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Neurobiology of Disease

Amyloid Deposition Begins in the Striatum of Presenilin-1
Mutation Carriers from Two Unrelated Pedigrees
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The amyloid cascade hypothesis suggests that the aggregation and deposition of amyloid-␤ protein is an initiating event in Alzheimer’s
disease (AD). Using amyloid imaging technology, such as the positron emission tomography (PET) agent Pittsburgh compound-B (PiB),
it is possible to explore the natural history of preclinical amyloid deposition in people at high risk for AD. With this goal in mind,
asymptomatic (n ⫽ 5) and symptomatic (n ⫽ 5) carriers of presenilin-1 (PS1) mutations (C410Y or A426P) that lead to early-onset AD
and noncarrier controls from both kindreds (n ⫽ 2) were studied with PiB–PET imaging and compared with sporadic AD subjects (n ⫽
12) and controls from the general population (n ⫽ 18). We found intense and focal PiB retention in the striatum of all 10 PS1 mutation
carriers studied (ages 35– 49 years). In most PS1 mutation carriers, there also were increases in PiB retention compared with controls in
cortical brain areas, but these increases were not as great as those observed in sporadic AD subjects. The two PS1 mutation carriers with
a clinical diagnosis of early-onset AD did not show the typical regional pattern of PiB retention observed in sporadic AD. Postmortem
evaluation of tissue from two parents of PS1C410Y subjects in this study confirmed extensive striatal amyloid deposition, along with
typical cortical deposition. The early, focal striatal amyloid deposition observed in these PS1 mutation carriers is often is not associated
with clinical symptoms.
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Introduction
Amyloid-␤ (A␤) plaque deposition is a pathological hallmark of
Alzheimer’s disease (AD), and altered metabolism of A␤ and the
␤-amyloid precursor protein (APP) in the brain has been postulated to be the primary cause of AD (Beyreuther et al., 1992;
Hardy and Higgins, 1992; Joachim and Selkoe, 1992). If this
“amyloid cascade hypothesis” is correct, amyloid deposits in the

Received Feb. 16, 2007; revised May 1, 2007; accepted May 1, 2007.
This work was supported by National Institutes of Health Grants R01 AG018402, P50 AG005133, K02 AG001039,
R01 AG020226, R01 MH070729, K01 MH001976, R37 AG025516, and P01 AG025204; Alzheimer’s Association Grant
TLL-01-3381; and United States Department of Energy Grant DE-FD02-03 ER63590. These funding agencies had no
role in the design or interpretation of results or preparation of this manuscript. We thank Dr. R. Nebes and E. Halligan
and the staff at the University of Pittsburgh Alzheimer’s Disease Research Center (C. McConaha, E. Eror, L. Macedonia,
and M. Oakley) and PET facility (S. Hulland, J. Ruszkiewicz, P. McGeown, D. Ratica, K. Malone, S. Kendro, N. Flatt, and
J. Gallo) for their efforts in conducting and analyzing these studies. We are indebted to our subjects and their families
for the selfless contributions that made this work possible. GE Healthcare holds a license agreement with the
University of Pittsburgh based on the technology described in this manuscript. Drs. Klunk and Mathis are coinventors
of PiB and, as such, have a financial interest in this license agreement. GE Healthcare provided no grant support for
this study and had no role in the design or interpretation of results or preparation of this manuscript. All other
authors have no conflicts of interest with this work. Drs. Klunk, Mathis, Price and DeKosky had full access to all of the
data in the study and take responsibility for the integrity of the data and the accuracy of the data analysis.
Correspondence should be addressed to Dr. William E. Klunk, Western Psychiatric Institute and Clinic, Room 1422
Thomas Detre Hall, 3811 O’Hara Street, Pittsburgh, PA 15213-2593. E-mail: klunkwe@upmc.edu.
DOI:10.1523/JNEUROSCI.0730-07.2007
Copyright © 2007 Society for Neuroscience 0270-6474/07/276174-11$15.00/0

brains of those destined to develop AD should be present before
the onset of clinical symptoms. Several postmortem studies suggest that this is true (Morris et al., 1996; Haroutunian et al., 1998;
Price and Morris, 1999), but it is impossible to define precisely
the natural history of amyloid deposition in AD by the use of
postmortem studies alone.
Several groups have reported in vivo amyloid imaging studies
in cognitively normal controls and subjects with mild cognitive
impairment (MCI) (Petersen, 2004; Gauthier et al., 2006) or AD
using the positron emission tomography (PET) tracer Pittsburgh
compound-B (PiB) (Klunk et al., 2004; Verhoeff et al., 2004;
Buckner et al., 2005; Lopresti et al., 2005; Price et al., 2005; Archer
et al., 2006; Drzezga et al., 2006; Edison et al., 2006; Engler et al.,
2006; Fagan et al., 2006; Kemppainen et al., 2006; Mintun et al.,
2006; Villemagne et al., 2006; Zhou et al., 2006; Ziolko et al., 2006;
Rabinovici et al., 2007). Other PET tracers have been used for in
vivo amyloid imaging as well (Shoghi-Jadid et al., 2002; Verhoeff
et al., 2004; Small et al., 2006). PiB is selectively retained in brain
areas known to have heavy postmortem amyloid deposition in
AD. This suggests that PiB–PET imaging is well suited to answer
questions such as those regarding the natural history of amyloid
deposition within individuals over time and the relationship of
asymptomatic amyloid deposition to the eventual development
of clinical AD.
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Table 1. Clinical, genetic, and cognitive characteristics of subjects
Subject code
Sporadic
AD b mean
Clinical characteristic or
CY-C c
CY1 c
Controls b
cognitive test a
mean (SD)
(35)
(35)
(SD)
Clinical diagnosis
ApoE genotype
MMSE
CDR
CERAD EPS f
UPDRS g
CERAD WLL delayed recall
(max of 10)
Digit span forward
Digit span backward
Trail Making Test A (s)
Trail Making Test B (s)
Letter fluency (FAS total)
Category fluency (animals)
Boston Naming Test (Saxton
30-item version)
Modified Rey-Osterrieth
Figure copy (max of 24)
FCSRT free recall (max of 48)
Benton VFDT (max of 32)

