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Before & After Chemo
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http://breastcancerhealingmoments.blogspot.tw/2015/03/chemo-brain.html )




30%

While most patients recover.from their cognitive

issues, about 30% of cancer patients.suffer from
long-term chemo brain symptoms

Source: Fred Hutchinson Cancer Research Center
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http://blog.stmarkshospital.com/blog/2015/06/1 1/coping-with-chemo-brain-during-cancer-treatment/ )
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(=)~ E BB % Mary Bartlett Bunge #%#% : Study finds axon regeneration after Schwann cell graft

to injured spinal cord (Fr=5&—BEEHRFFE TR )

1. SERIEP G IR R DL =& i G Rak n i B IAE T 10% WIrTERE
01 B RS A A2 ey — B ZER -

Spinal Cord Injury

* 12,000 new cases / year in the U.S.

* Approx 1.275 million Americans with paralysis,
due to SCI

* Nearly 50%, ages 16-30; 80%,males

» Higher occurrence in military

* MVAs (36.5%), falls (28.5), violence (14)

* 5.3 million in the U.S. with paralysis due to
some type of CNS injury/disorder
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Aver Yearly

Est Lifetime Costs
Expenses

Age at Injur
(Feb 2013) e

Severity of Injury

Each
First Year | Subsequent | 25 years old | 50 years old

Year
CIFGRGIE I EAEN (o e AN 51,044,197 | $181,328 | $4,633,137 | $2,546,294
Low Tetraplegia (C5-C8) BRYELRYZ $111,237 | $3,385,259 | $2,082,237
Paraplegia $508,904 $67,415 $2,265,584 | $1,486,835
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Why Schwann cells?

* Promote regeneration of axons in PNS
* Produce growth factors, ECM

* Myelinate axons in CNS

* Restore axon activity

* Enter cord in large numbers/ SCI

* Are readily accessible/peripheral nerve
* Can obtain large numbers

* Can transplant person’s own cells

* (Can genetically engineer

* Promising pre-clinical data in multiple
species; cited for FDA approval
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Elevation of cyclic AMP in combination with Schwann cell grafts
promotes functional recovery in animals after SCI

AT TIME OF INJURY l I l Thoracic (T8) moderate contusion

&

Subcutaneous minipumps deliver daily
A doses of rolipram for 2 weeks to prevent
decroase of cAMP levels after injury

Transplantation of Schwann cells
1 WEEK POST4NJURY into the injury site

y Injections of a form of cyclic AMP above and
B 84 below the injury at transplantation to increase
< cAMP lovels to above normal

B 71 FRERAIIE S R H IR (cAMP) B8 &~ lE
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Transplants at 12 wk afteﬁr contusion injury

Dr. Damien Pearse

SCs with added growth féctor gene survive
better and promote netg've fiber growth

e, e

Control SCs

SCs + growth factor ™
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Frizzled SZBGA% (1R AES HEEHIIEA — RIS EmEER ) - AUfG Wnt/ 8 -catenin ~ Wnt/Ca2 +

A1 Wnt/PCP 3 -

] CFC memory formation ]
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FRZ / Stimulation
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\ Wnt3a

Dvl
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p-GSK38 *J Ca?* release . STM

S p-CaMKII

4 Transcription

—LTM

CFC I%5i% Tl HANX Wnt3a 7r#h ARk FH: BB MAMY Wnt3a it 5 2645 &
& FiF) Wnt/Ca?' 55 Wnt/B-catenin {55 53884, 75 i% CFCidiZmdkG 584 .
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() ~ HhE F¥gfEAFFE R ©  CaMKI Fl caveolin-1 #[FIZRYE ATP ¥ P2X3 248
1. ATP & e (P2X3 ~ P2X2) Za. L SR » B PIRUR SRR TSR ~ e
e R R 2 B B - O P2X3 AZ S A i AH EEATHEGE AT A A T E I D RE S AT
W7EfRH i R R A0S ATP LEIRY 2 R i IR 85 25 Bl P2X3 A2 Har FENRE I
[RIEWTEH - 288 ATP AIDUEHE P2X3 SZHEMIINAT ~ BT EIRNATNE ~ AE0I e 1
A&TTHhze i rECER RS - LSRN CREB ~ SHETHRSOTAY B - [HiE ATP ¥
P2X3 <2 L IEEUE A SR ET R ARSI E RS -

