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1.  ABSTRACT

The mammalian extracellular matrix (ECM) is a
complex network of collagens, proteoglycans,
glycoproteins, polysaccharides and other secreted proteins
that plays fundamental structural and functional roles. In
addition to its key function as an extracellular space-filling
scaffold, the ECM is also implicated in the formation of
important cell-cell and cell-ECM (i.e. juxtacrine)
interactions that subsequently provide key regulatory
signals that influence cellular proliferation and viability,
differentiation, specialization and gene expression.
Regulated turnover of the ECM, a process largely mediated
by the tightly controlled matrix metalloprotease (MMP)
enzyme family, is critical to a number of physiological
processes involved in growth and development while
aberrant turnover of matrix components is associated with
congenital and metabolic diseases. The following review
will focus on the transcriptional aspects of MMP gene
expression, particularly in diseased states.

2. INTRODUCTION

Matrix metalloproteases (MMPs) are a large
family of over twenty zinc-dependent endoproteases that
are involved in the degradation of the extracellular matrix
(ECM). Given the potent catabolic effects of MMPs on the
ECM, MMP expression and activity must be tightly
regulated in vivo. The importance of such fine regulation is
highlighted by the various pathologies resulting from
disrupted MMP regulation. The expression and activity of
MMPs is controlled at multiple levels and by various
mechanisms, including transcriptional activation and
suppression, modulation of mRNA half-life, secretion,
localization and enzymatic activation (via pro-enzyme
cleavage) and inhibition (via their natural inhibitors, the
tissue inhibitors of metalloproteases, TIMPs).

 Positive and negative control of MMP gene
expression occurs primarily at the transcriptional level (1)
although post-transcriptional modulation of MMP mRNA
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stability can also play a role (2, 3). Although certain MMPs
are expressed in a constitutive manner, normally, MMPs
are synthesized de novo upon the requirement for ECM
remodeling via transcription from inducible promoters and
then rapidly secreted. Transcriptional induction of MMP
genes is regulated by a variety of physiologic and
pharmacologic signals, including cytokines and growth
factors, bacterial endotoxin, phorbol esters, hormones
physical stress, oncogenic transformation, cell-cell and cell-
ECM interactions. Each of these signals may result in the
activation of specific signaling cascades, which ultimately
leads to the targeting of positive or negative regulatory
elements in the promoter regions of MMP genes by various
transcription factors.

This review provides a detailed discussion of the
transcription factors involved in the transcriptional
regulation of different MMP genes within physiological
and various pathological contexts.

3. TRANSCRIPTIONAL REGULATION OF MATRIX
METALLOPROTEASE GENE EXPRESSION

3.1. Bone physiology and skeletal development
The complex process of bone formation

(osteogenesis) involves essentially three main steps: 1)
production and deposition of the extracellular organic
matrix (osteoid), 2) matrix mineralization to form bone, and
3) bone remodeling through the highly regulated and
interdependent processes of resorption and reformation(.)
(see 4 for an extensive review).  The combined cellular
activities of osteoblasts, osteocytes, and osteoclasts are
essential to the latter processes.  Indeed, osteoblasts
synthesize the collagenous precursors of bone matrix and
also regulate its mineralization.  As the process of bone
formation progresses, the osteoblasts occupy small pits
(lacunae) within the surrounding mineralized matrix and
become osteocytes.  The cell processes of osteocytes
occupy minute canals called canaliculi that permit the
circulation of tissue fluids.  To meet the requirements of
skeletal growth and mechanical function, bone undergoes
dynamic remodeling by a coupled process of bone
resorption by osteoclasts and reformation by osteoblasts.

   Osteoblasts are mononuclear cells derived from
mesenchymal stem cells of the bone marrow stroma.  They
synthesize and lay down precursors of collagen 1, which
comprises 90-95% of the organic matrix of bone as well as
proteins like osteocalcin, the most abundant non-
collagenous protein of bone matrix and proteoglycans.  The
collagen 1 formed by osteoblasts is typically deposited in
parallel or concentric layers to produce mature (lamellar)
bone. The main mineral component of bone is crystalline
hydroxyapatite [Ca10(PO4)6(OH)2] which comprises about
1/4 the volume and 1/2 the mass of normal adult bone.  The
mineral crystals, as shown by electron microscopy, are
deposited along, and in close relation to, the bone collagen
fibrils.  Osteoblasts respond to extracellular stimuli and
indeed express receptors for parathyroid hormone (PTH),
growth factors, cytokines, steroid hormones, retinoids, bone
morphogenic proteins and eicosanoids that act mainly on
osteoblasts to bring about their effects on bone.

   Osteoclasts mediate bone resorption and are derived
from hematopoietic stem cells that also give rise to
monocytes and macrophages.  Typically multinucleated,
osteoclasts adhere to the surface of bone undergoing
resorption and lie in depressions termed Howship's lacunae
or resorption bays.  Increased remodeling and osteoclastic
activity characterize several metabolic bone diseases such
as hyperparathyroidism, Paget’s disease, and others.
Osteoclasts are apparently activated by "signals" from
osteoblasts.  For example, osteoblasts have receptors for
PTH whereas osteoclasts do not, and PTH-induced
osteoclastic bone resorption is said not to occur in the
absence of osteoblasts.

   At an early stage of human embryonic
development, a cartilage model of much of the skeleton (of
extremities, trunk, and base of the skull) is formed from the
mesenchyme.  In the further fetal development of long
bones, a rim of primitive bone is first laid down in layers
over the middle of the shaft by osteoblasts arising from the
overlying periosteum, and subperiosteal bone formed in
this way soon extends up and down the shaft (diaphysis).
The process whereby bone tissue replaces membranous
fibrous tissue is termed intramembranous ossification.

   Skeletal formation and remodeling are strictly
regulated both temporally and spatially by a variety of
developmental factors and proteolytic remodeling of ECM
is a sine que non in this regard (5, 6).  A large body of
evidence indicates that the MMPs play a central role in
tissue-remodeling processes (1, 7).  Among 26 members of
this family of zinc-dependent enzymes, members of the
collagenase subgroup (MMP-1, 8, and 13; collagenases 1-3,
respectively) are the principal neutral proteases with the
ability to degrade fibrillar collagens (among other
macromolecules of the ECM).  By far the best-studied
collagenase in bone biology is collagenase-3, MMP-13.  It
generates fragments 3/4 and 1/4 the size of the original
molecules, which denature rapidly and become susceptible
to further degradation by other MMPs, such as the
gelatinases, MMP-2 and MMP-9 (1).

   It was reported that Cbfa1 (core binding factor
alpha1), a transcription factor of the runt gene family
involved in skeletal development (8), induced the
expression of collagenase-3 (MMP-13) during bone
formation (9, 10) subsequent to retinoid stimulation (7).
Indeed, the MMP-13 promoter (approx. 1000 base pairs;
bp) harbors a TATA box for enhancer complex assembly, a
Cbfa1 site (-132 to -126; note: all nucleotide positions are
relative to the transcription initiation site) that is also
referred to as an osteoblast specific element (OSE-2),
activator protein -1 (AP-1) (-50), polyoma enhancer A
binding protein-3 (PEA3) (-78), and a TGF-beta inhibitory
element (TIE) downstream at -523 (11) (Figure 1).  In the
rat osteoblastic cell line UMR 106-01, TGF-beta 1
stimulates collagenase-3 expression through Cfba1/Smad 2
transactivation of the Cbfa1 site (12).  Cell permeable
chemical inhibitors of the ERK1/2 and p38 MAPK
pathways, but not the JNK pathway, reduced TGF-beta 1-
stimulated collagenase-3 expression This indicated that the
p38 MAPK and ERK1/2 pathways were required for TGF-
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Figure 1. The regulatory elements in human MMP gene promoters. Cis elements are abbreviated as follows: AP-2- activator
protein-2; c/EBP-b- CCATT/enhancer binding protein-beta; GC- GC-box (Sp1 and Egr-1 binding sequence); LBP-1- leader
binding protein-1; NF-kB- nuclear factor-kappaB; OSE-2- osteoblast-specific element-2; PEA3- polyoma enhancer A binding
protein-3 (Ets binding sequence); SBE- SIAT binding element; Sil- silencer; SPRE- stromelysin-1 PDGF response element; TIE-
transforming growth factor beta inhibitory element; TRE- phorbol-ester response element; TRF- octamer binding protein. The
number above each element represents its starting nucleotide position relative to the transcription start site (designated as +1).

eta 1-stimulated collagenase-3 expression (12).
Cfba1/Runx2 is phosphorylated by p38 MAPK in response
to TGF-beta 1 treatment in osteoblastic cells.  Thus there
seems to be an important role for cross-talk between the
Smad and MAPK pathways in the expression of
collagenase-3 following TGF-beta 1 treatment in UMR
106-01 cells.

With respect to steroid hormones, 1alpha,
25(OH)2D3 doesn’t alter the decay of MMP-13 mRNA in
transcriptionally arrested MC3T3-E1 cells; however, it

increases the MMP-13 heterogeneous nuclear RNA
(hnRNA) level and MMP-13 transcriptional rate (13).
DNA binding activity in nuclear extracts of cells treated
with hormone favored the AP-1 binding site as opposed to
the Cbfa1 enhancer in the MMP-13 promoter region.
Taken together, the data suggest that 1α, 25(OH) 2D3
directly or indirectly induces AP-1, which transactivated
the MMP-13 promoter (13).

   Basic fibroblast growth factor (bFGF) also
stimulates collagenase-3 promoter activity in osteoblasts
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through an AP-1 binding site (14). Mutational analysis
revealed that the bFGF effect was mediated through an AP-
1-binding site located at -48 to -42 nucleotides in the
promoter.  bFGF stimulated the binding of nuclear factors
to the collagenase AP-1 site by 3- to 4-fold, as determined
by electrophoretic mobility shift assays. Supershift analysis
of nuclear extracts revealed that bFGF stimulates the
occupancy of AP-1 site by c-Jun, JunB, JunD, c-Fos, FosB,
and Fra2 (14).

   Both AP-1 and Cbfa1-like factors are required for
the induction of interstitial collagenase by PTH and indeed,
PTH is a major regulator of calcium homeostasis as it
mobilizes calcium through bone resorption (15).  A cis-
acting element in the collagenase-3 promoter was identified
which, together with AP-1, is required for induction by
PTH.  This element contains CCACA motifs, which are
required for binding of the 65 kDa osteoblast-specific
splice variant of Cbfal (15).  Introduction of mutations in
this binding site that interfere with protein interaction also
eliminates PTH inducibility and transactivation by Cbfa/
Runt proteins. While DNA binding activity of AP-1 is
increased upon PTH treatment, high basal level of
Cbfa/Runt binding activity is detectable in untreated cells,
which is not further increased by PTH, suggesting that AP-
1 and Cbfal contribute to transcriptional activation through
different mechanisms in various cell phenotypes (15).

   Recently, there were reports that Nmp4/CIZ
regulation of MMP-13 in response to PTH could occur in
osteoblasts (16).  The PTH response region of the rat
MMP-13 gene spans nucleotides (nt) -148 to -38 and
supports binding of numerous transcription factors,
including Runx2, necessary for osteoblast differentiation, c-
Fos/c-Jun, and Ets-1.  These trans-acting proteins mediate
hormone induction via incompletely defined combinatorial
interactions.  Within this region, adjacent to the distal
Runx2 site, is a homopolymeric(dA:dT) element (-119/-110
nt) that conforms to the consensus site for the novel
transcription factor nuclear matrix protein-4/cas interacting
zinc finger protein (Nmp4/CIZ).  This protein regulates
bone cell expression of type I collagen and suppresses
BMP2-enhanced osteoblast differentiation.  Electrophoretic
mobility shift analysis confirmed Nmp4/CIZ binding
within the MMP-13 PTH response region.  Mutation of the
Nmp4/CIZ element decreases basal activity of an MMP-13
promoter-reporter construct containing the first 1329 nt of
the 5'-regulatory region, and overexpression of Nmp4/CIZ
protein enhances the activity of the wild-type promoter.
The same mutation of the homopolymeric(dA:dT) element
enhances the MMP-13 response to PTH and PGE2.
Overexpression of Nmp4/CIZ diminishes hormone
induction and mutation of both the homopolymeric(dA:dT)
element and the adjacent Runx2 site further augments the
PTH response (16).

   It was found that all-trans retinoic acid (RA),
which usually downregulates MMPs, strongly induced
collagenase-3 expression in cultures of embryonic
metatarsal cartilage rudiments and in chondrocytic cells (7).
This effect was dose- dependent and time-dependent,
required the de novo synthesis of proteins, and was

mediated by RAR-RXR heterodimers. Analysis of the
signal transduction mechanisms underlying the
upregulating effect of RA on collagenase-3 expression
demonstrated that this factor acted through a signaling
pathway involving p38 mitogen-activated protein kinase.
Treatment of chondrocytic cells with RA also induces the
production of MT1-MMP, a membrane-bound
metalloproteinase essential for skeletal formation, which
participates in a proteolytic cascade with collagenase-3 (7).
The production of these MMPs is concomitant with the
development of an RA-induced differentiation program
characterized by formation of a mineralized bone matrix,
downregulation of chondrocyte markers like type II
collagen, and up regulation of osteoblastic markers such as
osteocalcin.  These effects are attenuated in metatarsal
rudiments in which RA induces the invasion of
perichondrial osteogenic cells from the perichondrium into
the cartilage rudiment.  RA treatment also resulted in the up
regulation of Cbfa1, a transcription factor responsible for
collagenase-3 and osteocalcin induction in osteoblastic
cells.  The dynamics of Cbfa1, MMPs, and osteocalcin
expression is consistent with the fact that these genes could
be part of a regulatory cascade initiated by RA and leading
to the induction of Cbfa1, which in turn would up regulate
the expression of some of their target genes like
collagenase-3 and osteocalcin (7).

   Bone morphogenetic proteins (BMPs), members
of the transforming growth factor-beta (TGFbeta)
superfamily of growth factors, have multiple effects in
osteoblasts including regulation of MMP-13.  In osteoblast-
enriched (Ob) cells from fetal rat calvariae, BMP-2
suppressed the activity of a -2 kb collagenase-3
promoter/luciferase recombinant in a time- and dose-
dependent manner (17). The BMP-2 effect on the
collagenase-3 promoter was confined to a -148 to -94
nucleotide segment of the promoter containing a runt
domain factor 2 (Cfba-1/Runx2) site at nucleotide -132 to -
126.  The effect of BMP-2 was abrogated in a collagenase-
3 promoter/luciferase construct containing a mutated
Runx2 (mRunx2) sequence indicating that the Runx2 site
mediates the BMP-2 response.  Electrophoretic mobility
shift assays, using nuclear extracts from control and BMP-
2-treated Ob cells, indicated that the Runx2 protein is a
component of the specific DNA-protein complex formed
on the Runx2 site and that the BMP-2 effect may be
associated with minor protein modifications rather than
major changes in the composition of specific proteins
interacting with the Runx2 site (17).

3.2. Arthritis
   Osteoarthritis (OA) is the most common of
rheumatic diseases and is idiopathic notwithstanding the
compelling evidence that distinct forms of OA are
inherited as dominant Mendelian traits (18, 19).  While the
disease was long believed to be a natural consequence of
aging and/or the passive mechanical abrasion of cartilage,
it is now obvious that metabolic alterations taking place
within this tissue are at least partly responsible for the
appearance of morphological and matrix degeneration (18).
There is now wide agreement that proteolytic enzymes
originating from either chondrocytes and/or the inflamed
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synovium (e.g., interstitial collagenase (MMP-1),
gelatinase A (72 kDa type IV collagenase, MMP-2),
collagenase-3 (MMP-13), and stromelysin-1 (MMP-3),
plasmin, elastase, cathepsin G, MMP-1, MMP-3 and
gelatinase B (92 kDa type IV collagenase, MMP-9) from
monocytes and differentiated macrophages, and finally
MMP-8 (neutrophil collagenase) from neutrophils, all
produced in abnormally high levels, are at least partially
responsible for cartilage matrix degradation (20-24).  In
addition, the ADAMTS (a disintegrin and
metalloproteinase with thrombospondin activity)
metalloproteinases, comprising 19 ADAMTS genes, are
capable of cleaving procollagen, aggrecan, versican and
other minor proteoglycans of the cartilage matrix (25).
They have been also linked to OA pathology particularly in
terms of proteoglycan turnover.

