7. References

Abraham CR, McGraw WT, Slot F, Yamin R. Alpha 1-antichymotrypsin inhibits A beta degradation in
vitro and in vivo. Ann N'Y Acad Sci. 2000;920:245-8.

Aderem A, Ulevitch RJ. Toll-like receptors in the induction of the innate immune response. Nature. 2000
Aug 17;406(6797):782-7.

Akita K, Ohtsuki T, Nukada Y et al. Involvement of caspase-1 and caspase-3 in the production and
processing of mature human interleukin 18 in monocytic THP.1 cells. J Biol Chem 1997 Oct
17;272(42):26595-603

Akiyama H, Barger S, Barnum et al. Inflammation and Alzheimer's disease. Neurobiol Aging 2000 May-
Jun;21(3):383-421.

Allan SM, Rothwell NJ. Cytokines and acute neurodegeneration. Nat Rev Neurosci. 2001
Oct;2(10):734-44.

Aloisi F, Ria F, Penna G, Adorini L. Microglia are more efficient than astrocytes in antigen processing
and in Th1 but not Th2 cell activation. J Immunol. 1998 May 15;160(10):4671-80.

Aloisi F. Immune function of microglia. Glia. 2001 Nov;36(2):165-79. Review.
Arakawa H, Urisaka T, Tsuruta H, Amemiya Y, Kihara H, Ikai A. The kinetics of conformational

changes of alpha 2-macroglobulin determined by time resolved X-ray solution scattering.
FEBS Lett. 1994 Jan 10;337(2):171-4.

Arendt T. Dysregulation of neuronal differentiation and cell cycle control in Alzheimer's disease. J
Neural Transm Suppl. 2002;(62):77-85.

Aschner M, Allen JW, Kimelberg HK, Lopachin RM, Streit WJ. Glial cells in neurotoxicity development.
Annu. Rev. Pharmacol. Toxicol. 1999; 39:151-73.

Asensio VC and Campbell IL. Chemokines in the CNS: plurifunctional mediators in diverse states.
Trnds Neurosci. 1999; 22: 504-512.

Baldwin AS Jr. The NF-kappa B and | kappa B proteins: new discoveries and insights. Annu Rev
Immunol. 1996;14:649-83.

Bales KR, Du Y, Dodel RC, Yan GM, Hamilton-Byrd E, Paul SM. The NF-kappaB/Rel family of proteins
mediates Abeta-induced neurotoxicity and glial activation. Brain Res Mol Brain Res. 1998 Jun
1;57(1):63-72.

Banisadr G, Queraud-Lesaux F, Boutterin M et al. Distribution, cellular localization and functional role of
CCR2 chemokine receptors in adult rat brain. J Neurochem. 2002 Apr;81(2):257-69.

Barrett AJ. Alpha 2-macroglobulin. Methods Enzymol. 1981;80 Pt C:737-54. Review.

Barger SW, Harmon AD. Microglial activation by Alzheimer amyloid precursor protein and modulation
by apolipoprotein E. Nature 1997; 388:878-81.

Bartus RT, Dean RL 3rd, Beer B, Lippa AS. The cholinergic hypothesis of geriatric memory dysfunction.
Science. 1982 Jul 30;217(4558):408-14. Review.

79



Bauer J, Strauss S, Schreiter-Gasser U et al. Interleukin-6 and alpha-2-macroglobulin indicate an
acute-phase state in Alzheimer's disease cortices. FEBS Lett. 1991 Jul 8;285(1):111-4

Becher B, Prat A, Antel JP. Brain-immune connection: immuno-regulatory properties of CNS-resident
cells. Glia 2000 Feb 15;29(4):293-304

Beckman JS, Koppenol WH. Nitric oxide, superoxide, and peroxynitrite: the good, the bad, and
ugly. Am J Physiol. 1996 Nov;271(5 Pt 1):C1424-37. Review.

Behl C, Davis JB, Lesley R, Schubert D. Hydrogen peroxide mediates amyloid beta protein
toxicity. Cell. 1994 Jun 17;77(6):817-27.

Bellinger FP, Madamba SG, Campbell IL, Siggins GR. Reduced long-term potentiation in the
dentate gyrus of transgenic mice with cerebral overexpression of interleukin-6. Neurosci
Lett. 1995 Sep 29;198(2):95-8.

Beyreuther K, Pollwein P, Multhaup G et al..Regulation and expression of the Alzheimer's beta/A4
amyloid protein precursor in health, disease, and Down's syndrome. Ann N Y Acad Sci. 1993
Sep 24;695:91-102. Review.

Bhat NR, Zhang P, Lee JC, Hogan EL. Extracellular signal-regulated kinase and p38 subgroups of
mitogen-activated protein kinases regulate inducible nitric oxide synthase and tumor necrosis
factor-alpha gene expression in endotoxin-stimulated primary glial cultures. J Neurosci. 1998
Mar 1;18(5):1633-41.

Blasko I, Veerhuis R, Stampfer-Kountchev M, et al. Costimulatory effects of interferon-gamma and
interleukin-1beta or tumor necrosis factor alpha on the synthesis of Abeta1-40 and Abeta1-42
by human astrocytes. Neurobiol Dis 2000 Dec;7(6 Pt B):682-9

Boyle EA, McGeer PL. Cellular immune response in multiple sclerosis plaques. Am J Pathol 1990
Sep;137(3):575-84

Busciglio J, Gabuzda D, Matsudaira P, Yanker B. Generation of beta-amyloid in the secretory pathway
in neuronal and nonneuronal cells. Proc Natl Acad Sci U S A. 1993 Mar 1;90(5):2092-6.

Businaro R, Fabrizi C, Fumagalli L, Lauro GM. Synthesis and secretion of alpha 2-macroglobulin by
human glioma established cell lines. Exp Brain Res. 1992;88(1):213-8.

Buxbaum JD, Oishi M, Chen HI, et al. Cholinergic agonists and interleukin 1 regulate processing and
the secretion of the Alzheimer beta/A4 amyloid protein precursor. Proc Natl Acad Sci USA
1992; 89:10075-8

Calingasan NY, Park LC, Calo LL, Trifiletti RR, Gandy SE, Gibson GE. Induction of nitric oxide
synthase and microglial responses precede selective cell death induced by chronic impairment
of oxidative metabolism. Am J Pathol. 1998 Aug;153(2):599-610.

Campbell IL, Abraham CR, Masliah E, et al. Neurologic disease induced in transgenic mice by cerebral
overexpression of interleukin 6. Proc Natl Acad Sci U S A 1993 Nov 1;90(21):10061-5

Cao Z, Henzel WJ, Gao X. IRAK: a kinase associated with the interleukin-1 receptor. Science 1996a
Feb 23;271(5252):1128-31

80



Cao Z, Xiong J, Takeuchi M, Kurama T, Goeddel DV. TRAF6 is a signal transducer for interleukin-1.
Nature 1996b Oct 3;383(6599):443-6

Chang RC, Chen W, Hudson P et al. Neurons reduce glial responses to lipopolysaccharide (LPS) and
prevent injury of microglial cells from over-activation by LPS. J Neurochem. 2001
Feb;76(4):1042-9.

Citron M, Diehl TS, Gordon G, Biere AL, Seubert P, Selkoe DJ.Evidence that the 42- and 40-amino acid
forms of amyloid beta protein are generated from the beta-amyloid precursor protein by
different protease activities. Proc Natl Acad Sci U S A. 1996 Nov 12;93(23):13170-5.

Colasanti M, Persichini T, Di Pucchio T, Gremo F, Lauro GM. Human ramified microglial cells produce
nitric oxide upon Escherichia coli lipopolysaccharide and tumor necrosis factor alpha
stimulation. Neurosci Lett. 1995 Nov 17;200(2):144-6.

Colasanti M, Persichini T, Menegazzi M et al. Induction of nitric oxide synthase mRNA expression.
Suppression by exogenous nitric oxide. J Biol Chem. 1995 Nov 10;270(45):26731-3.

Collart MA, Baeuerle P, Vassalli P.Regulation of tumor necrosis factor alpha transcription in
macrophages: involvement of four kappa B-like motifs and of constitutive and inducible forms of
NF-kappa B. Mol Cell Biol. 1990 Apr;10(4):1498-506.