CY2 c
(37)

CY3 c
(38)

CY4 c
(42)d

CY5 c
(45)d

AP-C e
(47)

AP1 e
(35)

AP2 e
(43)

AP3 d AP4 e
(45) (46)

AP5 e
(49)

Normal
2/3
30
0

Normal
2/3
29
0

Normal
2/3
28
0

MCI
2/3
22
0.5
4

MCI
2/3
27
0.5
2

AD
2/3
21
0.5
4

MCI
2/3
25
0.5
0

0

2
10

5

5

3

2

AD
3/3
16
1
6
4
0

8
7
19
59
31
23
26

6
4
28
71
22
15
21

7
5
43
118
26
15
26

6
4
38
300
7
14
16

6
4
27
73
43
18
26

6
3
78
300
16
13
14

20

23

17

15.5 23

8.5

Normal
3/4
29
0

Normal
3/3
29
0
0

Normal
3/4
27
0
0

Normal
3/4
28
0
0

21.7 (3.7)

28.4 (1.5)

0.6 (1.2)

8.1 (1.7)

7

7

8

9

6.3 (1.2)
3.4 (1.4)
80.7 (65.3)
235.3 (64.5)
31.5 (12.7)
11.8 (5.7)
23.3 (4.6)

6.8 (1.3)
5.3 (1.1)
32.0 (8.8)
75.2 (34.3)
47.3 (17.0)
20.3 (4.9)
28.6 (2.6)

6
5
25
32
58
27
27

8
7
10
24
65
30
29

9
8
18
37
45
28
28

7
5
20
50
61
18
29

17.4 (5.6)

21.9 (1.1)

21

24

20

22

7.4 (5.6)h
17.5 (9.3)h

32.8 (6.6)i
30.3 (2.9)i

7
7
24
52
40
22
30

37
30

4
6
27
57
33
20
28

31
26

a

See Materials and Methods for abbreviations and descriptions. Bold values are abnormal, i.e., more than 1.5 SDs away from the control norm.
The means listed are from the 12 AD and 18 control patients who participated in this study in Pittsburgh except when indicated.
c
C410Y mutation kindred (Campion et al., 1995; Sherrington et al., 1995). CY-C indicates the noncarrier cousin control subject. Ages are shown in parentheses.
d
Subjects studied at MGH.
e
A426P mutation kindred (Poorkaj et al., 1998). AP-C indicates the noncarrier sibling control subject. Ages are shown in parentheses.
f
Extrapyramidal symptom total score according to the Consortium to Establish a Registry for Alzheimer’s Disease (Morris et al., 1989).
g
Total score from the Unified Parkinson’s disease rating scale ( Fahn and Elton, 1987).
h
Historical mean (SD) from AD patients studied at MGH (n ⫽ 20; mean age, 69.7 ⫾ 11.0).
i
Historical mean (SD) from control subjects studied at MGH (n ⫽ 55; mean age, 71.3 ⫾ 8.7).
b

Despite the availability of in vivo amyloid imaging technology,
natural history studies of preclinical amyloid deposition remain
difficult in the general population because there is currently no
clinical method that can be used to accurately identify those
asymptomatic individuals who are destined to develop AD. However, the predictable course of AD in the relatively rare [⬃1% of
all AD (Pastor and Goate, 2004)] individuals who develop earlyonset familial AD with an autosomal dominant inheritance pattern (eoFAD) offers an opportunity to learn about the natural
history of amyloid deposition (Tanzi et al., 1996; St GeorgeHyslop, 1999). Known eoFAD mutations occur in the
presenilin-1 (PS1) gene on chromosome 14, the PS2 gene on
chromosome 1, and the APP gene on chromosome 21 (Hardy et
al., 1998). The chromosome 14 PS1 mutations are the most common known mutations and account for ⬃75% of all eoFAD (Pastor and Goate, 2004). The PS1 gene codes for a protein that is
strongly implicated to be an essential component of the “␥secretase” enzyme complex responsible for C-terminal cleavage
of A␤ from its precursor APP (Xia et al., 2000). More than 150
different pathogenic PS1 mutations have been described previously (Cruts and Van Broeckhoven, 1998) with mean age of onset
across families from 32 to 56 years (for review, see Tanzi et al.,
1996; St George-Hyslop, 1999). Most of these genes have 100%
penetrance before age 60 (Tanzi et al., 1996; St George-Hyslop,
1999). Therefore, in these eoFAD families, genetic testing can
identify those individuals destined to develop AD with great certainty decades before the expected onset of symptoms.
In this study, we used PiB–PET amyloid imaging to study both
asymptomatic and mildly symptomatic individuals from two unrelated pedigrees who carry different mutations in the PS1 gene
[i.e., a cysteine to tyrosine mutation at position 410 of the PS1

protein (C410Y) (Campion et al., 1995; Sherrington et al., 1995)
or an alanine to proline mutation at position 426 (A426P)
(Poorkaj et al., 1998)]. This baseline data are intended to serve as
the initial time point in a longitudinal natural history study.

