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MM-093 significantly improved the mean  
disease activity score (DAS) 28 and the  
mean patient’s global assessment compared 
with placebo. A moderate response in the 
DAS28 score at week 12 was observed in 4 
of the patients receiving MM-093, compared 
with none in the placebo group. Treatment- 
emergent adverse events were reported by 11 
of the patients, but no serious adverse events 
or deaths occurred.

This trial was not powered to demonstrate 
efficacy of MM-093, but it does indicate that 
MM-093 is well tolerated, and might have  
therapeutic potential for the treatment of RA.

Original article Pollard LC et al. (2007) A randomised, 
double-blind, placebo-controlled trial of a recombinant 
version of human alpha-fetoprotein (MM-093) in patients 
with active rheumatoid arthritis. Ann Rheum Dis 66: 
687–689

COX-2 inhibitor use in the 
Women’s Health Initiative trials: 
re-analysis of the data

Following concerns that the results of the 
Women’s Health Initiative trials—which concluded 
that postmenopausal hormone therapy does not 
reduce cardiovascular risk—were influenced by 
participants taking cyclooxygenase (COX)-2 
inhibitors, the researchers have re-analyzed  
the original trial data to investigate the effect of 
this medication on the trials’ findings.

A total of 16,608 women were included in 
these randomized, double-blind, placebo-
controlled trials, which were carried out at 40 
sites across the US.

The researchers found that the effects of 
hormone therapy on cardiovascular risk were 
similar irrespective of medication with COX-2  
inhibitors. Hazard ratios (HR) and 95% CIs for 
coronary risk with randomized hormone assign-
ment, stratified by COX-2 inhibitor usage, 
revealed that, in women taking estrogen plus 
progestin, those participants who did not use 
COX-2 inhibitors had an HR of 1.13 (95% CI 
0.68–1.89), whereas continuous users of COX-2  
inhibitors had an HR of 1.35 (95% CI 0.86–
2.10). For women taking estrogen alone, the 
HR for those who did not use COX-2 inhibitors 
was 0.92 (95% CI 0.57–1.48), compared with 
1.08 (95% CI 0.69–1.70) in continuous COX-2 
users. Likewise, no significant interactions were 
found when the team calculated HRs from Cox 

models including hormone trial assignment, a 
time-dependent covariate for medication use, 
and an interaction term.

The authors conclude that the use of COX 
inhibitors did not have a significant impact on 
the results of the Women’s Health Initiative 
hormone trials.

Original article Hsia J et al. (2006) Impact of 
cyclooxygenase inhibitors in the women’s health initiative 
hormone trials: secondary analysis of a randomized trial. 
PLoS Clin Trials 1: e26

The use of antimalarial agents 
might confer an anti-cancer 
effect in patients with SLE

Antimalarial agents (such as chloroquine) have 
demonstrated antineoplastic properties in 
recent studies. Since patients with systemic 
lupus erythematosus (SLE) have an increased 
risk of developing cancer, Ruiz-Irastorza et al. 
performed an observational cohort study to 
investigate whether SLE patients who have 
previously been exposed to antimalarial agents 
are at decreased risk of cancer.

The study included 235 patients (mean age 
at diagnosis 37 years, 89% women, 99% 
white) diagnosed with SLE according to the 
American College of Rheumatology criteria. To 
be considered as having ever been exposed 
to antimalarial agents, participants needed to 
have received them for a period of ≥6 months; 
the median duration of exposure in the 156 
(66%) patients who had ever received anti-
malarials was 53 months. Patients were evalu-
ated every 3 months for a median of 10 years’ 
follow-up.

During the observation time, 13 patients 
developed cancer (incidence 4.9 cases per 
1,000 patient-years), of whom 7 died as a 
consequence. Significantly fewer patients 
who had ever received antimalarials devel-
oped cancer compared with those who had 
not used antimalarial agents (2 [1.3%] of 156 
versus 11 [13%] of 79, P <0.001). The Kaplan–
Meier cumulative cancer-free survival for 
patients who had received antimalarials was 
0.98, compared with 0.73 for those who had 
not (P <0.001). After adjustment for potential 
confounding variables (age, gender, smoking, 
treatment with immunosuppressive drugs, 
presence of damage and year of diagnosis), the 
protective effect of antimalarials persisted.
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The authors conclude that antimalarial 
agents might have a protective effect against 
neoplasia, although this hypothesis requires 
further investigation.

