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') 7] was studied using purified primary cultures of mncroglla [H,Q 047y 7] derived from brain autopsy ["Uﬁ] tissue. m
Previous in vitro studies have used fetal or adult brain_tissue [J#H].

Important differences may exist between brain_tissues [fi#f#i[s]] of different maturational ages with regard to HIV-1 [ &
replication and other neuropathogenic effects.

Infant microglia [= ¥ 04"') 7] were infected with four different strains of HW-1 [E F &&= 770 A1E] (JR-FL, JR-GSF, Ba-L, and lIB).

Productive infection was demonstrated by p24 antigen production, immunocyl:ochermstry [%Eﬁ%ﬂﬁ{ £%], and recovery of replication-competent virus
from the supernatants of the infected cultures.

Muttinucleated_giant cells [E#f#a[s]] developed in cutture mimicking the neuropathological changes seen in the brains of patients with
HIV_encephalopathy [T -7 X ERHEES].

Productive infection was more readily established by monocyte [ #R]-tropic strains (JR-FL and Ba-L) of HV-1 [ F S&&F2 07 )L 2114 than by a
lymphocyte [V >/ (ER]-tropic strain (lIB).

Viral persistence in giant_cells [E#i2[s]] was demonstrated by immunocytochemistry [&&#E{EZ] for the gp120 and gp41 viral_antigens [V JLZHR
[s]] as late as 70 days postinfection.

This in witro culture system, using infant microglia [= 2 047U 7] that support viral replication for more than 2 months, may provide a useful model for
studying the pathogenesis of progressive HIV_encephalopathy [T -7 2 ZR1EHRG].

Oral_administration [##[1#% 5] of autoantigens [E 2#1/f[s]] suppresses development of autoimmunity in several animal_models [E#)E )L [s]], and is
being tested in clinical_rials [FiF5%[s]] in patients with autoimmune_diseases [E 2% &% S [s]] such as multiple_sclerosis [ #€E{biE] and
rheumatoid_arthritis [958 77 7).

Non-obese diabetic (NOD) mice spontaneously develop insulin-dependent_diabetes_mellitus [1 2 $2/E%] at 15 to 20 weeks of age, after mononuclear_cell
[E#Hi8] (MNC) infiltration of the pancreatic_islets [5 > %°/L/\ > X &[s]] of Langerhans and destruction of insulin [ > Z U >]-producing beta_cells [B#f
ialsll.

We have previously shown that oral_administration [# 1% 5] of insulin [ > 2 U /] suppresses insulitis [[Z£#¢] and development of diabetes [#£/75%] in
the NOD_mouse [Inbred NOD Mice].

Oral insulin [ > Z ' ] has no metabolic effect on blood_glucose [(f#E].

Oral insulin [ > A 1 >/] mediates its effect through a T cell-dependent mechanism as shown by adoptive_transfer [ZEF#4##] and T cell depletion
experiments, but the mechanisms responsible have not been fully explored.

We now report a serial analysis of the cells and cytokines [t ~ 711 »[s]] associated with development of diabetes [$:/Z%] in NOD_mice [Inbred NOD
Mice], and contrast this with the findings in animals fed eqguine insulin [-7 > A Y >] or a control protein_ [7 07 »»S](ovalbumin [SEE 7 )L 7= ).
Marked insulitis [E 5 #¢] in naive or ovalbumin [5F8 7 /L7 = >]-fed NOD_mice [Inbred NOD Mice] occurred at_10 [¥ £ FO4 & A5 0O—JL] weeks, at which
time a dense peri-islet and intra-islet MNC infiltration was observed.

Immunohistological studies using monoclonal_antibodies [£ 2 O—>/#i{k[s]] showed that infiltrating MNC consisted mainly of CD4+ T cells (> 75% of
leukocytes [H(1%R[s]]) plus smaller numbers of macrophages [¥% 07 7 —37[s]] and CD8+ T cells.

These cells displayed evidence of immune activation with expression of receptors for interleukin-2 [-f >4 —O- +2-2] (IL-2R) plus Th1 cytokines [t ~
#1-7 >[s]]; dense labeling [#25] for IFN-gamma [-f >»¥ — 7 = 0 >y] and tumor_necrosis_factor-alpha [R5 E T a], plus lesser amounts of L2 [1 >4 —
O+ % 2], was observed.

