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Abstract
An update of Virchow's triad for thrombogenesis can
be considered by reference to abnormalities in the
endothelium/endocardium ('abnormal vessel wall'),
abnormalities of haemorhelogy and turbulence at bifur-
cations, atheroma at vessel wall ('abnormal blood
flow') and abnormalities in platelet as well as the coag-
ulation and fibrinolytic pathways ('abnormal blood con-
stituents').  The constituents of the blood are many and
varied, but soluble coagulation factors (such as fib-
rinogen and tissue factor) and cells (such as platelets)
are clearly important.Clearly, 'a continuum exists
between health, 'statistically' increased haemostatic
abnormalities in prothrombotic or hypercoagulable
states and 'overtly' increased clotting in acute throm-
bosis. Thus, the patients with the highest levels of the
markers appear to be the highest risk of disease pro-
gression, and if so, a panel of 'high risk' blood con-
stituent indices (platelet and coagulation markers) may
potentially give a composite score of risk, and may be
a useful tool in predicting subjects at highest risk.
Further longitudinal studies are clearly required.  There

is no doubt that Virchow would be impressed on how
his classical triad has expanded to encompass the
wide range of pathophysiological processes leading to
thrombogenesis.

Copyright © 2004 S. Karger AG, Basel

Introduction

In 1856, Virchow published his now-classical triad of
factors that lead to the development of thrombosis (throm-
bogenesis). The three components were 'abnormalities of
blood vessel wall', 'abnormalities of blood constituents', and
'abnormalities of blood flow'. While Virchow originally
referred to venous thrombosis, the concepts can also be
applied to arterial thrombosis.  

An update of Virchow's triad for thrombogenesis for the
21st century can be considered by reference to abnormalities
in the endothelium/endocardium ("abnormal vessel wall"),
abnormalities of haemorheology and turbulence at bifurca-
tions, large vessels burdened by irregular atheroma, and
stenotic regions (that is, Virchow's "abnormal blood flow")
and finally, abnormalities in platelets as well as the coagula-
tion and fibrinolytic pathways ("abnormal blood con-
stituents"). 

The constituents of the blood are many and varied, but
soluble coagulation factors (such as fibrinogen and tissue
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factor) and cells (such as platelets) are clearly important.   

Platelets

Platelets have long been implicated in the pathogenesis
of atherosclerosis as major components of thrombosis, or as
constituents of atheroma. Platelet function (or dysfunction)
has been quantified by parameters such as an increased ten-
dency to aggregate, but also by measuring the levels of
platelet metabolic products in both plasma and urine,
including the alpha granule constituents (beta thromboglo-
bulin and platelet factor 4 (PF4)) and the soluble form of the
adhesion molecule P-selectin (soluble P-selectin, sPsel) in
the plasma1 [1-3]. Although both beta thromboglobulin and
PF4 are matrix constituents of the alpha granule, PF4 is
believed to compete with antithrombin III for a site on
endothelial heparan glycosaminoglycans, thereby impairing
the heparan-catalysed inhibition of thrombin, whilst the pre-
cise function of beta thromboglobulin is unclear[4]. 

These platelet molecules may differ in clinical rele-
vance. Raised levels of varioud platelet molecules are
abnormal in cancer, peripheral disease, acute myocardial
infarction, diabetes, and hypertension [5-8]. 

The adhesion molecule P-selectin (CD62P) is of partic-
ular interest because of its role in modulating interactions
between blood cells and the endothelium, and also because
of the possible use of the soluble form as a plasma predictor

of adverse cardiovascular events. For example, it is known
that thrombin induces surface expression of P-selection on
platelets [1-2].  Although present on the external cell surface
of both activated endothelium and activated platelets, it now
seems clear that most, if not all, of the measured plasma P-
selectin is of platelet origin. P-selectin is also partially
responsible for the adhesion of certain leukocytes and
platelets to the endothelium (Figure 1). Increased P-selectin
expression has been demonstrated on active atherosclerotic
plaques, while fibrotic, inactive plaques lack P-selectin
expression, and animals lacking P-selectin have a decreased
tendency to form atherosclerotic plaques. Finally, increased
levels of soluble P-selectin in the plasma have been demon-
strated in a variety of cardiovascular disorders, including
coronary artery disease, hypertension and atrial fibrillation,
with some relationship to prognosis - providing evidence of
platelet activation in these conditions.