Original article Ruiz-Irastorza G et al. (2007) Antimalarials 
may influence the risk of malignancy in systemic lupus 
erythematosus. Ann Rheum Dis 66: 815–817

Anti-TNF therapy does not 
increase the risk of serious 
bacterial infection in RA patients

Anti-tumor necrosis factor (anti-TNF) agents, 
such as etanercept, infliximab and adalimumab, 
are widely prescribed for patients with arthritic 
diseases. There are concerns, however, regard-
ing the short-term and long-term risks of bacte-
rial infection associated with anti-TNF therapy. 
Schneeweiss et al. performed a cohort study 
in elderly patients with rheumatoid arthritis 
(RA) to assess the risk of serious, hospitalizing 
infections associated with anti-TNF and other 
DMARD therapies.

The study included 15,597 patients with RA 
aged ≥65 years (mean 76.5 years) who were 
Medicare beneficiaries and who were also 
enrolled in the Pharmaceutical Assistance 
Contract for the Elderly (PACE) program 
of Pennsylvania. The patients initiated use  
of methotrexate (n = 1,900), anti-TNF therapy 
(n = 469), other cytotoxic DMARDs (n = 654), 
noncytotoxic DMARDs (n = 1,957), or gluco-
corticoids (n = 10,617) between January 1995 
and December 2003.

Length of follow-up was 0.20–1.29 years. 
The overall mean incidence of serious bac-
terial infections that required hospitalization 
(e.g. pneumonia, septicemia and osteo-
myelitis) was 2.2 per 100 patient-years. 
Glucocorticoid use was associated with a two-
fold increase in rate of serious infections com-
pared with methotrexate use (adjusted rate 
ratio 2.1, 95% CI 1.5–3.1), with a significant 
positive dose-dependent trend (P <0.0001). 
There was no significant increase in seri-
ous infection rate associated with anti-TNF 
therapy or use of other DMARDs compared  
with methotrexate.

The authors conclude that anti-TNF therapy 
does not increase the risk of serious bacterial 
infection in elderly patients with RA compared 
with methotrexate, and that their findings 

regarding glucocorticoids support those from 
previous studies.

Original article Schneeweiss S et al. (2007) Anti-tumor necrosis 
factor α therapy and the risk of serious bacterial infections in elderly 
patients with rheumatoid arthritis. Arthritis Rheum 56: 1754–1764

Does smoking influence  
anti-CCP-positive  
rheumatoid arthritis?

Smoking has previously been shown to be 
associated with rheumatoid factor (RF)-positive  
rheumatoid arthritis (RA). A European study 
found an association between smoking, anti-
cyclic citrullinated peptide (anti-CCP) and shared 
epitope alleles; however, a US study that inves-
tigated this link found only weak association  
between smoking and anti-CCP RA.

In a case-only analysis, Lee et al. evaluated 
the link between smoking, the shared epitope, 
and anti-CCP RA in 3 large patient populations: 
the North American RA Consortium (NARAC), 
the National Inception Cohort of RA patients, 
and the Study of New-Onset RA (SONORA). 
The researchers found a significant association 
between smoking and the presence of anti-
CCP in NARAC and the Inception Cohort (odds 
ratios 1.38 and 1.41, respectively), but not in 
SONORA. However, smoking was not found to 
significantly influence the association between 
the shared epitope and anti-CCP positivity. 
Regardless of smoking status, the shared 
epitope was found to have a dose-dependent 
effect on anti-CCP levels, with homozygotes for 
the epitope more likely to be anti-CCP-positive 
than heterozygotes. An association between 
heavy smoking (≥20 pack-years) and anti-CCP 
positivity was found in the Inception Cohort, 
but this link could not be confirmed in the other 
cohorts because of data limitations.

The authors state that they are unable to con-
firm an interaction between the shared epitope, 
smoking and anti-CCP RA in North American 
patients, and overall the association between 
smoking and CCP-positive RA is weaker than 
that found in the Swedish population. They sug-
gest that environmental factors other than, or in 
addition to smoking, might predominate in the 
development of RA in North America.

Original article Lee HS et al. (2007) Interaction between 
smoking, the shared epitope, and anti-cyclic citrullinated 
peptide. Arthritis Rheum 56: 1745–1753
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