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Arthritis Is a very common condition that is seen
worldwide. We don't know for certain the magnitude
of this problem in the Islamic world due to shortage of
pertinent information. Just to give you an idea of its
prevalence i the United States, the second most
frequent presenting complaint of the patients at
physicians® offices pertains to the musculoskeletal
system. Arthritis strikes in onc out of three families
and there are 31.6 million Americans with arthritis out
of a total population of 2(! million, 5.4 million of
them are disabled by it. Osteoarthritis, also called
degenerative joint disease, is the commonest type of
arthritis, present in 7.5% of the population. Among
inflammatory rheumatic diseases, rhcumatoid
arthritis i1s present in 39% and recent data indicate that
ankylosing spondylitis may be present in more than
1% of the population.

The frequency of most types of arthritis changes
markedly as a person passes from one decade of life to
another, thus, every other person over the age of 65
years has arthritis. In addition, there are differences
between males and females in the prevalence of
arthnous, e.g., rheumatoid arthritis is more common in
middle aged females, while ankylosing spondylitis is
more common n young males, Hereditary faclors
have long been suspected as playing a part in
susceptibility to arthritis and recent advances in
immunogenetics have caused a renewed interest in this
subject.

1 would like to Jimit my discussion to some recent
advances in our knowledge concerning genetic factors
which predispose to rheumatoid arthritis and
ankylosing spondylitis, two of the most common
inflaimmatory rheumatic diseases. [t has been found in
the last five years thal these two diseases occur more
frequently in individuals who are born with certain
types of genes on their 6th chromosome at an area
called the major histocompatibility comples (MHC).
The products of these genes are glycoprotein
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molecules expressed on cell membrancs and are called
human leukocyte antigens (HLA) because they were
originally discovered on Jeukocytes. One of the HLA
antigens, called HLLA-B27. is extremely interesting
from both a clinical and research point of view.
Approximately 8% of the general population are born
with HLA-B27. Among patients with ankylosing
spondylitis 94% are found Lo possess HLA-B27. This
means that individuals born with HLA-B27 carry a
much greater risk of developing ankylosing
spondylitis than those who do not possess this antigen.
HLA-B27 now serves as a genetic marker for
ankylosing spondylitis and is being used as a useful
diagnostic test, and also in epidemiological studies of
this disease. Since ankylosing spondylitis can
sometimes occur in individuals who lack HLA-B27.
and only 20% of individuals born with HLA-B27 ever
get this disease, additional factors, genetic and/or
environmenial, must be involved in its pathogenesis.
Studies are currently in progress to find the specific
disease susceptibility genc or genes which iead to
ankylosing spondylitis and which are very closely
associated with HLA-B27 gene,

There is ample evidence that immunologic factors
play an important role in the pathogenesis of
rheumatoid arthritis but the etiology of this disease is
still unknown. Genetic predisposition to rheumatoid
arthritis had long been suspected because of some
reports of familial aggregation of rheumatoid
arthotis, but the evidence was not convincing.
Recently, a strong correlation of rheumatoid arthritis
with an HLA antigen called HLA-Dw4 has becn
demonstrated. This observation, together with
epidemiological evidence signify a genetic
susceptibility to rheumatoid arthritis. HLA-Dw4 has
been found in 54% of patients and only 169 of normal
controls. This indicates that a person born with HLA-
Dw4 has 6 times greater risk of developing rheumatoid
arthritis than the rest of the 849 population that lacks
HLA-Dw4.

Although the importance of genetic factors that
predispose to ankylosing spondylitis and rheumatoid



arthritis is now wel] established, we still don't know the
events responsible for initiation of these chronic,
potentially crippting and relatively common arthrtic
diseases. A genetically determined host response to
some environmental agent or agents seems to be the
most likely basis for pathogenesis of these diseases.
Reiter's syndrome, a disease that has some clinical
similarities with ankylosing spondylitis, appears to
result from a reaction to non-specific urethritis or
Shigella dysentery, although no infective agent has
been firmly established as the cause of (his disease. A
similar “reactive™ arthritis has also been noted after
enteric infections with certain gramnegative bacteria
such as Salmonelia and Yersinia. Therefore, Reiter's
syndrome (following urethritis or dysentery),
“reactive” arthritis (following Salmonella and
Yersimia enteritis), and possibly ankylosing
spondylitis and rheumatoid arthritis (where no
triggering factors yet evident), all represent abnormal
immune responses to infections in individuals who are
genetically susceptible. This disease susceptibility js
strongly associated with the gene for HLA-B27 in the
above mentioned diseases except rheumatoid arthritis
for which the susceptibility js associated with the gene
for HLA-Dw4.

RECOMMENDED READING

McDevitt, H.O., Bodmer, W.F.: HL-A immune-~ °
response genes, and disease. Lancer 1:1269-1275,
1974.

Brewerton, D.A.: HLA-B27 and the inhentance
of susceptibility to rheumatic diseases. Arthritis
Rheum 19:656-668, (976.

Khan, M.A.: HLA-B27 antigen and rheumatic
diseases. Ohio Srare Med. J. 73:619-621, 1977.

Woodrow, J.C.: Histocompatability antigens and
rheumatic diseases. Semin Arthritis Rheum
6:257-276. 1977,

Stastny, P.: Association of the B-cell aloantigen
DR w4 with rheumatoid arthritis. N. Engl. J. Med
298:869-871, 1978.

Khan, M.A., Braun, W.E,, Kushner, 1., et al:
HLA-B27 inankylosing spondylitis: differences in
frequency and relative risk in American Blacks
and Caucasians. J. Rheumatol (suppl 3):4:39-43,
1977.

Khan, M.A_, Askari, A.D., Braun, W.E., Aponte,
C.J.: Low association of HLA-B27 with Reiter's
syndrome in American Blacks. Ann. Intern. Med.
90:202-203, 1979.

|6 <ES-- ¢ E— & <aS—- ¢

“The best proof of a man is not what he says but what

he does.™

Al-Tabib

“Behind every great deed there is a great sensitivity and

a great thought,”

Al-Tabib
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