Original article

Annals of Oncology 15: 1622– 1626, 2004
doi:10.1093/annonc/mdh437

Tamoxifen-induced tissue factor pathway inhibitor reduction:
a clue for an acquired thrombophilic state?
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Background: Current understanding of hemostatic systems enables us to better explore the enigmatic pathobiology of tamoxifen (TAM)-induced thrombotic diathesis. We have therefore aimed to
assess the hemostatic changes in breast cancer patients receiving TAM on an adjuvant basis.
Patients and methods: The study population consisted of 43 female patients with hormone receptor-positive breast cancer who received TAM 20 mg/day as part of their adjuvant treatment. Mean
age was 52 ± 12 years (range 25 – 74). Twenty-one patients (49%) were premenopausal. Plasma
samples were collected prior to and following 6 months of TAM therapy and were assayed for total
tissue factor pathway inhibitor (TFPI), free TFPI, lipid-bound TFPI, thrombomodulin, D dimer, activated protein C resistance (APC res), factors VIIa, II, V, VII and X, and global fibrinolytic capacity
(GFC).
Results: Median total TFPI decreased significantly from 48.5 ng/ml to 36.2 ng/ml (P = 0.001), free
TFPI from 10 to 7.6 ng/ml (P = 0.001) and lipid-bound TFPI from 39.1 to 28.7 ng/ml (P = 0.001).
There were significant decreases in the levels of factor II (P = 0.03), factor V (P = 0.001), factor VII
(P = 0.06), thrombomodulin (P = 0.01) and D dimer (P = 0.001). However, APC res times were significantly prolonged (P = 0.04). The remaining parameters that we have studied were not significantly affected.
Conclusion: Our findings suggest that TAM tends to activate the coagulation pathway by counteracting major molecules involved in coagulation inhibition, namely TFPI and TM. As reflected by
unchanged GFC, the drug appears to impair the expected compensatory activation of the fibrinolytic
system, which removes fibrin polymers resulting from coagulation activation.
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Introduction
Tamoxifen (TAM) has been effectively used in the treatment
of hormone receptor-positive early and advanced breast cancer
for 30 years. Its favorable impact on survival is now well
established [1, 2]. Recent studies also suggest that it may
prove useful in the prevention of breast cancer in high-risk
women [3]. On the other hand, TAM increases the risk of
venous thromboembolism (VTE) about two-fold [4]. Thrombotic diathesis is further enhanced when TAM is used simultaneously with cytotoxic chemotherapy [5, 6]. Though this
side effect was noted shortly after the introduction of this
agent into daily practice, the underlying mechanisms have still
not been precisely elucidated.
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Effects of TAM on some hemostatic factors have been
investigated in healthy subjects as well as in breast cancer
patients. Antithrombin and protein C levels have been found
to be decreased in breast cancer patients using TAM [7 –9].
Mannucci et al. [10] also showed similar decrements in levels
of both proteins in healthy women in a randomized, placebocontrolled prevention trial, as did Cushman et al. [11]. Furthermore, the latter study demonstrated for the first time that
activated protein C resistance (APC res) was developed with
TAM use.
Apart from the induction of APC res, the profile of hemostatic derangements induced by TAM has not been thoroughly
investigated. In this study, we assessed a spectrum of parameters of coagulation and fibrinolysis in patients with breast
cancer before and after 6 months of adjuvant TAM treatment,
in order to obtain have a comprehensive overview of the
hemostatic system in this setting and to observe the changes
brought about by this agent.
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Patients and methods
Fifty-three consecutive female patients with early breast cancer who were
scheduled for adjuvant TAM treatment were enrolled after giving
informed consent. Patients with hereditary or acquired thrombophilia
and/or a history of vascular thrombosis, organ failure, and those receiving
antiaggregant/anticoagulant therapy were excluded.
A total of 10 patients were subsequently excluded. The reasons were:
development of metastases in five, discontinuation of TAM after subsequent discovery of hormone receptor negativity in two, establishment of
a diagnosis of cirrhosis in one and two patients were lost to follow-up. In
total, 43 patients were considered evaluable.
Every patient underwent gynecological examination prior to the initiation of TAM therapy. Follow-up visits were scheduled every 3 months,
and medical history, physical examination, blood counts, liver function
tests, chest X-ray and abdominal ultrasonography were performed. TAM
was administered at a daily dose of 20 mg to all patients. Total tissue factor pathway inhibitor (TFPI), free TFPI, lipid-bound TFPI, thrombomodulin, D dimer APC res, factors VIIa, II, V, VII and X, and global
fibrinolytic capacity (GFC) were chosen as the study parameters and were
assessed before the initiation of TAM and after 6 months of treatment.
Pretreatment and 6 months posttreatment levels of total TFPI, free TFPI,
lipid-bound TFPI, thrombomodulin, D dimer and APC res were assayed in
all of the 43 patients; factors II, V, VII, X and GFC in 39 patients and factor VIIa in 26 patients.
The collection of blood samples was performed at least 14 days after
any surgery, chemotherapy or radiotherapy to minimize the possible
impact of these interventions on the hemostatic parameters. After the collection of venous blood samples into tubes containing 0.129 M sodium
citrate, they were immediately centrifuged at 3000 g, at 48C for 10 min
and stored at 808C until assayed.
Total TFPI, free TFPI, lipid-bound TFPI, D dimer and thrombomodulin
were assayed via ELISA using the respective commercially available kits
(Asserachrom; Diagnostica STAGO, France). APC res was tested via an
assay based on clotting time (STA-Staclot APCR; Diagnostica STAGO).
Clotting time was measured in the presence of factor V-poor plasma and
APC. GFC was measured by a method that utilizes the capacity of plasma
at 378C to degrade fibrin in the presence of tissue plasminogen activator
(tPA) (Global Fibrinolytic Capacity STA Liatest D-Di; Diagnostica
STAGO). In this experiment, the concentration of D dimer, which is
directly proportional to GFC, was measured after the incubation of a tablet
of dry-frozen plasma in plasma sample from patient. Coagulation factors
V, VII and X were analysed by assays (Diagnostica STAGO, France) that
make use of factor-deficient plasma. Activated factor VII (VIIa) was
determined by STA clot VIIa-rTF assay kit (Diagnostica STAGO), which
utilizes a recombinant tissue factor (TF) that binds solely to activated
factor VII and triggers the coagulation cascade.

