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Abstract: The relationship between hypercoagulation and malignant solid tumors has been reported in previous 
studies. The current study aimed to explore association between hypercoagulation, clinicopathological features, 
and prognosis in metastatic colorectal cancer (mCRC) patients. Coagulation index data was collected from 153 
metastatic colorectal cancer patients. Of these patients, 113 cases (73.86%) were detected with blood hyper-
coagulation. Hypercoagulation was much more frequent in patients aged ≥ 60 years, ECOG=2 points, those that 
smoked and drank, and number of metastatic sites > 2 (P < 0.01). Survival analysis suggested hypercoagulation as 
a significant prognostic factor in both overall survival (OS, P=0.0291) and time to recurrence (TTR, P=0.0305). After 
adjusting for competing risk factors, hypercoagulation and number of metastatic sites > 2 remained independent 
predictors of OS (HR: 1.621, 95% CI: 1.167-3.158, P=0.021) and time to recurrence (HR: 1.486, 95% CI: 1.294-
3.627, P=0.015). In conclusion, results showed that blood hypercoagulation was frequent in patients with mCRC. 
Different clinical features were associated with hypercoagulation. Moreover, hypercoagulation was shown to be an 
independent predictor of OS and TTR.
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Introduction

Hypercoagulation and increased risks of ve- 
nous thromboembolic events (VTE) in cancer 
patients have been reported in previous stu- 
dies [1, 2]. Since the 1980s, the phenomenon 
of a comorbidity between blood hypercoagula-
tion and malignant solid tumors has been in- 
creasingly investigated [3-5]. Although specific 
mechanisms remain elusive, the association 
between tumor characteristics and hypercoag-
ulation has been reported. Prospective clinical 
studies have shown that patients with cancers 
have a 4.1-fold risk of thrombosis, compared to 
healthy patients [6]. Based on the results of 
“Khorana scores”, developed to assess the ri- 
sk of VTE in cancer patients, pancreatic, gas-
tric, and brain cancers, many tumors have be- 
en categorized with very high risk of VTE. Lung, 
lymphomas, and gynecologic cancers have sh- 
own a high risk. Breast and colorectal cancers 
have shown the lowest risk of VTE [7, 8].

Several mechanisms have been reported to 
contribute to cancer-associated hypercoagula-
tion, including overexpression of mucins by 
tumor cells and the activation of some onco-
genes [9, 10]. However, results have suggested 
that cancer-associated hypercoagulation was 
dependent on immune cells, such as tumor 
associated macrophages (TAMs), myeloid-de- 
rived suppressor cells (MDSCs), and tumor 
related neutrophils in the tumor microenviron-
ment (TME). More recently, neutrophil extracel-
lular traps (NETs) released from activated neu-
trophils were found to be closely related to 
hypercoagulation [11-13]. Moreover, previous 
studies have suggested that another potential 
modulator of the coagulation cascade was the 
key sentinel of innate immunity [14, 15]. Al- 
though much progress has been made in un- 
derstanding the causes of cancer-associated 
hypercoagulation, the heterogeneity of caus-
ative mechanisms still poses a considerable 
challenge to the application of effective preven-
tive and therapeutic strategies.
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Colorectal cancer (CRC) is the second most 
commonly diagnosed cancer in the world [16, 
17]. Colorectal cancer mortality has decreas- 
ed by 39% in United States in the past two 
decades. This is due to early detection of the 
disease, as well as better access to colonos-
copy procedures and new treatments [18]. 
Approximately 50% of patients with CRC will 
develop liver metastases during their lifetime. 
This is the most insidious aspect of cancer and 
the leading cause of CRC-related deaths [19]. 
The mechanisms behind cancer cell metasta-
sis remain unclear. However, accumulating da- 
ta has suggested that increased expression of 
adhesion molecules are critical components of 
tumor cells spreading to distant organs [20]. 
The present study explored association bet- 
ween hypercoagulation, clinicopathological fea-
tures, and prognosis in metastatic colorectal 
cancer (mCRC) patients. This study aimed to 
provide new approaches for diagnostic and 
prognostic evaluation of mCRC.

