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Abstract: Lung cancer is the leading cause of cancer-related deaths worldwide. Although molecular
therapies have emerged as efficacious strategies for the treatment of lung cancer, surgical resection
is still recommended as a radical therapeutic option. Currently, lobectomy is regarded as the most
reliable radical treatment of primary lung cancer. Among the various complications after lobectomy,
cerebral thromboembolism requires attention as a life-threatening complication during the early
postoperative period. It occurs in 0.2–1.2% of surgical cases of lung cancer and typically develops
following left upper lobectomy with a long pulmonary vein stump (PVS). PVS-associated thrombosis
is known to cause cerebral thromboembolism after such procedures; however, distinguishing
this specific complication from that caused by postoperative atrial fibrillation is challenging.
We summarize herein the diagnostic pathology of thrombus formation in accordance with its
thrombogenic mechanism. We focus on the potential utility of the pathological assessment of
thrombectomy specimens. The morphological information obtained from these specimens enables
the presumption of thrombogenic etiology and provides useful clues to both select an appropriate
pharmacotherapy and determine a follow-up treatment for cerebral thromboembolism.
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1. Introduction

Lung cancer is the leading cause of cancer deaths globally [1,2]. Although molecular therapies
have emerged as efficacious strategies for the treatment of lung cancer [3–6], surgical resection is
still recommended as a radical therapeutic option. Sublobar resection (segmentectomy or wedge
resection) has been recently utilized for cases of small-sized non-small cell lung carcinoma (NSCLC);
however, lobectomy remains the most reliable radical treatment of primary lung cancer. Lobectomy
requires the amputation of involved pulmonary vessels [7,8]. Various complications after lobectomy,
including bleeding, infection, atelectasis, air leak, pneumothorax, chylothorax, empyema, and cardiac
complications (e.g., atrial fibrillation (AF) and cardiac tamponade) have been observed [9–14]. Among
these complications, cerebral thromboembolism is a life-threatening condition during the early
postoperative period, occurring in 0.2–1.2% of surgical lung cancer cases [14–18].
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Cerebral thromboembolism most commonly develops after left upper lobectomy [16–20] but rarely
after left lower lobectomy [16,21]. As left upper lobectomy generally requires a longer pulmonary vein
stump (PVS) than other types of lobectomy, the longer PVS is susceptible to thrombogenesis via blood
stasis, resulting in cerebral thromboembolism [18–20]. Aside from PVS-associated thrombogenesis,
paroxysmal AF, which is a common complication after general thoracic surgeries, also causes cerebral
thromboembolism. While it is challenging to identify the precise etiology of a thrombus, determining
this information is important for the selection of the most appropriate pharmacotherapy and follow-up
treatment for patients with chronic cerebral thromboembolism. Some may believe that cerebral
thromboembolism after lung cancer surgery is attributable to Trousseau’s syndrome; however, various
factors affecting the thrombogenic mechanism must be considered. We herein review the mechanism
by which cerebral thromboembolism develops after lobectomy for lung cancer with a special focus on
the pathogenesis of thrombus formation and its pathological diagnosis.

2. Mechanism of Thrombus Formation (Virchow’s Triad)

2.1. Normal Hemostasis and the Coagulation Cascade

To better understand the thrombogenic mechanism, it is necessary to comprehend the general
sequence of hemostasis and the coagulation cascade (Figure 1).
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Figure 1. The coagulation pathway and its relationship to the fibrinolytic system (modification of
reference [22]). In the coagulation cascade, the activation of factor X is initiated by both extrinsic and
intrinsic pathways, which converge in the formation of a fibrin plug, which is degraded by plasmin in
the fibrinolytic system. Activated factors are indicated with a lowercase “a”.

In cases of tissue injury, the endothelium is damaged and vascular constriction is regulated
by the neurogenic reflex and locally secreted factors (e.g., endothelium-derived endothelin) [22,23].
In the damaged endothelium, both platelet adherence and activation are triggered by the exposure
of the highly thrombogenic subendothelial extracellular matrix (ECM). Subsequently, hemostatic
plugs, composed of platelet aggregates, develop during primary hemostasis [22]. Thereafter,
the transmembrane receptor tissue factor (TF, also known as factor III, an endothelium-derived
procoagulant protein) is exposed at the site of the lesion [22]. Through its interaction with factor
VII, TF triggers the coagulation cascade, eventually converting prothrombin into thrombin. During
secondary hemostasis, thrombin cleaves circulating fibrinogen into insoluble fibrin, generates a
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network of fibrin mesh, and recruits platelets to the injured site (Figure 1) [22,23]. Solid plugs are
formed by polymerized fibrin and platelet aggregates [22].

In the blood coagulation cascade, factor X (the initiator of the common pathway) is activated
via two distinct pathways (extrinsic and intrinsic) (Figure 1). The extrinsic pathway is triggered by
endothelial damage related to tissue injury, whereas the intrinsic pathway is activated only upon
exposure of factor XII to a thrombogenic surface. Although separate, these pathways interconnect
at several points [22]. For example, factor IX is activated by factor XIa but is also activated via its
interaction with factor VIIa [22] (Figure 1). Both the extrinsic and intrinsic pathways lead to the
common pathway, terminating in the formation of fibrin plugs, which are degraded by plasmin in the
fibrinolytic system [22,24].

In clinical laboratory testing, the function of the coagulation cascade is typically assessed by
prothrombin time (PT) and activated partial thromboplastin time (APTT). The function of the extrinsic
pathway (factors VII, X, II, and V, and fibrinogen) is assessed by PT, whereas the function of the intrinsic
pathway (factors XII, XI, IX, VIII, X, and V, prothrombin, and fibrinogen) is evaluated by APTT [22].

Recent studies developed the cell-based model of hemostasis and revealed the mechanisms by
which cellular elements influence the hemostatic process [25,26]. According to this model, coagulation
occurs on the surface of platelets and/or other TF-exposing cells via the following three phases:
(i) initiation, which occurs on TF-bearing cells; (ii) amplification, in which platelets and co-factors are
activated to trigger large scale thrombin generation on the platelet surface; and (iii) propagation,
in which large amounts of thrombin are generated on the surface of activated platelets [25,26].
This cell-based model provides an explanation of hemostasis from diversified views, as opposed
to a protein-based model [25,26].

2.2. Mechanism of Thrombosis (Virchow’s Triad)

The concept of Virchow’s triad, which involves three factors (i.e., endothelial injury, hemodynamic
changes (stasis or turbulence), and hypercoagulability), is used to identify the thrombogenic
mechanism under abnormal conditions (Figure 2) [22,24,27].
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Figure 2. Scheme of thrombosis triggered by Virchow’s triad (modification of reference 22). Thrombosis
is caused by endothelial injury, abnormal blood flow (e.g., stasis and turbulence of blood flow), and/or
hypercoagulability. These three factors interact with each other. AF, atrial fibrillation; DIC, disseminated
intravascular coagulopathy; HIT, heparin-induced thrombocytopenia.
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Among these three factors, endothelial injury is the most influential in terms of cardiac and
arterial thromboses, and it is usually accompanied by traumatic or inflammatory injury of the
vascular endothelium or endocardium. Endothelial injury causes exposure of the subendothelial
ECM, leading to platelet adherence and activation. Furthermore, dysfunctional endothelial cells can
generate high levels of procoagulant factors (e.g., platelet adhesion molecules, TF, and plasminogen
activator inhibitors) and may produce fewer anticoagulant effectors (e.g., thrombomodulin
and prostacyclin) [22].

Hemodynamic changes (stasis or turbulence) can increase procoagulant activity and leukocytic
adhesion by modulating endothelial cell gene expression [22]. Hemodynamic changes also inhibit
washout or dilution of clotting activators via the circulation of fresh blood [22]. While blood stasis
is a major cause of venous thrombosis [28], turbulent blood flow can contribute to cardiac and
arterial thromboses. Notably, turbulent blood blow can also induce thrombogenesis by injuring the
endothelium, suggesting a close interaction between hemodynamic changes and endothelial injury
(Figure 2).

Hypercoagulability is also important in thrombosis because clotting factors themselves trigger
thrombogenesis and enhance thrombosis in genetic hypercoagulable states (e.g., mutations in
factor V and prothrombin) [22]. Furthermore, thrombosis due to other hypercoagulable conditions
(e.g., disseminated intravascular coagulopathy (DIC), heparin-induced thrombocytopenia, and
Trousseau’s syndrome) can also be attributed to hypercoagulability.

Virchow’s triad is conceptually composed of the above-mentioned three factors, which are closely
associated with each other during thrombogenesis under abnormal conditions.

