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In Alzheimer’s disease (AD), fibrillar b-amyloid pro-
tein (fAb) accumulates in the walls of cerebral vessels
associated with vascular smooth muscle cells (SMCs),
endothelium, and pericytes, and with microglia and
astrocytes in plaques in the brain parenchyma. Scav-
enger receptor class A (SR-A) and class B, type I (SR-
BI) mediate binding and ingestion of fAb by cultured
human fetal microglia, microglia from newborn
mice, and by cultured SMCs. Our findings that SR-BI
participates in the adhesion of cultured microglia
from newborn SR-A knock-out mice to fAb-coated sur-
faces, and that microglia secrete reactive oxygen spe-
cies when they adhere to these surfaces prompted us
to explore expression of SR-BI in vivo. We report here
that astrocytes and SMCs in normal adult mouse and
human brains and in AD brains express SR-BI. In
contrast, microglia in normal adult mouse and hu-
man brains and in AD brains do not express SR-BI.
These findings indicate that SR-BI may mediate inter-
actions between astrocytes or SMCs and fAb , but not
of microglia and fAb , in AD, and that expression of
SR-BI by rodent microglia is developmentally regu-
lated. They suggest that SR-BI expression also is
developmentally regulated in human microglia.
(Am J Pathol 2001, 158:825–832)

Scavenger receptor class A (SR-A) is expressed by
mononuclear phagocytes (monocytes, macrophages,
microglia and Mato cells, follicular dendritic cells in ger-
minal centers, high-endothelial venular cells in lymphoid
organs, and in the endoplasmic reticulum and Golgi
membranes of fibroblasts and smooth muscle cells
(SMCs).1–5 SR-A mediates adhesion of macrophages

and microglia to fibrillar b-amyloid protein (fAb)-contain-
ing matrices and ingestion of fAb by these cells.

Scavenger receptor class B, type I (SR-BI) was first
identified as a receptor for high-density lipoproteins on
hepatocytes, adipocytes, and nonplacental steroido-
genic cells.6 Subsequently, it has been identified on the
surfaces of monocytes, macrophages,7–9 and in endo-
somes of cultured SMCs from brain.5 Paresce and col-
leagues’ report10 that Chinese hamster ovary (CHO) cells
transfected with SR-BI bind and endocytose fAb showed
that SR-BI, like SR-A, has the capacity to promote cellular
interactions with fAb.

In studying interactions between microglia from mice
whose class A scavenger receptors had been genetically
disrupted (SR-A2/2 mice) and fAb, we discovered that
cultured microglia from newborn SR-A2/2 mice and from
wild-type (SR-A1/1) mice express SR-BI.36 This led us to
investigate the expression of this receptor in brain cells of
normal adult mice and humans and of patients with Alz-
heimer’s disease (AD). Our findings that SR-BI is ex-
pressed by astrocytes and vascular SMCs, but not by
microglia, in the brains of normal adult mice and humans
and of patients with AD indicate that SR-BI is develop-
mentally regulated in mice. They suggest that expression
of SR-BI by microglia is down-regulated during postnatal
development in mice and probably in humans as well,
and that SR-BI mediates interactions between astrocytes
and fAb in senile plaques and between SMCs and fAb in
amyloid angiopathy.
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Materials and Methods

