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Musculoskeletal disorders encompass a broad spectrum of
conditions of multifactorial origin and very different clinical
appearance. Connective tissues are primarily affected in
osteoporosis and joint diseases such as osteoarthritis and
rheumatoid arthritis, which cause severe long-term pain and
physical disability and give rise to heavy costs to society.

Many of the major connective tissue diseases involve
inflammatory mechanisms. Rheumatoid arthritis, psoriasis,
and systemic lupus erythematosus are among the last-
remaining widespread diseases for which the scientific com-
munity has insufficient knowledge of pathogenesis or treat-
ments that can prevent or reverse the disease course.
Mechanisms and pathways leading to destructive inflamma-
tion may to a large extent be shared among these diseases
and may also operate in other conditions such as osteoarthri-
tis, vasculitis, arteriosclerosis, and osteoporosis. This is clear-
ly demonstrated in genetic studies of animal models in
which many genes have been shown to be associated with a
wide spectrum of inflammatory diseases, and many diseases
include components of spreading the inflammation to vari-
ous other organs. One prominent example is rheumatoid
arthritis, in which vasculitis and increased arteriosclerosis
morbidity occur. It is also important to take into account
that the mere occurrence of widespread inflammatory dis-
eases in humans is likely to be caused not only by rapidly
changing environmental factors but also by natural selection
for protection against infectious diseases. In addition, there
is often a connection between infections, especially chronic
infections, and inflammatory diseases.

Most inflammatory diseases affect connective tissues,
either by inducing catabolic events or by triggering repair
attempts; both will lead to altered function and may develop
further to fibrosis.

Key features of connective tissues are to take up and dis-
tribute load and to provide a barrier and protective function,
as well as to retain shape. The component of tissue destruc-
tion may be initiated by factors such as mechanical overload
that brings the normally very dynamic turnover out of bal-
ance. This turnover is aimed at replacing fatigued tissue, for
example, with new and mechanically more stable tissue.
Many factors govern the basis for this remodelling in con-
nective tissues. Exaggerated load will lead to damage and a
higher risk for initiation of a pathological process. In addi-
tion, inflammation is a condition that will affect the metab-
olism in connective tissue cells and usually hamper their
ability to repair. This is likely to increase the sensitivity to
mechanical load and may perhaps drive the process into a
pathological condition. Interestingly, components released

from connective tissues as a result of a pathological process
appear to have the capability to modulate the inflammatory
response and in some cases also to trigger autoimmune
reactions. It is thus becoming apparent that the reactions in
connective tissues leading to tissue damage are extensively
influenced by environmental factors, including vascular and
nerve ingrowth and local inflammation. 

The gap between biology and clinical
research
The wide gap between clinical approaches and more basic
approaches to understanding the disease mechanisms has
been difficult to overcome. The clinically oriented approach
had its golden age decades ago, when empirical observations
could lead to major breakthroughs and built the basis of
today’s clinical practice. It has, however, shown clear
limitations in solving the pathways of disease: some of the
treatments given today still have no rational explanation or
produce side-effects because of unspecific targeting. The
molecular approach has recently been successful in providing
tools such as the genome sequence, specific molecular struc-
ture and tissue composition but has not yet been signifi-
cantly explored in understanding disease processes. This gap
between biology and everyday clinical work is very apparent
in chronic diseases such as osteoarthritis, rheumatoid arthri-
tis and osteoporosis. The difficulties of recruiting physicians
to both basic and patient-oriented research are well known
and have recently resulted in a change of funding priorities
that support bridging projects. We are now facing a unique
opportunity where we can see how the biology that is being
unravelled in basic science can and will be applied in clinical
treatment. 

Closing the gap
The most important aim should be to strengthen evidence-
based medicine by closing the gap between clinical disease-
oriented research and basic molecular research. Fig. 1 shows
an example of how the findings of molecular research could
be applied to clinical treatment. Recent advances in
genomics, proteomics, high-resolution imaging and tissue
engineering provide new opportunities. Diseases affecting
connective tissues involve many complex biological path-
ways, often including molecular interactions between
inflammatory cells and constituents derived from connective
tissue. Over the years, considerable efforts have been direct-
ed towards identifying genes and gene regions controlling
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and growth factors, and there is extensive crosstalk between
pathways. 

Ongoing developments that will lead to a deeper bio-
mechanical and biological understanding of molecular and
cellular events in connective tissues, particularly bone, carti-
lage and tendon, include programmes using material testing,
high-resolution imaging such as microcomputer tomogra-
phy, position emission tomography, stereophotogrammetry
and finite element modelling in studies of tissue integration
as well as dynamic loading of cells.

Mechanisms of skeletal tissue damage
As a result of increased understanding of the roles of indi-
vidual matrix molecules, it is now becoming increasingly
apparent that one of the mechanisms leading to tissue
destruction is inefficient repair in disease as a result of lack
of coordinated production of the various components that
are needed for adequate and optimal repair. Other mecha-
nisms in disease include degradation and loss of function of
matrix constituents by proteolytic fragmentation. These pro-
teases are often released by the cells in the tissue as a result
of various forms of stimuli. They are released in a proform,
which is activated by a number of mechanisms that in most
cases are not clearly defined. As a safeguard, the cells will also
produce specific inhibitors of these proteinases. 