2.3. Recent Molecular Studies on Thrombosis

Here, we describe recent molecular studies on thrombus formation, specifically those focusing on
its associations with platelet-related molecules, neutrophils, and microRNAs (miRNAs).

In thrombogenesis, platelets adhere to ECM largely through the interaction between
von Willebrand factor and glycoprotein Ib [22]. Platelet glycoprotein Ib, which acts as a platelet
surface receptor in thrombogenesis, has also been associated with the metastatic potential of lung
cancer [29]. Granules (particularly α-granules), which are released from platelets just after the adhesion
to ECM, contain platelet-derived growth factors [22,30,31]. This type of growth factor has been shown
to promote lung carcinogenesis [30,31]. These lines of evidence indicate that platelets play an important
role in thrombogenesis as well as in tumorigenesis.

Recent studies have also revealed an important role of neutrophils in thrombogenesis [32–35].
Neutrophils produce TF in inflammatory conditions, and consequently activate the extrinsic
pathway [32]. Furthermore, neutrophils promote thrombogenesis by interacting with platelets and
forming neutrophil extracellular traps, which are network structures comprising DNA, histone,
and granular antimicrobial proteins (e.g., neutrophil elastase). Through these mechanisms, neutrophils
act as important mediators in thrombogenesis [32–35].

While miRNAs have been associated with cancer development, in the field of cardiovascular
pathology, their association with atherosclerosis has also been investigated in detail [24]. Hemodynamic
shear stress has been associated with miRNAs that modulate endothelial proliferation and
inflammation [36,37]. For instance, miRNA-92a inhibits the transcription of Krüppel-like factor 2
(KLF2) and KLF4. These KLF genes, known as atheroprotective genes, suppress thrombosis by
regulating the differentiation of smooth muscle cells in the vascular wall [38,39]. Both KLF2 and
KLF4 have been shown to act as tumor suppressors in NSCLC, attracting attention in the field of
thoracic oncology [40–42].

A number of recent studies have investigated the processes by which cell-to-cell transport occurs
via miRNAs within extracellular vesicles or exosomes [43,44]. Additional effort should be focused on
understanding the molecular pathophysiology of the thrombogenic process for the better management
of thromboembolism.
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3. Trousseau’s Syndrome

3.1. Overview

Trousseau’s syndrome is defined as a coagulopathology associated with visceral cancer and is
considered a paraneoplastic syndrome [36]. It was initially considered a condition of cancer-associated
thrombophlebitis, especially deep vein thrombosis (DVT) and pulmonary thromboembolism (PTE),
leading to the discovery of an underlying cancer. Armand Trousseau, a French neurologist, recognized
this syndrome and reported three cases of cancer-associated DVT in the 1860s [27,45,46]. He himself
suffered from a similar condition, resulting from gastric cancer [45]. Recently, the concept of Trousseau’s
syndrome has been expanded to include venous and arterial cancer-associated coagulopathies
(e.g., microangiopathy, verrucous endocarditis, and arterial emboli caused by DIC) [27,45,47].

Although Trousseau’s syndrome is widely recognized by physicians, its exact definition has not yet
been established. Some insist that cancer-associated thrombosis accompanied by a hypercoagulopathy
is included in the definition of Trousseau’s syndrome. On the other hand, some physicians strictly
use this term only in cases of cancer-associated venous thrombosis that lead to the discovery of an
underlying cancer [48,49]. In this review, we use the term “Trousseau’s syndrome” for both venous
and arterial cancer-associated coagulopathies, but do not include a hypercoagulopathy accompanied
by a noncancer-associated coagulopathy in the broader definition of Trousseau’s syndrome, in line
with a previous review of this condition [45].

3.2. Clinical Characteristics Related to Cerebral Thromboembolism

Trousseau’s syndrome has been used to describe various conditions, ranging from its original
definition (a state of cancer-associated thrombophlebitis, especially DVT and PTE) to any kind of
cancer-associated coagulopathy [27,45,48,49]. A prior study of autopsy cases reported that about 7.5%
of cancer patients suffer a cerebral infarction during their illness [50]. Among these cases, nearly
one-half were attributed to nonbacterial thrombotic endocarditis (NBTE) or DIC [50], which resulted
from hypercoagulable states that were attributable, at least in part, to sialomucin produced by
an adenocarcinoma [51,52]. Indeed, adenocarcinoma, especially originating from the digestive,
gynecological, and respiratory organs, is the leading histological type of cancer-associated with
Trousseau’s syndrome [27,45].

3.3. Pathogenesis

Trousseau’s syndrome is not explainable by a simple mechanism. Numerous definitions of this
condition appear to result from diverse pathophysiological mechanisms underlying cancer-associated
hypercoagulable states.

As noted earlier, a cancer-derived mucin has been suggested to trigger Trousseau’s
syndrome [51,52]. This potential correlation may explain the higher rate of adenocarcinoma compared
to other histological types associated with this syndrome. Sialic acid, a component of mucin, activates
TF, initiating fluid-phase blood coagulation [53,54]. Tumor-derived gangliosides, which are a major
source of sialic acid, are also known to enhance platelet adhesion to ECM at the initial step of platelet
activation [55]. However, the hypercoagulable state in cancer patients cannot be explained only
by mucin, because not all cases of Trousseau’s syndrome are associated with a mucin-secreting
cancer [47]. Various cancers contain TF at high concentrations; therefore, cancer-derived TF itself is
also associated with Trousseau’s syndrome [54]. Via its interactions with TF, factor VII is converted
into its activated form (i.e., factor VIIa) in the extrinsic pathway of the coagulation cascade (Figure 1).
Factor VIIa activates factor X to produce thrombin, which is necessary for platelet activation and
fibrin production [45].

In proliferating cancer cells, tumor hypoxia upregulates the expression of coagulation-promoting
genes (e.g., TF and plasminogen activator inhibitor type 1) and causes a hypercoagulable state [56].
Furthermore, experimental evidence demonstrates that an activated MET oncogene—known as a key
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regulator of the resistance of NSCLC to gefitinib (an EGFR inhibitor)—promotes cancer-associated
thrombosis [57,58].

Taken together, Trousseau’s syndrome is well recognized as thrombotic disorders that are not
only due to cancer-derived mucin or TF, but also to other thrombogenic mechanisms, such as tumor
hypoxia and MET gene activation [45].

3.4. Association with Cerebral Thromboembolism after Lung Cancer Surgery

Is cerebral embolism after lung cancer surgery attributable solely to Trousseau’s syndrome?
Indeed, the most common histological type of lung cancer in cases of cerebral thromboembolism
after lobectomy is adenocarcinoma, similar to Trousseau’s syndrome [18]. However, cerebral
thromboembolism after lung cancer surgery cannot be fully explained by Trousseau’s syndrome.
First, blood stasis due to a long PVS causes thrombosis in 3.3–3.6% cases of lobectomy [18,19].
Second, the removal of a pulmonary lobe that does not contain lung cancer can also lead to
cerebral embolism [59], suggesting that lobectomy itself is a risk factor for cerebral embolism.
Additionally, paroxysmal AF, a common complication after general thoracic surgeries, can cause
cerebral embolism [14]. Taken together, we strongly suggest that cerebral thromboembolism after lung
cancer surgery be excluded from this syndrome.

To identify the pathological characteristics of thrombus that cause cerebral thromboembolism
in Trousseau’s syndrome, a previous study examined patients with stage IV cancer (including lung
and pancreas cancers) and DIC [60], which reflect a hypercoagulable state. This study showed that
thrombi in patients with this syndrome contained extreme amounts of fibrin [60]. Understanding
thrombus pathology will help determine the degree to which cancer-associated hypercoagulability can
be attributed to cerebral thromboembolism after lung cancer surgery.

4. Mechanism of Cerebral Thromboembolism after Lobectomy for Lung Cancer

4.1. Overview

Cerebral thromboembolism is a rare, life-threatening complication after lung cancer surgery,
particularly after pulmonary lobectomy. This complication occurs in 0.2–1.2% of cases of lung
cancer surgery [14–18].

We summarize the mechanism by which cerebral thromboembolism develops after lobectomy
(Figure 3), referring to the general mechanism of thrombosis (Virchow’s triad) described in Section 2
(Figure 2). Atherogenicity may cause a cerebral embolism immediately after lung cancer surgery,
but we do not discuss atherogenicity-associated cerebral embolisms here.
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4.2. Pulmonary Vein Stump (PVS)

A PVS can be a thrombogenic site of cerebral thromboembolism after lobectomy because the
pulmonary vein, unlike the other veins, directly connects to the left cardiac system. This anatomical
feature explains the relatively high frequency of cerebral thromboembolism in the PVS. Whereas
pulmonary lobectomy can generate a thrombus in the PVS, only a small portion of the thrombus
eventually leads to a cerebral thrombosis [18–20]. Such a thrombus in the PVS usually develops within
three months after surgery [19]; conversely, one year or more after lobectomy, a thrombus rarely
develops in the PVS [61,62].

