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2 (SEQ ID NO:18), and If1 (SEQ ID NO:19).  An asterisk “*” indicates positions which 

have a single, fully conserved residue.  A colon “:” indicates conservation between 

groups of strongly similar properties that score greater than 0.5 in the Gonnet PAM 

250 matrix.  A period “.” indicates conservation between groups of weakly similar 

properties that score equal to or less than 0.5 in the Gonnet PAM 250 matrix. 

[043] Fig. 27A shows a schematic of Construct 3.  Fig. 27B shows the DNA 

sequence of the g3p portion of Construct 3 (SEQ ID NO:23).  Fig. 27C shows the 

amino acid sequence of the g3p portion of Construct 3 (SEQ ID NO:24).  

[044] Fig. 28 shows the results of an experiment testing two rs-g3p(N1N2)-

IgG fusion proteins for their ability to reduce amyloid ! in a transgenic mouse model 

of Alzheimer’s Disease.  rs-g3p(N1N2)-hIgG4-Fc (Construct 5) and rs-g3p(N1N2)-

hIgG1-Fc (Construct 6) both significantly reduced the level of amyloid ! in the 

hippocampus of Alzheimer’s Diseased mice.  

[045] Fig. 29 shows the results of an experiment testing two rs-g3p(N1N2)-

IgG fusion proteins for their ability to reduce amyloid ! in a transgenic mouse model 

of Alzheimer’s Disease.  rs-g3p(N1N2)-hIgG4-Fc (Construct 5) and rs-g3p(N1N2)-

hIgG1-Fc (Construct 6) were both able to significantly reduce the level of amyloid ! 

in the cerebral cortex of Alzheimer’s Disease mice.   

[046] Fig. 30 shows assembly inhibition of A!42 with rs-g3p(N1N2)-hIgG1-

Fc (Construct 6).  Fig. 30A shows a “native” agarose gel made without SDS.  The 

samples were run in TEA buffer without SDS and not boiled.  The results indicate 

that Construct 6 is capable of inhibiting the assembly of fA!42.  Fig. 30B presents a 

ThT fluorescence assay used to measure the amyloid present in a given sample.  10 

"M of A!42 monomers were incubated in the presence or absence of 2 

concentrations of rs-g3p(N1N2)-hIgG1-Fc (Construct 6) at 37!C for 1 day. The 
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99% amino acid sequence homology with the reference sequence as measured 

using known computer programs, such as the Bestfit program. 

[077] A “fusion protein” is a non-naturally occurring protein comprising at 

least two polypeptide domains.   

[078] A “g3p fusion protein” comprises a g3p protein linked to a second 

domain.   

[079] An “N1-N2 fusion protein” (also termed “N1N2 fusion protein”) 

comprises the N1 and N2 domains (or mutants, fragments, or variants of either), but 

not the N3/CT domain, of a g3p protein linked to a second domain.  A N1N2 fusion 

protein may or may not comprise the hinge region.    

[080] An “N2 fusion protein” comprises the N2 domain (or mutants, 

fragments, or variants of N2), but neither the N1 nor N3/CT domains, of a g3p 

protein linked to a second domain.  A N2 fusion protein may or may not comprise the 

hinge region.    

[081] As used herein, “Construct 1” is derived from wild type M13 (see, 

Genbank file: NC_003287.2, version GI:56718463.  In Construct 1, as compared to 

wild type M13, Ser378(AGC) is changed to Gly(GGC), and Ile87 (ATT) is changed to 

Asn(AAC)).  Construct 1 comprises the nucleic acids of SEQ ID NO: 10.   

[082] “Construct 2” is a wild type M13 isolate (GenBank JX412914.1).  

Construct 2 comprises the nucleic acids of SEQ ID NO:12.   

[083] “Construct 3” is a recombinant soluble g3p fragment comprising the 

N1 and N2 domains of g3p (rs-g3p(N1N2)) comprising the amino acids of SEQ ID 

NO:20.   


























































































































