20 L ATH]

MNC lacked labeling [#25] for IL4 [ >4 —O- %>4], IL-10 [¥ 4 —0~ %2/10], prostaglandin-E [7O X% % 5> Y >E], or ;];[]\fiqj '— _-I:I:E-g—é
transforming_arowth factor-beta [~ 5> 2 7+ — = v/ HEFETFAL _ 7 U -7~
pLoi

= HfiHIFEE I

2008%11A24H EREHRFSE (BE)



SR AT

2B EFRIR 1 & 2T S
BEMFHE (M IEESE)

l
ok VN R VR A
ot /W
&R E %
IN:OMWNEA ML)
HEFE-RE
TEMHEEINT
—ZAhAC—~DIA

$E B (L O—/ S RIKTE
PMFEGITROICINE

2008%11A24H EREHRFSE (BE)

anon 081117 SesirsEF0.6G
759X
moiey| 2EUERA D003924
Li;f-":.'j 5 . Type 2 Diabetes Mellitus 10
— AR D007328 moleculs 3892
Ll | [EEm D003920 disease 376
#ILa—2 DO05947  moleculs 273
A AR D007333 disease 188
= A D009765 disease 153
R AL D012306 method 148
i A2 A5 iR D050417 anatomy 116
25215 ET T D003922 disease 108
s o D012634 anatomy 106
finf::; D010949 anatomy 103
B DO05215  method g8
ARSEEIE S D015992 method g3
=1 i 58 D006943 disease 81
EeERET D012307 method 79
m=IE DDOGE973 disease 75
B DD13812 method B9
e DO0B099 anatomy 61
A FIAGE D015398 knowledge 59
HiRE D015995 method 57
EARAUEE DD06E946 disease 55
s D0086ED  knowledge 55
ZIax—+ DD05241  molecule 54
BAeRE D015994 method 54
kUZIE DO14280 moleculs 52
pges) D0O09132 anatomy 52
lilk:3 DOQ1769 anatomy 52
FrigiReR T DD51536 moleculs 51
iR DDO5500 method 48
BEEh DO18482 anatomy 48
EEET DO14157 molecule 47 -
100 Lud ] FI9X



" J
MEPRIA LA HHEIZS

T A

081117 081117 %8 081117 081117 ci#biRP0.6C
o PR T R 8 R T B RE £ PR SRR RE 18R ERA 0003922
Diabetic Neuropathy Diabetic Nephropathy Diabetic Retinopathy Type 1 Diabetes Mellitus 30
5 R FEPRIR FERR% FERR IR D003920 disease 3931
RERESR B ke AR D0O07328 molecule 208
AL TR At Fo AR FERRAE A AU SripkaRe DO50417  anatomy 165
=it Za—2A ik ==Y 21 ol WTAERNODYIA DO16688 biology 157
R =mE iR 2RINEPRIR D0O03924 disease 108
KigmE BEE 0% P BT R R F SVEILNYAE DO07515 anatomy 103
B BiE M Rz RSB F A B RE DO15551 knowledge 99
ERMERM ERE ERE CDA#ilR DO15704 molecule 91
#)a—2R Uz AM TRy BER&EES D001327 disease 85
LEHE BB e o |V B § AL DO12306 method 81
AR FSYATA—Z L HEET A TRN— A A D0O13812 method 81
fE K = MmFE [55h=81 ) R DO00947  molecule 78
= ik Y FIARE YA bhAr D016207 molecule 73
FAERBEREE FIREEEE = nEE R DO10179 anatomy 70
SR 1—ONF— S TF= ERMERR AIa—2 DO05347 molecule 65
HiatEE TITZUER B EHE Uz sER DO08214 anatomy 61
BHETIN 402Uy =t BE2HR DO01324 molecule 61
kI Pt wA A& —TzOr DO07371  molecule 59
i Tl T ERBREEE A2 A HLAR DO0668B0  molecule 58
Rz a—0 AT AWENE #ILERT D0O00483 knowledge 58
et Eilaba g DIARY T Oubik BER D0O19737 method 57
2 i UA& B D0O14180 method 56
AS b=l TFITEY 3B CD8#R DO16827 molecule 55
HERERAT U FIEE EMmEERME TUL /X3 DO13601 anatomy 53
& R 2EVFEPRSR BhIPE B4E D0O15994 method 52
mFEEE X U E&{t fnix DO00Y906 molecule 49
REMBERERE B USRI ik DO12634 anatomy 44
LA A e iink- P A TIWIRIA D0O08822 biology 43
HEAREREE EBRET RAELRA BT D001323 molecule 42
L Bfe TOFA»+T—1C A5 —01%24 DO15847 molecule 40
F5eL F5TH F5aH F55H

