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Abstract: Introduction: Chronic insufficiency alters homeostasis, in part due to endothelial inflammation. Plasmi-
nogen activator inhibitor-1 (PAI-1) is increased in renal disease, contributing to vascular damage. We assessed PAI-
1 activity and PAI-1 4G/5G polymorphism in hemodialysis (HD) subjects and any association between thrombotic
vascular access (VA) events and PAI-1 polymorphism.
Methods: Prospective, observational study in 36 HD patients: mean age: 66.6 ± 12.5 yr, males n=26 (72%), time on
HD: 28.71 ± 22.45 months. Vascular accesses: 10 polytetrafluoroethylene grafts (PTFEG), 22 arteriovenous fistu-
lae (AVF), four dual lumen catheters (CAT). Control group (CG): 40 subjects; mean age: 60.0 ± 15 yrs, males n=30
(75%). Group A (GA): thrombotic events (n=12), and group B (GB): No events (n=24). Groups were no different
according to age (69.2 ± 9.12 vs. 65.3 ± 14.5 yrs), gender (males: 7; 58.3% vs. 18; 81.8%), time on HD (26.1 ± 14.7
vs. 30.1 ± 38.7 months), causes of renal failure. Time to follow-up for access thrombosis: 12 months. 
Results: PAI-1 levels in HD: 7.21 ± 2.13 vs. CG: 0.42 ± 0.27 U/ml (p<0.0001). PAI-1 4G/5G polymorphic variant di-
stribution in HD: 5G/5G: 6 (17%), 4G/5G: 23 (64%); 4G/4G: 7 (19%) and in CG: 5G/5G: 14 (35%); 4G/5G: 18
(45%); 4G/4G: 8 (20%). C-reactive protein (CRP) in HD: 24.5 ± 15.2 mg/L vs. in CG 2.3 ± 0.2 mg/L (p<0.0001).
PAI-1 4G/5G variants: GA: 5G/5G: 3; 4G/5G: 8; 4G/4G: 1; GB: 5G/5G: 3; 4G/5G: 15; 4G/4G: 6. Thrombosis
occurred in 8/10 patients (80%) with PTFEG, 3/22 (9%) in AVF, and 1/4 (25%) in CAT. Among the eight PTFEG
patients with thrombosis, seven were PAI 4G/5G. 
Conclusions: PAI-1 levels were elevated in HD patients, independent of their polymorphic variants, 4G/5G being
the most prevalent variant. Our data suggest that in patients with PTFEG the 4G/5G variant might be associated
with an increased  thrombosis risk. (J Vasc Access 2008; 9: 142-7)
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INTRODUCTION

Patients on maintenance hemodialysis (HD) fre-
quently develop thrombotic events along the entire
vascular tree, particularly at the site of the vascular ac-
cess (VA), coronary, cerebral and renal arteries.
Available data have disclosed both a state of hy-
pofibrinolysis characterized in part by elevated plas-
minogen activator inhibitor-1 (PAI-1) levels and a
condition of endothelial dysfunction and chronic

inflammation, characterized by increased plasma
concentrations of PAI-1 and C-reactive protein (CRP)
or reduced endothelium-dependent vasodilatation
mediated by nitric oxide (1-3). PAI-1 is synthesized
mainly in endothelial cells; it inhibits plasminogen
activator activity and is considered the most impor-
tant physiological regulator of the fibrinolytic system.
Several studies have shown that PAI-1 blood levels de-
pend on many different pathophysiological factors,
contribute to cardiovascular morbidity and to the de-
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velopment of perivascular fibrosis. In normal sub-
jects, higher PAI-1 levels are associated with a poly-
morphic variance in the number of guanine bases
(4G rather than 5G) at position -675 upstream of the
transcription start site. Some studies have shown that
the homozygosity for the 4G allele could be an in-
dependent risk factor for the development of ather-
osclerosis, thrombosis and cardiovascular disease,
highly prevalent in HD patients (4), while other
studies could not confirm this finding (5).
This study aimed to investigate PAI-1 activity levels
and PAI-1 4G/5G polymorphism in 36 chronic HD
patients and compare them with the occurrence of
thrombotic VA events. We also investigated the cor-
relation of PAI-1 levels with PAI-1 4G/5G polymor-
phism and CRP levels.