   The in situ activity of some of these enzymes is
controlled at several functionally distinct levels.  Firstly,
most of the MMPs are inducible requiring extracellular
signaling to up-regulate their expression and synthesis (22).
Secondly, most proteolytic enzymes are synthesized and
secreted in an inactive, zymogenic form with extracellular
activation a prerequisite for full activity (22).  Finally, a
number of inhibitors found in plasma (ex. alpha−2
macroglobulin) or produced by connective tissues (tissue
inhibitors of metalloproteases, ex., TIMP-1, TIMP-2,
TIMP-3, TIMP-4) bind with high affinity and specificity to
active and, in some cases, unactivated, zymogenic MMPs
(ex. TIMP-2/proMMP-2 complex or TIMP-1/proMMP-9
complex) (22, 26, 27).  Proteolytic activity in OA-affected
tissues is apparently correlated directly with the severity of
the disease and the appearance of lesions may be due to a
quantitative imbalance in favour of proteolytic enzymes
over TIMPs (27).  The changes one sees in OA not only
involve cartilage tissue but often the synovial membrane of
the joint is inflamed. This inflammation is responsible for
many of the clinical symptoms associated with OA (ex.
joint tenderness and painful swelling) and the synovium is
a fertile source of catabolic factors (reviewed in 28).  The
latter include matrix destructive MMPs, inflammatory
cytokines (ex. IL-1, TNF-alpha) and possibly oxygen
radicals (ex. superoxide anion) derived from infiltrating
polymorphonuclear leukocytes during phagocytosis (28).

 Rheumatoid arthritis (RA) is a chronic
autoimmune inflammatory disorder, with systemic features
and joint involvement, resulting in erosive synovitis,
cartilage degradation and joint destruction (29).  The
typical histopathological changes include dense infiltration
of the synovial membrane by mononuclear cells,
lymphocytes, neutrophils, mast cells (degranulated),
neoangiogenesis, cellular hypertrophy, and hyperplasia of
the synovial lining (29).  The underlying molecular basis
for matrix degradation is thought to be dependent on the
action of a variety of proteolytic enzymes that may be
produced by both soft and hard tissue elements and by
inflammatory cells (29).  There are currently two major
working hypotheses that attempt to explain the
pathogenesis of RA; the T and B cell hypothesis and the
macrophage-fibroblast theory (30-34).  In both cases RA is
initiated by the presentation of an unknown antigen (s) to

CD4+T cells.  In support of this hypothesis is the fact that
more than 80% of RA patients express HLA-DR1 or DR4
subtypes alleles (35).  It is now generally accepted that T
cell activation is required in the early stages of the disease
(31, 33).  Histological analysis of the synovium
demonstrates activated T cells in close association with
antigen presenting cells (29, 30).  Activated T cells release
cytokines that clonally expand other T cells and activate
macrophages and fibroblasts, triggering the immune-
inflammatory cascade of synovitis.  Detailed analysis of
mediator production in the inflamed synovial tissue reveals
the presence of T-cell-derived pro-inflammatory cytokines
and anti-inflammatory Th2-derived IL-10 with some IL-4
(32, 34).  There is also an abundance of cytokines and
growth factors produced by macrophages and synovial
fibroblasts.  Macrophages play a central role in mediating
joint damage and erosion (32) probably by producing
locally large quantities of pro-inflammatory cytokines that
have a general suppressive effect on tissue repair processes.
It now seems likely that TNF-alpha and IL-1beta are
pivotal mediators with a high ranking in the cytokine
hierarchy, conclusions arrived at from data using anti-TNF-
alpha antibodies both in vitro synovial culture systems and
therapeutically with RA patients (32-34).

   Tissue damage and/or structural alterations seen
in the RA synovium may be related to extracellular matrix
destruction caused by MMPs (29).  Following stimulation
with inflammatory cytokines, human macrophages
synthesize and secrete a repertoire of MMPs (e.g., MMP-1,
2, 3, 8, 9) with specificity for matrix components such as
collagens, elastins, proteoglycans, laminins, and denatured
collagens (22, 26, 27).  One quite typical macrophage
metalloprotease is MMP-9 (92 kDa gelatinase), which
plays a role in cellular diapedesis, augmentation of cellular
invasion and tissue degeneration (26, 27).

   A complex interaction exists between T cells and
macrophages not only in terms of antigen presentation and
clonal expansion but also in mutual control through
chemical mediators.  T cell factors control macrophage
activation and macrophages may control the expression of
many of the T cell cytokines (30-33, 36).  T cells
(CD45+RO+ helper cells) secreting IL-17 are among the
first to be activated during the immune response suggesting
that the latter cytokine plays an important role in the early
stages of inflammation (36).  Indeed, IL-17 strongly
stimulated the secretion of the proinflammatory cytokines
TNF-alpha and IL-1beta in addition to IL-12 and PGE2 in
human macrophages (37).  The anti-inflammatory cytokine
IL-10 was also upregulated as was the IL-1 receptor
antagonist (IL-1Ra).  It was reported that IL-17 also
increased the release of the chemokine IL-8 in human
vascular endothelial cells suggesting that IL-17 is also
involved in leukocyte movement (chemokinesis) and
directed movement (chemotaxis) (38, 39).

   As previously alluded, the principal MMPs
involved in connective tissue metabolism are those with
specificity for collagens, denatured collagens, and
proteoglycans.  The most active MMPs in this regard are
MMP-1, MMP-3, MMP-9, MMP-8, and MMP-13,
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Figure 2. Prototypical transcriptional machinery involved in the induction of MMP promoters. Shown, is the transcriptional
complex formed at the proximal promoter of the MMP-1 gene. Basal transcription factors, which assemble to form the TFII
complex, are listed according to their designated letter names (i.e., TFIIA, TFIIB, etc.). The TFII complex interacts with RNA
polymerase II and this interaction is the minimal requirement for RNA polymerase II to initiate basal (i.e., very weak)
transcription. Numbered proteins, named according to their molecular masses in kilodaltons, represent RNA polymerase II
subunits and coactivators. Abbreviations: AP-1- activator protein-1;  Ets- erythroblastosis twenty-six; PEA3- polyoma enhancer
A binding protein-3; SBE- SIAT binding element; TRE- phorbol-ester response element.

although membrane type-MMPs (e.g., MT-MMP1) play an
important role in pro-enzyme activation (22, 26).  The
genes of MMP1, MMP-3, MMP-9, MMP-8, and MMP-13
are inducible by pro-inflammatory and pro-catabolic extra-
cellular stimuli, growth factors and tumour promoters (11).
Cellular mRNA levels are regulated primarily (but not
exclusively) by transcriptional mechanisms with regulatory
elements in the 5’-flanking promoter region (both silencers
and enhancers) integrating intracellular signaling cascades.
All in the inducible MMPs feature at least one phorbol-
ester response element (TRE) located either just 5’ to the
TATA box or further upstream (e.g., -533 bp MMP-9)
(Figure 1 and Figure 2).  These elements bind AP-1 family
members in their active form, which are composed of
homodimers of c-JUN family members (i.e., c-jun, junD,
junB) and heterodimers of c-jun isoforms and members of
the c-fos group (40).  They bind specifically to a consensus
5’TGAC/GTCA-3’ palindromic sequence.  Other
responsive elements include a PEA3 site which binds the

polyoma enhancer A binding protein-3, a TIE site, a GC-
rich sequence which functions as a stimulatory protein 1
(Sp1) binding site, SBE or SIAT binding element, a c/EBP-
beta site that binds the CCATT/enhancer binding protein-
beta; OSE-2–osteoblast specific element-2 that prefers
Cfba1/Runx2 family members, Sil – silencer sequence, a
NF-kB-like site which binds nuclear factor-kappaB family
members, a NF-1 site – nuclear factor-1, and a RARE
sequence or retinoic acid responsive element, which binds
homo/hetero dimers of RAR/RXR.

   Responding to diverse extracellular stimuli,
upstream intracellular signaling cascades regulate
transcription factor activity and prominent among these are
the mitogen-activated protein kinases (MAP kinases).  The
MAPK family of serine/threonine kinases consists of the c-
Jun N-terminal kinases (JNKs), the extracellular signal-
regulated kinases (ERKs) and the p38 kinases.  The JNKs
and p38 kinases are activated in response to inflammatory
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cytokines, osmotic stress and apoptotic signals (reviewed in
41, 42), while the ERKs respond to cytokines, growth
factors and phorbol esters (43).  Upon activation by
upstream MAPK kinases, MAPKs translocate to the
nucleus to phosphorylate and activate appropriate
transcription factors.  Of particular relevance to MMP
transcription, JNKs (synovial fibroblasts, chondrocytes)
and ERKs (chondrocytes) phosphorylate and transactivate
the AP-1 family members (e.g., c-jun: c-fos), which
dimerize to drive transcription of inducible MMP genes
(11, 40).  The ERK pathway regulates the activity of
erythroblastosis twenty-six (Ets) transcription factors that
have been shown to bind specifically with PEA-3 sites, and
which cooperate with AP-1 proteins in inducible MMP
promoters (44).  Though p38MAPK doesn’t directly
regulate MMP promoters in either chondrocytes or synovial
fibroblasts, it can phosphorylate activating transcription
factor-2 (ATF-2), which together with c-Jun stimulates
both c-jun promoter transcription and the ternary complex
factor Elk-1, which activates the c-fos promoter (40, 42).
Thus, by promoting expression of AP-1 genes, p38 may
indirectly contribute to positive and negative (see below)
regulation of MMP transcription.

   Another signaling pathway activated by
cytokines that impacts on MMP- transcription is the NF-kB
cascade (reviewed in 45), which is particularly prominent
in OA/RA synovial fibroblasts following pro-inflammatory
cytokine stimulation.  After release from a molecular tether
in the cytoplasm (inhibitor of NF-kB (IkB), p105, or p100,
see 45 for a detailed description of the mechanism), NF-kB
(p50), NF-kB (p52), and c-rel related factor A (RelA)/p65
NF-kB subunits form homo/heterodimers in the nucleus
and bind to cognate enhancer sites in the MMP-1, MMP-3,
MMP-9, and MMP-13 promoters (11, 41).  Interestingly,
p50 homodimers have been shown to repress NF-kB-
dependent transcription by p50/p65 heterodimers (46).
Transcriptional regulation by dimers of NF-kB containing
p50 and/or p52 also seems to require an IkB-related
protein, Bcl-3 (47, 48).  Following degradation of p105
(precursor of p50), Bcl-3 promotes p50 homodimer
formation by creating a stable p50/p50/Bcl-3 trimeric
complex (47).  Bcl-3 can then act as a coactivator molecule
for p50 and directly contribute to transcriptional activation
by p50 homodimers. Alternatively, Bcl-3 can inhibit the
binding of p50 homodimers to certain promoter elements,
and this liberates these sites for transactivation by p50/p65
heterodimers (48).

   Though the proximal AP-1 site in inducible MMP
promoters (e.g., IL-1, phorbol esters) contributes to basal and
activated transcription, the more distal AP-1 like sites are
functional upon the appropriate cell stimulation or they require
interaction with an adjacent PEA-3 site (41).  Furthermore,
AP-1 and NF-kB cooperate under IL-1 (but not TNF-alpha)
stimulation to up regulate the MMP-1 promoter in rabbit
synovial fibroblasts (49, 50), presumably through simultaneous
activation of the ERK/JNK and NF-kB pathways.  The
promoters of MMP-1 and MMP-13 are controlled by JNK and
NF-kB signaling in human rheumatoid synovial fibroblasts
while p38 MAPK, JNK, and NF-kB control promoter
activity in human chondrocytes (51, 52).

   The AP-1 site at –1602 bp of the human MMP-1
promoter cooperates with an Ets site that is created by a single
nucleotide polymorphism (SNP) at –1607 bp.  The SNP is the
result of an insertional mutation involving an extra guanine
base (G), which forms a core binding site for the Ets family of
transcription factors (5’-GGA-3’).  The ‘2G allele’ has been
identified in about 75% of the human population and its
presence both in normal fibroblasts and some tumor cells is
associated with enhanced MMP-1 transcription (53-55).
Furthermore, multiple Ets sites occur in all inducible MMP
promoters and the number of such sites and location within a
given promoter vary among the MMP family members.  These
variations may influence the regulation of these target genes
(53, 56).

   The transcription factor Runt domain factor-2
(Runx-2)/Cfba1 is expressed almost exclusively in
developing cartilage and bone (57-59).  Among the MMPs,
a Runx-2 binding site is unique to the MMP-13 promoter
and chondrocytes and osteoblasts do express MMP-13
when activated.  Runx-2 apparently cooperates with the
AP-1 site to mediate MMP-13 transcription (60).
Important future studies will define the role of MAPK in
Runx-2 activation susbsequent to growth factor stimulation
and in disease states (61), and if NF-kB interacts with the
AP-1/Runx-2 complex.

   In contrast to transcriptional mechanisms up
regulating MMP expression, far less has been reported
about MMP promoter suppression.  Given the aneural and
avascular nature of cartilage, joint destruction in arthritic
diseases is less amenable to endogenous reparative
mechanisms.  The inhibition of the proteases responsible
for cartilage degradation could be an important part of
therapy and inhibition of MMP gene expression at the
transcriptional level may be a viable alternative.

   Synthetic glucocorticoids are prototypic anti-
inflammatory compounds and have been used successfully in
the treatment of OA/RA.  Glucocorticoids bind to their
hormone-inducible nuclear receptors (GRs) and interact with
or transactivate glucocorticoid response elements (GRE)
present in the promoters of many genes (62).  Because the
MMP promoters do not contain glucocorticoid response
elements, inhibition of transcription probably occurs through
an indirect mechanism.  This ‘transrepression’ involves
binding of the activated GR to Fos and Jun proteins present at
the proximal AP-1 site of MMP-1/MMP-13 promoters, with a
subsequent change in their conformation and a reduction in
transcription (63).  Activated GRs also abrogate NF-kB-
dependent transcription by either enhancing IkB-alpha
synthesis, resulting in sequestration of NF-kB in the cytoplasm
or by specific protein-protein interactions with RelA/p65,
resulting in inhibition of NF-kB-dependent transcription (64-
66).  This interaction is specific for p65, and is distinct from
the domain involved in AP-1 transrepression.

   The vitamin A analogues, retinoids, also block
MMP transcription through the AP-1 site (67-70).  Ligand-
activated receptors (e.g. the retinoic acid receptors alpha,
beta and gamma, and the retinoid X receptors alpha, beta
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and gamma) reduce MMP transcription by binding to Fos
and Jun proteins at the AP-1 site, sequestering these
proteins away from the promoter and/or reducing the level
of Fos and Jun mRNAs (71).

   Prostaglandins, particularly of the E series, are
also potent natural (feed-back) inhibitors of basal and
induced MMP expression in human synovial fibroblasts
and chondrocytes in vitro (72-76). In ex vivo experiments
using cultured OA/RA membranes, it was demonstrated
that proinflammatory and MMP genes are eicosanoid
dependent, to the extent that their basal levels were
‘superinduced’ upon inhibition of endogenous prostanoid
synthesis with NSAIDS (75).  Physiological relevant levels
of PGE2 suppress MEKK1-induced MMP-1 promoter
activation through a p38 MAPK-p53 dependent process
(74, 76).  In human synovial fibroblasts over expressing an
active MEKK1 construct, induction of MMP-1 mRNA
occurs through AP-1 and c/EBPalpha (CCAAT site -
2013bp)-dependent promoter activation.  Treatment with
PGE2 blocks the binding of c/EBPalpha (but not AP-1) to
its cognate site through a transrepression process involving
p53 (phosphorylated at Ser15 only) and through inhibition
of c/EBP synthesis (74, 76).  These data provide support for
a previous study demonstrating that p53 suppresses MMP-1
mRNA through a promoter-based mechanism, although no
mechanistic details were provided (77).

   Activation of PPAR-gamma, either through the
use of synthetic or natural ligands inhibits MMP-1 and
MMP-13 gene expression, at least in part, by reducing IL-
1-induced transcription (72, 78). Since PPAR-gamma can
physically interact with c-Jun, it is tempting to speculate
that PPAR-gamma ligand treatment induces an AP-
1/PPAR-gamma association that is transcriptionally
repressive.

3.3. Brain physiology
   Much of the conceptualization concerning the
physiological role of MMPs in the central nervous system
was inspired by a rather voluminous literature describing
the function of MMPs and their natural inhibitors (i.e.,
TIMPs) in embryonic development, tissue morphogenesis
and remodeling, ECM destruction related to arthritic
pathologies and in the immune and inflammatory responses
pursuant to viral and pathogenic host invasion (79, 80).

   Recently however, MMPs and the A Disintegrin
and Metalloproteases (ADAMs) families of matrix
destructive enzymes have been implicated in the formation
of neural connections in the developing central nervous
system (reviewed in 81).  Indeed axons fail to extend
and/or make guidance errors when MMP function is
compromised.  In this regard, cell culture studies revealed
that the necessity for MMP activity resides in their ability
to activate (cleave) ECM bound ligands (e.g., ephrinA2)
and/or their cognate membrane bound receptors (82).  In
addition, a number of studies also implicate MMP activity
in adult brain neuronal activity (reviewed in 83)
particularly in terms of neuronal plasticity.  The latter
implies remodeling of synaptic connections, a process
critical to learning and memory (84, 85).  However, the

preponderance of data regarding the MMP/TIMP system
originated from studies involving neuroinflammation,
seizures, viral infections, autoimmune diseases [e.g.,
multiple sclerosis (MS)] as well as studies on brain trauma,
cerebral vascular ischemia, amyotrophic lateral sclerosis
(ALS), Alzheimer’s disease (AD), and gliomas (86-89).