Blocks of frozen human brain and 5-mm-thick formalin-
fixed paraffin-embedded human brain sections from con-
trol (n 5 4) and AD patients (n 5 4) were provided by the
Columbia University Brain Bank (Columbia University,
New York, NY). Brains from adult mice (BALB/c, 6 to 8
weeks of age; Jackson Laboratory, Bar Harbor, ME) were
fixed in 10% formalin in phosphate-buffered saline (PBS)
for 24 hours, embedded in paraffin, and 5-mm sections
were prepared. Cryosections (8 mm) were fixed in ice-
cold acetone (Sigma Chemical Co., St. Louis, MO) for 10
minutes, and stored at 280°C until used. Formalin-fixed
paraffin-embedded samples were treated with DeWax
(InnoGenex, San Ramon, CA) according to the manufac-
turer’s instructions, washed in PBS, incubated in 1
mmol/L Na-Citrate (pH 6.0) in double-distilled water for
30 minutes at 93 to 98°C to facilitate antigen renaturation,
and washed in PBS. For immunocytochemistry, antibod-
ies were diluted in PBS supplemented with 3% goat
serum (Vector Laboratories, Burlingame, CA). Sections
were incubated in PBS supplemented with 20% goat
serum for 20 minutes, incubated with primary antibody as
indicated in Table 1 and in the figure legends, washed
three times in PBS, incubated with secondary antibody as
indicated in Table 1 and in the figure legends, and
washed three times in PBS, all at room temperature.
Peroxidase-coupled secondary antibodies were visual-
ized with diaminobenzidine (Sigma Chemical Co.) as
chromogen according to the manufacturer’s instructions.
Some sections were doubly stained to visualize peroxi-
dase- and alkaline phosphatase-labeled antibodies. In
these instances, Tris-buffered saline (Sigma Chemical
Co.) supplemented with 3% goat serum was used for
incubations and washes, and alkaline phosphatase was

visualized with BCIP/NBT (DAKO, Carpinteria, CA) as
chromogen according to the manufacturer’s instructions.
After incubation with primary antibody, frozen sections
were incubated in 1% aqueous thioflavin S solution (Sig-
ma Chemical Co.) for 10 seconds, rinsed in 80% alcohol,
and washed in PBS.

To confirm the specificity for SR-BI of the commer-
cial polyclonal rabbit anti-SR-BI antisera used in these
experiments we performed two types of control exper-
iments. 1) We absorbed diluted rabbit anti-SR-BI se-
rum (1:100) and rabbit anti-SR-BI/II serum (RED-I) (1:
100) with 106/ml mock-transfected, or SR-BI-
transfected CHO cells (a generous gift from Dr. M.
Krieger, Massachusetts Institute of Technology) for 20
minutes at room temperature, pelleted the cells, col-
lected the supernatant and repeated the absorption
step with fresh cells four more times. 2) We stained
unfixed mock-transfected, or SR-BI-transfected CHO
cells with these antisera as follows. SR-BI-transfected
or mock-transfected CHO cells (104 cells/50 ml) were
suspended in Krebs-Ringer buffer supplemented with
1 mmol/L glucose (Sigma Chemical Co.) and 0.1%
bovine serum albumin (Sigma Chemical Co.) (KRBG-
A), and plated on multispot glass slides (Shandon,
Pittsburgh, PA) for 2 hours at 37°C in a 5%CO2/95% air
atmosphere. The cells were blocked by incubation with
KRBG-A containing 20% goat serum (Vector Laborato-
ries) for 30 minutes at 4°C, and incubated with ab-
sorbed (as described above) or nonabsorbed rabbit
anti-SR-BI serum (1:100) or with rabbit anti-SR-BI/II
serum (RED-I) (1:100), washed, incubated with 1 mg/ml
of biotinylated goat anti-rabbit IgG, fixed in 10% for-
malin in PBS for 20 minutes at room temperature,
washed in PBS, and incubated with 2 mg/ml avidin-

Table 1. List of Primary and Secondary Antibodies and Control Antibodies Used in First (I) and Second (II) Staining Cycle for
Double Labeling

Figure

I. Primary antibody
Polyclonal rabbit anti-SR-BI (1:100), (Novus Biologicals, Littleton, CO) 1a, 1g, 1j, 2a–h
Polyclonal goat anti-GFAP (1:100) (Santa Cruz Biotechnology, Inc., Santa Cruz, CA) 1e
Polyclonal rabbit anti-SR-BI/BII (RED-I; 1:100) (Novus Biologicals) 2k

I. Secondary antibody
Alexa 488-labeled goat anti-rabbit IgG (1:1000) (Molecular Probes, Eugene, OR) 1a, 1g, 1j
Alexa 568-labeled donkey anti-goat IgG (1:1000) (Molecular Probes) 1e
HRP-conjugated goat anti-rabbit IgG (1:20) (Sigma) 2a–g
Alexa 594-labeled goat anti-rabbit IgG (1:1000) (Molecular Probes) 2h, 2k