METHODS

Study design

Prospective, observational study in which in 36 chro-
nic HD patients PAI-1 blood levels, the 4G/5G poly-
morphic variant and CRP concentrations were de-
termined. Subsequently, patients were divided into
two groups according to the occurrence of VA
thrombotic events after 1 year of follow-up. 

Patient characteristics

Thirty-six chronic HD patients were included. Exclu-
sion criteria were: malignancy, end-stage chronic heart
disease, active liver or thyroid disease, uncontrolled di-
abetes mellitus, severe malnourishment, patients with
hematocrits (Hct) <32%, evidence of infection or of
genetic or acquired thrombophilic defects. 
Patients were then divided into two groups according
to the development of HD access thrombosis. 
Group A (GA) included patients with VA throm-
botic events (n=12, 33%), while group B (GB) con-
sisted of patients free of this complication (n=24,
67%). Groups were no different according to age,

gender, time on HD and causes of renal failure (Tab. I).
Moreover, antithrombin III blood concentration and
proteins C and S activity were within normal limits in all
patients, and no factor V Leiden or protein 20210 mu-
tations were present. Homocysteine blood measure-
ments were not different between both groups.

Hemodialysis aspects

HD was performed in a high-flux manner with a bi-
carbonate bath, mean Qd: 500 mL/min and mean
Qb: 350 ± 50 mL/min; biocompatible membranes
were used: polyamide dialyzers (Polyflux 6L or 10L®,
Gambro Sweden). Each HD session averaged 3.5 ±
0.5 hr thrice weekly. In each HD session 3000 U of
heparin were used. All patients were on clopidogrel
75 mg/day. Control subjects were free of medication.

Vascular access characteristics

VAs: ten polytetrafluoroethylene grafts (PTFEG), 22
arteriovenous fistulae (AVF), four dual lumen
catheters (CAT) (Tab. I).

Biochemical measurements

PAI-1 activity and genotype determinations
Blood was collected before dialysis in fasting condi-
tions with sodium citrate 3.2% for PAI-1 activity and
with EDTA for PAI-1 polymorphism. Citrate samples
were centrifugated at 3000 g for 15 min and plasma
was stored at -80 C until testing. PAI-1 activity (nor-
mal: 0.3-2.5 U/mL) was determined by chromogenic
methods according to the manufacturer’s instruc-
tions (Berichrom PAI®, Dade Behring, Newark,
USA). PAI-1 4G/5G polymorphism was identified
by polymerase chain reaction (PCR) amplification
and digestion with Bs11 restriction enzyme according
to Margaglione et al (6). 
CRP (normal: 0-3 mg/L) was determined by an im-
munoturbidimetric assay (Vitros® 5.1 FS Chemistry
system, Orthoclinical Diagnostics, New Jersey,
USA). 

TABLE I - PATIENT CHARACTERISTICS

Group (%) Male Age Time on 
(%) (years) HD (months) AVF PTFEG CAT Hct (%) GN DM ANG PKD AN

A=12 (33) 7 (58.3) 69.2 ± 9.12 26.1 ± 14.7 3 8 1 33.2 ± 0.8 5 1 6 0 0
B=24 (67) 18 (75) 65.3 ± 14.5 30.1 ± 38.7 19 2 3 32.9 ± 0.7 6 4 7 6 1

Group A: patients with VA thrombotic events; Group B: no thrombosis. Abbreviations: HD, hemodialysis; Hct, hematocrit; AVF,
arteriovenous fistulae; PTFEG, polytetrafluoroethylene grafts; CAT, catheters; GN, glomerulonephritis; DM, diabetes mellitus;
ANG, angiosclerosis; PKD, polycystic kidney disease; AN, analgesic nephropathy
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Statistical analyses

Results are expressed as the mean ± standard devia-
tion of the mean (SD), unless specified otherwise.
The Mann-Whitney U test was used for differences
between groups of quantitative variables. The Chi
square or Fisher test was used for qualitative variable
comparisons.