Colasanti M, Persichini T, Di Pucchio T, Gremo F, Lauro GM. Human ramified microglial cells produce
nitric oxide upon Escherichia coli lipopolysaccharide and tumor necrosis factor alpha
stimulation. Neurosci Lett. 1995 Nov 17;200(2):144-6.

Combs CK, Johnson DE, Cannady SB, Lehman TM, Landreth GE. Identification of microglial signal
transduction pathways mediating a neurotoxic response to amyloidogenic fragments of beta-
amyloid and prion proteins. J Neurosci. 1999 Feb 1;19(3):928-39.

Combs CK, Karlo JC, Kao SC, Landreth GE. beta-Amyloid stimulation of microglia and monocytes
results in TNFalpha-dependent expression of inducible nitric oxide synthase and neuronal
apoptosis. J Neurosci. 2001 Feb 15;21(4):1179-88.

Conti B, Park LC, Calingasan NY et al. Cultures of astrocytes and microglia express interleukin 18.
Brain Res Mol Brain Res 1999 Apr 6;67(1):46-52

Cotter RL, Burke WJ, Thomas VS et al. Insights into the neurodegenerative process of Alzheimer's
disease: a role for mononuclear phagocyte-associated inflammation and neurotoxicity. J
Leukoc Biol. 1999 Apr;65(4):416-27. Review.

Coughlan CM, McManus CM, Sharron M et al. Expression of multiple functional chemokine receptors
and monocyte chemoattractant protein-1 in human neurons. Neuroscience. 2000;97(3):591-
600.

Cuadros MA, Navascues J.The origin and differentiation of microglial cells during development. Prog
Neurobiol. 1998 Oct;56(2):173-89. Review.

81



Daffada AA, Murray EJ, Young SP. Control of activator protein-1 and nuclear factor kappa B activity by
interleukin-1, interleukin-6 and metals in HEPG2 cells. Biochim Biophys Acta. 1994 Jun
30;1222(2):234-40.

da Silva Correia J, Soldau K, Christen U, Tobias PS, Ulevitch RJ. Lipopolysaccharide is in close
proximity to each of the proteins in its membrane receptor complex; transfer from CD14 to
TLR4 and MD-2. J Biol Chem. 2001 Jun 15;276 (24):21129-35.

Dehmer T, Lindenau J, Haid S, Dichgans J, Schulz JB. Deficiency of inducible nitric oxide synthase
protects against MPTP toxicity in vivo. : J Neurochem 2000 May;74(5):2213-6

Depboylu C, Lohmuller F, Du Y et al. Alpha2-macroglobulin, lipoprotein receptor-related protein and
lipoprotein receptor-associated protein and the genetic risk for developing Alzheimer's disease.
Neurosci Lett. 2006 Jun 12;400(3):187-90.

Dickson DW, Lee SC, Mattiace LA, Yen SH, Brosnan C. Microglia and cytokines in neurological
disease, with special reference to AIDS and Alzheimer's disease. Glia 1993 Jan;7(1):75-83

Dinarello CA. Role of pro- and anti-inflammatory cytokines during inflammation: experimental and
clinical findings. J Biol Regul Homeost Agents. 1997 Jul-Sep;11(3):91-103.

Dinarello CA. Interleukin-1, interleukin-1 receptors and interleukin-1 receptor antagonist. Int Rev
Immunol. 1998;16(5-6):457-99.

Dinarello CA, Novick D, Puren AJ et al. Overview of interleukin-18: more than an interferon-gamma
inducing factor. J Leukoc Biol 1998 Jun;63(6):658-64

Dovey HF, Suomensaari-Chrysler S, Lieberburg I, Sinha S, Keim PS. Cells with a familial Alzheimer's
disease mutation produce authentic beta-peptide. Neuroreport. 1993 Aug;4(8):1039-42.

Draheim HJ, Prinz M, Weber JR, Weiser T, Kettenmann H, Hanisch UK. Induction of potassium
channels in mouse brain microglia: cells acquire responsiveness to pneumococcal cell wall
components during late development. Neuroscience 1999;89(4):1379-90

Du Y, Ni B, Glinn M et al. alpha2-Macroglobulin as a beta-amyloid peptide-binding plasma protein. J
Neurochem. 1997 Jul;69(1):299-305.

Du Y, Bales KR, Dodel RC, Liu X, Glinn MA, Horn JW, Little SP, Paul SM. Alpha2-macroglobulin
attenuates beta-amyloid peptide 1-40 fibril formation and associated neurotoxicity of cultured
fetal rat cortical neurons. J Neurochem. 1998 Mar;70(3):1182-8.

Du ZY, Li XY. Inhibitory effects of indomethacin on interleukin-1 and nitric oxide production in rat
microglia in vitro. Int J Immunopharmacol. 1999 Mar;21(3):219-25.

Dudal S, Morissette C, Lacombe D, Tremblay P, Gervais F. Differences in the amyloid-beta-induced
inflammatory response in microglia from C57BL/6 and A/J strains of mice. J Neuroimmunol.
2004 Aug;153(1-2):26-35.

Eder C, Schilling T, Heinemann U, Haas D, Hailer N, Nitsch R. Morphological, immunophenotypical and
electrophysiological properties of resting microglia in vitro. Eur J Neurosci. 1999
Dec;11(12):4251-61.

82



Eikelenboom P, Zhan SS, van Gool WA, Allsop D. Inflammatory mechanisms in Alzheimer's disease.
Trends Pharmacol Sci. 1994 Dec;15(12):447-50.

Eikelenboom P, Rozemuller JM, van Muiswinkel FL. Inflammation and Alzheimer's disease:
relationships between pathogenic mechanisms and clinical _expression. Exp Neurol 1998
Nov;154(1):89-98

El Khoury JB, Moore KJ, Means TK, Leung J, Terada K, Toft M, Freeman MW, Luster AD. CD36
mediates the innate host response to beta-amyloid. J Exp Med. 2003 Jun 16;197(12):1657-66.

Evin G, Sernee MF, Masters CL. Inhibition of gamma-secretase as a therapeutic intervention for
Alzheimer's disease: prospects, limitations and strategies. CNS Drugs. 2006;20(5):351-72.
Review.

Fabrizi C, Colosati M, Persichini T et al. Interferon gamma up-regulates alpha 2 macroglobulin
expression in human astrocytoma cells. J Neuroimmunol. 1994 Aug;53(1):31-7.

Fabrizi C, Businaro R, Lauro GM, Starace G, Fumagalli L. Activated alpha2macroglobulin increases
beta-amyloid (25-35)-induced toxicity in LAN5 human neuroblastoma cells. Exp Neurol. 1999
Feb;155(2):252-9.

Farber K, Kettenmann H. Physiology of microglial cells. Brain Res Brain Res Rev. 2005 Apr;48(2):133-
43. Review.

Fattori E, Lazzaro D, Musiani P et al. IL-6 expression in neurons of transgenic mice causes reactive
astrocytosis and increase in ramified microglial cells but no neuronal damage. Eur J Neurosci
1995 Dec 1;7(12):2441-9

Ferrari D, Chiozzi P, Falzoni S, Hanau S, Di Virgilio F. Purinergic modulation of interleukin-1 beta
release from microglial cells stimulated with bacterial endotoxin. J Exp Med. 1997 Feb
3;185(3):579-82.

Fiala M, Zhang L, Gan X, Sherry B, Taub D, Graves MC, Hama S, Way D, Weinand M, Witte M, Lorton
D, Kuo YM, Roher AE. Amyloid-beta induces chemokine secretion and monocyte migration
across a human blood--brain barrier model. Mol Med. 1998 Jul;4(7):480-9.

Fiebich BL, Hofer TJ, Lieb K et al. The non-steroidal anti-inflammatory drug tepoxalin inhibits
interleukin-6 and alpha1-anti-chymotrypsin synthesis in astrocytes by preventing degradation of
IkappaB-alpha. Neuropharmacology. 1999 Sep;38(9):1325-33.

