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Development of a Novel Alzheimer’s Disease Model Based on the
Theory of the Toxic-conformer of Amyloid f§
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Development of therapeutics for Alzheimer’s disease (AD) is an urgent research task. Amyloid § (Af) is one of the
causative proteins of AD. Irie et af. identified a toxic conformer among the various siruciures of 42-mer Af (Af42).
This conformer, which possesses a turn structure at the positions Glu22-Asp23, exhibits rapid oligomerization and po-
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Development of a Novel Alzheimer’s Disease Model Based on the /9 /( “
Theory of the Toxic-conformer of Amyloid §

Naotaka Izuo,™%t Takahiko Shimizn,®'' Kazuma Murakami,? and Kazuhiro Irie?
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(Received December 4, 2020) %'3/\%,%

Development of therapeutics for Alzheimer’s disease {AD) is an urgent research task. Amyloid § (Af) is one of the ™|
causative proteins of AD. Irie ef af, identified a toxic conformer among the various structures of 42-mer AfS (Af42) .
This conformer, which possesses a turn structure at the positions Glu22-Asp23, exhibits rapid oligomerization and po-
tent neurotoxicity. By the generation of conformationally-specific antibodies against this toxic conformer of A8, eleva-
tion of the toxic conformer in the AT brain was strongly suggested. To investigate the pathogenic role of the toxic con-
former in AD, passive immunization experiments against conventional AD model mice were conducted. Specific an-
tibody administration improved the behavioral abnormalities observed in AD model mice without affecting semile plaque R
pathology. Next, knock-in mice exclusively producing the toxic conformer of A were generated. These mice exhibited ‘5
cognitive dysfunction and oligomerization of Af, which preceded the onset of the plaque deposition. Taken together, O =
the toxic conformer of Af is confirmed to be involved in the pathogenesis of AD, and our knock-in mice could be useful = %/
in analyzing the Af oligomer-related pathology of AD.

Key words Alzheimer’s disease; amyloid £; the toxic conformer; immunotherapy; knock-in mice }

1. JFUsIC 11, BEEHORERZENELEMERERRESH
LTEEREISE L HAEERBNT, 2020 F0E THED, AD DEFEEWVWIEDIREZOERENE
ETO6SZLUEOZEBREFANORNKITETS <RHBFTING,
N, BEERHS0EETHIS 2182 REC LES AD T3, RuESFERER S OEAEEORE
Thad, iz, 2025 FIi711 75 B OB HSES SHMERE LTHENS M, TOERICIIENERES 41
MAODWHITETSLENRATRTED, DInE ELRMEESREC BT SHERHFIED




MY TIES OO —)LQ
PubMed #—9—ro=iR

Bz, TFEEFFEWeb TRRUIZ, BREDOF—J— K

IV IN\AX—IR
B/=0-1

TRITRF-ERNS.

Y —5 ZfA5E | Alzheimer}5(:815%), Amyloid Beta Peptides)Calcium-
Binding Proteins, mRNA, #{23F I8 (RERAY), B, IEE#AR, Amyloid Precursor
Protein Secretases, *CRISPR-Cas®, *CRISPR-Associated Protein 9

Efit 7 1)—F—7J— K ! CIB1 Protein

IREZF—TD—RFEUTREB R EIRT

42



X EIEIT IEHDY —)LQ
PubMed =& :+—0— k%

PublfQed®

—
amyloid beta peptides

--------------

. -
samyloid beta peptidess

PubMed® comprises more than 35 g

Citations may include links to

¥

Learn
About PubMed
FAQs & User Guide
Finding Full Text

F9'(& [ Amyloid Beta Peptides | THZEU THE

H—FRwv I XI(C

@® [ amyloidAbetaApeptides | &EAT
XFUS v XFIIHRADREBROTAS B — beta
K EFR RSN DIEMBEEN 51EIR

@ [Search] RY>Z=DOIUwWIT B

e \/ @y

Find Download Explore
Advanced Search E-utilities AP MeSH Database
Clinical Queries FTP Journals
Single Citation Matcher Batch Citation Matcher

43



X EIEIT IEHDY —)LQ
PubMed sxiF: vxgR—sxr

PublfQed®

My NCEl FILTERS [A

RESULTS BY YEAR

R

O-....n|II||||III|||||““‘|““|“ I

1983 2024

TEXT AWAILABILITY
|:| Abstract

|:| Free full text
|:| Full text

ARTICLE ATTRIBUTE

amyloid beta peptides

N

Advanced Create alert Create RSS User Guide
Save Email Send to Sort by: | Best match = Display options %F
+ ¥
46,514 results TREZRFGRITEA Page | 1 | of4652 > D

[ ] Towards an understanding of amyloid-beta oligomers: characterization, toxicity
1 mechanisms, and inhibitors.
Cite Lee 5J, Nam E. Lee HJ, Savelieff MG, Lim MH.

Chem Soc Rev. 2017 Jan 23:46(2):310-323. doi: 10.10¥ =l
PMID: 27878186 = FIHASSE Tl
Alzheimer's diseas.e (AD) 15 charac-terized by an imbalan= Su m ma r-y H:Z:_r_t
beta (Abeta) species. Abeta peptides can transform stm .

= * Best match (BE&EIE)
]
- - 1Em 104

[ ] beta-Amyloid aggregation and hetemgerﬂ _Cﬁméﬂé

Srivastava AK, Pittman JM, Zerweck ), Venkata BS, Moob

Share Review.

fibrils via multiple oligomeric states. ...Based on t ...

%]

am
Cite  Protein Sci. 2019 5em28(9):1567-1581. doi: 10.1002/pro.367 4 Epub 2019 Aug 6.
PMID: 31276610 Free PMC article.

In this article, we consider the role of heterogeneous nucleation in beta-amyloid aggregation.

Review,
Share
Heterogeneous nucleation is more common and occurs at lower levels of supersaturation than

homooeneous hucleation. .. These two broad classes of nucleators affect beta ...

