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Atherosclerosis is an inflammatory process that selec-
tively affects arteries and is highly prevalent in both

women and men. Thrombo-occlusive complications of ath-
erosclerosis, including stroke and myocardial infarction, are
major causes of morbidity and mortality. Senescence of the
arterial tree is a biological process that follows a natural
course that can be accelerated by the combined injury of
multiple risk factors. A repair capacity that is intrinsic to the
organism can counteract the natural time- and risk factor–
dependent obsolescence of arteries. The failure of this repair
process is intimately linked to atherosclerotic inflammation
and lesion formation. Recruitment and targeting of bone
marrow–derived progenitor vascular cells, and probably vas-
cular progenitors originating in other tissues, that have an
intrinsic capacity for repair of the vascular wall represent a
promising area for research and development.

This review focuses on recent discoveries relevant to
vascular progenitor cells and others that are likely to influ-
ence atherosclerosis research. It highlights the exciting recent
findings that demonstrate the vital role of vascular progenitor
cells in the homeostasis of the vessel wall and the mitigation
of atherosclerosis. In the context of atherosclerosis, this
review also discusses the relevance of this paradigm to
pharmacological treatment of atherosclerosis and the process
of aging.

Of Risk Factors and Atherosclerosis
The entire arterial tree is exposed to the risk factors for
atherosclerosis, yet lesions of atherosclerosis have a distribu-
tion along arteries that is not uniform and are strongly
influenced by hemodynamic factors (Figure 1).1–5 Athero-
sclerosis develops as a result of sustained injury to the arterial
wall, and several culprits have been identified.6–11 Impor-
tantly, an elevated cholesterol level, particularly LDL choles-
terol, is a risk factor for atherosclerosis and resulting throm-
boembolic complications.7,8 Data in humans indicate that
even an increase in total cholesterol from 150 mg/dL
(3.9 mmol/L) to no more than 200 mg/dL (5.2 mmol/L) could
contribute to cardiovascular death.12 Instructively, many mam-
mals, including laboratory mice fed a regular chow, display a

total cholesterol well below 150 mg/dL (3.9 mmol/L), but when
their diet is Westernized, their cholesterol rises to �200 mg/dL
(5.2 mmol/L), as it does for humans.13 Incremental reduction in
LDL cholesterol with statin drugs to a target level �100 mg/dL
(2.6 mmol/L) improves outcome for patients with coronary
artery disease.14,15 In light of these observations, the previously
accepted targets for total cholesterol (200 mg/dL or 5.2 mmol/L)
and LDL cholesterol (100 mg/dL or 2.6 mmol/L) might need to
be revisited.12,14,15 Other factors that can lead to vascular injury
include infectious agents, excessive blood pressure, inflamma-
tory mediators, and glycation events, all involving accrued
oxidative stress.10,11 Although most of these factors apply
homogenously to the arterial wall, atherosclerosis develops as a
mosaic (Figure 1), strictly influenced in its topography by
hemodynamic modifiers.1,2 The specific mechanism for such
distribution remains largely uncharacterized, but arterial hemo-
dynamics can affect vascular cell signaling and gene
expression.16

Repair and remodeling of the arterial wall are regulated by
a myriad of local events and stimuli. When remodeling
becomes pathological, especially in advanced atherosclerosis,
it can lead to reduced flow as a result of narrowing of the
lumen and consequent ischemia for downstream tissues.
Local injury of the arterial wall triggers a powerful recruit-
ment of vascular cells, either through in situ proliferation or
by engraftment of bone marrow–derived progenitor cells.17,18

Local availability and activity of mitogens, differentiation
factors, cytokines/chemokines, adhesion molecules, pro-
teases, matrix components, and vasoactive agents can affect
this repair process. Furthermore, the local impact of primary
and secondary blood flow currents may also affect the
efficacy of a repair process that requires the successful
engraftment of progenitor cells to the arterial wall.

