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Abstract
Cancer patients have an increased risk of developing venous thromboembolism (VTE), a condi-
tion that is associated with increased morbidity and mortality. Although risk assessment tools 
have been developed, it is still very challenging to predict which cancer patients will suffer 
from VTE. The scope of this review is to summarize and discuss studies focusing on the link 
between genetic alterations and risk of cancer-associated thrombosis (CAT). Thus far, classical 
risk factors that contribute to VTE have been tried as risk factors of CAT, with low success. In 
support, hypercoagulant plasma profiles in patients with CAT differ from those with only VTE, 
indicating other risk factors that contribute to VTE in cancer. As germline mutations do not 
significantly contribute to elevated risk of VTE, somatic mutations in tumors may significantly 
associate with and contribute to CAT. As it is very time-consuming to investigate each and every 
mutation, an unbiased approach is warranted. In this light we discuss our own recent unbiased 
proof-of-principle study using RNA sequencing in isolated colorectal cancer cells. Our work has 
uncovered candidate genes that associate with VTE in colorectal cancer, and these gene pro-
files associated with VTE more significantly than classical parameters such as platelet counts, 
D-dimer, and P-selectin levels. Genes associated with VTE could be linked to pathways being 
involved in coagulation, inflammation and methionine degradation. We conclude that tumor cell-
specific gene expression profiles and/or mutational status has superior potential as predictors 
of VTE in cancer patients.
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Essentials
•	 The mechanisms behind cancer-associated thrombosis are poorly understood.
•	 The link between mutations and risk of cancer-associated thrombosis is discussed.
•	 Genetic profiling of tumors from patients may elucidate the underlying mechanisms.
•	 An unbiased molecular profiling could form a diagnostic tool to predict thrombosis in cancer.

1  | INTRODUCTION

The relationship between cancer and venous thromboembolism 
(VTE) is well established, however the underlying pathogenic 

mechanism has remained elusive. Among all patients with VTE, ap-
proximately one in five is diagnosed with cancer, whereas cancer 
patients have a four- to seven-fold increased risk for a VTE event.1-

3 Furthermore, cancer-associated thrombosis (CAT) contributes to 
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high morbidity and mortality, with VTE being the second cause of 
death—after cancer, itself.4,5 Besides the “classical” patient-related 
factors like age, ethnicity and prior history of VTE, several other 
risk factors intrinsic to cancer that may contribute to CAT have 
been addressed, such as higher tumor grade, metastatic disease, 
and cancer type. Cancer types may be classified into those that 
confer a high risk (pancreas, brain), moderate risk (lung, colon) and 
low risk (prostate, breast) of VTE.6,7 In addition, cancer treatment 
such as surgery and chemotherapy further increases the risk of 
VTE.8,9

In order to select those patients that are at (high) risk for VTE 
and those who might benefit from thromboprophylaxis, devel-
opment of an accurate prediction models is key. These models 
will undoubtedly become more accurate as we learn more on the 
mechanisms underlying CAT. Although extensive research has 
been performed on finding biomarkers that predict VTE in cancer 
patients, the focus in most studies was on coagulation factors—
either in terms of expression or genetic variants—and mediators. 
In this review we will discuss some of these risk factors, focusing 
mainly on potential tumor-derived biomarkers. Furthermore, we 
will present future directions that may be taken to increase the 
accuracy of CAT prediction models.

2  | RISK A SSESSMENT TOOL S

Over the years, several risk assessment tools have been developed 
to estimate the risk of CAT,6,10-12 but unfortunately, the accuracy of 
such tools is very low.9,13,14 The main limitations of these risk as-
sessment tools are: (a) while performing better in large cohort stud-
ies these tools are unable to predict CAT at the individual level, (b) 
these models are not developed for specific cancer types, (c) they 
underperform when used to predict risk of recurrence VTE, and (iv) 
they poorly predict increased risk of mortality. Inclusion of variables 
classically associated with VTE, such as platelet counts, D-Dimer and 
P-selectin levels, moderately improves power of such models. At the 
same time, it should be noted that these plasma-derived biomarkers 
are sensitive to circumstances like inflammation, surgery and chem-
otherapy, and therefore introduce a wide variability in their plasma 
concentrations.

The most recently developed risk score, TiC-Onco—that also in-
cludes genetic risk factors—showed a positive predictive value of up 
to 37%, which is only an incremental increase over the predictive 
values obtained after using the Khorana score that correctly pre-
dicted VTE in only 22% of the CAT patients.15

The main reason why progress in understanding and predicting 
CAT is slow is the fact that many investigators extrapolate classi-
cal VTE risk factors to CAT patients, with addition of a few extra 
risk factors related to cancer. However, a recent publication indi-
cates that cancer patients with VTE have different plasma profiles 
compared to patients with VTE only.16 In this study, the authors 
measured concentrations of 31 plasma proteins using multiplexed 
targeted proteomics. Here, the authors were able to identify and 

cluster 17 out of 25 cancer patients with VTE compared to healthy 
controls and patients with VTE only, based on their plasma protein 
levels. This research indicates that a “unique fingerprint” protein 
profile in CAT patients, and a combination of coagulation fac-
tors that differs from those in patients with VTE only, should be 
considered. Unfortunately, the authors do not explain what this 
unique barcode in their plasma is. Yet, while these findings need 
to be validated in other cohorts this approach holds promise for 
the future.