plasma membrane

0 P2X3

. P2X2

- raft

o ATP
Ca™

= CaMKlkx

°®

K’ caveolin-1
$ ERK

trans-Golgi network

[~ ATP #8Hh P2X3 ~ P2X2 i - LR MG =
2. AREREEETE
(1). ATP #& FPHRFTEIEIAN A S i AR AR T ALY P2X3 AZ e BT > A5 ey
P2X1 Fl1 P2X2 ZHENING A ILAAE - BUR ATP RIEH) P2X3 <25 [REr$5EE AR » i H
AT LU B AT P2X3 A2 A6 L g
(2). CaMKII o £ H#SFH$5FR( Ca DRRIAT > SAE IR EORE MR H 0 1T o P2X3 SZHGHY N G >
IMAZRYEH: C ity 2F 388 gz (Thr388) wI#k CaMKIl o BifAL - it —DH5es - I
TRAG AR L caveolin 1 AEEE P2X3 ZHEAHAMEH] » sl EL I caveolin-1 HYFEE
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oAETAER P2X3 SZ gk & caveolin-1 HYRE TS rIHITH] ATP ARAEHY P2X3 A2 HiaHy_ [R5 -
BEIEA T R BB H P2X3 AZHEHY DIRERZE L 7 —FRE T HERY B
3. AFFEAHBATE -
FEIEREER ATP SHIEE B I BT TE - AR 230 - 58t
$F ATP SESEA TSR] > 41 CaMKIL F caveolin-1 > 2&Ig ] F4%E ATP RS A
HL T -
CaMKII : {RFEE% (Nucleus Accumbens ) e ARMEHHEAERGE ~ R - poiass s S/ E Yy
fid o TR RO B ARG SRR A R i bRk R B A
) CaMKII » CaMKII FY K 5 B RFS s BV BBy A g IS T AR BRI
R —ERIITT S » Caveolin-1 (Cav—1) [ * FZHE AT ENEER - AR - 1k
{5 SR ELE AR R S e -
B AT MACEE L TR > VSR LR FCAE (Alzheimer’ s disease, AD) BRlF<EA%
FiE (Parkinson syndrome, PD ) » HFHyERE] ~ SCIEELEEY) HOaFHMERL ATP AO(EREHH]
HHEBATEH] -
UL TR B TR B LB EEY) (5 N LB B et e TN - R A2
BRI R 7= 5 B — 0 e ki skl HRHH
FT AR BEPET— HRE 20 G JeiRrS A8 R e i G PRk e
H BB R AR R F A -
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1. B
Abstract:
Purpose: 2-(1-{6-[(2-[18F]-Fluoroethyl)(methyl)amino]-2-naphthyl Jethylidene) malononitrile

([18F]-FDDNP) was synthesized and characterized as a positron-emitting probe to identify
Alzheimer’ s disease (AD) in transgenic mouse models (Tg2576 and dE9) expressing the AD
pathology. We observed 1n 1n vitro, in vivo, and ex vivo studies that [18F]-FDDNP accumulated
specifically in the AB-overexpressing brain regions and that this accumulation was significantly
reduced by co-incubation with non-radioactive FDDNP.

Methods: The [18F]-FDDNP was undergone evaluated by studying its in vitro competition, €X Vivo
autoradiography and in vivo microPET image with three strains (Tg2576, dE9 and normal mice).
These assays will receive [18F]-FDDNP and assessment of the area of interest regions were
performed on tissue slices. ELISA assay will assess with different regions of the brain with
human amyloid B (1 - 40) protein quantity.

