes-
tem. Statistické porovnani pooperacnich krevnich
ztrat mezi jednotlivymi skupinami bylo adjustovano
vzhledem k predoperacni medikaci antiagregancii
nebo antikoagulancii (do vypoctu pomoci analyzy
rozptylu bylo zahrnuto dichotomické rozliseni mezi
pacienty s medikaci a bez ni, v dusledku cehoz byly
s ohledem na typ medikace korigovany p-hodnoty
pro porovnani krevnich ztrat). Vsechny statisticke tes-
ty byly provadeny na 5% hladine vyznamnosti.

Vysledky
Na zaklade predem danych kritérii bylo ze 100
pacientu zarazenych do studie vylouceno 9 nemoc-
nych: 6 z nich bylo vyrazeno pro peroperacéni konver-
zi na MO (z duvodu intramuskularniho prubéhu vén-
Citych tepen ¢i hemodynamické nestability), 3 byli
vyrazeni pro pooperacni chirurgickou revizi pro krev-
ni ztraty s jasnym nalezem chirurgického zdroje krva-
ceni (ve dvou pripadech krvaceni z odstupu levo-
stranné vnitrni prsni tepny, v jednom pfipadé perfora-
ce zilniho bypassu okrajem hrudniho drénu). Ve stu-
dii tedy bylo nakonec hodnoceno zbyvajicich 91
nemocnych (obr. 1). Zakladni charakteristiku souboru
podava tabulka 1. Mediany doby pobytu na jednotce

—

100 pacienta

randomizova’ny ——

— | 9 vylouéeno
6 konverze na MO
3 chirurgicky zdroj
krvaceni

3 Skupina A Skupina B Skupina C
tranexamova ini
J aprotinin placebo
‘ kyselina n=29
} ey = n=30
Obr. 1. Postupovy diagram pacientu ve studii
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Tabulka 1. Zakladni demografické Uidaje, predopera&ni hodnoty hematologickych parametri a hlavni peroperaéni udaje

Skupina A Skupina B Skupina C Hodnota P

Veék (roky) aritm. 68,4 (64,6;72,2) 67,3 (64,2;70,4) 68,9 (65,8; 72,0) 0,783
Pohlavi V174 16 (50,0 %)/16 20 (69,0 %)/9 22 (73,3 %)/8 0,144
Hmotnost (kg) aritm. 80,4 (74,9; 86,0) 80,9 (77,1, 84,7) 82,6 (77,7, 87,5) 0,794
Aditivni EuroSCORE aritm. 4,28 (3,16, 5,40) 3,66 (2,76; 4,55) 3,73 (2,85; 4,62) 0,599
Hematokrit (%) geom.| 42,00 (40,87;43,15) | 43,24 (41,66;44,87) | 42,79 (41,43; 44,20) 0,413
Hemoglobin (g/dl) geom.| 14,24 (13,81;14,67) | 14,81 (14,21;15,43) | 14,58 (14,11; 15,08) 0,261
Trombocyty (10911) geom.| 2388 (218,5;260,9) | 224,1 (200,8;250,1) | 230,9 (208,3; 256,0) 0,656
Fibrinogen (g/l) geom.| 3,975 (3,667;4,308) | 3,938 (3,608, 4,299) 4,309 (3,853; 4,819) 0,323
aPTT (sec.) geom.| 36,39 (30,81;42,98) | 36,36 (33,11;39,94) | 35,90 (33,89; 38,02) 0,983
INR geom.| 1,030 (1,007;1,054) | 1,045 (1,019;1,071) | 1,053 (1,029; 1,077) 0,408
Acetylsalicylova kyselina

(pfed operaci) ano/ne 13 (40,6 %)/19 11 (37,9 %)/18 10 (33,3 %)/20 0,836
LMWH pred operaci ano/ne 2 (6,3 %)/30 4 (13, 8%)/25 7 (23,3 %)/23 0,157
UFH pred operaci ano/ne 12 (37,5 %)/20 11 (37,9 %)/18 16 (53,3 %)/14 0,367
ACT pred operaci (sec.) geom.| 156,7 (146,3;167,8) | 156,2 (142,2;171,5) 170,7 (155,0; 188,1) 0,295
ACT po operaci (sec.) geom.| 151,2(143,4;159,4) | 166,3 (151,4;182,7) 167,2 (150,5; 185,6) 0,173
Cas operace (min.) geom.| 141,7 (129,8;154,7) | 139,6 (127,5;152,8) | 152,1 (137,7;168,1) 0,370
Pocet bypassu aritm. 1,88 (1.59;2,16) 1,76 (1,50; 2,02) 1,87 (1,61;2,12) 0,789

Data jsou uvadéna jako aritmetické (aritm.) & geometrické (geom.) priméry a 95% intervaly spolehlivosti nebo pocet pacientl (rela-

tivni ¢etnost).

Vysvétlivky: LMWH — nizkomolekularni heparin; UFH — nefrakcionovany heparin; ACT — aktivovany Cas srazeni.

intenzivni péce byly podobné ve vSech skupinach
(p = 0,691): 23 hod. (min.-max. 6-84 hod.) ve skupi-
né A, 22 hod. (15-72 hod.) ve skupiné B a 24 hod.
(3,5-69 hod.) ve skupiné C. Stejné tak mediany cel-
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kové doby hospitalizace byly 6 dnl pro vSechny sku-
piny a rozdily v dobé celkové hospitalizace mezi sku-
pinami nebyly vyznamné (p = 0,824).
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Obr. 2. Peroperatni (a) a pooperaéni kumulativnf krevni ztréty za 4 hod. (b), 8 hod. (c) a 24 hod. (d)
Rozdily mezi skupinami: (a) NS, (b), p < 0,001; (c) p = 0,001, (d) p < 0,001.
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Peroperadni a pooperaéni krevni ztraty,
intraoperaéni aktivované ¢asy srazeni

Rozdily v peroperagnich krevnich ztratach mezi
skupinami nebyly statisticky vyznamné (geometrické
prumery [95°% intervaly spolehlivosti] — skupina A:
267.2 ml [215.8 ml; 330,8 ml], skupina B: 241,9 ml
[198.4 mi; 294.8 ml] a skupina C: 319,3 ml [256,0 ml;
398.2 ml] (p = 0,134), i kdyZ nejvyssi prumerné ztra-
ty byly zaznamenany ve skupiné C (obr. 2).

Neby! zjistén statisticky vyznamny rozdil v hodno-
tach aktivovaného ¢asu srazeni mezi skupinami pred
operaci (p = 0,295) a na konci operace (p = 0,173),
i kdy2 v tomto odbérovém ¢ase jsou prumérné hod-
noty ACT ponékud krat$i ve skupiné A oproti skupi-
nam B a C a skupina C vykazuje vetsi variabilitu hod-
not (viz tab. 1).

Pooperacni krevni ztraty behem prvnich 4 hodin
byly mezi skupinami vysoce signifikantné odlisné
(geometrické prumeéry [95% intervaly spolehlivosti] —
skupina A: 89,3 ml [72,7 ml; 109,8 ml], skupina B:
72,3 ml [49,2 ml; 106,3 ml] a skupina C: 192,3 ml
[151,8 ml; 243,5 ml] (p < 0,001). Zna¢né signifikantni
rozdily mezi skupinami byly téZ nalezeny v kumulativ-
nich krevnich ztratdch za 8 hodin (skupina A:
152,1 mi [120,7 ml; 191,6 ml], skupina B: 130,3 ml
[88,1 ml; 192,8 ml] a skupina C: 283,8 ml [226,0 ml;
356,3 ml] (p = 0,001) a za 24 hodin po operaci (sku-
pina A: 410,3 ml [337,6 ml; 498,6 ml], skupina B:
345,8 ml [256,0 ml; 398,2 ml] a skupina C: 619,8 ml
[524,3 ml; 732,8 ml] (p < 0,001). V zadném case
nebyla shledana odliSnost mezi skupinami A a B,
avsak ve vSech sledovanych €asech byla skupina C
rozdilna od skupin A a B. Sila statistického testu byla
vy$$i nez 0,95 ve vSech sledovanych pooperacnich
Casech.

Pooperaéni ischémie myokardu, vyvoj hiadin
kardiospecifickych enzymi a D-dimeru

Elektrokardiografické znadmky ischemie ’myokardu’
(elevace useku S-T) v éagném poopgraémm obdop|
se objevily u dvou pacientu (nemocny (o3 64 ze ;lfupu-
ny B a nemocny ¢. 94 ze skupiny C). PaC|e’mov1 c. 64’
byl nasit jednonasobny bypass do distalniho poqul
extrémné sklerotického r. interventricularis anterior,
tép a. thoracica interna I. sin. musel byt z duvodu
nedostate¢né délky pouzit jako free-graft. Pacient
¢&. 94 podstoupil revaskularizaci myokardu 2nasob-
nym aortokoronarnim bypassem, technicky byla ope-
race bez jakychkoliv komplikaci. U obou hemodyna-
micky stabilnich pacientu bylo provedeno urgentni
echokardiografické vysetreni, které neprokéazalo
novou poruchu kinetiky myokardu a dalsi postup byl
v obou pripadech konzervativni (koronarodilatacni
terapie). Po nékolika hodinach lécby elektrokardio-
grafické znamky ischémie myokardu v obou pfipa-
dech ustoupily a dal$i klinicky prub&éh nemocnych byl
jiz bez komplikaci.

Na zakladé vyvoje kardiospecifickych enzymu
(hodnoty maxima: CK-MB 2,02 ukat/l, CK-MB mass
136,0 ug/l, troponin | 27,8 ug/l) hodnotime myokar-
dialni ischémii u pacienta ¢. 64 jako perioperacni
infarkt myokardu, ktery byl pravdépodobné zpusoben
vlastnim kardiochirurgickym vykonem pri hrani¢né
revaskularizovatelném nalezu na véncitych tepnach.
Maximalni hodnoty kardiospecifickych enzymu
u pacienta ¢. 94 byly mnohem nizsi (CK-MB 0,59
pkat/l, CK-MB mass 15,5 ug/l, troponin | 2,4 ug/l)
a udalost u tohoto nemocného tedy posuzujeme jako
prechodnou myokardialni ischémii.

Tabulka 2 ukazuje vyvoj kardiospecifickych enzy-
mu u pacientl ve skupinach A, B, C (pfed operaci,
v Case 8 hod. a 24 hod. po operaci). V ¢asovém vyvo-

Tabulka 2. Casovy vyvoj kardiospecifickych enzymu a hladin D-dimerd

Skupina A Skupina B Skupina C Hodnota P

CK (pukat/l)

Pred operaci geom. 0,94 (0,77;1,16) 1,07 (0,83; 1,38) 1,17 (0,93; 1,48) 0,394

8 hod. po operaci geom. 5,62 (4,73; 6,68) 5,57 (4,48; 6,92) 5,30 (4,46; 6,30) 0,888

24 hod. po operaci geom.| 10,77 (8,67;13,37) 10,93 (8,89; 13,44) 9,85 (7,58; 12,80) 0,779
CK-MB (ukat/l)

Pred operaci geom. | 0,114 (0,083;0,157) | 0,121 (0,090;0,162) | 0,106 (0,077;0,147) 0,838

8 hod. po operaci geom. | 0,051 (0,033;0,079) | 0,053 (0,033;0,084) | 0,052 (0,032; 0,084) 0,996

24 hod. po operaci geom.| 0,254 (0,183;0,354) | 0,256 (0,167;0,393) | 0,245 (0,165; 0,365) 0,985
CK-MB/CK

Pred operaci geom.| 0,121 (0,093;0,157) | 0,113 (0,082;0,156) | 0,091 (0,063;0,130) 0,375

8 hod. po operaci geom.| 0,009 (0,006;0,013) | 0,009 (0,006;0,014) | 0,010 (0,007; 0,015) 0,966

24 hod. po operaci geom.| 0,024 (0,019;0,030) | 0,023 (0,017;0,032) | 0,025 (0,019;0,032) 0,937
Troponin | (ukat/l)

Pfed operaci geom.| 0,240 (0,128;0,450) | 0,166 (0,071;0,388) | 0,159 (0,068; 0,388) 0,391

8 hod. po operaci geom.| 0,841(0,513;1,376) | 0,380 (0,214;0,674) | 1,084 (0,671; 1,753) 0.015

24 hod. po operaci geom.| 0,631 (0,344;1,155) | 0,604 (0,321;1,138) | 0,961 (0,535; 1,726) 0,490
D-dimery (ng/ml)

Pred operaci geom.| 387,5(263,7,469,4) | 283,1 (1935;414,3) | 473,8 (332,8; 674,7) 0,147

24 hod. po operaci geom.| 627,8 (494,2;797,5) | 871,8 (690,8; 1100,3) [1537,4 (1106,6; 2136,0 <0,001

Data jsou uvadéna jako geometrické (geom.) pruméry a 95% intervaly spolehlivosti.
Vysvétlivky: CK — kreatinkinaza; CK-MB ~ MB frakce kreatinkinazy; CK-MB / CK - podil CK-MB na celkové aktivité CK.
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Tabulka 3. Hematologicke parametry 24 hodin po operaci, pocet retransfundovanych pacientu za prvnich 24 hodin a za celkovou dobu

hospitalizace

Skupina A
‘ Hematokrit geon'm 33,12 (31,47, 34,85)
Hemoglobin (g/dl) geom.| 11,17 (10,56; 11,82)
Trombocyty (109/1) geom.| 199.2 (177,9;223,0)
| Fibrinogen (g/) geom.| 4,430 (4,102; 4,784)
| aPTT (sec.) geom.| 35,61 (32,73;38,75)
| INR geom.| 1,278 (1,229; 1,329)
EBR za 24 hod. ano/ne 3 (9.4 °)/29
P za 24 hod. ano/ne 2 (6,3 %)/30
‘ EBR celkem ano/ne 10 (31,3 %)/22
| P celkem ano/ne 4 (12,509)/28