The length of the PVS is an important factor affecting thrombus formation after lobectomy.
Some have suggested that the length of the PVS should be short to prevent a lobectomy-induced
cerebral embolism; however, a short PVS in lobectomy, which requires the amputation of the pulmonary
vein near the pericardium, can cause cardiac tamponade, which is a more critical complication than
cerebral embolism [12,13]. Thus, an appropriate length for the PVS must be determined to avoid
complications after lobectomy.

As with blood stasis, endothelial injury also plays an important role in thrombogenesis in
the PVS. Pulmonary vein amputation during lobectomy injures the endothelium and consequently
activates the extrinsic pathway of the coagulation cascade (Figure 1). Cerebral thromboembolism
develops in approximately 3% of patients under anticoagulation therapy after left atrial appendage
occlusion [63,64], although the identification of the source of the embolism is challenging [65]. Because
the left atrium connects to the systemic circulation, cardiac surgery can potentially lead to cerebral
thromboembolism via the development of NBTE due to endothelial injury. Lung surgery during
transplantation can also cause cerebral thromboembolism via thrombus formation in the pulmonary
vein [59]. These observations suggest an association between endothelial injury and thrombogenesis
in the pulmonary vein without blood stasis.

Taken together, both blood stasis and endothelial injury can result in thrombus formation in the
PVS after lobectomy (Figure 3).

4.3. Atrial Fibrillation (AF)

AF increases the risk of cerebral thromboembolism by the formation of a thrombus in the atrium
due to turbulent blood flow (Figure 3). AF, particularly paroxysmal AF, is a common complication in
approximately 14–20% of cases of lung surgery [14,66]. AF-associated thromboembolism is thought to
result from turbulent blood flow due to AF in the left atrium, especially in the left atrial appendage.
Electrophysiological observations suggest that the majority of AF cases arise from the pulmonary
vein [67]. A myocardial sleeve (an extension of myocardial tissue from the left atrium) is observed
in 80–100% of all pulmonary veins [68–70]; catheter ablation of the sleeved tissue is an established
treatment of AF [71,72]. Recent studies reported that left atrial appendage occlusion decreases the
risk of thromboembolism and improves survival in AF patients undergoing cardiac surgery [63,64].
These findings indicate that AF causes cerebral thromboembolism via thrombus formation in the left
atrial appendage.

Taken together, AF after lung surgery, including lobectomy for lung cancer, is a risk factor
of cerebral thromboembolism via thrombus formation in the left atrial appendage (Figure 3).
The pathogenesis of thrombus during AF differs from that in the PVS. It should be noted that
AF-associated thrombus is attributable to the turbulence of blood flow, whereas PVS-associated
thrombus results from blood stasis and endothelial injury.

4.4. Possibility of Cancer-Associated Hypercoagulability

As described in Section 3 (Trousseau’s syndrome), we do not define cerebral thromboembolism
after lobectomy only due to a cancer-associated hypercoagulability as Trousseau’s syndrome. However,
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thrombogenesis after lobectomy may share a similar mechanism with that of Trousseau’s syndrome in
terms of a cancer-associated hypercoagulability.

As previously described, the removal of a pulmonary lobe that does not contain a neoplasm
carries a risk of cerebral embolism [59], suggesting its causal association with lobectomy. Moreover,
patients with early stage cancer (stage I or stage II) more frequently suffer a cerebral thromboembolism
after lobectomy than those with advanced cancer [18,20]. This fact suggests that the major cause of
cerebral thromboembolism is not cancer, but lobectomy itself. Taken together, a cancer-associated
hypercoagulability is only partially attributable to cerebral thromboembolism after lobectomy for
lung cancer.

5. Thrombectomy and Thrombus Pathology in Practice

5.1. Development of Thrombectomy

Thrombectomy has recently developed as an effective treatment for cerebral ischemic
stroke [73–75], although the hyperacute phase is generally treated by pharmacotherapeutic
recanalization, such as with tissue plasminogen activator. Meanwhile, recent studies recommended an
expanded application of thrombectomy, according to both radiologic imaging (particularly, magnetic
resonance imaging) and duration from onset [76,77]. Due to advances in thrombectomy and increased
numbers of removed thrombus specimens, the importance of thrombus pathology has increased.
Although it is important to discern whether the ischemic stroke is cardiogenic for the proper
application of pharmacotherapy, its etiology is unclear in nearly 40% of cases despite substantial
clinical effort. Such cases of unknown etiology are classified as cryptogenic ischemic stroke [78].
Several studies have described the morphological differences between cardiogenic and noncardiogenic
thromboemboli [79–81], suggesting the utility of thrombus pathology. We describe thrombus pathology
in terms of thrombogenesis.

5.2. General Principles of Thrombus Pathology

The trigger for thrombus formation can be determined by pathological characteristics, based on
each thrombogenic mechanism (Figures 1 and 2). We list the general principles of thrombus pathology
that help determine the etiology of the thrombus as follows:

(1). A thrombus formed by endothelial injury is characterized by an increased number of
neutrophils. Endothelial injury also activates the extrinsic pathway of the coagulation cascade, resulting
in higher levels of fibrin in the thrombus.

(2). A thrombus formed by blood flow stasis, especially a venous thrombus, is characterized by
abundant erythrocytes [22].

(3). A thrombus triggered by turbulent blood flow does not contain abundant erythrocytes but
can manifest abundant neutrophils with a co-existing endothelial injury.

(4). A hypercoagulability results in the formation of a thrombus with a dense fibrinous material.
(5). A thrombus that develops at a distant site (e.g., PTE secondary to DVT, cerebral

thromboembolism secondary to AF, and cerebral embolism secondary to the rupture of a carotid
arterial atheroma) is composed of two components, one formed distantly from the occlusion site and
the other formed via blood stasis at the occlusion site. As these two components are usually admixed,
it is challenging to differentiate them, particularly in a thrombus formed by a similar mechanism
(i.e., blood stasis in PTE secondary to DVT).

From these points of view, we next present examples of typical thrombus pathologies that help
identify the etiology of the thrombus.
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5.3. Examples of Thrombus Pathology

5.3.1. Thromboembolism Due to Disseminated Intravascular Coagulopathy (DIC)

This type of thrombus develops via hypercoagulability and is characterized by a dense fibrinous
material (Figure 4A). A thrombus accompanied by Trousseau’s syndrome often develops via this
mechanism [60].
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Figure 4. Examples of thrombus morphology (hematoxylin and eosin staining). A thrombus due to
disseminated intravascular coagulopathy is composed of dense fibrin (A, bar = 125 µm). A coronary
atherogenic thrombus contains many atheromas with fibrin deposits accompanied by abundant
neutrophils (black arrowheads) (B, bar = 250 µm). A cerebral atherogenic embolic thrombus contains
two components (C, bar = 625 µm; D, bar = 125 µm, separated by a dotted line): an erythrocyte-rich
component (D, red arrowheads) and an atheroma including foamy macrophages (D, blue arrowheads).

5.3.2. Coronary Atherogenic Thrombus

This type of thrombus results from endothelial injury by the rupture of vulnerable plaques in the
coronary artery and is subsequently modified by an activated coagulation cascade due to tissue injury.
Because of these thrombogenic processes, coronary atherogenic thrombi contain atheromas with fibrin
deposits and abundant neutrophils (Figure 4B).

5.3.3. Atherogenic Thrombus in Cerebral Thromboembolism

This type of thrombus is initially formed by a fragmented atheroma from a ruptured plaque
(usually present in the internal carotid artery or aorta) and secondarily modified by blood stasis.
Therefore, the thrombus is composed of two components: an atherogenic component and an
erythrocyte-rich component resulting from blood stasis (Figure 4C,D).

5.3.4. Thrombus Due to Thrombophlebitis

Thrombophlebitis can result in thrombus formation via both blood stasis and endothelial injury;
therefore, this type of thrombus usually contains an increased number of erythrocytes and neutrophils,
accompanied by a relatively thick laminar fibrinous material (Figure 5A,B).
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Figure 5. Examples of thrombus morphology (hematoxylin and eosin staining). A thrombus due to
thrombophlebitis (A and B), which contains an increased number of erythrocytes, accompanied by
a relatively thick fibrinous material (A, bar = 625 µm) and an increased number of neutrophils that
infiltrate the venous walls (B, bar = 125 µm). A thrombus that caused a pulmonary thromboembolism
resulting from deep vein thrombosis (C and D). This type of thrombus is characterized by abundant
erythrocytes and mesh-like fibrin (C, bar = 625 µm; D, bar = 125 µm). A cardiogenic thrombus
due to atrial fibrillation is composed of two components (E, bar = 625 µm): a relatively dense
fibrinous material, scattered neutrophils (black arrowheads), and a small number of erythrocytes
(F, bar = 125 µm); and abundant erythrocytes admixed with the former component (E).