Table 1. Clinical characteristics of the study group (n = 43)
n

%

Premenopausal

21

49

Postmenopausal

22

51

Menopausal status

Stage (AJCCS 1997)
I

7

16

IIA

13

30

IIB

13

30

IIIA

6

14

IIIB

4

10

24

56

CMF

8

19

AC/EC

2

5

Chemotherapy
FAC/FEC

TEF
Local radiotherapy

1
27

AJCCS, American Joint Committee on Cancer Staging; FAC/FEC,
fluorouracil, adriamycin/epirubicin, cyclophosphamide; CMF,
cyclophosphamide, methotrexate, fluorouracil; AC/EC, adriamycin/
epirubicin, cyclophosphamide; TEF, docetaxel, epirubicin, fluorouracil.

evident thromboembolic events were encountered during the
6-month study period.
Following 6 months of TAM therapy, median total TFPI
decreased significantly from 48.5 to 36.2 ng/ml (P = 0.001),
free TFPI from 10 to 7.6 ng/ml (P = 0.001) and lipid-bound
TFPI from 39.1 to 28.7 ng/ml (P = 0.001) (Figure 1). Furthermore, APC res was found to be significantly prolonged (162.1
versus 167.2 s; P = 0.04). However, this statistical significance
vanished when five patients with hereditary APC res were
excluded from the analysis (164.7 versus 169.0 s; P = 0.14).