" SkupinaB ~ SkupinaC [ “Hodnota P 4
35,00 (33,34 36,73) | 32,00 (29,94; 34,21) 0,077

11.85 (11,30: 12,42) | 10,70 (10,24;11,18) 0,018 J

190.0 (169,3; 213,3) | 184,8 (163,1;209,5) 0,645 ’

4,724 (4,424:5,044) | 4,593 (4,208;5,013) 0,489 |

34,36 (32,49; 36,35) | 37,60 (34,43; 41,06) 0266 |

1,270 (1,228 1,314) | 1,314 (1,261;1,369) 0,412 ’

1(3,4 %)/28 6 (20,0 %)/24 0,119 ’

0 (0,0 %)/29 4 (13,3 %)/26 0118 |

3 (10,3 %)/26 14 (46,7 %)/16 0,009 |

2 (6,9%)/27 4 (13,3%)/26 0,691 J

Data jsou uvadéna jako geometricke (geom.) prumery a 95% intervaly spolehlivosti, anebo pocet pacientu (relativni ¢etnost).
Vysvetlivky: EBR - resuspendované erytrocyty; P — plasma z pIné krve

ji CK a CK-MB nebyly shledany zadné statisticky vy-
znamné rozdily mezi skupinami. Hladiny troponinu |
byly odlisné mezi skupinami 8 hodin po operaci (p =
0,015), a ani 24 hodin po operaci nebyl rozdil proka-
zan (p = 0,490), av8ak v obou téchto ¢asech byly
geometrické prumeéry hladin troponinu | evidentné
nejvyssi ve skupiné C (placebo).

Tabulka 2 téz obsahuje ¢asovy vyvoj D-dimeru
(pred operaci, 24 hodin po operaci). Predoperaéni
hladiny D-dimeru byly srovnatelné ve viech skupi-
nach (p = 0,147). Vzestup prumérnych hodnot D-di-
meru po operaci byl nejvy$si a statisticky vyznamny
ve skupiné C (p < 0,001), zatimco rozdil mezi skupi-
nami A a B byl po operaci statisticky nerozlisitelny.

Pooperacni vysledky hematologickych vysetieni
a prevody transfuznich pfipravkd

Vysledky hematologickych vySeteni 24 hodin po
operaci ukazuje tabulka 3. Prumérna hodnota
hemoglobinu byla mezi skupinami signifikantné odlis-
na (p = 0,018), zatimco odli$nosti v primérné hodno-
té hematokritu byly na hranici statistické vyznamnos-
ti (p = 0,077). Rozdily mezi skupinami v ostatnich
hematologickych parametrech byly statisticky nepro-
kazatelné.

Zadnému z pacientl nemusel byt preveden béhem
operace krevni derivat (resuspendované erytrocyty,
plasma z piné krve). Relativni ¢etnost pacientt, ktefi
byli retransfundovani v prvnich 24 hodinach po ope-
raci, nebyla mezi skupinami A, B, C statisticky odlis-
na (p = 0,119 pro resuspendované erytrocyty, p =
0,118 pro plasmu z pIné krve), ackoliv pro oba krevni
derivaty plati, Ze absolutni po&et retransfundovanych
pacientu byl nejvyssi ve skupiné C (placebo).

Procentualni zastoupneni pacientd, kterym byly
podany resuspendované erytrocyty béhem celkove
doby hospitalizace, bylo signifikantné odligné mezi
skupinami (p = 0,009). Statisticky vyznamné vyssi bylo
ve skupiné C (placebo) v porovnani se skupinou B
(aprotinin) (p = 0,002). V pfipadé skupiny A (tranexa-
mova kyselina) se nepodafilo prokazat statisticky
vyznamnou odliSnost ve srovnani se skupinou C (p =
0,213). Pocty pacientu, kterym byla podana plasma, se
neliSily v Zadné z porovnavanych skupin (p = 0,691 )-
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Naklady na transfuzni pfipravky a antifibrinolytika

Signifikantné nizsi pocet pacienti ve skupiné B,
kteri byli retransfundovani resuspendovanymi erytro-
cyty béhem celkové doby hospitalizace v porovnani
se skupinou C, se promitl i do signifikantné nizSich
néklad( na resuspendované erytrocyty (p = 0,018)
(tab. 4). Analogicky, statisticky nevyznamna odliSnost
v poCtu pacientd ze skupin A a C, kterym byly poda-
ny erytrocyty béhem hospitalizace, koresponduje
s nevyznamnou odliSnosti v cenach erytrocytu (p =
0,200). Pro prumérné néaklady v pripadé plasmy
nebyla prokazana statisticky vyznamna odlisnost
mezi jednotlivymi skupinami (A, B, C) (p = 0,413, sku-
pina C vs skupina B, respektive p = 0,922, skupina C
vs skupina A), i kdyz primérné naklady ve skupiné C
byly vice nez dvojnasobné oproti skupiné A i B. Prd-
merna cena podanych antifibrinolytik byla 48 K& (tra-
nexamova kyselina) ve skupiné A a 2 720 K¢ (aproti-
nin) ve skupiné B.

Tabulka 4. Prumérné ceny krevnich derivatu podanych pacien-
tum ve studii za celou dobu hospitalizace

Resuspendované Plasma Celkem
erytrocyty z plné krve
Skupina A 1154 208 1362
Skupina B 364 172 536
Skupina C 2051 443 2494

Ceny jsou uvedeny v Kg.

Diskuse
_

Zvékladni vystupy z uvadéné studie TAP jiz byly
uverejnény [12]; cilem tohoto sdéleni je podat rovnéz
ponekud detailnéjsi analyzu efektivity nakladu na jed-
notliva antifibrinolytika, respektive podané krevni
derivaty.

Prace, ktera by srovnavala vliv tranexamove kyse-
liny a aprotininu na redukci krevnich ztrat u kardiochi-
rurgickych operacibez MO, dosud ve svétovém pisem-
niptvi chybéla. V nasi studii prokazujeme, Ze ve srov-
nani s placebem jsou jak tranexamova kyselina, tak
aprotinin stejné u&inné ve snizovani pooperacniho
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krvaceni, Tento zaver je ve shode s oddelenymi pozo-
rovanimi pro tranexamovou kyselinu [7, 9, 10] a apro-
timin [8] u vykonu bez MO. Podle recentnich udaju pro
kardiochirurgicke operace s pouzitim MO jsou krevni
ztraty u pacientu lecenych tranexamovou kyselinou
0 neco vys$si v porovnani s nemocnymi lécenymi
aprotininem (p = 0,030), avsak s podobnymi naroky
na podani krevnich derivatu [13].

Zda se. ze terapie antifibrinolytiky je bezpecna (z
pohledu tendence k trombogenicité a potencialnimu
nebezpeci uzaveru vytvorenych bypassu) i u kardio-
chirurgickych operaci bez uziti MO. V nasi studii jsme
zaznamenali 1 perioperacni infarkt myokardu ve sku-
piné B lecené aprotininem a 1 prechodnou ischémii
myokardu ve skupine C s placebem. V klinickém pru-
béhu nemocnych jsme nezaznamenali zadnou
embolizac¢ni prihodu (cerebrovaskularni, ani pulmo-
naini). Ve skupinach pacientu lécenych antifibrinolyti-
kem nedo$lo pooperacné k elevaci kardiospecific-
kych enzymu, oproti skupiné s placebem.

V nasi studii jsme pozorovali, Zze 24 hodin po ope-
raci byly prumeérné hodnoty hemoglobinu signifikant-
né nizsi ve skupiné C (placebo) a ze rozdily v prdmé-
rech hematokritu mezi skupinami byly na hranici sta-
tistické vyznamnosti. Nezjistili jsme statisticky signifi-
kantni odliSnost v pouziti krevnich derivatd béhem
prvnich 24 hodin po operaci (kdy byla kritéria pro po-
dani téchto transfuznich pfipravkli pevné stanovena),
i kdyZ celkovy podil nemocnych, ktefi dostali v této
dobé krevni derivat, byl nejvy$si ve skupiné C. Pocet
pacientu, kterym byly pievedeny erytrocyty béhem
celkoveé doby hospitalizace, byl statisticky vyznamné
vy$si ve skupiné C (placebo) v porovnani se skupi-
nou B (aprotinin), coz se promitio i do vyznamné vys-
Sich nakladu na tento krevni derivat ve skupiné C.
Secteme-li primérnou cenu aplikovanych antifibrino-
lytik @ podanych krevnich pfipravk( (jak resuspendo-
vanych erytrocytl, tak plasmy z plné krve), dojdeme
k prumérnym celkovym nakladiim 1410 K& ve skupi-
ne A, 3256 K¢ ve skupiné B a 2494 K& ve skupiné C.
Efektivita nakladu na antifibrinolytika a krevni deriva-
ty se tedy ukazuje byt v cenach existujicich t. ¢.
v Ceské republice nejpriznivéj$i pro tranexamovou
kyselinu. Je vSak pravdépodobné, ze v odligném
systému zdravotnictvi s jinou strukturou cen a nakla-
du (zvlasté na transfuzni pripravky) by tato cost-
-effectiveness analyza vysla vyhodnéji pro antifibrino-
lytickou Ié¢bu aprotininem [14, 15]. Dukladnéjsi sta-
tisticke Setreni nakladl nebylo mozné proveést z diivo-
du nedostatecného vzorku dat (maly celkovy pocet
retransfundovanych nemocnych i celkovy pocet
podanych krevnich derivat().

V prospektivni, randomizovang, dvojité slepé studii
TAP jsme prokazali stejnou uéinnost tranexamove
kyseliny a aprotininu na redukci krevnich ztrat u kar-
diochirurgickych operaci bez extrakorporalni cirkula-
ce. V léCenych skupinach nedoslo k elevaci kardio-
specifickych enzymu v porovnani se skupinou place-
ba. Nezjistili jsme statisticky vyznamnou odlignost
mezi skupinami v po¢tu pacientu, kterym byl béhem
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prvnich 24 hodin po operaci podan kr(:vhi derivat,
avéak pocet nemocnych mlransfupdr)vanych resus-
pendovanymi erytrocyty behem celé hrmn(talnzar,e byl
statisticky vyznamne vyssi ve skupine placeba,
v porovnani se skupinou lécenou aprotininem. Elfekll!»
vita nakladu na antifibrinolytikum a transfuzni pri-
pravky se jevi jako nejpriznivesi ve skupmé pacien-
tu, kterym byla podavana tranexamova kyselina.
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1950 CORRESPONDENCE

Simplified Risk Stratification System for Open Heart

Surgery
To the Editor:

We refer to the commentary by Edwards on the article by
Berman and colleagues [1].

Our original scoring system had two goals: (1) to compare
results of one institution with another to correct for case mix
severity, and (2) to predict the chance of death in any individual.
Then the late 1980s operative mortality rates for routine open
heart surgery were high, but today rarely exceed 1%. Competi-
tion for area-wide recognition has abated, and the need for fairly
precise risk stratification has decreased.

Doctor Edwards was critical of our simplified method
because handheld personal digital assistants (PDAs) can be
used more easily than paper and pencil. When we conceived
this method, PDAs were not ubiquitous, but now that would
be our approach.

Even simpler, just the number of risk factors in the individual
patient correlated well with the outcome (unpublished data—see Fig
1). These data were derived from 16,246 coronary bypass procedures
in New Jersey in 1996-1997 versus the same patient cohort with
risk-adjusted rates as calculated by the New Jersey Department of
Health and Senior Services (dark bars) used at that time.

We agree with the authors that the simplicity of our method
has much to offer, because it requires so little data entry,
especially when it is used for bedside use. It is comforting to find
that others agree.

Victor Parsonnet, MID

Division of Surgical Research
Newark Beth Israel Medical Center
201 Lyons Ave

Newark, NJ 07112

e-mail: vpacel@earthlink.net

Ann Thorac Surg
2006;82:1948-54
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Aprotinin Reduces Troponin I Levels in OPCABG
To the Editor:

We congratulate Poston and colleagues [1] on their interesting
article dispelling a little of the concerns or fears of an increase in
graft failure in off-pump coronary artery bypass grafting (OP-
CABG) when aprotinin is used to reduce blood loss. Last year we
published the results of a prospective, randomized, double-
blind study comparing hemostatic effects of tranexamic acid
versus aprotinin versus placebo in OPCABG [2]. In addition, and
for safety evaluation reasons, the time course of myocardial
enzymes in the very early postoperative period was assessed.
We found no statistically significant intergroup differences at
any time (preoperatively, 8 hours, and 24 hours postoperatively)
within the time course of creatine phosphokinase (CK) levels,
isoenzyme MB (CK-MB) levels and the relative index of CK-MB
and CK, but troponin I levels differed between our study groups
8 hours postoperatively (p = 0.015) (Table 1).