Materials and Methods
Human subjects

Table 1 lists the demographic, clinical, genetic, and cognitive characteristics of the subjects included in this study. From the C410Y kindred, we
studied five subjects who carried the PS1C410Y mutation (CY1–CY5;
35– 45 years of age) and one control subject who was a cousin of the
PS1C410Y carriers but did not carry the mutation (CY-C; 35 years of
age). None of these subjects were symptomatic, but the average age for
onset of symptoms in this C410Y kindred has been reported to be 48
years (range, 42–56 years) (Mann et al., 2001; Moonis et al., 2005). From
the A426P kindred, we studied five siblings who carried the PS1A426P
mutation (AP1–AP5; 35– 49 years of age) and one control sibling who did
not carry the mutation (AP-C; age of 47 years). All five PS1A426P mutation carriers were at least mildly symptomatic (i.e., MCI) with ages of
onset from 35– 44 years. All subjects were studied in Pittsburgh, except
CY4 and CY5, who were studied at Massachusetts General Hospital/
Harvard Medical School (MGH).
To put the findings from the PS1 mutation carriers into context, we
compared their PiB–PET data with that of 12 sporadic AD subjects
(68.5 ⫾ 8.6 years) and 18 cognitively normal controls (70.3 ⫾ 15.3 years),
none of whom had any family history of eoFAD. Four relatively young
controls (39, 45, 45, and 48 years) were included among these 18 controls
because of the young ages of the PS1 mutation carriers (35– 49 years).
PiB–PET data for six of these AD and six control subjects have been
published previously (Lopresti et al., 2005; Price et al., 2005) and were
presented again here in Figure 5 along with additional new AD (n ⫽ 6)
and control (n ⫽ 12) data solely for comparison with the data from the
PS1 mutation carriers (none of which has been published previously).
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Cognitively normal controls occasionally show clear evidence of PiB
retention from visual inspection of the PiB image and quantitative analysis of the scan data (Mintun et al., 2006). These “PiB-positive controls”
were not included here for the purpose of defining the range of PiB
retention in amyloid-negative control brains. However, one such PiBpositive control (NC ⫹, in which NC indicates “normal control”) with
early evidence of amyloid deposition is shown as an example in Figures 1
and 5 but was not included in any of the quantitative analyses.
All subjects were evaluated with standard neurological, psychiatric,
and neuropsychological examinations through the University of Pittsburgh Alzheimer Disease Research Center (ADRC) as described previously (Lopez et al., 2000; Price et al., 2005), or with an equivalent evaluation at MGH (CY4 and CY5). The neuropsychological test battery is
described below. All subjects and their caregivers (when appropriate)
provided informed consent for both the ADRC clinical examination and
the PET imaging protocol. This study was approved by the Human Use
Subcommittee of the Radioactive Drug Research Committees and the
Institutional Review Boards of the University of Pittsburgh and Massachusetts General Hospital. The C410Y subjects were initially recruited at
the University of Massachusetts and participated in a CSF A␤ and tau
study there (Moonis et al., 2005).

Neuropsychological evaluation
The neuropsychological test battery was designed to assess those cognitive domains known to be impaired in AD and also to be sensitive to MCI
(Petersen, 2004; Gauthier et al., 2006) in younger individuals and included tests of attention, memory, visuoconstructive/spatial ability, language, and executive functioning. The test batteries included the Mini
Mental State Exam (MMSE) (Folstein et al., 1975), Clinical Dementia
Rating Scale (CDR) (Morris, 1993), the Consortium to Establish a Registry for Alzheimer’s Disease (CERAD) Word List Learning (WLL) Delayed Recall Test (Welsh-Bohmer et al., 1994), the Wechsler Adult Intelligence Scale III Digit Span forward and backward (Wechsler, 1997),
Trail Making Parts A and B (Reitan, 1958), letter fluency (words beginning with the letters “F,” “A,” or “S”) (Benton, 1968), category fluency
(animals) (Borkowski et al., 1967), Boston Naming Test (Saxton 30-item
version) (Saxton et al., 2000), and Modified Rey-Osterrieth Figure copy
(maximum of 24) (Becker et al., 1987). The two subjects studied at MGH
had the Free and Cued Selective Reminding Test (FCSRT free recall)
(Buschke, 1984) substituted for the CERAD WLL and the Benton Visual
Form Discrimination Test (VFDT) (Benton et al., 1994) substituted for
the Modified Rey-Osterrieth Figure copy.

PET studies
Tracer and acquisition. High specific-activity PiB (carbon-11 labeled) was
produced as described previously (Wilson et al., 2004). The PIB–PET
data were acquired as described recently by Lopresti et al. (2005). PET
imaging was conducted using a Siemens (Munich, Germany) CTI ECAT
HR⫹ scanner (three-dimensional mode; 15.2 cm field of view; 63 image
planes; reconstructed image resolution of ⬃6 mm). The subject’s head
was immobilized to minimize head motion during the scan. PIB was
injected intravenously (14.4 ⫾ 1.9 mCi, over 20 s; specific activity, 1.5⫾.7
Ci/mol). For the 10 subjects studied in Pittsburgh, dynamic PET scanning was performed over 90 min (34 time frames). The two subjects
studied at MGH were scanned on a GE Scanditronix (Uppsala, Sweden)
PC4096WB scanner (two-dimensional mode; 9.7 cm axial field of view;
15 image planes), and PiB–PET data were acquired over 60 min (69
frames). Subjects studied in Pittsburgh also underwent magnetic resonance imaging (MRI) scans. Before the PET imaging sessions in Pittsburgh, a spoiled gradient recalled MR scan was obtained for each subject
for MR-PET image coregistration and anatomical volume-of-interest
(VOI) definition as described previously (Lopresti et al., 2005; Price et al.,
2005). Unlike previous studies (Lopresti et al., 2005; Price et al., 2005),
MRI-based partial volume correction of the Pittsburgh data were not
performed, to be comparable with the MGH data (for which no MRI data
were available). VOIs were defined on the coregistered MR image as
described previously (Price et al., 2005) and included the following: frontal cortex, precuneus/posterior cingulate gyrus, parietal cortex, anterior–
ventral striatum, occipital cortex, mesiotemporal cortex, thalamus, cer-