   It should be recognized that the mere presence of
an MMP mRNA/protein doesn’t imply physiological
significance since MMP activity is regulated
transcriptionally (promoter-based), post-transcriptionally
(mRNA stability), post-translationally by cleavage
activation, by S-nitrosylation (90), and spatially through
intracellular and extracellular trafficking.  In general
however, MMPs are expressed at low levels in the adult
mouse brain under quiescent conditions.  Using highly
sensitive procedures, such as RT-PCR and RNase
protection assays, mRNAs for MMPs 2, 3, 8, 9, 11, 12, 13,
14, 15, and 24 were expressed primarily in the cerebellum
(e.g., granule and Purkinje fibers) and hippocampus (91,
92).  The latter reports were confirmed through analysis of
proteins levels using, among other procedures, a gelatinase
in-gel assay where MMP-2, 3, and 9 enzymic activities
were detectable at low levels (93).  The latter activities
were enriched in Purkinje fibers while granular neurons
express primarily MMP-3 and MMP-9 (93).  Interestingly,
MMP-3 and 9 levels peaked in the cerebellar structures in
young rodent populations, presumably at periods of intense
synaptogenesis.  Subcellular distribution analysis revealed
that MMP-24 was localized in the cell soma and dendrites
(92) while MMP-2, 3, and 9 were apparently confined to
the neuronal bodies (93).  The distribution of MMPs in the
hippocampal area of the brain (neurons of the dentate gyrus
as well as CA1-3 subfields) is less well documented with
MMP-2, 9, and 24 being most evident in the pyramidal
neurons of the CA subfields (92, 94, 95).  Szklarczyk et al.
(96) observed that MMP-2 was confined to cells of a glial
phenotype while MMP-9 was primarily neuronal.

   The basal expression of MMPs reported in the
hippocampal dentate gyrus responds to excitatory activity
subsequent to glutamate-induced seizure.  For example,
MMP-9 protein, mRNA and enzymic activity along with
TIMP-1 levels were transiently induced subsequent to
glutamate treatment and coincided with intense neuronal
activity (96-99).  Interestingly, enhanced mRNA expression
was observed in the neuronal cell bodies and the dendritic
processes, suggesting activity-driven translocation of
MMP-9 mRNA (96).  The implications of these
observations are relevant in terms of neural plasticity and
its implications for learning and memory; proteins can be
elaborated at the site of synaptic activity when the need
arises (84).  In support, Wright et al. (100) reported that
MMP-9 activity was induced in rodent hippocampus during
the course of spatial learning and Taishi et al. (101),
showed that sleep and changes in ambient temperature can
modulate MMP-9 mRNA expression in the cerebral cortex
and hippocampus.

   In order to invade and spread through
surrounding normal tissue, tumor cells must degrade
multiple elements of the ECM, including fibronectin,
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laminin, noncollagenous glycoproteins (e.g., proteoglycans)
and type IV collagen (reviewed in 89).  Of the different
families of ECM-degrading enzymes, the most extensively
studied are the MMPs.  The latter class is ideally suited to
carry out these degradative processes, having all necessary
inherent macromolecular degrading specificities.  The
gelatinases (A & B, MMP-2 and MMP-9) have received the
widest attention, as their expression is substantially
elevated in gliomas (CNS tumours of glial-cell origin, i.e.,
ependymal, oligodendrites, astrocytes and microglia cells).
Furthermore, their levels correlate with the aggressiveness,
extent of tumour invasion, and its overall mass (102).
More recently, results have shown that active MMP-9
expression associated with the primary glioblastoma
multiforme (GBM, grade IV) may be due to epidermal
growth factor receptor (EGFR) signaling via MAPK/ERK
activation (103).  It has also been reported that endothelial
cells (ECs) may also express elevated gelatinase levels
which bind extracellularly to tumour cells by cognate MMP
receptors on the cell surface (104).  In addition, MMP-9
also has been shown to be expressed by other cell types that
might form a significant proportion of the gliomas cell
mass including infiltrating macrophages, microglia, and
other infiltrating leukocytes (105).

   Membrane-type MMPs (MT-MMPs, MT1-MMP
to MT6-MMP, also designated MMP-14, 15, 16, 17, 24,
and 25) are also believed to play a role in gliomal
metastasis (106), ostensibly by trafficking MMP-2 via
TIMP2 to the tumour cell membrane and site of matrix
proteolysis.  In addition, levels of MT1-MMP have been
shown to correlate with high-grade gliomas.

   Neuroinflammatory episodes in the absence of
hypoxia also lead to elevated expression of MMPs,
particularly MMP-9 and it is believed that leukocyte
extravasation and tissue infiltration is aided by limited
ECM degradation of the blood brain barrier (BBB) (rev. by
Rosenberg, 88).  Increased production of proinflammatory
cytokines like IL-1beta and TNF-alpha by resident
microglial cells and infiltrating neutrophils/macrophages is
the likely stimulus for local brain cell production of MMP-
9.  Animal models of neuroinflammation include simple
injection of inflammatory mediators like LPS/TNF-alpha
into cerebral ventricles (107) or more elaborate murine
models of autoimmune inflammatory demyelination
diseases like experimental allergic encephalomyelitis
(EAE).  In EAE, mice are sensitized by immunization with
basic myelin protein resulting in an autoimmune response
characterized by symptoms resembling human multiple
sclerosis and the associated pervasive demyelination.
Elevated levels of MMP-9 are found around the time of
onset of symptoms (loss of neuromuscular innervation
associated with muscle weakness and loss of voluntary
muscle control) and BBB leakage.  Chemical inhibitors of
MMP-9 and high dose anti-inflammatory steroids greatly
attenuate the progression of the symptoms (108, 109).

   Evidence from biochemical studies in permanent
and temporary ischemia has shown that MMPs are also
implicated in the disruption of the BBB that is followed by
vasogenic cerebral ischemia and hemorrhage (110).  Both

MMP-2 and MMP-9 production are dramatically increased
after middle cerebral artery temporary occlusion in
hypertensive rats and the levels of MMP-9 peak within the
time frame of maximal brain damage and correlated with
infarct size (111).  Using similar protocols in MMP-9
knockout mice, Asahi et al (112, 113) reported that infarct
size and BBB damage were both reduced.  In addition,
mice transgenic for superoxide dismutase (SOD) express
less MMP-9 under conditions of cerebral occlusion,
suggesting that the oxygen radical production under
ischemic conditions may be the primary stimulus for brain
cell MMP production (114).  It should be appreciated that
factors other than MMP activity contribute to the overall
pathology of cerebral ischemic events and the
plasminogen/plasminogen activator/plasmin system is the
focus of much attention because of its multifunctional role
in MMP activation, ECM remodeling and turnover, cell
signaling, and growth factor activation (reviewed by Rao,
89).  Indeed activation of microglial proMMP-3 by plasmin
could serve to convert astrocytic and T-cell derived
proMMP-9 to its active form.  Plasmin can also generate
active MT1-MMP (in the presence of TIMP-2), which in
turn activates pro-MMP-2.  It is this cumulative MMP
proteolytic cascade that probably leads to damage of the
BBB, brain edema, and intracerebral hemorrhage in stroke
victims (88).

    Transcriptional regulation is but one of several
mechanisms controlling MMP activity in neuronal cell
populations.  In general, transcription refers to the process
of mRNA chain initiation and elongation by RNA
polymerase (RNA pol) and a scaffold of proteins binding to
the so-called TATA box some 30 odd bp upstream from the
transcriptional start site (115).  Transcriptional induction is
primed and orchestrated by nuclear transcription factors
that recognize specific DNA sequences (referred to as
enhancer sequences/elements) in the promoter region of
target genes.  The transactivational capacity of these factors
is subject to environmental cues and the attendant cell
signaling.  They also manifest a tissue specific expression
profile (for an exhaustive review see 115).

   Several MMP genes are inducible by
extracellular stimuli including MMP-1, 3, 7, 9, 10, 12, and
13 while MMP-2, 11, and most MT-MMPs are regulated
developmentally and are expressed constitutively in
terminally differentiated, phenotypically stable cells (11).
The expression of target MMPs is upregulated by
extracellular stimuli in the form of proinflammatory
cytokines, growth factors, cellular stress, oncogenic
transformation, cell-cell interactions, and cell-matrix
interactions.  Transcription factor proteins respond rapidly
to stimulation through post-translational modification (e.g.,
phosphorylation) by signaling intermediates like mitogen
activated protein kinases (e.g., ERK1/2), stress activated
kinases (JUN N-terminal kinase, p38 MAP kinase), protein
kinase C (PKC), and protein kinase A (PKA), to name just
a few.

   In both normal brain function and in pathological
states, MMP-9 seems to play a prominent role in
regulated/disregulated proteolysis (96, 116, 117).  The
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MMP-9 gene spans 7.7 kb harboring 13 exons and is
transcribed into a 2.5 kb mRNA (118).  The 5' flanking
sequences, which include some 670 nucleotides, contain a
TATA box (-29 bp) and putative binding sites for AP-1 (-
79 and -533 bp), NF-kB (-600), Sp1 (-558, GC box), PEA3
(-540), and AP-2 (118).  In malignant gliomas cells, MMP-
9 expression, synthesis and activity are up regulated
through changes in cytoskeletal structures, ostensibly
mediated by PKC (delta) activation of ERK1/2 pathway
and NF-kB (119).  Presumably, IkB-alpha is
phosphorylated by activation of the PKC cascade with
concomitant release of transcriptionally active NF-kB and
ubiquitin-dependent, proteosomic degradation of the IkB-
alpha.  In post-hypoxic human brain capillary ECs, MMP-9
is induced by NF-kB via peroxide production while in IL-
1beta-treated rat astrocytes NF-kB activation partially
mediates the stimulation of MMP-9 (120).  The evidence
for transactivation by NF-kB in the above-mentioned
studies is circumstantial as no detailed promoter studies
were conducted.  However, a recent study by Esteve et al.
(121) provided conclusive evidence that NF-kB
transactivation of the MMP-9 promoter in cytokine-
stimulated C6 rat gliomas cells was necessary and
sufficient to support increased MMP-9 gene expression.

   As is the case with most inducible MMP genes,
the AP-1 transcription complex appears to play an essential
role in stimulating transcriptional activation of MMP-9 (11,
118).  In its active form, the AP-1 complex is comprised of
homodimers of c-JUN family members (i.e., c-jun, junD,
junB) and heterodimers of c-jun isoforms and members of
the c-fos group (40).  It binds to a consensus
5’TGAC/GTCA-3’ palindromic sequence referred to as a
phorbol response element (TRE).  Parenthetically, the AP-1
site in the c-Jun promoter favours c-Jun/ATF-2 dimer
binding for efficient transactivation (40).   AP-1 proteins
require post-translational modification for activity and c-
jun is activated by N-terminal phosphorylation of specific
serine residues (ser63/73) that can be activated by jun-N-
terminal kinase (JNKs).  As such, it was suggested that the
JNK pathway is necessary in mediating MMP-9 production
(122), although an integrin-linked kinase (ILK) has also
been shown to regulate MMP-9 expression in human brain
tumour cell lines via AP-1 (123).  While stimulation of the
MMP-9 gene by tumor necrosis factor-alpha (TNF-alpha)
is mediated partly through the NF-kB and Sp1 motifs
located -600 and -558 nucleotides upstream of the
transcriptional start site in gliomas cells (118), mutation of
AP-1 and PEA3 motifs located at -553 and -540,
respectively, severely impairs the ability of hRas to induce
the MMP-9 gene in an ovarian cancer cell line (124).  Thus,
the cis elements of the promoter and the transacting factors
regulating MMP-9 production appear to differ with a given
cell phenotype and stimulus.

   Conserved polyoma enhancer A binding protein-
3 (PEA3) elements that bind members of Ets transcription
factors have been found in almost all inducible MMP
promoters and are, as mentioned above, generally located
adjacent to at least one AP-1 element.  Ets transcription
factors are members of a family of helix-turn-helix proteins
that have a modular domain structure featuring a highly

conserved Ets domain, which recognizes the purine-rich
PEA3 element A/CGGAA/T (125).  Given the absence of
leucine zipper domains essential for dimerization, Ets
proteins do not usually dimerize and bind to DNA alone,
but form complexes with other transcription factors,
particularly AP-1 proteins, for which they function as
coactivators (126).  The cooperative interactions between
AP-1 and Ets factors in the regulation of MMP-9 gene
expression reveal that in vivo interactions between the
distinct transcription factors may modulate the response of
MMP promoters especially in situations where
simultaneous induction of the expression of both of them
occurs, such as tumor cell growth and invasion (89).

   Interestingly, polymorphisms in the MMP-9
promoter have been identified which alter the
responsiveness of the promoter to basal and induced
transacting factors (reviewed in 127).  Single nucleotide
polymorphisms (SNPs) have been identified at position -
1562 with a C-to-T transformation or microsatellites (CA)n
at position -90.  The former polymorphism is associated
with increased risk for intracranial aneurysm while the
latter is associated with MS.

   Despite the absence of a TATA box, the
promoter of MMP-2 contains a high GC content, 2 tandem
putative p53 binding sites (-1640 and -1629 bp), a CREB
site, sites for AP-2, Sp1, and GC-rich sequences (-89, -69)
that harbour 11 CpG islands (128).  For the most part,
MMP-2 is refractory to extracellular stimuli although a
recent report has shown that TGF-beta can activate the
MMP-2 promoter through the p53 sites in
monocytic/microglia cells (129).  The constitutive
expression of MMP-2 mRNA was probably maintained by
Sp1 and AP-2 binding.  In this connection, the MMP-2
promoter (in contrast to other MMP promoters) could be
highly methylated (CpG islands) in certain cells types
causing gene silencing and low levels of mRNA expression
(130, 131).  The expression of MMP-2 varies in different
parts of the brain normally and under pathological
conditions suggesting that changes in endogenous cellular
methylation activity could be responsible for the observed
differential expression patterns (130, 131).

   Membrane type-MMPs, particularly MT1-MMP,
are regulated in several cell phenotypes by cytokines,
growth factors, mitogens, tumour promoters, extracellular
matrix molecules, and intracellular interactions with
cytoskeleton (132-134).  Recently Lohi et al. (135) isolated
and characterized a genomic clone of MT1-MMP, which
includes 7.2 kilobases (kb) of the 5’-untranslated sequence
(i.e. upstream from the translational start site).  Of interest,
four major and several minor transcriptional start sites were
identified, although the significance of these potential
variants is currently unknown.  Computer analysis of 753
base pairs in the sequence upstream (5’) to the first
transcription start site for potential consensus transcription
factor binding sites, identified a putative Sp1 binding site
and three potential sites with high homology to the TGF-
beta 1 inhibitory element (TIE-like) (135).  The Sp1 site
functioned to support basal transcription, to the extent that
site-directed mutagenesis of the Sp1 site resulted in a 90%
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reduction in luciferase activity.  DNA binding gel mobility
shift assays also revealed decreased binding profiles Sp1
mutant oligos.  The data thus support the importance of this
site in MT1-MMP basal promoter activity.  Luciferase
reporter assays have identified an additional enhancer
element between -7.2 and -1.2 kb and the presence of
negative regulatory elements between -1.2 and -0.4 kb,
where the TIE-like binding sites are located (135). Similar
to the MMP2 promoter, MT1-MMP lacks a TATA
sequence and an AP-1 consensus binding site and indeed
PMA treatment of cells transfected with the MT1-MMP
promoter-luciferase constructs failed to increase reporter
activity (135).  In addition, studies by Han et al. (132)
showed that treatment of human dermal fibroblasts with
TNF-alpha resulted in increased production of proMMP2,
which was attributed to transcriptional induction through a
p65 NF-kB site.  Although the studies used non-neuronal
tissue, the work permitted the identification of a p65 NF-kB
consensus enhancer site within the MT1-MMP promoter
region.  It remains to be determined whether the latter
enhancer site is functional in neuronal/glial cells either
under normal or pathological conditions.

3.4. Cardiovascular development and pathology
   The role of MMPs in cardiovascular development
and disease is centered on their involvement in the process
of vascular remodeling. Vascular remodeling implicates
lasting structural changes in the vessel wall in response to
hemodynamic stimuli (i.e., flow, circumferential stress)
(136). This process is an important part of various
developmental and adaptive processes during
cardiovascular development, including blood vessel growth
and regression during fetal development and growth,
wound healing, exercise training and pregnancy (137).
However, blood vessel wall remodeling is also implicated
in the development of cardiovascular pathologies,
particularly atherosclerosis and stenosis.

