EDITORIAL

Immunotherapy for Alzheimer Disease

The Promise and the Problem

MMUNIZATION THERAPY FOR ALZHEIMER DISEASE

(AD) entered the realm of possibility with the

startling publication in 1999 by Schenk et al' of

the successful immunization of transgenic mice

carrying a human mutant gene for the amyloid
precursor protein, causal of early onset AD,** that re-
sulted in a striking reduction in brain amyloid burden
with reduced gliosis and dystrophic neurites in immu-
nized B-amyloid( 4, (AB|142))—transgenic mice. As a re-
sult of the highly positive reduction of amyloid burden
in AB(.4)-immunized transgenic mice with improved
behavior and memory,** a phase 11 double-blind, placebo-
controlled, multicenter study was conducted to evalu-
ate safety, tolerability, and pilot efficacy of AN1792
(AB1.42) administered with AS21 adjuvant in 372 pa-
tients with mild to moderate AD. Unfortunately, this study
had to be stopped owing to the development of menin-
goencephalitis associated with AN1792 immunization in
18 of 300 immunized patients. By the time the study was
discontinued, 24 patients had received 3 immuniza-
tions, and 274 patients had received 2 immunizations.
There was evidence of some benefit to patients who re-
ceived immunotherapy immunizations, with improve-
ment in some neuropsychological test scores and in en-
hanced quality-of-life scores.”®

See also page 1531

In this issue of the ARCHIVES, O’Toole et al® describe
candidate biomarkers of response to immunotherapy
using the GeneChip microarray technology (Affymetrix
Inc, Santa Clara, Calif) to explore a pharmacogenomic
study of the preimmunization gene expression patterns
of peripheral blood mononuclear cells of patients en-
rolled in the AN1792 study. The objective was to iden-
tify gene expression patterns that would serve as bio-
markers to assess the potential risk of developing
meningoencephalitis, and also to determine the preim-
munization probability of significant antibody synthe-
sis that could have a therapeutic effect in lowering brain
amyloid burden levels.

O’Toole and colleagues report that the selection cri-
teria for association for meningoencephalitis was made
with an analysis of sequences from 689 genes and 8 un-
mapped sequences, identifying an association between
preimmunization gene expression profiles and the postim-
munization development of clinical meningoencephali-
tis. Of note, genes associated with apoptosis and proin-
flammatory processes, and the tumor necrosis factor
pathway in particular, were found to be associated with

the occurrence of meningoencephalitis. Further, O'Toole
and colleagues found that genes related to tumor necro-
sis factor/Fas, transforming growth factor 3, and p53 path-
ways, central pathways in the control of the immune sys-
tem, were highly represented with genes associated with
the control of apoptosis. Notably, the gene that was most
highly associated (FDR=0.004, unadjusted P<<.001, odds
ratio=230) was STAT1, a gene highly expressed in a pro-
inflammatory signal transduction pathway. High expres-
sion levels of STATI in peripheral blood mononuclear
cells prior to immunization had a high level of risk of
postimmunization meningoencephalitis. Conversely, a
low expression level of HEAB was significantly associ-
ated with a risk of clinical meningoencephalitis (odds ra-
tio=.0001). Further, O'Toole and colleagues conducted
a pairwise combination logistic regression approach to
determine 2-gene combinations that best identified all
of the patients who developed meningoencephalitis as
opposed to those who did not develop meningoencepha-
litis. One of the genes in the 2-gene combination was either
NPUKP68 or STATI for 18 of the top 20 2-gene combi-
nations. Thus, these 2 genes seem to be the outstanding
biomarkers for risk of meningoencephalitis.’

In this study,’ those patients who had the best possi-
bility of generating a significant immunoglobulin re-
sponse were correlated with expression patterns of genes
concerned with protein synthesis. An additional set of
genes that participated in translational events was also
significant in predicting postimmunization antibody re-
sponse. In general, immunoglobulin responsiveness to
immunization was associated with up-regulation of genes
concerned with protein synthesis, protein trafficking, DNA
recombination, DNA repair, and cell cycle. It is possible
that immunoglobulin nonresponders described in this
study could be related to being elderly, with an associ-
ated reduced responsiveness to immunization that is as-
sociated with age.'*!?

O’Toole and colleagues have thus identified preim-
munization genes in this genomic study that placed
patients at risk for postimmunization meningoen-
cephalitis related to proinflammatory and apoptotic
cascades of gene up-regulation and expression. Immu-
noglobulin responsiveness to immunization best cor-
related with overall robust levels of gene transcription
and protein synthesis, independent of inflammatory
gene expression.