Ethical aspects

The Institutional Review Board of the Hospital Bri-
tánico approved the study. 

RESULTS

Overall results

In the 36 patients included, these were the results ob-
tained: mean age 66.6 ± 12.53 yrs, males n=26 (72%),
time on HD: 28.71 ± 22.45 months. PAI-1 activity in
HD patients was significantly higher than in the con-
trol group: 7.21 ± 2.13 vs. 0.42 ± 0.27 U/mL,
p<0.0001. CRP in HD: 24.5 ± 15.2 mg/L vs. in the
control group 2.3 ± 0.2 mg/L, p<0.0001 (Tab. II)
PAI-1 4G/5G polymorphic variant distribution in
HD patients: 5G/5G (normal): 6 (17%), 4G/5G
(heterozygous): 23 (64%); 4G/4G (homozygous): 7
(19%); and in the control group: 5G/5G: 14 (35%);
4G/5G: 18 (45%); 4G/4G: 8 (20%) (Tab. III). 

Intergroup results

PAI-1 levels: GA vs. GB: 6.81 ± 2.3 vs. 7.42 ± 1.53
U/mL (p=ns); CRP in GA vs. GB: 14.4 ± 11.8 vs.
11.8 ± 8.4 mg/L (p=ns). PAI-1 4G/5G polymorphic
variant distribution: GA: 5G/5G: 3; 4G/5G: 8;
4G/4G: 1; GB: 5G/5G: 3; 4G/5G: 15; 4G/4G: 6. VAs:
GA: PTFEG: 8; AVF: 3, CAT: 1; GB: PTFEG: 2, AVF:
19, CAT: 3. There were no differences in PAI-1 po-
lymorphic variants between patients with and wi-
thout thrombosis but 7/8 patients with thrombosis
and PTFEG were PAI 4G/5G. 

DISCUSSION

This study aimed to assess PAI-1 activity in steady
chronic HD patients, a condition of continuous sys-
temic inflammation, and its relationship with PAI-1
4G/5G polymorphism, a potential association be-
tween PAI-1 polymorphisms and VA thrombosis and
the inflammatory state of HD patients with CRP levels.
PAI-1, a member of the SERPIN (SERine Protease
INhibitor) family, is a 50-kDa glycoprotein with a
half-life of 8-10 min and unstable in structure due to
the lack of cysteine in its molecule. PAI-1 is present
in trace amounts in normal conditions and is in-
volved in thrombotic processes as a physiologic in-
hibitor of the tissue-type and urokinase-type plas-
minogen activators that exists in conformationally
active and latent forms (7, 8). With the exception of
platelets, in which it can be largely stored, PAI-1 is
rapidly secreted after synthesis, binding rapidly to t-
PA and forming a stable complex in which the PAI-
1 to t-PA ratio is 1:1. Within the circulation, active
PAI-1 is unstable unless bound to vitronectin (9).
However, PAI-1 is known to mediate other actions be-
yond fibrinolysis. PAI-1 levels are increased in several
chronic inflammatory states acting as a powerful fi-
brosis-promoting molecule and can contribute to
the pathogenesis of vascular disease (10-15). PAI-1
synthesis occurs mainly in endothelial cells and
platelets, although other sites include macrophages,
vascular smooth muscle cells, liver, spleen and adi-
pose tissue, and although it does not take place in the

TABLE II - PAI-1 ACTIVITY AND CRP BLOOD LEVELS IN
HD PATIENTS

Group PAI-1 CRP p
(U/mL) (mg/mL)

