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srzuZ )7 HIV-1 i nef S@EF 5+ 4
ALTUITOERIZAIDS HE BTS2 3 7
o) 7 ORELEHEERRRAOA S =X A
RENRLIEHoT, 82X AIDSBE
EORFBIEID DRIPEFCEOEREWDI LD
FEMEBRREOHEEET S ETICEST
HIV Bk, % 0REEO 20% M L8 1EEE
w AIDS BE 2 RET 3, AIDS BE TRANA
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DIEET BT DRIET 205, T ORI
FEDFHEA =X L2 THRELLREST
Wity —F, IMTO HIV ORRES —4 » b8
22077 ChHIENREERTWAE D,
AIDSBYETIR s 7 a2’ 78R & DAE
wEE SR THEREEE L, MEEEESE
RTHA bAA RSN EERECEET
HENC & o TEHHAICHIEId R 7 R b —v A
WEDIBBELLIOTIE R & E X 7,
HIV-1 % 4 VA D nef i, BE S vz 471345
Bl BEE 2 R W29 T & 87 & 3 negative
factor EZZ o hfici-dnef LEAF TSN T
Wizdd, T, B AIDSOFERYA LA EL
THISNT WA SIV T, nef OXRELTWw3B Y
ANVABSIVERELRWEBEHMERD,
nef WREWELEHET IHEFTHEILEEZL
bhtd L ootz

SEDEEBRDBE, 70 ) 7OHRTHER
S CERS Y7 B R RIS IMLENDH LT
B, [Fwiza7 )7 cHH T2/, B
REREISANEE L, A4 AV 2k —
TRED Krause BEEOHB Db &, Vo FD
ANVAYATLEZRAWT Nef 7 V0B E2F
Ry iRt EFER L7z (44),

Z NI IR EWWIRERE
IR ool d, BEERT CESEDE
HEEREEEL, B OEIEIE 2L L /-,
—7F, BERPTEE I 2 —F > b G2Anef 8
AL TCIRBERREESIZEALRO N
B0l TOL S, NADPH A %35 — €D
F R ERICEBEM o7 (44),

PEDZeds, [WiZ2oZY7]ThiR
ek o>Tid [J] 2HRATHEERRT LK
BT Ldbirote,
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HNEEHRET 2 (50,51), T OEEESHE
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P3-115 FGF-2 facilitates axonal regeneration of the
injured spinal cord via inducing CNS-derived fibroblasts
proliferation

Hitomi Soumiya', Takahiro Jikch!, Hidefumi Fukumitsu', Shoei Furukawa'
'Labolatory of molcular biology, Gifu pharmaceutical University, Gifu, Japan

We have already reported that FGF-2 facilitates axonal regeneration and
improves locomotion activity in the completely transected spinal cord. In
this study, we examined how FGF-2 affects to axonal regeneration in the
injured spinal cord. The rat spinal cords were completely transected at the
position of T10, and 1 ml each of FGF-2 (I mg/ml) or vehicle solution was
injected five times into rostral and caudal sites of the injury. FGF-2 increased
in the number of the cells in the lesion site, compared with control. The
majority of them are fibronectin-positive fibroblasts. To characterize FGF-2
induced fibroblasts (FIF), we tested whether FIF promotes the cortical
neuritic extension compared with meninx-derived fibroblasts (MDF)
invading the lesion site. We also investigated their property by using RT-
PCR and immunocytochemical technique. The results suggested that FIF is
involved in the therapeutic effect of FGF-2.

P3-117 Invitro and in vivo characterization of novel
semaphorin 3A inhibitors

Kaoru Kikuchi', Akiyoshi Kishino', Osamu Konishi', Kazuo Kumagai',
Nobuo Hosotani', Ikutarou Saji', Chikao Nakayama', Toru Kimura'
'Research Division, Sumitomo Pharmaceuticals Co., Ltd., Osaka, Japan

Semaphorins are thought to act as inhibitory factors for regeneration of

injured axons as well as neural development. However, direct evidence to

support the hypothesis has not been available. We isolated novel semaphorin
3A (Sema3A) inhibitors from the fungus Penicilfium sp. The inhibitors
completely abolished collapsing and repulsive activity of Sema3A in vitre at
less than several tM. Analysis for mechanism of action suggested that the
inhibitors interact with Sema3A directly and inhibited the binding of
Sema3A to its receplor. When a Sema3A inhibitor was administrated in the
lesion site of rats following olfactory nerve axotomy, the regeneration of the
olfactory nerve was significantly accelerated. The result suggested the
involvement of Sema3A in neural regeneration as an inhibitory factor. The
inhibitors should be excellent molecular probes to investigate the function of
Sema3A both in vitre and in vivo.