IIIIIIIIIIIIIIIIIII’

44



X EIEIT IEHDY —)LQ
PubMed g =xpszs

« [Sort by] [Display options]SNNERERREANZZEE TS D

PublfQed"

My NCBI FILTERS [B

RESULTS BY YEAR

R
O-..n|l|IIllllllllll‘““l““l“ I

1983 2024
TEXT AVAILABILITY

|:| Abstract
[ ] Free full text

amyloid beta peptides

N

Advanced Create alert Create RSS User Guide
Save Email Send to Sort I8¢ | Best match Display options 43
DISFLAY OFTIOMNS
46,514 results Best match
Maost recent [ Format < Summary >
, | Publication date I 5
[ ] Towards an understanding of amyloid né Perpagel 10 &
g Yy First author
1 mechanisms, and inhibitors. Journal
. X +=. T TarcT Fraracs N .
Cite  Lee Sl Nam E, Lee H), Savelieff MG, Lim MH. s Abstract sp © Show () Hide

Share

M

Chem Soc Rev. 2017 Jan 23:46(2):310-323. doi: 10.1039/chcs(pea= g
PMID: 27878186 Review. 1BEOETEER
Alzheimer's disease (AD) is characterized by an imbalance betw d-
beta (Abeta) species. Abeta peptides can transform structurally from monomers into beta-stranded

fibrils wvia multiple oligomeric states. ..Based on t ...

beta-Amyloid aggregation and heterogeneous nucleation.
Srivastava AK, Pittman JM, Zerweck J, Vienkata BS, Moore PC, Sachleben JR, Meredith 5C.

Protein S 2019 Sene2 815671581 Ani- 10 10023 frn 3EFA Friih 2019 Ann B

45




MY EIRT ITEHDOY—)LQ
PubMed =& : srfstoiEsa (1)

Summaryfzz{

Abstractfz=;

Pk

B SRR

Using mirror-image peptides to enhance robustness and reproducibility in
studying the amyloid B-protein.

Kuhn AJ, Raskatov JA.
Prog Mol Biol Trans! Scif|2019;168:57-67. doi: 10.1016/bs.pmbts.2019.05.010. Epub 2749

PMID: 31699327  Refiew. 9/]/ I\) I/%O IJ % 03_5 C‘:.

Alzheimer's disease, thddmost common form of dementia, is a devastating disease that Eﬂé;‘ftﬂ]%/j_ﬁ(Abst ra ctﬂ;ﬁ)/\

million people worldwide. One etiological agent of Alzheimer's, the amyloid beta-prot.

|
A\ 4

Review > Prog Mol Biol Transl Sci. 2019;168:57-67. doi: 10.1016/bs.pmbts.2019.05.010. FULL TEXT LINKS
Epub 2019 Jun 18.

Using mirror-image peptides to enhance robustness

and reproducibility in studying the amyloid
B-protein

FES—k

€ Cite
Ariel J Kuhn 1, Jevgenij A Raskatov 2

Collecti
Affiliations + expand [ Collections

PMID: 31699327 DOI: 10.1016/bs.pmbts.2019.05.010

Abstract SHARS

Alzheimer's disease, the most common form of dementia, is a devastating disease that affects over 44 o o @
million people worldwide. One etiological agent of Alzheimer's, the amyloid B-protein (AB), is an
aggregation-prone, intrinsically disordered peptide that can form a wide variety of aggregates. The
pathways by which AP aggregates in order to exert its toxicity, referred to as the Amyloid Cascade,
remains largely elusive despite substantial deconvolution efforts. Preparing high-quality material that

PAGE NAVIGATION

exhibits reproducible biophysical characteristics has proven challenging. Herein, we propose that < Title & authors

mirror-image peptides can be used to rigorously control AP preparation quality.
Abstract
Keywords: Alzheimer's disease; Amyloid [; Biophysics; Chirality; Fibrils; Intrinsically disordered

peptides; Peptides; Thioflavin T. Similar articles

© 2019 Elsevier Inc. All rights reserved.
Cited by

Similar articles Publication types

How do membranes initiate Alzheimer's Disease? Formation of toxic amyloid fibrils by the 46
amyloid B-protein on ganglioside clusters. MeSH terms




MY TR OO —)LQ
PubMed g% <x#i=—4(CD1T

+ I = <
BRIERTE (SummanyP) (g 1) ommmsiona. mec [ 1 po<

PMID: 31845883 Freelarticle. French.

[D-enantiomeric peptides could be a new therapeutic approach in Alzheimer's

disease]. "
Hippolyte A, Vernis L. = INEEEZ. HRFR. 5. RX—=, DOI

Med Sci (Paris). 2019 Ncﬂl‘:SS[’I 1):897-900. doi: 10.1051/medscif2019174. Epub 2019 Dec 17.

\ AN EFE EEsmEstonazs)
PubMed®ID \
— d = > Med Qci (Paris). 2019 Nov;35(11):897-200. doi: 10,1051 dsci/2019174. Epub 2019 Dec 17. 5
L_*L_C*ﬁ%_c 35 e ‘CI (Paris) ov;35(11) o] J/medscif pu ec FULL TEXT LIMNK

FREE
ec‘/‘ymmm
FULL-TEXT
T
(sl inkey

[D-enantiomeric peptides could be a new therapeutic
approach in Alzheimer's disease]

[Article in French]
Amandine Hippolyte 1, Laurence Vernis

2

Affiliations + expand

PMID: 31845883 DOl 10.1051/medsci/2019174

= — Free article

S ECN
(Abstractfz=t) Abstract

Title: Les peptides D-énantiomériques pourraient représenter une nouvelle piste thérapeutique dans

la maladie d'Alzheimer.