ebellum, and pons. The mesiotemporal cortex region included the
amygdala, hippocampus, entorhinal cortex, and other portions of the
parahippocampal gyrus. Equivalent VOIs were generated for the PET
images of the MGH subjects without the use of MRI. Additional areas
covering a large portion of the brain also were analyzed as described
previously (Price et al., 2005), but the findings in these additional areas
correspond closely to the representative sample discussed here.
Choice of reference region. Analysis of the PiB–PET data used the standardized uptake value (SUV) approach (Klunk et al., 2004). This was
chosen over the previously validated and commonly used Logan graphical analysis approach (Price et al., 2005) for several reasons. First, because arterial blood data were not available for 7 of the 10 subjects, the
Logan distribution volume (DV) using an arterial input function could
not be determined (Price et al., 2005). Second, the applicability of the
cerebellar reference tissue approach to the Logan graphical method (Lopresti et al., 2005; Mintun et al., 2006) could not be fully justified for the
eoFAD subjects because postmortem studies of PS1 mutation carriers
have shown significantly greater A␤ plaque densities in the cerebellum
compared with sporadic AD and controls (Lippa et al., 1996; Mann et al.,
2001). This is consistent with the finding that PiB retention in the cerebellum of the eoFAD subjects, when expressed as the SUV, appeared to
increase with age in the eoFAD subjects (r ⫽ 0.826; p ⫽ 0.003). PiB
retention with age was not observed in sporadic AD cases. However,
because there was no significant age-related increase of PiB retention in
the pons of the eoFAD cases, the pons was used as the reference tissue for
this study. The use of pons as an amyloid-free reference is supported by
studies showing an absence of pontine A␤ plaques (Thal et al., 2002) and
cerebrovascular amyloid (Kyriakides et al., 1994) in the vast majority of
sporadic AD cases. Minoshima et al. (1995) have previously used the
pons as a reference region for glucose metabolic PET studies in AD for
similar reasons. In subjects without amyloid, the pharmacokinetics of
PiB differs in the pons (and subcortical white matter) compared with
cortical areas (Price et al., 2005). Therefore, PiB pharmacokinetics in the
pons may not adequately represent the cortical tissue kinetics of nonspecifically bound and free PiB. As a result, PiB retention in the pons was not
used as an input function for the Logan reference tissue method (Logan
et al., 1996). As a compromise, the SUV ratio using pons as the reference
tissue (SUVRpons) was chosen as the preferred method of analysis for
this eoFAD study.
Choice of analysis window. Although 90 min of data were collected for
the subjects studied in Pittsburgh, the SUVRpons values were averaged
over 40 – 60 min because the MGH data were collected for only 60 min.
SUVR data averaged over 40 – 60 min has been shown previously to
compare well with Logan DV ratio (DVR) data collected over 90 min
(Lopresti et al., 2005). In this study, the 40 – 60 min SUVRpons values in
the control and sporadic AD cases were highly comparable with the
Logan DVR data using an input function derived from cerebellar tissue
radioactivity [referred to as the CER90 method by Lopresti et al. (2005)]
(e.g., for anterior–ventral striatum, r ⫽ 0.95; p ⬍ 0.000001; slope, 1.07).
Furthermore, we saw no significant difference in the pons SUV in control
(1.44 ⫾ 0.26), AD (1.43 ⫾ 0.33), and eoFAD groups (1.50 ⫾ 0.20),
making this a good reference region. Separate analyses were run using the
CER90 method and yielded equivalent results.
The quantitative analysis (see Fig. 5) was performed over the 40 – 60
min epoch for all Pittsburgh and MGH cases. However, the MGH images
shown in Figure 2 represent data averaged over a longer time period (i.e.,
20 – 60 min) to minimize noise in the images and facilitate the comparison with the Pittsburgh images. The increased noise in the MGH images
was a result of differences in scanner type, two-dimensional versus threedimensional acquisition, short frame durations, and image processing.
All other images, except the two MGH images in Figure 2, represent
parametric SUVRpons data collected over 40 – 60 min.

Statistical methods
The statistical significance of group differences was tested for each VOI
using the Wilcoxon’s rank-sum test (␣ ⫽ 0.05, two-sided, exact inference) (Hollander and Wolfe, 1973). A nonparametric method was used
because of the small sample sizes. The p values for group differences were
corrected for multiple comparisons using the Bonferroni’s method
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Figure 1. PiB–PET and MRI images from sporadic AD and two older controls. Transaxial PiB–PET SUVRpons images (40 – 60
min) from a mild AD patient (77 years old; MMSE of 27), a normal elderly control (NC ⫺: 72 years old; MMSE of 30), an elderly
PiB-positive normal control (NC ⫹) at baseline (MMSE of 30) and 2 years later (MMSE of 29), along with the MRI of the NC ⫹
subject. The age of the NC ⫹ subject was in the mid-70s and is not specified for reasons of confidentiality and blinding. A tracing of
the location of the striatum from each subject’s MRI scan is superimposed on the respective PiB image, but only the MRI for the
NC ⫹ subject is shown (far right).
(Bland and Altman, 1995). The level of statistical significance was set at
0.00625 (0.05/8 brain regions).

Histological analysis

Amyloid histology and A␤ immunohistochemistry were performed on
Formalin-fixed tissue sections obtained from the Drexel University College of Medicine brain bank, as described in detail previously (Ikonomovic et al., 2004). Briefly, tissue sections were stained with a mouse
monoclonal antibody 10D5 (A␤1–16, 1:1500; Elan Pharmaceuticals, San
Francisco, CA) using a signal intensification method with imidazole acetate buffer and DAB/nickel ammonium sulfate. For 6-CN-PiB and X-34
fluorescent histochemistry, slides were incubated with 6-CN-PiB (45
min) or X-34 (10 min), washed in dH2O, differentiated in 80% ethanol/
0.2% NaOH and PBS, respectively, washed in dH2O, and coverslipped
(Ikonomovic et al., 2006).

Results
Clinical characterization
No subject showed active psychiatric disorders or neurological
abnormalities other than the cognitive problems described below. The specific PS1 mutation, neuropsychological test scores,
clinical diagnosis, and apolipoprotein E (ApoE) genotype of each
subject are shown in Table 1 in which subjects are coded according their mutation and age [e.g., CY1(35), in which “CY” refers to
the C410Y mutation, “1” is an arbitrary subject number, and “35”
represents the age when scanned]. Quantitative ratings of extrapyramidal symptoms according to CERAD (Morris et al., 1989)
or the Unified Parkinson’s disease rating scale (UPDRS) (Fahn
and Elton, 1987) are shown in Table 1. All subjects had either no
symptoms or clinically insignificant symptoms, and no subject
was judged to have symptoms that would suggest Parkinson’s
disease.
PS1 mutation carriers CY1(35), CY3(38), and CY4(42) scored
entirely within the normal range on all neuropsychological tests
(i.e., within 1 SD of control norms). Subjects CY2(37) and
CY5(45) had mild difficulty on visuoconstructive tests, with
CY5(45) also exhibiting mild attentional difficulty, whereas performance on all other tests was normal. They did not meet clinical
criteria for AD or MCI (Petersen, 2004; Gauthier et al., 2006).
Subject AP1(35) (in which “AP” refers to the A426P mutation
and the rest is as above) showed mild memory deficits and mild
difficulties with word generation and confrontation naming.
Subject AP2(43) exhibited mild difficulty on tests of memory and
visuoconstructive ability. The test performances for AP1(35) and
AP2(43) met criteria for “Amnestic MCI–Multiple Domain” (Petersen, 2004; Gauthier et al., 2006). Subject AP4(46) exhibited
moderate difficulty on tests of memory, with normal performance on other tests, a pattern that characterizes “Amnestic
MCI–Single Domain.” Subjects AP3(45) and AP5(49) both met