Figler NL, Strickland DK, Allietta M, Gonias SL. Immunoelectron microscopy studies with a monoclonal
antibody directed against a receptor recognition site epitope in human alpha 2-macroglobulin. J
Struct Biol. 1991 Jun;106(3):237-42.

Fillit H, Ding WH, Buee L et al. Elevated circulating tumor necrosis factor levels in Alzheimer's disease.
Neurosci Lett. 1991 Aug 19;129(2):318-20.

Gadient RA, Otten UH. Interleukin-6 (IL-6)--a molecule with both beneficial and destructive potentials.
Prog Neurobiol 1997 Aug;52(5):379-90

83



Garter U, Strauss S, Jonas U et al. Alpha 2-macroglobulin synthesis in interleukin-6-stimulated human
neuronal (SH-SY5Y neuroblastoma) cells. Potential significance for the processing of Alzheimer
beta-amyloid precursor protein. FEBS Lett. 1991 Apr 22;282(1):127-31.

Ganter U, Strauss S, Jonas U, Weidemann A, Beyreuther K, Volk B, Berger M, Bauer J. Alpha 2-
macroglobulin synthesis in interleukin-6-stimulated human neuronal (SH-SY5Y neuroblastoma)
cells. Potential significance for the processing of Alzheimer beta-amyloid precursor protein.
FEBS Lett. 1991 Apr 22;282(1):127-31.

Gao F, Bales KR, Dodel RC et al. NF-kappaB mediates |IL-1beta-induced synthesis/release of alpha2-
macroglobulin in a human glial cell line. Brain Res Mol Brain Res. 2002 Sep 30;105(1-2):108-
14.

Garrington TP, Johnson GL. Organization and regulation of mitogen-activated protein kinase signaling
pathways. Curr Opin Cell Biol. 1999 Apr;11(2):211-8.

Garton MJ, Keir G, Lakshmi MV, Thompson EJ. Age-related changes in cerebrospinal fluid protein
concentrations. J Neurol Sci. 1991 Jul;104(1):74-80.

Gasic-Milenkovic J, Dukic-Stefanovic S, Deuther-Conrad W, Gartner U, Munch G. Beta-amyloid peptide
potentiates inflammatory responses induced by lipopolysaccharide, interferon -gamma and
'‘advanced glycation endproducts' in a murine microglia cell line. Eur J Neurosci. 2003
Feb;17(4):813-21.

Gebicke-Haerter PJ, Spleiss O, Ren LQ et al. Microglial chemokines and chemokine receptors. Prog
Brain Res. 2001;132:525-32. Review.

Gehrmann J, Banati RB, Wiessner C, Hossmann KA, Kreutzberg GW. Reactive microglia in cerebral
ischaemia: an early mediator of tissue damage? Neuropathol Appl Neurobiol. 1995
Aug;21(4):277-89. Review.

Gehrmann J, Matsumoto Y, Kreutzberg GW. Microglia: intrinsic immuneffector cell of the brain.Brain
Res Brain Res Rev. 1995 Mar;20(3):269-87. Review.

Gelman BB. Diffuse microgliosis associated with cerebral atrophy in the acquired immunodeficiency
syndrome. Ann Neurol 1993 Jul;34(1):65-70

Gitter BD, Cox LM, Rydel RE, May PC. Amyloid beta peptide potentiates cytokine secretion by
interleukin-1 beta-activated human astrocytoma cells. Proc Natl Acad Sci U S A. 1995 Nov
7;92(23):10738-41.

Giulian D, Haverkamp LJ, Yu JH et al. Specific domains of beta-amyloid from Alzheimer plaque elicit
neuron killing in human microglia. J Neurosci. 1996 Oct 1;16(19):6021-37.

Giulian D, Haverkamp LJ, Yu J, Karshin W et al. The HHQK domain of beta-amyloid provides a
structural basis for the immunopathology of Alzheimer's disease. J Biol Chem. 1998 Nov
6;273(45):29719-26.

Giulian D. Microglia and the immune pathology of Alzheimer disease. Am J Hum Genet 1999
Jul;65(1):13-8

84



Goldgaber D, Harris HW, Hla T, et al. Interleukin 1 regulates synthesis of amyloid beta-protein
precursor mMRNA in human endothelial cells. Proc Natl Acad Sci USA 1989; 86:7606-10.

Gollin PA, Kalaria RN, Eikelenboom P, Rozemuller A, Perry G. Alpha 1-antitrypsin and alpha 1-
antichymotrypsin are in the lesions of Alzheimer's disease. Neuroreport. 1992 Feb;3(2):201-3.

Good PF, Werner P, Hsu A, Olanow CW, Perl DP. Evidence of neuronal oxidative damage in
Alzheimer's disease. Am J Pathol. 1996 Jul;149(1):21-8.

Goodwin JL, Uemura E, Cunnick JE. Microglial release of nitric oxide by the synergistic action of beta-
amyloid and IFN-gamma. Brain Res. 1995 Sep 18;692(1-2):207-14.

Grammas P, Ovase R. Inflammatory factors are elevated in brain microvessels in Alzheimer's disease.
Neurobiol Aging. 2001 Nov-Dec;22(6):837-42.

Gravina SA, Ho L, Eckman CB et al. Amyloid beta protein (A beta) in Alzheimer's disease brain.
Biochemical and immunocytochemical analysis with antibodies specific for forms ending at A
beta 40 or A beta 42(43). J Biol Chem. 1995 Mar 31;270(13):7013-6.

Griffin WS, Stanley LC, Ling C, et al. brain interleukin 1 and S-100 immunoreactivity are elevated in
Down syndrome and Alzheimer disease. Proc Natl Acad Sci USA 1989; 86:7611-5.

Griffin WS, Sheng JG, Roberts GW, Mrak RE. IL-1 _expression in different plaque types in Alzheimer’s
disease: significance in plaque evolution. J Neuropathol Exp Neurol 1995; 54:276-81

Griffin WS, Sheng JG, Royston MC, et al. Glial-neuronal interactions in Alzheiner’s disease: the
potential role of a “cytokine cycle” in disease progression. Brain Pathol 1998; 8:65-72.

Haass C, Schlossmacher MG, Hung AY et al. Amyloid beta-peptide is produced by cultured cells during
normal metabolism. Nature. 1992 Sep 24;359(6393):322-5.

Hailer NP, Jarhult JD, Nitsch R. Resting microglial cells in vitro: analysis of morphology and adhesion
molecule expression in organotypic hippocampal slice cultures. Glia. 1996 Dec;18(4):319-31.

Hailer NP, Wirjatijasa F, Roser N et al. Astrocytic factors protect neuronal integrity and reduce
microglial activation in an in vitro model of N-methyl-D-aspartate-induced excitotoxic injury in
organotypic hippocampal slice cultures. Eur J Neurosci. 2001 Jul;14(2):315-26.

Hanisch UK, Prinz M, Angstwurm K, et al. The protein tyrosine kinase inhibitor AG126 prevents the
massive microglial cytokine induction by pneumococcal cell walls. Eur J Immunol. 2001
Jul;31(7):2104-15.

Hanisch UK. Effects of interleukin-2 and interferons on the nervous system. In:
Psychoneuroimmunology, 3" edition (Ader R, Felten DL & Cohen N, eds), Academic Press,
San Diego, 2001; 585-631.

Hanisch UK. Microglia as a source and target of cytokines. Glia 2002; 40:140-155.

Hardy JA, Higgins GA. Alzheimer's disease: the amyloid cascade hypothesis. Science. 1992 Apr
10;256(5054):184-5. Review.

Hardy J, Selkoe DJ. The amyloid hypothesis of Alzheimer's disease: progress and problems on the
road to therapeutics. Science. 2002 Jul 19;297(5580):353-6. Review

85



Harper JD, Lansbury PT Jr. Models of amyloid seeding in Alzheimer's disease and scrapie: mechanistic
truths and physiological consequences of the time-dependent solubility of amyloid proteins.
Annu Rev Biochem. 1997;66:385-407. Review.

Harrison JK, Jiang Y, Chen S, Xia Y et al. Role for neuronally derived fractalkine in mediating
interactions between neurons and CX3CR1-expressing microglia. Proc Natl Acad Sci U S A.
1998 Sep 1;95(18):10896-901.