   MMPs, along with the fibrinolytic
(plasminogen/plasmin) system, degrade the EC wall ECM
and permit cell migration and tissue restructuring required
for blood vessel remodeling to occur. The major cellular
constituents of normal blood vessels (i.e., ECs and smooth
muscle cells (SMCs)) constitutively express MMP-2, (138-
140), which is important for physiological vascular
remodeling and angiogenesis (141, 142). Han et al. (143)
displayed that the transcription factor GATA-2 is likely
implicated in EC MMP-2 expression in vivo. Rat
microvasculature ECs cultured within a three-dimensional
type I collagen matrix displayed increased GATA-2 protein
expression and binding to two regulatory elements situated
between nucleotides -1 437 and -1 387 of the MMP-2
promoter.

   The role of MMPs in cardiovascular pathology is
best illustrated during the atherosclerotic process.
Atherosclerosis, the main cause of coronary artery disease,
entails the formation of vascular lesions, called
atheromatous plaques, in the blood vessel wall. The disease
can be viewed as a multistep, chronic inflammatory disease
that involves the interplay between various soluble
mediators, monocytes, ECs and SMCs. Damage to the ECs

lining the blood vessels (often via binding and subsequent
oxidation of low density lipoproteins (LDL)) results in
release of a variety of inflammatory mediators. Circulating
monocytes are attracted to the lesion site by chemokinesis,
adhere to the damaged EC wall and migrate across the
endothelial barrier into the intima layer. At this stage,
monocytes differentiate into macrophages and  phagocytise
oxidized low-density lipoproteins (ox-LDL), subsequently
turning into foam cells. Foam cells secrete a variety of pro-
inflammatory factors (i.e., interleukin-1, interleukin-6,
TNF-alpha), all of which can contribute to additional
leukocyte accumulation and induce smooth muscle
proliferation and migration from the medial layer into the
intima. As a result, the arterial wall thickens as more LDLs
are taken up by macrophages and results in the formation of
an atheroma (a core of lipids and necrotic cellular debris
resulting from dying foam cells). The smooth muscle cells
produce collagen, which forms a protective fibrous cap
over the atheroma (144).

   MMPs play a prominent role in the growth and
rupture of atheromas, as is implied by the induction of
MMP expression in atherosclerotic arteries (145-148) and
upon arterial morphological changes in experimental
models of atherosclerosis and restenosis (149-151). SMC
MMP expression at atherosclerotic sites is associated with
migration of medial SMCs to the intima, which is a critical
event for plaque growth (152). MMP expression by
macrophages present at plaque shoulder regions promotes
degradation of the protective fibrous cap, which
consequently ruptures and leads to the release of
thrombotic atheroma tissue fragments that trigger the onset
of clinical cardiovascular disease.

   Up-regulation of MMP gene transcription in
atherosclerosis is commonly attributed to aberrant
expression and activation of NF-kB (153, 154) and AP-1
transcription factors. Bond et al. (155) reported that up-
regulation of MMP-1, -3 and -9 by pro-inflammatory
cytokines and growth factors expressed locally in
atherosclerotic plaques occurs by NF-kB-dependent
mechanisms. Further studies on MMP-9, whose up-
regulation is commonly associated with the progression of
atherosclerotic lesions (156, 157), have demonstrated that
ox-LDL can induce MMP-9 production in normal human
monocyte-derived macrophages (158). Elevated levels of
ox-LDL, which is formed by mild oxidation in the arterial
wall by cell-associated lipoxygenase and/or
myeloperoxidase, induce the growth and development of
atherosclerotic plaques by stimulating monocyte infiltration
and SMC migration at lesion sites (159). Using
electromobility shift assays (EMSA), Xu et al. (158) have
demonstrated that up-regulation of MMP-9 by oxidized-
LDL was associated to increased nuclear binding of NF-kB
and AP-1. However, none of the above-cited studies
demonstrated direct transcriptional activation of the MMP-
9 promoter by either NF-kB or AP-1. More convincing
evidence for direct NF-kB/AP-1-mediated transcriptional
regulation of MMP-9 in atherosclerosis was provided in a
study of the mechanisms behind the athero-protective
effects of epigallocatechin-3-gallate (EGCG) (a major
catechin found in green tea) (160). In this study (160), Kim
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and Moon demonstrated that TNF-alpha-induced MMP-9
promoter activation in human aortic smooth muscle cells
(VSMCs) is mediated through the MMP-9 NF-kB and AP-
1 cis-regulatory elements and that its suppression by EGCG
involves decreased binding of NF-kB and AP-1. This group
went on to show a similar suppression of MMP-9
expression in TNF-alpha-stimulated mouse VSMCs by the
diganglisoide GD3, the levels of which are elevated during
atherosclerosis (161, 162). As with EGCG, overexpression
of the GD3 synthase gene in mouse VSMCs reversed
binding of NF-kB and AP-1 to regulatory elements in the
MMP-9 promoter (163). Direct MMP-9 transactivation by
NF-kB and AP-1 was confirmed in a subsequent study by
gene reporter assay, which revealed that mutation of the
AP-1 and/or NF-kB sites of the MMP-9 promoter
completely abrogated TNF-alpha-induced promoter activity
in human VSMC (164). Taken together, these data show a
prominent role for NF-kB and AP-1 in the direct
transactivation of the MMP-9 promoter during
atherosclerosis.

   Another factor associated with MMP expression
in cardiovascular remodeling and development is Ets-1.
The role of Ets-1 in angiogenesis has long been reported to
be important because. Ets-1 converts ECs to an angiogenic
phenotype in response to angiogenic factors by inducing
MMP-1, -3 and -9 (along with urokinase plasminogen
activator and integrins beta 2 and 3) (165, 166). Induction
of these MMPs by Ets-1 in platelet-derived growth factor-
BB (PDGF-BB)-stimulated VSMCs has also been reported
to promote SMC migration and proliferation, which as
previously mentioned, is a key step in the development of
atherosclerotic plaques (167-172). However, although
MMP-1, -3 and -9 gene promoters contain Ets binding
elements, it must be noted that these data are at most
correlative and by no means evidence for direct
transcriptional activation.

   The transcription factor Smad3, in conjunction
with AP-1, has been shown to counter-regulate MMP-12
expression in human peripheral blood-derived
macrophages. Using EMSA and promoter reporter assays,
Feinberg et al. (173) reported that AP-1 is responsible for
MMP-12 up-regulation by pro-atherosclerotic cytokines
and growth factors and that TGF-beta1 abrogates this
response by preventing binding of AP-1 to the MMP-12
promoter. This inhibitory effect was dependent on the
transcription factor Smad3, which can sequester c-jun
and/or transcriptional coactivators CREB-binding protein
and p300 and thus prevent the assembly of a functional AP-
1 transactivation complex.

   Transcriptional regulation of MMPs during
cardiovascular development and pathology is also
influenced by SNPs in MMP gene promoters. With the
development of extremely accurate genotyping technology,
it has become apparent that MMP SNPs can protect against
or contribute to the development of cardiovascular disease
(174) and also explain the inter-individual heterogeneity in
response to therapy (175). A common “6A” SNP in the
MMP-3 promoter, which creates an allele containing a run
of six adenosines at nucleotide position -1 171, is linked to

reduced MMP-3 expression and faster progression of
angiographically detectable lesions in coronary artery
disease patients homozygous for the 6A allele (176). A
cytidine (C)-to-thymidine (T) transition at nucleotide
position -1 562 of the MMP-9 promoter was shown to up-
regulate promoter activity and increase the likeliness of
more severe coronary atherosclerosis (i.e., triple vessel
disease) (177). Using EMSA, Zhang et al. displayed the
disappearance of a specific DNA-protein complex when
using an oligonucleotide sequence containing the T allele.
In light of this finding, the authors argued that the C-to-T
polymorphism abolishes the binding element for an
unidentified transcriptional repressor, thus explaining
elevated MMP-9 transcription for the T allele.

   In some cases, certain MMP SNPs are only
influential in individuals displaying specific cardiovascular
risk factors. For example, -181 adenosine (A)/guanosine
(G) and -153 C/T polymorphisms in the MMP-7 promoter
influenced coronary arterial dimensions solely in
hypercholesterolemic patients with manifest coronary artery
disease (178). Hypercholesterolemic patients carrying the -
181G or -153T allele had smaller reference luminal
diameters before percutaneous transluminal coronary
angioplasty (PTCA) than did patients homozygous for the -
181A or -153C allele, respectively. Basal promoter activity
was higher in promoter constructs harboring both less
common SNPs (i.e., -181G and -153T) in transient
transfection studies. EMSA analysis using U937 nuclear
proteins (human monocyte/macrophage cell line)
demonstrated different protein binding profiles and
affinities for the allelic variants. Although the proteins
found to differentially bind to each allele were not
identified, it is likely that they contribute the allele-specific
effects on MMP-7 transcription. In other cases, the
presence of other risk factors can add to and even
exacerbate the effects of some of the MMP SNPs on
remodeling before or in response to interventions. For
instance, a common functional polymorphism within the
MMP-12 promoter (A-to-G at nucleotide position -82)
decreases binding affinity of AP-1 and is associated with
lower MMP-12 promoter activity in transient transfection
studies in insulin-stimulated U937 and murine lung
macrophage (MALU) cells (179). An allele-specific
difference in reference diameter was found in diabetic
patients, with the A allele associated with a smaller luminal
diameter coronary artery disease in diabetics.

3.5. Cancer and metastasis
   A more in depth understanding of the
fundamental molecular processes underpinning cancer has
led to the identification of MMPs as fundamental players in
oncogenesis. The role of MMPs in the various stages of
cancer is related to their ability to degrade the ECM,
cytokines and their receptors, growth factor receptors and cell
surface proteins that enable cell-cell and cell-ECM interactions
(i.e., catenins/cadherins and integrins, respectively). The potent
and broad-range catabolic activity of MMPs directly or
indirectly influences a variety of processes that are central to
the initiation, progression and metastasis of malignancies,
including dissemination and invasion of transformed cells,
angiogenesis and dysregulation of cell death and cell
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division. Consequently, it is not surprising that the
expression of various MMPs is irregular in different forms
of malignant cancers (180, 181).

   Structural and functional analysis of various
human MMP gene promoters has provided great insight
into the mechanisms that regulate MMP gene expression
and has facilitated our understanding of how transcription
of such genes is disrupted in cancer. Such studies have
demonstrated that the promoters of most inducible MMPs
harbor a proximal AP-1-binding TRE site approximately at
nucleotide position -70 with respect to the transcription
start site (Figure 1). AP-1 transcription factors (TFs) are
dimeric complexes composed of proteins from the proto-
oncogene families jun (i.e., c-jun, junB, junD) and fos (i.e., c-
fos, fosB, fra-1, fra-2), and thus provide an interesting link
between TFs related to oncogenesis and MMP expression. Jun
family proteins can bind to DNA either as Jun/Jun
homodimers or Jun/Fos heterodimers, whereas Fos proteins
cannot bind DNA as homodimers (40, 182). Although
increased AP-1 gene expression has been demonstrated during
growth of malignant tumors, data about regulation of their
activity in malignancies in vivo is limited.  Strong evidence for
the involvement of AP-1 TFs in oncogenic MMP expression
came from studies with c-fos knockout mice. The studies
revealed that c-fos is necessary for malignant and invasive
progression of skin papillomas and for induction of mouse
MMP-3 and MMP-13 gene expression by platelet-derived
growth factor and epidermal growth factor, but not by phorbol
esters (183, 184). Stable transfection and gene silencing of the
Fos family member Fra-1 in breast cancer cell lines
demonstrated that Fra-1 expression directly regulates MMP-1
and -9 transcription and is directly correlated with the degree
of cell proliferation and motility (185). Interestingly,
pharmacological inhibition of MMP activity in a nonmalignant
human bronchial epithelial cell line prevented cigarette
smoked-induced Fra-1 expression, thus revealing the existence
of an autoregulatory loop implicating MMP and Fra-1
expression (186).

   It has been suggested that AP-1-mediated MMP
transactivation requires the interaction of AP-1 dimers with
other TFs (187). One very important interaction occurs
with Ets TFs, which predominantly bind DNA upon
association with other TFs. Ets family members bind to
conserved polyoma enhancer A binding protein-3 (PEA3)
elements, which like AP-1, are found in most inducible
MMP gene promoters. More importantly, the AP-1 and
PEA3 sites in MMP promoters are usually adjacent or
located in very close proximity, thus allowing for the physical
interaction of AP-1 and Ets factors that is required for
cooperative MMP promoter activation (Figure 1 and Figure 2).
There have been numerous reports demonstrating the
importance of the Ets family members in MMP gene activation
and subsequent tumorogenesis. Immunohistochemical and in
situ mRNA analyses have shown that expression of Ets-1
colocalizes with MMP-1, -3 and -9 to the stromal fibroblasts
adjacent to the invasive edge of several types of tumors (i.e.
lung carcinomas (188), angiosarcomas of the skin (189), breast
carcinomas (190)). Furthermore, overexpression of Ets
factors Ets-1, Ets-2 and E1AF/PEA3 enhances the activities
of MMP-1, MMP-3 and MMP-9 gene promoters in various

tumor cell lines (122, 191, 192). Similarly, a tight correlation
between Ets factors E1AF/PEA3 and Ets-1 and MMP-2
mRNA levels was shown in breast carcinoma cells in effusions
by in situ hybridization (193). E1AF/PEA3-induced MMP-9
expression in non-invasive MCF-7 cells was also shown to
confer a motile and invasive phenotype (194). Additional
experimental support for Ets-1’s involvement in the
regulation of oncogenic MMP expression came from the
discovery of single nucleotide polymorphism (SNP) at
nucleotide position -1 607 of the MMP-1 promoter (i.e. the
“2G” SNP). This polymorphism, which results from the
insertion of an additional guanosine, creates an Ets binding
site that subsequently promotes Ets-1 binding and enhances
MMP-1 promoter activity (53). The presence of the 2G
allele is tightly correlated to several malignant tumors (55,
195-198).

   In addition to promoting oncogenesis, Ets-1-
mediated transactivation of MMP genes has also been
associated to the maintenance of tumor growth and viability
by favoring angiogenesis. In one study, overexpression of
Ets-1 converted quiescent mouse ECs into an invasive,
angiogenic phenotype by inducing the expression of MMP-
1, -3 and -9 (165). In a second study, 17-beta-estradiol-
activated Ets-1 expression in a mammary tumor/EC co-
culture system was linked to increased MMP-1 and -9
expression and new capillary formation (199). However,
neither study provided evidence of direct transcriptional
activation of MMP genes by Ets-1.

   The functional interplay between AP-1 and Ets
factors in the regulation of MMP gene expression in vivo is
of extreme complexity, as demonstrated by the differential
modulation of AP-1-dependent activation of MMP-1 gene
expression in NIH3T3 fibroblasts by structurally distinct
Ets factors (i.e., Ets-1, ERGB/Fli-1, PU.1)  (200). While
Ets-1 potentiated the ability of both c-Jun and JunB to
activate the MMP-1 promoter, ERGB/Fli-1 alone failed to
activate MMP-1 gene expression and only enhanced c-Jun-
mediated MMP-1 transcription. Conversely, overexpression
of PU.1 had a potent inhibitory effect on AP-1-mediated
MMP-1 transactivation. Further adding to the complexity
of this regulatory paradigm is a report demonstrating Ets-
1’s involvement in the repression of AP-1-mediated MMP-
1 transcription by p21SNFT (21 kDa small nuclear factor
isolated from T cells) (201). The latter mechanism was
demonstrated in p21SNFT-transfected hepatocarcinoma
cells and resulted in reduced invasiveness of these cells
through type I collagen and reconstituted basement
membrane. Similarly, NIH3T3 cells stably transfected with
the Ets factor PU.1 exhibited weaker binding of
transactivating c-Jun/JunD containing AP-1 complexes to
the MMP-1 promoter AP-1 element (200). Taken together,
these results would suggest that regulation of MMP
promoter activity by these transcription factors is specific
to particular AP-1/Ets complexes formed in different tumor
cells. Hence, AP-1/Ets-mediated MMP gene expression is
cell and tissue specific and confers both transcriptional
induction and suppression.

