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Vasculitis Relapse Management Requires Vigilance 
B Y  N A N C Y  WA L S H

Ne w York Bureau

B O S T O N —  Although 3 decades have
passed since the introduction of a regimen
combining daily oral cyclophosphamide
with prednisone transformed antineu-
trophil cytoplasmic antibody–associated
vasculitis from a uniformly fatal disease to
one with an 80% survival rate, the man-
agement of relapse in this and other small-
vessel vasculitides remains a vexatious
challenge with no approved treatments,
Dr. Carol A. Langford said at the annual
meeting of the American College of
Rheumatology.

Antineutrophil cytoplasmic antibody
(ANCA)–associated vasculitis and micro-
scopic polyangiitis are by nature relapsing
diseases, and currently no treatment can
reliably prevent recurrence. 

“Until such time as we can prevent re-
lapse, our approach must be based first on
correctly identifying relapse—which
sounds straightforward but frequently is
not—and then selecting the treatment op-
tion that best addresses the patient’s treat-
ment history, disease severity, and that
takes into account the risks and benefits of
the regimen,” said Dr. Langford of the
center for vasculitis care and research, de-
partment of rheumatic and immunologic
diseases, Cleveland Clinic Foundation.

Assessing relapse in these antineutrophil
cytoplasmic antibody–associated vasculi-
tides generally relies on obtaining infor-
mation about disease-related inflamma-
tion from the history, physical
examination, laboratory studies, and di-
agnostic imaging. “Unfortunately, there is
no blood test that can detect a relapse, and
in determining if a relapse is truly a re-
lapse, it’s important also to think about in-
fection, medication reactions, and chron-

ic damage,” she said. A new elevation of
the erythrocyte sedimentation rate, for ex-
ample, can be suggestive of relapse but is
nonspecific. Remember that one of the
most common causes of an elevated sed-
imentation rate is infection, but an eleva-
tion without infection should prompt a
careful evaluation to look for sites of dis-
ease activity, she said.

Other features that could be consid-
ered indicative of relapse also might not
necessarily be so. New-onset hematuria
or a new pulmonary infiltrate in an im-
mu n o s u p p re s s e d
host could represent
cyclophosphamide-
induced bladder in-
jury or methotrexate
pneumonitis, she
cautioned.

This evaluation
should include not
only sites and organ
systems that have
previously been affected, but also sites of
new activity. Some patients predictably
relapse in the same way each time, but the
suggestion of disease activity in one site
should alert the clinician to the possibili-
ty of new activity in another site. 

“In particular, you always need to watch
for emerging glomerulonephritis,” Dr.
Langford said.

It’s also important to differentiate new
disease activity from chronic disease dam-
age, such as changes in the orbital space,
sinus mucosal thickening, and even per-
sistent lung nodules, she said.

“Once you have gone through this care-
ful thought process and have determined
that your patient is relapsing, the question
becomes what approach to use, and
whether the treatment of relapse is any
different from initial treatment. The an-

swer is yes and no,” she said. Overall, the
treatment options remain the same; there
are no regimens used solely for initial
treatment or maintenance therapy. Aside
from cyclophosphamide and prednisone,
the most commonly used agents today are
azathioprine and methotrexate.

In a recent review of patients treated at
Dr. Langford’s center, 57 patients with 
severe disease were initially treated with cy-
clophosphamide, and 25 with mild to mod-
erate disease were treated with methotrex-
ate. Following initial improvements, all

patients continued on
methotrexate, with
sustained remission
being seen in 78%. Al-
though 45% relapsed
within 1 year and 66%
relapsed within 2
years, 82% of relapsed
patients went on to
achieve subsequent
remission with addi-

tional treatment (Medicine [Baltimore]
2007;86:269-77).

Treatment after relapse must consider
drug toxicities that might have occurred
with past treatment, organ damage, and
any new medical conditions. Other con-
siderations include whether the dosages of
medications and duration of therapy have
been adequate in the past, whether the
method and timing of administration have
been optimal, and if the patient has been
compliant.

A patient who has been doing well for
several years on methotrexate and has a
mild relapse does not necessarily need to
receive the very effective—but very toxic—
cyclophosphamide. 

“I would look for ways to optimize the
methotrexate, keeping in mind that, when-
ever possible, cyclophosphamide should be

reserved for instances when its lifesaving ca-
pacity may be needed,” said Dr. Langford.

The site and severity of relapse also are
important. “We rarely would consider cy-
clophosphamide for isolated sinonasal re-
lapse,” Dr. Langford said.

An additional difficult question relates
to the optimal duration of maintenance
therapy to prevent future relapses, and
“the answer unfortunately is, we don’t
know,” she said. Some patients are able to
stop treatment and remain in remission,
but studies have shown that relapse rates
are higher when patients are no longer on
treatment. If a patient has done well for a
minimum of 2 years, consideration can be
given to tapering treatment depending on
risks and benefits, but this must be done
on an individual basis. “However, if some-
one has a residual creatinine of 4 mg/dL
and is fighting for every last glomerulus,
I would be reluctant to stop their mainte-
nance therapy if toxicity is not an issue,”
Dr. Langford said.