clinical criteria for AD (McKhann et al.,
1984; Lopez et al., 2000). Both exhibited
memory and language impairments, but
their most severe deficits were evident on
tests of visuoconstructive ability and executive functioning. The family reported
that AP1(35) had a documented learning
disorder in high school and suspected that
AP3(45) and AP5(49) did as well, but they
were never formally tested. All test performances of the CY-C(35) control subject
were within normal limits. The AP-C(47)
control subject showed only very mild difficulty on the visuoconstructive test but
was well within normal limits overall.

Pattern of PiB distribution in sporadic AD and controls
Sporadic AD subjects (n ⫽ 12) and controls (n ⫽ 18) from the
general population were studied for comparison with the PS1
mutation carriers. Transaxial PiB images from a typical mild AD
subject (77 years of age; MMSE of 27) and a typical normal control (NC ⫺; 72 years of age; MMSE of 30) are shown in Figure 1. As
described previously (Klunk et al., 2004; Lopresti et al., 2005;
Price et al., 2005), the AD patient had marked PiB retention in
cortical areas known to show heavy plaque load in postmortem
studies (Thal et al., 2002). PiB retention in the AD patient also
was high in the striatum, an area known to contain extensive
fibrillar amyloid deposits in AD (Braak and Braak, 1990; Brilliant
et al., 1997). PiB retention was particularly elevated in anterior
and ventral areas of the striatum in sporadic AD subjects (see Fig.
3). In contrast, no increased PiB retention was observed in cerebellum or white matter, areas known to contain little if any fibrillar amyloid deposition in sporadic AD (Joachim et al., 1989).
Typically, very little cortical PiB retention was present in cognitively normal controls, and only small amounts of residual, nonspecific PiB retention was seen in white matter in amounts identical to those observed in AD (Fig. 1, NC ⫺) (Klunk et al., 2004).
In a few cognitively normal controls, we observed varying
amounts of PiB retention in cortical areas. An example of one
such “mildly PiB-positive normal control” (NC ⫹) can be seen in
Figure 1. This subject was scanned at baseline and 2 years later
and showed progressive PiB retention, predominantly in the left
frontal lobe. The coregistered MRI shows the outline of the striatum, and the PiB–PET image shows very little PiB retention in
striatum in this NC ⫹ subject.
Pattern of PiB distribution in PS1 mutation carriers
A noncarrier cousin of the PS1C410Y carriers [CY-C(35)]
showed PiB retention that was indistinguishable from typical
control subjects (Fig. 2). However, the five PS1C410Y carriers
showed a pattern of PiB retention that was very different from
any pattern observed previously in control or AD subjects but was
remarkably similar among the five PS1C410Y carriers (Fig. 2).
Most notable was the significantly high and focal PiB retention in
the striatum coupled with a relative lack of PiB retention in the
cortical areas typically affected by AD (see Fig. 1). Most of the
PS1C410Y carriers did show moderately increased PiB retention
in the neocortical areas and thalamus as well but not to the degree
observed in the striatum (see Fig. 5). Details of the pattern of
amyloid deposition in a PS1C410Y carrier compared with a sporadic AD case are shown in Figure 3. The deposition in the
PS1C410Y carrier covers almost the complete extent of the caudate and putamen, but the globus pallidus appeared to be unaf-
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Quantitative analyses of PiB retention
The site of data acquisition (Pittsburgh or MGH) and scanner
type (Seimens or GE) did not appear to have an impact because
the quantitative data (Fig. 5) were very consistent across the two
sites. When PiB retention was expressed quantitatively, several
patterns emerged that fell into four groups (Fig. 5), as follows.
Large increase in AD and smaller increase in PS1
mutation carriers
In the neocortical regions in which there was a large increase in
PiB retention in sporadic AD subjects compared with controls
(i.e., frontal, precuneus/posterior cingulate, and parietal cortices), there was a much smaller increase in PiB retention in the PS1
mutation carriers. For example, PiB retention in the parietal cortex of the PS1 mutation carriers was significantly smaller than
that in the sporadic AD subjects ( p ⫽ 3.1 ⫻ 10 ⫺6). The parietal
PiB retention in sporadic AD subjects was 196 ⫾ 27% of the
control value ( p ⫽ 3.8 ⫻ 10 ⫺8), but the parietal PiB retention in
the PS1 mutation carriers was only 127 ⫾ 10% of the control
value, although this smaller increase was still significant ( p ⫽
4.5 ⫻ 10 ⫺6). This also was true of frontal and precuneus/posterior cingulate cortex.
Large increase in AD and larger increase in PS1 mutation carriers
In contrast to the neocortical areas discussed above, PiB retention
in the anterior/ventral striatum (predominantly anterior portions of caudate and putamen) (Fig. 3) in sporadic AD subjects
was 212 ⫾ 23% of the control value ( p ⫽ 3.8 ⫻ 10 ⫺8) but was
even higher (246 ⫾ 32%; p ⫽ 2.4 ⫻ 10 ⫺7) in the PS1 mutation
carriers. Interestingly, approximately half of the PS1 mutation
carriers [CY1(35), CY2(37), CY3(38), AP2(43), and AP4(46)]
had higher PiB retention in the anterior/ventral striatum than
any AD subject (Fig. 5).
Figure 2. PS1C410Y mutation carriers: PiB–PET and MRI images. Transaxial PiB–PET SUVRpons images from five cousins who carry the PS1C410Y mutation and a cousin without the
mutation, CY-C(35). All are cognitively normal. The top row shows the MRI and PiB–PET scan of
CY1(35) and the PiB–PET of the noncarrier cousin. The middle row shows the two other
PS1C410Y carrier cousins studied in Pittsburgh. The bottom row shows two PS1C410Y carrier
sibs (cousins of the Pittsburgh subjects) that were imaged at MGH (averaged over 20 – 60 min to
facilitate comparison with the Pittsburgh images; see Materials and Methods). A tracing of the
location of the striatum from each Pittsburgh subject’s MRI scan is superimposed on the respective PiB image, but only the MRI for the CY1(35) subject is shown (top left).