II. Primary antibody
Monoclonal mouse anti-GFAP (IgG1, 1:400) (Chemicon, Temecula, CA) 1b
Monoclonal mouse anti-CD68 (IgG3,k, undiluted) (DAKO) 1h, 2a, 2c–g
Polyclonal rabbit anti-SR-BI (1:100) (Novus Biologicals) 1d
Monoclonal rat anti-mouse CD11b (IgG2b, 1:50) (Chemicon) 1k
Monoclonal mouse anti-NFT (IgG2b, 1:50) (BioMarkers, Fremont, CA) 2i

II. Secondary antibody
Alexa 594-labeled goat anti-mouse IgG (1:1000) (Molecular Probes) 1b, 1h
AP-conjugated goat anti-mouse IgG (1:20) (Sigma) 2a, 2c–g
Alexa 594-labeled goat anti-rat IgG (1:1000) (Molecular Probes) 1k
Alexa 488-labeled goat anti-rabbit IgG (1:1000) (Molecular Probes) 1d
Alexa 488-labeled goat anti-mouse IgG (1:1000) (Molecular Probes) 2i

Control antibodies
Rabbit IgG (Protein A-purified rabbit serum), (Serotec); rat IgG2b, (Pharmingen); mouse
IgG3,k, (DAKO);
Mouse IgG1, (Pharmingen); mouse IgG2b, (Pharmingen)
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Figure 1. Immunostaining of brain from patients with AD and from normal adult mice for SR-BI. a, b, and c: Human AD brain (cortex) doubly stained with rabbit
anti-SR-BI and Alexa 488-conjugated goat F(ab)2 anti-rabbit IgG (green) (a) and mouse anti-GFAP and Alexa 594-conjugated goat F(ab)2 anti-mouse IgG (red) (b).
Yellow color in the overlay picture (c) indicates co-localization of SR-BI and GFAP and identifies these doubly stained cells as astrocytes. d, e, and f: Adult mouse brain
(cortex) doubly stained with rabbit anti-SR-BI and Alexa 488-conjugated goat F(ab)2 anti-rabbit IgG (green) (d) and goat anti-GFAP and Alexa 568-conjugated donkey
anti-goat IgG (red) (e). Yellow color in the overlay picture (f) indicates co-localization of SR-BI and GFAP and identifies these doubly stained cells as astrocytes. g, h,
and i: Human AD brain (cortex) doubly stained as in a, b, and c with anti-SR-BI for astrocytes (green) (g) and with mouse anti-CD68 and Alexa 594-conjugated goat
F(ab)2 anti-mouse IgG (red) (h) for microglia. Absence of yellow color in the overlay (i) indicates that anti-SR-BI and anti-CD68 stain different cells. j, k, and l: Adult
mouse brain (cortex) doubly stained as in d, e, and f with anti-SR-BI (green) (j) for astrocytes and with rat anti-CD11b and Alexa 594-conjugated goat anti-rat IgG (red)
(k) for microglia. Absence of yellow color indicates that anti-SR-BI and anti-CD11b stain different cells. Original magnifications, 360. Results shown are representative
of all four normal human or mouse brains and four AD brains examined; all samples were formalin-fixed paraffin-embedded tissues.
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conjugated Alexa 568 in PBS at room temperature.
Antisera were diluted in KRBG-A containing 3% goat
serum.

For bright-field microscopy, sections were dehydrated
in graded alcohol and xylenes (Sigma Chemical Co.),

mounted with Permount (Fisher Scientific, Fair Lawn, NJ),
and viewed with a Nikon E800 model microscope (Nikon,
Garden City, NY). For fluorescence microscopy, sections
were mounted with GelMount (Biomeda, Foster City, CA)
and illuminated with a mercury lamp on the same micro-

828 Husemann and Silverstein
AJP March 2001, Vol. 158, No. 3



scope. Pictures were taken with a digital camera (Spot
Diagnostic, Inc., Sterling Heights, MI). Overlay pictures
were created using Adobe Photoshop 4.0 for Macintosh
computers. All immunocytochemical findings reported
are representative of data obtained in multiple sections
from each of the four normal and four AD brains and from
at least four adult mouse brains.

