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The Max Mousseron Institute
of Biomolecules IBMM

Institut Max Mousseron
Max Mousseron Institute

A Strong Academic and
Economic Potential in Mont-
pellier, France

At the International Confer-
ence of 43rd Japanese Peptide
Symposium and 4th Peptide En-

gineering Meeting, on Novem-
ber 8&h 2006, in Yokohama,
Japan, I received the AKABORI Award. It was a great
honour for me being recognized by a so prestigious
Award. It is my pleasure to share this Award with all
my co-workers, with all the people who participated
in the research we have performed during the last 30
years. It is also my pleasure to receive this Award
just a few days before the birth of our new Institute

Jean Martinez

of Biomolecules.

On January lst, 2007, the Institut des Biomolécules
Max Mousseron (IBMM) will be created in Montpel-
lier, France. This institute results in the merge of six
laboratories whose research is concentrated on the
chemistry and biology of Biomolecules. It will be a
unique research institute devoted to Biomolecules, at
the interface of Chemistry and Biology. It will bring
together about 300 people, including 80 to 100 PhD
students and post-doctorate fellows. The Max Mousse-
ron Institute of Biomolecules is affiliated to Universi-
ties of Montpellier 1 and 2, to the National School of
Chemistry of Montpellier and to CNRS.

Max Mousseron (1902-1988) was a Professor of Or-
ganic Chemistry, at the School of Pharmacy starting
in 1933, then at the Faculty of Sciences in 1941, in
Montpellier, France. On this same year, he was ap-
pointed as the Director of the Institute of Chemistry
and in 1957 he founded and was the first Director of
the National School of Chemistry in Montpellier. In
1972 he became the Head of Clin-Midy Laboratories
who were among the laboratories that resulted in the
creation of SANOFI Laboratories, now SANOFI-AVEN-
TIS. He was a member of the French Academy of Sci-
ences. Professor Max Mousseron realized very early
the importance of Organic Chemistry related to Biol-
ogy. One of his strongest impacts on the science in
Montpellier and in France was his contribution in in-
troducing very early teaching and research in Organic
Chemistry at the interface of Biology.

By combining chemistry, pharmacology, molecular
and cellular biology, molecular modeling and analysis
to study molecular interactions and therapeutic tar-
gets, the Max Mouseron Institute of Biomolecules re-
search activities focus on design and synthesis of
bioactive molecules, synthesis and development for
drug and biomaterials discovery and drug delivery.



The characteristics of the Institute of Biomolecules
Max Mousseron will be the development of common
research and teaching programs, the development of
efficient platforms of equipments, and strong academi-
cal and industrial collaborations in the field of
Biomolecules.

Indeed, the institute is likely to join together Chem-
istry and Biology of the main classes of Biomole-
cules. It will include research in chemistry and
biology on Amino Acids, Peptides and Proteins, Nu-
cleosides and Nucleotides, Lipids, Saccharides, Prebi-
otic Molecules, Biopolymers including Synthetic
Biopolymers.

In the area of Amino Acids, Peptides and Proteins,
the research will include: (i) Chemistry of Amino Ac-
ids as starting materials for the access to various het-
erocyclic structures; (i) Chemistry on solid and
soluble supports including peptide chemistry; (iii)
Chemistry and Pharmacology of Neuropeptides of the
Gastrointestinal tract, including Cholecystokinin,
Bombesin, Bradykinin, Ghrelin, Neurotensin; (iv) De-
sign and synthesis of enzyme inhibitors; (v) Peptides
in Dermatology and Cosmetics; (vi) G-Protein Cou-
pled Receptors.

In the area of Nucleosides and Nucleotides, the re-
search will include the design and synthesis of Modi-
fied Oligonucleotides to increase their biological and
biophysical properties, to design and synthesize novel
derivatives for diagnostic and analysis, to develop the
methodology for the synthesis of oligonucleotides. In
the field of nucleosides, the research in the IBMM
will concentrate on the characterization of new thera-
peutic targets (antiviral, anticancerous compounds).

The total synthesis of bioactive lipids (leukotrienes,
endocanabinoids), including isoprostane and isofurane
analogues, will be developed, with the aim of under-
standing their roles in protein interactions in biologi-
cal membranes.