Patients (n=36) 7.21 ± 2.13 2.45 ± 1.52 <0.0001

Control (n=40) 0.42 ± 0.27 0.23 ± 0.02 <0.0001

Abbreviations: PAI-1: plasminogen activator inhibitor-1; CRP:
C-reactive protein

TABLE III - POLYMORPHISM AND PAI-1 ACTIVITY LEVELS IN HD PATIENTS

Genetic variants Argentinian prevalence HD patients (n=36)
Frequency PAI-1 activity (UI/ml) Thrombotic events

5G/5G 36% 6 (17%) 5.69 ± 2.01 3
4G/5G 43% 23 (64%) 6.87 ± 1.97 8
4G/4G 21% 7 (19%) 7.19 ± 2.17 1
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kidneys, synthesis by both resident and intrarrenal in-
flammatory cells occurs in several acute and chronic
renal states, such as diabetic nephropathy, focal
necrotizing glomerulonephritis, focal segmental
glomerulosclerosis, nephroangiosclerosis, membra-
nous nephropathy and chronic allograft nephropa-
thy (9, 16). PAI-1 has impressive fibrosis-promoting
effects in the kidney, with high PAI-1 levels predict-
ing a bad long-term outcome (14). Exactly how PAI-
1 promotes renal fibrosis is not completely under-
stood. In addition to inhibiting serine protease
activity within vascular and extracellular compart-
ments, PAI-1 directly modulates cellular behavior,
leading to a vicious cycle of inflammatory cell re-
cruitment, fibroblast activation, and scar tissue ac-
cumulation (14). In lesions that are characterized by
the presence of fibrin, such as occurs in certain
glomerulonephritis, the inhibition of fibrinolysis is
closely associated with chronic damage. Switching off
PAI-1 synthesis has been shown experimentally to
prevent chronic kidney disease (CKD) progression.
By contrast, in the renal interstitium, where PAI-1 can
accumulate as a result of the presence of vitronectin,
its primary fibrogenic effects relate more closely with
its ability to facilitate cell migration of monocytes and
myofibroblasts, albeit other potential mechanisms re-
main to be elucidated. Among the many renopro-
tective properties of the angiotensin II inhibitors is
their ability to suppress PAI-1 (14). 
Regarding PAI-1 activity levels, our results show that
they were uniformly elevated in our patients. Albeit
it has been described that higher PAI-1 levels are as-
sociated with the 4G/5G homozygosity variant in
the general population, we have found that in ure-
mic patients PAI-1 measurements are uniformly in-
creased, independent of this genetic variance, sug-
gesting that the inflammatory state present in these
patients, also shown by elevated CRP levels, could be
the cause of such a disturbance. On the one hand, re-
nal insufficiency causes an increase in PAI-1 levels (7,
14). On the other hand, PAI-1 has emerged as a crit-
ical mediator of tissue damage and renal interstitial
fibrosis, which could worsen residual renal function
in HD patients. It appears that PAI-1 expression may
be induced by renin, angiotensin II, aldosterone,
shear stress, TGF-β  and CRP (2, 7, 15, 16). In addi-
tion, uremic toxins induce free radical production by
renal tubular cells and activate NF-B, which, in turn
up-regulate PAI-1 expression (17). Therefore, ele-
vated PAI-1 activity levels in HD patients could con-
tribute to endothelial damage. This damage could be
clinically expressed in the form either of athero-
sclerosis or of thromboses, two of the most frequent
and feared complications in the HD population.
Several factors, including genetic and epigenetic

