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Colitis and Arthritis
Ulcerative colitis is an uncommon disease-though that is
poor consolation for those who have it. Even less common
is it to have arthritis as well. But, however rare, the associa-
tion of the two maladies is too common to be merely a coinci-
dence. In the B.M.7. this week Drs. V. Wright and G.
Watkinson publish a detailed and long-continued analysis of
269 cases of ulcerative colitis (page 670). It shows that gout,
rheumatic fever, osteoarthritis, and lumbar-disk protrusion
occur in patients with colitis about as commonly as in the rest
of us, but that a peculiar type of arthritis, accompanied some-
times by sacro-iliitis or even by ankylosing spondylitis, appears
more often.

Since 1958, when interest in this subject reawakened, most
authors have agreed that this type of arthritis differs from
rheumatoid arthritis, though occasionally patients may be seen
who appear to have, coincidentally, both rheumatoid arthritis
and ulcerative colitis. Four such cases are cited by Wright
and Watkinson, which in a series comprising 269 patients with
ulcerative colitis is about the same incidence of rheumatoid
arthritis as in the general population. This large series also,
however, included nine patients with overt ankylosing spondy-
litis, a much greater incidence than expected by comparison
with the general population, and furthermore there were a
large number of patients showing radiological changes in the
sacro-iliac joints, which form the subject of a second special
analysis at page 675.
The specific "' colitic arthritis," as these authors have

designated it, affecting 31 out of 269 patients (11.5%) with
equal attack rates for each sex, was characterized by earlier
onset, acute and asymmetrical involvement of one or few
joints (often in the lower limbs), a short, comparatively mild
course, and little residual deformity or disability. There was
a positive association with the duration and extent of the
bowel symptoms, and the arthritis usually subsided during
remission and especially after colectomy. This arthritis was
often associated with other complications such as skin lesions,
ulcers of mucous membranes, and uveitis.

Apart from clinical studies such as these we have little
on which to base speculations on the genesis of arthritis or
even of the colitis associated with it. Such synovial biopsies
as have been performed show a chronic synovitis with lympho-
cytes and plasma cells rather like that sometimes seen in
rheumatoid arthritis,' but the Rose-Waaler test in such patients
is negative. The rheumatoid factors detected by the test are
absent in a small proportion of patients with rheumatoid
arthritis, but in such cases it has been possible to find them
within the lymphocytes or plasma cells of lymph nodes and
synovial membrane. Such studies are needed in this condi-
tion, but may well be negative. In patients with juvenile
ulcerative colitis antibodies have been found against extracts
of foetal colon, but they react only with a few colon antigens
and can be found in only a few adult sera. The relation of
these reactions to the complications of ulcerative colitis is
entirely unknown.

It is tempting perhaps to think that bacterial or food
antigens absorbed through the damaged membrane of the gut
might elicit antibodies which cross-react with constituents of
the body. Certainly abstinence from milk has been reported
to improve patients with colitis.2 But this is no more than

one of many possible theories, useful only because it may lead
to further experiment. Regional ileitis may also be associated
with arthritis of a somewhat similar sort,3 as may the syn-
drome of steatorrhoea named after Whipple. Infection of the
gut itself or the immunological consequences of the infection
may play a part, but so far we have little direct evidence. We
know of certain associations-ulcerative colitis with arthritis,
uveitis, ankylosing spondylitis, and sacro-iliitis-and we know
also of associations between these various symptoms and other
diseases affecting the gut, but we know so little about the
basic mechanisms of any one of them that the associations
themselves at present help us little in understanding the causes
of the diseases. We want to know much more about which
constituents of the tissues are involved and the specificity of
their antigens before we can unravel the knot. In the mean-
time we can be grateful that the arthritis usually improves in
parallel with the colitis.
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Cytomegalovirus Infection
Previously known as salivary-gland viruses, the cytomegalo-
viruses of man resemble the salivary-gland viruses of rodents.
The most characteristic form of infection with them is
cytomegalic inclusion disease, which affects mainly newborn
and small infants.' 2 This is a severe and often fatal illness,
the presenting features of which are jaundice, hepatospleno-
megaly, thrombocytopenia, and haemolytic anaemia. Micro-
cephaly, motor disorders, and cerebral calcifications are
common, and those infants who survive are usually mentally
retarded.3 Enlarged cells with " owl's eye" intranuclear
inclusions are found in the salivary glands and also in other
organs such as the liver, lungs, and kidneys.5 Since the renal
tubular epithelium is usually severely affected, the disease
can be diagnosed during life by finding the inclusion-bearing
cells in the urinary sediment. 7 In recent years the develop-
ment of virological techniques8 9 has shown that cytomegalo-
viruses can be isolated from throat swabs as well as the urine
of affected infants.4 The neonatal form of the disease is
acquired in utero from mothers with inapparent infection, and
it is possible that cytomegaloviruses may be responsible for
some cases of cerebral palsy and other congenital deformities.
Although the mothers of affected infants usually have no
symptoms, cytomegaloviruses have been isolated from their
urine and from throat swabs taken from them.'