Abstract: Pour la quatriéme année, dans le cadre du module d'enseignement « Physiopathologie de
la signalisation » proposé par I'université Paris-sud, les étudiants du Master « Biclogie Santé » de

I'université Paris-Saclay se sont confrontés & I'écriture scientifique. Ils ont sélectionné 15 articles

PAGE MAVIGATION

< Title & authors

47



iR I TesHDY — )L

PubMed sxiF

. MRZFAEER DIRTF [Save]

Save ® l

Email

Send to

Save citations to file

Selection:

]
=

Format:

Sorted by: Best match

Display options %#

Create file ’

43,188 results

[]

1
Cite

Share

All results on this page =
All results on this page
K ';' b ’ ] All results
All results on this page
pag .‘A v ’: Selection
“eww
", Summary (text) =
Summary (text) N
* o \ Summary (text)
LK Ad
PubMed
Cancel PMID
Abstract (text)
csv

‘IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII'IIIIII.

....

|
Using mirror-images

studying the

Prog Mol Biol Tra“S'SCi-‘; * EndNote (CERDIADIZEE (L. Format "PubMed" %z i1&EiR

PMID: 31699327

amy]q'.

Revieg

<FTFARIT7AILEUTREFT DIHE>

@ [Save] &#Uw D
@ [Selection] & [Format] Z3i%4R
Kuhn AJ, Raskatov JA. ™ @ [Create File] 75_’0') \yg

Alzheimer's disease, the most common form of dementia, is a devastating disease that affects over 44

millinn nannla warldwida Oine atinlanical anant nf Alvheimear's tha amulaid hata-nratein (Ahata) ic an

Spsnnnnnnns®

IIIIII‘

48



X EIEIT IEHDY —)LQ
PubMed g#iF: izxiERs A— )L TE(E [Email]

Save . Send to
5

S
N\

q

Sorted by: Best match Display options 3

Email citations

Subject: ~ amyloid beta peptides - PubMed

* Tor email@example.com
From: email@example.com
Selection: All results on this page s
Format: Summary 4
FOMRY R TEHD
FEA reCAPTCHA
5112 — - FIFRN

Cancel

Page | 1 | of4319 >

bustness and reproducibility in

.pmbts.2019.05.010. Epub 2019 Jun 18.

3, is a devastating disease that affects over 44
el LSRR REES RN RERRUNRERRNEEY I

o <RFTEREA—ILTERIET BBE
OXFRT—FDF TV IRY IR(CFT VD

@ [Email] Zz0oUw o
® E-mail 77 RLXZAS]

Chem Soc Rev. 2017 Jan 23;46(2):310-323. doi: 10.1039/

43,188 resul

] Us

1 st

Cite Ku

Pr

Share PN

Alz

mi

ag

] To

2 m

Cite Lef
Share

PMID: 27878186 Review.

Alzheimer's disease (AD) is characterized by an imba[ance:
amyloid-beta (Abeta) species. Abeta peptides can transfe®

stranded fibrils via multiple oligomericstates. .Basedont . * g gy e e e e e s e s s s s s S EEEEE === messmsmnmn®

Cu
|

aeenhen

@ [Selection] & [Format] %R

® [FhEOMRY BTEHOFEEA] (CFT VD
- — HERDIZHDEFRN TR RENDIGED
® [Send email] Z#zoUwo

49

2

g peEEEEEEEEEER®

*



X EIEIT IEHDY —)LQ
PubMed =& REERDEE [Send to]

I g
Save Email I Send to ] Sorted by: Best match | Display options 3
.IIIIIIIIIIIIIIII.-
. Y =S o RAESE
43,188 re ; Clipboard . RDAZA F2Z8 Page 1 of 4,319 > >>
.IIIIIIIIIIIIIIIII.‘
= My Bibliography = MyNCBI (J\—Y 7 )L e
[ ] d Jrapny ﬁnéy, gﬁﬁé)(:ﬁﬁ tness and reproducibility in
1 = Collections S -
Cite IIII.II.IIIIIIIIIII‘
Citation manager |49.168.57 67. doi: 10.1016/bs.pmbts.2019.05.010. Epub 2019 Jun 18.
Share D 31090327 Review.

Alzheimer's disease, the most common form of dementia, is a devastating™

million pdople worldwide. One etiological agent of Alzheimer's, the amyl [Cltatlon Manager] ZwEDSE

aggregatio\l\—prone, intrinsically disordered peptide that can ... EndNotelC E (CEWD A+
\ “
\
N\ Create a file for external citation management software
N\
\\
N

1b

\A Selection: All results on this page

Create file Cancel




iR I TesHDY — )L

PubMed

Amyloid Beta Peptides X m

User Guide

Sorted by: Best match Display options gt

Advanced Create alert Create RSS

| Save || Email | Send to ‘ e

Send citations to clipboard

Selection: Selection (2) s

Q- |
2 items added to the Clipboard. Go

—
>‘[o the Clipboard page.

eesults 2 items selected % Clear selection Page of 4,002 > >>

Mutual structural effects of unmodified and pyroglutamylated amyloid B
1 Wpeptides during aggregation.

Abedin F, Tatulian SA.

| Pept Sa. 2021 Jun:27(6):e3312. doi: 10.1002/psc.3312. Epub 2021 Feb 25.

PMID: 33631839

|Amyloid beta (Abeta) peptide aggregates are linked to Alzheimer's disease (AD). ...Thioflavin-T

Cite

Share

Y RTRERE—HHICRET B8

E ® [ Send 1&=0Uwo

* 50014 F C8IFfEItRIF. BT — Y FEBNICIREIND

AEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEERS

HAWR | RRERDIRF [Clipboard]

* 2w T R—REBB(C(E: -
— B —F RV OIOIXTDOU> O%T w7

Amyloid Beta Peptides X m

Advanced Create alert Create RSSQ Clipboard (2) User Guide

Sorted by: Best match Display options $¥
Page |I| of4002 > »

Mutual structural effects of unmodified and pyroglutamylated amyloid B
1 peptides during aggregation.
Cite  AbedinF, Tatulian 5A,
J Pept Sci. 2021 Jun;27(6):e3312. doi: 10.1002/psc.3312. Epub 2021 Feb 25,
PMID: 33631839
Amyloid beta (Abeta) peptide aggregates are linked to Alzheimer's disease (AD). ...Thioflavin-T

| Save H Email || Send to |

40,020 results 2 items selected % Clear selection

Share

fluorescence studies suggest that the two peptides mutually inhibit fibrillogenesis. Fourier transform

infrared (FTIR) spectroscopy identifies the presence of b ...