Both platelet P-selectin and soluble P-selectin are
increased in atherosclerotic disease, hypertension, diabetes
mellitus and heart failure, yet there are limited follow-up
data, and the prognostic values of P-selectin and other
platelet markers are far from clear. For example, beta throm-
boglobulin does not predict the progression of coronary
artery disease or cardiac event rate [9], although increased
levels of beta thromboglobulin have been associated with a
risk of post angioplasty restenosis [10].  Recent work indi-
cates that beta thromboglobulin, but not PF4, predicts left
atrial thrombosis among patients with atrial fibrillation, a

Chung/Lip

Fig.  1.  Role of adhesion
molecule P-selectin in
modulating interactions
between blood cells and
the endothelium.
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common cardiac arrhythmia which is associated with stroke
and thromboembolism [11].  Nonetheless, in patients with
atrial fibrillation, soluble P-selectin levels were not predic-
tive of subsequent mortality or stroke [12]. In this popula-
tion, however, soluble P-selectin could be related to athero-
sclerotic risk factors [13].

Coagulation  and  Fibrinolytic  Factors

Thrombogenesis is finely balanced between coagulation

and fibrinolytic pathways. The fibrinolytic system is prima-
rily influenced by the interaction between plasminogen acti-
vators (such as tissue plasminogen activator) and inhibitors
that modulate this activity (eg. plasminogen activator
inhibitor, PAI-1).

Fibrinogen
Plasma fibrinogen is a coagulation factor, which is one

of the main determinants of plasma viscosity and blood

Blood Constituents
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Fig.  2.  Potential mechanisms
by which increasing plasma fib-
rinogen 
levels may promote arterial dis-
ease and ischaemic events

Fig.  3.  Meta-analysis of six
prospective studies of plasma
fibrinogen levels in the primary
prediction of cardiovascular
events.
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flow. It affects platelet aggregation and blood viscosity,
interacts with plasminogen binding and in combination with
thrombi mediates the final steps in clot formation. As Figure
2 illustrates, the relation among hyperfibrinogenemia, ather-
osclerosis and thrombosis is highly complex and complicat-
ed. As the process of thrombogenesis is very intimately
related to atheroma formation (atherogenesis), thus specific
thrombogenic factors such as fibrinogen (with important
effects on blood rheology) may play key roles in the process
of atherosclerotic lesion formation with subsequent effects
on cardiovascular diseases.

Of note, fibrinogen levels have been shown to associate
positively with age, obesity, smoking, diabetes and LDL-C
and inversely with HDL-C, alcohol use, physical activity
and exercise level [14]. Increased fibrinogen is also associ-
ated with many different forms of vascular and inflammato-
ry disease, with prognostic implications. Many studies have
demonstrated that increased fibrinogen concentrations are
associated with the presence of vascular disease compared
with controls [15-19], independently of risk factors, such as
smoking[18] or diabetes [20]. Fibrinogen levels also related
to severity of coronary artery disease at angiography
[19,21], as well as ankle brachial pressure [22].  In hyper-
tension, raised plasma fibrinogen levels have been associat-
ed with target organ damage, and altered by treatment
[23,24].

There is a significant association between fibrinogen
levels, and mortality and cardiovascular events [Figure 3].
Indeed, the relative risk for future events is approximately 2
fold higher for individuals in the top centile as compared to
the bottom centile of fibrinogen levels.  Increased fibrino-
gen levels predict those people who subsequently develop
peripheral vascular disease [25]. In patients with intermit-
tent claudication, plasma fibrinogen concentrations are an
independent predictor of death [26,27].  In hypertension, the
Leigh general practice study showed that hypertensives with
fibrinogen levels >3.5 g/l had a 12-fold higher cardiovascu-
lar risk than those with fibrinogen <2.9g/l [28].

However, despite the correlations between fibrinogen
and the risk of coronary disease, there is no convincing evi-
dence to show that lowering the fibrinogen level will result
in a reduction in risk.   For example, niacin supplementation
reduces plasma fibrinogen levels with some resolution of
critical ischaemia [29-30] Whereas long-term ibuprofen or
pentoxifylline were reported to increase claudication dis-
tance in patients there is no significant effect on their plas-
ma fibrinogen concentrations [31].

Fibrin D-dimer
Raised levels of fibrin D-dimer are fibrin degradation

products which are an index of intravascular thrombogene-
sis and fibrin turnover - levels are increased among patients

with cardiovascular disease, including diabetes mellitus,
peripheral vascular disease [16] and smokers [18]. 