Statistical analysis
Paired samples Student’s t-test or Wilcoxon signed ranks test, depending
on the distribution of studied parameters, were used for the analysis.
Spearman analysis was employed for correlations. A P value <0.05 was
considered as statistically significant. Statistical Package for Social
Sciences (SPSS v10.0) software was used for statistical analyses.

Results
A total of 43 patients, mean age 52 ± 12 years (range 25 –74),
with hormone receptor-positive breast cancer receiving adjuvant TAM completed the study. Basic clinical characteristics
of the patients are summarized in Table 1. No clinically

2.3
63

Figure 1. Pre- and posttreatment plasma levels of total, free and
lipid-bound tissue factor pathway inhibitor (TFPI). For each pair, the
left column represents the pre-tamoxifen and the right column
represents the 6 month level. Dumb-bells indicate median values.
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Table 2. Coagulation factor levels prior to and after 6 months
of tamoxifen therapy
Pre-tamoxifen
Total TFPI (ng/ml)

51.5 ± 1.7

6th Month
38.2 ± 1.7

P
0.001

Free TFPI (ng/ml)

10.4 ± 0.4

7.97 ± 0.4

0.001

Lipid soluble TFPI (ng/ml)

41.0 ± 1.7

30.3 ± 1.6

0.001

Thrombomodulin (ng/ml)

17.2 ± 2.6

13.3 ± 2.0

0.01

Factor II (%)

93.4 ± 2.0

85.9 ± 2.8

0.03

Factor V (%)

87.9 ± 2.6

77.4 ± 2.5

Factor VII (%)

112.5 ± 2.9

106.7 ± 3.5

NS

Factor VIIa (%)

172.0 ± 54.7

211.9 ± 72.3

NS

96.8 ± 2.8

98.4 ± 2.8

NS

Factor X (%)

0.001

Values are expressed as mean ± SEM.
TFPI, tissue factor pathway inhibitor; NS, not significant.
Table 3. Changes in the components of the fibrinolytic system prior
to and after 6 months of tamoxifen treatment
Pre-tamoxifen
D dimer (mg/ml)
GFC (mg/ml)
APC res (s)

0.6 ± 0.1

6 months
0.4 ± 0.0

3.2 ± 0.4

4.2 ± 0.7

154.6 ± 4.3

159.7 ± 0.0

P
0.001
NS
0.04

Values are expressed as mean ± SEM.
GFC, global fibrinolytic capacity; APC res, activated protein C resistance;
NS, not significant.

The decreases in the median D dimer levels from 0.35 to
0.27 mg/ml (P = 0.001), and the median thrombomodulin concentration from 11.66 to 9.27 ng/ml (P = 0.011) were also significant. GFC did not change (P = 0.21) following the use of
TAM.
Significant changes were also observed in the levels of the
coagulation cascade proteins. TAM therapy resulted in a
decrease from 95% to 88% in median factor II (P = 0.03) and
from 87% to 76% in median factor V (P = 0.001). The
decrease in median factor VII from 116% to 104% was just
below the level of statistical significance (P = 0.06). However,
the levels of factor VIIa and factor X remained unchanged
(P = 0.70 and P = 0.43, respectively). The alterations in the
levels of hemostatic molecules in association with 6 months
of TAM therapy are given in Tables 2 and 3.
Pre-TAM levels of total TFPI were found to be significantly
correlated to D dimer (r = 0.30, P = 0.04) and factor X
(r = 0.34, P = 0.03) levels. Similarly, pre-TAM free TFPI
was correlated to thrombomodulin (r = 0.42, P = 0.004), GFC
(r = 0.38, P = 0.016) and factor X (r = 0.32, P = 0.042). However, none of these correlations was maintained after 6 months
of TAM treatment.