Finally, new agents are becoming avail-
able, but for patients who are able to tol-
erate the standard treatments, unproven
therapies should not be used except in the
context of clinical trials. ANCA-associated
vasculitis and microscopic polyangiitis are
potentially life-threatening diseases. “If
the agent is not effective, the disease could
worsen or unexpected toxicities could be
seen,” Dr. Langford said.

For example, in a trial that evaluated
adding etanercept or placebo to standard
therapy with cyclophosphamide or
methotrexate, there were no differences
between the groups in the rates of sus-
tained remission or severe adverse events,
but six patients in the etanercept group de-
veloped solid tumors, compared with no
patients in the placebo group (N. Engl. J.
Med. 2005;352:351-61). ■

New, unproved therapies
should not be used on
patients who are able to
tolerate the standard
treatments except in the 
context of clinical trials. 

Interferon-Regulated Chemokine Levels Predict Lupus Flare
B Y  N A N C Y  WA L S H

Ne w York Bureau

B O S T O N —  Elevated levels of
the three interferon-regulated
chemokines that correlate with
disease activity in systemic lupus
erythematosus might prove useful
for the prediction of disease flares.

Findings from research spon-
sored by the National Institute of
Arthritis and Musculoskeletal and
Skin Diseases and the Lupus Re-
search Institute “strongly suggest”
monitoring interferon-regulated
chemokines in lupus will be use-
ful as a clinical tool to aid physi-
cian decision making, according
to one of the investigators.

“Valid biomarkers of disease
activity in systemic lupus erythe-
matosus would have the poten-
tial to improve the management
of this heterogeneous, multisys-
tem autoimmune disease that is
characterized by relapsing and
remitting disease activity,” Jason
W. Bauer, Ph.D., said during his

presentation at the annual meet-
ing of the American College of
Rheumatology. 

The interferon pathway has
arisen as one of the more promis-
ing sources of biomarkers, with
several interferon-regulated che-
mokines having been found at el-
evated levels in the serum of pa-
tients with systemic lupus
erythematosus (SLE), he said.

Now, under the auspices of the
Autoimmune Biomarkers Col-
laborative Network, researchers
have analyzed serum samples
from 288 patients from the Hop-
kins Lupus Cohort over the
course of 1 year. 

Patients were seen quarterly
or whenever a flare occurred, for
a total of approximately 1,300
visits. Detailed laboratory and
clinical assessments including
physician’s global and SLE dis-
ease activity index (SLEDAI)
scores also were obtained at each
visit. Levels of the chemokines
CXCL10, CC22, and CCL19

were measured using chemilu-
minescent multiplex enzyme-
linked immunosorbent assays,
and a normalized chemokine
score was created to reflect the
combined levels of all three.

“To provide evidence that in-
terferon-regulated chemokines
are biomarkers of SLE activity,
we first used a cross-sectional
approach to determine whether
active lupus cases have higher
levels of chemokines than inac-
tive cases,” said Dr. Bauer of the
University of Minnesota, Min-
neapolis.

Patients were classified as ac-
tive if they had an SLEDAI score
of 6 or greater, and inactive if the
SLEDAI score was 2 or below
and the physician’s global assess-
ment was 0.

Comparison of the chemokines
from single visits of active pa-
tients with those of inactive pa-
tients found significant upregula-
tion, particularly for CXCL10 and
CCL19, in the active patients.

A cross-sectional approach also
was used to compare chemokine
scores according to SLEDAI
scores. Patients with low
chemokine scores were more like-
ly to have SLEDAI scores of 0.
Those with scores higher than 6
were more likely to have high lev-
els of the three chemokines. 

“We believe that these two
cross-sectional approaches show
these [chemokines] to be very ro-
bust markers of SLE disease ac-
tivity,” said Dr. Bauer.

Similar findings were seen
with serum chemokine levels
over time, with elevated levels
being associated with periods of
flare and lower levels seen with
remission. Moreover, levels of
these biomarkers correlated
much more closely with flare
than did classic laboratory val-
ues such as sedimentation rate,
complement levels, or anti–dou-
ble-stranded DNA antibody
titers, he said.

“Finally, we found that patients

who had high baseline chemokine
scores were more likely to expe-
rience a flare during the following
year than were those with low
baseline scores,” he said.

This approach also could pro-
vide a reliable measure of disease
activity for use in clinical trials,
but must be validated using sam-
ples from independent SLE co-
horts, he added.

In an earlier study, Dr. Bauer
and his colleagues wrote, “We
hypothesize that high levels of
systemic chemokines in active
SLE, driven by type 1 interferon,
lead to a state of ‘chemokine
confusion’ that alters the normal
trafficking and chemotaxis of
leukocytes in the body, setting
the stage for widespread, sys-
temic autoimmunity. 

High-level production of
chemokines may also contribute
to human SLE by recruiting im-
mune and inflammatory cells into
target tissues.” (PLoS Med. 2006;
3[12]:e491). ■
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