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Fig. $4. Changesin soluble and insoluble A3 species detected 3 months after
injection in Tg2576 mice.



Science .
Translational

Medicine Submitted Manuscript: Confidential template updated: February 28 2012
AVAAAS

Supplementary Materials:

Fig. SL.

A c
a.
w —_—
G < I 0.00751
< zZ =z
= o e
AAV4-APOE = E E
MKDa— e o o o e —_— 8 & 0.00504
&, e <%
28kDa— |0 ¢ E— AP OE w O
3 2 :
34kDa — : © 3
_SSsssan
=3
28kDa— ' Apoe S =
52 :
= 0.0000~

v2)
o)

s
(7]
8
o -
o c A
58 B D
o B X
[>T ™ v
< a = 2
n @ N > £
gé 2 23
& ~ w
g X 3 o 2
& N a &
=] pie < W
c 2 = E
w GR
E I+
= L=
T
& g
& &
<& &
an “

Fig. S1. Detection of human and endogenous murine APOE mRNA and protein after
intracerebroventricular injection of AAV4-APOE in APP/PS1 mice. (A) Western blot analyses of human
recombinant and endogenous ApoE proteins in AAV-ER® AAV-GFP injected mice.B) Box blot graphs
representing the amounts of endogenous murine ppai&in in the brains of injected mic€)(Box blot graphs
representing the expression levels of endogenouse®dPOE mRNA, normalized to the amount of GAPDH
transcripts. D) Comparison of the levels of ApoE protein 2 anah@nths after intracerebroventricular injection

of AAV in APP/PS1 mice (samples from all ApoE iried mice were pooled together at 2 and 5 months,
without discrimination for the APOE variant).

n= 4-6 animals per group (see Materials and Metladdetails). *p<0.05
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Fig. S2. Effects on AP pathology associated with each ApoE isoform after a short exposure (2 months). (A)
Representative images of amyloid deposition in AR/ mice 2 months after injection. Both immunostain
using the Bam10 antibody and ThioS were used to atkamyloid deposits or dense-core plaques cady.
(B) Stereological analysis of the density of amyldgposits in the cortex 2 months after injectioaV-GFP,
-APOE2, -APOE3 and APOEAC] Ratio between Bam10 and ThioS staining calcul&te@ach mouse of each
experimental group.) Determination of the concentrations o34 (left panels) and By, (right panels)
peptides in the insoluble formic acid extracts rafteshort exposure with the different ApoE variafsale bar :
200um. n= 4 AAV-GFP, n= 4 AAV-APOE2, n= 6 AAV-APOE3 and i=AAV-APOE4 injected mice*p<0.05
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Fig. S3. No change in APP processing and glial cell recruitment around amyloid deposits upon expression
of different ApoE isoforms. (A) Western blot analysis of sAPP, C99, C83 and IDEhe brain of injected
mice. Representative images of Ibal (microgBa,and GFAP (astrocytes;) positive cells around cortical
amyloid deposits (labeled using the Bam10 antibodjicated with blue arrows) after injection witlAX-GFP,
-APOE2, -APOE3 and —APOEA4. Bar scale: 1100
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Fig. $4. Changesin soluble and insoluble AP species detected 3 months after injection in Tg2576 mice. (A)
Quantification by ELISA of the ISF content inB4 and A34. (B) Concentrations of Af in the formic acid

fraction of Tg2576 mice after AAV4 injection.
n= 3 AAV-GFP, n= 3 AAV-APOE2, n= 5 AAV-APOE3 and i=AAV-APOEA4 injected mice *p<0.05