Post hoc tests showed above all the most significant difference
between the aprotinin treated group and the placebo group (p <
0.001) due to the lowest mean values of troponin I in the
aprotinin group. Twenty-four hours postoperatively the mean
levels of troponin I remained lowest in the aprotinin treated
group and highest in the placebo group, but these differences
were already without statistical significance. We assume that our
findings concerning the time course of troponin I levels support
the conclusions of Poston and colleagues [1] that aprotinin
shows not only hemostatic, but also antithrombotic (and prob-
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Fig 1. Observed mortality rates (clear bars) for 16,246 isolated aortocoronary-bypass procedures performed during 1996 and 1997 at 13 New
Jersey hospitals, with 95% binomial confidence limits superimposed. Included for comparison are risk-adjusted mortality-rate estimates (dark
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Table 1. Time Course of Troponin I Levels (ug/L) in Off-Pump Coronary Artery Bypass Grafting”

Tranexamic Acid

Aprotinin Treated Placebo Treated

Treated Group (n = 32) Group (n = 29) Group (n = 30) p Value
Before operation 0.240 (0.128,0.450) 0.166 (0.071,0.388) 0.159 (0.068,0.388) 0.391
8 Hours postoperatively 0.841 (0.513,1.376) 0.380 (0.214,0.674) 1.084 (0.671,1.753) 0.015
24 Hours postoperatively 0.631 (0.344,1.155) 0.604 (0.321,1.138) 0.961 (0.535,1.726) 0.490

@ Data are presented as geometrical means and 95% confidence intervals.

ably vein graft endothelium preservation) mechanism during
OPCABG.

Tomas Vanek, MD, PhD
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Zbynek Straka, MD, PhD

on behalf of the MSM0021620817 Study Group
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Reply
To the Editor:

As suggested by Vanek and colleagues [1], a growing body of
evidence supports the safety of aprotinin use during OPCAB.
Their own report [2], published while our off-pump coronary
artery bypass (OPCAB) trial in The Annals of Thoracic Surgery was
in press [3], highlights two points that are becoming increasingly
clear about aprotinin. First, aprotinin provides a hemostatic

Table 1. Transcardiac (Coronary Sinus-Aorta) Release of
Inflammatory Markers in Off-Pump Coronary Artery Bypass

Aprotinin Group Placebo Group

(n=26) n=7) p Value

Myoglobin (ug/g 3.78 343 0.110
protein)

sICAM (ng/g 0.33 3.08 0.149
protein)

sVCAM (nglg 0.10 1.29 0.028
protein)

IL-6 (ng/g 258 8.23 0.116
protein)

IL-8 (ng/g 2.63 7.05 0.368
protein)

TNFa (ng/g 8.76 14.7 0.558
protein)

IL = interleukin; sICAM = soluble intercellular adhesion molecule;
sVCAM = soluble vascular cell adhesion molecule; TNF = tumor
necrosis factor.

benefit that exceeds the lysine analogues, likely due to the ability
to preserve platelet function in addition to blocking fibrinolysis.
Second, aprotinin does not create a hypercoagulable tendency.
The clinical safety of aprotinin use during high risk groups such
as OPCAB, vascular [4], and orthopedic surgery [5], and its
ability to modulate the thrombin receptor, protease-activated
receptor-1 (PAR-1) [6], provide strong evidence to the contrary.
In fact, it is these patients who are at greatest risk for perioper-
ative hypercoagulability and the propensity to generate throm-
bin in which the impact of PAR-1 inhibition by aprotinin may be
most relevant.

In their letter, Vanek and colleagues [1] raise the intriguing
notion that a significant reduction in troponin I release after
aprotinin use in both of our trials may represent a clinical
antithrombic effect during OPCAB. Randomized trials done in
on-pump coronary artery bypass grafting patients have shown
no difference in troponin I or other myocardial injury markers
after aprotinin administration [7]. During cold, cardioplegic
arrest, troponin I release is confounded by variations in the
quality of myocardial preservation and does not solely reflect
intracoronary thrombosis. On the other hand, brief, regional
warm ischemia incurred during OPCAB activates inflammatory
and thrombotic pathways that have been shown to be influenced
by aprotinin in several animal models [8-10]. We recently
reanalyzed the subset of our cohort that had coronary sinus
samples obtained to define the impact of aprotinin on these
pathways by comparing the difference in the transcardiac re-
lease (ie, coronary sinus—aortic levels) of markers of cardiac
inflammation and injury. In addition to a significant reduction in
the gradient of the thrombin formation marker F1.2 (already
reported), the aprotinin group showed trends toward a reduc-
tion in the release of a number of these markers immediately
after OPCAB (see Table 1). These data suggest the mechanism
for the reduction in troponin I in both of our OPCAB studies
may be related to the ability of aprotinin to help protect the
myocardium against brief warm ischemia. This benefit may
prove valuable in the growing population of OPCAB referrals
with limited myocardial reserve.

Robert Poston, MD
Ozeki Toshinaga, PhD

Division of Cardiac Surgery

University of Maryland School of Medicine
N4W94 22 S. Greene St

Baltimore, MD 21201

e-mail: rposton@smail.umaryland.edu
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Off-Pump Versus On-Pump Coronary Artery Surgery

Identification of Fibrinolysis Using Rotation Thromboelastography;
A Preliminary, Prospective, Randomized Study

Martin JARES,! MD, Tomas VANEK,! MD, Frantisek BEDNAR,! MD,
Marek MALY,”> MSc, Jana SNIRCOVA,' MD, and Zbynek STRAKA,! MD

SUMMARY

The aim of this preliminary, prospective, randomized study was to compare rotation
thromboelastography (roTEG) results and D-dimer levels in off-pump versus on-pump
coronary surgery in order to identify the activation of fibrinolysis.

Twenty patients scheduled for coronary bypass grafting were assessed (off-pump
group A, n = 10; on-pump group B, n = 10). Blood samples for roTEG examination were
taken preoperatively (7)), 15 minutes after sternotomy (z,), on the completion of peripheral
bypass anastomoses (7,), and at the end of procedures (#;). The time points for D-dimer
levels analyses were before operation, at the end of procedures, and 24 hours later.

A certain degree of roTEG signs of fibrinolysis was noticed at time ¢, in both groups
and in group B these marks were quite widely, but not significantly expressed (P for inter-
group differences for Lysis on Set Time at 60 and 150 minutes were P = 0.190 and P =
0.122, respectively), borderline differences were found for Maximum Clot Firmness (P =
0.082) with a lower mean value for group B (arithmetic means [95% confidence intervals]
- 57.7 [54.2; 61.2] mm). Completely expressed roTEG signs of hyperfibrinolysis were
observed in 2 patients from group B. In group B also the highest geometric means of D-
dimers (1326.0 [943.5; 1863.6] ng mL™"') and thus a dramatic intergroup difference (P <
0.001) were observed at the end of surgery; 24 hours later the significantly elevated D-
dimer levels in both groups (A: 1070.0 [723.5; 1582.6] versus B: 1093.3 [732.0; 1632.9]
ng mL") were equalized (P = 0.932).

Our roTEG results display a slightly greater, but fairly subtle activation of fibrinolysis

during the course of cardiopulmonary bypass, compared to off-pump cardiac surgery.
(Int Heart J 2007; 48: 57-67)

Key words: Cardiopulmonary bypass, Hemostasis, Beating heart surgery, D-dimers, Car-
diac surgical procedures

THE issue of massive bleeding following heart surgery, and subsequent need for
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allogenic blood transfusion, is a permanent focus of cardiac surgeons worldwide.
The favourable effect of different fibrinolytic inhibitors (aprotinin, and lysine
analogues, such as tranexamic acid) on the decrease in perioperative bleeding in
cardiac surgery with the use of cardiopulmonary bypass (on-pump cardiac sur-
gery) was confirmed in a large number of controlled trials, and has been included
in relevant meta-analyses."? However, only a limited number of studies have
been concerned with the use of antifibrinolytic drugs in cardiac surgery without
the use of extracorporeal circulation (off-pump cardiac surgery), and have dem-
onstrated its effectivenes, as well.*” The safety question of fibrinolytic inhibitors
in coronary surgery is permanently under discussion and has been accelerated by
2 recently published important observational studies.®”

Information concerning the activation of the coagulation-fibrinolytic path-

way during off-pump and on-pump cardiac surgery procedures is still limited. To
the best of our knowledge, only one recent nonrandomized study'® and one pro-
spective, randomized'" study have investigated coagulation and fibrinolysis vari-
ables in off-pump versus on-pump up to 24 hours after cardiac surgery. Cardiac
surgery involving cardiopulmonary bypass leads to fulminant activation of the
hemostatic-inflammatory system.'? Theoretically, there are 2 time points with
increased fibrinolytic activity during this type of surgery: firstly, the release of tis-
sue plasminogen activator, which starts during the skin incision and sternotomy,
and secondly, the time period of cardiopulmonary bypass with suctions from the
surgical field (shed blood from the pericardium containing a great amount of
cytokines, tissue factor and tissue plasminogen activator). The surgical trauma/
aggression itself may be as important as, or even more important than, the use of
cardiopulmonary bypass in terms of coagulation-fibrinolytic pathway activa-
tion.!?
Thromboelastography is a measuring method based on the continuous reg-
istration of blood clot firmness during the entire coagulation process. Thus, the
beginning of clot formation, clot formation kinetics, and maximum clot firmness
are assesed as well as its stability or lysis.

The aim of this prospective, randomized study was to identify fibrinolysis
using rotation thromboelastography (roTEG) in off-pump versus on-pump coro-
nary surgery patients. In addition, D-dimer levels between the study groups were
compared.

METHODS

After obtaining approval from the Medical Faculty Ethics Committe and
informed consent from all the participants, 20 patients scheduled for coronary
artery bypass grafting from January 3, 2005 to February 15, 2005 were enrolled
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Table I. Basic Demographic, Preoperative Hematological, and Intraoperative Characteristics

Off-pump group A On-pump group B P
Age (years) Arithm. 65.5(58.7; 72.3) 62.6 (56.4; 68.8) 0.486
Gender (male/female) 6 (60%) /4 8 (80%) /2 0.314
Weight (kg) Arithm. 78.7(73.2; 84.1) 86.9 (77.5; 96.2) 0.108
Additive EuroSCORE  Arithm. 4.40 (2.67; 6.13) 3.90 (1.95; 5.88) 0.672
Logistic EuroSCORE Geom. 3.39(1.98; 5.80) 2.92 (1.52;5.61) 0.694
Hematocrit Geom. 44.86 (41.68; 48.28) 44.93 (42.00; 48.07) 0.971
Hemoglobin (g dL™) Geom. 15.21 (14.11; 16.41) 15.25 (13.99; 16.62) 0.964
Platelet count (10° L) Geom. 225.4 (190.7; 266.4) 259.5 (226.4; 297.3) 0.158
Fibrinogen (g L) Geom. 4.29 (3.79; 4.86) 3.85(3.60; 4.10) 0.098
aPTT (sec) Geom. 40.21 (30.82; 52.46) 34.95 (32.49; 37.60) 0.276
INR Geom. 1.044 (0.981; 1.112) 1.051 (0.992; 1.113) 0.873
Operating time (min) Geom. 149.9 (131.9; 170.3) 176.1 (163.0; 190.2) 0.028
Number of grafts Arithm. 2.00 (1.66; 2.34) 2.60 (2.23;2.97) 0.014
CPB duration (min) Geom. - 47.8 (40.3; 56.7) -
AC duration (min) Geom. - 26.8 (22.5;32.1) -

59

Data are presented as arithmetic means (arithm.) or geometric means (geom.) and 95% confidence
intervals, unless otherwise specified. CPB indicates cardiopulmonary bypass; and AC, aortic clamp;
aPTT, activated partial thromboplastin time; and INR, international normalized ratio of prothrombin
time.

in the study. The consecutive patients were randomized to off-pump or on-pump
surgery using the envelope method with random numbers (groups A, B; 10
patients in each group). The basic characteristics of the patient groups and surgi-
cal procedures are shown in Table I. The criteria for nonenrollment in the study
were as follows: previous cardiac surgery, myocardial infarction < 7 days prior to
the surgery, history of haematological or liver disorders, renal insufficiency
(serum creatinine > 150 gmol L) and preoperative anaemia (hemoglobin < 11 g
dL"!, hematocrit < 32). None of the study subjects were under the influence of
antiaggregative/anticoagulant drugs (aspirin withdrawal < 5 days before surgery,
low-molecular heparin withdrawal < 24 hours before surgery, a continuous
unfractioned heparin infusion, or medication with potent antiplatelet agents, such
as ADP inhibitors and GPIIb/Illa antagonists). No fibrinolytic inhibitors were
used in the perioperative period in any of the patients evaluated.

Remifentanil based ultra-fast-track anesthesia (with the application of pro-
pofol, midazolam, atracurium, and inhaled isofluran) was performed in all cases.
This type of general anaesthesia, without the use of an epidural catheter, is a stan-
dard method for coronary artery surgery in our department.'? Surgical access was
through a full midline sternotomy in all cases. In off-pump procedures, heparin
was given at a dose of 100 IU kg! and verticalization of the beating heart was
achieved using an Axius Xpose Device, while the Ultima Vacuum Assist
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(Guidant, Cupertino, CA) was used for the stabilization of the anastomosis site.
Upon completion of the anastomoses, heparinization was partially reversed with
a half-dose of protamine chloride. In on-pump surgery, normothermic perfusion
was used with the same type of noncoated capillary oxygenator (D 703 Compact-
flo, Dideco, Mirandola, Italy) with crystalloid priming of 750 mL. Heparin was
administered at a dose of 300 IU kg™ to achieve an activated clotting time > 480
seconds. Upon completion of all anastomoses, a full dose of protamine chloride
was used to reverse the effects of heparin.