Discussion
Cancer patients represent a complex model for the study of
hemostatic processes, due to confounding factors like the

malignancy itself and associated chemotherapy and/or radiotherapy. However, our study comprises only patients whose
tumors were completely removed by surgery and who
remained in clinical complete remission during the study
period. Though the presence of microscopic foci cannot be
ruled out, their effect on the hemostatic system may be neglected. Furthermore, blood samples were taken at least 14 days
after the last day of local (surgery and/or radiotherapy) and
systemic (chemotherapy) treatment in order to minimize their
potential confounding effect on the studied hemostatic parameters [5, 12, 13].
The most striking observations of our study are the significant declines in the levels of total TFPI, free TFPI and
lipid-bound TFPI (Figure 1). The levels of thrombomodulin,
coagulation factor II, factor V, D dimer and APC res were
also significantly altered. However, these changes remained at
the subclinical level and during the 6-month follow-up period
no vascular thrombosis was observed in any patient. On the
other hand, there were no changes in the levels of GFC, factor
X or factor VIIa (Tables 2 and 3).
TFPI modulates the activation of coagulation cascade by
antagonizing the effects of TF to a great extent [14, 15], and
is altered in several disease states associated with thrombosis,
such as systemic lupus erythematosus, Behçet’s disease and
cirrhosis [16– 18]. Hormone replacement therapy may decrease TFPI level by 30% to 50%, which leads to substantial
increments in the markers of coagulation activation [19].
A recent study demonstrated that TFPI can be 50% lower in
patients using oral contraceptives and that the thrombotic risk
significantly increases when it is below the 2nd percentile
[20]. In this study, mean free TFPI level in oral contraceptive
users was 6.2 ng/ml, while it was 11 ng/ml in non-users,
14.5 ng/ml in postmenopausal women and 15 ng/ml in men.
Mean total TFPI levels were 50.1, 63.2, 74.5 and 73.7 ng/ml,
respectively. Other studies have also shown that exogenous
oral contraceptives significantly lower TFPI levels [21, 22].
Our findings are consistent with those in oral contraceptive
users in the study of Dahm et al. [20]. We may therefore
assume that TAM has an effect similar to oral contraceptives
on TFPI. To our knowledge, our study is the first to indicate
decreased TFPI concentrations associated with TAM use.
However, it must be noted that we have measured TFPI levels
only in antigen concentrations and simultaneous functional
activity assays could have provided invaluable information.
The exact mechanism of the effect of TAM on TFPI
remains to be elucidated. However, it is now known that
17b-estradiol can decrease the release of TFPI from human
umbilical vein endothelial cells [23] and it is possible that
TAM exerts a similar action. Furthermore, TAM use results in
increased generation of thrombin, which in turn inhibits the
synthesis of TFPI. Excess thrombin may also result in degradation of TFPI. Either by inhibition of synthesis or by degradation of TFPI, increased thrombin levels associated with
TAM could result in the depletion of TFPI [23, 24].
The reduction of TFPI levels could lead to coagulation activation and affect the extrinsic pathway-driven coagulation.
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However, it is difficult to predict the absolute direction of
changes in the concentrations of all coagulation cascade
elements. The TF –factor VIIa complex activates factor IX,
which in turn activates factor X. Inhibition of the extrinsic
pathway by TFPI might affect the concentrations of these two
coagulation factors. In our present study, factor X levels were
correlated with total TFPI (r = 0.344, P = 0.03) and free TFPI
(r = 0.323, P = 0.042) prior to TAM therapy, which did not
persist after 6 months of therapy. Therefore, reduction in
levels of TFPI by TAM may actually shift the hemostatic system into a prothrombotic state. Furthermore, median factor V
(87% versus 76%; P = 0.03) and factor II (94% versus 88%;
P = 0.03) levels were also diminished after 6 months of TAM
therapy, a finding that may also reflect the prothrombotic
effects of the drug.
Previous studies analyzing TAM-induced thrombophilia
focused on the inhibitors of coagulation [10, 11, 25, 26] and
almost all showed decreased antithrombin III and protein C
levels. Protein S, the cofactor of protein C was also decreased
[11]. These findings together with results of our present study
indicate that the fine balance of coagulation –anticoagulation
is shifted by TAM in favor of over-coagulation, thus representing a prethrombotic state.
The most important inherited mechanism for APC res is the
presence of factor V Leiden mutation [27]. Increased levels of
factors VIII, XI and XI [28], oral contraceptives [29], liver
transplantation [30], pregnancy [31], antiphospholipid syndrome [32], and many malignancies including breast cancer
[33, 34] may result in acquired APC res. TAM has a partial
agonistic effect on estrogen receptors and might have the
potential to induce an acquired APC res state. In our study,
APC res measurement was prolonged from 162.1 to 167.2 s
(P = 0.04) by TAM therapy. However, there was no statistical
difference when five patients who had APC res before TAM
therapy were excluded (P = 0.138). This suggests that the
possibility of clinically manifesting thrombotic events could
be increased preferentially in individuals with pretherapy APC
res [35].
Although the changes in prothrombin, factor V levels and
APC resistance are consistent and statistically significant, the
observed differences between pre- and posttreatment values
are relatively small. It is therefore difficult to determine the
clinical significance of these findings in the pathophysiology
of hypercoagulability associated with TAM treatment.
Thrombomodulin limits coagulation in confines of damaged
endothelial areas by capturing thrombin molecules that
migrate away. Thrombin captured by thrombomodulin turns
into an anticoagulant protein. It activates protein C, which
then inactivates activated factor V and activated factor VIII,
finally blocking the coagulation cascade. Protein S further supports protein C activation. In our study, TAM lowered soluble
thrombomodulin levels from 11.66 to 9.27 ng/ml (P = 0.01)
(Table 2). This finding may indicate a defect in the confinement of coagulation within focal areas of vascular endothelium
in TAM-induced thrombophilia.