Response to Injury: Local Versus Central Process
The injured arterial wall, in addition to the local response,
mounts a profound systemic response that involves a cascade
of molecular and cellular events to promote the repair of the
vessel wall.19–21 This response includes the production of
cytokines and growth factors; the release and circulation of
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progenitor cells by the bone marrow and other organs; the
anchorage of progenitors to the arterial wall; the integration
of the progenitors into a rejuvenated endothelium; and auto-
crine, paracrine, and endocrine regulation of the arterial wall
by recruited progenitors and the repaired endothelium. This
process can be misguided, however, and can contribute to
vascular lesion progression. Inflammatory cytokines, growth
factors, and other messengers are produced by the injured
vascular wall, and some of these signals can be amplified
through biological relays.22,23 The triggered response varies
markedly, according to local and systemic capacity of the
surrounding organism for arterial repair.24–26 As a general
rule, a rapid and successful repair of the arterial wall in
response to growth factor and cytokine production is required
to contain the inflammatory reaction within physiological
limits.24 Failure to repair the arterial wall in response to

inflammatory signals will further promote atherogenesis and
hence create a positive feedback loop that propagates vessel
injury24–26 (Figure 2).

Such imbalance between capacity for repair and inflamma-
tory agonists promotes atherosclerosis. For example, the
concentration of proinflammatory cytokines circulating in the
vessels of an overweight patient may be markedly higher than
in an individual with optimal body weight27 owing to the
enhancing effect of the adipose tissue on the production of
cytokines such as interleukin-6. Recent studies on infectious
agents such as chlamydia and cytomegalovirus suggest that
they may contribute to the exaggeration of the inflammatory
process by promoting further deleterious changes at the level
of the arterial wall.11 In contrast, it has been suggested that
elevation of selected lipoproteins such as HDL and, in
particular, the Milano mutant of HDL has the potential to

Figure 1. Mosaic distribution of atheroscle-
rotic lesions. The distribution of lesions of
atherosclerosis is not monotonous across
the arterial tree. Instead, lesions have a ten-
dency to develop earlier in areas of
increased hemodynamic stress (eg, branch-
ing arteries). Evidence in support of this con-
cept is found in both human (a) and murine
(b) atherosclerosis. a, Compilation of athero-
sclerosis distribution within the human
abdominal aorta of �2000 specimens col-
lected postmortem in individuals who had
died of noncardiac causes before 33 years
of age. Atherosclerosis was detected with
Sudan IV staining, and the color scale indi-
cates the frequency at which lesions are
found at each site (light color indicates low
frequency [�10%]; dark color indicates high
frequency [�50%]). Adapted from McGill HC
Jr, et al. Arterioscler Thromb Vasc Biol.
2000;20:836–845, with permission. b, Distri-
bution of atherosclerotic lesions in the
mouse aorta (single sample) in which lesions
were stained also with Sudan IV. Note that in
both cases, lesions develop in area of
branching vessels. In both images, the proxi-
mal end of the artery is on the right.

Figure 2. Mechanistic link between arterial
repair and inflammation. In the presence of
competent bone marrow, an arterial injury
triggers an inflammatory reaction that can be
seen as constructive, or self-limited, because
it serves to trigger the production and
release by the bone marrow and perhaps
other tissues of vascular progenitor cells
capable of arterial repair. This inflammatory
reaction is self-contained because the repair
of the arterial wall results in the discontinua-
tion of the stimulus that had triggered the
inflammatory reaction, although some distant
processes may help sustain inflammation
despite successful repair. In contrast, in the
absence of competent marrow, an arterial
lesion has no opportunity to become
repaired, and this lack of repair contributes
to perpetuating and even intensifying of the
atherosclerotic inflammation (destructive
inflammation, leading to a positive feedback
loop vis-à-vis inflammation), with progressive
senescence and dysfunctional remodeling of
the arterial wall.
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lower inflammation and consequent vascular injury.28,29 Of
particular interest is the capacity of HDL to retard the
progression of atherosclerosis without marked modification
of inflammatory markers.29 The mechanism that mediates the
beneficial effect of HDL on atherosclerosis is mostly unchar-
acterized but appears to involve reverse cholesterol
trafficking.