Patients and methods

Patients

A total of 153 patients, diagnosed with mCRC, 
were collected in the General Hospital of the 
Beijing Military Region, from September 2012 
to December 2016. Recorded data included 
gender, age, pathology, tumor stage, alcohol 
and tobacco habits, complications (high blood 
pressure, coronary heart disease, diabetes, hy- 
perlipidemia), coagulation index, plasma pro-
thrombin time (PT), activated partial thrombo-
plastin time (activated partial thromboplastin 
time, APTT), platelets (PLT), fibrinogen (FIB), 
and D-dimer (D-dimmer, DD). For the 153 pa- 
tients with mCRC, treatment response was 
evaluated after 4 cycles of chemotherapy. Th- 
is study was approved by the Regional Ethi- 
cal Review Boards for General Hospital of the 
Beijing Military Region. Patients were treated 
according to principles of the Declaration of 
Helsinki for medical research involving human 
subjects. All patients provided informed written 
consent prior to study entry.

Coagulation index determination 

Fasting venous blood was collected 3-5 mL in 
the morning. Next, 109 mol/L sodium citrate 
0.3 mL was mixed thoroughly and centrifuged 
at 3,000 r/min for 15 minutes. The plasma was 
ready for use. An ACL TOP automatic coagula-
tion analyzer was used within 2 hours (US In- 

strumentation Laboratory Company). PT, APTT, 
FIB, and DD indicators were also used (United 
States Instrumentation Laboratory Company 
company).

Determination of platelet parameters

The patients were enrolled in the morning and 
fasted. Next, 3-5 mL of venous blood was col-
lected and mixed well with the EDTA-K antico-
agulant tube. It was applied using the XE-2100 
automatic blood analyzer within 2 hours (SY- 
SMEX CORPORATION, USA), detecting PLT in- 
dicators.

Criteria for determination of hypercoagulability

PT: 11.8~17.6 seconds, shortening > 3 sec-
onds was abnormal; APTT: 25.1~36.5 seconds, 
shortening > 3 seconds was abnormal; PLT: 
(100~300) * 109/L, > 300 * 109/L was abnor-
mal; FIB: 2~4 g/L, > 4 g/L was abnormal; DD: 
0~0.3 mg/L, > 0.3 mg/L was abnormal. One  
or more abnormalities indicated hypercoagu- 
lation.

Statistical analysis

Student’s t-tests were used for comparison of 
variables showing normal distribution. Mann 
Whitney U-tests were employed for compari-
sons of variables not showing normal distri- 
bution within qualitative data. Pearson’s Chi-
Square tests, Fisher’s exact tests, and Yates 
Continuity Correction tests were used for com-
parisons of qualitative data. Kaplan-Meier sur-
vival analysis and log-rank tests were used for 
evaluation of survival. Overall survival (OS) and 
time to recurrence (TTR) were chosen as the 
primary end points. Potential prognostic vari-
ables were analyzed univariately, with one fac-
tor taken at a time, as well as in a multivariate 
model combining all factors. Results are report-
ed as hazard ratios (HR) and 95% confidence 
intervals (CI). Statistical evaluations were car-
ried out using SPSS software (Statistical Pa- 
ckage for the Social Science, version 15.0, 
SPSS Inc, Chicago, IL). P < 0.05 indicates sta-
tistical significance.

Results

Characteristics of hypercoagulable states in 
patients diagnosed with metastatic colorectal 
cancer

Of the 153 patients with mCRC, 113 (73.86%) 
had hypercoagulation. Of these, DD increased 
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in 98 cases (86.72%), PLT increased in 58 
cases (51.33%), FIB increased 34 in cases 
(30.09%), APTT shortened 6 in cases (5.31%), 
and PT shortened in 4 cases (3.54%). More- 
over, 32 cases (28.32%) were elevated in PLT 
and DD, 18 cases (15.66%) were abnormal wi- 
th PLT and FIB. and DD increased in 15 cases 
(13.27%) (Table 1).

Comparison of the hypercoagulability group 
with the control group according to different 
clinical features in patients with mCRC

Hypercoagulation was much more frequent in 
patients aged ≥ 60 years, compared to those < 

60 years (P < 0.05), as well as in patients wi- 
th ECOG=2 points (P < 0.01). Moreover, those 
that smoked and drank had more hypercoagu-
lation, compared with those with no tobacco 
and alcohol addictions (P < 0.01). There were 
significant differences between the hypercoa- 
gulation group and control group divided by the 
number of metastatic sites (P < 0.05). Results 
are shown in Table 2.

