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had a recent myocardial infarction, and had a sig­
nificantly higher prevalence of several coexisting 
conditions. Since all these factors are predictive 
of higher rates of death and myocardial infarc­
tion, we adjusted for them and other factors with 
the use of both multivariable methods and pro­
pensity analyses. Both methods led to the same 
conclusion. Propensity-score matching, another 
use of propensity methods, yielded similar rela­
tive outcomes.

Also, we do not agree that randomized, con­
trolled trials will “appropriately evaluate the rela­
tive merits” of the two treatments. The results of 
randomized, controlled trials do not apply to 
many patients because such trials are limited 
primarily to low-risk patients and because they 
have artificially higher rates of complete revas­
cularization among patients treated with stents 
and more frequent patient follow-up than in the 
real world. These factors all introduce a bias in 
favor of stenting. In our view, a combination of 
randomized, controlled trials and observational 
studies is required to provide a complete picture.

In response to Harjai, we did not think it was 
appropriate to exclude patients with both drug-
eluting stents and bare-metal stents, because 
stenting was chosen as an option for them, and 
the comparison was between CABG and stenting. 

Excluding them would only have created more 
dissimilarities between the patients treated with 
surgery and those treated with PCI.

Ng and Kritharides imply that our comparison 
is not fair because the patients treated with 
stents were not as likely to have been effectively 
(completely) revascularized. We agree that pa­
tients with stents in whom complete revascular­
ization is not attempted fare significantly worse 
than patients in whom complete revasculariza­
tion is attempted.1 However, the purpose of our 
study was to compare the two procedures as they 
are used in practice, not in some ideal setting 
that does not reflect what patients can expect to 
encounter.

We agree with Ng and Kritharides that the use 
of medical therapy affects outcomes, and differ­
ential use according to procedure could be a 
source of bias. Also, a shorter duration of use of 
clopidogrel in the early years of drug-eluting 
stents may have created a bias against stenting.
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Endovascular vs. Open Repair of Abdominal Aortic Aneurysms

To the Editor: Schermerhorn and colleagues 
(Jan. 31 issue)1 examined the relative effectiveness 
of endovascular versus open repair of abdominal 
aortic aneurysms. They used a propensity-score 
approach to match the open-repair and endovas­
cular-repair groups according to demographic and 
clinical factors. They argued strongly that un­
measured confounding factors were unlikely to 
bias their results. Unfortunately, propensity scores 
do not eliminate bias if there are unmeasured 
confounders.2 The story of the pulmonary-artery 
catheter provides a cautionary tale. Using a pro­
pensity score, investigators found that the use of 
a pulmonary-artery catheter was associated with 
a 24% increase in the risk of death as compared 
with no use of a pulmonary-artery catheter.3 Ran­
domized, controlled trials, however, have not 
borne out this result.4 The discrepancy arose be­
cause there were unmeasured confounders in the 

observational analysis. In the current study, it is 
clear that patients in the endovascular-repair 
group were older and sicker than those in the 
open-repair group. There is a high likelihood that 
the propensity score, which is based on adminis­
trative data, does not include important confound­
ers and therefore incompletely “controls” for the 
higher predicted mortality in the endovascular-
repair group. Consequently, the analysis probably 
underestimates the treatment benefit of endovas­
cular repair.
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The Authors Reply: With regard to Eisner’s 
comments: we conducted an observational study 
and used propensity-score methods1 to create 
evenly matched cohorts of patients. The propen­
sity-score models controlled for an extensive list 
of potential confounders, but they were limited 
to variables that could be obtained from adminis­
trative data. Although our results could be biased 
by unmeasured confounders, the magnitude of 
the differences we observed makes it unlikely 
that an unmeasured confounder could have al­
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tered our results in favor of open repair. Further­
more, we agree with Eisner that unmeasured con­
founding is more likely to have led to bias against 
endovascular repair. Thus, in contrast to the ex­
ample of the pulmonary-artery catheter, the fact 
that we found an important difference despite the 
potential for unmeasured confounders further 
underscores the importance of our results for 
clinical practice.
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Rituximab in Relapsing–Remitting Multiple Sclerosis

To the Editor: Hauser et al. (Feb. 14 issue)1 re­
port positive results of a phase 2 trial of rituximab 
in relapsing–remitting multiple sclerosis. I wish 
to draw attention to the Food and Drug Admin­
istration (FDA) public health advisory concerning 
rituximab.2 This advisory was recently updated 
after the reported deaths from progressive multi­
focal leukoencephalopathy of two patients who 
were treated with rituximab for systemic lupus 
erythematosus. Keeping pace with the use of more 
potent and specific immunosuppressant agents, 
the incidence of opportunistic infections such as 
progressive multifocal leukoencephalopathy seems 
to be increasing. In clinical trials of natalizumab 
for the treatment of Crohn’s disease and multiple 
sclerosis, progressive multifocal leukoencepha­
lopathy developed in three patients, two of whom 
died.3 Natalizumab was withdrawn from the mar­
ket, and after a large postexposure evaluation, it 
was allowed back on the market with extensive 
safety instructions. Hence, despite the promising 
results of the newer generation of immunosup­
pressive drugs, their safety profiles raise concern. 
In order to optimize the balance between the risks 
and benefits of treatment, future trials should 
both incorporate rigorous safety monitoring and 
target those patients who have a great risk of dis­
ability.
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To the Editor: The use of rituximab, an anti-
CD20 antibody, in the treatment of autoimmune 
diseases, including multiple sclerosis, is surely 
promising. In their article, Hauser et al. report 
that CD19 and CD20 have similar expression pro­
files, and therefore they monitored CD19 cells in 
the patients with multiple sclerosis who were 
treated with rituximab. CD19 and CD20 expres­
sion is not the same in different stages of B-cell 
development and function.1 CD20− autoreactive 
B-cell clones could, in some cases, mediate the 
damage in autoimmune diseases.2 Therefore, the 
monitoring of CD19-expressing and CD20-express­
ing cells could perhaps improve our understand­
ing of the efficacy of rituximab in patients with 

1.

2.

3.

The New England Journal of Medicine 
Downloaded from nejm.org on May 24, 2012. For personal use only. No other uses without permission. 

 Copyright © 2008 Massachusetts Medical Society. All rights reserved. 