5.3.5. Thrombus Due to PTE Resulting from DVT

This type of thrombus develops via blood stasis and is characterized by abundant erythrocytes
and a fibrin mesh (Figure 5C,D). The thrombus primarily develops at a distant site, such as in a
lower limb, and travels from the primary site to the lung, where the thrombus can cause an occlusion
and subsequently undergo modification via blood stasis. Therefore, the thrombus may contain two
different components; however, it is often challenging to differentiate these two components, because
both are formed via blood stasis.

5.3.6. AF-Associated Cardiogenic Thrombus in Cerebral Thromboembolism

This type of thrombus develops by turbulent blood flow as well as by endothelial injury within
the left atrium, where blood flow is rapid. The thrombus then reaches and occludes the cerebral
artery where the thrombus is modulated by blood stasis. Because of these processes, the thrombus
is composed of two components. One component, which results from turbulent blood flow and
endothelial injury, contains a relatively dense fibrinous material, scattered neutrophils, and a small
number of erythrocytes (Figure 5E,F) [79–81]. The other component, which is secondarily formed by
blood stasis in the occluded cerebral artery, contains abundant erythrocytes (Figure 5E). These two
components are usually admixed (Figure 5E).
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5.4. Utility of Thrombus Pathology for Pharmacotherapy

Most mechanisms underlying thrombogenesis can be determined based on the morphological
characteristics of the thrombus, although some may be unexplainable based on only morphological
assessments. In clinical practice, the etiology of the thrombus is based on its morphological
characteristics. In such situations, clinical information (e.g., the existence of AF or vulnerable plaques
in the internal carotid artery) should also be considered. The integration of clinical information and
the morphological characteristics is required to determine the etiology of the thrombus.

To choose the most appropriate pharmacotherapy for cerebral embolism, the thrombogenic
etiology must first be determined. For example, anticoagulation therapy should be applied
for cardiogenic thrombosis, whereas antiplatelet therapy is applicable for atherogenic embolism.
Pathological assessments of the thrombus are beneficial to determine the most appropriate
pharmacotherapy for cerebral thromboembolism [80]; therefore, much effort should be given to
identify the etiology of the thrombus.

6. Use of Thrombus Pathology to Treat Post-Lobectomy Stroke

As noted in Section 4, there are two major etiologies that cause cerebral thromboembolism after
pulmonary lobectomy for lung cancer (Figure 3): formation in the left atrium due to paroxysmal AF and
formation in the PVS due to blood stasis and endothelial injury. While difficult to distinguish, knowing
the etiology is required to select the most appropriate pharmacotherapy and follow-up treatment since
different etiologies of thrombus formation have distinct pathological features. When the thrombus
is modified via blood stasis in the occluded cerebral artery, its composition changes (Figure 6A).
The component primarily formed in the PVS is composed of laminar fibrin, abundant neutrophils
(reflecting endothelial injury), and erythrocytes (reflecting blood stasis) (Figure 6B) [21], whereas
the component in the occluded cerebral artery contains many erythrocytes accompanied by a thin,
mesh-like fibrin network (reflecting blood stasis) (Figure 6A).
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Figure 6. Morphology of a cerebral thromboembolus formed within the pulmonary vein stump (PVS)
after pulmonary lobectomy for lung cancer (hematoxylin and eosin staining). This type of thrombus is
composed of two components (A, bar = 625 µm): a laminar fibrinous component (blue arrowheads)
and an erythrocyte-rich component accompanied by a thin mesh-like fibrin network (red arrowheads).
The former component is composed of laminar fibrin along with abundant neutrophils (mimicking
purulent exudate) and abundant erythrocytes (B, bar = 125 µm).
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The major difference between AF- and PVS-associated thrombi is the quantity of the neutrophils
and erythrocytes. However, the secondary component of the thrombus in the cerebral artery makes
differentiation between them difficult. Taken together, while thrombogenic etiology can be presumed
by morphological assessments of the thrombus, the identification of thrombus etiology is not easy.

If the cerebral embolism is caused by paroxysmal AF after pulmonary lobectomy, the patient
should be treated with anticoagulation therapy in reference to the risk stratification schemes,
such as CHADS2, CHA2DS2-VASc, and HAS-BLED [72,82,83]. On the other hand, the optimal
pharmacotherapy for PVS-associated cerebral thromboembolism remains unknown. However,
the thrombus pathology may suggest the thrombogenic mechanism and lead to the appropriate choice
of pharmacotherapy. For example, we presume that patients with a PVS-associated cerebral embolism
should be treated with an anticoagulant, but not with antiplatelet therapy, because PVS-associated
thrombus formation is associated with blood congestion [18–20], which is supported by histological
findings of an erythrocyte-rich thrombus. A case study reported that a patient who was treated
with antiplatelet drugs suffered recurrent PVS-associated thrombosis for more than one year after
pulmonary lobectomy for lung cancer [62], suggesting the need for anticoagulation therapy in this
case. More efforts are needed to establish an effective pharmacotherapy for the chronic phase of
PVS-associated thrombosis after lobectomy. It should also be noted that patients with PVS-associated
cerebral thromboembolism require follow-up screening for recurrence using contrast-enhanced chest
computed tomography.

Thrombectomy is a recently established treatment for thrombosis that enables the collection of
thrombus specimens. The thrombogenic etiology can be presumed from the pathological assessment
of these specimens and provides useful information for the selection of both optimal pharmacotherapy
and follow-up treatment for cerebral thrombosis.

7. Conclusions and Future Directions

Cerebral thromboembolism is a critical complication of lobectomy for the treatment of lung cancer.
Nonetheless, little information is available about its etiology. Currently, optimal pharmacotherapies
and preventive approaches remain unestablished. The relevance of cancer-related hypercoagulability
to thrombogenesis in this complication is also unclear. Thrombus pathology has the potential to
provide valuable information on the thromboembolic origin, clarify the thrombogenic mechanism,
and choose the optimal pharmacotherapy and treatment methods appropriately. As the purpose of
cancer surgery is to prolong overall patient survival, much more attention should be given to prevent
and treat such a severe complication. Future research in this area by oncologists and cardiovascular
pathologists is thus warranted.
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Abbreviations

AF atrial fibrillation
APTT activated partial thromboplastin time
DIC disseminated intravascular coagulopathy
DVT deep vein thrombosis
ECM extracellular matrix
KLF Krüppel-like factor
miRNA microRNA
NBTE nonbacterial thrombotic endocarditis
NSCLC non-small cell lung carcinoma
PT prothrombin time
PTE pulmonary thromboembolism
PVS pulmonary vein stump
TF tissue factor

References

1. Siegel, R.L.; Miller, K.D.; Jemal, A. Cancer Statistics, 2019. CA Cancer J. Clin. 2019, 69, 7–34. [CrossRef]
2. Inamura, K. Lung Cancer: Understanding Its Molecular Pathology and the 2015 WHO Classification.

Front. Oncol. 2017, 7, 193. [CrossRef] [PubMed]
3. Langer, C.J. The “lazarus response” in treatment-naive, poor performance status patients with non-small-cell

lung cancer and epidermal growth factor receptor mutation. J. Clin. Oncol. 2009, 27, 1350–1354. [CrossRef]
[PubMed]

4. Hida, T.; Seto, T.; Horinouchi, H.; Maemondo, M.; Takeda, M.; Hotta, K.; Hirai, F.; Kim, Y.H.; Matsumoto, S.;
Ito, M.; et al. Phase II study of ceritinib in alectinib-pretreated patients with anaplastic lymphoma
kinase-rearranged metastatic non-small-cell lung cancer in Japan: ASCEND-9. Cancer Sci. 2018, 109, 2863–2872.
[CrossRef] [PubMed]

5. Petrelli, F.; Maltese, M.; Tomasello, G.; Conti, B.; Borgonovo, K.; Cabiddu, M.; Ghilardi, M.; Ghidini, M.;
Passalacqua, R.; Barni, S.; et al. Clinical and Molecular Predictors of PD-L1 Expression in Non-Small-Cell
Lung Cancer: Systematic Review and Meta-analysis. Clin. Lung Cancer 2018, 19, 315–322. [CrossRef]