Survival descriptions of different subgroups 
divided by hypercoagulable state

Descriptive survival statistics and Kaplan-Mei- 
er curves suggested that the variable of hyper-

Table 1. Demographics and baseline characteristics of patients with associated coagulation index 
(N=153)
Variable PT (S) APTT (S) PLT (109/L) FIB (g/L) D-D (mg/L)
Age 
    < 60 years (n=81) 11.00±1.23 31.15±3.30 271.96±57.79 3.48±0.81 0.43±0.37
    ≥ 60 years (n=72) 10.67±0.91 30.50±4.46 303.35±77.43 3.75±0.76 0.57±0.53
    t 1.89 1.02 -2.86 -2.05 -1.91
    P 0.06 0.31 0.01 0.04 0.06
Gender 
    Male (n=87) 10.94±1.16 30.80±3.60 286.40±71.42 3.60±0.79 0.50±0.50
    Female (n=66) 10.72±1.01 30.90±4.36 287.17±67.00 3.61±0.80 0.48±0.40
    t 1.19 -0.28 -0.06 -0.03 0.22
    P 0.24 0.78 0.95 0.98 0.83
ECOG scores
    0-1 (n=86) 10.93±1.14 31.04±3.44 260.14±52.36 3.42±0.67 0.42±0.36
    2 (n=67) 10.74±1.04 30.60±4.41 320.87±73.71 3.84±0.88 0.59±0.55
    t 1.05 0.69 -5.95 -3.37 -2.27
    P 0.30 0.49 < 0.01 < 0.01 0.025
Alcohol and tobacco habits
    Both (n=12) 10.48±0.66 30.46±2.65 326.08±60.70 4.02±0.70 0.84±1.0
    Alcohol or tobacco (n=19) 10.80±1.10 30.33±4.45 292.84±58.10 3.80±1.16 0.65±0.52
    Neither (n=122) 10.89±1.13 30.96±3.92 281.91±70.83 3.54±0.72 0.44±0.34
    F 0.76 0.28 2.34 2.67 5.78
    P 0.47 0.76 0.10 0.07 < 0.01
Comorbidities
    More than two (n=19) 10.73±0.72 30.64±2.93 323.63±62.15 3.91±0.51 0.73±0.54
    One (n=48) 10.79±1.18 31.64±4.91 310.42±74.71 3.69±0.88 0.60±0.54
    none (n=86) 10.90±1.23 30.45±3.37 265.36±60.05 3.50±0.78 0.38±0.35
    F 0.28 1.49 10.82 2.56 6.78
    P 0.76 0.23 < 0.01 0.08 < 0.01
Metastatic sites, N
    1 (n=59) 10.71±1.13 30.85±3.52 270.55±64.70 3.31±0.54 0.37±0.28
    2 (n=73) 10.87±1.09 30.87±4.04 291.30±68.74 3.70±0.87 0.53±0.38
    > 2 (n=21) 11.13±1.00 30.76±4.46 314.23±75.07 4.10±0.79 0.73±0.83
    F 1.24 0.01 3.59 10.04 5.85
    P 0.29 0.99 0.03 < 0.01 < 0.01
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coagulation had prognostic significance in th- 
is relatively selected cohort. Hypercoagulation 
was associated with decreasing 1-, 3-, 5-year 
OS rates (P=0.0291, Figure 1A) and increasing 
1-, 3-, 5-year TTR rates (P=0.0305, Figure 1B).

Predictors associated with prognosis of pa-
tients with mCRC

Cox’s proportional hazards model was used to 
quantify the prognostic significance of risk fac-
tors after multivariable adjustment. Multivaria- 
ble analysis was performed to assess factors 
that demonstrated significant effects in univari-
ate analysis. After adjusting for competing risk 
factors, number of metastases > 2 and hyper-
coagulation remained as independent predic-
tors of time to recurrence (HR: 1.486, 95% CI: 
1.294-3.627, P=0.015 and HR: 1.621, 95% CI: 
1.167-3.158, P=0.021) and overall survival 
(HR: 1.872, 95% CI: 1.572-4.962, P=0.001 and 
HR: 1.583, 95% CI: 1.325-4.721, P=0.002). 
Details are shown in Table 3.