Results

Specificity of Rabbit Anti-SR-B Sera

Unfixed, nonpermeabilized CHO cells transfected with
SR-BI stained intensely with rabbit anti-SR-BI serum and
rabbit anti-SR-BI/II serum (RED-I), whereas virtually no
staining was seen in mock-transfected CHO cells, or in
SR-BI-transfected or mock-transfected CHO cells incu-
bated with absorbed rabbit anti-SR-BI serum or rabbit
anti-SR-BI/II serum (RED-I) (not shown). These findings
indicate that the antibodies in these rabbit sera react with
SR-BI, and that both antisera recognize epitopes on
SR-BI that are on the extracellular face of the plasma
membranes of viable cells.

The finding that the rabbit anti-SR-BI antiserum from
Novus stains viable SR-BI-transfected CHO cells is sur-
prising because this antiserum was reported by the man-
ufacturer to have been raised by immunization with a
peptide encompassing residues 496 to 509 of SR-BI.
According to Babitt and colleagues,11 these residues are
contained in the portion of SR-BI’s carboxy terminus that
lies in the cytoplasm and therefore should be inaccessi-
ble to antibodies. Although our studies provide no insight
into the reasons a rabbit anti-SR-BI serum raised by
immunization with this 496 to 509 peptide reacts with
SR-BI on viable cells, they show that both the anti-SR-BI
and the anti-SR-BI/II (RED-I) antisera used in these ex-
periments react with SR-BI, and that in the case of RED-I,
all reactivity against mouse and human brain can be
removed by absorption with SR-BI-transfected CHO
cells. For these reasons we conclude that these antisera
provide an accurate assessment of sites of SR-BI expres-
sion in tissues.

Astrocytes and Vascular SMCs, but Not
Microglia, Express SR-BI in Situ in Normal Adult
Human and Mouse Brain and in Brain of AD
Patients

Astrocytes, identified by staining with mouse anti-human
glial fibrillary acidic protein (GFAP) IgG (Figure 1b), in
brains of patients with AD (Figure 1a, open arrows, and
yellow-colored cells in the overlay in Figure 1c), and in
normal human brain (not shown) stained specifically for
SR-BI (Figure 1a, open arrows, and yellow-colored cells
in the overlay in Figure 1c). GFAP-positive cells in mouse
brain (Figure 1e) also stained strongly for SR-BI (Figures
1d and 2b, open arrows), identifying these cells as as-
trocytes (Figure 1f, overlay). In contrast, microglia iden-
tified in human brain by staining with mouse anti-human
CD68 (Figure 1h, filled arrowheads), and in adult mouse
brain by staining with rat anti-mouse CD11b (Figure 1k,
filled arrowheads), did not stain for SR-BI.

SR-BI-positive astrocytes (Figure 2, c and e, open
arrows) were detected around b-amyloid plaques in AD
brains (Figure 2, c and e, asterisk), and some of the
processes of these cells extended into the plaques.
Plaques also contained CD68-positive microglial cells
(Figure 2; c, d, and e, blue). Like the microglia found
outside of plaques, these plaque-associated microglia
also lacked SR-BI.

Large blood vessels, such as the pial vessels, in hu-
man AD brain stained for SR-BI (Figure 2a). At higher
magnification it was evident that the anti-SR-BI IgG re-
acted with vascular SMCs surrounding these vessels
(Figure 2a, insert). Vascular SMCs were also strongly
reactive for SR-BI in normal adult human (not shown) and
mouse brain (Figure 2b). Large blood vessels and astro-
cytes in white matter in normal human brain (not shown)
and in AD brain also stained for SR-BI (Figure 2f).

Capillaries in cortical and subcortical areas in normal
adult human and mouse brain (not shown), and in AD
brain (Figure 2f), stained with anti-SR-BI IgG. On close
examination it was evident that the anti-SR-BI IgG re-
acted with astrocyte processes associated with the cap-
illary sheaths rather than with the capillary endothelial
cells (Figure 2g). Consistent with this interpretation, we