Hausler KG, Prinz M, Nolte C et al. Interferon-gamma differentially modulates the release of cytokines
and chemokines in lipopolysaccharide- and pneumococcal cell wall-stimulated mouse microglia
and macrophages. Eur J Neurosci. 2002 Dec;16(11):2113-22.

Hesselgresser J, Horuk R. Chemokine and chemokine receptor _expression in the central nervous
system. J. Neurovirol. 1999; 5: 13-26.

Heyser CJ, Masliah E, Samimi A, Campbell IL, Gold LH. Progressive decline in avoidance
learning paralleled by inflammatory neurodegeneration in transgenic mice expressing
interleukin 6 in the brain. Proc Natl Acad Sci U S A. 1997 Feb 18;94(4):1500-5.

Higuchi M, Ito T, Imai Y et al. Expression of the alpha 2-macroglobulin-encoding gene in rat brain and
cultured astrocytes. Gene. 1994 Apr 20;141(2):155-62.

Hirota H, Kiyama H, Kishimoto T, Taga T. Accelerated Nerve Regeneration in Mice by upregulated
expression of interleukin (IL) 6 and IL-6 receptor after trauma. J Exp Med 1996 Jun
1;183(6):2627-34

Hiscott J, Marois J, Garoufalis J et al. Characterization of a functional NF-kappa B site in the human
interleukin 1 beta promoter: evidence for a positive autoregulatory loop. Mol Cell Biol. 1993
Oct;13(10):6231-40.

Hoek RM, Ruuls SR, Murphy CA et al. Down-regulation of the macrophage lineage through interaction
with OX2 (CD200). Science. 2000 Dec 1;290(5497):1768-71.

Hoffmann A, Kann O, Ohlemeyer C, Hanisch UK, Kettenmann H. Elevation of basal intracellular
calcium as a central element in the activation of brain macrophages (microglia): suppression of
receptor-evoked calcium signaling and control of release function. J Neurosci. 2003 Jun
1;23(11):4410-9.

Hollenbach E, Ackermann S, Hyman BT, Rebeck GW. Confirmation of an association between a
polymorphism in exon 3 of the low-density lipoprotein receptor-related protein gene and
Alzheimer's disease. Neurology. 1998 Jun;50(6):1905-7.

Hopkins SJ, Rothwell NJ. Cytokines and the nervous system. |: _Expression and recognition. Trends
Neurosci 1995 Feb;18(2):83-8

Horuk R, Martin AW, Wang Z et al. Expression of chemokine receptors by subsets of neurons in the
central nervous system. J Immunol. 1997 Mar 15;158(6):2882-90.

Howlett DR, Jennings KH, Lee DC et al. Aggregation state and neurotoxic properties of Alzheimer beta-

amyloid peptide. Neurodegeneration. 1995 Mar;4(1):23-32.

86



Hughes SR, Khorkova O, Goyal S et al. Alpha2-macroglobulin associates with beta-amyloid peptide
and prevents fibril formation. Proc Natl Acad Sci U S A. 1998 Mar 17;95(6):3275-80.

Hull M, Berger M, Volk B, Bauer J. Occurrence of interleukin-6 in cortical plaques of Alzheimer's
disease patients may precede transformation of diffuse into neuritic plaques. Ann N'Y Acad Sci.
1996 Jan 17;777:205-12.

Ishizuka K, Kimura T, Igata-yi R, Katsuragi S, Takamatsu J, Miyakawa T. Identification of monocyte
chemoattractant protein-1 in senile plaques and reactive microglia of Alzheimer's disease.
Psychiatry Clin Neurosci. 1997 Jun;51(3):135-8.

Iwatsubo T, Odaka A, Suzuki N, Mizusawa H, Nukina N, Ihara Y. Visualization of A beta 42(43) and A
beta 40 in senile plaques with end-specific A beta monoclonals: evidence that an initially
deposited species is A beta 42(43). Neuron. 1994 Jul;13(1):45-53.

lwatsubo T, Mann DM, Odaka A, Suzuki N, lhara Y. Amyloid beta protein (A beta) deposition: A beta
42(43) precedes A beta 40 in Down syndrome. Ann Neurol. 1995 Mar;37(3):294-9.

Iwatsubo T, Saido TC, Mann DM, Lee VM, Trojanowski JQ. Full-length amyloid-beta (1-42(43)) and
amino-terminally modified and truncated amyloid-beta 42(43) deposit in diffuse plaques. Am J
Pathol. 1996 Dec;149(6):1823-30.

James K, van den Haan J, Lens S, Farmer K. Preliminary studies on the interaction of TNF alpha and
IFN gamma with alpha 2-macroglobulin. Immunol Lett. 1992 Mar;32(1):49-57.

James K, Milne |, Cunningham A, Elliott SF. The effect of alpha 2 macroglobulin in commercial cytokine
assays. J Immunol Methods. 1994 Jan 12;168(1):33-7.

Janabi N, Hau |, Tardieu M. Negative feedback between prostaglandin and alpha- and beta-chemokine
synthesis in human microglial cells and astrocytes. J Immunol. 1999 Feb 1;162(3):1701-6.

Jantzen PT, Connor KE, DiCarlo G et al. Microglial activation and beta -amyloid deposit reduction
caused by a nitric oxide-releasing nonsteroidal anti-inflammatory drug in amyloid precursor
protein plus presenilin-1 transgenic mice. J Neurosci 2002 Mar 15;22(6):2246-54

Jarrett JT, Berger EP, Lansbury PT Jr. The carboxy terminus of the beta amyloid protein is critical for
the seeding of amyloid formation: implications for the pathogenesis of Alzheimer's disease.
Biochemistry. 1993 May 11;32(18):4693-7.

Johnstone M, Gearing AJ, Miller KM. A central role for astrocytes in the inflammatory response to beta-
amyloid; chemokines, cytokines and reactive oxygen species are produced. J Neuroimmunol.
1999 Jan 1;93(1-2):182-93.

Kang DE, Saitoh T, Chen X et al. Genetic association of the low-density lipoprotein receptor-related
protein gene (LRP), an apolipoprotein E receptor, with late-onset Alzheimer's disease.
Neurology. 1997 Jul;49(1):56-61.

Kawai T, Adachi O, Ogawa T, Takeda K, Akira S. Unresponsiveness of MyD88-deficient mice to
endotoxin. Immunity. 1999 Jul;11(1):115-22.

Kettenmann H, Banati R, Walz W. Electrophysiological behavior of microglia.Glia.1993 Jan;7(1):93-101.

87



Kirschner DA, Inouye H, Duffy LK et al. Synthetic peptide homologous to beta protein from Alzheimer
disease forms amyloid-like fibrils in vitro. Proc Natl Acad Sci U S A. 1987 Oct;84(19):6953-7.

Klegeris A, McGeer PL. Cyclooxygenase and 5-lipoxygenase inhibitors protect against mononuclear
phagocyte neurotoxicity. Neurobiol Aging 2002 Sep-Oct;23(5):787-94

Klein WL, Krafft GA, Finch CE. Targeting small Abeta oligomers: the solution to an Alzheimer's disease
conundrum? Trends Neurosci 2001 Apr;24(4):219-24

Kojima H, Takeuchi M, Ohta T et al. Interleukin-18 activates the IRAK-TRAF6 pathway in mouse EL-4
cells. Biochem Biophys Res Commun 1998 Mar 6;244(1):183-6

Kopf M, Baumann H, Freer G, et al. Impaired immune and acute-phase responses in interleukin-6-
deficient mice. Nature 1994 Mar 24;368(6469):339-42

Korotzer AR, Watt J, Cribbs D et al. Cultured rat microglia express C1q and receptor for C1q:
implications for amyloid effects on microglia. Exp Neurol 1995 Aug;134(2):214-21

Koshinaga M, Katayama Y, Fukushima M et al. Rapid and widespread microglial activation induced by
traumatic brain injury in rat brain slices. J Neurotrauma 2000 Mar;17(3):185-92

Kreutzberg GW. Microglia: a sensor for pathological events in the CNS. Trends Neurosci 1996
Aug;19(8):312-8

LaMarre J, Wollenberg GK, Gonias SL, Hayes MA. Cytokine binding and clearance properties of
proteinase-activated alpha 2-macroglobulins. Lab Invest. 1991 Jul;65(1):3-14. Review.