Although circulating cytokines and growth factors can lead
to accelerated inflammation of the injured vascular wall, it
was recognized only recently that such molecules are not
necessarily noxious and can, in fact, promote the productive
recruitment of bone marrow–derived mononuclear cells.24–26

This observation led to the concept of “constructive” (self-
limited, to the extent that it promotes tissue repair) versus
“destructive” (further contributes to tissue damage) inflam-
mation (Figure 2). In particular, vascular progenitor cells,
especially endothelial progenitor cells (EPCs), with intrinsic
capacity for repair of the vascular wall are important contrib-
utors to the vascular repair process.24–26,30,31 Such cells are
produced and released by the marrow and perhaps other
tissues harboring progenitor cells in response to signals
derived from the injured vascular wall and anchor at the level
of arterial lesions.24 Evidence for their contribution to the
repair of the arterial wall is emerging. Their absence or
dysfunction results in more advanced vascular lesions,
whereas their administration to animals deprived of compe-
tent vascular progenitor cells can retard the onset of vascular
disorders.24–26 Understanding the production of competent
cells involved in the repair of the arterial wall and arising
from a distant site (bone marrow and elsewhere) represents a
potentially important opportunity for advancing the under-
standing of vascular disorders, their prevention, and/or their
cure.

Aging in the Presence of Risk Factors
and Atherosclerosis

Arterial repair can be successful and complete, in which case
the inflammatory reaction associated with vascular injury
may resolve and markers of inflammation may vanish from
the circulation. In many situations, however, the repair is
incomplete and/or pathological and leads to remodeling of the
arterial (or venous) wall. For some patients, the remodeling of
the vascular wall may be discrete so that blood flow remains
unperturbed, whereas for others, remodeling may lead to
pathological enlarging or narrowing of the lumen with or
without thromboembolic complications. Pathological remod-
eling can lead to aneurysm formation, stenosis, restenosis, or
dissection of arteries. Aging, in the presence of risk factors
for vascular disease, can lead to depletion of bone marrow
cells capable of repair of the arterial wall.24–26 Indeed, the
depletion of bone marrow–derived progenitor cells may
account for a large fraction of the aging risk in the develop-
ment of vascular disorders.26 Such depletion of competent
cells may involve the loss of production of progenitors by a
dysfunctional marrow or the marrow production of dysfunc-
tional progenitor cells that are therefore incapable of repair.26

Competent progenitors might also be produced but may not
be released by the marrow. It is further possible that repair-
competent progenitor cells are produced and circulate but are

unable to latch onto arterial lesions or that, once latched,
these competent cells might be unable to mount a successful
repair process as a result of local hemodynamic and other
factors.

Risk factors, independently of aging, have also been shown
to be associated with lower circulating EPC counts.32–34

Whether such risks affect the bone marrow production of
EPCs directly or promotes the exaggerated consumption of
circulating EPCs or a combination of the 2 processes remains
to be defined. In the case of some risk factors, particularly
diabetes mellitus, there is little doubt that the biology of the
marrow itself is impaired.35,36 EPCs may also be destroyed, as
in certain autoimmune disorders, and thus unable to complete
their repair mission.

Of Progenitor Cell Transfer and Atherosclerosis
Intravenous transfer of competent bone marrow from wild-
type or young apolipoprotein E knockout (ApoE�/�) to
ApoE�/� recipient mice fed a fat-rich diet prevents the
development of atherosclerotic lesions.24 In contrast, admin-
istration of bone marrow from older ApoE�/� mice is of
limited benefit.24 Goldschmidt-Clermont and coworkers ob-
served differences in the composition of the marrow of young
mice versus older ApoE�/� mice and, in particular, a reduc-
tion in cells displaying typical characteristics of EPCs in the
marrow of old ApoE�/� mice.24

Markers of inflammation (C-reactive protein, interleukin-6
[IL-6], or vascular endothelial growth factor [VEGF]) iden-
tify patients at increased risk for cardiovascular thromboem-
bolic events37. In ApoE�/� mice fed a fat-rich diet, chronic
hyperlipidemia is associated with elevation of IL-6 and
VEGF.24 Intravenous administration of competent bone mar-
row to these mice resulted in marked and sustained suppres-
sion of the blood levels of these markers of inflammation.24

