18 Lupus/CT Diseases

RHEUMATOLOGY NEWS e

August 2007

Persistent Proteinuria Predicts Renal Relapse in SLE

BY NANCY WALSH

New York Bureau

BARCELONA — Factors that were pre-
dictive of relapse in lupus nephritis after
induction therapy were persistence of pro-
teinuria and abnormal C4 levels, and pa-
tients having received cyclophosphamide
for less than 2 years, Dr. Eva Salgado re-
ported at the annual European Congress
of Rheumatology.

Considerable variability is seen in the
clinical course and response to therapy in
patients with systemic lupus erythemato-
sus (SLE) who develop nephritis, and it
would be useful to identify factors that are
associated with relapse so that more ag-
gressive treatment could be used from
the outset, explained Dr. Salgado of Hos-
pital 12 de Octubre, Madrid.

A study was therefore conducted that in-
cluded all 128 patients diagnosed with

SLE and nephritis in the rheumatology de-
partment of Dr. Salgado’s hospital be-
tween 1977 and 2007.

A total of 114 of the patients were
women, and more than 95% were white.
Mean age at the ap-
pearance of nephritis
was 30 years, and
mean time from the

diagnosis of SLE was  [upus nephritis was

2 years. redictive of renal failure
Renal biopsy at the p

time of diagnosis of  hut was not associated

nephritis  showed

minimal changes in
2% of the patients,
mesangial glomerulonephritis in 18%,
focal proliferative glomerulonephritis in
12%, diffuse proliferative glomeru-
lonephritis in 55%, and membranous
glomerulonephritis in 13%.

At the time of initiation of induction

Occurrence of renal
relapse in patients with

with increased mortality.

therapy, 29 patients had some degree of
creatinine increase, Dr. Salgado wrote in
a poster session.

Induction therapies included cortico-
steroids alone in 23% of patients, cortico-
steroids plus cy-
clophosphamide in
65%, azathioprine in
10%, and mycophe-
nolate mofetil in 2%.
Mean duration of in-
duction therapy was
27 months.

A total of 71% of
patients showed a
complete response to
induction therapy, while 24% had a partial
response and 5% did not respond.

After the initial response, 59% received
maintenance therapy with antimalarial
drugs, azathioprine, or both.

During a mean of 13 years of follow-up,

34 patients experienced renal relapse, at a
mean of 51 months after the end of in-
duction therapy.

Multivariate analysis found that relapse
was independently associated with per-
sistence of abnormal C4 levels or resid-
ual proteinuria greater than 0.5 g/day af-
ter the completion of induction therapy,
and duration of cyclophosphamide ther-
apy for less than 2 years, according to Dr.
Salgado.

Factors that were not predictive of re-
lapse included histologic findings, age at
SLE or nephritis diagnosis, delay in in-
duction therapy, use of maintenance ther-
apy, or other clinical characteristics.

Six patients developed end-stage renal
failure and 14 died.

Relapse was predictive of long term re-
nal failure but was not associated with in-
creased mortality in this group of pa-
tients, Dr. Salgado observed. ]

Cyclophosphamide Is Safest When It’s Infused

BY NANCY WALSH

New York Bureau

BArRCELONA — Evidence from placebo-
controlled trials now exists confirming
that both oral and intravenous cyclophos-
phamide are beneficial in the treatment of
scleroderma lung disease.

However, there are no head-to-head
data identifying which route of adminis-
tration is more effective or less toxic, so to
address this question Dr. Daniel E. Furst
reviewed the data for both in a presenta-
tion at the annual European Congress of
Rheumatology.

Oral cyclophosphamide was evaluated
in a double-blind study at 13 clinical cen-
ters throughout the United States. “We
asked very simple questions: Would oral
cyclophosphamide work in the lung and
would it be worth the side effects of such
a drug?” said Dr. Furst, who is Carl M.
Pearson Professor in Rheumatology, Uni-
versity of California at Los Angeles, and
who was one of the study investigators.

A total of 158 patients with diffuse or
limited scleroderma were enrolled and
randomized to receive oral cyclophos-
phamide, 2 mg/kg or less per day, or
placebo for 1 year.

The primary end point was the per-
centage of predicted value of forced vital
capacity (FVC) at 12 months.

At 1 year, the adjusted mean absolute
difference in FVC between the cyclophos-
phamide and placebo groups was 2.53%,
favoring cyclophosphamide (N. Engl. J.
Med. 2006;354:2655-66).

The difference was significant but quite
modest, the investigators pointed out.
“These are very small changes, and all we
can say about this outcome is that there is
a statistical difference but not necessarily
a clinical difference,” Dr. Furst said.

Greater differences were seen on a sec-
ondary end point, the transitional dysp-
nea index. Scores improved by 1.4 points
in the cyclophosphamide group and
worsened by 1.5 points in the placebo
group, which was quite significant and a

large enough difference to be clinically
important, he said. Favorable effects also
were seen on total lung capacity, func-
tional ability, and Rodnan skin scores.