fected except for some diffusion of signal from the putamen. In
sporadic AD, high levels of PiB retention were always observed in
the anterior and ventral portions of the striatum, but the more
dorsal and posterior portions of the striatum were not as involved
as they were in the PS1 mutation carriers. The example shown in
Figure 3 represents the most severely affected striatum in the
sporadic AD group. It is very clear that the focality of the striatal
PiB retention, as expressed by the striatal/neocortical ratio, in
sporadic AD cases (1.09 ⫾ 0.14; range of 0.92–1.37) was very
different from that observed in the PS1 mutation carriers (1.76 ⫾
0.27; range of 1.38 –2.24; p ⬍ 0.00001).
As in the PS1C410Y family, the noncarrier sibling from the
PS1A426P kindred [AP-C(47)] had PiB retention typical of control subjects (Fig. 4). The five PS1A426P carriers showed focal
striatal PiB retention similar to the PS1C410Y carriers, although
the extent of retention was somewhat less (Fig. 4). Comparable
with the PS1C410Y kindred, increased PiB retention also was
observed in the neocortex and thalamus of the PS1A426P carriers
but to a lesser degree than the increase observed in sporadic AD
(Figs. 3, 4). AP3(45) and AP5(49) both showed relatively little
neocortical PiB retention for subjects with clinical AD in both the
images and the quantitative data (Fig. 5).

Moderate increase in both AD and PS1 mutation carriers
In brain areas in which PiB retention in AD subjects was moderately increased over controls (such as the occipital and mesial
temporal cortex and thalamus), PiB retention in the PS1 mutation carriers also was increased over controls to a degree similar
to that observed in AD subjects.
Little or no increase in both AD and PS1 mutation carriers
In the cerebellum, in which AD subjects show little if any increase
in PiB retention over controls, the PS1 mutation carriers showed
a small but significant increase in PiB retention over controls. In
white matter areas such as pons (SUV without ratio; see Materials
and Methods) and subcortical white matter, there was no significant difference between controls and either sporadic AD subjects
or PS1 mutation carriers (data not shown).
Histological analysis of postmortem tissue
To determine whether there was histological evidence of heavy
amyloid deposition in the striatum (relative to cortex) of PS1
mutation carriers, we examined postmortem striatal tissue sections from the affected parent (i.e., mutation carrier who developed clinical AD) of two PS1C410Y carriers included in this
study. The results were comparable in the affected parent of both
carriers, and photomicrographs of processed tissue sections from
one of the affected parents are shown in Figure 6. Near-adjacent
tissue sections were immunostained with the 10D5 anti-A␤ antibody (Fig. 6 A, D) or histostained with a highly fluorescent derivative of PiB (Mathis et al., 2003) (6-CN-PiB) (Fig. 6 B, E) and the
highly fluorescent Congo red derivative X-34 (Styren et al., 2000;
Ikonomovic et al., 2006) (Fig. 6C,F ). Figure 6 shows that numer-
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Figure 3. Detailed regional distribution of striatal PiB retention in a PS1C410Y mutation carrier and a subject with sporadic AD. Areas with high levels of PiB retention (SUVRpons ⬎1.3) are
superimposed over coronal, sagittal and transaxial MR images. The corresponding unobstructed MR images are shown to the right of each PiB overlay to aid in anatomical definition. PiB retention
in an asymptomatic PS1 mutation carrier, CY2(37), is shown in the left six columns and that in a mild, sporadic AD subject (MMSE of 25) is shown on the right. Every other slice (2.4 mm) in the coronal,
sagittal, and transaxial planes is shown through the entire distribution of PiB retention in the striatum. Full sagittal and transaxial slices are included at the bottom to show the marked striatal focality
in the PS1 mutation carrier compared with the extensive cortical involvement in the sporadic AD subject.

ous A␤-immunoreactive and 6-CN-PiB- or X-34-positive
plaques are distributed densely in the striatum, which is free of
other (i.e., neuritic) amyloid pathology. Striatal A␤immunoreactive plaques had a diffuse appearance, but the staining with the ␤-sheet stain X-34 indicates that they contained
substantial amounts of fibrillar amyloid. A␤-immunoreactive
and 6-CN-PiB/X-34-positive plaques also were present in the
adjacent neocortex, in which they appeared as well defined circular deposits that were of considerably lower densities compared
with striatal plaques (Fig. 6 D–F are representative of cortical areas with the greatest concentrations of plaques). Occasional neurofibrillary tangles were observed with X-34 histostaining in the
neocortex but not in the striatum. Although Lippa et al. (1996)
previously noted that the overall grade of amyloid angiopathy
was slightly greater in eoFAD than in sporadic AD, there was little
or no cerebrovascular amyloid in the limited tissue samples available for examination for these two particular PS1 cases, although
a previous postmortem study reported mild-to-moderate amyloid angiopathy in the frontal cortex of PS1 C410Y mutation
carriers (Mann et al., 2001).