The blood for roTEG examination was sampled from the arterial line into
tubes containing sodium citrate (Greiner Bio-One, Kremsmuenster, Austria) and
processed immediately after sampling using a ROTEG® Whole Blood Haemosta-
sis System, model 05 (Pentapharm, Munich, Germany) with heparinase HEPTEG
(Nobis, Endingen, Germany) for heparin removal and EXTEG (Nobis, Endingen,
Germany) including thromboplastin for the extrinsic pathway activation. The
sampling time points were as follows: preoperatively (¢,), 15 minutes after ster-
notomy (¢,), on the completion of peripheral bypass anastomoses (z,), and at the
end of the procedure (#;). Blood samples for the preoperative evaluation of hae-
matological parameters (haemoglobin, haematocrit, platelet count, prothrombin
time, activated partial thromboplastin time, and fibrinogen) were taken and pro-
cessed in a routine way. Blood samples for D-dimer examination were obtained
before the operation, at the end of surgery, and 24 hours later. D-dimer levels
were assessed by a micro-latex imunoassay procedure for a quantitative measure-
ment of D-dimer on the Stago Compact analyser using Liatest Stachrom D-D
antibodies (Diagnostica Stago, Parsippany, NJ, USA).

Figure 1 describes the basic measured parameters assessed by rotation
thromboelastography: Clotting Time (CT) [sec]: time from the start of the mea-
surement until the start of a clot formation; Clot Formation Time (CFT) [sec]:
time from the beginning of the clot formation until an amplitude of 20 mm is
achieved; and Maximum Clot Firmness (MCF) [mm] marking clot stability/
strength; Alpha-angle [°] and Lysis on Set Time (LOT) [%] in 30 minutes, 60
minutes, and 150 minutes, respectively.

Statistical analysis was performed using SPSS statistical software, version
12.0.1 (SPSS Inc., Chicago, IL). Values are presented as arithmetic or geometric
means (for normally or log-normally distributed data, respectively) and their vari-
ability was characterized by 95% confidence intervals. For statistical testing, the
data were log-transformed when appropriate. The comparison between the 2
groups was made using a 2-sample -test, and within-group comparisons of dif-
ferent time points were based on a paired #-test. In both tests, Bonferroni-type
correction for multiple comparisons was applied. A more complex evaluation
was performed using a multivariate repeated-measures analysis of variance.
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Figure 1. Basic rotation thromboelastographic (roTEG) parameters.

Spearman’s rank correlation coefficient was used to measure the association
between D-dimers and LOT. All statistical tests were evaluated at a significance
level of 0.05.

RESULTS

Both the off-pump and on-pump group showed comparable demographic,
preoperative haematological, and basic intraoperative characteristics, with the
exception of the mean operating time and the number of created peripheral anas-
tomoses, respectively (Table I). The duration of the on-pump surgery was signif-
icantly longer (P = 0.028) and the number of grafts was significantly higher (P =
0.014) in contrast to the off-pump surgery. This finding is not surprising and
exceptional given our experience with off-pump versus on-pump cardiac sur-
gery.!)

Table II presents a comparison of the parameters assesed by thromboelas-
tography in monitored time points for off-pump (group A) and on-pump (group
B) surgery, respectively. At sampling times ¢, (preoperatively), ¢, (15 minutes
after sternotomy) and #; (the end of the procedure) no statistically significant
intergroup differences were observed. At time ¢, (completion of peripheral anas-
tomoses), borderline differences were found for MCF (P = 0.082) with a lower
mean value for on-pump group B compared to off-pump group A. For LOT at 60
and 150 minutes, respectively, significantly different intergroup differences were
not proven (P =0.190 and P = 0.122, respectively), but in on-pump group B more
pronounced lysis (in terms of means) was observed. It is worth mentioning that
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Table II.  Comparison of Thromboelastographic Parameters at Monitored Time Points

Time point / Parameter Off-pump group On-pump group P
A B

Preoperatively (#))
CT [sec] geom. 65.5 (52.4; 81.8) 76.0 (61.9;93.4) 0.279
CFT [sec] geom. 69.9 (54.6; 89.4) 67.8 (55.6; 82.6)  0.830
MCF [mm] arithm. 65.7 (60.4; 71.0) 66.3 (63.8; 68.8)  0.820
Alpha-angle [°] arithm. 75.7 (71.8;79.6) 75.9 (73.5;78.3)  0.964
LOT (30 min.) [%] arithm. 98.0 (98.0; 98.0) 97.8(97.3;98.3)  0.343
LOT (60 min.) [%] arithm. 94.3 (92.6; 96.0) 93.9(91.9;95.9) 0.732
LOT (150 min.) [%] arithm. 85.7 (82.8; 88.5) 85.3(82.8;87.9) 0.848

15 mins after sternotomy (¢,)
CT [sec] geom. 82.6 (62.3; 109.6) 71.6 (57.8; 88.8)  0.376
CFT [sec] geom. 72.3 (59.3; 88.1) 67.5(56.8;80.3)  0.567
MCF [mm] arithm. 66.9 (64.6; 69.2) 65.2(61.5;68.9) 0.392
Alpha-angle [°] arithm. 75.0(72.3; 77.7) 76.4 (73.7;79.1)  0.420
LOT (30 min.) [%] arithm. 97.8 (97.3; 98.3) 97.4 (96.0; 98.8)  0.540
LOT (60 min.) [%] arithm, 94.0 (91.6; 96.4) 93.9(91.2;96.7)  1.000
LOT (150 min.) [%] arithm. 85.9 (82.7; 89.1) 86.4(82.7;90.1)  0.815

Completion of anastomoses (#,)
CT [sec]" geom.  129.3** (86.1;194.2)  145.8%(95.9;221.6) 0.647
CFT [sec]’ geom.  114.1% (65.8;190.2) 110.6** (91.3; 134.1) 0.901
MCF [mm]* arithm. 62.5N5(57.8;67.2)  57.7*** (54.2;61.2)  0.082
Alpha-angle [°]* arithm.  65.8% (54.6; 77.0)  68.2%* (63.9; 72.4)  0.833
LOT (30 min.) [%]" arithm. 98.0 (98.0; 98.0) 97.2N5(95.4;99.0)  0.343
LOT (60 min.) [%]" arithm. 96.3% (95.3; 97.3) 79.6M8 (53.0; 106.2)  0.190
LOT (150 min.) [%] arithm.  88.0™ (86.3; 89.7) 68.2N5(42.0;94.4)  0.122

End of procedure (z;)
CT [sec] geom. 89.3 (65.6; 121.6) 84.0 (67.4; 104.8) 0.720
CFT [sec] geom. 83.2(72.8;95.1) 80.9 (69.4;94.4)  0.760
MCF [mm)] arithm. 65.4 (62.4; 68.4) 63.9(60.5;67.3)  0.465
Alpha-angle [°] arithm. 73.2(71.2;75.2) 73.9(71.5;76.3)  0.604
LOT (30 min.) [%] arithm. 98.0 (98.0; 98.0) 98.0 (98.0; 98.0)  1.000
LOT (60 min.) [%] arithm. 94.4 (92.5;96.3) 95.6 (94.6;96.6)  0.221
LOT (150 min.) [%] arithm. 85.8 (83.3; 88.4) 85.8(80.3;91.2)  0.993

Data are presented as arithmetic means (arithm.) or geometric means (geom.) and 95% confidence
intervals. CT indicates clotting time; CFT, clot formation time; MCF, maximum clot firmness; and

LOT, lysis on set time.

1 At time 1,, statistical significance of paired comparisons between the times #, and 7, is indicated in
both groups as follows: nonsignificant (NS), significant at P < 0.05 (*), significant at P <0.01 (¥*),

and significant at P < 0.001 (***).

this was primarily caused by 2 patients (numbers Bl and B10) with extreme
fibrinolysis (LOT at 60 minutes, 0% resp. 19%; LOT at 150 minutes, 0% resp.
0%) (Figure 2). At 150 minutes this finding was supported by another 2 patients
(B4 and B9) with LOT values of 74% and 73% respectively. These values were
distinct from those of the remaining study subjects from on-pump group B,
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Figure 2. Rotation thromboelastographic (roTEG) traces in 2 patients with hyperfibrinolysis (on-pump
group B). Patient B1 (A): CT 135 sec, CFT 95 sec, alpha angle 71° , MCF 55 mm, LOT at 30 min 90%,
at 60 min 0%, and at 150 min 0%. Patient B10 (B): CT 78 sec, CFT 115 sec, alpha angle 68° , MCF 54
mm, LOT at 30 min 98%, at 60 min 19%, and at 150 min 0%.

whose mean value of LOT at 150 minutes (89.1%) was very close to the mean
value in off-pump group A (88.0%). Looking at the time course of the other
thromboelastographic parameters, CT, CFT, MCF and Alpha-angle show at time
t, significant differences in comparison with the other time points in both groups.
When comparing ¢, to preoperative z,, a statistically significant prolongation of
CT and nonsignificant prolongation of CFT were observed in off-pump group A
(P =0.002, P=0.122, respectively). In on-pump group B, a statistically signifi-
cant prolongation of both CT and CFT was noticed (P = 0.036 and P = 0.006,
respectively), as well. For roTEG parameters MCF and Alpha-angle, apparent
decreases in the mean values were found in on-pump group B at time #,. When
comparing ¢, to f,, statistically significant differences were seen in both parame-
ters in on-pump group B (P = 0.001 and P = 0.008, respectively), while nonsig-
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Table III. Time Course of D-Dimer Levels (ng mL")

Time point Off-pump group A On-pump group B P

Preoperatively geom.  244.2(183.3;325.4) 294.8 (184.2; 471.9) 0.451
End of the procedure geom.  297.0 (189.6;465.1)  1326.0 (943.5; 1863.6) <0.001
Postoperative day I ~ geom. 1070.0 (723.5; 1582.6) 1093.3 (732.0; 1632.9)  0.932

Data are presented as geometric means (geom.) and 95% confidence intervals.

nificant differences were observed in off-pump group A (P = 0.221 and P =
0.132, respectively).

Using the complex model of multivariate analysis of variance with repeated
measurements (for all assessed roTEG parameters at all times), the distinctive-
ness of time ¢, from the other times was confirmed (P < 0.001). Moreover, some
evidence of divergence in time trend between groups was observed (P = 0.089).
No age or gender differences were detected (P = 0.573 and P = 0.261, respec-
tively).

In the time course of D-dimers (Table I1I), a significant increase in D-dimer
levels in both groups was found (P < 0.001). In on-pump group B the highest
mean value of D-dimer was already reached at the end of surgery, while in off-
pump group A the maximum values were observed only on postoperative day 1.
As a consequence of this fact, a dramatic intergroup difference (P < 0.001) was
found at the end of the procedure.

Spearman’s correlation coefficient between D-dimer levels at the end of sur-
gery and LOT (¢;) at 60 and 150 minutes was -0.047 and -0.086, respectively, in
group A, and -0.123 and -0.323, respectively, in group B. All correlations were
low and insignificant.

DISCUSSION

Our roTEG data indicate that a certain degree of fibrinolysis developed both
in off-pump group A and in on-pump group B at time ¢, (on the completion of
peripheral bypass anastomoses) and that fibrinolysis at this time point was quite
widely expressed in group B. Theoretically, in both types of cardiac surgery the
fibrinolytic activity is initiated with the release of a tissue plasminogen activator,
which starts during the skin incision and sternotomy and continues through the
surgical tissue manipulation. In operations using cardiopulmonary bypass, addi-
tional massive activation of coagulation by the contact of blood with foreign,
negatively charged, nonendothelial surfaces is described with presumable conse-
quent activation of the fibrinolytic system.'® A very important mechanism acti-
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vating the coagulation-fibrinolytic system seems to be retransfusion of
pericardial blood collected intraoperatively to the extracorporeal circuit, as this
shed blood contains a great amount of tissue factor and tissue plasminogen acti-
vator.'” For this reason, a strategy based on the use of biocompatible surfaces
with low thrombogenicity (eg. heparin-, polymethoxyacrylate-, phosphorylcho-
lin-coated materials) and the use of closed extracorporeal circuits with the sepa-
ration of suctions from the surgical field is currently recommended.'®-*"

At time point ¢, quite completely expressed thromboelastographic signs of
hyperfibrinolysis were observed in 2 patients (20%) (B1 and B10) from the on-
pump group and partial signs of increased fibrinolysis were noticed at 150 min-
utes of ToTEG analyses in 2 other patients (B4, B9) originating from the same
group. The preoperative characteristics and intraoperative course of these 4 male
individuals were similar to the other patients in group B. The times of cardiopul-
monary bypass for these patients were 55, 37, 31, and 57 minutes, respectively,
while the range of times of the other patients in group B was 41-67 minutes. In
contrast to the results of another thromboelastographic study that reported poor
clinical outcome in fibrinolytic patients (eg. more colloid and vasopressor sup-
port, increased mortality),?” no complications in the postoperative period (includ-
ing bleeding tendency) of our probands with fibrinolysis were noticed. However,
the frequency of detected hyperfibrinolysis in that retrospective on-pump study
(14%) was quite similar to our results (20%).