3  | TISSUE FACTOR

A protein that is considered the center of cancer-associated throm-
bosis is tissue factor (TF) as it plays a role in both tumor progres-
sion and VTE. Since the association and putative role of TF in CAT 
is extensively investigated and reviewed17-21 we will only briefly 
summarize the most important findings. TF is the activator of the 
extrinsic coagulation pathway, ultimately resulting in fibrin degrada-
tion and platelet activation. TF overexpression has been associated 
with reduced survival, increased angiogenesis, migration, and inva-
sive capacity of tumor cells in a number of cancer types (previously 
reviewed elsewhere19,20). At present, only a handful of studies have 
investigated the clinical association between tumor-expressed TF 
and the incidence of VTE. In pancreatic cancer, the risk of VTE was 
increased four-fold in patients with high tumor TF expression when 
compared to those with low TF levels.22 Furthermore, in a relatively 
small cohort, consisting of 32 ovarian cancer patients, TF expression 
showed a correlation with the incidence of thrombosis and D-dimer 
levels.23 However, not all studies confirm a link between TF and VTE. 
In a prospective study on non-small cell lung carcinoma (n = 39), TF 
expression did not associate with increased risk of VTE.24 Similarly, in 
a study by Thaler et al., TF expression in brain tumors did not associ-
ate with increased VTE events.25 Thus, high TF expression in tumors 
does not lead to VTE in cancer patients per se, while associations 
between TF and VTE risks may very well be cancer-type specific.

Stubborn as scientists may be—including ourselves—the search 
for a “black and white” association between TF and VTE in cancer 
patients continued. The majority of research attention then focused 
on associations between VTE- and TF-positive extracellular vesicles 
(TF+ EVs). Tumor cells may shed EVs into the bloodstream as a conse-
quence of cellular activation or cell death. As EVs typically contain sim-
ilar membrane-bound proteins as their mother cell, EVs can possess 
procoagulant activity that may contribute to VTE. Preclinical mouse 
models have demonstrated that TF+ EVs are being shed from pancre-
atic cancer cells into the bloodstream, mediating platelet activation 
and thrombus formation.26-28 Unfortunately, a relationship between 
circulating TF+ EVs and VTE in a clinical setting was only established 
in pancreatic cancer patients, while no correlation was found in other 
moderate-to-high-risk groups such as brain, colorectal, or lung cancer 
patients.29,30 Although we would have wished to consider TF the cen-
ter of cancer-associated thrombosis, no evidence has been found to 
consider TF (EVs) as the one and only risk factor or biomarker.
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4  | HOST-SPECIFIC GENETICS

Mutations in coagulation related genes are known contributors of 
VTE in non-cancer patients. Therefore, initial studies investigating 
CAT have focused on these “classical” targets. Factor V Leiden—a 
genetic variant that is resistant to inactivation by activated protein 
C—confers an increased risk of VTE with an odds ratio of 3.49 in the 
healthy population.31 While some studies suggest a two- to five-fold 
increased risk of VTE in cancer patients with Factor V Leiden,32-34 
other cohort studies were unable to confirm this association.35-37 
Similarly, polymorphisms in other coagulation-related genes, such 
as FII G20210A, FIII -603A/G, FIII +5466A>G, FXIII Val34Leu, and 
methylenetetrahydrofolate reductase C667T, showed no effect 
on VTE incidence in patients with and without cancer.34-36,38,39 
Altogether, these studies suggest that host-specific mutations and 
SNPs in coagulation factors are not main contributors of VTE in can-
cer patients, and therefore should not be considered as potential 
biomarkers.

In recent years, studies have also addressed involvement of un-
suspected gene variants as contributors to VTE in cancer patients. 
One example is a study in which colorectal cancer patients with a 
β3-integrin rs3809865 A/A genotype were shown to have an in-
creased risk of VTE compared to colorectal cancer patients with an 
A/T or T/T genotype.40 Although the causality between this gene 
variant and CAT remains unknown, the authors speculate that this 
variant might lead to an increased expression of β3-integrin, as this 
genotype is less susceptible to microRNA-mediated downregulation. 
To our knowledge, rs3809865 A/A–dependent β3-integrin expres-
sion on endothelial cells and platelets has not been investigated. 
Moreover, the risk of VTE in non-cancer patients with this genotype 
is unknown. Thus, while it is tempting to speculate on a link between 
β3-integrin rs3809865 A/A and an increased risk of VTE in patients 
with cancer, this hypothesis cannot be validated.

Others have reported synergistic effects of germline polymor-
phisms and chemotherapy—an anticancer strategy that increases 
the risk of VTE six-fold—on the incidence of VTE in cancer patients.8 
Specifically, patients with a polymorphism in the promoter region 
of vascular endothelial growth factor, at location -1154, appear to 
have a four-fold reduced risk of VTE (OR = 0.26) while treated with 
standard chemotherapies, like fluorouracil, irinotecan, or platinum-
based drugs.41 Gastrointestinal cancer patients carrying the tumor 
necrosis factor alpha -857 C/T polymorphism or a five-loci CTGGG 
haplotype (-863C/-857T/-376G/-308G/-238G) are at increased risk 
of VTE during fluorouracil-based chemotherapy.42

5  | TUMOR-SPECIFIC GENETICS

Tumor cells contain an abundance of mutations and show different 
gene expression profiles when compared to their untransformed 
counterparts. It is now believed that both somatic mutations and 
tumor cell–specific gene profiles might contribute to increased risk 
of CAT.