Figure 2. a: Human AD brain doubly stained with rabbit anti-SR-BI (brown) and mouse anti-CD68 (blue) for microglia (original magnification, 325). Inset: 360
original magnification of boxed area in upper right corner. Note anti-SR-BI (brown) staining of SMCs in the wall of this pial vessel. Blue color identifies
anti-CD68-stained microglia and perivascular macrophages. b: Adult mouse brain stained with anti-SR-BI (brown). Note strongly stained vascular SMCs and
astrocytes (open arrows) (original magnification, 340). c, d, and e: Human AD brain incubated with rabbit anti-SR-BI serum and HRP-conjugated goat-anti-rabbit
IgG, and with mouse anti-human CD68 and alkaline phosphatase-conjugated goat anti-mouse IgG. Note Ab-containing plaque (asterisks) surrounded by
anti-SR-BI (brown) stained astrocytes (open arrows), some of whose processes penetrate the plaque. Anti-SR-BI IgG (brown) also stains NFT-like structures
(arrowheads) associated with plaques as well as similar structures in the parenchyma. Anti-CD68 (blue) stains plaque-associated microglial cells (original
magnification, 360). f: Human AD brain (white matter) stained as in a with anti-CD68 (blue) for microglial cells and anti-SR-BI (brown). Note strong anti-SR-BI
staining of large vessels and astrocytes and weak anti-SR-BI staining on capillaries (arrowheads) (original magnification, 325). g: Human AD brain (white matter)
stained as in g with anti-CD68 (blue) for microglia and anti-SR-BI (brown). Note strong anti-SR-BI staining of astrocytes and of astrocyte processes sheathing the
capillaries (arrowheads) (original magnification, 360). h, i, and j: Human AD brain incubated with rabbit anti-SR-BI serum (h) and with mouse anti-tau (i) for
NFTs. Yellow color in the overlay picture (j) indicates co-localization of SR-BI and tau and identifies these doubly stained structures as NFTs (original
magnification, 3100). Results shown are representative of four normal human or mouse brains and four AD brains examined; all samples were formalin-fixed
paraffin-embedded tissues. k, l, and m: Immunostaining of acetone-fixed cryosections of AD brain for SR-BI/II. Human AD brain (cortex) doubly stained with
rabbit anti-SR-BI/II and Alexa 594-conjugated goat F(ab)2 anti-rabbit IgG (red) (k) and thioflavin S for NFTs (green; open arrows) (l). Cells with astrocyte
morphology stain with antibody RED-I for SR-BI/II (k; arrowheads). Absence of yellow color in the overlay (m) indicates lack of NFT staining with RED-I
(original magnification, 3100). Results shown are representative of four normal human brains and four AD brains examined.
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observed no SR-BI staining of endothelial cells in human
or mouse brain.

To confirm expression of SR-BI on SMCs (Figure 2a),
and astrocytes (Figure 1a) we stained acetone-fixed
cryosections of normal adult mouse and human brain and
AD brain with RED-I, another antibody against SR-BI/BII.
RED-I stained cells with astrocytic morphology (Figure
2k) and vascular SMCs (not shown) in normal adult
mouse and human brain and AD brain. These findings
confirm that astrocytes and vascular SMCs in normal
adult mouse and human brain and AD brain express
SR-BI.

Neurofibrillary Tangles (NFTs) Do Not Contain
SR-BI

Structures resembling NFTs reacted strongly with rabbit
polyclonal anti-SR-BI serum in human AD brain, both in
association with plaques and in plaque-free areas in the
brain parenchyma (Figure 2; c, d, and e, arrowheads). To
confirm that the structures stained with rabbit anti-SR-BI
serum were indeed NFTs, we incubated AD brain sec-
tions with both rabbit anti-SR-BI serum (Figure 2h, open
arrows), and mouse anti-human tau IgG (Figure 2i), and
visualized these primary antibodies with Alexa 594-con-
jugated goat anti-rabbit IgG and with Alexa 488-conju-
gated goat anti-mouse IgG (see Table 1). As shown in
Figure 2j (overlay), rabbit anti-SR-BI serum and mouse
anti-tau antibody reacted with the same structures.

