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Underdiagnosed: Joint Hypermobility Syndrome

BY KERRI WACHTER

Senior Writer

DESTIN, FLA. — Rheumatologists are
probably missing the diagnosis of joint hy-
permobility syndrome on a regular basis,
Alan ]. Hakim, M.D., proposed at a
rheumatology meeting sponsored by Vir-
ginia Commonwealth University.

Joint hypermobility syndrome (JHS)
shares a number of features with related
disorders, making it difficult to identify,
but the correct diagnosis will make all the
difference in patients’ lives, said Dr.
Hakim, a rheumatologist at Whipps Cross
University Hospital in London.

JHS is thought to be related to Marfan
syndrome, Ehlers-Danlos syndrome, and
osteogenesis imperfecta. In addition, JHS
mimics fibromyalgia and chronic fatigue
syndrome, and it can be difficult to dis-
tinguish JHS from these other conditions,
he said.

JHS can involve a variety of muscu-
loskeletal symptoms, from chronic pain

JHS can involve various symptoms, all
in the presence of general joint laxity.

Ski ébnormalltles such as excesive
stretching of the skin are typical.

and fatigue to soft-tissue and visceral in-
jury, all in the presence of general joint
laxity.

Of the musculoskeletal symptoms,
chronic noninflammatory joint pain or
spinal pain is a key complaint. Other
musculoskeletal symptoms include dis-
location or subluxation of joints; liga-
ment, tendon, or muscle overuse injuries;
and deconditioning as a result of kines-
phobia.

The other key clinical components in-
clude skin abnormalities such as excessive
stretching of the skin and abnormal scar-
ring, and psychosocial problems. This
overall symptom complex can manifest in
childhood, adolescence, or even early
adulthood.

The prevalence of JHS in the general
population ranges from 10% to 30%; the
disorder is three times more common in
women.

JHS is more commonly seen in people
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of African and Asian ethnicity than in
whites. There appears to be a strong ge-
netic component, with approximately a
75% heritability rate of the phenotype.

Psychologic aspects are typical, because
patients tend to feel anxious or depressed
as a result of their chronic pain and dis-
ability.

Panic disorders and phobias are four
times more common in JHS patients.
They may not be able work, adding to
their sense of isolation. They avoid rela-

tionships and social activities. Sexual diffi-
culties and reproductive concerns are com-
mon.

These patients may feel frustrated with
a medical system that has been unable to
correctly diagnose them, Dr. Hakim ex-
plained.

Cardiorespiratory and bowel distur-
bances are also frequent and often dis-
abling.

Related symptoms include palpitations,
chest discomfort, lightheadedness, and

Rheumatoid
Arthritis

Normal

Bone erosion

Inflamed synovia

B ceil
L6 THF-0 1L-10

Macrophage

L1
IL-6° TNF-G

presyncope. Bowel disturbances include
nausea, dyspepsia, constipation, and diar-
rhea. All these symptoms are strongly as-
sociated with fatigue and anxiety.

There also appear to be proprioception
and autonomic—nervous system distur-
bances.

Proprioceptive deficits have been shown
to create a vicious cycle, whereby dimin-
ished proprioception leads to altered neu-
romuscular control, causing altered me-
chanical loading, which leads to joint
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capsule and ligament damage, which in
turn creates more of a tendency toward
poor proprioception.

The Beighton nine-point scoring sys-
tem, the conventional means of detecting
hypermobility, assesses a patient’s ability
to perform five maneuvers on the right
and left side of the body.

Maneuvers include passive dorsiflexion
of the fifth metacarpophalangeal joint to
at least 90 degrees, opposition of the
thumb to the volar aspect of the ipsilat-
eral forearm, hyperextension of the el-
bow to at least 10 degrees, hyperexten-
sion of the knee to at least 10 degrees,
and the ability to place the hands flat on

the floor without bending the knees.

More recently, Dr. Hakim and colleagues
have developed a simple five-item ques-
tionnaire to use as an adjunct for screening
individuals with diffuse or localized mus-
culoskeletal symptoms, in whom no clear-
cut degenerative or inflammatory disease
can be found. (See box.) The questionnaire
is 80%-85% sensitive and 80%-90% specif-
ic, Dr. Hakim said.

Caring for these patients likewise re-
quires a multidisciplinary approach, in-
volving the patient, a physiotherapist, an
occupational therapist, a psychologist, a
nurse specialist, and a physician specialist,
Dr. Hakim said at the meeting, also spon-

sored by the International Society for Clin-
ical Densitometry.

The goals of rehabilitation are to reas-
sure and educate these patients; develop
core stability; enhance joint stability and
proprioception; restore normal mobility,
which for these patients may still mean hy-
permobility; reverse deconditioning, by
improving fitness and stamina; and devel-
op behavioral strategies for coping and
pain control.

Acute pain often responds to simple
analgesics, NSAIDs, and local steroid in-
jections. Chronic pain is more challenging
to treat, in that anecdotal evidence sug-
gests that simple analgesics are ineffective.