This infection can also be acquired post-natally and is
found in either localized or disseminated form. The localized
form typically involves the salivary glands, in which inclusions
are observed-usually as an incidental finding-at necropsy.
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The prevalence of the lesions varies in different parts of the
world, but it is worth noting that for Great Britain salivary-
gland lesions have been reported as being found in about 5%
of the post-mortem material examined at the Birmingham
Children's Hospital.'0 The disseminated form of the disease
is extremely rare in adults or in children over 4 years of age.
Post-natal disseminated disease is seen only in patients suffer-
ing from severe debilitating diseases and not in previously
healthy people. In adults the clinical picture is variable and
lesions are mainly found in the lungs, adrenals, liver, and
alimentary tract."I The kidneys are not so commonly
attacked -as in infants, and as a result the disease is more
difficult to diagnose during life. Pneumonia due to Pneumo-
cystis carinii, which is often associated with the disease in
infants, is frequently although not invariably present in
adults also." 12 Sometimes in adults the disease is seen in
localized form affecting only the gastro-intestinal tract or
lungs."

Since cytomegaloviruses seem to be incapable of producing
disease in previously healthy hosts, it would be of interest to
know the extent to which they are spread in the community.
H. Stern and S. D. Elek have now investigated this in Greater
London" and have shown that infection is relatively common.
They found that 54% of sera from people over the age of
25 years contained antibody to cytomegaloviruses. The
incidence of antibodies in children under 5 years old was
4%, and this rose to 36% in those aged from 15 to 25 years.
The incidence in boys at boarding school was 80%, a figure
showing that there is a higher incidence of infection where
opportunities for cross-infection are greater. Thus cyto-
megaloviruses are widespread in this country despite the rarity
with which they give rise to disease. This may be partly due
to the difficulty of diagnosing the condition during life. Stern
and Elek suggest that these organisms may possibly cause
minor respiratory illness, since the lungs are almost invariably
involved in both adult and infant diseases. However that
may be, cytomegaloviruses provide a good example of the
" opportunistic infections " recently discussed by W. St. C.
Symmers,'4 in which otherwise non-pathogenic micro-
organisms can, in debilitated hosts, give rise to severe or
fatal disease.

Skeletal and Dermal Senescence
Many people who reach their seventies have lost half the bone
they had in middle life.' This failure of the skeleton to keep
its structure intact may occur in the absence of diseases that
are known to lead to the loss of bone. Osteoporosis affects
most elderly people to some extent, though the loss of bone is
slower in negro than Caucasian races, and is generally more

severe in women than in men.2 According to M. R. Urist2
about 26% of otherwise healthy aged women have spon-
taneous vertebral fractures ; and the susceptibility of women
after the menopause to fractures of the neck of the femur is
well known.

Senile osteoporosis is now thought to be dependent on an
inability to adapt to an increased rate of bone resorption,
not on an inability to synthesize bone.3 This imbalance
produces, in addition to a general decrease in bone density,
deleterious changes in bone architecture which further reduce
its mechanical efficiency.2 Probably the rate of loss of bone
substance eventually falls, and some sort of balance is restored.'
The mechanisms initiating or halting the loss are unknown.
Nor at the moment is there any reliable treatment for prevent-
ing skeletal senescence or for making good the loss of bone
once it has occurred.2-5

There are interesting parallels between senescence in skin
and in bone, in both of which collagen is the predominant
protein. S. Shuster and Eva Bottoms6 have shown that after
the age of 50 years the amount of collagen per unit area of
skin decreases with age, more so in women than men, and
that the decrease correlates with clinical signs of senescence
such as thinning, reduced elasticity, and excessive mobility on
deeper structures. Senile purpura7 8 (which is perhaps the
counterpart in the skin of spontaneous vertebral fractures)
tends to occur in areas of severe degeneration and loss of
collagen-such as the outer aspect of the forearm, the back
of the hand, and the sides of the face and neck. Because of
the excessive mobility of the skin in these places minor
shearing strains tend to rupture blood-vessels entering the skin
there.8 Shuster and H. Scarborough8 have shown that the
characteristic delay in resorption of the haemorrhage in senile
purpura is due to the absence of the normal phagocytic
response to extravasated blood. They make the interesting
suggestion that a reduced activity of the fibroblasts might
account for both the deficit of collagen and this abnormal
phagocytic response.

B. McConkey and his colleagues9 have recently drawn atten-
tion to another abnormality of senescent skin which they call
transparent skin. Among female hospital patients with this
abnormality 83% had osteoporosis compared with 12.5% of
those with opaque skin. Transparent skin is recognized by the
clarity with which the venous plexus on the back of the hand
can be seen. It is usually thin skin, but the transparency
cannot be entirely explained either by loss of the collagen
in the dermis or by thinning of the epidermis. A more
recent study by the same group"0 showed that transparent skin
was commoner among women with rheumatoid disease
(irrespective of corticosteroid therapy) than among women
with other diseases, and that osteoporosis was more closely
associated with transparent skin than with thinning of the
skin. These findings led them to suggest that when osteo-
porosis is accompanied by transparent skin a disorder of
connective tissue underlies both conditions. Whether further
investigations of this interesting phenomenon will shed any
light on skeletal senescence remains to be seen.
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Dr. Bethel Solomons, who was Master of the Rotunda,
Dublin, in 1926-33 and a former president of the Royal
College of Physicians of Ireland, died in London on 11
September. A memoir will be published in next week's
B.M.7.
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