Because neurons do not express SR-BI, we were
suspicious that the rabbit anti-SR-BI serum contained
IgG that cross-reacted with NFTs. Indeed, NFTs did not
stain with RED-I (Figure 2k and overlay in Figure 2m).
They did, however, stain with thioflavin S (Figure 2i),
confirming their identity as NFTs. To further confirm
that NFTs do not contain SR-BI, we absorbed rabbit
anti-SR-BI serum with either mock-transfected, or SR-
BI-transfected CHO cells, and then incubated formalin-
fixed, paraffin-embedded normal mouse and human
brain and AD brain with these absorbed sera. Rabbit
anti-SR-BI serum, and rabbit anti-SR-BI/II serum
(RED-I) absorbed with SR-BI-transfected CHO cells
showed markedly reduced staining of astrocytes and
SMCs in normal mouse and human brain and in AD
brain. However, even after absorption with SR-BI-ex-
pressing CHO cells, there was no reduction in NFT
staining in AD brain by rabbit anti-SR-BI serum. As
expected, absorption of rabbit anti-SR-BI serum, and
rabbit anti-SR-BI/II serum (RED-I) with mock-trans-
fected CHO cells had no effect on the ability of these
anti-sera to stain astrocytes, SMCs, and NFTs in AD
brain. Therefore, staining of NFTs by rabbit anti-SR-BI
serum reflects nonspecific cross-reactivity of this rab-
bit anti-serum with NFT proteins. It does not indicate
the presence of SR-BI in NFTs.

Discussion

This is the first report of SR-BI expression by different
cell-types in the central nervous systems of adult mice

and humans and of humans with AD. SR-BI is expressed
by astrocytes and vascular SMCs, and absent on micro-
glia, in normal adult mouse and human brain, and in AD
brain. The presence of SR-BI in the brain raises many
questions relevant to brain physiology in health and dis-
ease, four of which we think are of special relevance to
the findings reported here. They are:

Is SR-BI Expression by Mouse and Human
Microglia Developmentally Regulated?

SR-BI is expressed by microglia in the brains of newborn
mice,36 consistent with the origin of these cells from
blood monocytes.12 Similarly, the absence of SR-BI on
microglia in the brains of adult mice is consistent with
reduced entry of blood monocytes into the brain after the
maturation of the blood-brain barrier. Although further
work is required to document the precise age at which
SR-BI expression by mouse and human microglia is ex-
tinguished, and the mechanism(s) responsible for its ex-
tinction, our findings with respect to SR-BI expression
suggest that this receptor’s expression on microglia is
developmentally regulated. A similar situation prevails for
SR-A expression by microglia in normal brain. That is,
SR-A is expressed by microglia in the brains of newborn
mice,13 but is not expressed by microglia in adult mouse
brain or by microglia in the brains of normal human
adults.

Are SR-A and SR-BI Expressed Independently
of One Another by Human Microglia?

The findings that both SR-A and SR-BI are expressed by
monocytes and macrophages from adult mice and hu-
mans,1,7–9 by microglia from newborn mice,36 and Bell et
al13, but not by adult mouse or human microglia, and that
SR-A, but not SR-BI, is expressed on microglia associ-
ated with senile plaques in AD brains,2,3 indicate that
microglia can regulate SR-A and SR-BI expression by
independent mechanisms. They suggest that reactive
oxygen species,14,15 growth factors,16 and/or pro-inflam-
matory cytokines,15,16 produced as a result of interac-
tions of microglia, neurons, and/or astrocytes with Ab,
and presumed to be responsible for expression of SR-A
by plaque-associated microglia in AD, are either incapa-
ble of inducing SR-BI expression, or suppress it.

Does SR-BI Play a Role in Lipid Trafficking
within the Normal and/or Diseased Central
Nervous System?

SR-BI is a lipid transfer protein that is most highly ex-
pressed in tissues that synthesize large amounts of cho-
lesterol (ie, liver), or use large amounts of cholesterol for
steroid hormone synthesis (ie, adrenal cortex and ova-
ry).6 SR-BI is also expressed on monocytes and macro-
phages7–9 where it may participate in scavenger func-
tions via binding of oxidatively modified low-density
lipoproteins, senescent or apoptotic cells,9 and anionic
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phospholipids.6 On all of these cells, SR-BI binds apoli-
poprotein E (apoE) and other apoproteins on high-den-
sity lipoprotein (HDL),17 and promotes cholesterol and
phospholipid exchange between HDL and the plasma
membranes of SR-BI-expressing cells.6

