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gested,'2 should be told that B27-positive individuals have a
risk of between 2000 and 400z' of developing the disease but
that many affected individuals will have slight or moderate
symptoms. With regular physiotherapy and anti-inflammatory
drugs most patients can go about satisfactorily and continue
the usual routine of their lives.13 Those inheriting the B27
gene from both parents possibly run a greater risk, though
without firmer evidence a geneticist could not reasonably
advise prospective spouses to undergo premarital HLA typing.
But eventually, perhaps, boys known to be B27-positive might
select physically undemanding jobs that they would be able to
keep if they developed ankylosing spondylitis.
There are no insurmountable technical obstacles to identify-

ing B27-positive individuals at birth or even by prenatal
diagnosis, but this could not be justified clinically. Most
cases of ankylosing spondylitis are relatively mild, the onset
is late, and there is no preventive treatment. Nevertheless,
B27 is the most important known genetic marker of suscepti-
bility to a disease and is undoubtedly the forerunner of many
others that will identify constitutional susceptibilities. Identify-
ing a cohort of B27-positive children for prospective study of
the interaction of genes and environment in initiating disease
would be of great epidemiological interest. We must not be
over-sanguine, however, about the rewards of such an
approach, since-as the continuing abuse of tobacco has shown
-even unequivocal environmental triggers may be-difficult to
remove.
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Rocky Mountain spotted
fever
Last year 1115 cases of Rocky Mountain spotted fever were
reported in the United States, the highest number ever.
The name suggests that the disease, an acute febrile illness
caused by Rickettsia rickettsii and transmitted to man by
ticks, is confined to western areas of the United States; but
infection is widespread throughout the country and also
occurs in Canada, Mexico, Panama, Colombia, and even
Brazil.' Of the four species of ticks that are natural hosts in
the United States-Dermacentor andersoni, D variabilis,
Amblyomma americanum, and Haemaphysalis leporispalustris-
D andersoni (the wood tick) and D variabilis (the dog tick) are
the most common cause of human infection. A wide variety of
wild animals, including rabbits, hares, rodents, and ground
squirrels, are natural reservoirs of infection. Domestic dogs

act as amplifier hosts and increase the risk of human infection,
especially in the eastern United States.

Before 1960 about 500 cases of Rocky Mountain spotted
fever occurred annually in the United States and before the
advent of broad-spectrum antibiotics 20% on average were
fatal-a higher proportion in those aged over 40. The use of
chloramphenicol and tetracyclines dramatically reduced the
death rate. Since 1960 there has been a steady increase in the
number of reported cases.2 Of the 1115 cases reported in
1977, 42 were fatal, and over half the patients were under 20.
The disease was particularly prevalent in southern and
south-eastern States, North Carolina, Virginia, Tennessee,
Maryland, and Oklahoma heading the list. The likely reasons
for the increasing incidence are urban development in
previously endemic areas and an increase in recreations that
bring man into contact with the animal hosts.3
Man is usually infected by tick bite, but squashing ticks

in attempts to remove them can cause infection through skin
abrasions. The disease is primarily vascular, affecting small
blood vessels in the skin, subcutaneous tissue, and central
nervous system, but it may develop in any tissue or organ.4
Rickettsiae invade capillary endothelial nuclei, multiply, and
destroy the cells, which causes blood to leak from the vessels.
After an incubation period of 3-12 days the illness begins
abruptly with severe headache, rigors, prostration, myalgia,
and fever that continues, if untreated, for two to three weeks.
The headache is usually excruciating. A characteristic
enanthema appears about the fourth day, beginning on the
extremities as discrete pink macules; this extends after
6-12 hours to the trunk, buttocks, face, and neck and becomes
maculopapular and then petechial. The petechiae later
coalesce to form a purpuric rash and ecchymoses. In severe
cases delirium, shock, and renal failure follow, and the patient
dies towards the end of the second week of illness. Mild and
moderately severe infections, however, usually abate within
two weeks and convalescence is rapid.
The main problem now is early diagnosis. Specific antibiotic

treatment, which should be given when the enanthema
appears or not later than the sixth day of illness, is generally
followed by prompt and complete recovery. But if treatment
is delayed intensive damage to blood vessels and tissues may
have occurred. As the illness may be confused with measles,
meningococcaemia, rubella, typhoid, glandular fever, and
other rickettsial infections the diagnosis may not be made
early enough. Isolating rickettsiae takes time and Weil-Felix
agglutinins and complement-fixing antibodies do not rise
until 10-14 days after the onset of illness. Woodward,
however, recently indicated a means of rapid laboratory
diagnosis. A small skin biopsy specimen of the pink macule is
placed in saline and examined by immunofluorescence with
high-titred antiserum. A positive diagnosis can be made
within four hours and specific antibiotic treatment started
without delay. Unfortunately a few cases follow an atypical
pattern4 and the disease may not be suspected soon enough
for even this test to be useful.
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