A number of studies have shown that mutational status associ-
ates with TF expression. For instance, in colorectal cancer TF ex-
pression is upregulated via MAPK and PI3K signaling pathways due 
to mutations in K-ras and loss of the tumor suppressor p53.19,20 In 
glioblastoma, TF expression is regulated in an EGFR-dependent 
manner together with loss of PTEN.21 In support, the link between 
elevated TF levels and mutations in K-ras, PTEN and p53 were con-
firmed in tumor specimens derived from patients with non-small cell 
lung cancer.22,23 Although TF expression does not necessarily asso-
ciate with a high risk of VTE, as discussed above, it may very well be 
that K-ras, p53, EGFR, and PTEN mutations have an impact on VTE 
(summarized in Table 1).

In a multicenter retrospective study cohort (activating) mutations 
in K-ras—specifically in codons 12 and 13—associated with a two-
fold increased risk of VTE in metastatic colorectal cancer patients 
when compared to those patients bearing a wild-type K-ras in colon 
tumors (OR = 2.21). Interestingly, when VTE was separated into pa-
tients with DVT or PE the odds ratio changed to 2.62 and 1.36, re-
spectively. Investigation of the seven most common K-ras mutation 
types did not reveal a specific variant that associates with VTE, sug-
gesting that hyperactivation of K-ras in general contributes to VTE in 
metastatic colorectal cancer patients.43 A retrospective case-control 
study in lung cancer confirmed the association between K-ras muta-
tion and increased VTE risk (OR = 2.67).44 Mechanistic studies have 
given more insight in the consequences of K-ras activation on tumor 
progression. K-ras promotes several signaling pathways, resulting in 
increased angiogenesis, inflammation, and invasion.45,46 Moreover, 
elevated levels of inflammatory mediators, eg, IL-6 and IL-8, may be 
found in tumor cells harboring a K-ras mutation.45 Interestingly, in-
creased IL-6 and IL-8 levels in plasma are associated with increased 
risk of VTE in non-cancer patients.47 It should, however, be noted 
that no correlations were found between interleukins and VTE in the 
Vienna Cancer and Thrombosis Study cohort,48 except for patients 
with pancreatic cancer. This might be attributed to the relatively low 
incidence of VTE in the cohort (7.2%) and that plasma was collected 
prior to cancer-related therapy, ruling out contributions of surgery 
and/or chemotherapy. Overall, this suggests that mutational status 
of K-ras might serve as a potential biomarker and might serve as an 
upstream regulator of CAT.

Unfortunately, associations between EGFR and VTE in cancer 
are less obvious. Although tumor specimens of high-grade astroc-
ytroma (a specific type of brain cancer) showed a strong correlation 
between TF and EGFR expression coinciding with an increase in in-
travascular thrombosis in the tumor, it was not examined if these 
patients indeed had (a)symptomatic VTE.49 In contrast with these 
data, a retrospective study showed a decreased hazard risk of VTE in 
EGFR-mutation bearing lung adenocarcinoma patients.50 Yet, in an-
other retrospective case-control study, no association of VTE events 
in EGFR mutated patients was found when compared to those with-
out.44 This latter group included all types of non-small cell lung car-
cinoma, with lung carcinoma constituting 72% and 57% of case and 
control patients, respectively. The majority of VTE events in lung 
cancer is associated with non-small cell lung carcinoma.51
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Another mutation found in 5% of the tumors from non-small 
cell lung carcinoma patients is chromosomal rearrangement of 
anaplastic lymphoma kinase (ALK). The first study on this muta-
tion and its link with CAT showed an increased risk of VTE.52 In 
a cohort of Canadian lung adenocarcinoma patients, VTE was di-
agnosed in over 40% of patients with ALK rearrangements, and 
in an Israeli validation cohort 28% of the patients with ALK re-
arrangements had VTE. In this latter cohort, patients were not 
screened for asymptomatic VTE diagnosis, which could explain 
the lower incidence rate. In contrast, in a retrospective study that 
consisted of a similar group size a trend of decreased VTE risk in 
patients with ALK rearrangement in lung adenocarcinoma was 
determined.50 Thus, ALK mutational status as a marker or even 
a driver for increased VTE risk in non-small cell lung carcinoma 
remains controversial.

In brain cancer, aggressive glioblastoma frequently harbor the 
wild-type variant of isocitrate dehydrogenase 1 or 2 (IDH1/2),53 
while somatic point mutations in IDH1/2 are associated with less 
aggressive behavior and less necrosis.54,55 A recent study has in-
vestigated whether patients with wild-type IDH1/2 glioblastoma 
are more likely to develop VTE. Interestingly, patients harbor-
ing IDH1/2 mutations did not develop VTE neither in a discov-
ery nor in a validation cohort, both consisting of approximately 
150 patients.56 Furthermore, only 2% of the tumors with IDH1/2 

mutation showed intratumoral microthrombi versus 86% in wild-
type IDH1/2 tumors. This association could be linked to reduced 
TF expression in the tumors and circulating procoagulant active 
TF+ EVs. Therefore, IDH1/2 mutation might be an interesting bio-
marker to predict which cancer patients have a decreased risk of 
VTE.