Discussion 

Hypercoagulation refers to a condition in which 
the body stops coagulation due to various fac-
tors. Anticoagulation and fibrinolytic systems of 

the body become dysfunc-
tional. Changes in physical 
and chemical properties of 
the blood lead to high coag-
ulability or thrombosis [21]. 
There are many diseases in 
which excessive activation 
of the coagulation cascade 
occurs, resulting in the for-
mation and dissemination 
of blood clots in the circula-
tion. Hypercoagulation has 
been described in associa-
tion with strokes, sepsis, at- 
herosclerosis, and many ki- 
nds of cancers [22]. Hyper- 
coagulation has been reeat-
edly in patients with malig-
nant tumors [23, 24].

Several potential mechani- 
sms of hypercoagulation ha- 
ve been described. First, tu- 
mor cells could synthesize 
and secrete large amounts 
of tissue factor (TF) and can-
cer procoagulant (CP). This 

can be combined with activated FVII to form a 
FVIIa-TF complex that activates FX and initiat- 
es extrinsic coagulation pathways [25]. Studies 
have shown that proto-oncogene activation 
and tumor suppressor gene inactivation are 
underlying causes for induction of TF overex-
pression [26, 27]. Proto-oncogene K-ras muta-
tions and loss of p53 proteins in colorectal  
cancer lead to high expression of TF. TF, the  
initiation factor of coagulation pathways, also 
plays an important role in tumor invasion and 
metastasis [28]. CP is a vitamin K-dependent 
cysteine protease involved in coagulation, with-
out FVII directly activating FX and activating the 
coagulation system [29]. Second, patients with 
malignant solid tumors simultaneously have 
anticoagulation and fibrinolytic system imbal-
ances. Expression of antithrombin (AT), protein 
C (PC), protein S (PS), and thrombomodulin 
(TM) decrease in patients with tumors. Pati- 
ents with low expression of PC, PS, and TM 
were found to be related to the presence of PC, 
PS, and TM antibodies [30]. Increased levels of 
plasminogen activator inhibitor-1 (PAI-1) were 
produced by tumor cells and inhibition of tis-
sue-type plasminogen activators (t-PA) makes 
the body prone to hypercoagulation [31]. Third, 
tumor cells present antigens that can make the 

Table 2. Comparison between the hypercoagulation group and con-
trol group

Variable Hypercoagulation 
group (n=113)

Control 
group (n=40) χ2 P

Age 13.11 < 0.01
    < 60 years (n=81) 50 (44.24%) 31 (77.50%)
    ≥ 60 years (n=72) 63 (55.76%) 9 (22.50%)
Gender 1.94 0.16
    Male (n=87) 68 (60.18%) 19 (47.50%)
    Female (n=66) 45 (39.82%) 21 (52.50%)
ECOG scores 18.24 < 0.01
    0-1 (n=86) 52 (46.02%) 34 (85.00%)
    2 (n=67) 61 (53.98%) 6 (15.00%)
Alcohol and tobacco habits 7.81 < 0.01
    Yes 29 (25.66%) 2 (5.00%)
    No 84 (74.34%) 38 (95.00%)
Comorbidities 15.21 < 0.01
    Yea 60 (53.10%) 7 (17.50%)
    No 53 (46.90%) 33 (82.50%)
Metastatic sites, N (%) 3.87 0.01
    1 45 (39.80%) 14 (35.00%)
    2 50 (44.20%) 23 (57.50%)
    > 2 18 (16.00%) 3 (7.50%)
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body produce immune and inflammatory re- 
sponses. The activating macrophages, T-cells 
that release IL-1β and TNF-α, could induce high 
expression of TF, activate PLT, stimulate PAI-1  
pathways, and inhibit PC pathways to promote 
blood hypercoagulation [32].