   The promoters of various MMP genes also
contain one or more GC-rich sequences termed “GC-rich
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boxes”. These elements bind zinc-finger transcription
factors, including Sp factors and the early growth response
factor-1 (Egr-1). However, only a subset of the GC-box-
containing MMP promoters has actually been shown to be
activated during oncogenesis by Sp1 or Egr-1. The Sp1 TF
has been reported to function as a basal regulator of MT1-
MMP and MMP-2 transcription. MT1-MMP is responsible
for cleavage and activation of pro-MMP-2, whose
overexpression has been tightly correlated to metastasis. In
Hippel-Lindau disease, loss of the von Hippel-Lindau
(VHL) tumor suppressor leads to stabilization of the
normally short-lived transcription factor HIF-2 (hypoxia-
inducible factor). Increased HIF-2 activity promotes
metastatic renal cell carcinoma in 45% of VHL cases.
Petrella et al. (202) identified a HIF binding site
(nucleotide position -125) upstream and adjacent to the Sp1
element (nucleotide position -92) of the MT1-MMP
promoter and showed that these two factors function in a
cooperative fashion to up-regulate overexpression of the
MT1-MMP gene in VHL renal carcinomas. The MT1-
MMP gene is also activated by Egr-1 in ECs stimulated to
undergo angiogensis by culture in a three-dimensional
extracellular matrix environment (203). Constitutive
expression of MMP-2 in invasive astrogliomal (204) and
lung cancer (205) cells has also been attributed to GC-box-
binding factors Sp1 and Sp3. In the latter report, NSAIDs
were shown to suppress MMP-2 expression via inhibition
of Sp1 and Sp3 activation. Two C-to-T nucleotide
polymorphisms in the MMP-2 promoter at nucleotide
positions -1 306 and -735 have been shown reduce the
predisposition to and metastasis of cancers of the lung
(206), gastric cardia (207), breast (208), colon (209) and
esophagus (210). Studies have demonstrated that the
protective effect conferred by these polymorphisms is
related to the abolishment of Sp1 regulatory elements and
subsequent decrease in MMP-2 expression.

   Another TF involved in altered MMP expression
in cancer is NF-kB. Aberrant activation of this TF has been
implicated in the pathogenesis of several human
malignancies. The list of MMP promoters harboring NF-kB
binding sequences is significantly shorter than that for
promoters containing AP-1/ PEA3 and Sp1 sites. NF-kB
regulatory elements are found in the promoters of MMP-1
(nucleotide position -3 029) (50), MMP-9 (nucleotide
position -600) and MT1-MMP (nucleotide position -1 142)
(211), the latter whose functional importance must still be
validated. In addition, a polymorphism in the SIRE
(stromelysin interleukin (IL)-1 responsive element) site
located at nucleotide position -1 595 of the MMP-3
promoter causes association of NF-kB proteins. However,
only the MMP-9 NF-kB response element has been linked
to dysregulated MMP expression in cancer. Using promoter
mutation and mobility shift analyses, Ricca et al. (212)
specifically demonstrated that the increased metastatic
potential of the human breast cancer cell line MCF-7
(ADR) observed upon bcl-2 overexpression was related to
NF-kB-induced MMP-9 transactivation. Although other
studies (listed below) point to an important role for NF-kB
in malignant MMP-9 expression, the data do not
demonstrate direct transactivation of the MMP-9 promoter
by this TF. Yamanaka et al. (213) demonstrated that NF-kB

regulates the increased invasive phenotype of gastric
carcinoma cells following IL-1beta stimulation by
increasing MMP-9 expression. Inhibition of NF-kB activity
in highly malignant human adenocarcinoma cell line
resulted in reduced MMP-9 mRNA expression and
suppressed invasiveness, tumorogenicity, metastasis and
angiogenesis upon injection into nude mice prostate glands
(214). In addition, NF-kB inhibition in these cells stopped
invasion in a chicken chorioallantoic membrane
extravasation model and prevented bone resorption when
co-cultured with rat bone marrow cells (215).

4. PERSPECTIVE

   The last decade has seen a remarkable increase in
the number and quality of publications on the importance
of MMPs both in physiological and pathological states. Our
knowledge concerning mechanisms of cell/tissue-specific
transcriptional regulation of MMP gene expression and the
attendant signal transduction pathways holds hope for the
rational design of pharmaceuticals that control the
production of MMPs in a targeted fashion. Adding such
agents to our armamentarium of drugs will not only be of
great value for understanding the basic biology of matrix
structure and remodeling but also for the palliation of
diseases resulting from aberrant ECM degradation.

5. REFERENCES

1. J. Westermarck & V.M. Kähäri: Regulation of matrix
metalloproteinase expression in tumor invasion. FASEB J
13(8), 781–792 (1999)

2. C. M. Overall, J. L Wrana & J. Sodek: Transcriptional
and post-transcriptional regulation of 72 kDa
gelatinase/type IV collagenase by transforming growth
factor-beta1 in human fibroblasts. J Biol Chem 266(21),
14064–14071 (1991)

3. A. M. Delany & C. E. Brinckerhoff: Post-transcriptional
regulation of collagenase and stromelysin gene expression
by epidermal growth factor and dexamethasone in cultured
human fibroblasts. J Cell Biochem 50 (4), 400–410 (1992)

4. JP Iannotti,, S Goldstein, J Kuhn, L Lippiello, FS Kaplan
& DJ Zaleske: The formation and growth of skeletal
tissues. In: Orthopaedic basic science; biology and
biomechanics of the musculoskeletal system, 2nd Edition.
Eds: Buckwalter, J.A., Einhorn, T.A., Simon, S.R.
American Academy of Orthopaedic Surgeons, IL 77-105
(2000)

5. Z. Werb: ECM and cell surface proteolysis: regulating
cellular ecology. Cell 91(4), 439–442 (1997)

6. M. Ståhle-Bäckdahl., B. Sandstedt, K. Bruce, A. Lindahl,
M.G. Jiménez, J. A. Vega & C. López-Otín:  Collagenase-3
(MMP-13) is expressed during human fetal ossification and
re-expressed in postnatal bone remodeling and in
rheumatoid arthritis. Lab Invest 76(5), 717–728, (1997)



Transcriptional regulation of matrix metalloproteases

437

7. M. J. Jimenez, M. Balbin, J. Alvarez, T. Komori, P.
Bianco, K. Holmbeck, H. Birkedal-Hansen, J.M. Lopez &
C. Lopez-Otin:  A regulatory cascade involving retinoic
acid, Cbfa1, and matrix metalloproteinases is coupled to the
development of a process of perichondrial invasion and
osteogenic differentiation during bone formation. J Cell
Biol 155(7), 1333-1344 (2001)

8. V. Geoffroy, M. Kneissel, B. Fournier, A. Boyde & P.
Matthias: High bone resorption in adult aging transgenic
mice overexpressing cbfa1/runx2 in cells of the osteoblastic
lineage. Mol Cell Biol 22(17), 6222-6233 (2002)

9. M. J. Jimenez, M. Balbin, J. M. Lopez, J. Alvarez, T.
Komori & C. Lopez-Otin:  Collagenase 3 is a target of
Cbfa1, a transcription factor of the runt gene family
involved in bone formation. Mol Cell Biol 19(6), 4431-
4442 (1999)

10. M. Inada, T. Yasui, S. Nomura, S. Miyake, K. Deguchi,
M. Himeno, M. Sato, H. Yamagiwa, T. Kimura, N. Yasui,
T. Ochi, N. Endo, Y. Kitamura, T. Kishimoto & T. Komori:
Maturational disturbance of chondrocytes in Cbfa1-
deficient mice. Dev Dyn 214(4), 279-290 (1999)

11. S. Chakraborti, M. Mandal, S. Das, A. Mandal & T.
Chakraborti: Mol Cell Biochem 253(1-2), 269-285 (2003)

12. N. Selvamurugan, S. Kwok, T. Alliston, M. Reiss &
N.C. Partridge: Transforming growth factor-beta 1
regulation of collagenase-3 expression in osteoblastic cells
by cross-talk between the Smad and MAPK signaling
pathways and their components, Smad2 and Runx2. J Biol
Chem. 279(18), 19327-19334 (2004)

13. M. Uchida, M. Shima, D. Chikazu, A. Fujieda, K.
Obara, H. Suzuki, Y. Nagai, H. Yamato & H. Kawaguchi:
Transcriptional induction of matrix metalloproteinase-13
(collagenase-3) by 1alpha, 25-dihydroxyvitamin D3 in
mouse osteoblastic MC3T3-E1 cells. J Bone Miner Res
16(2), 221-230 (2001)

14. S. Varghese, S. Rydziel, & E. Canalis: Basic fibroblast
growth factor stimulates collagenase-3 promoter activity in
osteoblasts through an activator protein-1-binding site.
Endocrinology 141(6), 2185-2191 (2000)

15. D. Porte, J. Tuckermann, M. Becker, B. Baumann, S.
Teurich, T. Higgins, M.J. Owen, M. Schorpp-Kistner & P.
Angel:  Both AP-1 and Cbfa1-like factors are required for
the induction of interstitial collagenase by parathyroid
hormone. Oncogene 18(3), 667-678 (1999)

16. R. Shah, M. Alvarez, D.R. Jones, K. Torrungruang,
A.J. Watt, N. Selvamurugan, N.C. Partridge, C. O.
Quinn, F. M. Pavalko, S.J. Rhodes & J.P. Bidwell:
Nmp4/CIZ regulation of matrix metalloproteinase 13
(MMP-13) response to parathyroid hormone in
osteoblasts.  Am J Physiol Endocrinol Metab 287(2),
E289-E296 (2004)

17. S. Varghese, S. Rydziel, & E. Canalis: Bone
morphogenetic protein-2 suppresses collagenase-3
promoter activity in osteoblasts through a runt domain
factor 2 binding site. J Cell Physiol 202(2), 391-399 (2005)

18. J-P Pelletier, J Martel-Pelletier & DS Howell:
Etiopathogenesis of osteoarthritis. In: Arthritis and allied
conditions: A Textbook of Rheumatology, 14th ed., Ed:
Koopman WJ, Lippincott Williams & Wilkins, MD 2195-
2245 (2000)

19. CJ Williams & SA Jimenez: Genetic and metabolic
aspects. In: Osteoarthritis: Clinical and experimental
aspects.  Eds: Reginster J.-Y., Pelletier J.-P., Martel-
Pelletier J, Henrotin Y, Springer-Verlag, Berlin 134-155
(1999)

20. J Martel-Pelletier, G Tardif, JC Fernandes & J-P
Pelletier: Metalloproteases and their modulation as
treatment in osteoarthritis. In: Principles of molecular
rheumatology. Ed: Tsokos GC, Humana Press NJ 499-514
(2000)

21. J Martel-Pelletier, JA Di Battista & D Lajeunesse:
Biochemical factors in joint articular tissue degradation in
osteoarthritis. In: Osteoarthritis: clinical and experimental
aspects. Eds: Reginster J.-Y., Pelletier J.-P., Martel-
Pelletier J, Henrotin Y., Springer-Verlag, Berlin 156-187
(1999)

22. J. F. Woessner Jr.: MMPs and TIMPs-an historical
perspective. Mol Biotechnol 22(1), 33-49 (2002)

23. K. Holmbeck,, P. Bianco, S. Yamada & H. Birkedal-
Hansen: MT1-MMP: a tethered collagenase. J Cell Physiol
200(1), 11-19 (2004)

24. A. R. Poole: Biochemical/immunochemical biomarkers
of osteoarthritis: utility for prediction of incident or
progressive osteoarthritis. Rheum Dis Clin North Am 29(4),
803-818 (2003)

25. E. C. Arner: Aggrecanase-mediated cartilage
degradation. Curr Opin Pharmacol 2(3), 322-329 (2002)

26. H. Nagase & J. F. Woessner Jr.: Matrix
metalloproteinases. J Biol Chem 274(31), 21491-21494
(1999)

27. J. F. Woessner, Jr.: Matrix metalloproteinase inhibition.
From the Jurassic to the third millennium. Ann N Y Acad
Sci 878, 388-403 (1999)

28. AD Recklies., AR Poole, S Banerjee, E Bogoch, J
DiBattista, CH Evans, GS Firestein, CB Frank, DR Karp,
JS Mort., N Oppenheimer-Marks, J Varga, A Van den Berg
& Y Zhang: Pathophysiological aspects of inflammation in
diarthrodial joints. In: Orthopaedic basic science: Biology
and biomechanics of the musculoskeletal system. Eds:
Buckwalter J, Einhorn TA, Simon SR., American Academy
of Orthopaedic Surgeons, IL 489-530 (2000)



Transcriptional regulation of matrix metalloproteases

438

29. L. P. Hale & B. F. Haynes: Pathology of rheumatoid
arthritis and associated disorders. In: Arthritis and allied
conditions. A textbook of rheumatology, 13th Edition, Eds:
McCarty DJ, Koopman WD Williams & Wilkins, MD)
993-1016 (1997

30. G. S. Firestein: Evolving concepts of rheumatoid
arthritis. Nature 423(6937), 356-361 (2003)

31. J. J. Goronzy & C.M. Weyand: T-cell regulation in
rheumatoid arthritis. Curr Opin Rheumatol 16(3), 212-217
(2004)

32. P. Moissec: An update on the cytokine network in
rheumatoid arthritis. Curr Opin Rheumatol 16(3), 212-217
(2004)

33. M. Feldmann & R. N. Maini: Lasker Clinical Medical
Research Award. TNF defined as a therapeutic target for
rheumatoid arthritis and other autoimmune diseases. Nature
Med 9(10), 1245-1250 (2003)

34. E. T. Andreakos, B.M. Foxwell, F.M. Brennan, R.N.
Maini & M. Feldmann: Cytokines and anti-cytokine
biologicals in autoimmunity: present and future. Cytokine
Growth Factor Rev 13(4-5), 299-313 (2002)

35. C. M. Weyand, K. C. Hicok, D. L. Conn & J.J.
Goronzy: The influence of HLA-DRB1 genes on disease
severity in rheumatoid arthritis. Ann Intern Med 117(10),
801–803 (1992)

36. P. Moissec: Interleukin-17 in rheumatoid arthritis: if T
cells were to contribute to inflammation and destruction
through synergy. Arthritis Rheum 48(3), 594-601 (2003)

37. D. K. Jovanovic, J.A. Di Battista, J Martel-Pelletier,
F.C. Jolicoeur, Y. He, M. Zhang, F. Mineau & J.-P.
Pelletier: L-17 stimulates the production and expression of
proinflammatory cytokines, IL-beta and TNF-alpha, by
human macrophages. J Immunol 160(7), 3513-3521 (1998)

38. M. Laan, Z.H. Cui, H. Hoshino, J. Lotvall, M.
Sjostrand, D.C. Gruenert, B. E. Skoogh & A. Linden:
Neutrophil recruitment by human IL-17 via C-X-C
chemokine release in the airways. J Immunol 162(4), 2347-
2352 (1999)

39. C. Albanesi, A. Cavani & G. Girolomoni:  IL-17 is
produced by nickel-specific T lymphocytes and regulates
ICAM-1 expression and chemokine production in human
keratinocytes: synergistic or antagonist effects with IFN-
gamma and TNF-alpha. J Immunol 162(1), 494-450 (1999)

40. M. Karin, Z.G. Liu & F. Zandi: AP-1 function and
regulation. Curr Opin Cell Biol 9(2), 240-246 (1997)

41. M. P. Vincenti & C. E. Brinckerhoff: Transcriptional
regulation of collagenase (MMP-1, MMP-13) genes in
arthritis: integration of complex signaling pathways for the
recruitment of gene-specific transcription factors. Arthritis
Res 4(3), 157-164 (2002)

42. R. J. Davis R.J: Signal transduction by the JNK group
of MAP kinases. Cell 103(2), 239-252 (2000)

43. W. Kolch: Meaningful relationships: the regulation of
the Ras/Raf/MEK/ERK pathway by protein interactions.
Biochem J 351(Pt 2), 289-305 (2000)

44. R. C. O’Hagan, R.G. Tozer, M. Symons, F. McCormick
& J.A. Hassell: The activity of the Ets transcription factor
PEA3 is regulated by two distinct MAPK cascades.
Oncogene 13(6), 1323-1333 (1996)

45. M. Karin & Y. Ben-Neriah: Phosphorylation meets
ubiquitination: the control of NF-[kappa]B activity. Annu
Rev Immunol, 18, 621-663 (2000)

46. H. W. Ziegler-Heitbrock, A. Wedel, W. Schraut, M.
Strobel, P. Wendelgass, T. Sternsdorf, P.A. Bauerle, J.G.
Haas & G. Riethmuller: Tolerance to lipopolysaccharide
involves mobilization of nuclear factor kappa B with
predominance of p50 homodimers. J Biol Chem 269(25),
17001-17004 (1994)

47. V. Heissmeyer, D. Krappmann, F.G. Wulczyn & C.
Scheidereit: NFkappaBp105 is a target of IkappaB kinases
and controls signal induction of Bcl-3-p50 complexes.
EMBO J 18(17), 4766-4778 (1999)

48. G. Franzoso, V. Bours, V. Azarenko, S. Park, M.
Tomita-Yamaguchi, T. Kanno, K. Brown & Siebenlist U:
The oncoprotein Bcl-3 can facilitate NF-kappa B-mediated
transactivation by removing inhibiting p50 homodimers
from select kappa B sites EMBO J 12(10), 3893-3901
(1993) [published erratum: EMBO J 1997, 16:440]