The sugar chemistry will also be developed in the
IBMM, particularly in the field of ligands of lectine
membranes, osidic enzyme inhibitors, vectorization
and targeting.

The origin of life will also be a scientific target of
the IBMM with the study of activation of amino ac-
ids, nucleotides, study of homochirality, in prebiotic
conditions.

Research on Synthetic Biopolymers will complete
the panel of Biomolecules studied in the IBMM. In
this area, the development of polymers of therapeuti-
cal interest as well as of Biomaterials will be devel-
oped, taking into account all the problems of
sustainable development and environment.

In fact, a large part of the research performed in
the IBMM is much concerned on «Green Chemistry»
and «Sustainable Development».

Mass spectrometry, capillary electrophoresis in the
analysis of Biomolecules, particularly on peptides and

proteins, oligonucleotides, biopolymers, ... is also a
strong area of research at IBMM.

The Institute of Biomolecules Max Mousseron has
a well equipped platform of analysis of Biomolecules,
including NMR, Mass Spectrometry, X-Ray, etc... fa-
cilities, but also a platform of automated synthesis, pu-
rification and analysis, as well as Molecular Modeling.

The characteristics of the Institute of Biomolecules
Max Mousseron will be the development of common
research and teaching programs, the development of
efficient platforms of equipments, and strong academi-
cal and industrial collaborations.
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Young Investigator's Competition in Yokohama
~ ‘Malignant’ Conformation of
AB42 Peptide ~

It was a great honor for me
to receive the Young Investiga-
tor's Award at the Young In-
vestigators’ Symposium of the
43rd Japanese Peptide Sympo-
sium/4th Peptide Engineering
Meeting (43JPS/PEM4). 1 was
kindly given a chance to re-
port on this session and to in-
troduce my research briefly in
Peptide Newsletter Japan.

This session was held for young investigators
(postdoctoral fellows and doctoral students under ca.
35 years old) at the beginning of their professional
career to develop promising young scientists. All 14
speakers, including foreign participants, performed
both poster and oral presentations of their own re-
search. In the 2Z-hour poster presentation, we dis-
cussed and exchanged opinions with many eminent
scientists in various fields both from JPS and PEM.
In the oral presentation, each presenter was allowed
12 minutes talk followed by three minutes for discus-
sion. In every talk, foreign and Japanese investiga-
tors waited for the questions and stood in line in

Kazuma
Murakami



front of the microphone even before the end of the
talk. Some questioners were stopped by the chairper-
son because of the time limit, while others ignored
this to continue the discussion. Such an active discus-
sion caused tension in the audience, and kept them
awake even early in the morning.

A special banquet for the presenters and chairper-
sons of the Young Investigators Symposium was
given on the second day at a Chinese restaurant in
Chinatown. We enjoyed Szechuan food and discussed
the future of peptide chemistry. Most of the present-
ers, including foreigners, worried about the shortage
of academic employment. I would like to express my
heartfelt thanks to Dr. Kin-ya Tomizaki in Tokyo In-
stitute of Technology for organizing this party.

I gave an oral presentation on the third day. My
research topic is the chemistry of amyloid B(AR)
peptide in Alzheimer's disease, which is characterized
by the progressive deposition of amyloid plaques in
the brain." This deposition mainly consists of 40- and
42-mer A B peptides (A p40, A p42). These peptides ag-
gregate through the formation of a S-sheet structure
and show neurotoxicity. A 542 plays a more important
role in the disease since A 42 shows stronger aggre-
gative ability and neurotoxicity than A 540. However,
there were few reports on the aggregative ability
and neurotoxicity of A p42 because A 342 with 14 hy-
drophobic and/or bulky amino acid residues at the C-
terminus easily aggregates even in weakly acidic and
neutral conditions. This aggregative propensity
makes it difficult to perform the solid-phase synthe-
sis of Ap42, which is classified as a difficult
sequence-containing peptide.** Since commercially
available A 842 sometimes contains impurities,’ bio-
chemical and biophysical data using A 42 are often
difficult to reproduce. Five years ago, our group suc-
ceeded in obtaining various A f42 mutants with high
purity and quantity by our synthesis method of the
long-chain peptide using polyethylene glycol-polysty-
rene (PEG-PS) as a resin and N-[(dimethylamino)-1
H-1,2,3-triazolo[4,5-b]pyridin-1-ylmethylene]-N-methyl
methanaminium hexafluorophosphate N-oxide (HATU)
as an activator for Fmoc chemistry, followed by purifi-
cation using reversed-phase HPLC under alkaline
conditions.”®