In theory some roTEG parameters should be modified by a substantial
hemodilution during extracorporeal circulation, in comparison to the off-pump
group. In our practice with low pump prime the hemodilution was just moderate,
which can be supported with the evidence of hematological parameters during
cardiopulmonary bypass (medians [25"-75" percentiles]): hemoglobin 11.9
[10.5-12.1] g dL"!, and hematocrit 36.5 [32.5-37.3], respectively.

The observation of significantly increased D-dimer levels in on-pump group
B at the end of surgery and the equalization of elevated D-dimer levels between
the on-pump and off-pump groups 24 hours after the surgery is in agreement with
the findings of others.'®!" The question of a possibly delayed increase in coagu-
lant and fibrinolytic activity in off-pump surgery arises and slightly controversial
clinical conclusions*?> should warrant further studies.

Thromboelastography provides a complete graphical representation of
blood coagulation and eventual subsequent lysis of the clot in almost real time.
Our 2 patients with an extreme degree of on-pump fibrinolysis showed a sponta-
neous tendency in the normalization of roTEG analysis at the end of procedures
and did not display increased bleeding postoperatively, and thus no antifibrin-
olytic treatment was used. However, we assume that this point-of-care test is an
excellent clinical tool for instant therapeutical decisions in situations of aug-
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mented bleeding. Presently, we do not have enough data in available literature
comparing roTEG signs of fibrinolysis with relevant plasma markers (fibrin deg-
radation products, D-dimer) to determine which test is superior, but thromboelas-
tography seems to be a fast and reliable method for the immediate evaluation of
hyperfibrinolysis during cardiac surgery.”®

Although in many cardiac surgery centers pharmacological strategies based
on fibrinolytic inhibitors are used on a routine basis, and their clinical effective-
ness has been clearly validated,””?® we unexpectedly did not find evident and
explicit roTEG signs of hyperfibrinolysis in the majority of patients investigated.
Our preliminary roTEG results display a slightly greater activation of fibrinolysis
in on-pump coronary surgery during the course of cardiopulmonary bypass, but
the off-pump versus on-pump differences are fairly subtle and imply a need for
subsequent randomized trials with considerably larger numbers of patients allow-
ing to justify the results by power analysis. It is necessary to clarify existing lim-
itations of available literature evidence of fibrinolytic activity comparing off-
pump versus on-pump cardiac operations.
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Abstract

Sixty-five patients scheduled for coronary surgery were randomized into three groups: A — conventional coronary artery bypass grafting,
B — off-pump surgery, C — coronary artery bypass grafting with modified, rheoparin coated cardiopulmonary bypass with the avoidance of
re-infusion of cardiotomy blood into the circuit. On the completion of peripheral bypass anastomoses, highly significant inter-group
differences were found in the thromboelastographic parameter lysis of set time at 60 min of assessment (P=0.003) and at 150 min of
assessment (P<0.001), the mean values of these parameters were significantly lower in group A as compared with both groups B and C,
which were statistically indistinguishable. Lysis on set time on the completion of peripheral bypass anastomoses <50% was detected in 12
patients (52.2%) originating from group A. At the other sampling times (preoperatively, 15 min after sternotomy, at the end of the
procedures, and 24 h later) thromboelastographic parameters were similar in all groups. In group A no significant correlations between
lysis on set time, postoperative blood loss and D-dimer levels were found. Based on our results, thromboelastographic signs of fibrinolysis

were clearly detectable during cardiopulmonary bypass in group A, but not at any time in groups B and C.
© 2007 Published by European Association for Cardio-Thoracic Surgery. All rights reserved.

Keywords: Coronary artery surgery; Beating heart surgery; Cardiopulmonary bypass; Hemostasis; Thromboelastography; D-dimer

1. Introduction

Although in many centers pharmacological strategies
based on fibrinolytic inhibitors are used on a routine basis,
detailed knowledge of fibrinolysis during cardiac surgery is
still limited. The aim of this prospective, randomized study
was to search for fibrinolysis by the method of rotation
thromboelastography/thromboelastometry (ROTEM) in dif-
ferent settings of coronary artery surgery.

Thromboelastography is a measuring method, based on
the continuous registration of blood clot firmness during
the entire coagulation process. Thus, the beginning of clot
formation, clot formation kinetics and the maximum clot
firmness are assessed as well as its stability or lysis [1].
The most important parameter for detection of fibrinolysis
in ROTEM analysis is lysis on set time (LOT), which describes
the reduction of clot firmness during measurement (Fig.

1.
2. Material and methods

With the Medical Faculty Ethics Committee approval, and
after obtaining the informed consent from all participants,
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65 patients with ischemic heart disease scheduled for
coronary surgery were enrolled in the study. The criteria
for non-enrollment to the study were as follows: emergency
procedures, previous cardiac surgery, concomitant surgery
(valvular or aortic), myocardial infarction <7 days prior to
surgery, history of hematological or liver disorders, renal
insufficiency (serum creatinine >150 wmol/l), and preop-
erative anemia (hemoglobin <11 g/l, hematocrit <32). A
strict contraindication to the inclusion in the study was
preoperative treatment with antiaggregative or anticoagu-
lant drugs. No fibrinolytic inhibitors were used in the
perioperative period in any of the evaluated patients.

After the enrollment into the study, the patients were
randomized into three groups: A (conventional CABG), B
(OPCAB surgery), and C (CABG with modified cardiopul-
monary bypass), the envelope method with random num-
bers was used. The feasibility of randomization for on-pump
or off-pump coronary surgery in our center was proven by
previous experiences [2, 3].

2.1. Surgical and cardiopulmonary bypass techniques

2.1.1. Group A — conventional CABG

Cardiopulmonary bypass in a standard setting was estab-
lished by ascending aortic cannulation and two-stage
venous cannulation of the right atrium, non-coated extra-
corporeal circuit (Dideco D 903 Avant, Mirandola, lItaly)
with crystalloid pump prime 750 ml was used. Heparin was
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Fig. 1. Parameters of ROTEM analysis (scheme). [a-angle - the angle
between the center line and a tangent to the curve through the 2 mm ampli-
tude point (°); CFT=clot formation time - time from the onset of clot for-
mation until an amplitude of 20 mm is reached (s); CT=clotting time - time
from the start of measurement until the start of clot formation (s); LOT=
lysis on set time (% of MCF); MCF=maximum clot firmness (mm)].

given at an initial dose of 300 1U/kg to achieve an activated
clotting time (ACT) >480 s. Normothermic perfusion (2.5
l/m2, roller pump) with antegrade intermittent warm blood
cardioplegia and re-infusion of cardiotomy suction blood
were used. On the completion of all anastomoses, full-dose
protamin chloride was given to reverse the effect of
heparin.

2.1.2. Group B — OPCAB surgery

The patients were operated on from full midline sterno-
tomy. The verticalization of the beating heart was achieved
using an Axius Xpose Device while the Acrobat SUV Vacuum
Stabilizer, and Axius Blower/Mister (Guidant, Santa Clara,
CA) were used for the stabilization and visualization of the
anastomosis site. No cell-saver device was used and no
blood was returned to the patients. The dose of heparin,
100 1U/kg, was used with target ACT over 250 s. On the
completion of anastomoses, heparinization was partially
reversed with a half-dose of protamin, regardless of ACT
value.

2.1.3. Group C - modified cardiopulmonary bypass

A rheoparin coated cardiopulmonary bypass system (oxy-
genator Medos Hilite 7000, Stolberg, Germany + hardshell
venous reservoir, tubing, cannules) was utilized. The blood
suctioned from the pericardium was collected in a separate
reservoir and was not returned routinely into the extra-
corporeal circulation. Heparin, perfusion, and cardio-
plegia managements were the same as described in group
A.

2.2. Transfusion policy

During the procedures the patients were administered
crystalloid solutions and 5% albumin solution, if necessary,
synthetic colloidal solutions and fresh frozen plasma were
not used. Determined borderlines for administration of red
blood cell transfusion (or reinfusion of collected autologous
blood in group C) were hemoglobin decrease to <8.5 g/dl

and/or hematocrit <26. The same threshold for allogenic
blood transfusion was used 24 h postoperatively.

2.3. ROTEM and laboratory analyses

The blood for ROTEM examination was sampled from the
arterial line into tubes containing sodium citrate (Greiner
Bio-One, Kremsmuenster, Austria) and processed immedi-
ately after sampling by ROTEG® Whole Blood Haemostasis
System, model 05 (Pentapharm, Munich, Germany) using
heparinase HEPTEG for heparin removal and EXTEG (Nobis,
Endingen, Germany) including thromboplastin for the
extrinsic pathway activation. The sampling time points
were as follows: preoperatively (t,), 15 min after sterno-
tomy (t,), on the completion of peripheral bypass anasto-
moses (t;), at the end of the procedures (t,), and 24 h
after the end of surgery (t;). Blood samples for D-dimer
examination were taken before the operation, at the end
of surgery, and 24 h later.

2.4. Statistical analysis

Statistical analysis was performed by statistical software
Stata, release nine (Stata Corp LP, College Station, TX). All
statistical tests were evaluated at a significance level of
0.05.

3. Results

For all three study groups no significant differences in the
basic demographic data and preoperative hematological
variables were found.

Only one patient originally randomized to group B was
intraoperatively (but before initiating of revascularization)
converted to group A. The reason for this was the presence
of small intramuscular coronary arteries. One patient from
group C was re-infused by collected shed blood (900 ml)
during cardiopulmonary bypass, the data of this patient
were withdrawn from the study. Four patients (1 originating
from group A, 1 from group B, 2 from group C, respectively)
underwent re-exploration postoperatively with the finding
of an evident surgical source of bleeding, and so their
following postoperative data were not included in the
study, either.

The differences between groups in the mean number of
grafts [arithmetic means and 95% confidence intervals —
group A: 2.43 (2.12; 2.75), group B: 2.09 (1.73; 2.45),
group C: 2.63 (2.34; 2.92)] were close to the significance
level (P=0.059) due to the lower number of grafts per
patient in group B. The mean intraoperative blood loss was
slightly higher in group C [geometric means and 95% confi-
dence intervals — group A: 326.0 (269.1; 394.9) ml, group
B: 346.2 (258.6; 463.6) ml, group C: 441.9 (354.3; 551.1)
ml, P=0.066]. In this group the volume of blood collected
in the separate reservoir — median 150 ml, min-max 100-
650 ml — was included in the evaluated blood loss. The
hemodilution during extracorporeal circulation in on-pump
groups was just moderate [medians (25-75th percentiles)
— group A: hemoglobin 11.6 (10.3; 12.0) g dl-*, hematocrit
35.6 (31.0; 36.9), group C: hemoglobin 10.5 (10.0; 12.0)
g dl-", hematocrit 32.1 (30.9; 36.9)]. Neither cardiopulmo-
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nary bypass nor aortic clamp durations showed any differ-
ences between groups A and C.

The highest mean postoperative blood loss (in 24 h) was
observed in group C, while the lowest mean blood loss was
detected in group B [group A: 686.7 (570.8; 826.1) ml,
group B: 555.3 (441.3; 698.9) ml, group C: 775.6 (645.1;
932.3) ml, P=0.157].

Only one patient in each group was re-transfused by
packed red cells intraoperatively. The number of patients
re-transfused postoperatively with packed red cells was 9
(40.9%), 5 (23.8%) and 9 (52.9%) in groups A, B and C,
respectively. The differences in proportions are not signif-
icant (P=0.176), although transfusion requirements were
lower in group B as compared to the other two groups.

3.1. ROTEM analyses, association with blood loss and
D-dimer levels

Comparison of LOT in monitored time points is given in
Table 1. While parameters were similar in groups A, B and
C in sampling times t,, t,, t, and t, in sampling time ¢, (on
the completion of peripheral bypass anastomoses) highly
significant inter-group differences were found in LOT
(60 min) (P=0.003) and in LOT (150 min) (P<0.001). The
mean values of these parameters were significantly lower
in group A as compared with both of the other groups B
and C, which were statistically indistinguishable — LOT
(60 min) (P=0.968), LOT (150 min) (P=0.979). Parameter
LOT (150 min) <50% of maximum clot firmness was detect-
ed in 12 individual patients (52.2%) originating from the
group A. The time course of LOT (150 min) over the
sampling times is shown in Fig. 2; group A differs signifi-
cantly from the other two groups (P<0.001).

In group A, the association between LOT (150 min) in
sampling time t; and postoperative blood loss was tested.

Table 1
Comparison of lysis on set time at monitored time points

100
90
80
70
60
50
40
30
20

LOT (150 min) [% MCF]

Group
—e— A
10 —-—&--B
—8—C

04

T T2 T3 T4 T5
Sampling time point

Fig. 2. Time course of LOT (150 min) over the sampling times. Group A differs
significantly from the groups B and C (P<0.001).

Spearman correlation coefficient was 0.39 (P=0.075) in
this case. In patients with apparent ROTEM signs of hyper-
fibrinolysis (LOT equal to 0) a wide range of bleeding
occurred (min—-max 440-1310 ml).

The time course of D-dimer levels is presented in Fig. 3.
A significant increase in D-dimer levels in all groups was
found. In group A the highest mean value of D-dimer was
already reached at the end of surgery, while in groups B
and C the maximum values were observed as late as on
postoperative day one. As a consequence of this fact, a
dramatic inter-group difference (P<0.001) was found at
the end of procedures; the mean value of D-dimer in group
A was distinct from groups B and C (P=0.001, P<0.001,
respectively), while the difference between groups B and
C was not significant (P=0.231).