49. A. D. Barchowsky, D. Frleta, & M.P. Vincenti:
Integration of the NFkappaB and mitogen-activated protein
kinase/AP-1 pathways at the collagenase-1 promoter:
divergence of IL-1 and TNF dependent signal transduction
in rabbit primary synovial fibroblasts. Cytokine 12(10),
1469-1479 (2000)

50. M. P. Vincenti, C.I. Coon, & C. E. Brinckerhoff:
Nuclear factor kappaB/p50 activates an element in the
distal matrix metalloproteinase 1 promoter in interleukin-
1beta-stimulated synovial fibroblasts. Arthritis Rheum
41(11), 1987-1994 (1998)

51. J. A. Mengshol, M.P. Vincenti, C.I. Coon, A.
Barchowsky, & C. E. Brinckerhoff: Interleukin-1 induction
of collagenase 3 (matrix metalloproteinase 13) gene
expression in chondrocytes requires p38, c-Jun N-terminal
kinase, and nuclear factor kappaB: differential regulation of
collagenase 1 and collagenase 3.  Arthritis Rheum 43(4),
801-811 (2000)

52. Z. Han, D.L. Boyle, K. R. Aupperle, B. Bennett, A.M.
Manning & G.S. Firestein: Jun N-terminal kinase in
rheumatoid arthritis. J Pharmacol Exp Ther 291(1), 124-
130 (1999)

53. J. L. Rutter, T.I. Mitchell, G. Buttice, J. Meyers, J.F.
Gusella, L.J. Ozelius & C.E. Brinckerhoff: A single



Transcriptional regulation of matrix metalloproteases

439

nucleotide polymorphism in the matrix metalloproteinase-1
promoter creates an Ets binding site and augments
transcription. Cancer Res 58(23), 5321-5325 (1998)

54. Y. Kanamori, M. Matsushima, T. Minaguchi, K.
Kobayashi, S. Sagae, R. Kudo, N. Terakawa & Y.
Nakamura: Correlation between expression of the matrix
metalloproteinase-1 gene in ovarian cancers and an
insertion/deletion polymorphism in its promoter region.
Cancer Res 59(17), 4225-4227 (1999)

55. Y. Nishioka, K. Kobayashi, S. Sagae, S. Ishioka, A.
Nishikawa, M. Matsushima, Y. Kanamori, T. Minaguchi,
Y. Nakamura, T. Tokino & R. Kudo: A single nucleotide
polymorphism in the matrix metalloproteinase-1 promoter
in endometrial carcinomas. Jpn J Cancer Res 91(6), 612-
615 (2000)

56. Y. Sun, L. Wenger, C.E. Brinckerhoff, R.R. Misra &
H.S. Cheung: Basic calcium phosphate crystal induce
matrix metalloprotease-1 through the Ras/mitogen-
activated protein kinase/c-Fos/AP-1/metalloproteinase
pathway. Involvement of transcription factor binding sites
AP-1 and PEA-3. J Biol Chem 277(2), 1544-1552 (2002)

57. H. Enomoto, M. Enomoto-Iwamoto, M. Iwamoto, S.
Nomura, M. Hime, Y. Kitamura, T. Kishimoto & T.
Komori: Cbfa1 is a positive regulatory factor in
chondrocyte maturation. J Biol Chem 275(12), 8695-8702
(2000)

58. Komori T., H. Yagi, S. Nomura, A. Yamaguchi, K.
Sasaki, K. Deguchi, Y. Shimizu, R.T. Bronson, Y.H. Gao,
M. Inada, M. Sato, R. Okamoto, Y. Kitamura, S. Yoshiki &
T. Kishimoto: Targeted disruption ofCbfa1 results in a
complete lack of bone formation owing to maturational
arrest of osteoblasts. Cell 89(5), 755-764 (1997)

59. P. Ducy R. Zhang, V. Geoffroy, A.L. Ridall & G.
Karsenty: Osf2/Cbfa1: a transcriptional activator of
osteoblast differentiation. Cell 89(5), 747-754 (1997)

60. J. Hess, D. Porte, C. Munz & P. Angel: AP-1 and
Cbfa/runt physically interact and regulate parathyroid
hormone- dependent MMP13 expression in osteoblasts
through a new osteoblast specific element 2/AP-1
composite element. J Biol Chem 276(23), 20029-20038
(2001)

61. X. Wang, P.A. Manner, A. Horner, L. Shum, R.S. Tuan
& G.H. Nuckolls: Regulation of MMP-13 expression by
RUNX2 and FGF2 in osteoarthritic cartilage.
Osteoarthritis Cartilage 12(12), 963-973 (2004)

62. J. W. Funder: Glucocorticoid and mineralocorticoid
receptors: biology and clinical relevance. Annu Rev Med
48, 231-240 (1997)

63. M. I. Diamond, J. N. Miner, S. K. Yoshinaga & K.R.
Yamamoto: Transcription factor interactions: selectors of
positive or negative regulation from a single DNA element.
Science 249(4974), 1266-1272 (1990)

64. R. I. Scheinman, A. Gualberto, C.M. Jewell, J.A.
Cidlowski & A.S. Baldwin, Jr: Characterization of
mechanisms involved in transrepression of NF-kappa B by
activated glucocorticoid receptors. Mol Cell Biol 15(2),
943-953 (1995)

65. A. Ray & K.E. Prefontaine: Physical association and
functional antagonism between the p65 subunit of
transcription factor NF-kappa B and the glucocorticoid
receptor. Proc Natl Acad Sci USA 91(2), 752-756 (1994)

66. Y. Tao, C. Williams-Skipp & Scheinman RI: Mapping
of glucocorticoid receptor DNA binding domain surfaces
contributing to transrepression of NF-kappa B and
induction of apoptosis. J Biol Chem 276(4), 2329-2332
(2001)

67. L. Pan, C. Eckhoff, & C.E. Brinckerhoff: Suppression
of collagenase gene expression by all-trans and 9-cis
retinoic acid is ligand dependent and requires both RARs
and RXRs. J Cell Biochem 57(4), 575-589 (1995)

68. D. J. Schroen & C.E. Brinckerhoff: Inhibition of rabbit
collagenase (matrix metalloproteinase-1; MMP-1)
transcription by retinoid receptors: evidence for binding of
RARs/RXRs to the -77 AP-1 site through interactions with
c-Jun. J Cell Physiol 169(2), 320-332 (1996)

69. H. F. Yang-Yen, X.K. Zhang, G. Graupner, M.
Tzukerman, B. Sakamoto, M. Karin & M. Pfahl:
Antagonism between retinoic acid receptors and AP-1:
implications for tumor promotion and inflammation. New
Biol 3(10), 1206-1219 (1991)

70. R. Schule, P. Rangarajan, N. Yang, S. Kliewer, L.J.
Ransone, J. Bolado, I.M. Verma & R.M. Evans: Retinoic
acid is a negative regulator of AP-1-responsive genes. Proc
Natl Acad Sci USA 88(14), 6092-6096 (1991)

71. D. J. Schroen & C.E. Brinckerhoff: Nuclear hormone
receptors inhibit matrix metalloproteinase (MMP) gene
expression through diverse mechanisms. Gene Expr 6(4),
197-207 (1996)

72. H. Fahmi, J.A. Di Battista, J.-P. Pelletier, F. Mineau, P.
Ranger & J. Martel-Pelletier: Peroxisome proliferator—
activated receptor gamma activators inhibit interleukin-
1beta-induced nitric oxide and matrix metalloproteinase 13
production in human chondrocytes.  Arthritis Rheum 44(3),
595-607 (2001)

73. J. A. Di Battista J. Martel-Pelletier, I. Kazushi, Y.
Nagai, M. Zafarullah, & J.-.P. Pelletier: Prostaglandins E2
and E1 inhibit the cytokine-stimulated expression of
metalloproteases in normal human synovial fibroblasts.
Mediation by cAMP signaling pathway. Lab Invest 71(2),
270-278 (1994)

74. Q. W. He, Y. He, W. Faour & J.A. Di Battista:
Differential regulation of cytokine-activated human
synovial fibroblast collagenase-1 (MMP-1) gene expression
by prostaglandins of the E and J series: Role of AP-1 and



Transcriptional regulation of matrix metalloproteases

440

c/EBP transcription factors.  Osteoarthritis Cartilage 9
(Suppl B), S9 (2001)

75. Q. W. He, J.-P. Pelletier, J. Martel-Pelletier, S. Laufer
& J.A. Di Battista: The synthesis of interleukin-1beta,
tumour necrosis factor alpha and interstitial collagenase
(MMP-1) is eicosanoids dependent in human OA synovial
membrane explants: Interactions with anti-inflammatory
cytokines. J Rheumatol 29(3), 546-553 (2002)

76. Di Battista J.A. (unpublished observations)

77. Y. Sun, L. Wenger, J.L. Rutter, C.E. Brinckerhoff &
H.S. Cheung: p53 down-regulates human matrix
metalloproteinsase-1 (collagenase-1) gene expression. J
Biol Chem 274(17), 11535-11540 (1999)

78. K. S. Mix, J.A. Mengshol, U. Benbow, M.P. Vincenti,
M.B. Sporn & C.E. Brinckerhoff: A synthetic triterpenoid
selectively inhibits the induction of matrix
metalloproteinases 1 and 13 by inflammatory cytokines.
Arthritis Rheum 44(5) 1096-1104 (2001)

79. T. H. Vu & Z. Werb: Matrix metalloproteinases:
effectors of development and normal physiology. Genes
Dev 14(17), 2123-2133 (2000)

80. J F Woessner & H Nagase: Matrix metalloproteinases
and TIMPs. Oxford University Press, UK (2000)

81. S. McFarlane: Metalloproteases: Carving out a role in
axon guidance. Neuron 37(4), 559-562 (2003)

82. M. Hattori, M. Osterfield & J.G. Flanagan: Regulated
cleavage of a contact-mediated axon repellent. Science
289(5483), 1360-1365 (2000)

83. L. Kaczmarek, J. Lapinska-Dzwonek & S. Szymczak:
Matrix metalloproteases in the adult brain physiology: a
link between c-Fos, AP-1 and remodeling of neuronal
connections.  EMBO J 21(24), 6643-6648 (2002)

84. C. Job & J. Eberwine: Localization and translation of
mRNA in dendrites and axons. Nat Rev Neurosci 2(12),
889-898 (2001)

85. O. Steward & E.M. Schuman: Protein synthesis at
synaptic sites on dendrites. Annu Rev Neurosci 24, 299-325
(2001)

86. D. Leppert, R.L.P. Lindberg, L. Kappos & S. L. Leib:
Matrix metalloproteinases: multifunctional effectors of
infammation in multiple sclerosis and bacterial meningitis.
Brain Res Rev 36(2-3), 249-257 (2001)

87. G. A. Rosenberg: Matrix metalloproteinases in brain
injury. J Neurotrauma 12(5), 833- 842 (1995)

88. G. A. Rosenberg: Matrix metalloproteinases in
neuroinflammation. Glia 39(3), 279-291 (2002)

89. J. S. Rao: Molecular mechanisms of gliomas

invasiveness: The role of proteases. Nature Rev Cancer
3(7), 489-501 (2003)

90. Z. Gu, M. Kaul, B. Yan, S.J. Kridel, J. Cui, A. Strongin,
J.W. Smith, R.C. Liddington & S. A. Lipton: Science
297(5584), 1186-1190 (2002)

91. G. G. Vecil, P.H. Larsen, S.M. Corley, L.M. Herx, A.
Besson, C.G. Goodyer & V. W. Yong: Interleukin-1 is a
key regulator of matrix metalloproteinase-9 expression in
human neurons in culture and following mouse brain
trauma in vivo. J Neurosci Res 61(2), 212-224 (2000)

92.Y. Sekine-Aizawa, E. Hama, K. Watanabe, S. Tsubuki,
M. Kanai-Azuma, Y. Kanai, H. Arai, H. Aizawa, N. Iwata
& T.C. Saido: Matrix metalloproteinase (MMP) system in
brain: identification and characterization of brain-specific
MMP highly expressed in cerebellum. Eur J Neurosci
13(5), 935-948 (2001)

93. C. Vaillant, M. Didier-Bazes, A. Hutter, M. F. Belin &
N. Thomasset: Spatiotemporal expression patterns of
metalloproteinases and their inhibitors in the postnatal
developing rat cerebellum.  J Neurosci 19(12), 4994-5004
(1999)

94. D. M. Jaworski: Developmental regulation of
membrane type-5 matrix metalloproteinase (MT5-MMP)
expression in the rat nervous system. Brain Res 860(1-2),
174-177 (2000)

95. H. Hayashita-Kinoh, H. Kinoh, A. Okada, K. Komori,
Y. Itoh, T. Chiba, M. Kajita, I. Yana & M. Seik:
Membrane-type 5 matrix metalloproteinase is expressed in
differentiated neurons and regulates axonal growth. Cell
Growth Differ 12(11), 573-580 (2001)

96. A. Szklarczyk A., J. Lapinska, M. Rylski, R.D.G.
McKay & L. Kaczmarek: Matrix metalloproteinase-9
undergoes expression and activation during dendritic
remodeling in adult hippocampus. J Neurosci 22(3), 920-
930 (2002)

97. J. Jaworski, I.W. Biedermann, J. Lapinska, A.
Szklarczyk, I. Figiel, D. Konopka, D. Nowicka, R.K.
Filipkowski, M. Hetman, A. Kowalczyk & L. Kaczmarek:
Neuronal excitation-driven and AP-1-dependent activation
of timp-1 gene expression in rodent hippocampus. J Biol
Chem 274(40), 28106-28112 (1999)

98. S. Rivera, E. Tremblay, S. Timsit, O. Canals, Y. Ben-
Ari & M. Khrestchatisky: Tissue inhibitor of
metalloproteinases-1 (TIMP-1) is differentially induced in
neurons and astrocytes after seizures: evidence for
developmental, immediate early gene, and lesion response.
J Neurosci 17(11), 4223-4235 (1997)

99. J. W. Zhang, S. Deb & P.E. Gottschall: Regional and
differential expression of gelatinases in rat brain after
systemic kainic acid or bicuculline administration. Eur J
Neurosci 10(11), 3358-3368 (1998)



Transcriptional regulation of matrix metalloproteases

441

100. W. Wright, A. Eniko, E.A. Kramar, S. E. Meighan &
J. W. Harding: Extracellular matrix molecules, long-term
potentiation, memory consolidation and the brain
angiotensin system. Peptides 23(1), 221-246 (2002)

101. P. Taishi, C. Sanchez, Y. Wang, J. Fang, J. W.
Harding & J. M. Krueger: Conditions that affect sleep alter
the expression of molecules associated with synaptic
plasticity. Am J Physiol Regul Integr Comp Physiol 281(3),
R839-R845 (2001)

102. J. S. Rao, P.A. Steck, S. Mohanam, W.G. Stetler-
Stevenson, L.A. Liotta & R. Sawaya: Elevated levels of Mr
92,000 type IV collagenase in human brain tumors. Cancer
Res 53(10 Suppl), 2208–2211 (1993)

103. G. Choe, J. K. Park, L. Jouben-Steen, T.J. Kremen,
L.M. Liau, H. V. Vinters, T.F. Cloughesy & P.S. Mischel:
Active matrix metalloproteinase 9 expression is associated
with primary glioblastoma subtype. Clin Cancer Res 8(9),
2894–2901 (2002)

104. H. K. Rooprai & D. McCormick: Proteases and their
inhibitors in human brain tumours: a review. Anticancer
Res 17(6B), 4151–4162 (1997)

105. C. M. Vos, S. Gartner, R. M. Ransohoff, J. C.
McArthur, L. Wahl, L. Sjulson, E. Hunter & K. Conant:
Matrix metalloprotease-9 release from monocytes increases
as a function of differentiation: implications for
neuroinflammation and neurodegeneration. J
Neuroimmunol 109(2), 221–227 (2000)

106. H. L. Fillmore, T.E. VanMeter, & W.C. Broaddus:
Membrane-type matrix metalloproteinases (MT-MMPs):
expression and function during glioma invasion. J
Neurooncol 53(2), 187-202 (2001)

107. S. Mun-Bryce, A. Lukes, J. Wallace, M. Lukes-Marx
& G.A. Rosenberg: Stromelysin-1 and gelatinase A are
upregulated before TNFalpha in LPS-stimulated
neuroinflammation. Brain Res 933(1), 42–49 (2002)

108. K. Gijbels, R.E. Galardy & L. Steinman: Reversal of
experimental autoimmune encephalomyelitis with a
hydroxamate inhibitor of matrix metalloproteases. J Clin
Invest 94(6), 2177–2182 (1994)

109. W. Liedtke, B. Cannella, R.J. Mazzaccaro, J.M.
Clements, K.M. Miller, K.W. Wucherpfennig, A.J. Gearing
& C.S. Raine:  Effective treatment of models of multiple
sclerosis by matrix metalloproteinase inhibitors. Ann
Neurol 44(1), 35–46 (1998)