Intravenous administration of bone marrow cells originating
from older ApoE�/� mice (6 months old) had only a limited
and transient effect on IL-6 and increased, rather than
decreased, the level of VEGF. Hence, these experiments
supported the following concepts. First, the absence of
“competent” bone marrow may contribute to the progression
of atherosclerosis in the presence of risk factors such as
hyperlipidemia; as a corollary, supplementing mice at risk for
developing atherosclerosis as a result of hyperlipidemia with
competent bone marrow cells delivered intravenously can
restore arterial repair and prevent lesion development. Sec-
ond, there is an intriguing relationship between bone marrow
progenitors and inflammation (Figure 2) so that in mice
exposed to a significant risk factor like hyperlipidemia, the
levels of blood markers of inflammation are elevated. Once
they are supplemented with competent bone marrow cells,
however, inflammation subsides, thus halting a cascade of
events that ultimately lead to atherosclerotic plaque forma-
tion. In turn, the successful repair of arteries and putative
correction of bone marrow abnormalities may eliminate the
stimuli for production of inflammatory cytokines. Instruc-
tively, the administration of competent bone marrow cells
normalized inflammatory markers in the absence of improve-
ment in risk factors (the total cholesterol level in the ApoE�/�

mice remained �1200 mg/dL). Hence, according to the latter
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scenario, an important feedback loop exists between success-
ful repair of arteries and suppression of systemic inflamma-
tion in situations of atherosclerosis.26 This impact of a
competent repair process does not necessarily apply to
inflammation that develops independently of the presence of
arterial lesions.

Many questions related to arterial repair such as the
specific identity of the cells that contribute to the repair of
vascular lesions remain unanswered. Transient culture of the
cells extracted from the marrow may enhance their repair
capacity through an unknown mechanism. The partial deple-
tion of EPCs found in the marrow of older ApoE�/� mice
suggests that these progenitors could be at play for successful
repair.24 It remains unknown why aging in the presence of
severe risk leads to depletion of competent progenitors. One
possibility is that the aging progenitors are becoming senes-
cent. Partial senescence is an important process that allows
tissues such as the cardiovascular system to escape malignant
transformation by keeping uncontrolled proliferation in
check. The maintenance of a population of competent pro-
genitors within the bone marrow niche (which probably has
intrinsic ability to curtail malignant transformation) is crucial
for maintaining the integrity of the repair capacity of the
organism toward the arterial tree. The obsolescence of the
marrow and consequent depletion of vascular progenitors are
of grave consequence in the maintenance of arterial
homeostasis.

Thus, an intriguing opportunity has emerged from the
concept of bone marrow senescence that consists of resur-
recting the ability of bone marrow–derived vascular progen-
itors to repair damaged arterial walls. In this context, genetic
or chemical modifications of EPCs resulting in the activation
of the Akt pathway improve the survival and reduce the
senescence of the progenitors cells.38–41 Inhibitors of HMG-
CoA reductase, for instance, have been shown to enhance the
proliferation, migration, and survival of EPCs.38,41 A putative
mechanism for this involves the activation of the phosphati-
dylinositol 3-kinase (PI 3-kinase) and protein kinase B (Akt)

pathway,38,39,41 a signaling pathway known to regulate down-
stream nitric oxide production and cellular survival. Impor-
tantly, endothelial nitric oxide synthase has recently been
shown to play a regulatory role in the recruitment and
mobilization of bone marrow–derived progenitor cells.42

Additionally, the ability of the PI 3-kinase–Akt pathway to
transcriptionally and posttranscriptionally regulate cell cycle
progression in EPCs might play a role. Recent evidence
indicates that atorvastatin could reduce senescence of EPCs
by increasing the expression of cell cycle–promoting proteins
while reducing the cell cycle–inhibitory protein p27. Reduced
senescence might counter the effect of aging and enable
progenitor cells to continue with their reparative functions.

It is also likely that additional types of vascular progenitors
and perhaps nonprogenitor bone marrow cells contribute to
the repair process, whereas other cells of the marrow may
have an opposite effect. In particular, inflammatory cells may
have a detrimental effect on atherosclerotic lesions according
to our theory of constructive, self-limited inflammation ver-
sus destructive inflammation (Figure 2).43,44

Furthermore, does the repair of various sections of the
vascular tree involve a generic type of vascular progenitor
cells, or are there specific progenitors for the repair of each
section of blood vessels (ie, small versus large versus pulmo-
nary arteries)? In the context of this question, it is relevant to
note that the panoply of expressed genes varies markedly
among endothelial cells derived from various aspects of the
arterial tree,45 perhaps as a consequence of variable local
hemodynamic parameters. Alternatively, it is tempting to
speculate that such differences in phenotype could be precon-
ditioned at the level of EPCs that latch onto various vascular
targets, phenotypic differences that could be imprinted by
factors relevant to their journey within the bone marrow
(multipotent progenitors of origin, contacts with extracellular
matrix molecules, cell-cell interaction, cellular mimicry, etc).
The expression of a specific set of surface receptors could be
a key determinant for where such EPCs manage to, or fail to,
anchor to injured sites of the arterial tree. Hence, some