Of the 153 patients with mCRC in this study, 
113 were hypercoagulable, with a positive rate 
of 73.86%. D-D, PLT, and FIB were the most 
prominent. Activation of endogenous and exo- 
genous coagulation pathways could increase 
coagulation factor activity and procoagulant 
and blood clot contraction. This may result in 
secondary hyperfibrinolysis. Age ≥ 60 years, 
ECOG score=2 points, alcohol and tobacco ha- 
bits, combined underlying disease, and number 
of tumor distant metastasis were shown to be 
risk factors for hypercoagulation, in accord wi- 
th previous studies [33]. Elderly patients are 
prone to have hypercoagulation and to be as- 
sociated with underlying diseases, such as 
hypertension, hyperlipidemia, and diabetes, as 
well as relatively poor physical conditions and 
less activity [34]. Factors that cause hyperco-
agulation due to smoking and drinking are re- 

Table 3. Multivariable Cox proportional hazard regression analysis of patients demographics and 
survival

Variables
TTR OS

HR (95% CI) P value HR (95% CI) P value
Age 1.125 (0.825-1.432) 0.153 1.049 (0.945-1.121) 0.086
ECOG-PS: 2 1.019 (0.768-1.312) 0.764 1.109 (0.684-1.532) 0.186
Comorbidities: yes 1.193 (0.773-1.203) 0.621 1.054 (0.914-1.392) 0.082
No. of metastases > 2 1.486 (1.294-3.627) 0.015 1.872 (1.572-4.962) 0.001
hypercoagulation 1.621 (1.167-3.158) 0.021 1.583 (1.325-4.721) 0.002

Figure 1. Overall survival and time to recurrence estimates, A: OS of patients stratified by hypercoagulation 
(P=0.0291; B: TTR of patients stratified by hypercoagulation (P=0.0305).

lated to loss of vascular endothelial cells. This 
results in changing the coagulation system and 
the body into a hypercoagulable state.

There were limitations to the current study, 
however: (1) The sample size was too small. 
Larger sample studies are necessary to con- 
firm present results; and (2) Whether hyperco-
agulation has the optimal specificity and sensi-
tivity for CRC diagnosis and prognosis requires 
confirmation.

In conclusion, the current study found that 
hypercoagulation was frequent in patients with 
metastatic colorectal cancer. Different clinical 
features were associated with hypercoagula-
tion. Moreover, hypercoagulation was shown to 
be an independent predictor of OS and TTR.

Disclosure of conflict of interest

None.

Address correspondence to: Xia Zhang, Clinical 
College of General Hospital of Beijing Military 
Command Affiliated to Anhui Medical University, 



Hypercoagulability in metastatic colorectal cancer

9180	 Int J Clin Exp Med 2019;12(7):9175-9181

Beijing 100700, P.R. China. E-mail: zhangatcmu@ 
126.com

References

[1]	 Bordbar M, Karimi M and Shakibazad N. 
Thrombosis in pediatric malignancy: a review 
and future perspectives with focus on manage-
ment. Blood Coagul Fibrinolysis 2018; 29: 
596-601.

[2]	 Ouchi K, Takahashi S, Chikamatsu S, Ito S, 
Takahashi Y, Kawai S, Okita A, Kasahara Y, 
Okada Y, Imai H, Komine K, Saijo K, Takahashi 
M, Shirota H, Takahashi M, Gamoh M and Ish-
ioka C. Retrospective analysis on the clinical 
outcomes of recombinant human soluble 
thrombomodulin for disseminated intravascu-
lar coagulation syndrome associated with solid 
tumors. Int J Clin Oncol 2018; 23: 790-798.

[3]	 Hu C, Chen R, Chen W, Pang W, Xue X, Zhu G 
and Shen X. Thrombocytosis is a significant in-
dictor of hypercoagulability, prognosis and re-
currence in gastric cancer. Exp Ther Med 
2014; 8: 125-132.

[4]	 Tinholt M, Vollan HK, Sahlberg KK, Jernstrom 
S, Kaveh F, Lingjaerde OC, Karesen R, Sauer T, 
Kristensen V, Borresen-Dale AL, Sandset PM 
and Iversen N. Tumor expression, plasma lev-
els and genetic polymorphisms of the coagula-
tion inhibitor TFPI are associated with clinico-
pathological parameters and survival in breast 
cancer, in contrast to the coagulation initiator 
TF. Breast Cancer Res 2015; 17: 44.