Lambert MP, Barlow AK, Chromy BA et al. Diffusible, nonfibrillar ligands derived from Abeta1-42 are
potent central nervous system neurotoxins. Proc Natl Acad Sci U S A. 1998 May
26;95(11):6448-53.

Lanzrein AS, Johnson CM, Perry VH et al. Longitudinal study of inflammatory factors in serum,
cerebrospinal fluid, and brain tissue in Alzheimer disease: interleukin-1beta, interleukin-6,
interleukin-1 receptor antagonist, tumor necrosis factor-alpha, the soluble tumor necrosis factor
receptors | and Il, and alpha1-antichymotrypsin. Alzheimer Dis Assoc Disord. 1998
Sep;12(3):215-27.

Lawrence AD, Sahakian BJ. The cognitive psychopharmacology of Alzheimer's disease: focus on
cholinergic systems. Neurochem Res. 1998 May;23(5):787-94. Review.

Lawson LJ, Perry VH, Dri P, Gordon S. Heterogeneity in the distribution and morphology of microglia in
the normal adult mouse brain. Neuroscience. 1990;39(1):151-70.

Lawson LJ, Perry VH, Gordon S. Turnover of resident microglia in the normal adult mouse brain.
Neuroscience. 1992;48(2):405-15.

Lee JK, Kim SH, Lewis EC et al. Differences in signaling pathways by IL-1beta and IL-18. Proc Natl
Acad Sci U S A. 2004 Jun 8;101(23):8815-20.

Legres LG, Pochon F, Barray M, Gay F, Chouaib S, Delain E. Evidence for the binding of a biologically
active interleukin-2 to human alpha 2-macroglobulin. J Biol Chem. 1995 Apr 14;270(15):8381-4.

88



Lemere CA, Blusztajn JK, Yamaguchi H et al. Sequence of deposition of heterogeneous amyloid beta-
peptides and APO E in Down syndrome: implications for initial events in amyloid plaque
formation. Neurobiol Dis. 1996 Feb;3(1):16-32.

Li S. et al., 2002. IRAK-4: a novel member of the IRAK family with the properties of an IRAK-kinase.
Proc Natl Acad Sci U S A. 99(8):5567-72.

Li Y, Liu L, Kang J, et al. Neuronal-glial interactions mediated by IL-1 enhance neuronal
acetylcholinesterase activity and mRNA _expression. J Neurosci. 2000;20:149-55.

Li Y, Liu L, Barger SW, Griffin WS. Interleukin-1 mediates pathological effects of microglia on tau
phosphorylation and on synaptophysin synthesis in cortical neurons through a p38-MAPK
pathway. J Neurosci 2003 Mar 1;23(5):1605-11

Libermann TA, Baltimore D. Activation of interleukin-6 gene expression through the NF-kappa B
transcription factor. Mol Cell Biol. 1990 May;10(5):2327-34.

Lichtenthaler SF, Ida N, Multhaup G, Masters CL, Beyreuther K.Mutations in the transmembrane
domain of APP altering gamma-secretase specificity. Biochemistry. 1997 Dec 9;36(49):15396-
403.

Lieb K, Engels S, Fiebich BL. Inhibition of LPS-induced iNOS and NO synthesis in primary rat microglial
cells. Neurochem Int. 2003 Jan;42(2):131-7.

Lim GP, Yang F, Chu T et al. Ibuprofen suppresses plaque pathology and inflammation in a mouse
model for Alzheimer's disease. J Neurosci 2000 Aug 1;20(15):5709-14

Lim GP, Chu T, Yang F, Beech W, Frautschy SA, Cole GM. The curry spice curcumin reduces oxidative
damage and amyloid pathology in an Alzheimer transgenic mouse. J Neurosci. 2001 Nov
1;21(21):8370-7.

Liu B, Wang K, Gao HM, Mandavilli B, Wang JY, Hong JS. Molecular consequences of activated
microglia in the brain: overactivation induces apoptosis. J Neurochem. 2001 Apr;77(1):182-9.

Loddick SA, Turnbull AV, Rothwell NJ. Cerebral interleukin-6 is neuroprotective during permanent focal
cerebral ischemia in the rat. J Cereb Blood Flow Metab 1998 Feb;18(2):176-9

Loddick SA, Liu C, Takao T, Hashimoto K, De Souza EB. Interleukin-1 receptors: cloning studies and
role in central nervous system disorders. Brain Res Brain Res Rev. 1998 May;26(2-3):306-19.

Lomaga MA, Yeh WC, Sarosi | et al. TRAF6 deficiency results in osteopetrosis and defective
interleukin-1, CD40, and LPS signaling. Genes Dev. 1999 Apr 15;13(8):1015-24.

Lomakin A, Teplow DB, Kirschner DA, Benedek GB. Kinetic theory of fibrillogenesis of amyloid beta-
protein. Proc Natl Acad Sci U S A. 1997 Jul 22;94(15):7942-7.

Lorenzo A, Yankner BA. Beta-amyloid neurotoxicity requires fibril formation and is inhibited by congo
red. Proc Natl Acad Sci U S A. 1994 Dec 6;91(25):12243-7.

Lorton D, Kocsis JM, King L, Madden K, Brunden KR. beta-Amyloid induces increased release of
interleukin-1 beta from lipopolysaccharide-activated human monocytes. J Neuroimmunol. 1996
Jun;67(1):21-9.

89



Lue LF, Rydel R, Brigham EF et al. Inflammatory repertoire of Alzheimer's disease and nondemented
elderly microglia in vitro. Glia. 2001 Jul;35(1):72-9.

Lue LF, Walker DG, Rogers J. Modeling microglial activation in Alzheimer's disease with human
postmortem microglial cultures. Neurobiol Aging. 2001 Nov-Dec;22(6):945-56.

Lysiak JJ, Hussaini IM, Webb DJ, Glass WF 2nd, Allietta M, Gonias SL. Alpha 2-macroglobulin
functions as a cytokine carrier to induce nitric oxide synthesis and cause nitric oxide-dependent
cytotoxicity in the RAW 264.7 macrophage cell line. J Biol Chem. 1995 Sep 15;270(37):21919-
27.

Mackenzie IR, Munoz DG. Nonsteroidal anti-inflammatory drug use and Alzheimer-type pathology in
aging. Neurology. 1998 Apr;50(4):986-90.

Malaguarnera L, Motta M, Di Rosa M, Anzaldi M, Malaguarnera M. Interleukin-18 and transforming
growth factor-beta 1 plasma levels in Alzheimer's disease and vascular dementia.
Neuropathology. 2006 Aug;26(4):307-12.

Marz P, Herget T, Lang E, Otten U, Rose-John S. Activation of gp130 by IL-6/soluble IL-6 receptor
induces neuronal differentiation. Eur J Neurosci 1997 Dec;9(12):2765-73

Marzolo MP, von Bernhardi R, Bu G, Inestrosa NC. Expression of alpha(2)-macroglobulin receptor/low
density lipoprotein receptor-related protein (LRP) in rat microglial cells. J Neurosci Res. 2000
May 1;60(3):401-11.

McDonald DR, Bamberger ME, Combs CK, Landreth GE. beta-Amyloid fibrils activate parallel mitogen-
activated protein kinase pathways in microglia and THP1 monocytes. J Neurosci. 1998 Jun
15;18(12):4451-60.

McGeer PL, Kawamata T, Walker DG, Akiyama H, Tooyama |, McGeer EG. Microglia in degenerative
neurological disease. Glia 1993 Jan;7(1):84-92

McGeer EG, McGeer PL. Brain inflammation in Alzheimer disease and the therapeutic implications.
Curr Pharm Des 1999 Oct;5(10):821-36

McGeer PL, Rogers J, McGeer EG. Inflammation, anti-inflammatory agents and Alzheimer disease: the
last 12 years. J Alzheimers Dis. 2006;9(3 Suppl):271-6. Review.