6. Jiang, T.; Su, C.; Ren, S.; Cappuzzo, F.; Rocco, G.; Palmer, J.D.; van Zandwijk, N.; Blackhall, F.; Le, X.;
Pennell, N.A.; et al. A consensus on the role of osimertinib in non-small cell lung cancer from the AME Lung
Cancer Collaborative Group. J. Thorac. Dis. 2018, 10, 3909–3921. [CrossRef] [PubMed]

7. Martin-Ucar, A.E.; Delgado Roel, M. Indication for VATS sublobar resections in early lung cancer. J. Thorac. Dis.
2013, 5 (Suppl. 3), S194–S199. [PubMed]

8. Wolf, A.S.; Richards, W.G.; Jaklitsch, M.T.; Gill, R.; Chirieac, L.R.; Colson, Y.L.; Mohiuddin, K.; Mentzer, S.J.;
Bueno, R.; Sugarbaker, D.J.; et al. Lobectomy versus sublobar resection for small (2 cm or less) non-small cell
lung cancers. Ann. Thorac. Surg. 2011, 92, 1819–1825. [CrossRef]

9. Nagasaki, F.; Flehinger, B.J.; Martini, N. Complications of surgery in the treatment of carcinoma of the lung.
Chest 1982, 82, 25–29. [CrossRef]

10. de Groot, P.M.; Truong, M.T.; Godoy, M.C.B. Postoperative Imaging and Complications in Resection of Lung
Cancer. Semin. Ultrasound CT MRI 2018, 39, 289–296. [CrossRef]

11. Uramoto, H.; Nakanishi, R.; Fujino, Y.; Imoto, H.; Takenoyama, M.; Yoshimatsu, T.; Oyama, T.; Osaki, T.;
Yasumoto, K. Prediction of pulmonary complications after a lobectomy in patients with non-small cell lung
cancer. Thorax 2001, 56, 59–61. [CrossRef] [PubMed]

12. Pillai, J.B.; Barnard, S. Cancer immunology. Cardiac tamponade: A rare complication after pulmonary
lobectomy. Interact. Cardiovasc. Thorac. Surg. 2003, 2, 657–659. [CrossRef]

13. Chen, J.; Chen, Z.; Pang, L.; Zhu, Y.; Ma, Q.; Chen, G.; Miao, F. A malformed staple causing cardiac
tamponade after lobectomy. Ann. Thorac. Surg. 2012, 94, 2107–2108. [CrossRef] [PubMed]

14. Nojiri, T.; Inoue, M.; Takeuchi, Y.; Maeda, H.; Shintani, Y.; Sawabata, N.; Hamasaki, T.; Okumura, M.
Impact of cardiopulmonary complications of lung cancer surgery on long-term outcomes. Surg. Today 2015,
45, 740–745. [CrossRef] [PubMed]

http://dx.doi.org/10.3322/caac.21551
http://dx.doi.org/10.3389/fonc.2017.00193
http://www.ncbi.nlm.nih.gov/pubmed/28894699
http://dx.doi.org/10.1200/JCO.2008.20.4859
http://www.ncbi.nlm.nih.gov/pubmed/19224840
http://dx.doi.org/10.1111/cas.13721
http://www.ncbi.nlm.nih.gov/pubmed/29959809
http://dx.doi.org/10.1016/j.cllc.2018.02.006
http://dx.doi.org/10.21037/jtd.2018.07.61
http://www.ncbi.nlm.nih.gov/pubmed/30174832
http://www.ncbi.nlm.nih.gov/pubmed/24040523
http://dx.doi.org/10.1016/j.athoracsur.2011.06.099
http://dx.doi.org/10.1378/chest.82.1.25
http://dx.doi.org/10.1053/j.sult.2018.02.008
http://dx.doi.org/10.1136/thorax.56.1.59
http://www.ncbi.nlm.nih.gov/pubmed/11120906
http://dx.doi.org/10.1016/S1569-9293(03)00188-9
http://dx.doi.org/10.1016/j.athoracsur.2012.04.128
http://www.ncbi.nlm.nih.gov/pubmed/23176923
http://dx.doi.org/10.1007/s00595-014-1032-z
http://www.ncbi.nlm.nih.gov/pubmed/25236860


Cancers 2019, 11, 488 14 of 17

15. Bateman, B.T.; Schumacher, H.C.; Wang, S.; Shaefi, S.; Berman, M.F. Perioperative acute ischemic stroke in
noncardiac and nonvascular surgery: Incidence, risk factors, and outcomes. Anesthesiology 2009, 110, 231–238.
[CrossRef] [PubMed]

16. Yamamoto, T.; Suzuki, H.; Nagato, K.; Nakajima, T.; Iwata, T.; Yoshida, S.; Yoshino, I. Is left upper lobectomy
for lung cancer a risk factor for cerebral infarction? Surg. Today 2016, 46, 780–784. [CrossRef] [PubMed]

17. Matsumoto, K.; Sato, S.; Okumura, M.; Niwa, H.; Hida, Y.; Kaga, K.; Date, H.; Nakajima, J.; Usuda, J.;
Suzuki, M.; et al. Frequency of cerebral infarction after pulmonary resection: A multicenter, retrospective
study in Japan. Surg. Today 2018, 48, 571–572. [CrossRef] [PubMed]

18. Ohtaka, K.; Hida, Y.; Kaga, K.; Kato, T.; Muto, J.; Nakada-Kubota, R.; Sasaki, T.; Matsui, Y. Thrombosis in the
pulmonary vein stump after left upper lobectomy as a possible cause of cerebral infarction. Ann. Thorac. Surg.
2013, 95, 1924–1928. [CrossRef] [PubMed]

19. Ohtaka, K.; Takahashi, Y.; Uemura, S.; Shoji, Y.; Hayama, S.; Ichimura, T.; Senmaru, N.; Hida, Y.; Kaga, K.;
Matsui, Y. Blood stasis may cause thrombosis in the left superior pulmonary vein stump after left upper
lobectomy. J. Cardiothorac. Surg. 2014, 9, 159. [CrossRef] [PubMed]

20. Ohtaka, K.; Hida, Y.; Kaga, K.; Takahashi, Y.; Kawase, H.; Hayama, S.; Ichimura, T.; Senmaru, N.;
Honma, N.; Matsui, Y. Left upper lobectomy can be a risk factor for thrombosis in the pulmonary vein stump.
J. Cardiothorac. Surg. 2014, 9, 5. [CrossRef]

21. Usui, G.; Takayama, Y.; Hashimoto, H.; Katano, T.; Yanagiya, M.; Kusakabe, M.; Miura, T.; Matsumoto, J.;
Horiuchi, H.; Okubo, S. Cerebral Embolism Caused by Thrombus in the Pulmonary Vein Stump after Left
Lower Lobectomy: A Case Report and Literature Review. Intern. Med. 2018. [CrossRef] [PubMed]

22. Mitchell, R.N. Hemodynamic disorders, thromboembolic disease, and shock. In Pathologic Basis of Diseases,
8th ed.; Kumar, V., Abbas, A.K., Fausto, N., Aster, J.C., Eds.; Saunders: Philadelphia, PA, USA, 2004;
pp. 111–134.

23. Hoffman, M.; Monroe, D.M. Coagulation 2006: A modern view of hemostasis. Hematol. Oncol. Clin. N. Am.
2007, 21, 1–11. [CrossRef] [PubMed]

24. Xu, S.; Bendeck, M.; Gotlieb, A.I. Vascular Pathobiology: Atherosclerosis and Large Vessel Disease.
In Cardiovascular Pathology, 4th ed.; Buja, L.M., Butany, J., Eds.; Elsevier: Amsterdam, The Netherlands, 2016;
pp. 85–124.