Results: In ex vivo and in vivo studies of brain sections, the retention of radioactivity was more specific
in Tg2576 mice than in dE9 mice. Quantification of human amyloid B (1 - 40) showed that the
Tg2576 mice had significantly higher levels than the dE9 or normal mice in whole brain regions.
Using 1n vitro, ex vivo, in vivo, and Enzyme-linked immunosorbent assay (ELISA) analyses, we
characterized the utility of [18F]-FDDNP in mapping -amyloid in the Tg2576 mouse brain, to
assess 1ts potential application in imaging strategies.

Conclusions: This study demonstrates that the application of [18F]-FDDNP combined with Tg2576
mouse may be useful for monitoring the formation and progression of AP in the brain, for

extrapolation to AD patients.

Keywords [18F]-FDDNP - Alzheimer’ s disease - Transgenic mice ©  B-Amyloid plaques
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Registration

Countdown
79 days

Template for Manusonpts

Conference >>
Home
What's New

Call for Papers

Important Dates

Organization >>

rganizng Committee

Conference Program

Sponsors
SPONsors

For Participants >>

Welcome Message

AoesBRAH o

The 2nd Neurology and Neurosurgery Conference (NeuroConf 2015) wil be held from December 18 to
20, 2015 in Gudn, China. This Conference will cover issues on Neurology and Neurosurgery. It dedicates to
creating 3 stage for exchanging the Iatest research results and shanng the advanced research methods.
NeuroConf 2015 will be co-located with the following conferences:

temational Conference on Gastroenterology and Hepatology (ICGEH 2

Internabo "3'C’r‘-’='¥--r‘ fl-\_i_ar-“’. ;Pf r;. ICUN 2015

ALY SV LD

ICCEH 2015)
(ICCEH 201

Intemational Conference on Clinical and Experimental Hematology

International Conference on Health Policy and Management (HPM 201

ntematio nal |‘nr~‘ erence on Tuh:

The 3rd
Guilin ‘East or west, Guiin landscape is best!’ Located in the northeast of Guangu Zhuang Autonomous
Region in south China, Guilin is considered to be the peard of China's thriving tounst industry on account of
the natural beauty and histonc treasures. Covenng an area of about 27,800 square kilometers (10,734
square mies), the oty 1s rather compact when compared with other major tounst aties i the country. The
stunning landscape in which the caty is situated has a kind of magic that is all its own. The strangely
shaped hills or karsts, with the verdant vegetation ranging from bamboas to conifers together with crystal
dear waters and wonderful caves make the oty such an appeaiing destination. It 1s also an important
cultural oty with a history of more than 2,000 years. The aty has been the political, economic and cultural
center of Guang since the Northem Song Dynasty (960-1127).

Ve look forward to seeing you in Guilin!

Conference on Rehabilitation Mediane

Publication and Presentation

All the accepted papers will be published by “Joumnal of Biostiences and Medicines™ (15SN:2327-5081), 3
peer-reviewed open access journal that can ensure the widest dissemination of your published work. For
more informabion, please visit: hitp:
You're wekome to submit abstracts for presentation. The abstracts are only used for an oral presentation
and will not be published in the conference joumal.

www.sarp.org/joumal/jbm

Conference Speakers
]
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IE  New(on2RiS Aragtmce Notication

Dear Authar,

Thanks for your paper subamision!

Weare pleased to inform you thatvour paper

ID: NeuroConf201Dec 604

Tik: Tmsgmrm([g..‘ 76) s il model for the biokogical caracterzaton of [18F FFDDINP (2<{1-{6{2-{1 6F P Avoroethy!) methyeming --naphehy!)thrdene malonoitre) for
iGentfing Alohe

Bas been acveptedfor thefnal program.