6  | UNBIASED SCREEN FOR RISK FACTORS 
IN CAT

It is a time-consuming effort to identify all mutations in tumors 
and to link them individually to risks of VTE in cancer. Therefore, 
we have previously proposed to screen—in an unbiased manner—
tumor gene expression profiles and/or mutations that associate 
with VTE in cancer patients. In a proof-of-principle study we 
showed that it is feasible to link tumor-specific gene expression 
profiles with VTE in colorectal cancer patients.57 In this study RNA 
from isolated tumor cells was subjected to next generation RNA 
sequencing, making it possible to compare expression profiles in 
tumor cells from colorectal cancer patients with VTE compared 
to colorectal cancer patients without VTE. Tumors from CAT pa-
tients had different expression profiles that involved pathways re-
lated to coagulation, inflammation, homocysteine production, and 

TABLE  1 Clinical studies on mutational status and cancer-associated thrombosis

Cancer Cohort type
Cohort 
size Tumor type

Gene of 
interest Outcome Remarks Ref

Colorectal Retrospective 172 Metastatic 
colorectal 
cancer

K-ras OR = 2.21 Bevacizumab independent; 
Multicenter

Ades et al. 2015

Lung Retrospective 
case-control

159 Non-small cell 
lung carcinoma

K-ras OR = 2.67 Corrales-
Rodriguez et al. 
2014

EGFR OR = 0.99

Retrospective 293 Lung 
adenocarci-
noma

EGFR HR = 0.46 TKI treatment reduces VTE 
risk

Davidsson et al. 
2017

ALK HR = 0.61 (ns)

Discovery 55 Lung 
adenocarci-
noma

ALK 41.8% VTE All patients had ALK 
rearrangement; included 
patients with VTE history 
and thromboprofylaxis

Zer et al. 2017

Validation 43 Non-small cell 
lung carcinoma

ALK 27.9% VTE All patients had ALK 
rearrangement; included 
patients with VTE history 
and thromboprofylaxis

Brain Discovery 169 Glioma IDH1/2 0% VTE Wild-type: 25.5% VTE; 
microthrombi in 85.5% WT 
vs. 1.9% in mutant

Unruh et al. 
2016

Validation 148 Glioma IDH1/2 0% VTE Wild-type: 29.5% VTE; 
microthrombi in 90.4% WT 
vs. 5.9% in mutant

ALK, anaplastic lymphoma kinase; HR, hazard ratio; IDH1/2, isocitrate dehydrogenase 1 or 2; OR, odds ratio; TKI, tyrosine kinase inhibitor; VTE, venous 
thromboembolism.
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liver- and retinoid X receptor function (Table 2). In addition, tumor 
specimens from CAT patients displayed a pro-inflammatory state 
and elevated fibrin deposition levels. Stratification of patients 
for timing of VTE (ie, VTE before colorectal cancer diagnosis or 
VTE around the time of colorectal cancer diagnosis), suggested 
that time of a VTE event influenced the set of observed gene ex-
pression profiles. Particularly, gene expression profiles suggested 
a pro-inflammatory status in patients with VTE prior to colorec-
tal cancer diagnosis and altered cellular metabolism in patients 
included in the group that experienced VTE around the time of 
colorectal cancer diagnosis. This may suggest that altered expres-
sion profiles within the tumor are affected by cancer treatment 
like surgery or chemotherapy. Hence, we assume that treatment-
related CAT and CAT in the absence of such treatment have differ-
ent etiologies, and this warrants further investigation.

This study opens up new possibilities in improving our under-
standing of the pathophysiological mechanism of CAT, to better 
treat CAT, and to improve CAT prediction models. It would be of 
interest to further investigate whether single or co-expression of 
the top 3 genes as identified in the patient group experiencing VTE 
before colorectal cancer diagnosis (REG4, SPINK4, and SERPINA1) 
could serve as a strong predictor of VTE in colorectal cancer pa-
tients. Additionally, these three genes encode secretable proteins 
and therefore future work is required to study if plasma levels could 
also serve as prognostic biomarkers.58-60 Furthermore, it would be 
interesting to investigate if there is a relationship and/or synergism 
with mutational status of K-ras, as this is already associated with 
CAT in colorectal cancer.43 Finally, future work may demonstrate 

that there is a link between the expression profiles in CAT and differ-
ent subtypes of colon cancer,61 as Magnus et al. previously reported 
glioblastoma subtype-specific phenotypes and altered coagulation-
related genes. Such identification may allow for personalized treat-
ment of colorectal cancer patients to prevent CAT.

Significant upregulation of REG4 was detected both in patients 
with VTE before, as well as around colorectal cancer diagnosis. 
Overexpression of Reg4 is associated with tumor progression, me-
tastasis and reduced survival.62-64 As mentioned before, risk of CAT 
increases dramatically in patients experiencing metastasis compared 
to non-metastatic cancer patients.65-67 Tumor cells must gain cancer 
stem cell properties and should undergo epithelial-to-mesenchymal 
transition, for successful metastasis.68,69 In the bloodstream pro-
coagulant functions rescue the circulating tumor cell from immune 
attack and shear stress, which additionally supports metastasis.70-72 
Of note, REG4 is associated with cancer stemness and metasta-
sis,73,74 suggesting that Reg4-dependent metastasis may be another 
mechanism leading to CAT. Unfortunately, thus far, no (genetic) re-
ports have been published on the mechanism linking metastasis to 
increased risk of VTE. We believe that rather than the metastatic le-
sion itself, circulating tumor cells contribute to VTE, as they: (i) pos-
sess procoagulant activity, (ii) may consist of large clumps of multiple 
cells, and (iii) are found in thrombi.75,76 Although, studies on this par-
ticular topic are rather inconclusive, Mego et al. recently reported in 
a US-based retrospective study that 9% of (metastatic) breast cancer 
patients experienced CAT with circulating tumor cells detectable, 
whereas patients without detectable circulating tumor cells had no 
VTE.77 Discrimination of circulating tumor cells into epithelial or 