2008%11A24H EREHRFSE (BE)




WebLSD ¢V—5X

[C&HERRFEN)

LSDx U —2A: DO03920

41 PAGE BACK PAGE FORWARD rP

cLose®

'

200846 A EHL B

WebLSD BFE 4
http:/ /lsd.pharm.kyoto-u.ac.jp/ja/serviceweblsd/inde

IR

@ ER ™ 5005 vy —54 L5 Emrez, Google, WikiPedia
() glycosuria =
(n) glucosuria = k& ta®n

@ R = c51c:50:5 KBy ~SA I Entrez, Google, WikiPedia
{n) diabetes mellitus = riczn W gs W) 5
(n) diabetes = zFiasy W g=
{nabrv) DM ™ Ezriasn
(aj) diabetic = rriear Mas o) 5=
[BAEER] wihsi/mss, MM, SEmhE

 ERFEERE = s 502500 s E5F Entrez, Google, WikiPedia
(n7 diabetic patient ™ & te#n
(n% diabetic subject ™ = t=sn

. ey .._ | I P ]
ﬁtih‘.&ﬁ “ search resel %

VREEG O £83 @ THES O 8L O k-HT3
VEESERICSET O £30 @ THES O THEbS O -¥¥3
viEEEERX O 100 ® 200 O 400#&R
YEFRGERELEMRE O ¥3 O Law

YHERRL @ e/ HE (R O O-—vFEER

SR RO T BEO

HEM Diabetes Mellitus

- diabetes
- DM
B — !
- EEMABEE  Nutritional and Metabolic Disease
-AERIIEE  Metabolic Disease
- BLBIRE  Glucose Metabolism Bisorder
« BEM Diabetes Mellitus
- REMEEWN  Experimental Diabetes Mellitus
LIRS Type 1 Diabetes Mellitus +
« ZEIgEER Type 2 Diabetes Mellitus +
- JFiEENESE  Gestational Diabetes
+ BRERFNMES B F & F—3Z  Diabetic Ketoacidosis
- FEEREUEE  Prediabetic State

- AaAEE Endocrine System Disease
- $ERIN  Diabetes Mellitus
- BIERIEEE  Diabetes Complication +
C BIEFIRA  Gestational Diabetes
- BREMIFEH  Experimental Diabetes Mellitus
- 1SRN Type | Diabetes Mellitus +
- 2SR Type 2 Diabetes Mellitus +
- BEREIE  Prediabetic State

Hizflz (REIR)

- BRI

U A0 (Risk), o > A > (Insulin), MILE (Hypertension), EMET (Risk Factor), & EE (Morbidity), 7/l
=2 (Glucose), H# (Mursing Care), :28% (Therapeutics), $4E (Incidence), BEEEER (Body Mass
Index), 28188 (Drug Therapy), 3% (Mortality), {5 (Metabolism), 2#7 (Diagnosis), m# (Blood

Glucose), % (Epidemiology). #%8 (Fasting), %42 (Transplantation), IHSEEERE (Glucose Intolerance), A

fBFEENEEfREE (Metabolic Syndrome X), A EEREE (Atherosclerosis), HILE (Hyperalycemia), SiR4R%E
(Follow-Up Study), FA8ARIC £ 24H8 (Therapeutic Use), 2 L 5 0O—JL ({Cholesterol), T2 (Heart
Failure), A w ZH: (Odds Ratio), T £ (Genetic Polymorphism), P45 (Endocrinology), 2%

(Fhysiology)