You can finish th thee steps below before October 10, 2015,
St |:Makng Rgitaton Py

Step 2: Uploading Your Paper 20 Submiting Your Coppright
S1ep 3: Providing Regitration Information

Pleaselogin to hty: ww. ngf o

For stract subaission. please oot
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4. BESRERIS

-

Transgenic mouse (Tg2576) is an ideal model for the biological
characterization of [18F]-FDDNP for identifving Alzheimer’s disease

Kans-Wai Chang Shik-YinsLas, Chia-Chish Chan

- Division of Isotops Application, Institatz of NuclearEnarsy Raszarch Taivwan

[**F]-FDDMP vas svnthesized and charscterized 2t a positron-emitting probe to identify Alzheimer’s diszgza (ADY) in transgenic mouse modals
(Te2376 and dEY) exprassing the AD pathology. Ws obsarvad in in witro, in vive; and 2x vive studizs that [¥F]-FDDNP zcewnulated specifically
in thz AB-oversxprassing brain rzgions and that this sccumulation was simificantly raduced b co-incubstion with non-radicsctive FDDNP. Inex
vivo end in vivo studiss of brain ssctions, the retention of radicactivity wes mors specific in T 2376 mics than in dE9 mics. Using in vitro, sx
vivo,in vivo, snd ELISA snalvsas, wa characterized theutility of [1°F]-FDDNP in mapping f-amyvloidin the Tg23 76 mousa brain, to assass its
potsntizl spplication in imsging stratssiss.

Nuclear Medicine Research (instrument) Auto-gynthesezarfor F-18-FDONFP

5o

Identify by radic-HFLC
F-15-FDDNP log P=1.53=0.10

g

. Tharamults of in witro antoradiography and a competition assav (Fig, 1) damonstrats tha high bindins capacity and specificitv of FODNP in
the Te2 376 transganic mouss. In the AR -rich brain rerions (hippocampus snd frontsl cortax}, the dE9 mics also displavad significantly highar
binding then the normal mics (p<0.01}, wharsas the T £2 376 mics displavad significantly highsr binding than the dE9 and normal mics inall
thz brain regions. Immimo-histochsmical staining 0ftha T 22376 mouse brains also idantifiad high lavals of AR protzin in ths hippocampus
and frontal cortex (datanot shovm).

2. Exvivo antoradiosraphy was also usad to compare the binding of [¥F]FDDNP to the AR -rich ragions in the transssnic and normal mica {Fig,
2). The T 22576 mics showed significant diffzrences from thz dE9 mics in tha binding of [¥FIFDDNP in ths thalamus, midbrain, and medulla,
and sicnificant differances from the normal mics in the thalamms, midbrain, madulla, and cerebelhum. [HF]FDDNE binding differad
significantly batween the d£9 and normal mice in tha midbrain, medulls, and carahallum, Inthisassav, whole-brain ssctions fromtha T2 576,
dEY. and normal mics wers 2sszssed and comparsd.

3. MicroPET imaging was parformad 30 min aftar the injsction of [M¥F]FDDNE (18.5 MBq). The spacific binding ratiosin whole brain regions
showad grestar scoumulation of [2F]FDDNE in the T 22576 mica than in the dE9 of normal mice {Fig3), Inthe past, tha resolution and
samsitivity of tha imaging toolshaveanot been risorously considerad in studiss of brain radiopharmacerticals. Khmk 2t al. [20] us=d [18F]-
FDDMP 'microPET {Semans microPET Foens 220} to axaminaT 2376 andcontrol mica.

e

The presant study sugessts that [1SF]FDDMNE has excellant potentisl atilitv in Te2 5746 micz, but not in dE9 mics, and that thiscorralates witk the
amomts of AR protein in their brains.

il ortt o

-
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ALY patients for PET amalysas [1] [2],

Laboratory animals with 1 marker of the disesse are very wseful in determining the pathogenesis of AD and
identifying promising freatments [7). Numerons models have suocessfully replicated amyloid plague deposition
and (he inchugion of & mutant presenilin (PSENT) allele con accelerate the deposition rute and exacerbate the pa-
thalogical sevenity of the disease [1] [8).