TABLE  2 Expression profile and 
associated canonical pathways in 
colorectal cancer patients with VTE 
before or around diagnosis

−1 year ≤ Cancer diagnosis −3 ≤  Cancer diagnosis ≤ +3 Months

P value P value

Top canonical pathways

LXR/RXR activation 1,39E-03 Methionine degradation I 9,79E-03

FXR/RXR activation 1,51E-03 Cysteine biosynthesis III 1,07E-02

Atherosclerosis signalling 1,53E-03 Superpathway of methionine 
degradation

1,67E-02

Coagulation system 1,63E-02 Glutamate receptor 
signalling

2,64E-02

Thyroid cancer signalling 1,86E-02 Autophagy 2,86E-02

−1 year ≤ Cancer diagnosis −3 ≤  Cancer diagnosis ≤ +3 Months

Genes AvgLog2FC
Adjusted P 
value Genes AvgLog2FC

Adjusted P 
value

Gene expression profile

 REG4 7,3 1,18E-09 GBP4 3,9 3,07E-07

 SPINK4 6,7 1,63E-05 XKR9 6,2 1,08E-06

 SERPINA1 6,8 5,45E-04 CTSE 7,2 1,87E-06

 SLITRK6 4,0 6,44E-03 AHCYL2 2,8 2,55E-05

 SBSPON 4,2 8,49E-02 GRM8 -5,1 2,77E-05

 DEFA 4,3 1,13E-01 REG4 5,5 1,49E-04

Table adjusted from Ünlü et al.57
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mesenchymal-like circulating tumor cells in a Slovakian cohort with 
116 early breast cancer patients showed no differences, with only 
one patient with mesenchymal-like circulating tumor cells eventually 
developing VTE.78 Therefore, future research directions may include 
genetic profiling, using RNAseq, of circulating tumor cells, primary 
and metastatic tumors in patients with and without CAT.

7  | CONCLUSION

Despite over 150 years of effort to elucidate mechanisms behind 
CAT, or to accurately predict which cancer patients have an in-
creased risk of CAT, research has made only incremental steps for-
ward. With the most recently developed risk assessment tools only 
37% cases of CAT can be predicted, which is—in our opinion—not 
accurate enough. Therefore, scientists should change their view 
on the mechanisms behind VTE in cancer patients. Classical risk 
factors of VTE cannot be extrapolated to cancer patients, nor do 
(mutations in) coagulation-related genes significantly contribute to 
CAT. So far, germline variants have only been shown to affect VTE 
risk during chemotherapy. Thus, we believe that understanding the 
mechanism behind CAT comes from genetic profiling of tumors. At 
present, only mutations in K-ras in colon and lung cancer show an 
association with increased risk of VTE, while IDH1/2 mutations are 
associated with a decrease in VTE risk in glioblastoma patients. As 
it is time consuming to investigate the role of every gene in CAT 
one by one searching for genes that associate with CAT an unbiased 
manner may be more appropriate. This should ultimately lead to the 
discovery of novel biomarkers that potentially serve as a diagnos-
tic tool. Furthermore, it will also give more insight in the upstream 
biological processes that provoke a hypercoagulant state, leading 
to VTE. We furthermore recommend assessing genetic profiles in 
each cancer (sub)type separately, since different genetic events that 
associate with CAT may be dependent on processes that are cancer 
type-specific.

REL ATIONSHIP DISCLOSURE

None of the authors have any disclosures relevant to this paper.

AUTHOR CONTRIBUTIONS

BU wrote the manuscript, HHV supervised and edited the 
manuscript.

ORCID

Betül Ünlü   http://orcid.org/0000-0001-5587-4176 

REFERENCES

	 1.	 Streiff MB. Thrombosis in the setting of cancer. Hematology Am 
Soc Hematol Educ Program. 2016;2016:196–205.

	 2.	 Heit JA, O’Fallon WM, Petterson TM, et  al. Relative impact of 
risk factors for deep vein thrombosis and pulmonary embolism: a 
population-based study. Arch Intern Med. 2002;162:1245–8.

	 3.	 Falanga A, Russo L. Epidemiology, risk and outcomes of venous 
thromboembolism in cancer. Hamostaseologie. 2012;32:115–25.

	 4.	 Timp JF, Braekkan SK, Versteeg HH, Cannegieter SC. Epidemiology 
of cancer-associated venous thrombosis. Blood. 2013;122:1712–23.

	 5.	 Khorana AA, Francis CW, Culakova E, Kuderer NM, Lyman GH. 
Thromboembolism is a leading cause of death in cancer pa-
tients receiving outpatient chemotherapy. J Thromb Haemost. 
2007;5:632–4.

	 6.	 Khorana AA, Kuderer NM, Culakova E, Lyman GH, Francis 
CW. Development and validation of a predictive model for 
chemotherapy-associated thrombosis. Blood. 2008;111:4902–7.

	 7.	 Gade IL, Braekkan SK, Naess IA, et  al. The impact of initial can-
cer stage on the incidence of venous thromboembolism: the 
Scandinavian Thrombosis and Cancer (STAC) Cohort. J Thromb 
Haemost. 2017;15:1567–75.