BaEtsy Uy sy -+ BEA t QBSST0E TCoogetRE

MEEE S Uy g - Digbetes Melitue & OE&EHE TPubMedE@E
HERE (Diabetes Melitus] #PubMed, Entrez, Google, Wikipedia T#EE

2008%11A248 E&RERFS (HEE)




R

LD/ —3X: D003924

[C&HERRFRQ)

y

Type 2 Diabetes Mellitus AND Genetic Polymorphism - PubMed Results

PrETEE— TTE— | G., ﬂ} %( + | = hup:/ /www.nebi.nlm.nih.gov/sites jentrez?dl [E5] ~/ Q- Google
EQEE!@ T e 2 Diabetes Mellitus a3 Kifagi C. Makni K, Mnif F. Boudawara M. Hamza N, Rekik N, Abid M. Rebai A, Granier C. Jarraya F Re
i " Yp - 5 i Ayadi H.

- Adult-Onset Diabetes Mellitus - Slow-Onset Diabetes Mellitus — : . T T — s .

- || EEERR - Stable Diabetes Mellitus ;“{\5_???}?“011 GEculpain-10 polymopitiire Wi Sy 2 i in the Tunisian population.

» Ketosis-Resistant Diabetes Mellitus * type 2 DM Metab. 2008 May 16. [Epub ahead of print]

- maturity-onset diabetes - Type |l Diabetes Mellitus PMID: 18487065 [PubMed - as supplied by publisher]

- Maturity-Onset Diabetes Mellitus s A Mo ) IR R R [4: Bouatia Naji N.Rocheleau G, Van Lommel L Lemaire K. Schuit F. Cavaleanti-Proenga C. Marchand M R

- maturity-onset diabetes of the young VA :J SR RFF IR W Hurtikainen AL, Sovio U, De Graeve F, Rung I, Vaxillaire M. Tichet J, Marre M, Balkau B, Weill 1. Elliott

; xlgg:} ;;;i;ﬁﬁgﬁgﬁm P.Jarvelin MR, Meyre D, Polychronakos C, Dina C. Sladek R, Froguel P,

- Non Insulin Dependent Diabetes Mellitus « B FEEETAD A FUBRER T A polymorp within the G6PC2 gene is associated with fasting plasma glucose levels.

« Mon-Insulin-Dependent Diabetes Mellitus - EEFREEALA TR Science. 2008 May 23:320(5879):1085-8. Epub 2008 May 1.

- Noninsulin Dependent Diabetes Mellitus - RARTEDEEW PMID: 18451265 [PubMed - indexed for MEDLINE]

] — XuM, Chen X, Yan L, Cheng H, Chen W, Re™
B eng

- EELHIEE  Nutritional and Metabolic Disease
- RREEE  Metabolic Disease
- BHERIRE  Glucose Metabolism Disorder
- BFERA  Diabetes Mellitus
- ZEERYN  Type 2 Diabetes Mellitus
- EERERMERE  Lipoatrophic Diabetes Mellitus

- Ao FiEE  Endocrine System Disease
- g Diabetes Mellitus
- PRGN Type 2 Diabetes Mellitus

- EERh &M BRI  Lipoatrophic Diabetes Mellitus

gigfls RER)

<22 (Insuling, YA % (Risk), #/LO—2 (Glucose), &= (Morbidity), AERESF (Risl
(Incidence), 2885 (Therapeutics), 88 (Fasting), # ML 2 > (Metformin), BUEEEE (
Index), Hi=F £ (Genetic Polymorphism), S5EM (Diabetes Mellitus), FETE (Mortality,
(Hepatocyte lear Factor), H#M (Nursing Care), R UF UL R (Triglyceride), #JL3:
(Glucokinase), T|IEE (Phenotype), 2# (Diagnosis), 58 (Eating), F 7V U 2w %7 (T
AFHFA%E T 1 o (Hepatocyte Nuclear Factor 1-alpha), B85 (Fat), MisFEEME (Glucose Ir
o (Genotype), & (Blood Glucose), 143 (Metabolism), IBEKEETF (Transcription Fai
i (rosiglitazone), FO%F U &Y (troglitazone)

BEEEZ U9y » 2UMRE 0B EH T TEooget RE
BEES Y v Y — Type 2 Diabetes Melitus & O AFHETPubMedE B1F

1 at the 5'-end of the aldose reductasc

Association between (AC)n dinucleotide repeat
diabetic nephropathy: a meta-analysis.