[5]	 Akita N, Ma N, Okamoto T, Asanuma K, Yoshida 
K, Nishioka J, Shimaoka M, Suzuki K and 
Hayashi T. Host protein C inhibitor inhibits tu-
mor growth, but promotes tumor metastasis, 
which is closely correlated with hypercoagula-
bility. Thromb Res 2015; 135: 1203-1208.

[6]	 Heit JA, Silverstein MD, Mohr DN, Petterson 
TM, O’Fallon WM, Melton LJ 3rd. Risk factors 
for deep vein thrombosis and pulmonary em-
bolism: a population-based case-control study. 
Arch Intern Med 2000; 160: 809-815.

[7]	 Khorana AA, Kuderer NM, Culakova E, Lyman 
GH and Francis CW. Development and valida-
tion of a predictive model for chemotherapy-
associated thrombosis. Blood 2008; 111: 
4902-4907.

[8]	 Khorana AA, Francis CW, Culakova E, Kuder- 
er NM and Lyman GH. Frequency, risk fac- 
tors, and trends for venous thromboembolism 
among hospitalized cancer patients. Cancer 
2007; 110: 2339-2346.

[9]	 Andrianifahanana M, Moniaux N, Schmied BM, 
Ringel J, Friess H, Hollingsworth MA, Buchler 
MW, Aubert JP and Batra SK. Mucin (MUC) 
gene expression in human pancreatic adeno-
carcinoma and chronic pancreatitis: a poten-

tial role of MUC4 as a tumor marker of diag-
nostic significance. Clin Cancer Res 2001; 7: 
4033-4040.

[10]	 Boccaccio C, Sabatino G, Medico E, Girolami F, 
Follenzi A, Reato G, Sottile A, Naldini L and Co-
moglio PM. The MET oncogene drives a genet-
ic programme linking cancer to haemostasis. 
Nature 2005; 434: 396-400.

[11]	 Darbousset R, Thomas GM, Mezouar S, Frere 
C, Bonier R, Mackman N, Renne T, Dignat-
George F, Dubois C and Panicot-Dubois L. Tis-
sue factor-positive neutrophils bind to injured 
endothelial wall and initiate thrombus forma-
tion. Blood 2012; 120: 2133-2143.

[12]	 von Bruhl ML, Stark K, Steinhart A, Chandr-
aratne S, Konrad I, Lorenz M, Khandoga A, Tir-
niceriu A, Coletti R, Kollnberger M, Byrne RA, 
Laitinen I, Walch A, Brill A, Pfeiler S, Manukyan 
D, Braun S, Lange P, Riegger J, Ware J, Eckart 
A, Haidari S, Rudelius M, Schulz C, Echtler K, 
Brinkmann V, Schwaiger M, Preissner KT, Wag-
ner DD, Mackman N, Engelmann B and Mass-
berg S. Monocytes, neutrophils, and platelets 
cooperate to initiate and propagate venous 
thrombosis in mice in vivo. J Exp Med 2012; 
209: 819-835.

[13]	 Demers M, Krause DS, Schatzberg D, Marti-
nod K, Voorhees JR, Fuchs TA, Scadden DT and 
Wagner DD. Cancers predispose neutrophils to 
release extracellular DNA traps that contribute 
to cancer-associated thrombosis. Proc Natl 
Acad Sci U S A 2012; 109: 13076-13081.

[14]	 Amara U, Rittirsch D, Flierl M, Bruckner U, Klos 
A, Gebhard F, Lambris JD and Huber-Lang M. 
Interaction between the coagulation and com-
plement system. Adv Exp Med Biol 2008; 632: 
71-79.

[15]	 Markiewski MM, Nilsson B, Ekdahl KN, Mollnes 
TE and Lambris JD. Complement and coagula-
tion: strangers or partners in crime? Trends Im-
munol 2007; 28: 184-192.

[16]	 Faugeras L, Dili A, Druez A, Krug B, Decoster C 
and D’Hondt L. Treatment options for meta-
static colorectal cancer in patients with liver 
dysfunction due to malignancy. Crit Rev Oncol 
Hematol 2017; 115: 59-66.

[17]	 Ferlay J, Soerjomataram I, Dikshit R, Eser S, 
Mathers C, Rebelo M, Parkin DM, Forman D 
and Bray F. Cancer incidence and mortality 
worldwide: sources, methods and major pat-
terns in GLOBOCAN 2012. Int J Cancer 2015; 
136: E359-386.