	 8.	 Khalil J, Bensaid B, Elkacemi H, et al. Venous thromboembolism in 
cancer patients: an underestimated major health problem. World J 
Surg Oncol. 2015;13:204.

	 9.	 Thaler J, Ay C, Pabinger I. Venous thromboembolism in cancer pa-
tients - risk scores and recent randomised controlled trials. Thromb 
Haemost. 2012;108:1042–8.

	10.	 Caprini JA. Thrombosis risk assessment as a guide to quality patient 
care. Dis Mon. 2005;51:70–8.

	11.	 Louzada ML, Carrier M, Lazo-Langner A, et al. Development of a 
clinical prediction rule for risk stratification of recurrent venous 
thromboembolism in patients with cancer-associated venous 
thromboembolism. Circulation. 2012;126:448–54.

	12.	 Ay C, Dunkler D, Marosi C, et al. Prediction of venous thromboem-
bolism in cancer patients. Blood. 2010;116:5377–82.

	13.	 Tafur AJ, Caprini JA, Cote L, et al. Predictors of active cancer throm-
boembolic outcomes. RIETE experience of the Khorana score in 
cancer-associated thrombosis. Thromb Haemost. 2017;117:1192–8.

	14.	 Metcalf RL, Al-Hadithi E, Hopley N, et al. Characterisation and risk 
assessment of venous thromboembolism in gastrointestinal can-
cers. World J Gastrointest Oncol. 2017;9:363–71.

	15.	 Munoz Martin AJ, Ortega I, Font C, et  al. Multivariable clinical-
genetic risk model for predicting venous thromboembolic events in 
patients with cancer. Br J Cancer. 2018;118(8):1056–61.

	16.	 Mohammed Y, van Vlijmen BJ, Yang J, et al. Multiplexed targeted 
proteomic assay to assess coagulation factor concentrations and 
thrombosis-associated cancer. Blood Adv. 2017;1:1080–7.

	17.	 Hisada Y, Mackman N. Cancer-associated pathways and biomarkers 
of venous thrombosis. Blood. 2017;130:1499–506.

	18.	 Langer F, Bokemeyer C. Crosstalk between cancer and haemosta-
sis. Implications for cancer biology and cancer-associated throm-
bosis with focus on tissue factor. Hamostaseologie. 2012;32: 
95–104.

	19.	 Ünlü B, Versteeg HH. Effects of tumor-expressed coagulation fac-
tors on cancer progression and venous thrombosis: is there a key 
factor? Thromb Res. 2014;133(Suppl 2):S76–84.

	20.	 van den Berg YW, Osanto S, Reitsma PH, Versteeg HH. The rela-
tionship between tissue factor and cancer progression: insights 
from bench and bedside. Blood. 2012;119:924–32.

	21.	 Date K, Hall J, Greenman J, Maraveyas A, Madden LA. Tumour 
and microparticle tissue factor expression and cancer thrombosis. 
Thromb Res. 2013;131:109–15.

	22.	 Khorana AA, Ahrendt SA, Ryan CK, et al. Tissue factor expression, 
angiogenesis, and thrombosis in pancreatic cancer. Clin Cancer Res. 
2007;13:2870–5.

	23.	 Uno K, Homma S, Satoh T, et  al. Tissue factor expression as a 
possible determinant of thromboembolism in ovarian cancer. Br J 
Cancer. 2007;96:290–5.

http://orcid.org/0000-0001-5587-4176
http://orcid.org/0000-0001-5587-4176


628  |     ÜNLÜ and VERSTEEG

	24.	 de Meis E, Azambuja D, Ayres-Silva JP, et al. Increased expression of 
tissue factor and protease-activated receptor-1 does not correlate 
with thrombosis in human lung adenocarcinoma. Braz J Med Biol 
Res. 2010;43:403–8.

	25.	 Thaler J, Preusser M, Ay C, et al. Intratumoral tissue factor expres-
sion and risk of venous thromboembolism in brain tumor patients. 
Thromb Res. 2013;131:162–5.

	26.	 Geddings JE, Hisada Y, Boulaftali Y, et  al. Tissue factor-positive 
tumor microvesicles activate platelets and enhance thrombosis in 
mice. J Thromb Haemost. 2016;14:153–66.

	27.	 Mege D, Mezouar S, Dignat-George F, Panicot-Dubois L, Dubois C. 
Microparticles and cancer thrombosis in animal models. Thromb 
Res. 2016;140(Suppl 1):S21–6.

	28.	 Hisada Y, Mackman N. Mouse models of cancer-associated throm-
bosis. Thromb Res. 2018;164(Suppl 1):S48–53.

	29.	 Geddings JE, Mackman N. Tumor-derived tissue factor-positive 
microparticles and venous thrombosis in cancer patients. Blood. 
2013;122:1873–80.

	30.	 Thaler J, Ay C, Mackman N, et al. Microparticle-associated tissue 
factor activity, venous thromboembolism and mortality in pan-
creatic, gastric, colorectal and brain cancer patients. J Thromb 
Haemos. 2012;10:1363–70.

	31.	 Segal JB, Brotman DJ, Necochea AJ, et al. Predictive value of factor 
V Leiden and prothrombin G20210A in adults with venous throm-
boembolism and in family members of those with a mutation: a sys-
tematic review. JAMA. 2009;301:2472–85.

	32.	 Pabinger I, Ay C, Dunkler D, et  al. Factor V Leiden mutation in-
creases the risk for venous thromboembolism in cancer patients 
- results from the Vienna Cancer And Thrombosis Study (CATS). J 
Thromb Haemost. 2015;13:17–22.