McManus CM, Brosnan CF, Berman JW. Cytokine induction of MIP-1 alpha and MIP-1 beta in human
fetal microglia. J Immunol 1998 Feb 1;160(3):1449-55

McMillian M, Kong LY, Sawin SM, et al. Selective killing of cholinergic neurons by microglial activation
in basal forebrain mixed neuronal/glial cultures. Biochem Biophys Res Commun. 1995 Oct
13;215(2):572-7.

Meda L, Cassatella MA, Szendrei Gl et al. Activation of microglial cells by beta-amyloid protein and
interferon-gamma. Nature. 1995 Apr 13; 374(6523):647-50.

Mertsch K, Hanisch UK, Kettenmann H, Schnitzer J. Characterization of microglial cells and their
response to stimulation in an organotypic retinal culture system. J Comp Neurol. 2001 Mar
5;431(2):217-27.

90



Miranda S, Opazo C, Larrondo LF et al. The role of oxidative stress in the toxicity induced by amyloid
beta-peptide in Alzheimer's disease. Prog Neurobiol. 2000 Dec;62(6):633-48. Review.

Misra UK, Chu CT, Rubenstein DS, Gawdi G, Pizzo SV. Receptor-recognized alpha 2-macroglobulin-
methylamine elevates intracellular calcium, inositol phosphates and cyclic AMP in murine
peritoneal macrophages. Biochem J. 1993 Mar 15;290 ( Pt 3):885-91.

Misra UK, Chu CT, Gawdi G, Pizzo SV. The relationship between low density lipoprotein-related
protein/alpha 2-macroglobulin (alpha 2M) receptors and the newly described alpha 2M
signaling receptor. J Biol Chem. 1994 Jul 15;269(28):18303-6.

Misra UK, Pizzo SV. Induction of cyclooxygenase-2 synthesis by ligation of the macrophage alpha(2)-
macroglobulin signalling receptor. Cell Signal. 2001 Nov;13(11):801-8.

Misra UK, Pizzo SV. Regulation of cytosolic phospholipase A2 activity in macrophages stimulated with
receptor-recognized forms of alpha 2-macroglobulin: role in mitogenesis and cell proliferation. J
Biol Chem. 2002 Feb 8;277(6):4069-78.

Morihara T, Teter B, Yang F et al. lbuprofen suppresses interleukin-1beta induction of pro-
amyloidogenic alpha1-antichymotrypsin to ameliorate beta-amyloid (Abeta) pathology in
Alzheimer's models.Neuropsychopharmacology. 2005 Jun;30(6):1111-20.

Molina-Holgado E, Ortiz S, Molina-Holgado F, Guaza C. Induction of COX-2 and PGE(2) biosynthesis
by IL-1beta is mediated by PKC and mitogen-activated protein kinases in murine astrocytes. Br
J Pharmacol 2000 Sep;131(1):152-9

Mrak RE, Sheng JG, Griffin WS. Glial cytokines in Alzheimer's disease: review and pathogenic
implications. Hum Pathol. 1995 Aug;26(8):816-23. Review.

Muehlhauser F, Liebl U, Kuehl S et al. Aggregation-Dependent interaction of the Alzheimer's beta-
amyloid and microglia. Clin Chem Lab Med. 2001 Apr;39(4):313-6.

Muller JM, Ziegler-Heitbrock HW, Baeuerle PA. Nuclear factor kappa B, a mediator of
lipopolysaccharide effects. Immunobiology. 1993 Apr;187(3-5):233-56.

Murphy GM Jr, Yang L, Cordell B. Macrophage colony-stimulating factor augments beta-amyloid-
induced interleukin-1, interleukin-6, and nitric oxide production by microglial cells. J Biol Chem.
1998 Aug 14;273(33):20967-71.

Nagai A, Nakagawa E, Hatori K et al. Generation and characterization of immortalized human microglial
cell lines: expression of cytokines and chemokines. Neurobiol Dis. 2001 Dec;8(6):1057-68.

Nakamura Y, Si QS, Kataoka K. Lipopolysaccharide-induced microglial activation in culture: temporal
profiles of morphological change and release of cytokines and nitric oxide. Neurosci Res 1999
Nov;35(2):95-100

Netland EE, Newton JL, Majocha RE, Tate BA. Indomethacin reverses the microglial response to
amyloid beta-protein. Neurobiol Aging 1998 May-Jun;19(3):201-4

91



Neumann H, Misgeld T, Matsumuro K, Wekerle H. Neurotrophins inhibit major histocompatibility class Il
inducibility of microglia: involvement of the p75 neurotrophin receptor. Proc Natl Acad Sci U S
A. 1998 May 12;95(10):5779-84.

Nimmerjahn A, Kirchhoff F, HelImchen F. Resting microglial cells are highly dynamic surveillants of
brain parenchyma in vivo. Science. 2005 May 27;308(5726):1314-8.

Norenberg W, Gebicke-Haerter PJ, llles P. Inflammatory stimuli induce a new K+ outward current in
cultured rat microglia. Neurosci Lett. 1992 Dec 7;147(2):171-4.

O'Barr S, Cooper NR. The C5a complement activation peptide increases IL-1beta and IL-6 release from
amyloid-beta primed human monocytes: implications for Alzheimer's disease. J Neuroimmunol.
2000 Sep 22;109(2):87-94.

Ohno M, Higashi Y, Suzuki K. Microglial cell response to neuronal degeneration in the brain of brindled
mouse. Brain Res Dev Brain Res 1992 May 22;67(1):37-45

O'Neill LA, Greene C. Signal transduction pathways activated by the IL-1 receptor family: ancient
signaling machinery in mammals, insects, and plants. J Leukoc Biol 1998 Jun;63(6):650-7

Otero GC, Merrill JE. Cytokine receptors on glial cells. Glia. 1994 Jun;11(2):117-28. Review.

Pike CJ, Walencewicz-Wasserman AJ, Kosmoski J et al. Structure-activity analyses of beta-amyloid
peptides: contributions of the beta 25-35 region to aggregation and neurotoxicity. J Neurochem.
1995 Jan;64(1):253-65.

Pocock JM, Liddle AC. Microglial signalling cascades in neurodegenerative disease. Prog Brain Res.
2001;132:555-65. Review.

Prinz M, Kann O, Draheim HJ, Schumann RR et al. Microglial activation by components of gram-
positive and —negative bacteria: disctinct and common routes to the induction of ion channels
and cytokines. J Neuropathol Exp Neurol. 1999 Oct;58(10):1078-89.

Prinz M, Hanisch UK. Murine microglial cells produce and respond to interleukin-18. J Neurochem 1999
May;72(5):2215-8

Prinz M, Hausler KG, Kettenmann H, Hanisch U. beta-adrenergic receptor stimulation selectively
inhibits IL-12p40 release in microglia. Brain Res 2001 Apr 27;899(1-2):264-70

Pyo H, Jou |, Jung S, Hong S, Joe EH. Mitogen-activated protein kinases activated by
lipopolysaccharide and beta-amyloid in cultured rat microglia. Neuroreport. 1998 Mar
30;9(5):871-4.

Qiu WQ, Borth W, Ye Z, Haass C, Teplow DB, Selkoe DJ. Degradation of amyloid beta-protein by a
serine protease-alpha2-macroglobulin complex. J Biol Chem. 1996 Apr 5;271(14):8443-51.

Qiu Z, Strickland DK, Hyman BT, Rebeck GW. Alpha2-macroglobulin enhances the clearance of
endogenous soluble beta-amyloid peptide via low-density lipoprotein receptor-related protein in
cortical neurons. J Neurochem. 1999 Oct;73(4):1393-8.

92



Raivich G, Bohatschek M, Kloss CU, Werner A, Jones LL, Kreutzberg GW. Neuroglial activation
repertoire in the injured brain: graded response, molecular mechanisms and cues to
physiological function. Brain Res Brain Res Rev 1999 Jul;30(1):77-105

Ravaglia G, Paola F, Maioli F et al. Interleukin-1beta and interleukin-6 gene polymorphisms as risk
factors for AD: a prospective study. Exp Gerontol. 2006 Jan;41(1):85-92. Review.