110. S. Mun-Bryce S & G.A. Rosenberg: Matrix
metalloproteinases in cerebrovascular disease. J Cereb
Blood Flow Metab 18(11), 1163–1172 (1998)

111. G. A. Rosenberg, E.Y. Estrada & J.E. Dencoff: Matrix
metalloproteinases and TIMPs are associated with blood-
brain barrier opening after reperfusion in rat brain. Stroke
29(10), 2189–2195 (1998)

112. M. Asahi, K. Asahi, J.C. Jung, G. J. del Zoppo, M. E.
Fini & E.H. Lo: Role for matrix metalloproteinase 9 after
focal cerebral ischemia: effects of gene knockout and
enzyme inhibition with BB-94. J Cereb Blood Flow Metab
20(12), 1681–1689 (2000)

113. M. Asahi, X. Wang, T. Mori, T. Sumii, J.C. Jung,
M.A. Moskowitz, M. E. Fini & E.H. Lo:  Effects of matrix
metalloproteinase-9 gene knock-out on the proteolysis of
blood-brain barrier and white matter components after
cerebral ischemia. J Neurosci 21(19), 7724–7732 (2001)

114. Y. Gasche, J.-C. Copin, T. Sugawara, M. Fujimura &
P.H. Chan:  Matrix metalloproteinase inhibition prevents
oxidative stress-associated blood-brain barrier disruption
after transient focal cerebral ischemia. J Cereb Blood Flow
Metab 21(12), 1393–1400 (2001)

115. S. L. Berger: Histone modifications in transcriptional
regulation. Curr Opin Genet Dev 12(2), 142-148 (2002)

116. J. Dzwonek, M. Rylski & L. Kaczmarek: Matrix
metalloproteinases and their endogenous inhibitors in
neuronal physiology of the adult brain. FEBS Lett 567(1),
129-135 (2004)

117. C. Morelli, K. Campioni, C. Parolin, G. Palu & M.
Tognon: Activity of the matrix metalloproteinase-9
promoter in human normal and tumor cells. J Cell Physiol
199(1), 126-133 (2004)

118. H. Sato & M. Seiki: Regulatory mechanisms of 92
kDa type IV collagenase gene expression which is
associated with invasiveness of tumour cells. Oncogene
8(2), 395-405 (1993)

119. S. K. Chintala, R. Sawaya, B.B. Aggarwal, S.
Majumder, D. K. Giri, A. P. Kyritsis, Z. L. Gokaslan & J.
S. Rao: Induction of matrix metalloproteinases-9 requires a
polymerized actin cytoskeleton in human malignant glioma
cells. J Biol Chem 273(22), 13545–13551 (1998)

120. C. Y. Wu., H.L. Hsieh, M.J. Jou & C.M. Yang:
Involvement of p42/p44 MAPK, P38 MAPK, JNK, and
nuclear factor-kappa B in interleukin-1 beta-induced matrix
metalloproteinase-9 expression in rat brain astrocytes. J
Neurochem 90(6), 1477-1488 (2004)

121. P. O. Esteve, E. Chicoine, O. Robledo, F. Aoudjit, A.
Descoteaux, E.F. Potworowski & Y. St-Pierre: Protein
kinase C-zeta regulates transcription of the matrix
metalloproteinase-9 gene induced by IL-1 and TNF-alpha
in gliomas cells via NF-kappa B. J Biol Chem 277(38),
35150-35155 (2002)

122. R. Gum R, E. Lengyel, J. Juarez, J.H. Chen, H. Sato,
M. Seiki & D. Boyd: Stimulation of 92-kDa gelatinase B
promoter activity by ras is mitogen-activated protein kinase
kinase 1-independent and requires multiple transcription
factor binding sites including closely spaced PEA3/ets and
AP-1 sequences. J Biol Chem 271(18), 10672-10680



Transcriptional regulation of matrix metalloproteases

442

(1996)

123. A. A. Troussard, P. Costello, T.N. Yoganathan, S.
Kumagai, C. D. Roskelly & S. Dedhar: The integrin linked
kinase (ILK) induces an invasive phenotype via AP-1
transcription factor-dependent upregulation of matrix
metalloproteinase 9 (MMP-9). Oncogene 19(48), 5444-
5452 (2000)

124. R. Gum, H. Wang, E. Lengyel, J. Juarez & D. Boyd:
Regulation of 92 kDa type IV collagenase expression by
the jun amino terminal kinase- and the extracellular signal-
regulated kinase-dependent signaling cascades. Oncogene
14(12), 1481-1493 (1997)

125. A. D. Sharrocks, A.L. Brown, Y. Ling & P.R. Yates:
The ETS-domain transcription factor family. Int J Biochem
Cell Biol 29(12), 1371-1387 (1997)

126. S. Carrere, A. Verger, A. Fluorens, D. Stehelin & M.
Duterque-Coquillaud: Erg proteins, transcription factors of
the Ets family form homo, heterodimers and ternary
complexes via two distinct domains. Oncogene 16(25),
3261-3268 (1998)

127. S. Ye: Polymorphism in matrix metalloproteinase
gene promoters: implication in regulation of gene
expression and susceptibility of various diseases. Matrix
Biol 19(7), 623-629 (2000)

128. J. Bian & Y. Sun: Transcriptional activation by p53 of
the human type IV collagenase (gelatinase A or matrix
metalloproteinase 2) promoter. Mol Cell Biol 17(11), 6330-
6338 (1997)

129. E. O. Lee, J.L. Kang & Y.H. Chong: The amyloid-beta
peptide suppresses transforming growth factor-beta1-
induced matrix metalloproteinase-2 production via smad7
expression in human monocytic THP-1 cells. J Biol Chem
280(9), 7845-7853 (2005)

130. W. Reik, W. Dean & J. Walter: Epigenetic
reprogramming in mammalian development. Science
293(5532), 1089-1093 (2001)

131. M. Esteller: CpG island hypermethylation and tumor
suppressor genes: a booming present, a brighter future.
Oncogene 21(35), 5427-5440 (2002)

132. Y. P. Han, T.L. Tuan, H. Wu, M. Hughes & W. L.
Garner: TNF-alpha stimulates activation of proMMP2 in
human skin through NF-kB mediated induction of MT1-
MMP. J Cell Sci 114 (Pt 1), 131–139 (2001)

133. J. Lohi, K. Lehti, J. Westermarck, V. Kahari & J.
Keski-Oja: Regulation of membrane-type matrix
metalloproteinase-1 expression by growth factors and
phorbol 12-myristate 13-acetate. Eur J Biochem 239(2),
239–247 (1996)

134. J. J. Tomasek, N.L. Halliday, D.L. Updike, J.S.
Ahern-Moore, T.K. Vu, R.W. Liu & E.W. Howar:

Gelatinase A activation is regulated by the organization of
the polymerized actin cytoskeleton. J Biol Chem 272(11),
7482–7487 (1997)

135. J. Lohi, K. Lehti, H. Valtanen, W.C. Parks & J. Keski-
Oja: Structural analysis and promoter characterization of
the human membrane-type matrix metalloproteinase-1
(MT1-MMP) gene. Gene 242(1–2), 75–86 (2000)

136. H. R. Lijnen: Plasmin and matrix metalloproteinases
in vascular remodeling. Thromb Haemost 86(1), 324-333
(2001)

137. R. P. Dickey & J. F. Hover: Ultrasonographic features
of uterine blood flow during the first 16 weeks of
pregnancy. Hum Reprod 10(9), 2448-2452 (1995)

138. R. Hanemaaijer, P. Koolwijk, L. le Clercq, W. J. de
Vree & V. W. van Hinsbergh: Regulation of matrix
metalloproteinase expression in human vein and
microvascular endothelial cells: effects of tumor necrosis
factor alpha, interleukin 1 and phorbol ester. Biochem J
296(Pt 3), 803-809 (1993)

139. Z. S. Galis, M. Muszynski, G. K. Sukhova, E. Simon-
Morrissey, E. N. Unemori, M. W. Lark, E. Amento & P.
Libby: Cytokine-stimulated human vascular smooth muscle
cells synthesize a complement of enzymes required for
extracellular matrix digestion. Circ Res 75(1), 181-189
(1994)

140. Z. S. Galis, S, G. K. Sukhova & P. Libby:
Microscopic localization of active proteases by in situ
zymography: detection of matrix metalloproteinase activity
in vascular tissue. FASEB J 9(10), 974-980 (1995)

141. M. Nguyen, J. Arkell & C. J. Jackson: Human
endothelial gelatinases and angiogenesis. Int J Biochem
Cell Biol 33(10), 960-970 (2001)

142. T. L. Haas: Molecular control of capillary growth in
skeletal muscle. Can J Appl Physiol 27(5), 491-515 (2002)

143. X. Han, P. J. Boyd, S. Colgan, J. A. Madri & T. L.
Haas: Transcriptional up-regulation of endothelial cell
matrix metalloproteinase-2 in response to extracellular cues
involves GATA-2. J Biol Chem 278(48), 47785-47791
(2003)

144. P. J. D’Amore: Evolution of C-reactive protein as a
cardiac risk factor. Lab Med 36(4), 234-238 (2005)

145. D. L. Brown, M. S. Hibbs, M. Kearney, C. Loushin &
J. M. Isner: Identification of 92-kD gelatinase in human
coronary atherosclerotic lesions: association of active
enzyme synthesis with unstable angina. Circulation 91(8),
2125–2131 (1995)

146. Z. S. Galis, M. Muszynski, G. K. Sukhova, E. Simon-
Morrisey & P. Libby: Enhanced expression of vascular
matrix metalloproteinases induced in vitro by cytokines and



Transcriptional regulation of matrix metalloproteases

443

in regions of human atherosclerotic lesions. Ann NY Acad
Sci 748, 501-507 (1995)

147. S. Nikkari, T, K. D. O’Brien, M. Ferguson, T.
Hatsukami, H. G. Welgus, C. E. Alpers & A. W. Clowes:
Interstitial collagenase (MMP-1) expression in human
carotid atherosclerosis. Circulation 92(6), 1393–1398
(1995)

148. Z. Li, L. Li, H. R. Zielke, L. Cheng, R. Xiao, M. T.
Crow, W. G. Stetler-Stevenson, J. Froehlich & E. G.
Lakatta: Increased expression of 72-kd type IV collagenase
(MMP-2) in human aortic atherosclerotic lesions. Am J
Pathol 148(1), 121–128 (1996)

149. Z. S. Galis, G. K. Sukhova, R. Kranzhöfer, S. Clark &
P. Libby: Macrophage foam cells from experimental
atheroma constitutively produce matrixdegrading
proteinases. Proc Natl Acad Sci U S A 92(2), 402-406
(1995)

150. A. B. Zaltsman & A. C. Newby: Increased secretion of
gelatinases A and B from the aortas of cholesterol fed
rabbits: relationship to lesion severity. Atherosclerosis
130(1-2), 61-70 (1997)

151. A. Y. Jeng, M. Chou, W. K. Sawyer, S. L. Caplan, J.
Von Linden-Reed, M. Jeune & M. F. Prescott: Enhanced
expression of matrix metalloproteinase-3, -12, and -13
mRNAs in the aortas of apolipoprotein E-deficient mice
with advanced atherosclerosis. Ann N Y Acad Sci 878, 555-
558 (1999)

152. M. P. Bendeck, M. Conte, M. Zhang, N. Nili, B. H.
Strauss & S. M. Farwell: Doxycycline modulates smooth
muscle cell growth, migration and matrix remodeling after
arterial injury. Am J Pathol 160(3), 1089–1095 (2002)

153. T. Bourcier, G. Sukhova & P. Libby: The nuclear
factor kappaB signaling pathway participates in
dysregulation of vascular smooth muscle cells in vitro and
in human atherosclerosis. J Biol Chem 272(25), 15817-
15824 (1997)

154. G. Valen, Z. Q. Yan & G. K. Hansson: Nuclear factor
kappa-B and the heart. J Am Coll Cardiol 38(2), 307-314
(2001)

155. M. A. Bond. J. Chase, A. H. Baker & A. C. Newby:
Inhibition of transcription factor NF-kappaB reduces matrix
metalloproteinase-1, -3 and -9 production by vascular
smooth muscle cells. Cardiovasc Res 50(3), 556-565
(2001)

156. A. Cho & M. A. Reidy: Matrix metalloproteinase-9 is
necessary for the regulation of smooth muscle cell
replication and migration after arterial injury. Circ Res
91(9), 845-851 (2002)

157. Z. S. Galis, C. Johnson, D. Godin, R. Magid, J. M.
Shipley, R. M. Senior & E. Ivan: Targeted disruption of the
matrix metalloproteinase-9 gene impairs smooth muscle

cell migration and geometrical arterial remodeling. Circ
Res 91(9), 852-859 (2002)

158. X. Xu. P, S. R. Meisel, J. M. Ong, S. Kaul, B. Cercek,
T. B.  Rajavashisth, B. Sharifi & P. K. Shah: Oxidized low-
density lipoprotein regulates matrix metalloproteinase-9
and its tissue inhibitor in human monocyte-derived
macrophages. Circulation 99(8), 993-998 (1999)

159. A. Mertens & P. Holvoet: Oxidized LDL and HDL:
antagonists in atherothrombosis. FASEB J 15(12), 2073-
2084 (2001)

160. C. H. Kim & S. K. Moon: Epigallocatechin-3-gallate
causes the p21/WAF1-mediated G(1)-phase arrest of cell
cycle and inhibits matrix metalloproteinase-9 expression in
TNF-alpha-induced vascular smooth muscle cells. Arch
Biochem Biophys 435(2), 264-272 (2005)

161. D. F. Mukhin. F. Chao & H.S. Kruth:
Glycosphingolipid accumulation in the aortic wall is
another feature of human atherosclerosis. Arterioscler
Thromb Vasc Biol 15(10), 1607-1615 (1995)

162. S. Chatterjee, S. Dey, W. Y. Shi, K. Thomas & G. M.
Hutchins: Accumulation of glycosphingolipids in human
atherosclerotic plaque and unaffected aorta tissues.
Glycobiology 7(1), 57-65 (1997)

163. S. K. Moon, H. M. Kim, Y. C. Lee & C. H. Kim:
Disialoganglioside (GD3) synthase gene expression
suppresses vascular smooth muscle cell responses via the
inhibition of ERK1/2 phosphorylation, cell cycle
progression, and matrix metalloproteinase-9 expression. J
Biol Chem 279(32), 33063-33070 (2004)

164. S. K. Moon, B. Y. Cha & C. H. Kim: ERK1/2
mediates TNF-alpha-induced matrix metalloproteinase-9
expression in human vascular smooth muscle cells via the
regulation of NF-kappaB and AP-1: Involvement of the ras
dependent pathway. J Cell Physiol 198(3), 417-427 (2004)

165. N. Oda, M. Abe & Y. J. Sato:  ETS-1 converts
endothelial cells to the angiogenic phenotype by inducing
the expression of matrix metalloproteinases and integrin
beta3. J Cell Physiol 178(2), 121-132 (1999)

166. Y. Sato, M. Abe, K. Tanaka, C. Iwasaka, N. Oda, S.
Kanno, M. Oikawa, T. Nakano & T. Igarashi: Signal
transduction and transcriptional regulation of angiogenesis.
Adv Exp Med Biol 476, 109-115 (2000)

167. A. Hultgardh-Nilsson, B. Cercek, J. W. Wang, S.
Naito, C. Lovdahl, B. Sharifi, J. S. Forrester & J. A. Fagin:
Regulated expression of the ets-1 transcription factor in
vascular smooth muscle cells in vivo and in vitro. Circ Res
78(4), 589-595 (1996)

168. C. Iwasaka, K. Tanaka, M. Abe & Y. Sato: Ets-1
regulates angiogenesis by inducing the expression of
urokinase-type plasminogen activator and matrix



Transcriptional regulation of matrix metalloproteases

444

metalloproteinase-1 and the migration of vascular
endothelial cells. J Cell Physiol 169(3), 522–531 (1996)

169. Z. Chen, R. J. Fisher, C. W. Riggs, J. S. Rhim & J. A.
Lautenberger: Inhibition of vascular endothelial growth
factor-induced endothelial cell migration by ETS1
antisense oligonucleotides. Cancer Res 57(10), 2013–2019
(1997)

170. S. Naito, S. Shimizu, S. Maeda, J. Wang, R. Paul & J.
A. Fagin: Ets-1 is an early response gene activated by ET-1
and PDGF-BB in vascular smooth muscle cells. Am J
Physiol 274(2 Pt 1), C472–C480 (1998)

171. K. Tanaka, N. Oda, C. Iwasaka, M. Abe & Y. Sato:
Induction of Ets-1 in endothelial cells during
reendothelialization after denuding injury. J Cell Physiol
176(2), 235–244 (1998)