ones, influence plasma PAI-1 levels in humans. In the
general population, the 4G variant is associated with
higher plasma PAI-1 levels (4). However, in our study
this phenomenon could not be observed. Our results
agree with those found by Ando R et al, who found
that plasma PAI-1 levels were no different among the
three PAI-1 genotypes in HD patients (18). The ques-
tion is why in HD patients PAI-1 levels are not influ-
enced by the genotype encountered, which occurs in
the general population, or whether this polymor-
phism can influence or determine the type of re-
sponse of the PAI-1 gene to certain cytokines. This
could be explained in part due to uremia itself as the
main cause of such a disturbance. In this regard, PAI-
1 synthesis is rapidly induced by a variety of factors,
the vast majority of which are increased in renal dis-
ease and particularly in HD (6, 16-27). Finally, HD
patients present an inflammatory milieu as shown by
high CRP levels, which is independent of the geno-
type, and could explain the elevation of PAI-1 activ-
ity (16).
Another  vascular damage marker is CRP, which as
expected was increased in our study, suggesting that
the inflammatory state that governs in renal failure
could be in part the origin of the thrombotic events
that affects HD patients. Evolving data suggest that
CRP affects fibrinolysis by decreasing tissue plas-
minogen activator, which converts plasminogen to
plasmin resulting in  fibrin degradation (2, 14, 28,
29). Moreover, recent data show that CRP promotes
tissue factor expression and activity in mononuclear
cells and induces thrombomodulin release (30). Fi-
nally, CRP induces the expression and activity of
PAI-1 and decreases prostacyclin production, sug-
gesting a prothrombotic role for CRP (2, 29) Taken
together CRP and PAI-1 could potentiate their ac-
tions and contribute to the endothelial damage
found in HD patients.
As previously addressed, in our patients other main
causes of acquired or genetic thrombotic diathesis
were discarded. When thrombotic and non-throm-
botic groups were analyzed in relation to PAI-1 poly-
morphism and VA type, PTFEG accesses were more
prevalent in the thrombotic group and 7/8 patients
who presented with thrombotic events and had PT-
FEG accesses showed PAI 4G/5G polymorphism
(Tab. III). PTFE molecular characteristics, mechan-
ical and biochemical interactions between blood
constituents and graft surface could certainly play an
important role in the thrombotic predisposition en-
countered in this setting.
When the overall results are analyzed, all patients dis-
played an inflammatory state with elevated PAI-1
and CRP blood levels (Tab. II), but not in all these
patients could a history of thrombosis be found.
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This could be attributed to a short  follow-up period,
to silent episodes of thrombosis that did not involve
the VAs or that were clinically covert, or to the ad-
ministration of heparin or clopidogrel, which could
have certainly diminished or prevented thrombotic
episodes.
Based on our findings, PAI-1 plasma levels are in-
creased in HD patients independent of the type of
PAI-1 4G/5G polymorphic variant and correlate with
high CRP levels. Both molecules could contribute to
the vascular and fibrotic damage found in HD pa-
tients. PAI-1 4G/5G polymorphism was the most
prevalent variant encountered and is more frequent
than in the  normal Argentinian population (Tab.
III) (31). PTFEG patients with the 4G/5G polymor-
phism presented an increased risk of thrombosis.
Therefore, were this finding to be confirmed in fu-
ture studies, PTFEG should be avoided, if possible, in
patients with the 4G/5G polymorphic variant.
However, much remains to be learnt about the role
of PAI-1 in CKD and HD. Will PAI-1 genotype prove
to be a useful and practical  risk marker predictor of
CKD or of bad outcome in HD patients? If an-

giotensin II, aldosterone and TGF-β activities are
therapeutically blocked, can PAI-1 still be synthe-
sized and promote thrombosis or fibrosis? Is PAI-1’s
role as an inhibitor of fibrinolysis relevant to CKD?
Much needs to be learnt about the specific thera-
peutic inhibition of PAI-1 and the clinical relevance
of such an impact on fibrosis and thrombosis.

Conflict of interest statement: None of the authors who par-
ticipated in this study have any conflicts of interest with any
company that may have a financial interest in the information
contained in the manuscript.