Time point Group A Group B Group C P-value
(n=23)> (n=22)> (n=19)2

&

LOT (30 min) 97.9 (97.6; 98.1) 98.0 (98.0; 98.0) 97.9 (97.8; 98.1) 0.542
LOT (60 min) 93.7 (92.5; 94.8) 92.9 (92.0; 93.7) 93.9 (92.8; 95.0) 0.305
LOT (150 min) 84.5 (82.3; 86.6) 82.8 (81.1; 84.5) 83.8 (82.5; 85.1) 0.401
t

LOT (30 min) 97.6 (97.0; 98.1) 97.8 (97.6; 98.0) 97.9 (97.7; 98.0) 0.387
LOT (60 min) 94.3 (93.2; 95.4) 93.3 (92.1; 94.4) 94.1 (92.6; 95.5) 0.431
LOT (150 min) 86.4 (83.8; 89.0) 83.0 (80.7; 85.3) 84.7 (82.6; 86.9) 0.113
t

LOT (30 min) 96.9 (95.1; 98.7) 97.8 (97.4; 98.2) 98.0 (98.0; 98.0) 0.340
LOT (60 min) 76.3 (62.0; 90.6) 93.6 (92.4; 94.9) 96.3 (95.2; 97.3) 0.003
LOT (150 min) 42.4 (24.9; 59.9) 82.3 (80.2; 84.4) 85.1 (82.8; 87.4) <0.001
t,

LOT (30 min) 98.0 (97.9; 98.0) 97.9 (97.8; 98.0) 97.9 (97.8; 98.1) 0.796
LOT (60 min) 95.6 (94.6; 96.6) 93.5 (92.1; 94.9) 95.1 (93.8; 96.4) 0.038
LOT (150 min) 82.1 (74.3; 89.9) 83.7 (81.8; 85.7) 86.2 (84.1; 88.2) 0.519
t

LOT (30 min) 97.9 (97.7; 98.1) 98.0 (98.0; 98.0) 97.9 (97.8; 98.1) 0.569
LOT (60 min) 93.8 (92.5; 95.0) 93.0 (91.8; 94.1) 93.4 (92.4; 94.3) 0.571
LOT (150 min) 84.7 (82.4; 86.9) 83.6 (81.5; 85.7) 83.8 (82.0; 85.5) 0.714

Data are presented as arithmetic means and 95% confidence intervals. Sampling time points: t, =preoperatively; t, =fifteen minutes after sternotomy; t,=on
the completion of peripheral bypass anastomoses; t,=at the end of the procedures; t; =24 h after the end of surgery. 2At the sampling time ¢ four patients
with postoperative re-exploration were excluded (1 originating from group A, 1 from group B, 2 from group C, respectively). LOT =lysis on set time (at 30, 60,

and 150 min of assessment).
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Fig. 3. Time course of D-dimer levels over the sampling times. Significant

inter-group difference was found at the end of procedures (P<0.001).

In group A, the relationship between LOT (150 min) in
sampling time t, and D-dimer levels at the end of proce-
dures was examined. The association between the variables
was insignificantly negative with Spearman correlation
coefficient equal to 0.16 (P=0.463). In patients with appar-
ent ROTEM signs of hyper-fibrinolysis (LOT equal to 0) there
was a wide range of D-dimer levels (min-max 520-2210
ng/ml).

4. Discussion

The main finding of this randomized trial is apparent
thromboelastographic detection of fibrinolysis/hyper-fibri-
nolysis in conventional CABG (group A) at the time of
extracorporeal circulation. In theory, fibrinolytic activity
during cardiac surgery is initiated by the release of tissue
plasminogen activator; this starts with the skin incision and
sternotomy and continues throughout the surgical tissue
manipulation. In operations where cardiopulmonary bypass
is used, additional massive activation of coagulation occurs
related to the contact of blood with foreign, negatively
charged non-endothelial surfaces and consequent activ-
ation of the fibrinolytic system is described. Re-infusion of
the suctioned fluids from the surgical field (shed blood
from the pericardium contains large amounts of cytokines,
tissue factors and tissue plasminogen activator) thereafter
enhances these pathological processes [4-6].

No ROTEM signs of fibrinolysis were detected in OPCAB
group B, and in modified cardiopulmonary bypass group C
at the critical sampling time of the completion of periph-
eral bypass anastomoses. No ROTEM signs of fibrinolytic
activity were found in all the evaluated groups at the other
sampling times. In agreement with available literature we,
therefore, consider that the main important triggers of
fibrinolytic pathways are the usage of non-coated, less-
biocompatible cardiopulmonary bypass and, principally,
direct re-infusion of suctioned fluids exposed to pericardial
and mediastinal surfaces into the extracorporeal circuit
[7]. The actual impact of either biocompatible coating or
avoidance of re-infusion of shed blood on ROTEM results
should be verified by further investigation with a different
study design (modified cardiopulmonary bypass group split

into two separate sub-groups). Even though there is growing
literary evidence that fibrinolytic inhibitors reduce post-
operative blood loss in OPCAB [8-11], based on our results,
the impact of sternotomy/surgical tissue manipulations
does not seem to be as important as the practice of
cardiopulmonary bypass.

The consequences of this study are supported by the
results of our prospective, randomized pilot study, which
had been realized previously with different patients [12].

Although in the present study approximately half of the
patients (52.2%) in the conventional CABG group A
expressed thromboelastographic signs of fibrinolysis during
the period of cardiopulmonary bypass, these signs of fibrino-
lysis resolved spontaneously and were not detectable at
the end of procedures and 24 h later, and thus no anti-
fibrinolytic treatment was used. Surprisingly, in group A we
did not find any association between ROTEM signs of fibri-
nolysis and postoperative blood loss. This finding is in
contrast to results of another thromboelastographic retro-
spective survey with a poor clinical outcome in cardiac
surgery patients with detected fibrinolysis [13]. A limitation
of our study was the fact that in group C only modified,
but not really condensed (miniaturized) closed ‘minimally
invasive’ cardiopulmonary bypass was used, thus our expec-
tations of decreased postoperative blood loss and the
subsequent reduction of allogenic blood transfusion were
not fulfilled [14].

The observation of significantly increased D-dimer levels
in conventional CABG group A at the end of surgery and
the equalization of elevated D-dimer levels between the
on-pump group A and OPCAB group B 24 h after the surgery
is in agreement with the findings of others [15]. According
to our observations, the time course of D-dimer levels in
modified CABG (group C) is similar to that in OPCAB surgery.
In group A, a low and insignificant negative correlation
between LOT (150 min) at sampling time t, and D-dimer
levels at the end of surgery seems to be difficult to explain.
Presently, we have not enough data in available literature
comparing thromboelastographic signs of fibrinolysis with
relevant plasma markers.

In conclusion, our prospective, randomized study demon-
strated that thromboelastographic signs of fibrinolysis are
clearly detectable in the important part of coronary surgery
patients operated on with the use of conventional cardio-
pulmonary bypass, but not in off-pump patients and those
operated on with the biocompatible surface-modified cir-
cuit without re-infusion of cardiotomy suction blood.
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Postoperative Blood Loss in Coronary Surgery

No Real Impact of Fibrinolysis Detected by Thromboelastography
and D-Dimers. A Prospective, Randomized Study

Jana SNIRCOVA,' MD, Martin JARES,' MD, Marek MALY,> MSc,
Zbynek STRAKA,! MD, Jan SPEGAR,! MD, and Tomas VANEK,! MD

SUMMARY

Although in many cardiac surgery centers pharmacological strategies based on fibrin-
olytic inhibitors are used on a routine basis, detailed knowledge of fibrinolysis during var-
ious settings of coronary surgery is still limited.

Sixty-five patients scheduled for coronary surgery were randomized into 3 groups:
group A - conventional coronary artery bypass grafting, group B - off-pump surgery, and
group C - coronary artery bypass grafting with modified, rheoparin coated cardiopulmo-
nary bypass with the avoidance of reinfusion of cardiotomy blood into the circuit. The
sampling time points for rotation thromboelastographic evaluations were as follows: pre-
operatively, 15 minutes after sternotomy, on the completion of peripheral bypass anasto-
moses, at the end of the procedures, and 24 hours after the end of surgery. D-dimer levels
were evaluated before surgery, at the end of procedures, and 24 hours after surgery.

Thromboelastographic signs of fibrinolysis (evaluated by Lysis Onset Time-inter-
group differences at 60 and 150 minutes of assessment: P = 0.003 and P < 0.001, respec-
tively) were clearly detectable during cardiopulmonary bypass in group A, but not at any
time in groups B and C. At the other sampling times all thromboelastographic parameters
were similar in all groups. In group A, no exceptional bleeding tendency (during 24
hours), as compared to groups B and C (geometric means and 95% confidence intervals:
group A: 686.7 [570.8; 826.1] mL, group B: 555.3 [441.3; 698.9] mL, group C: 775.6
[645.1; 932.3] mL, P =0.157), and no significant correlations between Lysis Onset Time,
postoperative blood loss, and D-dimer levels were found. No significant differences in
postoperative blood loss related to cardiac surgeons and assistant surgeons were detected.

Thromboelastographic signs of increased fibrinolysis were detectable in the important
proportion of coronary surgery patients operated on with the use of conventional cardio-
pulmonary bypass, but not in off-pump patients and those operated on with the biocom-
patible surface-modified circuit without reinfusion of cardiotomy suction blood. These
signs resolved spontaneously at the end of surgery and were not associated with increased
postoperative bleeding. No significant correlation with D-dimer levels was found. (Int
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THE beneficial effect of different fibrinolytic inhibitors on the reduction of post-
operative bleeding in cardiac surgery has been proven in large meta-analyses of
randomized trials.'” Only a limited number of studies have been concerned with
the use of antifibrinolytic agents in off-pump coronary artery bypass (OPCAB)
surgery, and these demonstrated its effectiveness as well.*® The safety question
of fibrinolytic inhibitors in coronary surgery is permanently under discussion.
Two up-to-date published and widely discussed observational studies reported an
increase in renal dysfunction plus ischemic events in aprotinin treated on-pump
coronary artery bypass grafting (CABG).>!'? Although in many centers pharma-
cological strategies based on fibrinolytic inhibitors are used on a routine basis,
detailed knowledge of fibrinolysis during cardiac surgery and its real clinical
impact is still limited.

The aim of this prospective, randomized study was to search for fibrinolysis
(by the method of rotation thromboelastography, and by the examination of D-
dimer levels), and to evaluate blood loss plus transfusion requirements in 3 differ-
ent settings of coronary artery surgery.

METHODS

Sixty-five patients with ischemic heart disease scheduled for isolated coro-
nary surgery from December 2005 to November 2006 were enrolled in the study.
The study was approved by the Medical Faculty Ethics Committee (EK/48/2005,
September 21, 2005) and informed consent was obtained from all participants.
The criteria for nonenrollment were as follows: emergency procedures, redo sur-
gery, recent myocardial infarction, history of hematological or liver disorders,
renal insufficiency (serum creatinine higher than 150 #mol/L), and preoperative
anemia (hemoglobin less than 11 g/L, hematocrit less than 32). A strict contrain-
dication to inclusion in the study was preoperative treatment with antiaggregative
or anticoagulant drugs (aspirin withdrawal within less than 5 days, and clopi-
dogrel withdrawal within less than 14 days before surgery, low-molecular heparin
withdrawal within less than 24 hours before surgery). No fibrinolytic inhibitors
were used in the perioperative period in any of the evaluated patients.

After enrollment into the study, the patients were randomized into 3 groups;
A (conventional CABG), B (OPCAB surgery), and C (CABG with modified car-
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diopulmonary bypass), by the envelope method with random numbers. The
patients were randomized to the surgical and cardiopulmonary bypass techniques,
but not to the operating surgical teams. The setting of procedures was as follows:
Group A - conventional CABG. Cardiopulmonary bypass with a noncoated extra-
corporeal circuit (Dideco D 903 Avant, Mirandola, Italy)-crystalloid pump prime
750 mL-was used. Heparin was given at an initial dose of 300 IU/kg to achieve
an activated clotting time (ACT) over 480 seconds. Normothermic perfusion (2.5
L/m?) with antegrade intermittent warm blood cardioplegia and reinfusion of car-
diotomy suction blood were used. On the completion of all anastomoses, full-
dose protamine chloride was given to reverse the effect of heparin;

Group B - OPCAB surgery. The patients underwent a full midline sternotomy.
The verticalization of the beating heart was achieved using an Axius Xpose
Device (Guidant, Santa Clara, CA) while an Acrobat SUV Vacuum Stabilizer and
an Axius Blower/Mister (Guidant, Santa Clara, CA) were used for the stabiliza-
tion and visualization of the anastomosis site, respectively. The dose of heparin
was 100 IU/kg with a target ACT over 250 seconds. Upon completion of the anas-
tomoses, heparinization was partially reversed with a half-dose of protamine,
regardless of the ACT value;

Group C - modified cardiopulmonary bypass. A rheoparin coated cardiopulmo-
nary bypass system (oxygenator Medos Hilite 7000, Stolberg, Germany + hard-
shell venous reservoir, tubing, cannules) was utilized. The blood suctioned from
the pericardium was collected in the separate reservoir (Dideco D 742 D.A.C.,
Mirandola, Italy) and was not returned routinely into the extracorporeal circula-
tion. Heparin, perfusion, and cardioplegia managements were the same as
described in group A.