172. T. Watabe, K. Yoshida, M. Shindoh, M. Kaya, K.
Fujikawa, H. Sato, M. Seiki, S. Ishii & K. Fujinaga: The
Ets-1 and Ets-2 transcription factors activated the
promoters for invasion- associated urokinase and
collagenase genes in response to EGF. Int J Cancer 77(1),
128–137 (1998)

173. M. W. Feinberg, M. K. Jain, F. Werner, N. E. Sibinga,
P. Wiesel, H. Wang, J. N. Topper, M. A. Perrella & M. E.
Lee: Transforming growth factor-beta 1 inhibits cytokine-
mediated induction of human metalloelastase in
macrophages. J Biol Chem 275(33), 25766-25773 (2000)

174. A. M. Henney, S. Ye, B. Zhang, S. Jormsjo, C.
Whatling, P. Eriksson & A. Hamsten: Genetic diversity in
the matrix metalloproteinase family:effects on function and
disease progression. Ann N Y Acad Sci 902, 27–38 (2000)

175. M. P. de Maat, J. W. Jukema, S. Ye, A. H.
Zwinderman, P. H. Moghaddam, M. Beekman, J. J.
Kastelein, A. J. van Boven, A. V. Bruschke, S. E.
Humphries, C. Kluft & A. M. Henney: Effect of the
stromelysin-1 promoter on efficacy of pravastatin in
coronary atherosclerosis and restenosis. Am J Cardiol
83(6), 852-856 (1999)

176. S. Ye, G. F. Watts, S. Mandalia, S. E. Humphries &
A. M. Henney: Preliminary report: genetic variation in the
human stromelysin promoter is associated with progression
of coronary atherosclerosis. Br Heart J 73(3), 209-215
(1995)

177. B. Zhang, S. Ye, S. M. Herrmann, P. Eriksson, M. de
Maat, A. Evans, D. Arveiler, G. Luc, F. Cambien, A.
Hamsten, H. Watkins & A. M. Henney: Functional
polymorphism in the regulatory region of gelatinase B gene
in relation to severity of coronary atherosclerosis.
Circulation 99(14), 1788-1794 (1999)

178. S. Jormsjo, C. Whatling, D. H. Walter, A. M. Zeiher,
A. Hamsten & P. Eriksson: Allele-specific regulation of
matrix metalloproteinase-7 promoter activity is associated
with coronary artery luminal dimensions among

hypercholesterolemic patients. Arterioscler Thromb Vasc
Biol 21(11), 1834-1839 (2001)

179. S. Jormsjo, S. Ye, J. Moritz, D. H. Walter, S.
Dimmeler, A. M. Zeiher, A. Henney, A. Hamsten & P.
Eriksson: Allele-specific regulation of matrix
metalloproteinase-12 gene activity is associated with
coronary artery luminal dimensions in diabetic patients
with manifest coronary artery disease. Circ Res 86(9), 998-
1003 (2000)

180. P. Basset, A. Okada, M.-P. Chenard, R. Kannan, I.
Stoll, P. Anglard, J.-P. Bellocq & M.-C. Rio: Matrix
metalloproteinases as stromal effectors of human
carcinoma progression: therapeutic implications. Matrix
Biol 15(8-9), 535-541 (1997)

181. M. Johnsen, L. R. Lund, J. Romer, K. Almholt & K.
Dano: Cancer invasion and tissue remodeling: common
themes in proteolytic matrix degradation. Curr Opin Cell
Biol 10(5), 667–671 (1998)

182. P. Angel & M. Karin: The role of Jun, Fos and the
AP-1 complex in cell proliferation and transformation.
Biochim Biophys Acta 1072(2-3), 129–157 (1991)

183. E. Hu, F. Mueller, S. Oliviero, V. E. Papaioannou, R.
Johnson & B. M. Spiegelman: Targeted disruption of the c-
fos gene demonstrates c-fos-dependent and -independent
pathways for gene expression stimulated by growth factors
or oncogenes. EMBO J 13(13), 3094–3103 (1994)

184. E. Saez, S. E. Rutberg, F. Mueller, H. Oppenheim, J.
Smoluk, S. H. Yuspa & B. M. Spiegelman: c-fos is
required for malignant progression of skin tumors. Cell
82(5), 721–732 (1995)

185. K. Belguise, N. Kersual, F. Galtier & D. Chalbos:
FRA-1 expression level regulates proliferation and
invasiveness of breast cancer cells. Oncogene 24(8), 1434-
44 (2005)

186. Q. Zhang, P. Adiseshaiah & S. P. Reddy: Matrix
metalloproteinase/epidermal growth factor
receptor/mitogen-activated protein kinase signaling
regulate fra-1 induction by cigarette smoke in lung
epithelial cells. Am J Respir Cell Mol Biol 32(1), 72-
81(2005)

187. U. Benbow & C. E. Brinckerhoff: The AP-1 site and
MMP gene regulation: what is all the fuss about? Matrix
Biol 15(8-9), 519-26 (1997)

188. N. Wernert, F. Gilles, V. Fafeur, F. Bouali, M. B.
Raes, C. Pyke, T. Dupressoir, G. Seitz, B. Vandenbunder &
D.  Stehelin: Stromal expression of c-Ets1 transcription
factor correlates with tumor invasion. Cancer Res 54(21),
5683-5688 (1994)

189. S. Naito, K. Shimizu, M. Nakashima, T. Nakayama, T.
Ito, M. Ito, S. Yamashita & I. Sekine: Overexpression of



Transcriptional regulation of matrix metalloproteases

445

Ets-1 transcription factor in angiosarcoma of the skin. Res
Pract Pathol 196(2), 103-109 (2000)

190. P. Behrens, M. Rothe, A. Wellmann, J. Krischler & N.
Wernert: The Ets-1 transcription factor is up-regulated
together with MMP 1 and MMP 9 in the stroma of pre-
invasive breast cancer. J Pathol 194(1), 43-50 (2001)

191. G. Buttice, M. Duterque-Coquillaud, J. P. Basuyaux,
S. Carrere, M. Kurkinen & D. Stehelin: Erg, an Ets-family
member, differentially regulates human collagenase1
(MMP1) and stromelysin1 (MMP3) gene expression by
physically interacting with the Fos/Jun complex. Oncogene
13(11), 2297-2306 (1996)

192. F. Higashino, K. Yoshida, T. Noumi, M. Seiki & K.
Fujinaga: Ets-related protein E1A-F can activate three
different matrix metalloproteinase gene promoters.
Oncogene 10(7), 1461-1463 (1995)

193. B. Davidson, S. Konstantinovsky, S. Nielsen, H. P.
Dong, A. Berner, M. Vyberg & R. Reich: Altered
expression of metastasis-associated and regulatory
molecules in effusions from breast cancer patients: a novel
model for tumor progression. Clin Cancer Res 10(21),
7335-7246 (2004)

194. M. Kaya, K. Yoshida, F. Higashino, T. Mitaka, S. Ishii
& K. Fujinaga: A single ets-related transcription factor,
E1AF, confers invasive phenotype on human cancer cells.
Oncogene 12(2), 221-227 (1996)

195. G. Ghilardi, M. L. Biondi, J. Mangoni, S. Leviti, M.
DeMonti, E. Guagnellini & R. Scorza: Matrix
metalloproteinase-1 promoter polymorphism 1G/2G is
correlated with colorectal cancer invasiveness. Clin Cancer
Res 7(8), 2344–2346 (2001)

196. S. Ye, S. Dhillon, S. J. Turner, A. C. Bateman, J. M.
Theaker, R. M. Pickering, I. Day & W. M. Howell:
Invasiveness of cutaneous malignant melanoma is
influenced by Matrix Metalloproteinase 1 gene
polymorphism. Cancer Res 61(4), 1296–1298 (2001)

197. Y. Zhu, M. R. Spitz, L. Lei, G. B. Mills & X. Wu: A
single nucleotide polymorphism in the matrix
metalloproteinase-1 promoter enhances lung cancer
susceptibility. Cancer Res 61(21), 7825–7829 (2001)

198. G. B. Tower, C. I. Coon & C. E. Brinckerhoff: The 2G
single nucleotide polymorphism (SNP) in the MMP-1
promoter contributes to high levels of MMP-1 transcription
in MCF-7/ADR breast cancer cells. Breast Cancer Res
Treat 82(2), 75-82 (2003)

199. D. W. Lincoln 2nd, P. G. Phillips & K. Bove:
Estrogen-induced Ets-1 promotes capillary formation in an
in vitro tumor angiogenesis model. Breast Cancer Res
Treat 78(2), 167-178 (2003)

200. J. Westermarck, A. Seth & V.-M. Kähäri: Differential
regulation of interstitial collagenase (MMP-1) gene

expression by ETS transcription factors. Oncogene 14(22),
2651-2660 (1997)

201. K. E. Bower, J. M. Fritz & K. L. McGuire:
Transcriptional repression of MMP-1 by p21SNFT and
reduced in vitro invasiveness of hepatocarcinoma cells.
Oncogene 23(54), 8805-8814 (2004)

202. B. L. Petrella, J. Lohi & C. E. Brinckerhoff:
Identification of membrane type-1 matrix metalloproteinase
as a target of hypoxia-inducible factor-2 alpha in von
Hippel-Lindau renal cell carcinoma. Oncogene 24(6),
1043-1052 (2005)

203. T. L. Haas, D. Stitelman, S. J. Davis, S. S. Apte & J.
A. Madri: Egr-1 mediates extracellular matrix-driven
transcription of membrane type 1 matrix metalloproteinase
in endothelium. J Biol Chem 274(32), 22679-22685 (1999)

204. Q. Hongwei, Y. Sun & E. N. Benveniste: The
transcription factors Sp1, Sp3, and AP-2 are required for
constitutive matrix metalloproteinase-2 gene expression in
astroglioma cells. J Biol Chem 274(41), 29130-29137
(1999)

205. M. R. Pan & W. C. Hung: Nonsteroidal anti-
inflammatory drugs inhibit matrix metalloproteinase-2 via
suppression of the ERK/Sp1-mediated transcription. J Biol
Chem 277(36), 32775-32780 (2002)

206. C. Yu, K. Pan, D. Xing, G. Liang, W. Tan, L. Zhang
& D. Lin: Correlation between a single nucleotide
polymorphism in the matrix metalloproteinase-2 promoter
and risk of lung cancer. Cancer Res 62(22), 6430-6433
(2002)

207. X. Miao, C. Yu, W. Tan, P. Xiong, G. Liang, W. Lu &
D. Lin: A functional polymorphism in the matrix
metalloproteinase-2 gene promoter (-1306C/T) is
associated with risk of development but not metastasis of
gastric cardia adenocarcinoma. Cancer Res 63(14), 3987-
3990 (2002)

208. Y. Zhou, C. Yu, X. Miao, W. Tan, G. Liang, P. Xiong,
T. Sun & D. Lin: Substantial reduction in risk of breast
cancer associated with genetic polymorphisms in the
promoters of the matrix metalloproteinase-2 and tissue
inhibitor of metalloproteinase-2 genes. Carcinogenesis
25(3), 399-404 (2004)

209. E. Xu, M. Lai, B. Lv, X. Xing, Q. Huang & X. Xia: A
single nucleotide polymorphism in the matrix
metalloproteinase-2 promoter is associated with colorectal
cancer. Biochem Biophys Res Commun 324(3), 999-1003
(2004)

210. C. Yu, Y. Zhou, X. Miao, P. Xiong, W. Tan & D. Lin:
Functional haplotypes in the promoter of matrix
metalloproteinase-2 predict risk of the occurrence and
metastasis of esophageal cancer. Cancer Res 64(20), 7622-
7628 (2004)



Transcriptional regulation of matrix metalloproteases

446

211. Y. P. Han, T. L. Tuan, H. Wu, M. Hughes & W. L.
Garner: TNF-alpha stimulates activation of pro-MMP2 in
human skin through NF-(kappa)B mediated induction of
MT1-MMP. J Cell Sci 114(Pt 1), 131-139 (2001)

212. A. Ricca, A. Biroccio, D. Del Bufalo, A. R. Mackay,
A. Santoni  & M. Cippitelli: bcl-2 over-expression
enhances NF-kappaB activity and induces mmp-9
transcription in human MCF7(ADR) breast-cancer cells. Int
J Cancer 86(2), 188-196 (2000)

213. N. Yamanaka, T. Morisaki, H. Nakashima, A. Tasaki,
M. Kubo, H. Kuga, C. Nakahara, K. Nakamura, H.
Noshiro, T. Yao, M. Tsuneyoshi, M. Tanaka & M. Katano:
Interleukin 1beta enhances invasive ability of gastric
carcinoma through nuclear factor-kappaB activation. Clin
Cancer Res 10(5), 1853-1859 (2004)

214. S. Huang, C. A. Pettaway, H. Uehara, C. D. Bucana &
I. J. Fidler: Blockade of NF-kappaB activity in human
prostate cancer cells is associated with suppression of
angiogenesis, invasion, and metastasis. Oncogene 20(31),
4188-4197 (2001)

215. V. B. Andela, A. H. Gordon, G. Zotalis, R. N. Rosier,
J. J. Goater, G. D. Lewis, E. M. Schwarz, J. E. Puzas & R.
J. O'Keefe: NFkappaB: a pivotal transcription factor in
prostate cancer metastasis to bone. Clin Orthop Relat Res
415 Suppl, S75-85 (2003)

Abbreviations: AD:Alzheimer's disease, ADAMs:A
disintegrin and metalloproteases , ALS:Amyotrophic lateral
sclerosis , AP:Activator protein, ATF-2:Activating
transcription factor-2, BBB:Blood brain barrier,
bFGF:Basic fibroblast growth factor , BMP:Bone
morphogenic protein, bp:Base pairs,
c/EBP:CCATT/enhancer binding protein, Cbfa1:Core
binding factor alpha 1, CREB:cAMP response element
binding protein, EAE:Experimental allergic
encephalomyelitis , EC:Endothelial cell, ECM:Extracellular
matrix, EGCG:Epigallocatechin-3-gallate, Egr-1:Early
growth response factor-1, EMSA:Electromobility shift
assay, ERK:Extracellular signal-regulated kinase,
Ets:Erythroblastosis twenty-six, GBM:Gliomblastoma
multiforme, GR:Glucocorticoid receptor,
GRE:Glucocorticoid response elements, HIF-2:Hypoxia-
inducible factor , hnRNA:Heterogeneous nuclear RNA,
IkB:Inhibitor of NF-kB, IL:Interleukin, IL-1Ra:IL-1
receptor antagonist , ILK:Integrin-linked kinase, JNK:Jun-
N-terminal kinase, kb:Kilobase pairs, kDa:Kilodaltons,
LBP-1:Leader binding protein-1, LDL:Low density
lipoproteins, MAPK:Miotgen-activated protein kinase,
MMP:Matrix metalloprotease, MS:Multiple sclerosis, MT-
MMP:Membrane type MMP, NF-1:Nuclear factor-1, NF-
kB:Nuclear factor-kappaB , nt:Nucleotides,
OA:Osteoarthritis, Ob:Osteoblast, OSE-2:Osteoblast
specific element-2, ox-LDL:Oxidized low density
lipoproteins, p21SNFT:21 kDa small nuclear factor isolated
from T cells, PDGF-BB:Platelet-derived growth factor-BB,
PEA3:Polyoma enhancer A binding protein-3, PKA:Protein
kinase A, PKC:Protein kinase C, PGE2:Prostaglandin E2,
PTCA:Percutaneous transluminal coronary angioplasty,

PTH:Parathyroid hormone, RA:Rheumatoid arthritis,
RAR:Retinoic acid receptor, RARE:Retinoic acid
responsive element, RNA pol:RNA polymerase ,
RXR:Retinoid X receptor, SBE:SIAT binding element,
Sil:Silencer, SIRE:Stromelysin IL-1 responsive element,
SNP:Single nucleotide polymorphism, SOD:Superoxide
dismutase, Sp:Stimulatory protein, SPRE:Stromelysin-1
PDGF response element, TF:Transcription factor, TGF-
beta:Transforming growth factor-beta, TIE:TGF-beta 1
inhibitory element, TIMP:Tissue inhibitor of
metalloprotease, TNF:Tumor necrosis factor, TRE:Phorbol-
ester response element, TRF:Octamer binding protein
regulatory element, VHL:von Hippel-Lindau,
VSMC:vascular smooth muscle cell

Key Words: Matrix metalloprotease, MMPs,
Transcriptional Regulation, Promoter, Arthritis, Bone
Development, Brain, Cardiovascular, Cancer, Review

Send correspondence to: Dr. John A. Di Battista, Div. of
Rheumatology and Clinical Immunology, Royal Victoria
Hospital, McGill University Health Centre, Rm. M11.22,
687 Pine Ave. W., Montreal, Quebec H3A 1A1, Canada,.
Tel: 514-934-1934 (ext. 34401), Fax: 514-289-8542, E-
mail: john.dibattista@mcgill.ca

http://www.bioscience.org/current/vol11.htm