Address for correspondence:
Dr. Hernán Trimarchi 
Hospital Británico 
Perdriel 74 
1280 Buenos Aires 
Argentina 
htrimarchi@hotmail.com

REFERENCES 

1. Molino D, De Lucia D, Marotta R, et al. In uremia,
plasma levels of anti-protein C and anti-protein S an-
tibodies are associated with thrombosis. Kidney Int
2005; 68: 1223-9.

2. Singh U, Devaraj S, Jialal I. C-reactive protein de-
creases tissue plasminogen activator activity in human
aortic endothelial cells: evidence that CRP is a pro-
coagulant. Arterioscler Thromb Vasc Biol 2005; 25:
2216-21.

3. Stam F, van Guldener C, Schalkwijk CG, ter Wee PM,
Donker A, Stehouwer CDA. Impaired renal function
is associated with markers of endothelial dysfunction
and increased inflammatory activity. Nephrol Dial
Transplant 2003; 18: 892-8. 

4. Kohler HP, Grant PJ. Plasminogen-activator inhibitor
type 1 and coronary artery disease. N Engl J Med
2000; 342: 1792-801.

5. Moore JH, Smolkin ME, Lamb JM, Brown NJ,
Vaughan DE. The relationship between plasma t-PA
and API levels is dependent on epistatic effects of the
ACE I/D and PAI 4G/5G polymorphism. Clin Gen
2002; 62: 53-9.

6. Margaglione M, Grandone E, Cappucci G, et al. An al-

ternative method for PAI-1 promoter polymorphism
(4G/5G) typing. Thromb Haemost 1997; 77: 605-6.

7. Eddy AA. Plasminogen activator inhibitor-1 and the
kidney. Am J Physiol Renal Physiol 2002; 283: 209-20.

8. Sitko A, Hervio L, Loskutoff D. Plasminogen activator
inhibitors. In: Colman R ed. Hemostasis and throm-
bosis: basic principles and clinical practice. Philadel-
phia, PA: Lippincott Williams & Wilkins, 2001; 355-64.

9. Zhou A, Huntington JA, Pannu NS, Carrell RW,
Read RJ. How vitronectin binds PAI-1 to modulate
fibrinolysis and cell migration. Nat Struct Biol 2003;
10: 541-4.

10. Ma LJ, Nakamura S, Whitsitt JS, Marcantoni C, David-
son JM, Fogo AB. Regression of sclerosis in aging by
an angiotensin inhibition-induced decrease in PAI-1.
Kidney Int 2000; 58: 2425-36.

11. Tamaki K, Okuda S, Nakayama M, Yanagida T, Fu-
jishima M. Transforming growth factor-beta 1 in hy-
pertensive renal injury in Dahl salt-sensitive rats. J
Am Soc Nephrol 1996; 7: 2578-89.

12. Keeton M, Eguchi Y, Sawdey M, Ahn C, Loskutoff DJ.
Cellular localization of type 1 plasminogen activator
inhibitor messenger RNA and protein in murine renal
tissue. Am J Pathol 1993; 142: 59-70.

13. Hamano K, Iwano M, Akai Y, et al. Expression of



147

Trimarchi et al

glomerular plasminogen activator inhibitor type 1 in
glomerulonephritis. Am J Kidney Dis 2002; 39: 695-705.

14. Eddy AA, Fogo AB. Plasminogen activator inhibitor-1 in
chronic kidney disease: Evidence and mechanisms of ac-
tion. J Am Soc Nephrol 2006; 17: 2999-3012.

15. Baricos WH, Cortez SL, Deboisblanc M, Xin S. Trans-
forming growth factor-beta is a potent inhibitor of ex-
tracellular matrix degradation by cultured human
mesangial cells. J Am Soc Nephrol 1999; 10: 790-5.

16. Devaraj S, Xu DY, Jialal I. C-reactive protein increases
PAI-1 expression and activity in HAEC: Implications
for the metabolic syndrome and atherothrombosis.
Circulation 2003; 107: 398-404.