25. Hoffman, M.; Monroe, D.M., 3rd. A cell-based model of hemostasis. Thromb. Haemost. 2001, 85, 958–965.
[PubMed]

26. Roselli, M.; Riondino, S.; Mariotti, S.; La Farina, F.; Ferroni, P.; Guadagni, F. Clinical models and biochemical
predictors of VTE in lung cancer. Cancer Metastasis Rev. 2014, 33, 771–789. [CrossRef] [PubMed]

27. Abdol Razak, N.B.; Jones, G.; Bhandari, M.; Berndt, M.C.; Metharom, P. Cancer-Associated Thrombosis:
An Overview of Mechanisms, Risk Factors, and Treatment. Cancers 2018, 10, 380. [CrossRef] [PubMed]

28. Cushman, M. Epidemiology and risk factors for venous thrombosis. Semin. Hematol. 2007, 44, 62–69.
[CrossRef] [PubMed]

29. Jain, S.; Zuka, M.; Liu, J.; Russell, S.; Dent, J.; Guerrero, J.A.; Forsyth, J.; Maruszak, B.; Gartner, T.K.;
Felding-Habermann, B.; et al. Platelet glycoprotein Ib alpha supports experimental lung metastasis. Proc. Natl.
Acad. Sci. USA 2007, 104, 9024–9028. [CrossRef]

30. Kanaan, R.; Strange, C. Use of multitarget tyrosine kinase inhibitors to attenuate platelet-derived growth
factor signalling in lung disease. Eur. Respir. Rev. 2017, 26, 170061. [CrossRef]

31. Noskovičová, N.; Petřek, M.; Eickelberg, O.; Heinzelmann, K. Platelet-derived growth factor signaling in the
lung. From lung development and disease to clinical studies. Am. J. Respir. Cell Mol. Biol. 2015, 52, 263–284.
[CrossRef]

32. Kambas, K.; Mitroulis, I.; Ritis, K. The emerging role of neutrophils in thrombosis-the journey of TF through
NETs. Front. Immunol. 2012, 3, 385. [CrossRef]

33. Brinkmann, V.; Reichard, U.; Goosmann, C.; Fauler, B.; Uhlemann, Y.; Weiss, D.S.; Weinrauch, Y.;
Zychlinsky, A. Neutrophil extracellular traps kill bacteria. Science 2004, 303, 1532–1535. [CrossRef] [PubMed]

34. Kimball, A.S.; Obi, A.T.; Diaz, J.A.; Henke, P.K. The emerging role of NETs in venous thrombosis and
immunothrombosis. Front. Immunol. 2016, 7, 236. [CrossRef] [PubMed]

35. Pfeiler, S.; Stark, K.; Massberg, S.; Engelmann, B. Propagation of thrombosis by neutrophils and extracellular
nucleosome networks. Haematologica 2017, 102, 206–213. [CrossRef] [PubMed]

http://dx.doi.org/10.1097/ALN.0b013e318194b5ff
http://www.ncbi.nlm.nih.gov/pubmed/19194149
http://dx.doi.org/10.1007/s00595-015-1233-0
http://www.ncbi.nlm.nih.gov/pubmed/26272485
http://dx.doi.org/10.1007/s00595-017-1620-9
http://www.ncbi.nlm.nih.gov/pubmed/29327086
http://dx.doi.org/10.1016/j.athoracsur.2013.03.005
http://www.ncbi.nlm.nih.gov/pubmed/23622699
http://dx.doi.org/10.1186/s13019-014-0159-8
http://www.ncbi.nlm.nih.gov/pubmed/25231061
http://dx.doi.org/10.1186/1749-8090-9-5
http://dx.doi.org/10.2169/internalmedicine.1962-18
http://www.ncbi.nlm.nih.gov/pubmed/30568150
http://dx.doi.org/10.1016/j.hoc.2006.11.004
http://www.ncbi.nlm.nih.gov/pubmed/17258114
http://www.ncbi.nlm.nih.gov/pubmed/11434702
http://dx.doi.org/10.1007/s10555-014-9500-x
http://www.ncbi.nlm.nih.gov/pubmed/24748012
http://dx.doi.org/10.3390/cancers10100380
http://www.ncbi.nlm.nih.gov/pubmed/30314362
http://dx.doi.org/10.1053/j.seminhematol.2007.02.004
http://www.ncbi.nlm.nih.gov/pubmed/17433897
http://dx.doi.org/10.1073/pnas.0700625104
http://dx.doi.org/10.1183/16000617.0061-2017
http://dx.doi.org/10.1165/rcmb.2014-0294TR
http://dx.doi.org/10.3389/fimmu.2012.00385
http://dx.doi.org/10.1126/science.1092385
http://www.ncbi.nlm.nih.gov/pubmed/15001782
http://dx.doi.org/10.3389/fimmu.2016.00236
http://www.ncbi.nlm.nih.gov/pubmed/27446071
http://dx.doi.org/10.3324/haematol.2016.142471
http://www.ncbi.nlm.nih.gov/pubmed/27927771


Cancers 2019, 11, 488 15 of 17

36. Ni, C.W.; Qiu, H.; Jo, H. MicroRNA-663 upregulated by oscillatory shear stress plays a role in inflammatory
response of endothelial cells. Am. J. Physiol. Heart Circ. Physiol. 2011, 300, H1762–H1769. [CrossRef]
[PubMed]

37. Qin, X.; Wang, X.; Wang, Y.; Tang, Z.; Cui, Q.; Xi, J.; Li, Y.S.; Chien, S.; Wang, N. MicroRNA-19a mediates
the suppressive effect of laminar flow on cyclin D1 expression in human umbilical vein endothelial cells.
Proc. Natl. Acad. Sci. USA 2010, 107, 3240–3244. [CrossRef] [PubMed]

38. Gomez, D.; Owens, G.K. Smooth muscle cell phenotypic switching in atherosclerosis. Cardiovasc. Res. 2012,
95, 156–164. [CrossRef] [PubMed]

39. Fang, Y.; Davies, P.F. Site-specific microRNA-92a regulation of Kruppel-like factors 4 and 2 in
atherosusceptible endothelium. Arterioscler. Thromb. Vasc. Biol. 2012, 32, 979–987. [CrossRef] [PubMed]

40. Jiang, W.; Xu, X.; Deng, S.; Luo, J.; Xu, H.; Wang, C.; Sun, T.; Lei, G.; Zhang, F.; Yang, C.; et al. Methylation of
kruppel-like factor 2 (KLF2) associates with its expression and non-small cell lung cancer progression. Am. J.
Transl. Res. 2017, 9, 2024–2037. [PubMed]

41. Li, W.; Sun, M.; Zang, C.; Ma, P.; He, J.; Zhang, M.; Huang, Z.; Ding, Y.; Shu, Y. Upregulated long non-coding
RNA AGAP2-AS1 represses LATS2 and KLF2 expression through interacting with EZH2 and LSD1 in
non-small-cell lung cancer cells. Cell Death Dis. 2016, 7, e2225. [CrossRef] [PubMed]

42. Jia, Y.; Ying, X.; Zhou, J.; Chen, Y.; Luo, X.; Xie, S.; Wang, Q.C.; Hu, W.; Wang, L. The novel KLF4/PLAC8
signaling pathway regulates lung cancer growth. Cell Death Dis. 2018, 9, 603. [CrossRef] [PubMed]

43. Kosaka, N.; Iguchi, H.; Yoshioka, Y.; Takeshita, F.; Matsuki, Y.; Ochiya, T. Secretory mechanisms and
intercellular transfer of microRNAs in living cells. J. Biol. Chem. 2010, 285, 17442–17452. [CrossRef]
[PubMed]

44. Loyer, X.; Vion, A.C.; Tedgui, A.; Boulanger, C.M. Microvesicles as cell-cell messengers in cardiovascular
diseases. Circ. Res. 2014, 114, 345–353. [CrossRef] [PubMed]

45. Varki, A. Trousseau’s syndrome: Multiple definitions and multiple mechanisms. Blood 2007, 110, 1723–1729.
[CrossRef] [PubMed]

46. Trousseau, A. Phlegmasia alba dolens. Clin. Med. l’Hotel-Dieu Paris 1865, 3, 654–712.
47. Sack, G.H., Jr.; Levin, J.; Bell, W.R. Trousseau’s syndrome and other manifestations of chronic disseminated

coagulopathy in patients with neoplasms: Clinical, pathophysiologic, and therapeutic features. Medicine
1977, 56, 1–37. [CrossRef] [PubMed]

48. Kristinsson, S.Y.; Turesson, I. The association of cancer and venous thrombosis: Yes, Trousseau is right...again!
Leuk. Lymphoma 2011, 52, 734–735. [CrossRef] [PubMed]

49. Merli, G.J.; Weitz, H.H. Venous thrombosis and cancer: What would Dr. Trousseau teach today? Ann. Intern. Med.
2017, 167, 440–441. [CrossRef]

50. Graus, F.; Rogers, L.R.; Posner, J.B. Cerebrovascular complications in patients with cancer. Medicine 1985,
64, 16–35. [CrossRef]

51. Pineo, G.F.; Regoeczi, E.; Hatton, M.W.; Brain, M.C. The activation of coagulation by extracts of mucus:
A possible pathway of intravascular coagulation accompanying adenocarcinomas. J. Lab. Clin. Med. 1973,
82, 255–266.

52. Bick, R.L. Cancer-associated thrombosis. N. Engl. J. Med. 2003, 349, 109–111. [CrossRef]
53. Callander, N.; Rapaport, S.I. Trousseau’s syndrome. West. J. Med. 1993, 158, 364–371. [PubMed]
54. Callander, N.S.; Varki, N.; Rao, L.V. Immunohistochemical identification of tissue factor in solid tumors.