High levels of fibrin degradation products may have sig-
nificant prognostic implications.  For example, there is a
relationship between fibrin degradation products (FDPs)
and the angiographic extent of peripheral vascular disease,
with FDPs being an independent predictor of severity [19].
In 1993, the Edinburgh Artery Study reported an independ-
ent relationship between FDPs and cardiovascular events in
patients with peripheral vascular disease [31]. However, the
same investigators subsequently reported that there was no
longer found an independent relationship between FDP lev-
els and peripheral vascular disease progression [25]. In
hypertensive patients who experienced a new cardiovascu-
lar event over a  4 year follow up period, there was evidence
of greater higher fibrin D-dimer and endothelial
damage/dysfunction compared to those who were free of
complications [32]. 

More recently, Vene et al. [33] have suggested high lev-
els of D-dimer are significant predictors of cardiovascular
events in AF patients, irrespective of oral anticoagulant
therapy usage.  Also, fibrin D-dimer levels may have impli-
cations in stroke progression.  Barber et al. [33] showed
excess thrombin generation and fibrin turnover in patients
with progressing ischemic stroke, suggesting that measure-
ment of fibrin D-dimer levels could identify patients at high
risk for stroke progression. Further research is required to
determine whether such patients benefit from acute inter-
ventions aimed at modifying hemostatic function.

Fibrinolysis
The fibrinolytic system is primarily influenced by the

interaction between plasminogen activators (such as tissue
plasminogen activator (tPA), which promotes fibrinolysis)
and inhibitors that modulate this activity (such as plasmino-
gen activator inhibitor, PAI-1). Impaired fibrinolysis as
demonstrated by the elevated levels of plasminogen activa-
tor inhibitor (PAI) activity have also been demonstrated as
an independent variable associated with coronary heart dis-
ease.  

In addition, impaired fibrinolysis is seen in patients with
the insulin resistance syndrome and obese patients, and
could explain the increased risk of atherogenesis in these
patients.  Indeed, high plasma concentrations of PAI-1
occurs in both normoglycemic subjects with insulin
resistence and patients with type 2 diabetes [35]. Plasma
concentrations of other thrombotic risk factors, such as
coagulation factor VII, von Willebrand factor, and fibrino-
gen, are also correlated with insulin resistence and are high
in patients with type 2 diabetes [35,36]. Thus, PAI-1 has a
role in atherothrombotic disorders through a close link with
other risk factors in people with insulin resistence.

452 Pathophysiol Haemost Thromb 2003/2004;33:449-454 Chung/Lip
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Activated PAI-1 is synthesized in platelets as well as
endothelial cells. High plasma PAI-1 levels are associated
with various thrombotic disorders [37-40] and are an inde-
pendent risk factor for reinfarction in patients who have had
a first myocardial infarction before the age of 45 years
[41,42]. There is also evidence that high plasma PAI-1 con-
centrations are associated with the progression of coronary
syndromes, the development of myocardial infarction and
angiographic coronary artery disease [43,44]. Decreased tis-
sue plasminogen activator (tPA) have been associated with
higher levels of PAI-1 [45,46] although there are limited
data on the relationship of tPA levels to outcomes. 

Other Factors
Homocysteine is an amino acid derived from dietary

methionine. Although not a coagulation factor per se, homo-
cysteine represents a blood constituent with implications for
thrombogenesis, and indeed, patients with homocysteinuria
are known to have a much higher incidence of atheroscle-
rotic vascular disease and premature atherothrombosis47.
Also, cross sectional and retrospective data show a positive
relationship between mild to moderate hyperhomocysteine-
mia and atherosclerosis; with plasma levels above 15 mol/l

having a relative risk of one and a half to two times higher
than those with lower levels.  However, prospective studies
have been less convincing, and prospective trial data show-
ing that reducing homocysteine levels reduces the risk of
coronary disease are awaited.

A wide range of other blood constituents (such as leuco-
cytes, inflammatory cytokines, growth factors, matrix met-
alloproteinases (and their inhibitors), etc) are all likely have
roles in contributing to, or promoting, thrombogenesis.
Nonetheless, a detailed treatise on all these factors is far
beyond the scope of this broad overview.  However, it is
worth mentioning that thrombogenesis is intimately linked
to atherogenesis, and both are associated with angiogenesis.
Indeed, it is increasingly recognised that the process of
angiogenesis is very evident in atherosclerotic vascular dis-
ease [48]. For example, the vasa vasorum in the adventitia
and media are at a higher density in atherosclerotic tissue,
and greater neovascularisation leads to collateral growth
bypassing arterial obstruction and/or stenoses. Certainly,
increasing data point towards a close relationship between
thrombogenesis, atherogenesis and angiogenesis, which has
recently be proposed as a new 'vascular triad' (the
Birmingham vascular triad), with the endothelium central to
the processes [49] (Figure 4).  