Figure 3. Differentiation pathway for
EPCs within the adult marrow. The effect
of aging in the presence of risk factors
could be taking place at several steps in
the differentiation pathway of EPCs,
resulting in obsolescence. Several steps
probably require the reorganization of the
chromatine of progenitors via epigenetic
mechanisms. The close interaction
between progenitors, stromal cells, and
extracellular matrix proteins (inset) has a
modifier impact on the effect of growth
factors and cytokines on the production,
differentiation, and release of the vascu-
lar progenitors, particularly EPCs. A bet-
ter understanding of these mechanisms
creates a new opening for therapeutic
intervention on bone marrow senescence
and consequent atherosclerosis.
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progenitors might be uniquely designed for the repair of large
arteries of the systemic circulation, whereas others are pre-
determined to anchor to pulmonary arteries. Local chal-
lenges to successful landing of EPCs, resulting, for exam-
ple, from the combined effect of factors such as
hemodynamic stresses and expression of adhesive recep-
tors (selectins, integrins, etc), could explain, at least in
part, the predilection of arterial branching points and short
curvatures for early atherosclerotic lesions.46,47 The loss of
selective groupings of EPCs may explain the uneven
distribution of atherosclerotic lesions in the presence of
selected risk factors. Thus, it is known that some individ-
uals will display only peripheral arterial lesions, whereas
for others, lesion development will have an exquisite
selectivity for coronaries.

In summary, both the susceptibility of blood vessels to
injury and their amenability to repair and/or remodel are
profoundly affected by vascular progenitor cell heterogeneity.
Vascular cell morphology can differ dramatically from one
vascular bed to another, according to specific functional
requirements. Moreover, endothelial cells destined to reside
within the arterial or venous vascular beds follow diverging
differentiation pathways (Figure 3), and those assigned to
these specific locations express characteristic molecular
markers. Vessel size, anatomic location, and geometry also
determine the quality and magnitude of hemodynamic forces
(primary versus secondary currents, flow shear, transmural
pressure, etc) to which vascular cells are exposed. Finally,
vascular cells are subject to regional molecular cues and
signals derived from specialized surrounding tissues. As a
result, vascular cell gene expression profiles and functional
responses vary significantly from one setting to another45 and
profoundly influence the remodeling and repair capabilities
of the cell.48–50 These topics represent exciting future areas of
investigation and may have a profound impact on our
understanding of vascular disease and repair.

Disclosure
Dr Goldschmidt-Clermont receives grant support from the NIH (P01
HL73042, R01 HL71536, R01 AG023073) and the Doris Duke
Charitable Foundation Clinical Interfaces Award. Dr Lorsordo re-
ceives grant support from Baxter Healthcare, Boston Scientific,
Curis, Cordis, and Astra Zeneca.

References
1. Willeit J, Kiechl S. Biology of arterial atheroma. Cerebrovasc Dis.

2000;10(suppl 5):1–8.
2. Gimbrone MA Jr. Vascular endothelium, hemodynamic forces, and

atherogenesis. Am J Pathol. 1999;155:1–5.
3. Ross R. Atherosclerosis: an inflammatory disease. N Engl J Med. 1999;

340:115–126.
4. Berk BC, Abe JI, Min W, Surapisitchat J, Yan C Endothelial atheropro-

tective and anti-inflammatory mechanisms. Ann N Y Acad Sci. 2001;947:
93–109; discussion 109–111.

5. Truskey GA, Herrmann RA, Kait J, Barber KM. Focal increases in
vascular cell adhesion molecule-1 and intimal macrophages at atheroscle-
rosis-susceptible sites in the rabbit aorta after short-term cholesterol
feeding. Arterioscler Thromb Vasc Biol. 1999;19:393–401.

6. Vita JA, Loscalzo J. Shouldering the risk factor burden: infection, ath-
erosclerosis, and the vascular endothelium. Circulation. 2002;106:
164–166.