Intraoperative borderlines for administration of red blood cell transfusion
(or reinfusion of collected autologous blood in group C) were a hemoglobin
decrease to less than 8.5 g/dL and/or a hematocrit less than 26. The same thresh-
old for allogenic blood transfusion was used 24 hours postoperatively; a transfu-
sion of fresh frozen plasma was instituted (to correct a suspected deficiency of
coagulation factors) when chest drain bleeding exceeded 150 mL/h, or 100 mL/h
for two consecutive hours. No cell-saver device was used during the periopera-
tive period in any group.

The blood for thromboelastography was processed immediately after sam-
pling by a ROTEG® Whole Blood Haemostasis System, model 05 (Pentapharm,
Munich, Germany) using heparinase HEPTEG (Nobis, Endingen, Germany) for
heparin removal and EXTEG (Nobis, Endingen, Germany) including thrombo-
plastin for the extrinsic pathway activation. Blood was aspirated from an arterial
catheter after the withdrawal of 3 dead-space volumes to prevent massive con-
tamination by heparin flush. The sampling time points were as follows: preoper-
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atively (¢)), 15 minutes after sternotomy (z,), on the completion of peripheral
bypass anastomoses (Z;), at the end of the procedures (¢,), and 24 hours after the
end of surgery (¢;). Blood samples for the evaluation of haematological parame-
ters (haemoglobin, haematocrit, platelet count, prothrombin time, activated par-
tial thromboplastin time, and fibrinogen) were taken and processed in a routine
way. Blood samples for D-dimer examination were taken before the operation, at
the end of surgery, and 24 hours later. D-dimer levels were assessed by a micro-
latex immunoassay procedure for a quantitative measurement of D-dimer on the
Stago Compact analyser using Liatest Stachrom D-D antibodies (Diagnostica
Stago, Parsippany, NJ).

Statistical analysis was performed using statistical software (Stata, release 9,
Stata Corp LP, College Station, TX). The values of continuous variables were
given as arithmetic or geometric means (for normally or log-normally distributed
data, respectively) and their variability was characterized by 95% confidence
intervals. For the statistical testing, the data were log-transformed when appropri-
ate. The comparison between groups was made using various models of analysis
of variance followed by Sidak’s test for multiple comparisons and (in case of two
groups) using a two-sample #-test. Within-group comparisons of different time
points were based on a repeated-measures analysis of variance. The degree of
relationship between two continuous variables was quantified by Spearman’s
rank correlation coefficient. For categorical data, the differences in proportions
between groups were analyzed using the generalized Fisher’s exact test and Pear-
son’s y* test in a contingency table. All statistical tests were evaluated at a signif-
icance level of 0.05.

RESULTS

The basic demographic study data for all 3 study groups are presented in
Table 1. No significant differences among the groups were found. There was no
in-department death; the median in-department length of stay was 6 days (min-

Table I. Basic Demographic Characteristics

Group A (n=23) Group B (n=22) Group C (n=20) P

Age (years) Arithm.  66.7 (62.5;70.8)  66.1 (61.9;70.3)  65.2(61.5;68.8)  0.860
Gender (male/female) 18 (78%) /5 17 (77%) /5 12 (60%) / 8 0.334
(no. of pts, percentage)

Weight (kg) Arithm.  85.2(79.1;91.3)  83.5(77.3;89.7)  80.8 (73.6;88.0) 0.610

Additive EuroSCORE ~ Arithm.  3.17(1.97;4.38)  3.82(2.81;4.83)  3.55(2.47;4.63) 0.683
Logistic EuroSCORE ~ Geom. 2.21(1.52;3.20)  2.76(2.02;3.78)  2.51(1.78;3.54) 0.624

Data are presented as arithmetic means (arithm.) or geometric means (geom.) and 95% confidence
intervals, unless otherwise specified.
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max 4-13) and all patients were discharged home or to other health care facilities
for the completion of postoperative rehabilitation. One patient originally random-
ized to group B was intraoperatively (but before initiating revascularization) con-
verted to group A due to the presence of small intramuscular coronary arteries.
One patient from group C was reinfused by collected shed blood (900 mL) during
cardiopulmonary bypass; the data for this 63-year-old lady (Additive Euro-
SCORE 2, Logistic EuroSCORE 1.59, number of bypasses,4) were entered into
the demographic description, but her ensuing results were withdrawn from the
study. Four patients (1 originating from group A, 1 from group B, and 2 from
group C) underwent re-exploration postoperatively with the finding of an evident
surgical source of bleeding, and so their following postoperative data were also

Table II. Basic Haematological Characteristics

Group A (n=23) GroupB (n=22)* GroupC (n=19)* P
Preoperative
Haematocrit Geom.  42.37 (40.57;44.26) 42.73 (40.54;45.04) 40.52 (34.00;48.29) 0.741
Haemoglobin (g dL™) Geom.  14.25(13.61;14.91) 14.70 (14.11;15.32) 14.85(14.34;15.38) 0.311
Platelet count (10° L") Geom.  230.7(209.2;254.4) 235.9 (217.6;255.6) 260.0 (233.4;289.7) 0.169
INR Geom. 1.05 (1.03;1.07) 1.05 (1.03;1.08) 1.03 (1.00;1.05) 0.162
aPTT (sec.) Geom.  35.36(33.20;37.65) 33.67 (32.01;35.42) 35.07 (32.70;37.62) 0.446
Fibrinogen (g L") Geom. 4.25(3.85;4.68) 447 (4.07;4.92) 4.51 (4.06;5.02) 0.615
AT III (%) Arithm.  97.2(91.7;102.7)  101.3 (95.2;107.4) 95.5(90.0;101.1)  0.335
Postoperative (at the end of procedures)
Haematocrit Geom.  36.85(34.61;39.24) 37.48 (35.63;39.44) 37.04 (34.85;39.38) 0.905
Haemoglobin (g dL") Geom.  12.11(11.37;12.90) 12.49 (11.93;13.08) 12.13 (11.41;12.88) 0.659
Platelet count (10° L") Geom.  160.0 (141.0;181.4) 175.8 (159.3;194.0) 165.1 (144.3;189.0) 0.488
INR Geom. 1.35(1.31;1.39) 1.28 (1.23;1.33) 1.40 (1.36;1.45) 0.001
aPTT (sec.) Geom.  33.81(32.25;35.44) 41.37(35.11;48.76) 42.08 (33.68;52.58) 0.066
Fibrinogen (g L) Geom. 3.26 (2.87;3.70) 3.33 (3.00;3.69) 3.25(2.88;3.66) 0.947
AT III (%) Arithm.  77.3 (73.5;81.1) 74.0 (68.5;79.6) 69.7 (65.0;74.5) 0.076
ACT Geom.  130.0 (124.4;136.0) 140.8 (131.8;150.5) 133.0 (126.5;139.8) 0.085
Postoperative (24 hours after the end of surgery)
Haematocrit Geom.  30.33(28.90;31.84) 31.94 (30.21;33.76) 29.37 (28.06;30.74) 0.063
Haemoglobin (g dL") Geom.  10.24(9.73;10.77)  10.96 (10.35;11.61) ~ 9.91 (9.51;10.33)  0.020
Platelet count (10° L") Geom.  169.4 (154.0;186.5) 186.1 (168.8;205.2) 160.0 (121.5;210.6) 0.378
INR Geom. 1.24 (1.20;1.27) 1.26 (1.21;1.32) 1.26 (1.20;1.32) 0.715
aPTT (sec.) Geom.  36.61 (34.87;38.44) 41.77 (36.26;48.13) 41.97 (33.87;52.01) 0.242
Fibrinogen (g L) Geom. 4.70 (4.26;5.18) 4.40 (4.07;4.75) 4.26 (3.89;4.66) 0.257
AT I (%) Arithm.  78.3 (74.3;82.4) 73.6 (68.8;78.4) 71.2 (65.9;76.5) 0.076

Data are presented as arithmetic means (arithm.) or geometric means (geom.) and 95% confidence intervals.
aPTT indicates activated partial thromboplastin time; AT III, antithrombin; and INR, international normalized
ratio of prothrombin time.

* At sampling time 24 hours after the end of surgery 4 patients with postoperative re-exploration were excluded (1
originating from group A, 1 from group B, 2 from group C).
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Table III. Basic Intraoperative Characteristics

Group A (n =23) Group B (n =22) Group C (n=19) P

Operating time (min.)  Geom.  166.1 (151.5;182.1) 153.3 (137.9;170.3) 166.2 (146.8;188.2) 0.433

Number of grafts Arithm. 243 (2.12;2.75) 2.09 (1.73;2.45) 2.63 (2.34;2.92) 0.059
Blood loss (mL) Geom.  326.0 (269.1;394.9) 346.2 (258.6;463.6) 441.9 (354.3;551.1) 0.066
CPB duration (min.) Geom.  41.86 (37.40;46.84) - 4222 (37.58;47.42) 0.943
AC duration (min.) 24.10 (21.66;26.80) - 24.54 (21.40;28.15) 0.728

Data are presented as arithmetic means (arithm.) or geometric means (geom.) and 95% confidence intervals.
AC indicates aortic clamp; aPTT, activated partial thromboplastin time; AT III, antithrombin; CPB, cardiopul-
monary bypass; and INR, international normalized ratio of prothrombin time.

not included in the study.

The means and corresponding 95% confidence intervals of the basic preop-
erative haematological variables can be found in Table II. The 3 groups showed
comparable characteristics. The differences between groups in the mean number
of grafts (Table III) were close to the significance level (P = 0.059) due to the
lower number of grafts per patient in group B. The mean intraoperative blood loss
was slightly higher in group C (in this group the volume of blood collected in the
separate reservoir - median 150 mL, min-max 100-650 mL - was included in the
evaluated blood loss). Neither cardiopulmonary bypass nor aortic clamp dura-
tions showed any differences between groups A and C.

The basic postoperative haematological characteristics are also presented in
Table II. A statistically significant intergroup difference was detected in the inter-
national normalized ratio of prothrombin time (INR). Patients in group B showed
slightly lower mean INR values compared to the other two groups. The maximum
individual INR value did not exceed 1.58 in any group. Apparent but still nonsig-
nificant differences between groups were observed in activated partial thrombo-
plastin time (aPTT); the increase in geometric means in groups B and C was
caused by several patients with remarkably high values.

Postoperative blood loss (in 24 hours) was as follows (geometric means and
95% confidence intervals): 686.7 (570.8; 826.1) mL, 555.3 (441.3; 698.9) mL,
and 775.6 (645.1; 932.3) mL in groups A, B, and C, respectively. The highest
mean postoperative blood loss was observed in group C, while the lowest mean
blood loss was detected in group B. The difference between groups did not reach
statistical significance (P = 0.157). At 24 hours after the end of surgery for both
haematocrit and haemoglobin parameters the lowest mean values were seen in
group C and the highest mean values in group B (Table II). Only one patient in
each group was retransfused by packed red cells intraoperatively. The number of
patients retransfused postoperatively with packed red cells was 9 (40.9%), 5
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Table IV. Comparison of Thromboelastographic Parameters at Monitored Time Points

Time point Group A (n=23)  Group B (n=22)" Group C (n=19)* P

b
CT [sec] Geom.  59.5 (54.6;64.8) 52.0 (43.4:62.3) 62.6 (58.3;67.2) 0.094
CFT [sec] Geom. 66.4 (60.2;73.2) 73.6 (63.0;85.9) 71.8 (61.4;83.9) 0.498
MCF [mm] Arithm.  69.7 (65.5;73.8) 70.4 (64.6;76.2) 68.5(62.7;74.2) 0.867
Alpha-angle [°]  Arithm.  77.1 (75.9;78.3) 75.4(73.7;77.1) 75.2(73.1,77.2) 0.155
LOT (30 min.) Arithm.  97.9 (97.6;98.1) 98.0 (98.0;98.0) 97.9 (97.8;98.1) 0.542
LOT (60 min.) Arithm.  93.7 (92.5;94.8) 92.9(92.0;93.7) 93.9(92.8;95.0) 0.305
LOT (150 min.) Arithm.  84.5 (82.3:86.6) 82.8 (81.1:84.5) 83.8 (82.5;85.1) 0.401

1)
CT [sec] Geom. 87.2 (64.1;118.7) 76.2 (59.6;97.4) 80.9 (64.5;101.5) 0.746
CFT [sec] Geom.  78.8 (64.1,97.0) 71.9 (63.0;82.1) 73.6 (65.0;83.3) 0.684
MCF [mm] Arithm.  63.9 (61.0;66.7) 64.5 (61.9;67.0) 65.3 (63.2;67.3) 0.730
Alpha-angle [°]  Arithm.  73.5(69.9;77.1) 75.1(73.3;76.9) 74.8 (73.0;76.6) 0.609
LOT (30 min.)  Arithm.  97.6 (97.0:98.1) 97.8 (97.6;98.0) 97.9 (97.7:98.0) 0.387
LOT (60 min.) Arithm.  94.3 (93.2;95.4) 93.3(92.1;94.4) 94.1 (92.6;95.5) 0.431
LOT (150 min.)  Arithm. 86.4 (83.8;89.0) 83.0 (80.7;85.3) 84.7 (82.6;86.9) 0.113