To further characterize the binding properties of ['F|-FDINP in transgenic rodents, we extended APP trans-
genic mouse (Tga376) and the PS/APP double-transgemic mouse (dES), which express AD, The results of our
studies of ["FJ-FDDNP used in vir and ex vivo and with microPET imaging 1o predict the pathogenic
processes of AD und provide 2 standurd diagnestic method for this disease.

2. Materials and Methods
2.1, Chemicals

The precursor of FDIDNP was purchased from ABX (Radeberg, Gormany), Acotic anhydride, 30% hydrogen
peronide, potussium lodide, dimethyl sulfoxide, potassium carbanate, elhylene glycol, anhydrous aceionitrile
wete purchased from Merck & Co., Inc. (Whitchouse Station, NJ, USA ),

2.2, Animal Madels

14 - | -montheobd tansgenie TE2376 and dE9 mive eaproasing mmtubed Tuana APP and APPPS] proteins, re-
spectively. All animal procedures ind experimental protocals were approved by the Fibical Animal Use Com-
mittee of the [nstitute of Nuelesr Energy Research (INER), Toiwan,

2.3. Synthesis of [\F|-FDDNP
FDDNP was prepared acconding to the procedure published in 2007 [9],

2.4, In Vitro and ex Vive Autoradiography

Tip2476, di9, and control mice aged 14 - 16 months were muesthetized with Boflurme gas (1 mL per minute)
and injected with 185 MBg/200 pL. ["'F|-FDDNP through therr lateral tail veins. Each group were killed by de-
capitation 30 min after injection. Their brains were immediately remaved and frozen in powered dry foe. Sagittal
sections of 20 jum cut snd exposed to Kodak XAR film for 72 h,

2.5 MicroPET Imaging and Data Analysis

Mice were injected with ahout 185 MBq of ["F|-FDDNP via the lateral tail vein, After distributed for 30 min,
placed inside the microlET-R4* system (Concorde Microsystems, Knoxville, TN, USA) for tomographic im-
aging (10 min), AsiPro software (Concorde Microsystems) was used for the statistical anatysis; a region of in-
terest (RO) was defined in each brain region.

2,6 Human Amyloid /{1 - 40) Enzyme-Linked Immunosorbent Assay (ELISA)

Mice were killed with carbon diowide. Distinguishuble regions (olfictory bulls, cores, suistum, Ualanus, by-
puthalamus, midbeain, cerebellum, Pons, and medulla) were mnsfemed (o polypropylene tubes and esch soni-
cated sample was clarified for human amyloid A1 - 40) ELISA Kit IBL. code no, 27,713 {Immuno-Biological
Laboratories Co, Lid, Fujioks, Japan), sccoeding to the manuficturer's protocols,

3. Results and Discussion

["*FJ-FODONT was developed in 2001 in Dr Barrio's Iaboratory at UCLA [10). It has shown excellent results
with AL) in transgenic rats and patients in vivo and f vitro analyses [10] [11]. The lipophilic characteristic of
[""F1-FDINP (1.93 £0,10) which was indicated high lipophilicity and suggesied could penetrate the BBB,

Thie results of bir vitro sutoradiography and & competition ossay (Figure 1 and Table 1) demonstrate the high
binding capacity and specificity of FDDNP in the Tg2576 transgenic mouse. In the Africh brain regions (hip-
pocampus and frontal cortex), the dF9 mice also displayed significantly higher hinding ihan the normal mice
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Figore 1. Brain sutoradingraphy of transgendc mice ((a) Tp2376; (b) dE9) and nomal mice (c) afier incubation with | 18F}-
FOLINE

Table 1. The binding of {"F]-FDONP, in different brain regions, derived from the brain antorsdingrama shown in Flgure 1, for the
2376 and dF% transgenic mice and the competition assay groups treaied with 20 or 200 pg of FODNP carrier {n = 3, mepns + S0j

T2 576 mice dE mige Mormal mize
Balsrges 00 Sl 20 g oA 208 i 20us R Ny Wi
I FrsT FRXONE Wi Fiase FOURF i Foges) FODNF
| 'T]FDL!h‘F fri i pricvi | "FIFDDNE fuigd i o | 'FIEDUHP sl AL