Ren L, Lubrich B, Biber K, Gebicke-Haerter PJ. Differential expression of inflammatory mediators in rat
microglia cultured from different brain regions. Brain Res Mol Brain Res. 1999 Mar 5;65(2):198-
205.

Rich JB, Rasmusson DX, Folstein MF et al. Nonsteroidal anti-inflammatory drugs in Alzheimer's
disease. Neurology. 1995 Jan;45(1):51-5. Neurology. 1997 Mar;48(3):626-32.

Ringheim GE, Szczepanik AM, Petko W et al. Enhancement of beta-amyloid precursor protein
transcription and expression by the soluble interleukin-6 receptor/interleukin-6 complex. Brain
Res Mol Brain Res. 1998 Mar 30;55(1):35-44.

Rogers J, Kirby LC, Hempelman Sr et al. Clinical trial of indomethacin in Alzheimer's disease.
Neurology. 1993 Aug;43(8):1609-11.

Rogers J, Webster S, Lue LF et al. Inflammation and Alzheimer's disease pathogenesis. eurobiol Aging.
1996 Sep-Oct;17(5):681-6. Review

Roher AE, Chaney MO, Kuo YM et al. Morphology and toxicity of Abeta-(1-42) dimer derived from
neuritic and vascular amyloid deposits of Alzheimer's disease. J Biol Chem. 1996 Aug
23;271(34):20631-5.

Roher AE, Baudry J, Chaney MO, Kuo YM, Stine WB, Emmerling MR. Oligomerizaiton and fibril
asssembly of the mayloid-beta protein. Biochim Biophys Acta 2000 Jul 26;1502(1):31-43
Rothwell NJ, Hopkins SJ. Cytokines and the nervous system II: Actions and mechanisms of action.

Trends Neurosci 1995 Mar;18(3):130-6

Rothwell NJ. Cytokines and acute neurodegeneration. Mol Psychiatry. 1997 Mar ;2(2):120-1.

Rothwell NJ, Luheshi GN. Interleukin 1 in the brain: biology, pathology and therapeutic target. Trends
Neurosci 2000 Dec;23(12):618-25

Schmechel DE, Goldgaber D, Burkhart DS, Gilbert JR, Gajdusek DC, Roses AD. Cellular localization of
messenger RNA encoding amyloid-beta-protein in normal tissue and in Alzheimer disease.
Alzheimer Dis Assoc Disord. 1988;2(2):96-111.

Schuringa JJ, Jonk LJ, Dokter WH, Vellenga E, Kruijer W. Interleukin-6-induced STAT3 transactivation
and Ser727 phosphorylation involves Vav, Rac-1 and the kinase SEK-1/MKK-4 as signal
transduction components. Biochem J. 2000 Apr 1;347 Pt 1:89-96.

Seilheimer B, Bohrmann B, Bondolfi L et al. The toxicity of the Alzheimer's beta-amyloid peptide
correlates with a distinct fiber morphology. J Struct Biol. 1997 Jun;119(1):59-71.

Selkoe DJ. Normal and abnormal biology of the beta-amyloid precursor protein. Annu Rev Neurosci
1994;17:489-517

93



Selkoe DJ. Translating cell biology into therapeutic advances in Alzheimer’s disease. Nature. 1999 Jun
24; 399 (6738 Suppl):A23-31.

Selkoe DJ. Presenilin, Notch, and the genesis and treatment of Alzheimer's disease. Proc Natl Acad Sci
U S A 2001 Sep 25;98(20):11039-41

Seubert P, Vigo-Pelfrey C, Esch F et al. Isolation and quantification of soluble Alzheimer's beta-peptide
from biological fluids. Nature. 1992 Sep 24;359(6393):325-7.

Shakhov AN, Collart MA, Vassalli P, Nedospasov SA, Jongeneel CV. Kappa B-type enhancers are
involved in lipopolysaccharide-mediated transcriptional activation of the tumor necrosis factor
alpha gene in primary macrophages. J Exp Med. 1990 Jan 1;171(1):35-47.

Sheng JG, Mrak RE, Rovnaghi CR, Kozlowska E, Van Eldik LJ, Griffin WS. Human brain S100 beta
and S100 beta mRNA _expression increases with age: pathogenic implications for Alzheimer’s
disease. Neurobiology Aging 1996;17:359-63.

Sheng JG, Jones RA, Zhou XQ, McGinness JM, Van Eldik LJ, Mrak RE, Griffin WS. Interleukin-1
promotion of MAPK-p38 overexpression in experimental animals and in Alzheimer's disease:
potential significance for tau protein phosphorylation. Neurochem Int. 2001 Nov-Dec;39(5-
6):341-8.

Shimizu H, Mitomo K, Watanabe T, Okamoto S, Yamamoto K. Involvement of a NF-kappa B-like
transcription factor in the activation of the interleukin-6 gene by inflammatory lymphokines. Mol
Cell Biol. 1990 Feb;10(2):561-8.

Shoji M, Golde TE, Ghiso J et al. Production of the Alzheimer amyloid beta protein by normal proteolytic
processing. Science. 1992 Oct 2;258(5079):126-9.

Singhrao SK, Neal JW, Morgan BP, Gasque P. Increased complement biosynthesis by microglia and
complement activation on neurons in Huntington's disease. Exp Neurol 1999 Oct;159(2):362-76

Sivaprakasam K. Towards a unifying hypothesis of Alzheimer's disease: cholinergic system linked to
plagques, tangles and neuroinflammation. Curr Med Chem. 2006;13(18):2179-88. Review.

Smith, P.K., Krohn, R.l.,, Hermanson, G.T et al. Measurement of protein using bicinchoninic acid. Anal.
Biochem. 1985.150, 76-85.

Smits HA, Rijsmus A, van Loon JH, Wat JW, Verhoef J, Boven LA, Nottet HS. Amyloid-beta-induced
chemokine production in primary human macrophages and astrocytes. J Neuroimmunol. 2002
Jun;127(1-2):160-8.

Song X, Shapiro S, Goldman DL, Casadevall A, Scharff M, Lee SC. Fcgamma receptor |- and llI-
mediated macrophage inflammatory protein 1alpha induction in primary human and murine
microglia. Infect Immun. 2002 Sep;70(9):5177-84.

Sparacio SM, Zhang Y, Vilcek J, Benveniste EN. Cytokine regulation of interleukin-6 gene expression in
astrocytes involves activation of an NF-kappa B-like nuclear protein. J Neuroimmunol 1992
Aug;39(3):231-42

94



Stohwasser R, Giesebrecht J, Kraft R et al. Biochemical analysis of proteasomes from mouse
microglia: induction of immunoproteasomes by interferon-gamma and lipopolysaccharide. Glia.
2000 Feb15;29(4):355-65.

Stoll G, Jander S, Schroeter M. Cytokines in CNS disorders: neurotoxicity versus neuroprotection. J
Neural Transm Suppl 2000;59:81-9.

Strauss S, Bauer J, Ganter U, Jonas U, Berger M, Volk B. Detection of interleukin-6 and alpha 2-
macroglobulin immunoreactivity in cortex and hippocampus of Alzheimer's disease patients.
Lab Invest. 1992 Feb;66(2):223-30.

Streit WJ, Graeber MB, Kreutzberg GW. Functional plasticity of microglia: a review. Glia.
1988;1(5):301-7. Review.

Streit W. J. Microglial cells. In Neuroglia (Kettenmann H, Randsom BR eds.) Oxford: Oxford University
Press. 1995; pp:85-96.

Streit WJ, Conde JR, Harrison JK. Chemokines and Alzheimer's disease. Neurobiol Aging. 2001 Nov-
Dec;22(6):909-13. Review.

Streit WJ, Walter SA, Pennell NA. Reactive microgliosis. Prog Neurobiol 1999 Apr;57(6):563-81

Sun YX, Minthon L, Wallmark A et al. Inflammatory markers in matched plasma and cerebrospinal fluid
from patients with Alzheimer's disease. Dement Geriatr Cogn Disord. 2003;16(3):136-44.

Suzuki N, Cheung TT, Cai XD et al. An increased percentage of long amyloid beta protein secreted by
familial amyloid beta protein precursor (beta APP717) mutants. Science. 1994 May
27;264(5163):1336-40.