4]
CT [sec] Geom. 110.5 (90.4;135.1) 127.7 (100.7;161.9) 136.7 (103.7;180.1) 0.404
CFT [sec] Geom. 90.0 (80.4;100.8) 82.8 (72.1;95.0) 104.2 (85.5;127.0) 0.087
MCF [mm] Arithm.  58.6 (56.1;61.0) 62.8 (59.1;66.6) 60.3 (55.3;65.2) 0.225
Alpha-angle [°]  Arithm.  72.1 (70.1;74.1) 72.8 (70.5;75.1) 68.6 (64.3;72.9) 0.088
LOT (30 min.)  Arithm.  96.9 (95.1;98.7) 97.8 (97.4:98.2) 98.0 (98.0;98.0) 0.340
LOT (60 min.) Arithm.  76.3 (62.0;90.6) 93.6 (92.4;94.9) 96.3 (95.2;97.3) 0.003
LOT (150 min.))  Arithm.  42.4 (24.9:59.9) 82.3 (80.2:84.4) 85.1(82.8;87.4)  <0.001

Iy
CT [sec] Geom. 68.7 (54.1;87.1) 73.9 (64.2;85.2) 72.3 (56.9;91.8) 0.861
CFT [sec] Geom.  78.1(70.1;86.9) 67.3 (59.9;75.7) 76.7 (68.0;86.5) 0.118
MCF [mm] Arithm.  64.7 (62.4;66.9) 65.5 (63.4;67.6) 65.9 (63.7;68.1) 0.695
Alpha-angle [°]  Arithm.  74.7 (73.2;76.1) 76.5 (75.0;77.9) 74.6 (72.6;76.6) 0.162
LOT (30 min.)  Arithm.  98.0 (97.9;98.0) 97.9 (97.8;98.0) 97.9 (97.8;98.1) 0.796
LOT (60 min.) Arithm.  95.6 (94.6;96.6) 93.5(92.1;94.9) 95.1 (93.8;96.4) 0.038
LOT (150 min.) Arithm.  82.1 (74.3;89.9) 83.7 (81.8;85.7) 86.2 (84.1:88.2) 0.519

ls
CT [sec] Geom. 62.5 (48.8;79.9) 64.3 (54.4;75.9) 58.2 (50.3;67.3) 0.759
CFT [sec] Geom.  66.8 (59.2;75.4) 69.9 (63.1;77.3) 703 (59.3;83.3) 0.815
MCF [mm] Arithm.  70.9 (66.6;75.1) 73.6 (69.1;78.1) 66.9 (63.7;70.2) 0.078
Alpha-angle [°]  Arithm.  76.7 (75.2;78.3) 763 (75.1;77.5) 76.2 (74.4,78.1) 0.876
LOT (30 min.) Arithm.  97.9 (97.7;98.1) 98.0 (98.0;98.0) 97.9 (97.8;98.1) 0.569
LOT (60 min.)  Arithm.  93.8 (92.5:95.0) 93.0 (91.8;94.1) 93.4 (92.4;94.3) 0.571
LOT (150 min.)  Arithm. 84.7 (82.4;86.9) 83.6 (81.5;85.7) 83.8 (82.0;85.5) 0.714

Data are presented as arithmetic means (arithm.) or geometric means (geom.) and 95% confidence intervals.
Sampling time points: ¢, = pre-operatively; ¢, = 15 minutes after sternotomy; #; = on the completion of peripheral

bypass anastomoses; #, = at the end of the procedures; #; = 24 hours after the end of surgery. * At sampling time
t5, 4 patients with postoperative re-exploration were excluded (1 originating from group A, 1 from group B, 2

from group C).

CFT indicates clot formation time (time from the initiation of clotting to the detection of a clot firmness 20
mm); CT, clotting time (time from the start of measurement to the initiation of clotting); LOT, lysis onset time
(at 30, 60, and 150 minutes of assessment); and MCF, maximum clot firmness (maximum stabilization of the

clot).
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(23.8%), and 9 (52.9%) in groups A, B, and C, respectively. The differences in
proportions are not significant (P = 0.176), although transfusion requirements
were lower in group B as compared to the other two groups. The number of
patients retransfused postoperatively with fresh frozen plasma was 14 (63.6%), 9
(42.9%), and 9 (52.9%) in groups A, B, and C, respectively. None of the patients
received fresh frozen plasma intraoperatively.

Comparison of thromboelastographic variables at the monitored time points
is given in Table IV. While all examined parameters were similar in groups A, B
and C for sampling times ¢, t,, t, and #5, at sampling time #; (on the completion of
peripheral bypass anastomoses) highly significant intergroup differences were
found in the most important parameter for detection of fibrinolysis - lysis onset
time (LOT) - LOT (60 min.) (P =0.003) and in LOT (150 min.) (P < 0.001). The
mean values of these parameters were significantly lower in group A as compared
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Figure 1. Association between LOT (150 min.) in sampling time ¢; and postoperative blood
loss (24 hrs), group A.

Table V. Time Course of D-dimer Levels (ng mL™")

Time point Group A (n=22) Group B (n=21) Group C (n=17) P

Preoperatively Geom.  384.7 (247.4;598.3) 634.2 (476.3;844.6) 434.4 (314.4;600.3) 0.107
End of procedures ~ Geom. 1146.7 (907.5;1449.0)  523.7 (392.1;699.5) 438.8 (285.1;675.3)  <0.001
24 hrs after surgery  Geom. 1032.5 (832.3;1281.0)  1524.1 (1201.1;1933.9) 1139.1 (866.2;1498.1)  0.046

Data are presented as geometric means (geom.) and 95% confidence intervals.
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with both groups B and C, which were statistically indistinguishable; LOT (60
min.) (P=0.968), LOT (150 min.) (P = 0.979). Parameter LOT (150 min.) lower
than 50% of maximum clot firmness was detected in 12 (52.2%) individual
patients originating from group A.

In group A, the association between LOT (150 min.) at sampling time #; and
postoperative blood loss is shown in Figure 1. The Spearman correlation coeffi-
cient was 0.39 (P = 0.075) in this case. In patients with apparent ROTEM signs
of hyper-fibrinolysis (LOT equal to 0), a wide range of bleeding occurred (min-
max 440-1310 mL).

The time course of D-dimer levels is presented in Table V. A significant
increase in D-dimer levels was found in all groups. In group A the highest mean
value of D-dimer was already reached at the end of surgery, while in groups B
and C the maximum values were observed as late as on postoperative day 1. As a
consequence of this fact, a dramatic intergroup difference (P < 0.001) was found
at the end of procedures; the mean value of D-dimer in group A was distinct from
groups B and C (P=0.001, P <0.001, respectively), while the difference between
groups B and C was not significant (P = 0.231).

According to the mechanism of fibrinolysis expected at time #;, there was a
time delay of increased D-dimer levels expected at the end of procedures. In
group A, the relationship between LOT (150 min.) in sampling time # and D-
dimer levels at the end of procedures is given in Figure 2. The association
between the variables is insignificantly negative with a correlation coefficient
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Figure. 2. Relationship between LOT (150 min.) in sampling time # and D-dimer
levels (at the end of surgery), group A.
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Figure 3. Association between D-dimer levels (at the end of surgery) and postopera-
tive blood loss (24 hrs), group A.

Table VI. Spearman Correlation Coefficients Between Selected Variables for Groups A, B, and C

Group A Group B Group C

LOT (150 min.) at # versus blood loss ~ 0.39 (P=0.075) -0.48 (P=0.027) 0.21 (P=0.433)
LOT (150 min.) at ¢; versus D-dimer -0.16 (P =0.463) 0.57 (P=0.006) -0.23 (P=10.350)
LOT (150 min.) at ¢, versus blood loss ~ -0.10 (P =10.652)  -0.23 (P=0.325)  0.16 (P = 0.547)
LOT (150 min.) at ¢, versus D-dimer 0.02(P=0.933)  045(P=0.037) 0.17 (P=0.482)
D-dimer versus blood loss 021 (P=0354) -029(P=021) 0.14 (P = 0.580)

Data are presented as Spearman correlation coefficients and P-value for test of the hypothesis that
correlation equals zero. Sampling time points: #; = on the completion of peripheral bypass anasto-
moses; ¢, = at the end of the procedures; D-dimer - D-dimer levels at the end of surgery; blood loss -
postoperative blood loss in 24 hours.

LOT indicates lysis onset time (at 150 minutes of assessment).

equal to -0.16 (P = 0.463). In patients with apparent ROTEM signs of hyperfi-
brinolysis (LOT equal to 0) there was a wide range of D-dimer levels (min-max
520-2210 ng/mL). Similarly at sampling time #,, the correlation between LOT
(150 min.) and D-dimer levels was low (0.02) and insignificant (P = 0.933). The
association between D-dimer levels at the end of procedures and postoperative
blood loss in group A is presented in Figure 3. Even though an upward trend indi-
cating a positive association is slightly noticeable on the scatterplot, the Spear-
man correlation coefficient is as low as 0.21 (P = 0.354).

The above-mentioned correlations for group A (with evident thromboelas-
tographic signs of fibrinolysis) supplemented with the results for groups B and C
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are summarized in Table VI.

In this trial all surgeries were performed by 5 cardiac surgeons (providing
myocardial revascularization) and 5 assistant surgeons (opening the chest, har-
vesting left internal thoracic artery, and closing the sternotomy). No significant
differences in postoperative blood loss related to the cardiac surgeons (P = 0.849)
or assistant surgeons (P = 0.276) were found, although some distinctions between
assistant surgeons can be seen.

DISCUSSION

Our trial discovered moderately lower mean INR values in off-pump group
B compared to the other two on-pump groups, and 24 hours later the differences
between groups were statistically almost indistinguishable. This finding may be
explained by better preservation of the haemostatic system in off-pump sur-
gery;'Y however, we consider these differences in INR fairly subtle.

The apparent thromboelastographic detection of fibrinolysis/hyperfibrinoly-
sis in conventional CABG (group A), but not in OPCAB (group B) and modified
cardiopulmonary bypass (group C) has already been published.'® This finding is
supported by the results of our prospective, randomized pilot study, which had
been realized previously with different patients.'” In that preliminary study we
had compared results in 20 patients scheduled for coronary surgery (10 patients
OPCAB, 10 patients conventional CABG). Completely expressed thromboelas-
tographic signs of hyperfibrinolysis had been detected in 2 on-pump patients and
partial signs of increased fibrinolytic activity had been noticed in another 2
patients originating from the same group, unlike the OPCAB group, in which no
signs of fibrinolysis had been observed. However, differences between the evalu-
ated groups in that trial had not reached statistical significance due to a small
number of study subjects.

Although in the present study about a half of the patients (52.2%) in group
A expressed thromboelastographic signs of fibrinolysis/hyperfibrinolysis during
the period of extracorporeal circulation, no exceptional bleeding tendency in this
group, as compared to groups B and C, and no correlation between these signs of
fibrinolytic activity and postoperative blood loss were found. The thromboelasto-
graphic signs of fibrinolysis resolved spontaneously and were not detectable at
the end of procedures and 24 hours later. Based on these observations we consider
the clear thromboelastographic finding of fibrinolysis/hyperfibrinolysis in con-
ventional CABG to be most likely without a real clinical impact. While the use of
thromboelastography has been investigated in various methods of general surgery
and orthopaedics, evaluation in a broad range of patients is clearly needed before
its recommendation for routine use in cardiac surgery.'*!>
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In agreement with our results, OPCAB surgery has been shown to reduce
postoperative blood loss and the need for allogenic blood products, compared to
conventional CABG.'® Surprisingly, our expectations of decreased postoperative
blood loss and the subsequent reduction of allogenic blood transfusion were not
fulfilled in modified cardiopulmonary bypass group C with the use of biocompat-
ible coating and avoidance of reinfusion of suctioned fluids exposed to pericar-
dial and mediastinal surfaces (containing large amounts of cytokines, tissue
factor and tissue plasminogen activator) into the circuit.'” The possible explana-
tion is the fact that in group C only modified, but not really condensed (miniatur-
ized) closed “minimally invasive” cardiopulmonary bypass was used.'®'” The
influence of surgical team set-up in our trial on higher bleeding in group C seems
to be inconsequential.

The observation of significantly increased D-dimer levels in conventional
CABG group A at the end of surgery and the equalization of elevated D-dimer
levels between the on-pump group A and OPCAB group B 24 hours after the sur-
gery is in agreement with the findings of others.!***" According to our observa-
tions, the time course of D-dimer levels in modified CABG (group C) is similar
to that in OPCAB surgery. In group A, a low and insignificant correlation
between LOT (150 min.) at sampling time #; and D-dimer levels at the end of sur-
gery seems to be difficult to explain. To the best of our knowledge, this finding is
supported only by one formerly published communication.?? Presently, there is
not enough recent data in the available literature comparing thromboelasto-
graphic signs of fibrinolysis with relevant plasma markers.

In on-pump groups A and C no significant associations between LOT (150
min.), D-dimer levels, and postoperative blood loss were found. In off-pump
group B a negative correlation between LOT (150 min.) and postoperative blood
loss was observed, being significant at sampling time ¢; and nonsignificant at ,.
Contrary to our expectations, a positive correlation between D-dimer levels at the
end of procedures and LOT (150 min.) was discovered in this group.

In conclusion, the present prospective, randomized study demonstrated that
thromboelastographic signs of fibrinolysis are clearly detectable in the important
proportion of coronary surgery patients operated on using conventional cardio-
pulmonary bypass, but not in off-pump patients and those operated on using the
biocompatible surface-modified circuit without reinfusion of cardiotomy suction
blood. The signs of fibrinolysis resolved spontaneously at the end of surgery and
were not associated with increased postoperative bleeding. No significant corre-
lation with D-dimer levels was found.
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