ApoE-containing HDL-like lipoprotein particles are
thought to facilitate lipid transport within the central ner-
vous system.18 Under normal conditions, astrocytes are
the primary central nervous system cells that synthesize
and secrete apoE-containing lipoproteins.19 ApoE mRNA
is expressed in cultured rat microglia,20 and apoE- and
apoJ-containing lipoproteins are secreted by cells of the
BV2 mouse microglial line.21 Cole and colleagues22 re-
ported that microglia from newborn rats secrete as much
apoE in vitro as astrocytes. Immunocytochemistry of AD
brain reveals intense apoE staining in senile plaques and
in microglial cells associated with them.23 Whether the
material in plaque-associated microglia that reacts with
anti-apoE IgG is apoE synthesized by microglia, or re-
flects endocytosis of apoE by microglia, is not known and
cannot be determined from immunocytochemical stud-
ies. Whether microglia synthesize apoE in normal adult
human brain or in AD brain also is unknown.

Neurons and glia express several receptors for li-
poproteins, many of which bind apoE.24–26 Mice geneti-
cally deficient in SR-BI appear normal (ie, weight, general
appearance, and behavior) with no reported signs of
central nervous system pathology,27 indicating either that
astrocytes and SMCs do not need to bind lipoproteins to
maintain lipid homeostasis, or, more likely, that the ab-
sence of SR-BI is compensated by other lipoprotein re-
ceptors.

Is SR-BI Involved in Binding, Uptake, and
Metabolism of Ab by Astrocytes and Vascular
SMCs and Does It Play a Role in Ab-Mediated
Signaling of Astrocytes to Secrete Pro-
Inflammatory Cytokines?

Wisniewski and Wegiel28 reported that astrocyte pro-
cesses interact with both diffuse and fibrillar Ab in AD
brains. Kurt and colleagues,29 and Yamaguchi and col-
leagues30 described Ab-immunoreactive material within
astrocytes in AD brain, and proposed that its presence
within these cells indicates Ab engulfment by them. Our
own studies,36 and those of Paresce and colleagues10

show that SR-BI binds and mediates the ingestion of Ab
peptides by wild-type and SR-A2/2 microglia from new-
born mice, and by SR-BI-transfected CHO cells, respec-
tively. Thus, it seems likely that SR-BI mediates Ab uptake
by astrocytes.

Hu and van Eldik31 and Johnstone and colleagues32

reported that fibrillar Ab activates cultured astrocytes to
synthesize and secrete pro-inflammatory substances
(eg, interleukin 1b, MCP-1, RANTES). We36 have shown
that SR-BI mediates adhesion of microglia from newborn
SR-A knockout mice to matrices containing fibrillar Ab,
that these cells produce reactive oxygen species when
they adhere to these matrices, and that antibodies that

block SR-BI inhibit both adhesion and production of re-
active oxygen species by these cells. Although these
findings confirm a role for SR-BI in adhesion of microglia
to Ab-containing matrices, and suggest that SR-BI plays
a similar role in mediating astrocyte adhesion to Ab-
containing matrices, they do not tell us whether interac-
tion of SR-BI with Ab signals formation and secretion of
pro-inflammatory substances. Indeed, we do not yet
know whether binding of HDL to SR-BI activates cellular-
signaling pathways. Similarly, cerebrovascular SMCs ex-
press SR-BI, and Prior and colleagues5 have described
fAb uptake by SR-BI-expressing cerebrovascular SMCs.
Whether SR-BI-mediated binding and/or uptake of fAb by
these cells contributes to the clearance and digestion of
fAb and/or to the angiopathy of AD also is unknown.

Note Added in Proof:

We report here that SR-BI is espressed on cerebral arte-
rial smooth muscle cells of mouse and human cerebral
arteries, including leptomeningeal arteries. However,
SR-BI is not expressed by mouse or human smooth mus-
cle cells (SMC) of extracerebral arteries (ie aorta, heart,
liver, skeletal muscle), or of intra- or extracerebral veins
(not shown). SR-BI expression has been noted previously
in cultured canine leptomeningeal SMC5 and in macro-
phages in atherosclerotic lesions but not in SMC in the
adjacent tunica media7,33,34 or in cultured rat aortic
SMC.35 Expression of SR-BI by cerebral arterial smooth
muscle cells suggests participation in cerebral amyloid
angioipathy in AD.
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