Discussion
This report represents the initial findings from what is designed
to be a longitudinal study to delineate the natural history of amyloid deposition in eoFAD. To our knowledge, this is the first
report of amyloid imaging in asymptomatic carriers of PS1 mutations, some of whom are more than 10 years younger than the
age at which onset of cognitive symptoms would be expected
(e.g., 48 years for the PS1C410Y mutation carriers). The findings
suggest that amyloid deposition in these two families begins in
the striatum well before the onset of cognitive symptoms.
Previous studies using structural MRI and [ 18F]fluorodeoxyglucose (FDG) PET determination of cerebral metabolic rate for
glucose have shown changes in presymptomatic and symptomatic eoFAD subjects. Fox and colleagues (Schott et al., 2003;
Ridha et al., 2006) reported that changes in hippocampal atrophy
rate were evident 5.5 years before a diagnosis of AD. Two early
reports showed decreased cerebral metabolism by FDG–PET in
symptomatic eoFAD subjects (Cutler et al., 1985; Guze et al.,
1992), and three groups have shown evidence of temporoparietal
hypometabolism in asymptomatic individuals at risk for eoFAD
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Figure 4. PS1A426P mutation carriers: PiB–PET and MRI images. Transaxial PiB–PET SUVRpons images (40 – 60⬘) from five siblings who carry the PS1A426P mutation and a sibling
without the mutation [AP-C(47)] are shown. The clinical diagnoses of the mutation carriers are
noted. The MRI of the AP1(35) MCI subject is shown as an example. A tracing of the location of
the striatum from each subject’s MRI scan is superimposed on the respective PiB image, but only
the MRI for the AP1(35) MCI subject is shown (top left).