7. Boullier A, Bird DA, Chang MK, Dennis EA, Friedman P, Gillotre-
Taylor K, Horkko S, Palinski W, Quehenberger O, Shaw P, Steinberg D,

Terpstra V, Witztum JL. Scavenger receptors, oxidized LDL, and athero-
sclerosis. Ann N Y Acad Sci. 2001;947:214–222; discussion 222–213.

8. Shi W, Haberland ME, Jien ML, Shih DM, Lusis AJ. Endothelial
responses to oxidized lipoproteins determine genetic susceptibility to
atherosclerosis in mice. Circulation. 2000;102:75–81.

9. Epstein SE. The multiple mechanisms by which infection may contribute
to atherosclerosis development and course. Circ Res. 2002;90:2–4.

10. Basta G, Lazzerini G, Massaro M, Simoncini T, Tanganelli P, Fu C,
Kislinger T, Stern DM, Schmidt AM, De Caterina R. Advanced glycation
end products activate endothelium through signal-transduction receptor
RAGE: a mechanism for amplification of inflammatory responses. Cir-
culation. 2002;105:816–822.

11. Gattone M, Iacoviello L, Colombo M, Castelnuovo AD, Soffiantino F,
Gramoni A, Picco D, Benedetta M, Giannuzzi P. Chlamydia pneumoniae
and cytomegalovirus seropositivity, inflammatory markers, and the risk
of myocardial infarction at a young age. Am Heart J. 2001;142:633–640.

12. Reddy KS. Cardiovascular disease in non-Western countries. N Engl
J Med. 2004;350:2438–2440.

13. Plump AS, Smith JD, Hayek T, Aalto-Setala K, Walsh A, Verstuyft JG,
Rubin EM, Breslow JL. Severe hypercholesterolemia and atherosclerosis
in apolipoprotein E-deficient mice created by homologous recombination
in ES cells. Cell. 1992;71:343–353.

14. Cannon CP, Braunwald E, McCabe CH, Rader DJ, Rouleau JL, Belder R,
Joyal SV, Hill KA, Pfeffer MA, Skene AM. Intensive versus moderate
lipid lowering with statins after acute coronary syndromes. N Engl J Med.
2004;350:1495–1504.

15. Nissen SE, Tuzcu EM, Schoenhagen P, Brown BG, Ganz P, Vogel RA,
Crowe T, Howard G, Cooper CJ, Brodie B, Grines CL, DeMaria AN.
Effect of intensive compared with moderate lipid-lowering therapy on
progression of coronary atherosclerosis: a randomized controlled trial.
JAMA. 2004;291:1071–1080.

16. Topper JN, Cai J, Falb D, Gimbrone MA Jr. Identification of vascular
endothelial genes differentially responsive to fluid mechanical stimuli:
cyclooxygenase-2, manganese superoxide dismutase, and endothelial cell
nitric oxide synthase are selectively up-regulated by steady laminar shear
stress. Proc Natl Acad Sci U S A. 1996;93:10417–10422.

17. Asahara T, Murohara T, Sullivan A, Silver M, van der Zee R, Li T,
Witzenbichler B, Schatteman G, Isner JM. Isolation of putative progenitor
endothelial cells for angiogenesis. Science. 1997;275:964–967.

18. Lin Y, Weisdorf DJ, Solovey A, Hebbel RP. Origins of circulating
endothelial cells and endothelial outgrowth from blood. J Clin Invest.
2000;105:71–77.

19. Goldschmidt-Clermont PJ, Kandzari DE, Sketch MH Jr, Phillips HR.
Inflammation, platelets, and glycoprotein IIb/IIIa inhibitors. J Invasive
Cardiol. 2002;14(suppl E):18E–26E.

20. Mohamed-Ali V, Goodrick S, Rawesh A, Katz DR, Miles JM, Yudkin JS,
Klein S, Coppack SW. Subcutaneous adipose tissue releases
interleukin-6, but not tumor necrosis factor-�, in vivo. J Clin Endocrinol
Metab. 1997;82:4196–4200.

21. Goldschmidt-Clermont PJ. Loss of bone marrow–derived vascular pro-
genitor cells leads to inflammation and atherosclerosis. Am Heart J.
2003;146(suppl):S5–S12.

