although survival has improved over recent
years, morbidity remains high because of both
the disease process itself and the toxicity asso-
ciated with therapy. Although the underlying
cause of SLE is unknown, animal studies sug-
gest that B cells could have a key role in patho-
genesis. Rituximab is a chimeric anti-CD20
antibody that reduces B-cell numbers in vivo
and has been used to treat lymphoproliferative
diseases in children and adults. Emerging data
suggests it might also be efficacious in treating
autoimmune diseases.

In seven children with SLE that was refrac-
tive to conventional immunosuppression,
treatment with two 750mg/m? intravenous
infusions of rituximab given over 2 weeks with
high-dose corticosteroids + cyclophosphamide
resulted in significant improvements in British
Isles Lupus Assessment Group global scores
from a median of 22 at baseline to 6 at follow-
up (median follow-up 1year; P=0.002).
Improvements were seen in all clinical symp-
toms which had indicated treatment, including
two cases of life-threatening disease that did
not respond to conventional therapy. No sig-
nificant adverse events were reported in this
group of children.

B-lymphocyte depletion using rituximab in
combination with immunosuppressive therapy
was therefore a safe and effective treatment in
this small patient cohort and could be a use-
ful treatment for children with SLE which is
refractory to conventional therapy. Multicenter,
randomized clinical trials of rituximab are now
required to confirm these results.

Carol Lovegrove
Original article Marks SD et al. (2005) B lymphocyte

depletion therapy in children with refractory systemic lupus
erythematosis. Arthritis Rheum 52: 3168-3174

Smoking and thrombotic events
in SLE

Smoking and disease activity are strongly asso-
ciated with thrombotic events in patients with
systemic lupus erythematosus (SLE), accord-
ing to a recent report of data from the LUMINA
(Lupus in Minorities: Nature versus Nurture)
patient cohort.

A number of risk factors and disease-related
factors might be linked to thrombotic events
in patients with SLE; of these, an association

RESEARCH HIGHLIGHTS

www.nature.com/clinicalpractice/rheum

with the presence of antiphospholipid anti-
bodies (aPL) has been demonstrated. A num-
ber of trials have recommended the use of
hydroxychloroquine, known to have immuno-
suppressant and antiplatelet activity, as
thromboembolic prophylaxis in patients with
ANTIPHOSPHOLIPID SYNDROME.

To determine the relationship between the
presence of aPL, hydroxychloroquine use and
the occurrence of thrombotic events (arterial
and/or venous; peripheral and/or central), Ho
and colleagues studied 442 patients with SLE
by generalized estimating equation (GEE).
Although a number of variables were signifi-
cant in univariate analysis, only smoking and
disease activity remained significant by multi-
variate GEE analysis: aPL were not significant
in either analysis, and although hydroxy-
chloroquine use was protective in univariate
analysis, this significance was not maintained
in multivariate GEE.

Although disease activity is generally effi-
ciently managed, these data emphasize that
overall management should also include
encouragement of patients with SLE to
stop smoking in order to reduce their risk of
thrombotic events.

Carol Lovegrove
Original article Ho KT et al. (2005) Systemic lupus
erythematosus in a multiethnic cohort (LUMINA ): XXVIII.

Factors predictive of thrombotic events. Rheumatology 44:
1303-1307

Use of alendronate to prevent
femoral-head collapse

Osteonecrosis of the femoral head is respon-
sible for a large proportion of primary total hip
replacements. Collapse of the femoral head is
thought to be a consequence of an uncoupling
of the rates of osteoclastic bone resorption and
osteoblastic bone regeneration; however, there
is no universally accepted treatment for the pre-
vention of collapse. Lai et al. have found that
treatment with alendronate seems to prevent
early collapse.

A total of 40 patients were randomly allo-
cated to either the alendronate or no-treatment
(control) group and followed for between 24
and 28 months. Inclusion criteria were stage
Il or Il nontraumatic osteonecrosis of one or
both femoral heads according to STEINBERG
CLASSIFICATION, necrotic area of >30% (class C

GLOSSARY
ANTIPHOSPHOLIPID
SYNDROME

A clinical syndrome of
thrombosis (arterial or
venous) and/or recurrent
miscarriage in the presence
of antiphospholipid
antibodies and/or the lupus
anticoagulant

STEINBERG
CLASSIFICATION

A system of classification
for osteonecrosis of the
femoral head, with stages
0-VI describing increasingly
severe levels of radiographic
damage

JANUARY 2006 VOL 2 NO 1

NATURE CLINICAL PRACTICE RHEUMATOLOGY 7

©2006 Nature Publishing Group



	Smoking and thrombotic events in SLE


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 450
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 450
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.30000
    0.30000
    0.30000
    0.30000
  ]
  /PDFXOutputIntentProfile (OFCOM_PO_P1_F60)
  /PDFXOutputCondition (OFCOM_PO_P1_F60)
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f300130d330b830cd30b9658766f8306e8868793a304a3088307353705237306b90693057305f00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /FRA <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF004e005000470020005000520049004e005400200050004400460020004a006f00620020004f007000740069006f006e0073002e002000320032006e0064002000530065007000740065006d00620065007200200032003000300034002e002000500044004600200031002e003300200043006f006d007000610074006900620069006c006900740079002e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [665.858 854.929]
>> setpagedevice