J Mol Endocrinol. 2008 May;40(5):243-51.

PMID: 18434430 [PubMed - in process]

van Greevenbroek MM, Zhang J, Kallen CJ, Schiffers PM. Feskens EJ. de Bruin TW. Re

Effects of interacting networks of cardiovascular risk genes on the risk of fype 2 diabetes mellifus (
study).

BMC Med Genet. 2008 Apr24;9:36.
PMID: 18433508 [PubMed - indexed for MEDLINE]

Herder C.Mlig T, Baumert J, Miiller M., Klopp N, Khuseyinova N, Meisinger C. Poschen U, Martin S Re

Koenig W, Thorand B.
RANTES/CCLS gene polymorphisms, serum concentrations, and incident type 2 diabe
MONICA/KORA Augsburg case-cohort study, 1984-2002.

Eur ] Endocrinol. 2008 May; 158(5):R1-5.
PMID: 18426815 [PubMed - indexed for MEDLINE]

tes: results

Flekac M, Skrha ], Hilgertova J, Lacinova Z, Jarelimkova M. Re

Gene polymorphisms of superoxide dismutases and catalase in diabetes mellifus.
BMC Med Genet. 2008 Apr21;9:30.
PMID: 18423055 [PubMed - indexed for MEDLINE]

M

2008%11A248 E&RERFS (HEE)




00 WebLSD RFEAL
uu il il i: http://lsdtemp.bioscinet.org/ja/service/weblsd /index.html & ~ Q- Google

EoCTe s WebLSD

BEEROMMA

——
FIRRFRER *ﬁ ?ﬁ 1]].,-“
@ XUV a e LET EEFEAANT P AL EE (EEESE RE) LY —3 2 E5F Scholar, Entrez, Google, WikiPedia N

(ninst) ((B&E)(E#E Cancidas * (| -
(BRADD)

26037225th transaction < @) ) ) DY —F A: C105417

WeblSDIC R RBROWMRAS PAGE FORWARD b CLOSE [

AZART 7 »¥> caspofungin
- Cancida + Merck Sharp & Dohme brand of caspofungin
- Cancidas acetate
- caspofungin acetate - MK 0991
+ Caspofungin MSD - MK-0991
- L 743872 - MSD brand of caspofungin acetate
- L 743872 - AAMRT 7o UBEE
- L-743 872 S DL | enon Entrez cross-database search
- L-743872 ke ARTF L r . ; . . . .
- Merck brand of caspofungin acetate cE e AT 7 A UEEE i = http:/ www.necbi.nlm.nih.gov/sites/gguery?term=%2 2casp
+ Merck Frosst brand of caspofungin acetate B R T S
R L HEER
FERFEAEE (Anti-infective Agent), FLEL &2 (Antifungal Agent), ZF /F+
HEgs GHEIR) e Entrez, The Life Sciences S¢
H 24 (Candida), BEZ MR (Microbial Sensitivity Test), ZARFT U 2 2B
(Antifungal Agent), T ./ ¥ + >»F « >4 (Echinocandin), ZJL.23YV—IL {Fluco L GBI PubMed | All Databases | Human Genome | GenBanl

(voriconazole), 328 (Therapeutics), 7 A~ILFILA (Aspergillus), hw /s - F
h P45 (Candidiasis), B# (Fungi), - b 337 Y= (ltraconazole), B#iGE
= H—w 2 (Aspergi/lus fumigatus), # U FRaw A - A7 A4ILT 22 (Cryp