Fibrinolysis and coagulation processes have close pathobiological relations. Studies focusing on TAM-associated
fibrinolysis indicated that plasminogen level [36], plasminogen activity [25], tPA level [25, 26] and fibrin degradation
products [26] were increased; while a-2 antiplasmin level
[36] was decreased. GFC may be considered more reliable
than measuring each fibrinolytic system element individually,
since it measures the activity as a whole in a dynamic
fashion. Six months of TAM therapy did not change GFC,
and D dimer was not increased, despite the apparent activation of coagulation in association with TAM, as mentioned
above. On the contrary, D dimer decreased significantly in
our study. It is known that, in healthy individuals, D dimer
level is not affected by TAM [37]. In breast cancer patients,
however, it is increased [38], and decreases with TAM
therapy [39].
We conclude that TAM works in favor of coagulation by
two major mechanisms: (i) it activates the extrinsic TF-driven
coagulation pathway by inactivating TFPI; and (ii) it inhibits
other coagulation inhibitors to alleviate hemostatic suppression. Moreover, TAM inhibits the counter-balancing fibrinolytic system, which normally functions to remove fibrin from
the vasculature. In order to draw more definitive conclusions,
these novel but still preliminary results need to be verified by
further long-term trials designed to elucidate a causal relation
between TAM-induced changes in TFPI levels and clinical
thrombotic events.

Acknowledgements
This work was supported by Hacettepe University Research
Foundation (No. 01.01.101.023).