Conclusion

Blood constituents may provide information useful in
identifying those at risk of accelerated disease progression,
in monitoring this progression, or in clinical staging. It
appears that "…..a continuum exists between health, 'statis-
tically' increased haemostatic abnormalities as a prothrom-
botic or hypercoagulable state, and 'overtly' increased clot-
ting in acute thrombosis. Thus, the patients with the highest
levels of the markers appear to be the highest risk of disease
progression, and if so, a panel of 'high risk' blood constituent
indices (platelet and coagulation markers) may potentially
give a composite score of risk, and may be a useful tool in
predicting subjects at highest risk.  Further longitudinal
studies are clearly required.  There is no doubt that Virchow
would be impressed on how his classical triad has expanded
to encompass the wide range of pathophysiological process-
es leading to thrombogenesis.

Blood Constituents

Fig. 4. Thrombogenesis, atherogenesis and angiogenesis in vascular dis-
ease: the Birmingham 'Vascular Triad'

References

1 Kaplan KL, Owen J. Plasma levels of beta throm-
boglobulin and platelet factor 4 as indices of
platelet activation in vivo. Blood 1981;57:199-
202.

2 Blann AD, Lip GYH. Hypothesis: is soluble P-
selectin a new marker of platelet activation?
Atherosclerosis 1997;128:135-138.

3 Fijnheer R, Frijns CJM, Korteweg J, Rommes H,
Peters JH, Sixma JJ, Nieuwenhuis HK. The origin
of P-selectin as a circulating plasma protein.
Thromb Haemost 1997;77:1081-1085.

4 Ezratty AM, Loscalzo J. New approaches to
antiplatelet therapy. Blood Coagul Fibrinolysis
1991;2:317-327.

5 Cella G, Zahavi J, DeHaas HA, Kakkar VV. Beta
thromboglobulin, platelet production time and
platelet function in vascular disease. Br J
Haematol 1979;43:127-136.

D
ow

nl
oa

de
d 

by
: 

M
ilt

on
 S

.H
er

sh
ey

 M
ed

ic
al

 C
tr

.  
   

   
   

   
   

   
   

   
19

8.
14

3.
37

.1
 -

 6
/2

3/
20

15
 6

:0
5:

27
 P

M



454 Pathophysiol Haemost Thromb 2003/2004;33:449-454

6 Bidet JM, Ferriere JP, Besse G, Cholet P, Gaillard
G, Plagne R. Evaluation of beta thromboglobulin
levels in cancer patients: effects of antitumour
chemotherapy. Thromb Res 1980;19:429-433.

7 Rak K, Beck P, Udvardy M, Pfliegler G, Misz M,
Boda Z. Plasma levels of beta thromboglobulin
and factor VIII related antigen in diabetic children
and adults. Thromb Res 1983;29:155-162.

8 Rasi V, Torstila I, Ikkata E. Beta thromboglobulin
in acute myocardial. Acta Med Scand
1980;642(Suppl):85-91.

9 Lam JY, Latour JG, Lesperance J, Water D.
Platelet aggregation, coronary artery disease pro-
gression and future coronary events. Am J Cardiol
1994;73:333-338.

10 Ishiwata S, Tukada T, Nakanishi S, Nishiyama S,
Seki a. Postangioplasty restenosis: platelet activa-
tion and the coagulation-fibrinolysis system as
possible factors in the pathogenesis of restenosis.
Am Heart J 1997;133:387-392.

11 Heppell RM, Berkin KE, McLenachan JM, Davies
JA. Haemostatic and haemodynamic abnormali-
ties associated with left atrial thrombosis in non-
rheumatic atrial fibrillation. Heart 1997;77:407-
411. 

12 Conway DSG, Pearce LA, Chin BS, Hart RG, Lip
GY. Prognostic value of plasma von Willebrand
factor and soluble P-selectin as indices of endothe-
lial damage and platelet activation in 994 patients
with nonvalvular atrial fibrillation. Circulation
2003;107:3141-3145.

13 Conway DSG, Pearce LA, Chin BSP, Hart RG, Lip
GY. Plasma von Willebrand factor and soluble P-
selectin as indices of endothelial damage and
platelet activation in 1321 patients with non-
valvular atrial fibrillation: Relationship to stroke
risk factors. Circulation 2002;106:1962-1967.