	33.	 Blom JW, Doggen CJ, Osanto S, Rosendaal FR. Malignancies, pro-
thrombotic mutations, and the risk of venous thrombosis. JAMA. 
2005;293:715–22.

	34.	 Eroglu A, Ceylan GG, Ozturk E, Yalcin A, Yalcin B, Karasoy D. The 
efficacy of tissue factor -603A/G and +5466A>G polimorphisms at 
the development of venous thromboembolism in cancer patients. 
Exp Oncol. 2016;38:187–90.

	35.	 Onur E, Kurdal AT, Tugrul B, et al. Is genetic screening necessary for 
determining the possibility of venous thromboembolism in cancer 
patients? Med Princ Pract. 2012;21:160–3.

	36.	 Ramacciotti E, Wolosker N, Puech-Leao P, et al. Prevalence of fac-
tor V Leiden, FII G20210A, FXIII Val34Leu and MTHFR C677T poly-
morphisms in cancer patients with and without venous thrombosis. 
Thromb Res. 2003;109:171–4.

	37.	 Otterson GA, Monahan BP, Harold N, Steinberg SM, Frame JN, 
Kaye FJ. Clinical significance of the FV:Q506 mutation in unse-
lected oncology patients. Am J Med. 1996;101:406–12.

	38.	 Eroglu A, Ulu A, Cam R, Kurtman C, Akar N. Prevalence of Factor V 
1691 G-A (Leiden) and prothrombin G20210A polymorphisms and 
the risk of venous thrombosis among cancer patients. J Thromb 
Thrombolysis. 2007;23:31–4.

	39.	 Donati MB, Falanga A. Pathogenetic mechanisms of thrombosis in 
malignancy. Acta Haematol. 2001;106:18–24.

	40.	 Bianconi D, Schuler A, Pausz C, et al. Integrin beta-3 genetic vari-
ants and risk of venous thromboembolism in colorectal cancer pa-
tients. Thromb Res. 2015;136:865–9.

	41.	 Ferroni P, Palmirotta R, Riondino S, et  al. VEGF gene promoter 
polymorphisms and risk of VTE in chemotherapy-treated cancer 
patients. Thromb Haemost. 2016;115:143–51.

	42.	 Roselli M, Ferroni P, Rolfo C, et al. TNF-alpha gene promoter polymor-
phisms and risk of venous thromboembolism in gastrointestinal can-
cer patients undergoing chemotherapy. Ann Oncol. 2013;24:2571–5.

	43.	 Ades S, Kumar S, Alam M, et al. Tumor oncogene (KRAS) status and 
risk of venous thrombosis in patients with metastatic colorectal 
cancer. J Thromb Haemost. 2015;13:998–1003.

	44.	 Corrales-Rodriguez L, Soulieres D, Weng X, Tehfe M, Florescu 
M, Blais N. Mutations in NSCLC and their link with lung cancer-
associated thrombosis: a case-control study. Thromb Res. 
2014;133:48–51.

	45.	 Siddiqui I, Erreni M, Kamal MA, et al. Differential role of Interleukin-1 
and Interleukin-6 in K-Ras-driven pancreatic carcinoma undergoing 
mesenchymal transition. Oncoimmunology. 2018;7:e1388485.

	46.	 Rak J, Mitsuhashi Y, Bayko L, et al. Mutant ras oncogenes upregu-
late VEGF/VPF expression: implications for induction and inhibition 
of tumor angiogenesis. Cancer Res. 1995;55:4575–80.

	47.	 Branchford BR, Carpenter SL. The role of inflammation in venous 
thromboembolism. Front Pediatr. 2018;6:142.

	48.	 Reitter EM, Ay C, Kaider A, et  al. Interleukin levels and their po-
tential association with venous thromboembolism and survival in 
cancer patients. Clin Exp Immunol. 2014;177:253–60.

	49.	 Rong Y, Belozerov VE, Tucker-Burden C, et  al. Epidermal growth 
factor receptor and PTEN modulate tissue factor expression in glio-
blastoma through JunD/activator protein-1 transcriptional activity. 
Cancer Res. 2009;69:2540–9.

	50.	 Davidsson E, Murgia N, Ortiz-Villalon C, et  al. Mutational status 
predicts the risk of thromboembolic events in lung adenocarci-
noma. Multidiscip Respir Med. 2017;12:16.

	51.	 Blom JW, Osanto S, Rosendaal FR. The risk of a venous thrombotic 
event in lung cancer patients: higher risk for adenocarcinoma than 
squamous cell carcinoma. J Thromb Haemost. 2004;2:1760–5.

	52.	 Zer A, Moskovitz M, Hwang DM, et al. ALK-rearranged non-small-
cell lung cancer is associated with a high rate of venous thrombo-
embolism. Clin Lung Cancer. 2017;18:156–61.

	53.	 Dang L, White DW, Gross S, et al. Cancer-associated IDH1 muta-
tions produce 2-hydroxyglutarate. Nature. 2009;462:739–44.

	54.	 Lai A, Kharbanda S, Pope WB, et al. Evidence for sequenced molec-
ular evolution of IDH1 mutant glioblastoma from a distinct cell of 
origin. J Clin Oncol. 2011;29:4482–90.

	55.	 Noushmehr H, Weisenberger DJ, Diefes K, et al. Cancer Genome 
Atlas Research N. Identification of a CpG island methylator phe-
notype that defines a distinct subgroup of glioma. Cancer Cell. 
2010;17:510–22.

