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E type 4 allele and the risk of Alzheimer's disease in late onset families. Sci-
ence. 1993;261:921-923.

In reply
We thank Corder and colleagues for their comments on
our recent study1 and we are pleased that they agree with
our conclusion that ApoE genotype does not appear to sig-
nificantly influence rate of cognitive decline in AD. In their
letter, Corder et al also raised 2 other issues regarding
our study.

The authors correctly note that the study by Corder
et al2 did not report "longer survival in \g=e\4carriers." In
addition to the study by van Duijn et al,3 those findings
should have been correctly attributed to DeKosky et al4
and not to Corder et al,2 as indicated by the reference num-
bers in the text of our article. We apologize for the con-
fusion this oversight created.

Corder et al state that we "argue against the exist-
ence of an \g=e\4gene-dose effect on the risk of becoming
affected [with AD]." Our study on rate of decline in
patients with AD did not address the issue of risk of AD
associated with ApoE genotype. We did, however,
describe the characteristics of the sample. We noted a

trend for an inverted gene-dose effect of e4 on age of
symptom onset and, as stated in the discussion section
of our article, this trend remained even after excluding
subjects with symptom onset before age 60 years. We
do not debate the existence of a gene-dose effect on the
risk of becoming affected with AD. Other studies have
also failed to find the expected difference in age of onset
in relation to ApoE genotype (eg, Corder et al2), and
the letter of Corder et al offers a clear explanation of
the possible reasons. However, the most effective investi¬
gation of this issue, as also noted by Corder and col¬
leagues, would be through population-based, prospective
studies, some of which are currently in progress.

D. Xeno Rasmusson, PhD
Alzheimer's Disease Research Center
The Johns Hopkins University School of Medicine
Room 1B82
5501 Hopkins Bayview Circle
Baltimore, MD 21224
Gloria Dal Forno, MD
Jason Brandt, PhD
Juan Troncoso MD
Claudia H. Kawas, MD
Baltimore

1. Dal Forno G, Rasmusson DX, Brandt J, et al. Apolipoprotein Egenotype and
rate of decline in probable Alzheimer's disease. Arch Neurol. 1996;53:345\x=req-\
350.

2. Corder EH, Saunders AM, Strittmatter WJ, et al. Apolipoprotein E: survival
in Alzheimer's disease patients and the competing risks of death and Alzhei-
mer's disease. Neurology. 1995;45:1323-1328.

3. van Duijn CM, de Knijff P, Wehnert A, et al. The apolipoprotein \g=e\2is asso-
ciated with increased risk of early-onset Alzheimer's disease and a reduced
survival. Ann Neurol. 1995;37:605-610.

4. DeKosky ST, FerrellR, Kamboh MI, Becker JT. Natural history of definite Alz-
heimer's disease as a function of APOE genotypes. Neurology. 1995;45:A373\x=req-\
A374. Abstract.