14 Kamath S, Lip GY. Fibrinogen: biochemistry, epi-
demiology and determinants. QJM 2003;96:711-
729. 

15 Cheng SW, Ting AC, Lau H, Wong J.
Epidemiology of atherosclerotic peripheral artial
occlusive disease in Hong Kong. World J Surg
1999;23:202-206.

16 Lee AJ, MacGregor AS, Hau CM, Price JF,
Rumley A, Lowe GD. The role of haematological
factors in diabetic peripheral arterial disease: the
Edinburgh artery study. Br J Haematol
1999;105:648-654.

17 Roller RE, Janisch S, Carroll V, Kvas E, Pilger E,
Binder BR. Changes in the fibrinolytiv system in
patients with peripheral arterial occlusive disease
undergoing percutaneous transluminal angioplas-
ty. Thromb Res 1999;94:241-247.

18 Smith FB, Lowe GD, Fowkes FG, Rumley A,
Rumley AG, Donnan PT. Smoking, haemostatic
factors and lipid peroxides in a population case
control study of peripheral arterial disease.
Atherosclerosis 1993;102:155-162.

19 Woodburn KR, Lowe GD, Rumley A, Love J,
Pollock JG. Relation of  haemostatic, fibrinolytic,
and rheological variables to the angiographic
extent of peripheral arterial occlusive disease. Int
Angiol 1995;14:346-352.

20 Tkac I, Molcanyiova A. Fibrinogen and albumni-
uria are releted to the presence and severity of
peripheral arterial disease in women with type 2
diabetes mellitus. Angiology 1997;48:715-719.

21 Koksch M, Zeiger F, Wittig K, Pfeiffer D,
Ruehlmann C. Haemostatic derangement in
advanced peripheral occlusive arterial disease. Int
Angiol 1999;18:256-262.

22 Philipp CS, Cisar LA, Kim HC, Wilson AC, Saidi
P, Kostis JB. Association of hemostatic factors
with peripheral avscular disease. Am heart J
1997;134:978-984.

23 Lip GY, Blann AD, Jones AF, Lip PL, Beevers DG.
Relation of endothelium, thrombogenesis and
hemorheology in systemic hypertension to ethnic-
ity and left ventricular hypertrophy. Am J Cardiol
1997;80:1566-1571.

24 Nadar S, Lip GY. The prothrombotic state in
hypertension and the effects of antihypertensive
treatment. Curr Pharm Des 2003;9:1715-1732.

25 Smith FB, Lee AJ, Hau CM, Rumley A, Lowe GD,
Fowkes FG. Plasma fibrinogen, hemostatic factors
and prediction of peripheral arterial disease in the
Edinburgh Artery Study. Blood Coagul
Fibrinolysis 2000;11:43-50.

26 Lip GY, Blann AD, Edmunds E, Beevers DG.
Baseline abnormalities of endothelial function and
thrombogenesis in relation to restenosis in essen-
tial hypertension. Blood Coagul Fibrinolysis
2002;13:35-41.

27 Vene N, Mavri A, Kosmelj K, Stegnar M. High D-
dimer levels predict cardiovascular events in
patients with chronic atrial fibrillation during oral
anticoagulation therapy. Thromb Haemost
2003;90:1163-1172. 

28 Banerjee AK, Pearcon J, Gilliland EL, Gross D,
Lewis JD, Stirling Y. A six year prospective study
of fibrinogen and other risk factors associated with
mortality in stable claudicants. Thromb Haemost
1992;68:261-263.

29 Pedrinelli R, Dell'Omo G, Barchielli A, Berchiolli
R, Melillo E, Mariani M. Fibrinogen and mortali-
ty in chronic critical limb ischaemia. J Intern Med
1999;245:75-82.

30 Stone MC, Thorpe JM. Plasma fibrinogen- a major
coronary risk factor. J R Coll Gen Pract
1985;35:565-569.

31 Philipp CS, Cisar LA, Saidi P, Kostis JB. Effect of
niacin supplementation on fibrinogen levels in
patients with peripheral vascular disease. Am J
Cardiol 1998;82:697-699.

32 Woodburn KR, Rumley A, Lowe GD, Pollock JG.
Fibrinogen and markers of fibrinolysis and
endothelial damage following resolution of critical
limb ischaemia. Eur J Vasc Endovasc Surg
1995;10:272-278.