(Kennedy et al., 1995; Rossor et al., 1996; Wahlund et al., 1999;
Matsushita et al., 2002).
In the present study, the 10 subjects from two unrelated families, carrying two different PS1 mutations, unexpectedly showed
a strikingly similar, focal deposition of amyloid deposition that
appears to begin in the striatum. Initially, this striatal amyloid
deposition appears to be clinically silent, at least in the PS1C410Y
family. Overall, there did not appear to be a recognizable pattern
of amyloid deposition that distinguished the PS1 mutation carriers with clinical AD from the less impaired or asymptomatic
subjects. The data currently available from sporadic AD patients,
MCI patients, and cognitively normal older subjects who show
low levels of PiB retention (e.g., NC ⫹ of this study) do not suggest
that amyloid deposition typically begins in the striatum early in
the course of sporadic AD (Mintun et al., 2006). In these older
subjects, the earliest deposition appears to be in the frontal cortex
and the precuneus/posterior cingulate region (Mintun et al.,
2006). These same areas show small increases in most of the PS1
mutation carriers in this study.
The postmortem pattern of amyloid deposition in PS1 mutation carriers with clinical dementia has been reported to be very
similar to the pattern observed in sporadic AD (Lippa et al.,
1996). Another postmortem study suggested that PS1 mutation
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carriers have similar loads of A␤40-containing plaques and
greater loads of A␤42(43)-containing plaques in their frontal cortex compared with sporadic AD cases (Mann et al., 2001). Both of
these previous studies included deceased individuals from the
PS1C410Y kindred included in this study. However, neither of
these studies included the striatum in their analysis. Our limited
analysis of striatal and nearby cortical tissue suggests that the
number of plaques in the cortex never reaches the level observed
in the striatum of PS1C410Y mutation carriers.
Taking the data from this study together with the previous
postmortem studies, we can hypothesize a natural history of amyloid deposition in the PS1C410Y mutation carriers. In these individuals, amyloid deposition appears to begin in the striatum
before the mid-30s, well before the onset of symptoms. Amyloid
deposition in the striatum progresses rapidly and may reach an
early plateau. Sometime after the striatal amyloid becomes well
established, neocortical amyloid deposition begins in a pattern
that is similar to that seen in the first stages of sporadic AD. By the
time of death, the neocortical amyloid pathology reaches or exceeds that typical for sporadic AD but never reaches the density
observed in the striatum. It may be that cognitive symptoms do
not occur in PS1C410Y mutation carriers until neocortical
plaque pathology becomes substantial (and perhaps neurofibrillary tangle pathology as well).
In the PS1A426P mutation carriers, it is more difficult to form
a hypothesis about the natural history of amyloid deposition because of the absence of postmortem tissue from late-stage cases.
However, the initial events in the striatum appear to be similar to
the PS1C410Y mutation carriers. What is unclear is whether the
PS1A426P mutation carriers ever reach a level of cortical amyloid
deposition that would be typical of sporadic AD. Even the oldest,
PS1A426P mutation carrier, who already carries a clinical diagnosis of AD, had not yet acquired a pattern of amyloid deposition
that is typical of sporadic AD. In a previous study, a sporadic
AD-like pattern was often already present in late-onset MCI subjects (Lopresti et al., 2005). Therefore, doubt remains about
whether the PS1A426P mutation will ultimately lead to the typical pattern of PiB retention seen in sporadic AD or whether the
pattern will remain atypical throughout the clinical course. Another possibility that must be entertained is that AD-like neocortical plaque deposition is present in the symptomatic PS1A426P
mutation carriers but is not detected by PiB–PET in the same
manner as neocortical plaque deposits in sporadic AD.
It is not yet known whether these two PS1 mutation kindreds
are representative of eoFAD mutation carriers in general. To
date, there is one other report of amyloid imaging using PiB in a
symptomatic patient with eoFAD. Theuns et al. (2006) reported
widespread retention of PiB, typical of that observed in sporadic
AD, in a 57-year-old patient (MMSE of 18) with a novel K724N
mutation in the C-terminal intracytosolic fragment of APP. The
subject showed no disproportionate PiB retention in the striatum. Although the regional distribution of amyloid deposition in
this APPK724N mutation carrier before the onset of symptoms is
not known, the typical sporadic AD-like pattern of amyloid deposition in this subject raises the question of whether other eoFAD
carriers will show the early striatal amyloid deposition observed
in this study.
Although the focal nature and very early appearance of this
striatal pathology was surprising in these eoFAD cases, the postmortem presence of striatal amyloid in sporadic AD has been
described previously. Extensive amyloid deposition has been reported to occur in the striatum and thalamus of virtually all AD
patients (Braak and Braak, 1990; Suenaga et al., 1990; Brilliant et
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and circuitry present may explain the differences in tissue reactivity to A␤ deposits between cortical areas and the
striatum. A full understanding of these
factors may provide important clues for
the development of therapies that could
help protect cortical neurons from the
toxic effects of A␤.
It will be important to address the
cause of the very early amyloid deposition
in the striatum of the PS1 mutation carriers. Although the reason is not yet known,
we also have seen disproportionate retention of PiB in the striatum of an APP mutation carrier and a nondemented Down
syndrome subject (our unpublished observations), although both of these cases
had more cortical involvement than any of
the PS1 mutation carriers included in this
report. These early-onset forms of AD all
share overproduction of A␤ (particularly
Figure 5. Quantitative assessment of PiB retention in controls, AD subjects, and PS1 mutation carriers. Rectangles show the the 42 amino acid form) as a proposed
range of PiB retention for cognitively normal controls (red), AD subjects (blue), and PS1 mutation carriers (white). The young mechanism of A␤ deposition (Younkin,
control (ages of 39 – 48 years) range is shown as a darker red box behind the full control range. PiB retention in individual subjects 1997), whereas decreased clearance might
are shown within each rectangle for controls (red diamonds), AD subjects (blue triangles), and PS1 mutation carriers with normal be more important in late-onset AD
cognition (white diamonds studied at Pittsburgh; black diamonds studied at MGH), mutation carriers with MCI (white circles), and (Whitaker et al., 2003). It may be that the
mutation carriers with AD (white triangles). The filled red diamond represents NC ⫹ from Figure 1 (shown for comparison but not cellular milieu of the striatum is particuincluded in the statistical analysis). PiB retention is expressed as the SUVR with pons as a reference averaged over 40 – 60 min after larly prone to amyloid deposition under
injection of PiB for all data. The means ⫾ SD are shown with error bars within each rectangle. p values for the difference between these conditions of overproduction. Alcontrols and PS1 mutation carriers are indicated in red along the bottom, and p values comparing PS1 mutation carriers with AD
though the relevance to human AD is not
patients are indicated in blue along the top (ns, not significant; *p ⬍ 0.005, **p ⬍ 0.00005, ***p ⬍ 0.0000005). Brain areas
known, it should be noted that striatal
included were the frontal cortex (FRC), precuneus (PRC), parietal cortex (PAR), anterior–ventral striatum (AVS), occipital cortex
amyloid deposition has been described in
(OCC), mesial temporal cortex (MTC), thalamus (THL), and cerebellum (CER).
a PS1/APP double-transgenic mouse
model (Perez et al., 2005).
al., 1997; Thal et al., 2002), and we observed substantial PiB reThe AP3(45) and AP5(49) subjects, who carry a clinical diagtention in the striatum of sporadic AD patients in our previous in
nosis of AD, both had lower PiB retention in frontal, temporopavivo studies (Fig. 1) (Klunk et al., 2004; Price et al., 2005). Alrietal, and precuneus cortices than most very mildly impaired
though neuritic plaques have been observed in ventral striatum
sporadic AD subjects. This leads to a question regarding the driv(Suenaga et al., 1990), most striatal plaques are not neuritic
ing force of the cognitive symptoms in these subjects. It is possible
(Suenaga et al., 1990; Brilliant et al., 1997). Despite this poorly
that a soluble form of amyloid that is not detected by PiB could be
understood paucity of neuritic changes in the striatum, striatal
driving the cognitive deficits in these subjects (Klein, 2006). In
plaques appear to be fibrillar as evidenced by the fact that they are
addition, there may be insoluble but less ordered fibrillar forms of
stained well by the fibril-specific Congo red derivative X-34 (Styamyloid in these PS1 mutation carriers. This has been observed in
ren et al., 2000). Our postmortem study of the two parents of
Tg2576 and PS1/APP transgenic mice that have heavy amyloid
PS1C410Y carriers included in this study also revealed marked
loads but bind PiB very poorly (Klunk et al., 2005). Finally, alsubcortical amyloid deposits, although by the time of death, corthough unlikely in subjects with a PS1 mutation, it is possible that
tical amyloid deposits had become extensive as well (Lippa et al.,
amyloid deposition is not driving the cognitive deficits. Whatever
1996). However, as observed in the present in vivo PiB study, the
the explanation, it is clear that the cortical PiB retention of these
postmortem striatal deposits were disproportionately high in the
two PS1A426P carriers with a clinical diagnosis of mild or modPS1C410Y mutation carriers.
erate AD is very different from that observed in sporadic mildIn addition to the lack of neuritic dystrophy, striatal amyloid
moderate AD.
deposits in both sporadic and eoFAD (despite being fibrillar) are
The findings presented here may have important implications
not typically associated with cell loss and do not cause extrapyrafor clinical trials of anti-amyloid therapies. Autopsy reports on
midal symptoms early in the clinical course. However, Parkinthree cases from the AN-1792 trial support the concept that
sonism has been reported in C410Y mutation carriers late in the
anti-A␤ immunotherapy can remove A␤ deposits from human
brain (Nicoll et al., 2003; Ferrer et al., 2004; Masliah et al., 2005).
course of the disease (Mann et al., 2001). This is reminiscent of
However, non-A␤ pathology remained in these cases, and the
the lack of tissue reaction observed around the diffuse plaques
overall clinical response seen in the AN-1792 immunotherapy
observed in the cerebellum. However, although the lack of toxic
trial was modest (Gilman et al., 2005). This suggests that, to attain
effects of cerebellar amyloid may be simply attributable to lack of
its optimal clinical effect, anti-amyloid therapy may need to be
extensive ␤-sheet conformation (Styren et al., 1998), another explanation must be sought for the lack of apparent amyloid toxicinitiated at the very earliest stages of amyloid deposition, before
ity in the striatum in which the deposits are primarily fibrillar.
extensive neurofibrillary changes, synapse loss, and neuronal
The presence or absence of tissue factors and the type of neurons
death. To achieve this goal, it may be necessary to start anti-
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amyloid therapy at preclinical stages. The
PS1 mutation carriers present a nearly
ideal situation for the testing of amyloidremoving therapies. There is strong evidence that altered amyloid metabolism is
the cause of dementia in these individuals,
and early reversal of this deposition
should have a significant impact on the
cognitive decline that their genetic status
ensures will occur in the absence of any
intervention. The present amyloid imaging studies have identified an early focal
target for anti-amyloid therapy in the striatum. In the C410Y kindred, this occurs at
least a decade before the expected onset of
symptoms. Any reversal of amyloid accumulation at this stage might represent a
successful treatment effect, and amyloid
imaging studies could provide a relatively
rapid assessment of the efficacy.
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