22. Libby P, Sukhova G, Lee RT, Galis ZS Cytokines regulate vascular
functions related to stability of the atherosclerotic plaque. J Cardiovasc
Pharmacol. 1995;25(suppl 2):S9–S12.

23. McCaffrey TA, Fu C, Du B, Eksinar S, Kent KC, Bush H Jr, Kreiger K,
Rosengart T, Cybulsky MI, Silverman ES, Collins T. High-level
expression of Egr-1 and Egr-1-inducible genes in mouse and human
atherosclerosis. J Clin Invest. 2000;105:653–662.

24. Rauscher FM, Goldschmidt-Clermont PJ, Davis BH, Wang T, Gregg D,
Ramaswami P, Pippen AM, Annex BH, Dong C, Taylor DA. Aging,
progenitor cell exhaustion, and atherosclerosis. Circulation. 2003;108:
457–463.

25. Sata M, Saiura A, Kunisato A, Tojo A, Okada S, Tokuhisa T, Hirai H,
Makuuchi M, Hirata Y, Nagai R. Hematopoietic stem cells differentiate
into vascular cells that participate in the pathogenesis of atherosclerosis.
Nat Med. 2002;8:403–409.

26. Goldschmidt-Clermont PJ, Peterson ED On the memory of a chronic
illness. Sci Aging Knowledge Environ. 2003;2003:re8.

27. Weiss R, Dziura J, Burgert TS, Tamborlane WV, Taksali SE, Yeckel CW,
Allen K, Lopes M, Savoye M, Morrison J, Sherwin RS, Caprio S. Obesity
and the metabolic syndrome in children and adolescents. N Engl J Med.
2004;350:2362–2374.

28. Wadham C, Albanese N, Roberts J, Wang L, Bagley CJ, Gamble JR, Rye
KA, Barter PJ, Vadas MA, Xia P. High-density lipoproteins neutralize

3352 Circulation November 22, 2005



C-reactive protein proinflammatory activity. Circulation. 2004;109:
2116–2122.

29. Choudhury RP, Rong JX, Trogan E, Elmalem VI, Dansky HM, Breslow
JL, Witztum JL, Fallon JT, Fisher EA. High-density lipoprotein retards
the progression of atherosclerosis and favorably remodels lesions without
suppressing indices of inflammation or oxidation. Arterioscler Thromb
Vasc Biol. 2004;24:1904–1909.

30. Asahara T, Masuda H, Takahashi T, Kalka C, Pastore C, Silver M,
Kearne M, Magner M, Isner JM. Bone marrow origin of endothelial
progenitor cells responsible for postnatal vasculogenesis in physiological
and pathological neovascularization. Circ Res. 1999;85:221–228.

31. Shi Q, Rafii S, Wu MH, Wijelath ES, Yu C, Ishida A, Fujita Y, Kothari
S, Mohle R, Sauvage LR, Moore MA, Storb RF, Hammond WP.
Evidence for circulating bone marrow–derived endothelial cells. Blood.
1998;92:362–367.

32. Vasa M, Fichtlscherer S, Aicher A, Adler K, Urbich C, Martin H, Zeiher
AM, Dimmeler S. Number and migratory activity of circulating endothe-
lial progenitor cells inversely correlate with risk factors for coronary
artery disease. Circ Res. 2001;89:E1–E7.

33. Hill JM, Zalos G, Halcox JP, Schenke WH, Waclawiw MA, Quyyumi
AA, Finkel T. Circulating endothelial progenitor cells, vascular function,
and cardiovascular risk. N Engl J Med. 2003;348:593–600.

34. Choi JH, Kim KL, Huh W, Kim B, Byun J, Suh W, Sung J, Jeon ES, Oh
HY, Kim DK. Decreased number and impaired angiogenic function of
endothelial progenitor cells in patients with chronic renal failure. Arte-
rioscler Thromb Vasc Biol. 2004;24:1246–1252.

35. Eizawa T, Ikeda U, Murakami Y, Matsui K, Yoshioka T, Takahashi M,
Muroi K, Shimada K. Decrease in circulating endothelial progenitor cells
in patients with stable coronary artery disease. Heart. 2004;90:685–686.

36. Dimmeler S, Zeiher AM. Vascular repair by circulating endothelial pro-
genitor cells: the missing link in atherosclerosis? J Mol Med. 2004;82:
671–677.