Search across databases |"caa;nﬁmgin" AND "Aspergillus fumigatus"

b 242 (Flucytosings, M+t 33+ —IL (posaconazole), =07 7 »F > (micafur
Velocity), #E2EF (Cell Wall), h 274 - 45754 (Candida glabrata), kU F?
(ravuconazole), U 24 (Risk), ®* (Agar), B} (Yeast), FA~ILFILZLE (Asp - Result counts displayed in gray indicate one or more terms not found
Jh i (Glucan) —=1 w4 PubMed: hiomedical literature ] /e
197] lg citations and abstracts o 11 U Haoler ontioe b
HEEEI Vw2 = HANRIF ¥y EOESSHETE leEBE Pt 5
g;g;gu y; , ;ﬂsmﬁnciZéég}aﬁg-zEmrﬂE{;gﬁ B 160| @ PubMed Central: free, full text il none! OMIM: online M
HAM T p 2F 2 (caspofunginl £Google Scholar, Entrez, Google, Wikipedia TH#E ' ) josnal ARGl == ' Inherimnce it
| /4 Site Search: NCBI web and FTP W liF===m| OMIA: online M
! m sites A L Inheritance in A

Copyright 2008 S 79 TIYARRIOV LI |

2008%11A248 E&RERFS (HEE)



" A
Mac OS X 10.5 Leopard &= .app ~NDEE

® OO TRPM2-mediated Ca: 2+ influx induces chemokine pr...trophil infiltration : Abstract : Nature Medicine

EIIJ - - . @http flwhw. nature, commmnﬂurnalfuaumncurrem!at}s.n’nml "rQ' CaDgle \‘

Advance online
publication

.. About AOP
Current issue

Archive
Conferences

Focusas and
Supplements

Press releases

Journal
information
Guide to authors

nline
EI.IDI'ﬂl sslon

Permissians

For referees

Free online Issue
Contact the journal
Subscribe

About this site

Authors B Referees
Advertising
work(@npg

naturereprints

TRPM2-mediated Ca%* influx induces chemokine
production in monocytes that aggravates
inflammatory neutrophil infiltration This issue

Shinichire Yamamotol, Shunichi ShimizuZ, Shigeki Kiyonakal,
Mobuaki Takahashil, Teruaki WBJII'T‘IB Yuji Haral, Takaharu
Megoro2, Toshihito HiroiZ, Yuji KiuchiZ, Takaharu Okada?,

shuji Kanekeo?, Ingo Lange2, Andrea Fleig2, Reinhold Penner2, L INGa BURIERGH

Miyuki NishiZ, Hiroshi Takeshima® & Yasuo Moril Article tools

Reactive oxygen species (ROS) induce chemokines B Full text
responsible for the recruitment of inflammatory celis to Download PDE
sites of Injur\r or infection. Here we show that the plasma )
membrane Cat-permeable channel TRPM2 controls £ Send to 2 friend
ROS-induced chemokine production in monocytes. In <.Discuss on Sermo
human U937 monocytes, hydrogen peroxide (H503) . o
evokes Ca2* influx through TRPM2 to activate Ca2*- i1 Bk ctation
dependent tyrosine kinase Pyk2 and amplify Erk signaling [ Rights and
via Ras GTPase. This ellcits nuclear translncatinn of permissions

° Safari 75O LMDHEEE
E THFAMILT, a—Fk
» DY —ThH—YILEE
s DIEBEBIRERTTES
induced sighl

production, which aggrauates Inﬂammatlnn. We propose Search PubMed for
functional inhibition of TRPM2 channels as a new » Shinichire Yamamoto 1
therapeutic strategy for treating inflammatory diseases.

£ Table of contents

+ Previous abstract

protein-2

), tk g, were
mpaired. T WEF@EE{EW?%"T'{ RO | Lced colitis

ammatii ~%—8) 1»¥—RQ1F¥Y8 trophil

v

freAxs=R1 1 o 1o

* Shunichi Shimizu

B N £

2008%11A24H EREHRFSE (BE)



xEH

B MeSHEHMIZLSLSDUY—FZ RNV EFT ETLI=DT,

f—?‘"ﬂ EALE g

L] e *’J\fitj'~/\i

ZILADIAE iA1=
2 g AFIEEE O RTBHIEIZEST,

2 DI B OBE DB~ — KB R AT
n WebTABILTL\BI0BERRIEIZ, LY—FAYY—&

@ ——FK(Z

FHOEBRRREEELT:

m MacOS X Leopard THESEEIZX G TEAVIOARA—/\—
s 84 5L 1= (3 B E A B)

m SR, VV—SAPY—ILDBER - ICHAEEDHLSEEDIC,

ERBE CTOREEHMEITO

2008%11A24H EREHRFSE (BE)