Cancer 1992, 70, 1194–1201. [CrossRef]
55. Valentino, L.A.; Ladisch, S. Tumor gangliosides enhance alpha2 beta1 integrin-dependent platelet activation.

Biochim. Biophys. Acta 1996, 1316, 19–28. [CrossRef]
56. Denko, N.C.; Giaccia, A.J. Tumor hypoxia, the physiological link between Trousseau’s syndrome

(carcinoma-induced coagulopathy) and metastasis. Cancer Res. 2001, 61, 795–798. [PubMed]
57. Garofalo, M.; Romano, G.; Di Leva, G.; Nuovo, G.; Jeon, Y.J.; Ngankeu, A.; Sun, J.; Lovat, F.; Alder, H.;

Condorelli, G.; et al. EGFR and MET receptor tyrosine kinase-altered microRNA expression induces
tumorigenesis and gefitinib resistance in lung cancers. Nat. Med. 2011, 18, 74–82. [CrossRef]

58. Boccaccio, C.; Sabatino, G.; Medico, E.; Girolami, F.; Follenzi, A.; Reato, G.; Sottile, A.; Naldini, L.;
Comoglio, P.M. The MET oncogene drives a genetic programme linking cancer to haemostasis. Nature
2005, 434, 396–400. [CrossRef] [PubMed]

http://dx.doi.org/10.1152/ajpheart.00829.2010
http://www.ncbi.nlm.nih.gov/pubmed/21378144
http://dx.doi.org/10.1073/pnas.0914882107
http://www.ncbi.nlm.nih.gov/pubmed/20133739
http://dx.doi.org/10.1093/cvr/cvs115
http://www.ncbi.nlm.nih.gov/pubmed/22406749
http://dx.doi.org/10.1161/ATVBAHA.111.244053
http://www.ncbi.nlm.nih.gov/pubmed/22267480
http://www.ncbi.nlm.nih.gov/pubmed/28469808
http://dx.doi.org/10.1038/cddis.2016.126
http://www.ncbi.nlm.nih.gov/pubmed/27195672
http://dx.doi.org/10.1038/s41419-018-0580-3
http://www.ncbi.nlm.nih.gov/pubmed/29789534
http://dx.doi.org/10.1074/jbc.M110.107821
http://www.ncbi.nlm.nih.gov/pubmed/20353945
http://dx.doi.org/10.1161/CIRCRESAHA.113.300858
http://www.ncbi.nlm.nih.gov/pubmed/24436430
http://dx.doi.org/10.1182/blood-2006-10-053736
http://www.ncbi.nlm.nih.gov/pubmed/17496204
http://dx.doi.org/10.1097/00005792-197756010-00001
http://www.ncbi.nlm.nih.gov/pubmed/834136
http://dx.doi.org/10.3109/10428194.2011.560311
http://www.ncbi.nlm.nih.gov/pubmed/21463126
http://dx.doi.org/10.7326/M17-2030
http://dx.doi.org/10.1097/00005792-198501000-00002
http://dx.doi.org/10.1056/NEJMp030086
http://www.ncbi.nlm.nih.gov/pubmed/8317122
http://dx.doi.org/10.1002/1097-0142(19920901)70:5&lt;1194::AID-CNCR2820700528&gt;3.0.CO;2-E
http://dx.doi.org/10.1016/0925-4439(95)00092-5
http://www.ncbi.nlm.nih.gov/pubmed/11221857
http://dx.doi.org/10.1038/nm.2577
http://dx.doi.org/10.1038/nature03357
http://www.ncbi.nlm.nih.gov/pubmed/15772665


Cancers 2019, 11, 488 16 of 17

59. Uhlmann, E.J.; Dunitz, J.M.; Fiol, M.E. Pulmonary vein thrombosis after lung transplantation presenting as
stroke. J. Heart Lung Transplant. 2009, 28, 209–210. [CrossRef] [PubMed]

60. Matsumoto, N.; Fukuda, H.; Handa, A.; Kawasaki, T.; Kurosaki, Y.; Chin, M.; Yamagata, S. Histological
examination of Trousseau syndrome-related thrombus retrieved through acute endovascular thrombectomy:
Report of 2 cases. J. Stroke Cerebrovasc. Dis. 2016, 25, e227–e230. [CrossRef] [PubMed]

61. Ohtaka, K.; Hida, Y.; Kaga, K.; Iimura, Y.; Shiina, N.; Muto, J.; Hirano, S. Pulmonary vein thrombosis after
video-assisted thoracoscopic left upper lobectomy. J. Thorac. Cardiovasc. Surg. 2012, 143, e3–e5. [CrossRef]

62. Usui, G.; Matsumoto, J.; Hashimoto, H.; Katano, T.; Kusakabe, M.; Horiuchi, H.; Okubo, S. Thrombus
reformation in the pulmonary vein stump confirmed 16 months after cerebral embolism on the day after left
upper lobectomy for lung cancer. J. Stroke Cerebrovasc. Dis. 2018, 27, e225–e227. [CrossRef] [PubMed]

63. Friedman, D.J.; Piccini, J.P.; Wang, T.; Zheng, J.; Malaisrie, S.C.; Holmes, D.R.; Suri, R.M.; Mack, M.J.;
Badhwar, V.; Jacobs, J.P.; et al. Association between left atrial appendage occlusion and readmission for
thromboembolism among patients with atrial fibrillation undergoing concomitant cardiac surgery. JAMA
2018, 319, 365–374. [CrossRef] [PubMed]

64. Yao, X.; Gersh, B.J.; Holmes, D.R., Jr.; Melduni, R.M.; Johnsrud, D.O.; Sangaralingham, L.R.; Shah, N.D.;
Noseworthy, P.A. Association of aurgical left atrial appendage occlusion with subsequent stroke and
mortality among patients undergoing cardiac surgery. JAMA 2018, 319, 2116–2126. [CrossRef] [PubMed]

65. Gadiyaram, V.K.; Mohanty, S.; Gianni, C.; Trivedi, C.; Al-Ahmad, A.; Burkhardt, D.J.; Gallinghouse, J.G.;
Hranitzky, P.M.; Horton, R.P.; Sanchez, J.E.; et al. Thromboembolic events and need for anticoagulation
therapy following left atrial appendage occlusion in patients with electrical isolation of the appendage.
J. Cardiovasc. Electrophysiol. 2019. [CrossRef] [PubMed]

66. Vaporciyan, A.A.; Correa, A.M.; Rice, D.C.; Roth, J.A.; Smythe, W.R.; Swisher, S.G.; Walsh, G.L.;
Putnam, J.B., Jr. Risk factors associated with atrial fibrillation after noncardiac thoracic surgery: Analysis of
2588 patients. J. Thorac. Cardiovasc. Surg. 2004, 127, 779–786. [CrossRef] [PubMed]

67. Haïssaguerre, M.; Jaïs, P.; Shah, D.C.; Takahashi, A.; Hocini, M.; Quiniou, G.; Garrigue, S.; Le Mouroux, A.;
Le Métayer, P.; Clémenty, J. Spontaneous initiation of atrial fibrillation by ectopic beats originating in the
pulmonary veins. N. Engl. J. Med. 1998, 339, 659–666. [CrossRef]

68. Nathan, H.; Eliakim, M. The junction between the left atrium and the pulmonary veins. An anatomic study
of human hearts. Circulation 1966, 34, 412–422. [CrossRef] [PubMed]

69. Steiner, I.; Hájková, P.; Kvasnicka, J.; Kholová, I. Myocardial sleeves of pulmonary veins and atrial fibrillation:
A postmortem histopathological study of 100 subjects. Virchows Arch. 2006, 449, 88–95. [CrossRef] [PubMed]

70. Yoshida, A.; Kamata, T.; Iwasa, T.; Watanabe, S.; Tsuta, K. Myocardial Sleeve Tissues in Surgical Lung
Specimens. Am. J. Surg. Pathol. 2015, 39, 1427–1432. [CrossRef]

71. Oral, H.; Pappone, C.; Chugh, A.; Good, E.; Bogun, F.; Pelosi, F., Jr.; Bates, E.R.; Lehmann, M.H.;
Vicedomini, G.; Augello, G.; et al. Circumferential pulmonary-vein ablation for chronic atrial fibrillation.
N. Engl. J. Med. 2006, 354, 934–941. [CrossRef]

72. January, C.T.; Wann, L.S.; Calkins, H.; Chen, L.Y.; Cigarroa, J.E.; Cleveland, J.C., Jr.; Ellinor, P.T.;
Ezekowitz, M.D.; Field, M.E.; Furie, K.L.; et al. 2019 AHA/ACC/HRS focused update of the 2014
AHA/ACC/HRS guideline for the management of patients with atrial fibrillation: A report of the American
College of Cardiology/American Heart Association task force on clinical practice guidelines and the Heart
Rhythm Society. J. Am. Coll. Cardiol. 2019. [CrossRef]