More adverse events were seen in the ac-
tive treatment group, with leukopenia be-
ing the principal one. There were no sta-
tistical difference in numbers of serious
adverse events between the two groups,
and those that are attributable to cy-
clophosphamide also occurred in the
placebo group, Dr. Furst said.

No information is available yet on pos-
sible long-term adverse events such as
bladder cancer.

“We are following these patients but we
have no answers yet,” he said.

Intravenous cyclophosphamide was
evaluated in the Fibrosing Alveolitis in
Scleroderma trial (FAST), which included
45 patients from five centers in the Unit-
ed Kingdom. They were randomized to
receive low-dose prednisone plus placebo
or cyclophosphamide, approximately
1,000 mg/month for 6 months, and then
oral azathioprine in doses of 2.5 mg/kg
per day as maintenance therapy.

The FVC decreased about 5% in the
placebo group and was stable in the cy-
clophosphamide group. The difference
in change in FVC between the groups
trended toward, but did not achieve, sta-
tistical significance (Arthritis Rheum.
2006;54:3962-70).

However, only about 60% of patients
completed the trial. "And with such small
numbers, it would have been a great sur-
prise to see statistical differences,” Dr.
Furst said.

“In this case, you have to think differ-
ently—if it comes close that’s very en-
couraging,” he said.

The FAST investigators wrote, “We
would suggest that a trend for improve-
ment, intuitively better than a trend for de-
cline, is hugely encouraging for the pa-
tient, and this must not be ignored.”

They also noted that many patients with
severe or deteriorating disease were ex-
cluded from the trial and that the small

therapeutic effects they saw in patients
with milder disease might be greater in
more progressive disease.

Adverse events associated with the ac-
tive treatment were few, resulting in with-
drawal in only two cases. There were no
cases of hemorrhagic cystitis or bone mar-
rOw suppression.

“So you can see that both drugs work,
but data from lupus and Wegener’s trials
tell us that, in general, if the intravenous
administration is handled carefully, it is a
little safer than the oral drug. So, for my
patients, if they can tolerate the intra-
venous drug, I tend to go with that,” Dr.
Furst said.

It’s important to provide clear instruc-
tions about increased fluid intake, to be
cognizant of the potential for cardiovas-
cular toxicity, and not to treat for too
long, he said.

With regard to the duration of treat-
ment, Dr. Furst said in response to a ques-
tion from the audience that he tends to
treat for about 6 months to 1 year and then
give the patient a rest period for about 6-
8 months.

“But in real life, sometimes patients
only begin to respond at 3-6 months, and
you might be reluctant to stop. If you go
longer than a year, you have to discuss it
with the patient, because of the possibili-
ty that 5 years down the road they may
have a serious problem,” he said.

Dr. Douglas J. Veale of University Col-
lege Dublin, who was involved in FAST, of-
fered a closing comment.

“I think you would agree that if we
thought 10 years ago that we would be sit-
ting in a room this big talking to this
many people about any drug trial in sys-
temic sclerosis, we would have been very
excited. I think to have two trials showing
benefits for patients is a remarkable
achievement. The greatest need now is
close collaboration from both sides of the
Atlantic in designing similar studies with
sufficient power,” he said.

“I could not possibly agree more,” Dr.
Furst replied. (]

FYI

Free Lupus CD-ROM Available
“Lupus Information for You and Your
Patients” is a free CD-ROM from the
National Institute of Arthritis and Mus-
culoskeletal and Skin Diseases that in-
cludes PDF files of selected patient ed-
ucation  brochures, professional
educational resources, and Web links to
useful resources. To order a free copy,
contact the NIAMS Clearinghouse at
877-226-4267.

Rx Drugs Disposal Guide Issued

New guidelines on the proper disposal
of unused, unneeded, or expired pre-
scription drugs were released by the
White House Office of National Drug
Control Policy, the Department of
Health and Human Services, and the
Environmental Protection Agency. To
read the full guidelines, visit
www.whitehousedrugpolicy.gov/
publications/pdf/ prescrip_disposal.pdf.

NIH New Investigator Award

The National Institutes of Health has
announced a new program to fund in-
vestigators with innovative research
project ideas that could affect biomed-
ical or behavioral science. The New In-
novator Award includes grants of up to
$1.5 million over 5 years. For addition-
al information, contact NIH by visiting
http://grants.nih.gov/grants/

new_investigators/innovator_award.

Musculoskeletal Resources on CD
The National Institute of Arthritis and
Musculoskeletal and Skin Diseases is
offering a compact disc with informa-
tion for physicians and their patients.
The Musculoskeletal and Joint-Related
Resources CD gives sources of infor-
mation on the diseases, sources of
grants and funding, and opportunities
for biomedical training and employ-
ment with the U.S. government. It also
contains print-friendly information for
patients in English and Spanish. To
order the CD, contact NIAMS by call-
ing 877-226-4267.