Comes 19TV EI50) K524 204K 302 19N 37415447 6632 147 4772204 7192181 3610070 2444057
iigpocampes. 49.13¢ 380" 3062 1040 D02930 K7 il 2002008 LE3E076 403E 108 T2 T14: D8
halasms 7507+ 1673 4+ 1408 (T30 704000 L7200 285+ 000 9= 098 452+ 147 1003200
|i,mu|-ﬂinltljl:lr 23 =0 |9.H:I.I‘]" B 20748 I,:‘II-:IJI-I‘ |J!|:!.D.TI' A3 4219 406z |77
Midbraln 39592 1299 2H30 21060 M09 ATZadnl U90E0H AKZa 180 Ddheld R36eias" 2dizisl
Pow  MRIE4 553 T4 MR 1106 A00#204 [R7£090 Q00 4340180 1007249 18:147
Modulli  JLALE 36T 20574697 N43=109% LV 1A3=1007 X021 9585420 13920 0072000
Corpbelbum 115505 3028 |10TH4 1749 4090 = 1063 2200 1384 204850 A4+ 420 20260 3404 )59 ’I';_'I“I'

* g not-carvier-added, ' 10 6%, winicheni”s & test, for comnparivem within heain region sned ey, betwern carier abdiilon. "F < {04, for sompaness within
Te2476 mige braln meghon bevvren di and nommal mize. " « 0,09, for comparisen with besin region hetween dF9 and normal mice

{p < 0.01). Immunohistochemical stuining of the Tg2576 mouse brains also idemified high levels of A protein
in the hippocampus and frontal cortex (data not shown). We noted that in the Tg2576 mice, ["Fl-FDDNP ac-
cumulated strongly in the cerebellum, may be inferred thal the overexpression of APF protein and the seeumuls-
tion of A pligues in the cerebellum [1] [4],

In the competition zudy, ["F-FDDNP binding was inhibited by co-incubation with the carrier {Table 1),
More |"FI-FDDNP sccumulnted in the Tg2576 brain than in the dE9 and normal mouse brains, and was not
comprehensive among the brain regions.

Ex vivo muoradiography was also used to compare the binding of [ "FI-FDLNP i the AfErich reglons in the
transgenic and normal mice (Figare 2 and Table 2), The Tg2576 mice showed significant differences from the
dE9 mice in the hinding of ["'F]-FDDNP in the thalamus, midbrain, and medolla, and significant differences
fram the normal mice in the thalums, midbmin, medulls, and corchellum (3], Although the data preserted show
only a fow signifionnt differences in the brain regions of the tranagenic mice, our results are similar to those
published by Kung of of. [17]. MicroPET imaging was performed 30 min after the injection of ["F-FDONE
(18.5 MBq). The signal quantified in the ROTs in these iransverse sections compare with the reference huseline
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indicated ratios of 0.8 - 100 relative 1o muscle in the Tg2576 mice (Table 3). When the radinactive signal of
|""FJ-FDDNP was ealeulnted relative to the same reforence (muscle) in the dEY transgenic mice, the rtios for
tifferent brain regions were 0,10 - 0.3 (Table 3), The specific binding rtios in whole brain regions showed
greater accumulation of ["F}-FDDNP in the Tig2576 mice than in the dE9 or nomal mice (Figure 3). The im-
munoreictivity of human amylod &1 - 40) was quantified in the olfactory bulh, cortex, strtum, thalsmus, hy-
pothalamus, midbrain, corebellum, pons, and medulla. A standard curve was construcied for human A ) protein,
ranging from 500 pe/mL 10 7.813 pg/ml., and the Tinear standard curve equation was- derived or continuous
unalysis (R2 = 0.995 - 0.998). In the Tg2576 mice, the amount of human Samyloid in the whole brain (0.257 -
1.992 ng/mL) was significantly different from the smounts in the di9 (0,085-0,567 ag/ml) and normal mouse
brainis (0,031 - 0,098 ng/mL) (Table 4). The present study suggests that | "F|-FDDNP has excellent potential