Elucidating the role of B cells
in rheumatoid arthritis (RA)

New evidence suggests that B cells may play several
key roles in the inflammatory cascade of RA

Thirty years ago, B cells were considered a significant
contributing factor in the pathophysiology of RA because
RA was often associated with polyclonal B-cell
activation, the production of autoantibodies such as
rheumatoid factor (RF) and, in some instances, the
localization of immune complexes to the joint.'?
However, for much of the past 20 years, RA has
mainly been considered as a T-cell mediated disease.
This hypothesis was based on several factors including:
the observation that patients with RA expressed a
limited spectrum of HLA-DR haplotypes; and an assumed
dependence of proinflammatory macrophage cytokine
production on T-cell activation.

New evidence has rekindled strong interest in B cells,
suggesting they and their products play several key roles
in RA that may need to be addressed for the development
of new therapeutic interventions.

B cells may be a significant contributing factor
in rheumatoid synovitis®

B cells secrete cytokines (Fig 1: A) that promote the
inflammatory cascade including self-stimulating IL-6
and macrophage-activating TNF-a.. B cells also produce
a number of other cytokines that have immunoregulatory
effects on antigen-presenting dendritic cells including
IL-10.%4

Like dendritic cells, B cells may also function as
antigen-presenting cells, resulting in further T-cell
activation, which produces proinflammatory cytokines
including TNF-a (Fig 1: B).***

Evidence suggests that T-cell activation is B-cell dependent
in rheumatoid synovium. This was demonstrated by a
recent study with chimeric human synovium/SCID mice in
which targeted deletion of B cells impaired local T-cell
responsiveness. Furthermore, in this study, B cells were the

only antigen-presenting cells that could maintain T-cell
activation.’

Both mature B cells and plasma cells produce IgG- and
IgM-type RF and other autoantibodies that can fix
complement and promote the inflammatory cascade
(Fig 1: C).”® These autoantibodies may act as “self-
perpetuating” stimuli for B cells; they may also activate
macrophages.®

This entire cascade is believed to inflame the synovia and
lead to the cartilage loss and bone erosion characteristic
of RA.

B cells mature into immunoglobulin-producing
plasma cells

The maturation of B cells proceeds through sequential
steps from stem cells to their differentiation
into immunoglobulin-producing plasma cells.*™
(See Fig 2.) During the individual stages of B-cell
differentiation, various cell-surface antigens are expressed
that can distinguish one B-cell subtype from another.’
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Figure 2

B cells may also play a major role in
antibody-mediated autoimmunity

Because B cells are the source of all immunoglobulins, they
play a critical role in many autoimmune disorders.’
Furthermore, scientific evidence suggests that B cells may
play several key roles in the inflammatory cascade of RA.!
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Alternatives include serotonin/norepi-
nephrine reuptake inhibitors, amitripty-
line, tramadol, and gabapentin, Dr. Hakim
said.

Cognitive behavior therapy has been
shown to be helpful for improving quali-
ty of life and reducing pain and depression
severity.

Physiotherapy alone does not appear ef-
fective, with JHS patients often reporting
failure of this treatment.

In a study of 100 patients with back pain
who participated in a rehabilitation pro-
gram, Dr. Hakim and a colleague retro-
spectively assessed patients for JHS. Pa-
tients who had been diagnosed with JHS
were then matched for age and gender
with patients not diagnosed with the dis-
order. Although both groups showed the

same ability to

The ideal JHS walk prior to

rehabilitation,
program would those with JHS
focus on showed much

less improve-
ment immedi-
ately following
the program
and up to 3
months after-
ward.

The ability to
stand from a
sitting position
improved to a
lesser extent in
JHS patients, compared with those with-
out the disorder.

However, the JHS patients had returned
to baseline at 3 months’ follow-up. The
same was true for the ability to step up.
Likewise, pain scores had not improved in
the JHS group at 3 months, and those
without the disorder showed marked im-
provement.

But physiotherapy can still be an im-
portant component of JHS treatment, he
said.

The ideal program would focus on de-
veloping core and peripheral stability, im-
proving general posture, and improving
proprioception. The pace of physiothera-
py should take tissue fragility into ac-
count, because injuries in JHS patients
can take longer to heal, and many patients
need special care to overcome their fear of
movement. u

developing core
and peripheral
stability,
improving general
posture, and
improving
proprioception.

Five Questions
Identify JHS

Can you now (or could you
1 « ever) place your hands flat on
the floor without bending your knees?
2 Can you now (or could you

. ever) bend your thumb to

touch your forearm?

As a child, did you amuse
3 » your friends by contorting
your body into strange shapes, or
could you do the splits?

As a child or teenager, did
4 « your shoulder or kneecap
dislocate on more than one occasion?

Do you consider yourself
5 . double-jointed?

Source: Dr. Hakim