17. Motojima M, Hosokawa A, Yamato H, Muraki T, Yosh-
ioka T. Uremic toxins of organic anion up regulate
PAI expression by induction of NFB-kappaB and free
radical in proximal tubular cells. Kidney Int 2003; 63:
1671-80.

18. Ando R, Doi M, Yamauchi K, et al. Association of beta
fibrinogen and factor VII polymorphism with plasma
fibrinogen and factor VII levels and no association of
PAI polymorphism with plasma PAI levels in he-
modialysis patients. Clin Nephrol 2002; 58: 25-32.

19. Aucella F, Margaglione M, Vigilante M, et al. PAI-1
4G/5G and ACE I/D gene polymorphisms and the oc-
currence of myocardial infarction in patients on in-
termittent dialysis. Nephrol Dial Transplant 2003; 18:
1142-6.

20. Emeis JJ, Kooistra T. Interleukin 1 and lipopolysac-
charide induce an inhibitor of tissue-type plasminogen
activator in vivo and in cultured endothelial cells. J
Exp Med 1986; 163: 1260-6.

21. Lund LR, Riccio A, Andreasen PA, et al. Transforming
growth factor-beta is a strong and phase actino positive
regulator of the level of type-1 plasminogen activator
inhibitor mRNA in WI-38 human lung fibroblasts.
Embo J 1987; 6: 1281-6.

22. Sawdey MS, Loskutoff DJ. Regulation of murine type
1 plasminogen activator inhibitor in vivo. Tissue speci-

ficity and induction by lipopolysaccharide, TNF-al-
pha and TGF-beta. J Clin Invest 1991; 88: 1346-53.

23. Olofsson B, Korpelainen E, Peppeer MS, et al. VEGF-
beta binds to VEGF receptor-1 and regulates plas-
minogen activator activity in endothelial cells. Proc
Natl Acad Sci USA 1998; 95: 11709-14.

24. Dichtl W, Stiko A, Eriksson P, et al. Oxidized LDL and
lysophosphatidilcholine stimulate plasminogen acti-
vator inhibitor-1 expression in vascular smooth mus-
cle cells. Arterioscler Thromb Vasc Biol 1999; 19:
3025-32.

25. Cheng JJ, Chao YJ, Wung BS, Wang DL. Cyclic strain-
induced PAI-1 released from endothelial cells involves
reactive oxygen species. Biochem Biophys Res Com-
mun 1996; 225: 100-5.

26. Zidovetzki R, Wang JL, Kim JA, Chen P, Fisher M,
Hofman FM. Endothelin-1 enhances PAI-1 production
by human brain endothelial cells vis protein kinase-
C dependent pathway. Arterioscler Thromb Vasc Biol
1999; 19: 1768-75.

27. Zhao W, Spitz DR, Oberley LW, Robbins ME. Redox
modulation of the pro-fibrogenic mediator plas-
minogen activator inhibitor-1 following ionizing ra-
diation. Cancer Res 2001; 61: 5537-43.

28. Venugopal SK, Devaraj S, Jialal I. CRP decreases
prostacyclin release from HAEC. Circulation 2003;
108: 1676-8.

29. Venugopal SK, Devaraj S, Yuhanna I, Shaul P, Jialal I.
Demonstration that C-reactive protein decreases
eNOS expression and bioactivity in HAEC. Circulation
2002; 106: 1439-41.

30. Balnn AD, Lip GY. Efects of CRP on the release of von
Willebrand factor, E-selectin, thrombomodulin and in-
tercellular adhesion molecule-1 from HUVEC. Blood
Coagul Fibrinolysis 2003; 14: 335-40.

31. Genoud V, Castañon M, Kordich L. Prevalencia del
polimorfismo 4G/5G del inhibidor del activador del
plasminogeno PAI-1 4G/5G) en Argentina Act Bio-
quím. Clin Latinoam 2006; 5 (suppl 5): 71.