[ Item in Cliphoard

Cemine® (D [Send to] Z271Jw /7, [ Clipboard ]%i®iR
QXMT —HFDFITVINRYIRCFTVYD

ﬂuorescences'tw‘-‘."l*.'."l‘"."l'.".'"l"."."-*.'"I"."l' EFE-FE A I NS EEEEEEEEEDN »

51

.IIIIIIIIII’

*




"IIIIII.‘

X EIEIT IEHDY —)LQ
PubMed =& REREERDADIC(

PubNied

EEEENENENNRNEREENEY;te alert Create RSS

FERIDFilterA =1 —(C3 =
E=Eo v ITBE,

TORMAF TIRFFERZTKD

A ENTED

.!E_\._'_.E:..r.f-.-“c..........tl.

PRR

(Oezzem |||IIII|||| |||||!

1

|||||||||||

gieel

LR
ial| 3

QEeEEnm

e

Towards an u
mechanisms,
Lee SJ, Mam E, Le
Chem Soc Rew, 2
PMID:; 27878186
Alzheimer's disea

beta (Abeta) spe

amyloid beta peptides

- ARTICLE TYPE : XEADIELE

| ARTICLE TYPE
SPECIES
ARTICLE LANGUAGE
SEX
AGE

OTHER

R4

1983 2024 JF = N [ S .
i .
TEXT AVAILABILITY
PUBLICATION
myloi
[ | Abstract Y .
() 1year AK, Pit
il [ ] Free full text 5 years |_i€1§l-
[ ] Full text #7610
() 10 years Ve
_ i
ARTICLE ATTRIBUTE () Custom Range
—

Additional filters

Reset all filters

- SPECIES : AR/ &)
- ARTICLE LANGUAGE :
- SEX : 45l

- AGE : %

- OTHER : Zoftt

Leyisiauun

jils)|

Il

=
offd
[ ] Address

[] Autobiography
[] Bibliography
[ ] Biography

D Case Reports D Letter
[] Classical Article ] Multicenter Study

D News

[] clinical Conference

Hamicaswt 3BANLIEWVVEGEEZF TV I U T,
g arettl (@ [Show] NI =T )W D

[] Clinical Trial, Phase Il

[ overall
—

91N (-2

icle, we consider the role of heterogeneous nudeation in beta-amyloid aggregation.
neous nucleation is more commeon and occurs at lower levels of supersaturation than

leous nucleation. ...These two broad classes of nucleators affect beta ...

REVIEW.

Filter A Z 1 — ([CRRESNTLVRVIEE

@ [Additional filters] 2O Uw /O

52



MY TIES OO —)LQ
PubMed =& : FilterciRnrd (1)

{5 : EiRS5EE (- 2EE

2z LE A —3 cghird

X

@® [Additional filters] #2Uw 2
@ [ARTICLE LANGUAGE]®
[English] (CFxz w2

® [Show] #oUw o

@ [English] z&iR

ARTICLE TYPE (] Bulgarian [ Malayalam
[ ] catalan [] Maori ‘
[] Chinese [ multiple Languages
SPECIES [ ] Croatian [ ] Norwegian
[ ] Czech [ ] Persian
UEEEEEEEEEEEEEEEHN ™[] Danish [] Polish
. I ARTICLE LANGUAGE | =
4anEEEEEEEEEEEEEESR **[] Dutch [ ] Portuguese
English [ ] pushto
SEX |:| Esperanto D Romanian
[ ] Estonian [] Russian |
[ Finnish [] sanskrit
AGE [] French [] scottish gaelic
] Georgian [ ] serbian
[ ] German [] slovak
OTHER
Cancel

-~ )

ARTICLE LAMGUAGE

I B English I

Additional filters

Reset all filters

53



X EIEIT IEHDY —)LQ
PubMed =& : Filterci&hRAD (2)

Bl . BIES54E C R/REE c=rnre LE 1 —HYN g

ARTICLE TYPE REFFERM DIAENIZ |

2.003 results

| | Books and Documents

| Clinical Trial l o Filters applied: Review, in the last 5 years, English. Clear all

| Meta-Analysis

[ ] Amyloid-beta is a cytokine. ,fﬁﬁﬁ EFIO)F| |ter

] Randomized Controlled 1 Weaver DF.
Trial Cite  Alzheimers Dement. 2023 Sep;19(9):4237-4247. doi: 10.1002/alz.13165. Epub 2023 May 25.
. PMID: 372282
|| Retracted Publication Share VI Sreasaat - Revie

The role of amyloid-beta (Abeta) peptide in human physiclogy and pathology remains an unresolved

Review LE1—@®mX

subject of study; Abeta's role in Alzheimer's disease (AD) is particularly controversial. ..The conclusion that

Abeta is a cytokine enables the merger of two leading hy ...

L] Systematic Review

PUBLICATION DATE [ ] Breaker peptides against amyloid-beta aggregation: a potential therapeutic

2 strategy for Alzheimer's disease.

() 1 year Cite  Ghosh N, Kundu LM.

© 5 years IEiESfE hare Future Med Chem. 2021 Oct;13(20):1767-1794. doi: 10.4155/4mc-2021-0184. Epub 2021 Sep 9.

— PMID: 34498978 Review.

()10 years Alzheimer's disease (AD) is a progressive neurodegenerative disorder, for which blocking the early steps of

S Customn Range extracellular misfolded amyloid-beta (Abeta) aggregation is a promising therapeutic approach. However,

the pathological features of AD progression include the ...