	56.	 Unruh D, Schwarze SR, Khoury L, et al. Mutant IDH1 and thrombo-
sis in gliomas. Acta Neuropathol. 2016;132:917–30.

	57.	 Unlu B, van Es N, Arindrarto W, et al. Genes associated with ve-
nous thromboembolism in colorectal cancer patients. J Thromb 
Haemost. 2018;16:293–302.

	58.	 Saukkonen K, Hagstrom J, Mustonen H, et al. Prognostic and diag-
nostic value of REG4 serum and tissue expression in pancreatic duc-
tal adenocarcinoma. Tumour Biol. 2018;40:1010428318761494.

	59.	 Wapenaar MC, Monsuur AJ, Poell J, et  al. The SPINK gene fam-
ily and celiac disease susceptibility. Immunogenetics. 2007;59: 
349–57.

	60.	 Willson JA, Muir CA, Evered CL, Cepeda MA, Damjanovski S. Stable 
expression of alpha1-antitrypsin Portland in MDA-MB-231 cells 
increased MT1-MMP and MMP-9 levels, but reduced tumour pro-
gression. J Cell Commun Signal. 2018;12:479–88.

	61.	 Guinney J, Dienstmann R, Wang X, et al. The consensus molecular 
subtypes of colorectal cancer. Nat Med. 2015;21:1350–6.

	62.	 Zhu X, Han Y, Yuan C, et al. Overexpression of Reg4, alone or com-
bined with MMP-7 overexpression, is predictive of poor prognosis 
in colorectal cancer. Oncol Rep. 2015;33:320–8.

	63.	 Kawasaki Y, Matsumura K, Miyamoto M, et al. REG4 is a transcrip-
tional target of GATA6 and is essential for colorectal tumorigenesis. 
Sci Rep. 2015;5:14291.

	64.	 Wang H, Hu L, Zang M, et al. REG4 promotes peritoneal metastasis 
of gastric cancer through GPR37. Oncotarget. 2016;7:27874–88.

	65.	 Streiff MB. Association between cancer types, cancer treatments, 
and venous thromboembolism in medical oncology patients. Clin 
Adv Hematol Oncol. 2013;11:349–57.



     |  629ÜNLÜ and VERSTEEG

	66.	 Chew HK, Wun T, Harvey D, Zhou H, White RH. Incidence of ve-
nous thromboembolism and its effect on survival among patients 
with common cancers. Arch Intern Med. 2006;166:458–64.

	67.	 Sorensen HT, Mellemkjaer L, Olsen JH, Baron JA. Prognosis of 
cancers associated with venous thromboembolism. N Engl J Med. 
2000;343:1846–50.

	68.	 Pastushenko I, Brisebarre A, Sifrim A, et  al. Identification of 
the tumour transition states occurring during EMT. Nature. 
2018;556:463–8.

	69.	 Chae YC, Kim JH. Cancer stem cell metabolism: target for cancer 
therapy [published online ahead of print May 16, 2018]. BMB Rep. 
2018; pii:4206.

	70.	 Degen JL, Palumbo JS. Hemostatic factors, innate immunity and 
malignancy. Thromb Res. 2012;129(Suppl 1):S1–5.

	71.	 Palumbo JS, Talmage KE, Massari JV, et  al. Tumor cell-associated 
tissue factor and circulating hemostatic factors cooperate to in-
crease metastatic potential through natural killer cell-dependent 
and-independent mechanisms. Blood. 2007;110:133–41.

	72.	 Palumbo JS, Talmage KE, Massari JV, et al. Platelets and fibrin(o-
gen) increase metastatic potential by impeding natural killer cell-
mediated elimination of tumor cells. Blood. 2005;105:178–85.

	73.	 Zhou W, Sun M, Wang DL, et al. Silencing of RegIV by shRNA causes 
the loss of stemness properties of cancer stem cells in MKN45 gas-
tric cancer cells. Oncol Rep. 2013;30:2685–90.

	74.	 Sasaki N, Sachs N, Wiebrands K, et al. Reg4 +  deep crypt secretory 
cells function as epithelial niche for Lgr5 +  stem cells in colon. Proc 
Natl Acad Sci U S A. 2016;113:E5399–407.

	75.	 Tormoen GW, Haley KM, Levine RL, McCarty OJ. Do circulating 
tumor cells play a role in coagulation and thrombosis? Front Oncol. 
2012;2:115.

	76.	 Liotta LA, Saidel MG, Kleinerman J. The significance of hematog-
enous tumor cell clumps in the metastatic process. Cancer Res. 
1976;36:889–94.

	77.	 Mego M, Zuo Z, Gao H, et  al. Circulating tumour cells are linked 
to plasma D-dimer levels in patients with metastatic breast cancer. 
Thromb Haemost. 2015;113:593–8.

	78.	 Bystricky B, Jurisova S, Karaba M, et al. Relationship between circu-
lating tumor cells and tissue plasminogen activator in patients with 
early breast cancer. Anticancer Res. 2017;37:1787–91.

How to cite this article: Ünlü B, Versteeg HH. Cancer-
associated thrombosis: The search for the holy grail continues. 
Res Pract Thromb Haemost. 2018;2:622–629. https://doi.
org/10.1002/rth2.12143

https://doi.org/10.1002/rth2.12143
https://doi.org/10.1002/rth2.12143