2004 Elsevier Science Ireland Ltd. and the Japan Neuroscience Society, All rights reserved.

P3-119 Analysis of progenitor cells in the striatum and
midbrain by MPTP administration

Hideki Ohizumi', Masahiro Yamaguchi?, Hideki Mochizuki',

Yoshikuni Mizuno!'

'Department of Neurology, Juntendo University Schoo! of Medicine, Tokyo,
Japan, *Department of Physiolog, Graduate School of Medicine, University
of Tekyo, Tokyo, Japan

We examined the progenitor cells in the striatum and midbrain by MPTP
administration. To explore the repair processes mediated by brain progenitor
cells, we focused on a selective lesion of the nigrostriatal dopaminergic
pathway by MPTP administration. To detect the progenitor cells in the brain,
we used Iransgenic mice expressing green fluorescent pretein (GFP) under
the nestin promoter. A single dose of MPTP was administered i.p. to 10
week old transgenic mice. Immunocytochemistry was performed. Abundant
nestin and $100 beta immunoreactivities were predominately found in the
striatum of MPTP-treated transgenic mice expressing GFP under the nestin
promoter. Profound astrogenesis in the striatum of young adult mice in
response to toxic dopaminergic insult was found.

P3-116 Does retinoic acid trigger axonal regeneration of
tish optic nerve after injury ?

Kazuhiro Mawatari', Toru Matsukawa?, Kayo Sugitani', Satoru Kato®
*Department of Laboratory Sciences, Kanazawa University, Kanazawa,
Japan, 2Department of Molecular Neurobiology, Kanazawa University,
Kanazawa, Japan

We cloned a goldfish homolog 1o chicken purpurin, a retinol-binding protein -
in the goldfish retina 2-5 days after optic nerve transection. We further
prepared the recombinant purpurin from E.coli inserted by purpurin encoding
cDNA. In retinal explant culture system, purpurin alone did not affect any
change of neurite outgrowth, but a concomitant additiori”of purpurin with
retino! induced a dramatic enhancement of neurite outgrowth in the adult
goldfish retina for 5 days of culture. Retinoic acid, a metabolite of retinol
also induced a comparable neurite outgrowth to the purpurin with retinok.
Furthermore, the neurite promoting effect of purpurin with retinol wag
completely blocked by presence of disulphiram, a specific inhibitor of
retinoic acid synthesizing enzyme. The data all together suggest that retinoic
acid triggers neurite outgrowth of optic nerve in the adult goldfish retina
after lesion.

P3-118 Possible neurogenesis in the hippocampal CA3
subfield after trimethyltin-induced neural damage

Norito Nishiyama', Yokio Yoneda?, Kiyokazu Ogita'

"Dept Pharmacol, Setsunan Univ, Osaka, Japan, *Lab Mol Pharemcol,
Kanazawa Univ, Grad Sch, Nat Sci Tech, Kanazawa, Japan

Our previous studies have indicated that trimethyltin ¢hioride (TMT) leads to
enhancement of neurogenesis in the dentate gyrus following
neurodegeneration in the dentate granule cells selectively, Here we find
possible neurogenesis in the hippocampal CA3 subfield after TMT treatment
in mice. Positive cells immunoreactive to 5-Bromo-2’-deoxyuridine-5°-
monophosphate and proliferating cell nuclear antigen were markedly
increased in the hippocampal CA3 subfield and dentate gyrus 2 ‘to 7 days
after TMT treatment. Furthermore, Nestin-positive cells were increased
transiently in the CA3 subfield 2 to 5 days after treatment. Double staining of

" NeuN with BrdU revealed that NeuN co-localized with most of BrdU-

positive cells in the CA3 subfield. These results suggest that the hippocampal
CAZ3 subfield have the ability of generating neurons following the dentate
neurcdegeneration induced by TMT in mice.

P3-120 Characterization of immature bone marrow cells
migrating into the brain parenchyma after bone marrow
transplantation

Kenji Ono’, Hiromi Suzuki', Makoto Sawada'

'Institute for Comprehensive Medical Science. Fujita Health University,
Toyoake, Japan

We have reported that some immature bone marrow cells (BMC) migrating
into the brain parenchyma in an early phase after bone marrow
transplantation {BMT) express early hematopoietic markers. The present
study further characterizes GFP-positive BMC in the brain after BMT.
Immuno-double labeling confirmed that BMC in the brain expressed
hematopoietic,. but not neural markers and some of them preserved
immaturity at even four and eighteen weeks after BMT. Analysis of the
DNA content indicated that most of the migrated BMC were arrested at the
GO/G1 phiase. When cells from the transplanted brain were cultivated, GFP-
positive BMC became proliferative. About 40% of them changed
morphology to ramified form like microglia and expressed microglial
markers, Furthermore, a part of them expressed immature hematopoietic
markers. Thus a part of BMC can transform to the cells indistinguishable
from microglia or microglial precursor cells when migrated into the brain.
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