ARTICLE LAMNGUAGE

[ ] Review on Alzheimer's disease: Inhibition of amyloid beta and tau tangle

English AR HREE q

formation 54




X TR I I2sHDY —)LQ
PubMed s/ : Advancedi&z (1)

Advanced

Search [HmE/\

Publ@ed®

amyloid beta peptid es|

[ |

lAdvanced ! Create alert Create RSS

Add terms to the query box

All Fields

Query box

I ° Filters applied: Review, 5 years, English. Clear all

-
-

ogUw T

PubMed Advanced Search Builder

Enter a search term

Enter / edit your search query here

User Guide

PublfQed

User Guide

“Clear all"TFilterz 9 N THER

Show Index

Search Actions Details

#4 ses >
#3 >
#2 >
#1 >

ﬁstow and Search Details

Query

Search: amyloid beta peptides Filters: Review, in the last 5 years,

English
Search: amyloid beta peptides Filters: Review, in the last 5 years
Search: amyloid beta peptides Filters: Review

Search: amyloid beta peptides

&‘ Download

Results

2,003

2,041
6,761

46,514

@ Delete
Time

02:22:57

02:22:53
02:22:49

02:16:12

J

FRERIERE
RERDHMERSND

55



X TR I I2sHDY —)LQ
PubMed 58 : Advancedi&z (1)

RRIVEBAILTD [ T+ —)L FZ2EE L TRR

PubMed Advanced Search Builder

eﬁxdd terms to the query box

[Journal #] JAMA > |8

QT+ —)L&iEEournal) UTHR blmed
G (JAMA)Z A 1D e

“SERENNB DT KA 2" Jrow Index
BFEDMEECR O TFIVIITDESIE.
(Journal)Z#ETE U THRER T D XN

Query box

[ "JAMA"[Journal] ] X

@"Add" =2 Uw o
—"Query box" [CARZRFBRRETN
ABEN3

56



X TR I I2sHDY —)LQ
PubMed s/ : Advancedig#z (2)

RNV HAIL TD [ RREFEZE D TRR

Query box

[ ("JAMA"[Journal]) AND (amyloid beta peptides) ] X m
Add to History
[ R

\ @Search EJ/z(d Add to History =z Uw /2
1
! + "Search" — MRFRER—EBEEN
: - "Add to History" — RZRFEREN
History and Search Details | A\, Download  [i] Delete
1
Search Actions Details Query, Results Time
I
#4 wee > 5ear9’r|: amyloid beta peptides Filters: Review, in the last 5 years, 2,003  02:22:57
English
]
#3 e > Sejlrr:h: amyloid beta peptides Filters: Review, in the last 5 years 2,041 02:22:53
U
#32 e = b 1 02:22:49
. Add with AND @Il...] #z0Uwvwo
4 02:16:12

#1 ::.‘} AddwithOR h:amy — ”Add With AND" %E?R
o RAGWIRNOT L “Query box” (CAND% & 572> CElEN 3

Delete

Create alert

57



MY TIES OO —)LQ
PubMed #toximziEs (1)

Single Citation Matcher

s XBRDORFELIXIERN S ERE/ TR HRZR
TED
- RFRIA

*EI:EJ:E;FLEWU% (Hnu:b\%gaﬁ) %1’_.1__55 . \
B5., BIR—2, EFS. 54 LR
F—J— R

x IRRIEEDDSE5—DOHNS THEERESD !

SENEI A NTRDIZEH
XZET ESRE(CHEF !




X EIEIT IEHDY —)LQ
PubMed #roxmzzEs (2)

m National Library of Medicine

National Center for Biotechnology Information

EEEEEEEEE)y

B8 . COMIZIET
Kageyama, Yusuke. Characterization of a Conformation-

Restricted Amyloid B Peptide and Immunoreactivity of Its
Antibody in Human AD brain. ACS chemical neuroscience
Advanced 2021;12(18):3418-3432.

PubMed® comprises more than 37 million citati

..IIIIIIIIIIIIIIIIII’

. . . . J r EEEEEEEERS
Citations may include links to full text content from PubMed Central and publisher web sites.

[ Single Citation Matcher |
w0\ Uw

& - Y 2

Learn Find Download Explore
About PubMed Advanced Search E-utilities API MeSH Database
FAQs & User Guide FTP Journals

Finding Full Text Batch Citation Matcher

Single Citation Matcher

59




WX ERT TesdDY —IL@
REDXFZERY (3)

PubMed

PubMed Single Citation Matcher

Use this tool to find PubMed citations. You may omit any field.

Jaurnal

Journzl may consist of the full title or the title
sbbrevistion

Date

Manth and day zre cptionsl

Details

Author

Use format lzstname initizls for the most
comprehensive results, 2g, Cstell 1 S2e slsac

Searching by author

Limit authors

Title words

BRRIBEEBZ AU,
[Search] RY>%=TUw

Year Maonth Day
2021 A oD
Volume lssue First page
12 18 3418

---------
................
.® "y
. .
. .
*

.
L]
L] .
-----------
------------------

60



MY ZIET 2D —)LQ
PubMed x@mizAFzT3CIE?

» J Abnorm Child Psychol. 2018 May:46(4):755-768. doi: 10.1007/510802-017-0337-y. FULL TEXT LIMKS
. . . s @ SpringerLink
Infant Parasympathetic and Sympathetic Activity st
during Baseline, Stress and Recovery: Interactions 1% Fulltext
with Prenatal Adversity Predict Physical Aggression
in Toddlerhood NE
IRERFEER. SCHADFH
JSuurland ' 2, K B van der Heijden 3 4, S CJ Huijbregts ¥ 4, SH M van Goozen ¥ %, H Swaab 3 ¢ I (Abstractﬂgft) (L—_El___ﬁé“

Affiliations + expand 7’( :I >(:/

PMID: 28782091 PMCID: PMC5899751 DO 10.1007/510802-017-0337-y _

o Free " ¥° " Open Access " & 3Rx
_C_'UI’U' A AE, ERTARHA

' PMC Full text'
athetic (SMS)

context of adversity. Previous worl examining ntera EEN early adversity and AlND TUF

< Title & authors

in infannsic cearce gnd has not examined i

2 S&rinﬁerl.ink P4 m)h H %ﬁ”’“‘mﬁffjﬁﬁm > 0(1 AREHZZ
- o am 19U TVBIBE. A AF AR

Tecovery monT emotional challenge were me

ositional behavior were measured at 30 months. The results showed that cumulative

hysical &

aggression/opp
MY 9 Uy ZIKYD\\lqE_J 73\9'—1 W /71
* [<B< BLinker] MJ)\—h~ZEHR

¥ decreased activity (i.e., co

systems at baseline and/or in response to emotional challenge, These findings extend our understanding

of the interaction between perinatal risk and infant ANS functioning on developmental outcome., References

Keywerds: Aggression: Infancy: Pre-ejection period; Prenatal risk: Respiratory sinus arrhythmia: Stress
reactivity.