Szczepanik AM, Rampe D, Ringheim GE. Amyloid-beta peptide fragments p3 and p4 induce pro-
inflammatory cytokine and chemokine production in vitro and in vivo. J Neurochem. 2001
Apr;77(1):304-17.

Takata K, Kitamura Y, Umeki M et al. Possible involvement of small oligomers of amyloid-beta peptides
in 15-deoxy-delta 12,14 prostaglandin J2-sensitive microglial activation. J Pharmacol Sci. 2003
Apr;91(4):330-3.

Takatsuna H., et al. Identification of TIFA as an adapter protein that links TRAF6 to IRAK-1 in IL-1
receptor signaling. J Biol Chem. 2003.

Tan J, Town T, Mori T et al. CD45 opposes beta-amyloid peptide-induced microglial activation via
inhibition of p44/42 mitogen-activated protein kinase. J Neurosci. 2000 Oct 15;20(20):7587-94.

Tarkowski E, Blennow K, Wallin A, Tarkowski A. Intracerebral production of tumor necrosis factor-
alpha, a local neuroprotective agent, in Alzheimer disease and vascular dementia. J Clin
Immunol. 1999 Jul;19(4):223-30.

Tehranian R, Hasanvan H, lverfeldt K, Post C, Schultzberg M.Early induction of interleukin-6 mRNA in
the hippocampus and cortex of APPsw transgenic mice Tg2576. Neurosci Lett 2001 Mar
23;301(1):54-8

95



Terry RD, Wisniewski HM. Structural and chemical changes of the aged human brain.
Psychopharmacol Bull. 1975 Oct;11(4):46.

Thal DR, Schober R, Birkenmeier G. The subunits of alpha2-macroglobulin receptor/low density
lipoprotein receptor-related protein, native and transformed alpha2-macroglobulin and
interleukin 6 in Alzheimer's disease. Brain Res 1997 Nov 28;777(1-2):223-7

Thomson AW. The Cytokine Handbook. Academic Press Limited. 1994.

Town T, Nikolic V, Tan J. The microglial "activation" continuum: from innate to adaptive responses. J
Neuroinflammation. 2005 Oct 31;2:24.

Uhihara T, Akiyama H, Kondo H, lkeda K. Activated microglia cells are colocalized with perivascular
deposits of amyloid-beta protein in Alzheimer’s disease brain. Stroke. 1997 Oct; 28 (10): 1948-
50.

Vandenabeele P, Fiers W. |Is amyloidogenesis during Alzheimer's disease due to an IL-1-/IL-6-mediated
'acute phase response' in the brain? Immunol Today 1991 Jul;12(7):217-9

Van Gool D, De Strooper B, Van Leuven F, Triau E, Dom R. alpha 2-Macroglobulin expression in
neuritic-type plaques in patients with Alzheimer's disease. Neurobiol Aging. 1993 May-
Jun;14(3):233-7.

Van Muiswinkel FL, Veerhuis R, Eikelenboom P. Amyloid beta protein primes cultured rat microglial
cells for an enhanced phorbol 12-myristate 13-acetate-induced respiratory burst activity. J
Neurochem 1996 Jun;66(6):2468-76

Van Rossum D and Hanisch UK. Microglia. Metab Brain Dis. 2004 Dec;19(3-4):393-411.

Veerhuis R, Van Breemen MJ, Hoozemans JM, et al. Amyloid beta plaque-associated proteins C1g and
SAP enhance the Abeta1-42 peptide-induced cytokine secretion by adult human microglia in
vitro. Acta Neuropathol (Berl). 2003 Feb;105(2):135-44.

in t' Veld BA, Ruitenberg A, Hofman A et al. Reduced incidence of AD with NSAID but not H2 receptor
antagonists: the Cache County Study. Neurology. 2002 Sep 24;59(6):880-6.

Vigo-Pelfrey C, Lee D, Keim P, Lieberburg |, Schenk DB. Characterization of beta-amyloid peptide from
human cerebrospinal fluid. J Neurochem. 1993 Nov;61(5):1965-8

Webb DJ, Wen J, Lysiak JJ, Umans L, Van Leuven F, Gonias SL. Murine alpha-macroglobulins
demonstrate divergent activities as neutralizers of transforming growth factor-beta and as
inducers of nitric oxide synthesis. A possible mechanism for the endotoxin insensitivity of the
alpha2-macroglobulin gene knock-out mouse. J Biol Chem. 1996 Oct 4;271(40):24982-8.

Weldon DT, Rogers SD, Ghilardi JR et al. Fibrillar beta-amyloid induces microglial phagocytosis,
expression of inducible nitric oxide synthase, and loss of a select population of neurons in the
rat CNS in vivo. J Neurosci. 1998 Mar 15;18(6):2161-73.

Wesche H, Korherr C, Kracht M et al. The interleukin-1 receptor accessory protein (IL-1RAcCP) is
essential for IL-1-induced activation of interleukin-1 receptor-associated kinase (IRAK) and
stress-activated protein kinases (SAP kinases). J Biol Chem 1997 Mar 21;272(12):7727-31

96



Wollenberg GK, LaMarre J, Rosendal S, Gonias SL, Hayes MA. Binding of tumor necrosis factor
alpha to activated forms of human plasma alpha 2 macroglobulin. Am J Pathol. 1991
Feb;138(2):265-72.

Wood JA, Wood PL, Ryan R et al. Cytokine indices in Alzheimer's temporal cortex: no changes in
mature IL-1 beta or IL-1RA but increases in the associated acute phase proteins IL-6, alpha 2-
macroglobulin and C-reactive protein. Brain Res. 1993 Dec 3;629(2):245-52.

Xie QW, Whisnant R, Nathan C. Promoter of the mouse gene encoding calcium-independent nitric
oxide synthase confers inducibility by interferon gamma and bacterial lipopolysaccharide. J Exp
Med. 1993 Jun 1;177(6):1779-84.

Xia MQ, Qin SX, Wu LJ, Mackay CR, Hyman BT. Immunohistochemical study of the beta-chemokine
receptors CCR3 and CCR5 and their ligands in normal and Alzheimer's disease brains. Am J
Pathol. 1998 Jul;153(1):31-7.

Xia M, Hyman BT. GROalpha/KC, a chemokine receptor CXCR2 ligand, can be a potent trigger for
neuronal ERK1/2 and PI-3 kinase pathways and for tau hyperphosphorylation-a role in
Alzheimer's disease? J Neuroimmunol. 2002 Jan;122(1-2):55-64.

Yamada T, Fujieda S, Yanagi S et al. IL-1 induced chemokine production through the association of
Syk with TNF receptor-associated factor-6 in nasal fibroblast lines. J Immunol. 2001 Jul
1;167(1):283-8.

Yamaguchi H, Nakazato Y, Hirai S, Shoji M, Harigaya Y. Electron micrograph of diffuse plaques. Initial
stage of senile plaque formation in the Alzheimer brain. Am J Pathol. 1989 Oct;135(4):593-7.

Yates SL, Burgess LH, Kocsis-Angle J et al. Amyloid beta and amylin fibrils induce increases in
proinflammatory cytokine and chemokine production by THP-1 cells and murine microglia. J
Neurochem. 2000 Mar;74(3):1017-25.

Zassler B, Weis C, Humpel C. Tumor necrosis factor-alpha triggers cell death of sensitized potassium
chloride-stimulated cholinergic neurons. Brain Res Mol Brain Res. 2003 May 12;113(1-2):78-
85.

Zhang P, Hogan EL, Bhat NR. Activation of JNK/SAPK in primary glial cultures: II. Differential activation
of kinase isoforms corresponds to their differential expression. Neurochem Res 1998
Feb;23(2):219-25

Zhao M, Cribbs DH, Anderson AJ, et al. The induction of the TNFalpha death domain signaling pathway
in Alzheimer's disease brain. Neurochem Res. 2003 Feb;28(2):307-18.

Zielasek J, Archelos JJ, Toyka KV, Hartung HP. Expression of intercellular adhesion molecule-1 on rat
microglial cells. Neurosci Lett. 1993 Apr 30;153(2):136-9.

97