These are critical observations, and they are evi-
dence of the power and precision of a genomic analysis
that can predict disease and, by so doing, potentially pre-
vent it. The era of genomic neurology has arrived, and it
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is potentially limitless in identifying at-risk persons for
complex multifactorial, polygenetic neurological dis-
ease by identifying gene sets that have abnormal expres-
sion patterns associated with and predictive of future neu-
rological disease. As shown in the study by O’Toole and
colleagues, a genomic analysis of a specific subset of gene
expression patterns can also provide predictive value of
a positive therapeutic response, and also of potential sig-
nificant adverse effects of therapy. This is a landmark study
that serves as a model for future genomic approaches for
the prediction of neurological disease, positive re-
sponses to specific therapies, and predictive probabili-
ties for therapeutic concerns. The field of genomics sig-
nals the advent of predictive neurological diagnosis and
the effective implementation of genomically deter-
mined, specific therapies.

The AR immunization for AD is a bold new therapeu-
tic approach with great potential.® Active vaccination with
AP peptide as the vaccinating agent may not be feasible
owing to the activation of cytotoxic T cells that are causal
of meningoencephalitis. However, gene vaccination with
the AB (.42 complimentary DNA in a plasmid vector has
been shown to generate high titers of anti-AB 4, anti-
body in the AD transgenic mouse model without the ac-
tivation of cytotoxic T cells.* Thus, AB( 4 gene vacci-
nation for AD remains another viable option.

Roger N. Rosenberg, MD
Editor

Correspondence: Dr Rosenberg, Department of Neurol-
ogy, University of Texas Southwestern Medical Center,
5323 Harry Hines Blvd, Dallas, TX 75390-9036 (roger
.rosenberg@utsouthwestern.edu).

nal as far back as 1975.

Visit www.archneurol.com.

As an individual subscriber to Archives of Neurology, you
have full-text online access to the journal from 1998
forward. In addition, you can find abstracts to the jour-

o EEEEEETE

1. Schenk D, Barbour R, Dunn W, et al. Immunization with amyloid-g attenuates
Alzheimer-disease-like pathology in the PDAPP mouse. Nature. 1999;400:173-
177.

2. Games D, Adams D, Alessandrini R, et al. Alzheimer-type neuropathology in trans-
genic mice overexpressing V717F B-amyloid precursor protein. Nature. 1995;
373:523-527.

3. Morgan D, Diamond DM, Gottschall PE, et al. A 8 peptide vaccination prevents
memory loss in an animal model of Alzheimer disease. Nature. 2000;408:982-
985.

4. Janus C, Pearson J, McLaurin J, et al. A beta peptide immunization reduces be-
havioural impairment and plaques in a model of Alzheimer disease. Nature. 2000;
408:979-982.

5. Bayer AJ, Bullock R, Jones RW, et al. Evaluation of the safety and immunoge-
nicity of synthetic AB42 (AN1792) in patients with AD. Neurology. 2005;64:
94-101.

6. Orgogozo JM, Gilman S, Dartigues JF, etal. Subacute meningoencephalitis ina sub-
set of patients with AD after Abetad2 immunization. Neurology. 2003;61:46-54.

7. Fox NG, Black RS, Gilman S, et al. Effects of AR immunization (AN1792) on MRI
measures of cerebral volume in Alzheimer disease. Neurology. 2005;64:1563-
1572.

8. Gilman S, Koller M, Black RS, et al. Clinical effects of AR immunization (AN1792)
in patients with AD in an interrupted trial. Neurology. 2005;64:1553-1562.

9. 0'Toole M, Janszen DB, Slonim DK, et al. Risk factors associated with -Amy-
loid1.42) Immunotherapy in preimmunization gene expression patterns of
blood cells. Arch Neurol. 2005;62:1531-1536.

10. Salvador J, Adams EJ, Ershler R, Ershler WB. Future challenges in analysis and
treatment of human immune senescence. Immunol Allergy Clin North Am. 2003;
23:133-148.

11. Arreaza EE, Gibbons JJ Jr, Siskind GW, Weksler ME. Lower antibody response
to tetanus toxoid associated with higher auto-anti-idiotypic antibody in old com-
pared with young humans. Clin Exp Immunol. 1993;92:169-173.

12. Looney RJ, Hasan MS, Coffin D, et al. Hepatitis B immunization of healthy elderly
adults: relationship between naive CD4+ T cells and primary immune response and
evaluation of GM-CSF as an adjuvant. J Clin Immunol. 2001;21:30-36.

13. Schenk DB, Seubert P, Lieberburg |, Wallace J. Beta-peptide immunization: a pos-
sible new treatment for Alzheimer disease. Arch Neurol. 2000;57:934-936.

14. Qu B, Rosenberg RN, Li L, Boyer PJ, Johnston SA. Gene vaccination to bias the
immune response to amyloid-B peptide as therapy for Alzheimer disease. Arch
Neurol. 2004;61:1859-1864.

(REPRINTED) ARCH NEUROL/VOL 62, OCT 2005

WWW.ARCHNEUROL.COM

©2005 American Medical Association. All rights reserved.