Publication types




MY TIES OO —)LQ
PubMed MmyNcBI (/S—v5iLigkss) %=fE>

My NCBI®DS

AV E1E

« Save searches & automatic e-malil alerts:

< RERDRE, R UIRRRE BB -
ERAH(CRAT L IR EEX — )L TS

Collections:

* IRZRFGR D RHIMRF

Filters:

* MRBFFERD I ILFU> T (15EFE TERED])

Preferences:

* BIEIDOHD AT A X



iR I TesHDY — )L

PubMed

National Library of Medicine

National Center for Biotechnology Information

RO hEEx (HER)

-
/””’
,/
N5DF7HhI
@ eRA Commons _C Dg /]/ \/E‘I-ﬁg

PubMed bw I R—HF
[Log in] Z#0Uw D

Google Account Z#20Uw D UTcize
GoogleOJ - > BIHMNTRENET

[ ORCiD G Google TOH 12

Login.gov

OJ-41>

Tnih.gov] (CHE)

=. Microsoft
Facehook

NIH Account

:—3 NCBI Account

AT RLAFEEES

ds111111@g.shiga-med.ac.jp

AT FLZEENTES

ET9BICHI=N. Google [F&HBATzMERT. A—ILT FL
A. EERE. JOJ —ILEE® nih.gov EHBLET,

FHo bEER b/ QN

BICHBH O

more login options

IRFNUL[Sign up]
xIIw D

New he re? Sign up

63



X EIEIT IEHDY —)LQ
PubMed mz=stzre

amyloid beta peptides X m
Advaﬂcedreate RSS User Guide

L O 1EEBEREmD
[Create alert] Z#Z0Uw o

— My NCBI [CH- >+ > »

History and Sed 44 with AND A/, Download  [i] Delete
Add with OR
Search Actions . Results Time
Add with NOT
-n
#4 :‘ ":: Delsis amyloid beta peptides Filters: Review, in the last 5 years, 2,003 02:22:57
L 4
e e =1 Advanced Search ® History (CE a1 022253

| [Create alert] ANDUZIRGBDET | oo

#1 e > Search: amyloid beta peptides 46,514 02:16:12

#2 v > Search: am|

64



MY TIES OO —)LQ
PubMed #mzstzgs~75—ro®msE

Your saved search

@ “Your saved search” [EIHE(C T
e, E (TG U CA—)LEEDETEZ
B i, 17U [Save] Z20Uwv D9 D

AND ((y_5[Filter]) AND

(review[Filter]) AND
(english[Filter])))

* *
-------------------------

BREANMRETED

V‘V.c'a'q[gi..).rou like email updates of new search It
....... N i
Email @ belle.shiga-med.ac.jp
fwal (change)
Frequency: Monthly s . >( _) b@a{ggﬁi (: D L \t
RFURRANZBEHEIT U CTEX—JLA
Which day? The first Sunday $ %ﬁ%j&ﬁ{g é.@ 5 : t j:)\ t‘\ g 5
Report format: Summary s . "YeS" %E*R
Send at most: 5 items s . ﬁ{%,ﬂ%ﬁ}g % Erxb}:'_.E

Send even when there aren't any new results ¢ 52 - 9 @%%HZﬁb{q:iy E}E I'_Eﬂ

Optional text in email:

@ —




IR I T2HDY — )L

ERTHEITUCVWDEY - 8% - BF - HEFRO

EEfEEWeb OAZE 1903~  COBHERAODMEEICE, =A% #98,0005805
[(F1935TT] A IN$E U 721,600 EDHSIERHIIRETE S,
(R 7OEA8AN)
PubMed _ HRTRITIN LD, EFE - £l FREEOM:ES
}‘gj xeﬁ ZazE 1946~  HSUNELEH3, 7005 40HY. WiFERERS
[ ] TE35F—HIR—2, *ERDB

XEREIT TR, SNEREISHERE. BBV RT NUSE
DIAFET—4. KAKENDOAFE IO 0 MERIRE

CiNiijE/efearch % St CTAERTIRZEN EIAE., ErhsEWeb M INEREEE] &
[(TA=+1] LIRWDE (EZBEMS) %=L < /80—,
* fERIDB

TILEET7HNRMH I DHFREAIREDIER - ZR5|

Scopus SZE T —INR—R, 28,00058A_ LD MLZUERU.
[RO—/CX] i 1970F LABF DX (FHPERICINZ TSZ R - 5|

R DIRHRBUNER.

66



iR I TesHDY — LS

"CiNii Research (C75tX

HEEERAFHERERE

Shiga University of Medical Science Library

Shiga University of Medical Science

= B RS AHEER S

HElgEY

Fef— AW iﬂg-mﬁﬁfhby*’fﬁ

131

IE;‘J?A‘E1 OCHAFane LIDrary

- A-ZlIE:
CIMAHL

CiMil Research
—3)

CiNii ®x-7-szars *¥ESEaFzel's REORTENZENT |\

UpTODatE' 'Cj-ﬁ'(‘: Current Decizion Support

Procedures

» CanZolErafess)

T—
EEE?ﬁ_—;.__ Free Medizal Books

RIS
F=FZAEIL

HEC RS
MedDRA/JICHEMESEREER +

Ezzential Science ndicators (ESI)