In progressive musculoskeletal disease, a key element is
increased proteolytic activity leading to fragmentation of
constituents of the various networks with the result of tissue
failure, given that the repair is not sufficient. We are thus
starting to see a situation where the responsiveness of the
cells is governed by a number of factors, some produced cen-
trally (such as growth hormone) setting a sensitivity level
and others produced locally and affecting responses. In
many cases, the response leading to this normal dynamic
turnover is driven by fatigue and altered load. At the same
time, excessive load leading to extensive fatigue or perhaps
cell damage will induce pathological processes that, as a
result of the continued exposure to the strenuous environ-
ment, will become chronic. One problem in evaluating what
happens in the tissues is an almost total lack of procedures to
monitor such events in the intact living organism. Current
diagnostic protocols thus discover tissue damage when the
process is far advanced. Nevertheless, there has been a devel-
opment of novel procedures making use of the fact that con-
stituents of a particular connective tissue become fragment-
ed and released to its surroundings and eventually to the cir-
culation as a result of the tissue-damaging process. This
molecular marker technology has the potential to identify
early events that will eventually lead to severe tissue damage.
The combination of this molecular approach with attempts
in the clinical routine to initiate and modulate tissue repair
by physiotherapy, for example, or by surgical intervention
altering the load is, of course, opening possibilities for
entirely new biological treatment.

Connective tissue and inflammation 
An important component of many diseases affecting con-
nective tissue is inflammation, with immune-mediated
mechanisms often regulating the inflammatory cascades. It is
becoming apparent that this activity may be modulated —
or at least partly driven — by components released from

connective tissue and inflammatory diseases as well as on
identifying and characterizing individual molecules. A num-
ber of key molecules in cartilage and bone have already been
identified. More recently, efforts have been focused on the
functioning of molecules that form the tissues, and informa-
tion is being gathered about the important events in assem-
bly of the structures that provide their properties. These
structures are fibrous networks, with collagens as major con-
stituents forming a core and associated molecules providing
connections between the fibrils to improve and extend the
mechanical properties. The fibrils have different properties
in different tissues and different compartments of a given tis-
sue. These properties are governed by a number of collagen-
binding proteins: we are finding some that have primary
roles in catalysing and accelerating the process and others
that have primary roles in its modulation. 

Connective tissue structure at the molecular level
Another major functional unit in most connective tissues is
a network of highly negatively charged proteoglycans, creat-
ing a fixed charge density that immobilizes water and regu-
lates compressivity as well as providing a barrier that regu-
lates diffusion and water flow. In addition, these molecules
are assembled in the matrix in processes apparently catalysed
and regulated by a variety of factors. In creating such a com-
plex system, it is of key importance that production of the
various components is well coordinated. This is accom-
plished by sensors at the cell surface in the form of receptors,
for example integrins and specialized proteoglycans. These
receptors provide intracellular signalling similar to that of
another set of regulating components in the form of growth
factors, such as transforming growth factor b (TGF-b),
fibroblast growth factor (FGF), bone morphogenetic pro-
teins (BMPs) and many others. Such factors include a vari-
ety of cytokines both with inhibitory and stimulatory effects.
This latter group constitutes one of the mechanisms for
effects on connective tissue by inflammation. Yet another
stimulus to the cells is mechanical load. This has dual effects
in providing positive stimuli to the cells in remodelling and
responding to novel requirements, but also apparently in
maintaining proper homeostasis. Signals induced by load are
similar to those induced by other stimuli such as integrins
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connective tissues by fragmentation. A well-functioning
interface between connective tissue research and research on
inflammation is therefore extremely important in under-
standing how the different processes affect one another.

Although different connective tissues appear very dis-
similar from a gross morphological standpoint, at the molec-
ular level there are many shared components, and findings
from studies of one system have major implications for stud-
ies of other tissues. External factors such as stress elicit mod-
ulation, which is very similar between different tissues. For
example, up-regulation of particular molecules appears to be
similar in cartilage, tendon, blood vessel wall and the spine. 

Molecular interactions in inflammation and connective
tissue diseases should be investigated not only in human
studies but also using animal models and technology.
Approaches by proteomics will be efficient in characterizing
gene products and their roles in controlling diseases in ani-
mal models as well as in developing the tools and targets for
disease affecting connective tissues in humans. With trans-
genic technologies, a particular gene can be inactivated or
mutated and the consequences can be studied. The animal
models can be “humanized” by inserting the critical human
genes. Studies of patients will provide additional informa-
tion against the background of alterations observed in vari-
ous animal models.

Future research 
To help close the gap between clinical disease-oriented
research and basic molecular research, we suggest that
research concerning musculoskeletal disorders during the
Bone and Joint Decade 2000–2010 should include work in

the following directions:
• encourage interactions between different research areas,

which will provide openings for the development of new
procedures to influence the progression and treatment of
disease;

• assess the burden of diseases and risk factors, in order to
optimize disease prevention and treatment outcomes;

• identify pathogenic molecular interactions in a relevant
context — using animal models and genomic, transcrip-
tomic and proteomic technology platforms;

• identify disease-regulating genes and modify their
expression;

• develop an understanding of the roles of proteins in tis-
sue formation, function and cell behaviour;

• develop an understanding of cellular mechano-transduc-
tion and its role in patient treatment;

• develop new targeted therapy based on an understanding
of molecular mechanisms in tissue turnover;

• develop new procedures for diagnosis and disease moni-
toring;

• optimize the interaction with the biological system in
biomaterial applications; and 

• develop tissue-engineered repair systems.

Development of disease-modifying therapy must be based
on an understanding of the complex underlying biological
processes, and this requires a wide range of competence that
cannot easily be gathered into one research group or clinical
discipline. Initiatives promoting collaborative efforts are
therefore paramount. ■

Conflicts of interest: none declared.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.2
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveEPSInfo false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