References
1. Early Breast Cancer Trialists’ Collaborative Group. Tamoxifen for
early breast cancer: an overview of the randomized trials. Lancet
1998; 351: 1451–1467.
2. National Institutes of Health Consensus Development Conference
Statement. Adjuvant Therapy for Breast Cancer, November 1–3,
2000. J Natl Cancer Inst 2001; 93: 979–989.
3. Cuzick J. A brief review of the International Breast Cancer Intervention Study (IBIS), the other current breast cancer prevention trials,
and proposals for future trials. Ann NY Acad Sci 2001; 949:
123 –133.
4. Fisher B, Costantino JP, Wickerham DL et al. Tamoxifen for prevention of breast cancer: report of the National Surgical Adjuvant Breast
and Bowel Project P-1 Study. J Natl Cancer Inst 1998; 90:
1371–1388.
5. Saphner T, Tormey D, Gray R. Venous and arterial thrombosis in
patients who received adjuvant therapy for breast cancer. J Clin
Oncol 1991; 9: 286 –294.
6. Pritchard K, Paterson A, Paul N et al. Increased thromboembolic
complications with concurrent tamoxifen and chemotherapy in a randomized trial of adjuvant therapy for women with breast cancer.
J Clin Oncol 1996; 14: 2731–2737.
7. Love R, Surawicz T, Williams E. Antithrombin III level, fibrinogen
level, and platelet count changes with adjuvant tamoxifen therapy.
Arch Intern Med 1992; 152: 317–320.

1626
8. Jordan V, Fritz N, Tormey D. Long-term adjuvant therapy with
tamoxifen: effects on sex hormone binding globulin and antithrombin
III. Cancer Res 1987; 47: 4517–4519.
9. Enck R, Rios C. Tamoxifen treatment of metastatic breast cancer and
antithrombin III levels. Cancer 1984; 53: 2607–2609.
10. Mannucci P, Bettega D, Chantarangkul V et al. Effect of tamoxifen
on measurements of hemostasis in healthy women. Arch Intern Med
1996; 156: 1806–1810.
11. Cushman M, Costantino JP, Bovill EG et al. Effect of tamoxifen on
venous thrombosis risk factors in women without cancer: the Breast
Cancer Prevention Trial. Br J Haematol 2003; 120: 109– 116.
12. Rickles FR, Levine MN. Venous thromboembolism in malignancy
and malignancy in venous thromboembolism. Haemostasis 1998; 28:
43 –49.
13. Lee AY, Levine MN. The thrombophilic state induced by therapeutic
agents in the cancer patient. Semin Thromb Hemost 1999; 25: 137–145.
14. Broze GJ. Tissue factor pathway inhibitor and the revised theory of
coagulation. Annu Rev Med 1995; 46: 103 –112.
15. Sandset P. Tissue factor pathway inhibitor (TFPI)—an update.
Haemostasis 1996; 26: 154–165.
16. Oksuzoglu G, Simsek H, Haznedaroglu IC et al. Tissue factor pathway inhibitor concentrations in cirrhotic patients with and without
portal vein thrombosis. Am J Gastroenterol 1997; 92: 303– 306.
17. Ertenli I, Kiraz S, Celik I et al. Changes in the concentration and distribution of tissue factor pathway inhibitor in Behcet’s disease and
systemic lupus erythematosus: effect on the prethrombotic state. Ann
Rheum Dis 2001; 60: 1149–1151.
18. Kiraz S, Ertenli I, Benekli M et al. Clinical significance of hemostatic
markers and thrombomodulin in systemic lupus erythematosus: evidence for a prothrombotic state. Lupus 1999; 8: 737 –741.
19. Hoibraaten E, Qvigstad E, Andersen T et al. The effects of hormone
replacement therapy (HRT) on hemostatic variables in women with
previous venous thromboembolism-results from a randomized,
double-blind, clinical trial. Thromb Haemost 2001; 85: 775 –781.
20. Dahm A, Van Hylckama Vlieg A, Bendz B et al. Low levels of tissue
factor pathway inhibitor (TFPI) increase the risk of venous thrombosis. Blood 2003; 101: 4387–4392.
21. Harris G, Stendt C, Vollenhoven B et al. Decreased plasma tissue factor pathway inhibitor in women taking combined oral contraceptives.
Am J Hematol 1999; 60: 175–180.
22. Kluft C. Effects on haemostasis variables by second and third generation combined oral contraceptives: a review of directly comparative
studies. Curr Med Chem 2000; 7: 585 –591.
23. Bilsel AS, Onaran N, Moini H, Emerk K. Long-term effect of 17betaestradiol and thrombin on tissue factor pathway inhibitor release from
HUVEC. Thromb Res 2000; 99: 173 –178.
24. Bladbjerg EM, Skouby SO, Andersen LF, Jespersen J. Effects of
different progestin regimens in hormone replacement therapy on
blood coagulation factor VII and tissue factor pathway inhibitor. Hum
Reprod 2002; 17: 3235–3241.