[18]	 Ait Ouakrim D, Pizot C, Boniol M, Malvezzi M, 
Boniol M, Negri E, Bota M, Jenkins MA, Blei-
berg H and Autier P. Trends in colorectal cancer 
mortality in Europe: retrospective analysis of 
the WHO mortality database. BMJ 2015; 351: 
h4970.

mailto:zhangatcmu@126.com
mailto:zhangatcmu@126.com


Hypercoagulability in metastatic colorectal cancer

9181	 Int J Clin Exp Med 2019;12(7):9175-9181

[19]	 Monteiro J and Fodde R. Cancer stemness and 
metastasis: therapeutic consequences and 
perspectives. Eur J Cancer 2010; 46: 1198-
1203.

[20]	 Wang JM, Deng X, Gong W and Su S. Chemo-
kines and their role in tumor growth and me-
tastasis. J Immunol Methods 1998; 220: 1-17.

[21]	 Anderson JA and Weitz JI. Hypercoagulable 
states. Clin Chest Med 2010; 31: 659-673.

[22]	 Perre A and Markman M. Extended venous 
thromboembolism prophylaxis for high-risk pa-
tients undergoing surgery for malignancy. Case 
Rep Oncol 2011; 4: 115-117.

[23]	 Varki A. Trousseau’s syndrome: multiple defini-
tions and multiple mechanisms. Blood 2007; 
110: 1723-1729.

[24]	 Dicke C and Langer F. Pathophysiology of Tr- 
ousseau’s syndrome. Hamostaseologie 2015; 
35: 52-59.

[25]	 Rao B, Gao Y, Huang J, Gao X, Fu X, Huang M, 
Yao J, Wang J, Li W, Zhang J, Liu H, Wang L and 
Wang J. Mutations of p53 and K-ras correlate 
TF expression in human colorectal carcino-
mas: TF downregulation as a marker of poor 
prognosis. Int J Colorectal Dis 2011; 26: 593-
601.

[26]	 Adam AP, George A, Schewe D, Bragado P, Igle-
sias BV, Ranganathan AC, Kourtidis A, Conklin 
DS and Aguirre-Ghiso JA. Computational identi-
fication of a p38SAPK-regulated transcription 
factor network required for tumor cell quies-
cence. Cancer Res 2009; 69: 5664-5672.

[27]	 Marin-Muller C, Li D, Bharadwaj U, Li M, Chen 
C, Hodges SE, Fisher WE, Mo Q, Hung MC and 
Yao Q. A tumorigenic factor interactome con-
nected through tumor suppressor microR-
NA-198 in human pancreatic cancer. Clin Can-
cer Res 2013; 19: 5901-5913.

[28]	 Kocaturk B and Versteeg HH. Tissue factor-in-
tegrin interactions in cancer and thrombosis: 
every Jack has his Jill. J Thromb Haemost 
2013; 11 Suppl 1: 285-293.

[29]	 Molnar S, Guglielmone H, Lavarda M, Rizzi ML 
and Jarchum G. Procoagulant factors in pa-
tients with cancer. Hematology 2007; 12: 555-
559.

[30]	 Sierko E, Wojtukiewicz MZ, Zawadzki R, Zim-
noch L and Kisiel W. Expression of protein 
c(pc), protein s (ps) and thrombomodulin (tm) 
in human colorectal cancer. Thromb Res 2010; 
125: e71-75.

[31]	 Yasar Yildiz S, Kuru P, Toksoy Oner E and Agir-
basli M. Functional stability of plasminogen 
activator inhibitor-1. ScientificWorldJournal 
2014; 2014: 858293.

[32]	 Elyamany G, Alzahrani AM and Bukhary E. Can-
cer-associated thrombosis: an overview. Clin 
Med Insights Oncol 2014; 8: 129-137.

[33]	 Nakashima MO and Rogers HJ. Hypercoagula-
ble states: an algorithmic approach to labora-
tory testing and update on monitoring of direct 
oral anticoagulants. Blood Res 2014; 49: 85-
94.

[34]	 Kawai K and Watanabe T. Colorectal cancer 
and hypercoagulability. Surg Today 2014; 44: 
797-803.