73. Goyal, M.; Demchuk, A.M.; Menon, B.K.; Eesa, M.; Rempel, J.L.; Thornton, J.; Roy, D.; Jovin, T.G.;
Willinsky, R.A.; Sapkota, B.L.; et al. Randomized assessment of rapid endovascular treatment of ischemic
stroke. N. Engl. J. Med. 2015, 372, 1019–1030. [CrossRef] [PubMed]

74. Campbell, B.C.; Mitchell, P.J.; Kleinig, T.J.; Dewey, H.M.; Churilov, L.; Yassi, N.; Yan, B.; Dowling, R.J.;
Parsons, M.W.; Oxley, T.J.; et al. Endovascular therapy for ischemic stroke with perfusion-imaging selection.
N. Engl. J. Med. 2015, 372, 1009–1018. [CrossRef] [PubMed]

75. Jovin, T.G.; Chamorro, A.; Cobo, E.; de Miquel, M.A.; Molina, C.A.; Rovira, A.; San Román, L.; Serena, J.;
Abilleira, S.; Ribó, M.; et al. Thrombectomy within 8 hours after symptom onset in ischemic stroke. N. Engl.
J. Med. 2015, 372, 2296–2306. [CrossRef]

76. Nogueira, R.G.; Jadhav, A.P.; Haussen, D.C.; Bonafe, A.; Budzik, R.F.; Bhuva, P.; Yavagal, D.R.; Ribo, M.;
Cognard, C.; Hanel, R.A.; et al. Thrombectomy 6 to 24 hours after stroke with a mismatch between deficit
and infarct. N. Engl. J. Med. 2018, 378, 11–21. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.healun.2008.11.909
http://www.ncbi.nlm.nih.gov/pubmed/19201351
http://dx.doi.org/10.1016/j.jstrokecerebrovasdis.2016.08.041
http://www.ncbi.nlm.nih.gov/pubmed/27720526
http://dx.doi.org/10.1016/j.jtcvs.2011.09.025
http://dx.doi.org/10.1016/j.jstrokecerebrovasdis.2018.05.019
http://www.ncbi.nlm.nih.gov/pubmed/30077602
http://dx.doi.org/10.1001/jama.2017.20125
http://www.ncbi.nlm.nih.gov/pubmed/29362794
http://dx.doi.org/10.1001/jama.2018.6024
http://www.ncbi.nlm.nih.gov/pubmed/29800182
http://dx.doi.org/10.1111/jce.13838
http://www.ncbi.nlm.nih.gov/pubmed/30623500
http://dx.doi.org/10.1016/j.jtcvs.2003.07.011
http://www.ncbi.nlm.nih.gov/pubmed/15001907
http://dx.doi.org/10.1056/NEJM199809033391003
http://dx.doi.org/10.1161/01.CIR.34.3.412
http://www.ncbi.nlm.nih.gov/pubmed/5922708
http://dx.doi.org/10.1007/s00428-006-0197-2
http://www.ncbi.nlm.nih.gov/pubmed/16612621
http://dx.doi.org/10.1097/PAS.0000000000000467
http://dx.doi.org/10.1056/NEJMoa050955
http://dx.doi.org/10.1016/j.jacc.2019.01.011
http://dx.doi.org/10.1056/NEJMoa1414905
http://www.ncbi.nlm.nih.gov/pubmed/25671798
http://dx.doi.org/10.1056/NEJMoa1414792
http://www.ncbi.nlm.nih.gov/pubmed/25671797
http://dx.doi.org/10.1056/NEJMoa1503780
http://dx.doi.org/10.1056/NEJMoa1706442
http://www.ncbi.nlm.nih.gov/pubmed/29129157


Cancers 2019, 11, 488 17 of 17

77. Albers, G.W.; Marks, M.P.; Kemp, S.; Christensen, S.; Tsai, J.P.; Ortega-Gutierrez, S.; McTaggart, R.A.;
Torbey, M.T.; Kim-Tenser, M.; Leslie-Mazwi, T.; et al. Thrombectomy for stroke at 6 to 16 hours with selection
by perfusion imaging. N. Engl. J. Med. 2018, 378, 708–718. [CrossRef] [PubMed]

78. Grau, A.J.; Weimar, C.; Buggle, F.; Heinrich, A.; Goertler, M.; Neumaier, S.; Glahn, J.; Brandt, T.; Hacke, W.;
Diener, H.C. Risk factors, outcome, and treatment in subtypes of ischemic stroke: The German stroke data
bank. Stroke 2001, 32, 2559–2566. [CrossRef]

79. Boeckh-Behrens, T.; Schubert, M.; Förschler, A.; Prothmann, S.; Kreiser, K.; Zimmer, C.; Riegger, J.; Bauer, J.;
Neff, F.; Kehl, V.; et al. The impact of histological clot composition in embolic stroke. Clin. Neuroradiol. 2016,
26, 189–197. [CrossRef] [PubMed]

80. Boeckh-Behrens, T.; Kleine, J.F.; Zimmer, C.; Neff, F.; Scheipl, F.; Pelisek, J.; Schirmer, L.; Nguyen, K.;
Karatas, D.; Poppert, H. Thrombus histology suggests cardioembolic cause in cryptogenic stroke. Stroke
2016, 47, 1864–1871. [CrossRef] [PubMed]

81. Sporns, P.B.; Hanning, U.; Schwindt, W.; Velasco, A.; Minnerup, J.; Zoubi, T.; Heindel, W.; Jeibmann, A.;
Niederstadt, T.U. Ischemic stroke: What does the histological composition tell us about the origin of the
thrombus? Stroke 2017, 48, 2206–2210. [CrossRef] [PubMed]

82. Gage, B.F.; Waterman, A.D.; Shannon, W.; Boechler, M.; Rich, M.W.; Radford, M.J. Validation of clinical
classification schemes for predicting stroke: Results from the National Registry of Atrial Fibrillation. JAMA
2001, 285, 2864–2870. [CrossRef]

83. Patell, R.; Gutierrez, A.; Rybicki, L.; Khorana, A.A. Usefulness of CHADS2 and CHA2DS2-VASc scores
for stroke prediction in patients with cancer and atrial fibrillation. Am. J. Cardiol. 2017, 120, 2182–2186.
[CrossRef] [PubMed]

© 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1056/NEJMoa1713973
http://www.ncbi.nlm.nih.gov/pubmed/29364767
http://dx.doi.org/10.1161/hs1101.098524
http://dx.doi.org/10.1007/s00062-014-0347-x
http://www.ncbi.nlm.nih.gov/pubmed/25261075
http://dx.doi.org/10.1161/STROKEAHA.116.013105
http://www.ncbi.nlm.nih.gov/pubmed/27197854
http://dx.doi.org/10.1161/STROKEAHA.117.016590
http://www.ncbi.nlm.nih.gov/pubmed/28626055
http://dx.doi.org/10.1001/jama.285.22.2864
http://dx.doi.org/10.1016/j.amjcard.2017.08.038
http://www.ncbi.nlm.nih.gov/pubmed/29033049
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Mechanism of Thrombus Formation (Virchow’s Triad) 
	Normal Hemostasis and the Coagulation Cascade 
	Mechanism of Thrombosis (Virchow’s Triad) 
	Recent Molecular Studies on Thrombosis 

	Trousseau’s Syndrome 
	Overview 
	Clinical Characteristics Related to Cerebral Thromboembolism 
	Pathogenesis 
	Association with Cerebral Thromboembolism after Lung Cancer Surgery 

	Mechanism of Cerebral Thromboembolism after Lobectomy for Lung Cancer 
	Overview 
	Pulmonary Vein Stump (PVS) 
	Atrial Fibrillation (AF) 
	Possibility of Cancer-Associated Hypercoagulability 

	Thrombectomy and Thrombus Pathology in Practice 
	Development of Thrombectomy 
	General Principles of Thrombus Pathology 
	Examples of Thrombus Pathology 
	Thromboembolism Due to Disseminated Intravascular Coagulopathy (DIC) 
	Coronary Atherogenic Thrombus 
	Atherogenic Thrombus in Cerebral Thromboembolism 
	Thrombus Due to Thrombophlebitis 
	Thrombus Due to PTE Resulting from DVT 
	AF-Associated Cardiogenic Thrombus in Cerebral Thromboembolism 

	Utility of Thrombus Pathology for Pharmacotherapy 

	Use of Thrombus Pathology to Treat Post-Lobectomy Stroke 
	Conclusions and Future Directions 
	References