33 Panchenko E, Eshkeeve A, Dobrovolsky A,
Tiitaeva E, Podinovskaya Y, Hussain KM. Effects
of indobufen and pentoxifylline on walking capac-
ity and hemostasis in patients with intermittent
claudication:results of 6 months treatment.
Angiology 1997;48:247-254.

34 Barber M, Langhorne P, Rumley A, Lowe GD,
Stott DJ. Hemostatic function and progressing
ischaemia stroke: D-dimer predicts early clinical
progression. Stroke 2004;35:1421-1425.

35 Juhan-Vague I, Alessi MC, Vague P. Increased
plasma plasminogen activator inhibitor I levels: a
possible link between insulin resistence and athe-
rosclerosis. Diabetologia 1991;34:457-462.

36 Folsom AR, Wu KK, Davis CE, Conlan MG,
Sorlie PD, Szklo M. Population correlates of plas-
ma fibrinogen and factor VII, putative cardiovas-
cular risk factors. Atherosclerosis 1991;34:457-
462.

37 Green D, Ruth KJ, Folsom AR, Liu K. Hemostatic
factors in the Coronary Artery Risk Development
in Young Adults (CARDIA) Study. Arterioscler
Thromb Vasc Biol 1994;14:686-693.

38 Wiman B, Ljungberg B, Chmielewska J, Urden G,
Blomback M, Johnsson H. Th role of the fibri-
nolytic system in deep vein thrombosis. J Lab Clin
Med 1985;105:265-270.

39 Auwerx J, Bouillon R, Collen D, Geboers J.
Tissue-type plasminogen activator antigen and
plasminogen activator inhibitor in diabetes melli-
tus. Arteriosclerosis 1988;8:68-72.

40 Margaglione M, Di Minno G, Grandone E.
Abnormally high circulating levels of tissue plas-
minogen ctivator and plasminogen activator
inhibitor-1 in patients with a history of ischaemic
stroke. Arterioscler Thromb Vasc Biol
1994;14:1741-1745.

41 Thogersen AM, Jansson JH, Boman K. High plas-
minogen activator inhibitor and tissue plasmino-
gen activator levels in plasma precede  a first acute
myocardial infarction in both men and women:
evidence for the fibrinolytic system as an inde-
pendent primary risk factor. Circulation
1998;98:2241-2247.

42 Hamsten A, de Faire U, Walldius G. Plasminogen
activator inhibitor in plasma : risk factor for recur-
rent myocardial infarction. Lancet 1987;2:3-9.

43 Hamsten A, Wiman B, de Faire U, Blomback M.
Increased plasma levels of a rapid inhibitor of tis-
sue plasminogen activator in young survivors of
myocardial infarction. N Engl J Med 1985;313:
1557-1563.

44 Bavenholm P, de Faire U, Landou C. Progression
of coronary artery disease in young male post-
infarcion patients is linked to disturbances of car-
bothhydrate and lipoprotein metabolism and to
impaired fibrinolytic function. Eur Heart J 1998;
19:402-410.

45 Smith FB, Lee AJ, Rumley A, Fowkes FG, Lowe
GD. Tissue-plasminogen activator, plasminogen
activator inhibitor and risk of peripheral arterial
disease. Atherosclerosis 1995;115:35-43.

46 Killewich LA, Gardner AW, Macko RF, Hanna DJ,
Goldberg AP, Cox DK. Preogressive intermittent
claudication is associated with impaired fibrinoly-
sis. J Vasc Surg 1998;27:645-650.

47 Retterstol L, Pans B, Bohn M, Bakken A, Erikssen
J, Malinow MR, Berg K. Plasma total homocys-
teine levels and prognosis in patients with previ-
ous premature myocardial infarction:a 10-year fol-
low up study. J Intern Med 2003;253:284-292.

48 Felmeden DG, Blann AD, Lip GY. Angiogenesis;
basic pathophysiology and implications for dis-
ease. Eur Heart J 2003;24:586-603.

49 Lip GY, Blann AD. Thrombogenesis, atherogene-
sis and angiogenesis in vascular disease: a new
'vascular triad'. Ann Med 2004;36:119-125.

Chung/Lip

D
ow

nl
oa

de
d 

by
: 

M
ilt

on
 S

.H
er

sh
ey

 M
ed

ic
al

 C
tr

.  
   

   
   

   
   

   
   

   
19

8.
14

3.
37

.1
 -

 6
/2

3/
20

15
 6

:0
5:

27
 P

M


