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The vasculitic syndromes represent a spectrum
ranging from limited disease, as in isolated cu-
taneous vasculitis, to severe systemic disease
leading to irreversible organ system dysfunction
and death. Certain vasculitic syndromes, such
as Wegener’s granulomatosis, respond dramat-
ically to chronic, low-dose cytotoxic therapy,
particularly cyclophosphamide, together with
alternate-day prednisone. {The SC/® indicates
that this paper has been cited in over 355 pub-
lications.]
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When | arrived at the National Institute
of Allergy and Infectious Diseases of the
National Institutes of Health (NIH) as a
Fellow in immunology and infectious dis-
eases in 1968, 1 became fascinated by a

- group of patients that Sheldon M. Wolff,
my mentor, had been seeing over the pre-
vious eight years. He was studying pro-
longed (greater than one year) fever of
unknown origin in relationship to his in-
terest in the pathogenesis of fever. As it
turned out, several patients who were re-
ferred to his study had vasculitis of one
sort or another, It soon became clear to
us that vasculitis was not a single entity.
It represented a spectrum of disorders
ranging from limited disease, such as iso-
lated cutaneous vasculitis with very low
mortality, to severe systemic vasculitis,
such as Wegener’s granulomatosis and
polyarteritis nodosa with high morbidi-
ty and mortality. | requested of Wolff,
and he agreed, to allow me to intensively

study these patients. His encouragement,
support, and extraordinary base of
knowledge were critical to the entire
project.

Since it became clear that certain pa-
tients remitted with little or no therapy
while others progressed in a fulminant
manner to irreversible organ system dys-
function and death, we decided to initi-
ate, at that time, a novel approach of ag-
gressive therapy of Wegener’s granulo-
matosis with chronic,e?ow-dose cyclo-
phosphamide together with alternate-day
prednisone. We chose Wegener’s gran-
ulomatosis as the first vasculitic syn-
drome in which to attempt this revolu-
tionary approach since it was uniformly
fatal and was quite a distinct disease, easy
to distinguish from other vasculitic syn-
dromes that might remit spontaneously.

The resuits were dramatic, with a 93
percent remission rate.1:2 This was un-
heard of at the time, and | became excit-

about categorizing as precisely as pos-
sible the broader range of vasculitic syn-
dromes in order to attempt this aggres-
sive approach in other diseases, such as
polyarteritis nodosa. Wolff left NIH in
1977, and 1 continued the studies over
the ensuing years. Quickly, we demon-
strated the efficacy of this therapeutic ap-
proach in other diseases, such as severe
systemic vasculitis of the polyarteritis no-
osa group,3 Takayasu’s arteritis,% and
Irlmphomatoid granulomatosis.> | feel
that the categorization of the broad
scope of vasculitic syndromes, which al-
lowed. us to distinguish between those
diseases that warranted aggressive ther-
apy and those that did not, was critical
to the success of this long-range protocol.
This paper, written 10 years ago, was a
comprehensive review of our experience
at the halfway point between its incep-
tion in 1968 and today.
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