25. Pemberton KD, Melissari E, Kakkar VV. The influence of tamoxifen
in vivo on the main natural anticoagulants and fibrinolysis. Blood
Coagul Fibrinolysis 1993; 4: 935– 942.
26. Oberhoff C, Szymeczek J, Hoffmann O et al. Adjuvant antiestrogen
treatment with tamoxifen in postmenopausal women with breast cancer: a longitudinal study of blood coagulation and fibrinolysis. Breast
Cancer Res Treat 1998; 50: 73–81.
27. Dahlback B, Carlsson M, Stevensson P. Familial thrombophilia due to
a previously unrecognized mechanism characterized by poor anticoagulant response to activated protein C: prediction of a cofactor to activated protein C. Proc Natl Acad Sci USA 1993; 90: 1004–1008.
28. Laffan M, Manning R. Investigation of a thrombotic tendency. In
Lewis S, Bain B, Bates I (eds): Daice and Lewis Practical Haematology. London: Harcourt Publishers Inc. 2001; 391–414.
29. Shen MC, Lin JS, Tsay W. Factor V Arg306!Gly mutation is not
associated with activated protein C resistance and is rare in Taiwanese
Chinese. Thromb Haemost 2001; 85: 270–273.
30. Solano C, Self MJ, Cobcroft RG. Liver transplant acquired activated
protein C resistance presenting with deep vein thrombosis 4 years
after transplant. Blood Coagul Fibrinolysis 2001; 12: 325 –326.
31. VanWijk MJ, Boer K, Berckmans RJ et al. Enhanced coagulation
activation in preeclampsia: the role of APC resistance, microparticles
and other plasma constituents. Thromb Haemost 2002; 88: 415 –420.
32. Wu J, Zhou Z, Li X et al. Activated protein C resistance in antiphospholipid thrombosis syndrome. Chin Med J (Engl) 2000; 113:
699–701.
33. Zangari M, Saghafifar F, Anaissie E et al. Activated protein C resistance in the absence of factor V Leiden mutation is a common finding
in multiple myeloma and is associated with an increased risk of
thrombotic complications. Blood Coagul Fibrinolysis 2002; 13:
187–192.
34. Nijziel MR, van Oerle R, Christella M et al. Acquired resistance to
activated protein C in breast cancer patients. Br J Haematol 2003;
120: 117–122.
35. Weitz IC, Israel VK, Liebman HA. Tamoxifen-associated venous
thrombosis and activated protein C resistance due to factor V Leiden.
Cancer 1997; 79: 2024–2027.
36. Jankowski J, Ramlau C, Kopczynski Z et al. The influence of tamoxifen on plasma coagulation and serous fibrinolysis. Eur J Gynaecol
Oncol 1993; 14: 155–158.
37. Mannucci PM, Bettega D, Chantarangkul V et al. Effect of tamoxifen
on measurements of hemostasis in healthy women. Arch Intern Med
1996; 156: 1806–1810.
38. Mitter CG, Zielinski CC. Plasma levels of D-dimer: a crosslinked
fibrin-degradation product in female breast cancer. J Cancer Res Clin
Oncol 1991; 117: 259–262.
39. Japan Advanced Breast Cancer Study Group and Japan Clinical
Oncology Group. Effects of chemoendocrine therapy on the coagulation-fibrinolytic systems in patients with advanced breast cancer.
Jpn J Cancer Res 1993; 84: 455 –461.