{e

Figure 1. &3 vivo brath sutneadiography of transgende mice ({a) Ta2576; (b) dEY) and normal mice (c) 30 min ofier injection
with 185 MBg/200 . [ |KF}-FDDNP,

Tabie 2. The binding densities of |''FI-FDDNP in different brain regions of the Ty2576 and di9 transgenic mice and narmal
mice, devived from ex vive brain ssomsdiograms (n = 3, mean = 50},

—— T;?E‘ﬁ 48 Narimil fiice
Cones w3 WM AN 1093 « 147
Hippocarpus LT TSR] 3554 0 hbd [3re1ll
Thadimue LIEIFRL ATy 380 = (191 1354 4 .76
Hypoitslamus 41364 1990 T RN & (442174
Midhtuin 5440 & 1605 400 4 106" 16524 K18

Itons 6150 & 25.09 35T (747 15,04 2 648

Mahdla AT 2 180=930" 3B 4 835

_ Corcbeliar S0 1K04 W7 706 TR TT o

"I 0, hde's ¢ test, for comparinam within sl region sl ttacet, betwoen T2 ad AED mice, ' < 0,08, fur comparison whihin 4% and
novmal mice. "< (L0, For compastn wih Ty 478 anil romal mice

Tabde X Spexific binding ratiow for different bradn rejlons (olfactory bulb, corlex, strishum, thalamis, and cerebelliom) of the
256 and E9 transgenic mice and normal mice relative to that in muscle from the bead region, derived foe i o mi-
crol 2T images (n = 3, mean £ S0,

Specific binding rio Ctfactory uth Curiex Siristum Thalamis Cerrbelliam
T 0003 OSIA0IC  IWEOMT  LWenaT OMel
dEY LEIET A} LR 0,12 0,07 1,10 + 0,03 3001
Wil mice 8304804 14 = 008 0082001 .07 s 001 0,06 2 0,02

P 13, sbdant's ¢ e, for somymren wiibin bl sghon and ecer, befvsen TE25 and @5 mive. " < 0.08, for eomparison within 4B and
mﬂﬂ.'rﬂﬂﬂhmmrﬂﬁWHmm
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Figure X, Jn vive micoPET Imaging of the secwmulation of [18F]-FODNP in brain sections 3 min post-injeethon o
T2 57 {aj; dEY (b); and normal mice (¢},

Table 4. Lovel of immunereactivity for hussan asvylowd &1 - 40) in supermatants derved from different hran sections (ol
factory bidb, sorfex, striatum, thalumus, hypothalamus, midbmin, cerebellum, poans, and medulla) were quantified by ELISA
asing & haman A4 assay kit (n = 3, mean £ &0,

ng'ml Tg2¥75 dE% Wirmal anboe

.l |Irdl'|-l;!|- (1] 1997 4 001S° w171 & s’ (03 & 0000
Cones | 9R4 = -'Hljr;' BA&T = 0018 (SR = 0000
Siriataim 193l &0 ot 03T & 0,084 W3 = QNG
Thakmmis 025720017 0311 2 e’ a¥ = Q00
Iiyputhakermis i AR+ 0 004" o2 = 0029 Qdn+ 0,003
Midbrile 1R ) " RNEE £ (U008 BEAGE & (0]
Cerebellum L2 008 0143 2 006T AN38 + 0.00]
Tons and medulla 0.07K = (hExH RS =401 DY + 0001

IJ‘ < (S, shuherits § igl., For coriiaed wiilin bemn g dnd W, wesn 1‘.‘.".'f| il A9 milee. P Q08 R gl witkla 219wl
mewreel e, CLEMY, Mo Esompinioi wilh T3 T sl hansal S

utifity in Tp2576 mice, but not in dE9 mice, and that this correlates with the amounts of Af protein in their
brains,
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