Journal Gitation Reports (344 —2
IR Rl St e

1

» PubMediigE A g Minds - F51/5-(5 35U

» EPEEW=b

Cryid MEDLIMESOvid EBM Reviews

Procedures CONSULTERREFi%EhiES

»JCR AL IS T =Asn=220

w BEFiv—Fl
w BE

w SR MET

FIR CWPRT —E 20

PubMediEEEXERAO
rezearchmap
Scopusts |FIRE T — &=
UpTaDate [WPH=-2T]

- DL I BIE:

» MR HIITIDE EE

w ERPOESIT L,
e R LR

w T TR

B S FAlL
EFamlEifs —2v—2
B4 St FHREmR T —a—11

A Py c . N I I
Fh, BHITEA Research

J
AP C 5 L < o

| [E=EE]Endnot

ERATHE 0OF
E] fRF/ 6
E HR‘EELDL"

Fllo- TR D, R EROE
85 F IBFRHEL TLE T H|IT. iF

B E2E BriefNews
THRHTITLETOT. HRE RS P-hdd AL N2

Elsevier ScienceDirect
EEEEAT (b oT.52)
OF AT

TU-TF—F

MathSeiNetE IS5 B F @i T — S — 3 = 2 gt FOszok

[FHRZR] 20w I9ID L,
SHIARZRDANWOARREND
— IHBZEE UTTARZR N AIRE

HREERAE

O

English

67




M IR G T2HDY — )L @

ERTHEITUCVWDEY - 8% - BF - HEFRO

EEfEEWeb OAZE 1903~  COBHERAODMEEICE, =A% #98,0005805
[(F1935TT] A IN$E U 721,600 EDHSIERHIIRETE S,
(R 7OEA8AN)
PubMed _ HRTRITIN LD, EFE - £l FREEOM:ES
}‘gj xeﬁ ZazE 1946~  HSUNELEH3, 7005 40HY. WiFERERS
[ ] TE35F—HIR—2, *ERDB

XEREIT TR, SNEREISHERE. BBV RT NUSE
DIAFET—4. KAKENDOAFE IO 0 MERIRE

CiNiijF:/efearch HAEE =2 CHEBTMRZRN'TIAE. BEFREEWeb D IREREEE] &
[ =] LBWAE (EFBHENSN) &K< D/ (—,
* fERIDB

TILEEFHMMEH I DEHFREARRURDLER - 5|
Scopus T—HINR—X, 28,0005 LDZ A ~LZUER L.
[XRT3—/(R] 1970 LABF DRSS ER (THNX TSE K - 15|

R DIRHRBUNER.




iSRS TesHDY — L@

uScopus (C7otX

HEEERAFHERERE

Shiga University of Medical Science Library

®

= EE A EAERER ALY  Shiga University of Medical Science

HHERY Foax—R¥  FE-WETR-bY  FERAY EEH-oLTY  EROBAY
- A-Z]IE:
CIMAHL AT
X13547 Oy Fesearch (BADHI WET | [mcmmere] A% 800~2000]
i Ry Ty Scopus amxz mem svua @ 4 @ @)
IEFVAE Zochrane Librarsy e
UpToDate” 'C—..-?Q Current Decizion Support
Ay N
- bl 0E Ezzential Science Indicators (EST) S Ealh *ﬁﬁ Fﬂ%bn
_I__ L
157 = = LT Free Medical Books o o - .
Procedures | COUEITNEIG CiTIE el | YEE EE  WAREEE EE ScopusAl New g
JIPEE PR Lol St B ! [H
FITRETFG T -
F=wd A%k MathSciNetlEIF o FFI0ET — 20— p—
HE T 555 T BT A FIL BE F-T— K v
gnﬁedDRAfJ{IoHﬁ%:EﬁmEEEEW [
» OerzclREHAR) :.nlh‘bi} e ] + BEEEEN @ aSEEN HEEE > % Q
¥ PubMed i g Minds HAFSA215-155U Eqk
R TS
rocedures - R
»JCR AL IS T =Asn=220 H’? e

» BEFe—Fl Pubmed,gg%rEP‘(E?H%§D *ﬁi E (3: E zﬁngﬁnat g_b\\
ez ' : | MBRBEBBETANLET

» EhtaDER): Flo- T =Rt = T,
FIF VPN — 2 UpTobate TVPAGTT 5. % SREERRIEL T\ 1F 1 BT, IR

- BLIIABIE: i - :
» B ARITHOR Egj;'z- B E & BriefNews

THRHTITLETOT. HRE RS P-hdd AL N2
w EHDORS7 )|, B
AL EESERT — a2 Elsevier ScienceDirect
b TR EEEBREEERET -2 EESEAL (RS2 HU252) 69

[ES I o PN P Ry OF AT




x&E (1)

<XEMRRDEE>

- WX TOMFTIRRDEREZRND
- B DOHRDAIE DT ZRECT D
- DL hEES

— AT (T TICHDIBEPMDADREE) ZIEMECEREL. TN
ZHEEFRRX. AT UT 1 DHDIMHFRZ |

<FT—HINR—-RZRRT DHNEME>
SEEOBWVERZEZRLICRETED
- BENIRRE IR Y DN DD
S TEBIRRZITL. BREERI D

— 5. BXUOSENMFICEITDEHRIE. TOHEMZIART DIUNE
NoBDTze. XMRZRGEROBIRIENEE |



Qu

M AU HNH
EANEDANES VAN

=l (2) —an—zA0TIERSE

6 BEEHATHRDER

Shiga University of Medical Science Library

M?‘Liﬂ'-&ﬁ'ﬂﬁﬁ-"\# Shiga University of Medical Science

EEligEr mff-’@ WESE—v FIFEMY EEEICDINTY Fohr
- A—Z|lE:
CIMNAHL AT
15147 i Research (BAMIAS H52F rmsgsng |- AR R
gl B F Do, EEEOFIAE—EF
TV AL Ciochrane Library JPEEERRL L E o . +igH EEE&L%%EEE%d}

UpTDDatE' Evﬁ'ﬁ' Current Decigion Support VB, SE R ET }'JFHL‘IT g
= Eszential Science hdicators (EST E]I'f’\]l LIS, nfl_,{l; 5‘_5 BRLEShE

