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developing countries are at a disadvantage too. The
timely completion and publication of research with
limited resources and limited infrastructure already
constitute a tall order.
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 A registration process that
includes immediate disclosure of research infor-
mation could further retard the limited competi-
tiveness of the developing world. What might be
done is to have trials registered at the outset, but
without the information being publicly accessible
for a certain grace period. This approach would en-
sure transparency but would not compromise any
competitive edge to which researchers who pains-
takingly design an innovative study are entitled.
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Chronic Renal Disease and Cardiovascular Risk

 

to the editor: 

 

Go et al. (Sept. 23 issue)

 

1

 

 estimat-
ed the glomerular filtration rate (GFR) with the sim-
plified four-variable Modification of Diet in Renal
Disease (MDRD) formula. Almost half the sub-
jects in their study population (41.7 percent) did
not describe themselves as black or white. Despite
the important influence of a person’s ethnic back-
ground on the estimated GFR, the variable “race
or ethnic background” allows only factors for “Eu-
ropean-American” or “African-American” to be in-
serted into the MDRD formula.
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 It can be assumed
that if more accurate estimates of the GFR had been
obtained with the use of modified ethnicity-spe-
cific multiplication factors (e.g., for Asians), the
conclusions of the study would probably not have
differed. However, it is important to emphasize that
the MDRD formula still awaits validation in several
nonblack, nonwhite populations living through-
out the United States and elsewhere in the world.
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to the editor:  

 

In the studies by Go et al. and Ana-
vekar et al.,
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 mild renal disease was associated with

death and cardiovascular events. Two issues were
not discussed. The first is that the MDRD equation
has not been tested in elderly persons or in persons
with reduced muscle mass.
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 Both studies, howev-
er, included a high percentage of older adults, and
there was no adjustment for body-mass index. Their
conclusions may have been weakened as a result.
The second is that neither of the two studies showed
the size of the effect of mild renal disease on death
and cardiovascular events. The size of the effect in
an observational study is important.

 

3

 

 Many tradi-
tional risk factors, such as hypertension and dia-
betes, varied significantly according to the GFR,
and adjustments for these factors were made. It is
still unclear to what extent mild renal disease con-
tributed to death and cardiovascular events. Final-
ly, the GFR tended to decline with increasing age
in the study by Anavekar et al. but not in the study
by Go et al.
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dr. go and colleagues reply: 

 

Dr. Risch and col-
leagues note that some members of our cohort
could not be determined to be either black or white
because either those subjects were of another race
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or ethnic group or their race or ethnic group was un-
known. This was true primarily for subjects with an
estimated GFR of 60 ml per minute per 1.73 m
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 of
body-surface area or higher, so the misclassifica-
tion of the GFR in those who were not known to be
black in this large comparison group should have
had minimal effects on our final results. We certain-
ly agree that there is a need to clarify whether being
a member of a race or ethnic group other than white
or black affects the ability of existing equations to
estimate the GFR accurately.

Dr. Cheng raises the question of whether our re-
sults were affected by the fact that the MDRD equa-
tion was not developed in a population with a large
representation of elderly persons or persons with
reduced muscle mass. As we note in our article, the
relative risks of adverse outcomes associated with a
reduced estimated GFR were consistent among all
age categories studied (20 to 49, 50 to 59, 60 to 69,
70 to 79, and 80 years or older). In addition, although
we did not have body-mass-index values, we adjust-
ed for the presence of serum albumin levels of 3.5 g
per deciliter or less as a proxy for malnutrition. As
noted by Dr. Cheng, we adjusted for the presence
of diagnosed hypertension and diabetes mellitus at
entry and for the development of these conditions
during follow-up. Since reduced kidney function
contributes to the development and exacerbation
of hypertension, adjusting for hypertension in our
analyses may actually have led to an underestima-
tion of the effect of renal insufficiency on outcomes.
Even after adjustment for these and other potential
explanatory factors, an estimated GFR of less than
60 ml per minute per 1.73 m
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 (especially a value be-
low 45 ml per minute per 1.73 m
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) remained a grad-
ed, independent risk factor for death, cardiovas-
cular events, and hospitalization.

 

Alan S. Go, M.D.

 

Kaiser Permanente of Northern California
Oakland, CA 94612-2304
alan.s.go@kp.org

 

Glenn M. Chertow, M.D., M.P.H.
Chi-yuan Hsu, M.D.

 

University of California, San Francisco
San Francisco, CA 94143

 

dr. anavekar and colleagues reply: 

 

In response to
Dr. Cheng: the MDRD equation, though not per-
fect, is considered to be reliable for estimating the
GFR.
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 We acknowledge its limitations, in that se-
rum creatinine is influenced by nonrenal factors,
such as muscle mass, and in that its validation in
several populations has been limited.
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 In our study,
we did take the body-mass index into account. This
variable was one of many baseline characteristics
used in our adjustment models; it did not attain sta-
tistical significance and thus was not entered into
the final models presented in our article.

With regard to the effect of mild renal disease
on events, we analyzed renal function as a categor-
ical variable and presented proportions of events
and hazard ratios for mild, moderate, and severe re-
nal impairment. As compared with an estimated
GFR of 75.0 ml per minute per 1.73 m
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 or higher,
mild renal disease (estimated GFR, 60.0 to 74.9 ml
per minute per 1.73 m

 

2

 

) was associated with 14 per-
cent and 10 percent increases in the risks of death
and composite cardiovascular outcomes, respective-
ly. Each 10-unit decrement in the estimated GFR
below 81.0 ml per minute per 1.73 m
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 portended
a 10 percent increase in the risk of cardiovascular
events, reinforcing the concept that even mild renal
impairment should not be ignored.
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Chemotherapy for Advanced Prostate Cancer

 

to the editor: 

 

Petrylak et al. (Oct. 7 issue)

 

1

 

 con-
clude that combination treatment with docetaxel
and estramustine should be used as initial therapy

for androgen-independent metastatic prostate can-
cer. Several key points that are necessary to reach
this conclusion are missing. First, no Gleason scores
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