37. Ridker PM. Clinical application of C-reactive protein for cardiovascular
disease detection and prevention. Circulation. 2003;107:363–369.

38. Dimmeler S, Aicher A, Vasa M, Mildner-Rihm C, Adler K, Tiemann M,
Rutten H, Fichtlscherer S, Martin H, Zeiher AM. HMG-CoA reductase
inhibitors (statins) increase endothelial progenitor cells via the PI 3-ki-
nase/Akt pathway. J Clin Invest. 2001;108:391–397.

39. Mangi AA, Noiseux N, Kong D, He H, Rezvani M, Ingwall JS, Dzau VJ.
Mesenchymal stem cells modified with Akt prevent remodeling and
restore performance of infarcted hearts. Nat Med. 2003;9:1195–1201.

40. Assmus B, Urbich C, Aicher A, Hofmann WK, Haendeler J, Rossig L,
Spyridopoulos I, Zeiher AM, Dimmeler S. HMG-CoA reductase inhibi-

tors reduce senescence and increase proliferation of endothelial pro-
genitor cells via regulation of cell cycle regulatory genes. Circ Res.
2003;92:1049–1055.

41. Kureishi Y, Luo Z, Shiojima I, Bialik A, Fulton D, Lefer DJ, Sessa WC,
Walsh K. The HMG-CoA reductase inhibitor simvastatin activates the
protein kinase Akt and promotes angiogenesis in normocholesterolemic
animals. Nat Med. 2000;6:1004–1010.

42. Aicher A, Heeschen C, Mildner-Rihm C, Urbich C, Ihling C, Technau-
Ihling K, Zeiher AM, Dimmeler S. Essential role of endothelial nitric
oxide synthase for mobilization of stem and progenitor cells. Nat Med.
2003;9:1370–1376.

43. Fuster V, Badimon L, Badimon JJ, Chesebro JH. The pathogenesis of
coronary artery disease and the acute coronary syndromes (2). N Engl
J Med. 1992;326:310–318.

44. Seshiah PN, Kereiakes DJ, Vasudevan SS, Lopes N, Su BY, Flavahan
NA, Goldschmidt-Clermont PJ. Activated monocytes induce smooth
muscle cell death: role of macrophage colony-stimulating factor and cell
contact. Circulation. 2002;105:174–180.

45. Garcia-Cardena G, Comander J, Anderson KR, Blackman BR, Gimbrone
MA Jr. Biomechanical activation of vascular endothelium as a deter-
minant of its functional phenotype. Proc Natl Acad Sci U S A. 2001;98:
4478–4485.

46. Davies PF. Spatial hemodynamics, the endothelium, and focal athero-
genesis: a cell cycle link? Circ Res. 2000;86:114–116.

47. Ku DN, Giddens DP, Zarins CK, Glagov S. Pulsatile flow and athero-
sclerosis in the human carotid bifurcation: positive correlation between
plaque location and low oscillating shear stress. Arteriosclerosis. 1985;
5:293–302.

48. Karra R, Vemullapalli S, Dong C, Herderick EE, Nevins JR, West M,
Goldschmidt-Clermont PJ, Seo D. Molecular evidence for arterial repair
in atherosclerosis. Proc Natl Acad Sci U S A. In press.

49. Seo D, Wang T, Dressman H, Herderick EE, Iversen ES, Dong C, Vata
K, Schulteis R, Milano CA, Rigat F, Pittman J, Nevins JR, West M,
Goldschmidt-Clermont PJ. Gene expression phenotypes of athero-
sclerosis. Arterioscler Thromb Vasc Biol. 2004;24:1922–1927.

50. King JY, Ferrara R, Tabibiazar R, Spin JM, Chen MM, Kuchinsky A,
Vailaya A, Kincaid R, Tsalenko A, Deng DX, Connolly A, Zhang P,
Yang E, Watt C, Yakhini Z, Ben-Dor A, Adler A, Bruhn L, Tsao P,
Quertermous T, Ashley EA. Pathway analysis of coronary athero-
sclerosis. Physiol Genomics. 2005;23:103–118.

KEY WORDS: aging � atherosclerosis � stem cells � inflammation � genes

Goldschmidt-Clermont et al Atherosclerosis 2005 3353