_l_-
EE?EH | Free Medical Books

Procedures O Journal Gitation Reports (2546 —

» FR—RARC DT

— -1 TP D5) | [E=g]EndNote Click OEEICD » EROEAFICONT
PN MatrSeile (B S BETRHT — 3= » TOfE
HECRSEH el e e AT Y TEL ...
(- medDRan(IOHIEﬂ%EE%HiEE%EIK Eﬂ”’ﬁﬁ PEIESLOUT Fax
W CanZolEES+E5E) R £ N EMBESHSONEES ] 7T -545-2060
b PubMed E R 4 2 Minds HA 1554550 ESOMSHICOT HR-RAREER | orr-sa-aeas
{ y B Orvid MEDLINE/Owid EBM Reviews ER OB TR |
: Procedures COMSULTIRR R F45EhE 7T -HdE—a07a
\D JOR AR s T ae=2 M MR D S E R P e
y BEas researchmap | pet et =l | GBS RO BTy
g Seopus(s | FITZRAT — &= 2R) - ' Web #if l.
» ZATEDE TS o bate [VPNTET] Fil T AOTE, T, EEOR
FCWPNE —E 20 ﬁ e B |7 BREREL L ET |/ F
o DA &5 1IB: T %) % &8 BriefN
» R s N riefNews
- THRIHNITL ETOT. HRE RS Fonddrar [N
'Y Eﬂ}jﬁﬁ@ + ). EthiEweh
e R EESERT —a—1 Elsevier ScienceDirect
» 2O B SRS TERRS — 22 BRI, (b5 HD532)




K EED 3nsE

|'|

?

» VPNU—EX

' @ FortiClient VPN
Upgrade to the full ve

ForticlientiVEn

CBEDODANY—KIA >
PCZ£(C "FortiClient VPN" Z& -
A BR=JLLTLIZSE0N

n to access additional features an

VPNE&HF OUms "‘ =

d receive technical support.

e

SAML Login

SEZLY AT s / Multi-Factor Authentication Syst

> JIAD—RZ

> MMCF52/3

Dos1>eriELstn

O ey 3rueaRRnL TEEDTE
ERRUET.

EIXRFEA '
A2 PN

SHIGA UNIVERSITY OF MEDICAL SCIENCE

2. KREX—JLTHTI> ~
(@LbmEl) &/\IRTJ—R
Tag—1>

514

—\\

—HIN—RZFHIT DO

=o=
[a7] Y=}

System

EIKRBEA

w4 8 K

SHIGA UNIVERSITY OF MEDICAL SCIENCE

AT/ MuIti—Factoe-lentication

FIDO or A -2 hUOR

BESREBRLTLEEN

DA ) TRD— R(TOTP)

3. L\ NH\ DA TE

VPNEHF sums
IPPELR 17219564
1-Y&

HE 00:00:10
B@E)A b 1679kB

=H=
.

SRER KA ",

| -

4. VPNICHERUTZ U(,._.\ T.

BEFZv—FIL. T—HIR-XICT

PN

Y Iy ) EE

4asEEEEEEY»

%z [t

F A& (FVPNIEST

72



OH

>

1. Eimuh_JtZSE]{7’f,/ﬂi é%tj t:;(a)
YA~ ENSITWET

r [EEEPmuVVeb]

EE8  nsE

—\\

|'|

ZSEN=

—SINR—RZAHIT DD

28 (Shibbolethzzsf) H—E X

FRNEY—EX—E

MiERIZSEETOP > FEHNSDEF Y —ADF A
https://www.shiga-med.ac.jp/library/support/gakugai access.html

1----------------------------------------------------------------1----

[Maruzen eBook Library]

[(AF A HILAZSA 2]

O > EiE
CHELIREPRIEWed (EAK) 0O VEETY

> BEROERSE
EREEID :

BENRT—F

TS

I!?L 3;! =PV ! L _

8 srorq

POy TERVES

J

@ GakuNin
ﬁﬁﬂﬁmﬂﬂ'ﬂ'
2 upki-sp . Janas-or.jp BRI BLHE .41 f BT

REER AT (31dP)

BRLCMENNESTL TSBIAPORRERE Y TT3

2. UBEERNKE (Fhdr) =
BIRLUTLIZEELY

2024.5.21387F

3. REA-ILTZHD N (@K DAED)
E)IRD—RTcOd1>

.:ﬁ”“@ﬂkﬁ

SHIGA UNIVERSITY OF MEDICAL SCIENCE

SEFRIFFTAT [s / Multi-Factor Authentication System

071 H—ER

izt

1—ts, » JIAD - FEBENDARTES
> MMCHEEA—2

NRAD=F

O ov1rzRELsEts

O #2ETIRNEARERLTEEDTE
EHRLET .

,

» \@3 /zzEnIZﬂ?:%

J s RESEEERL.

H—EX (KD Tl
RRSNRVGEESHD

193¢ LEOMBECOY - EACKBANET, ©
WERETICLCRBLETH?

DY-ERIC

POVCRTBREUIC. BRIK

a|

BRASEORR

® REOYABCHEFT o OLET,
o SEERELREYICLCMELEY,
COY-EACKETIMANED->LRE1I2, BEFz Y ILEY,

SWIFT Y OLEEA,

“OBEROIA INR-SOF 2y ORY VATV OTEMDRT S LffTany,

165 [

« SELACMETHNLSREAPNICCOY-EACREY I LCABLET,

o TATOKICHMY MRESRT VAT IFATOY-LACKET SIS LCABLEY,

RAE] 20Uy o

73


https://www.shiga-med.ac.jp/library/support/gakugai_access.html

o

DMNESTEN

Qu
7Tl
C

ﬂ

;

~ HhsiRrW\nwCEhHBDEULES,
BREBCHFRESL ~

HBEERXT WE

£4

=HE #

FASZIR R

hqjouser@belle.shiga-med.ac.jp
077-548-2080