Our group recently completed the systematic pro-
line replacement of A 42, leading to a new aggre-
gate model for Ap42 (Figure la).” On the other
hand, Wetzel's group also proposed an aggregate
model for A 540 using the same method (Figure 1b)."”
These models are not relevant to fibrils but to toxic
aggregates or oligomers. Both models have a turn
structure at positions 22 and 23, which is closely re-
lated to the mutations in familial Alzheimer's dis-
ease, such as E22K (Italian), E22Q (Dutch), E22G
(Arctic), and D23N (Iowa)." The presence of this
critical turn structure was confirmed by solid-state

NMR spectrometry using E22K-A 42 with strong ag-
gregative ability and neurotoxicity.” However, there
are two differences between these models; only our
model of Ap42 has the C-terminal B-sheet regions,
and the distance between Tyr-10 and Met-35 of A 342,
which play an important role in radical formation re-
lated to neurotoxicity,®"* was closer than that of A 40.
Our recent biophysical study using electron spin reso-
nance (ESR) spectroscopy clarified the effects of
these differences on the aggregative ability and neu-
rotoxicity of A p42 through radical formation, propos-
ing an original mechanism of neurotoxicity of A 42
(Figure 2) to help understand why Ap42 is more
neurotoxic than A p40.""

Recently, severe side effects in the clinical tests
for Alzheimer's patients using A 42 vaccination and
antibody therapies have been reported. These reports
suggest that the present Ap42 antibodies could react
with physiological AB42 as well as pathological A p42.
The ‘malignant conformation of A 42 proposed by
our group (Figure 2) is characterized by two critical
turns at positions 22, 23 and 38, 39. The former turn
could be recognized as the most toxic conformation of
AB, and the latter could differentiate A 42 from AP
40 because the C-terminal turn does not exist in Af
40. The ‘malignant form of Ap42 gives an opportu-
nity to develop a therapeutic agent that could specifi-
cally inhibit the aggregative ability and neurotoxicity
of Ap42 with few side effects.

I would like to express my appreciation to the or-
ganizing committee for kindly running this confer-
ence. This work was performed in the Laboratory of
Organic Chemistry in Life Science (Professor Hajime
Ohigashi) at Kyoto University. I am most grateful to
my supervisor, Dr. Kazuhiro Irie, for his enthusiastic
and dedicated advice. This research was supported
in part by a Grant-in-aid for Scientific Research (A)
and (B) (to K.I), Special Coordination Funds (to
H.O.), and a Grant-in-aid for the Promotion of Sci-
ence for Young Scientists (to K.M.) from the Minis-
try of Education, Culture, Sports, Science, and
Technology of the Japanese Government.
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Figure 1 Aggregate models of A 342 (a)’ and A B840 (b) by systematic proline replacement

Intramolecular

Unfolded
Ap42

Oxidation of Met-35 1 Stabilization of Met radical

38 | C-terminal core

23 (for stabilization)

Aggregation 22
> Carboxyl radical

(neurotoxic)

| ‘Malignant’ Ap42 |

Figure 2 New mechanism of neurotoxicity of A 842 through radical formation '

Shindo, M., Nagao, M., Shimizu, T, and Shirasawa, T. 12. Masuda, Y., Irie, K., Murakami, K., Ohigashi, H.,
(2002) Biochem. Biophys. Res. Commun. 294, 5-10. Ohashi, R., Takegoshi, K., Shimizu, T., and Shirasawa,
8. Morimoto, A., Irie, K., Murakami, K., Ohigashi, H., T. (2005) Bioorg. Med. Chem. 13, 6803-6809.
Shindo, M., Nagao, M., Shimizu, T., and Shirasawa, T. 13. Barnham, K.J., Masters, C.L., and Bush, A.L (2004)
(2002) Biochem. Biophys. Res. Commun. 295, 306-311. Nat. Rev. Drug Discov. 3, 205-214.
9. Morimoto, A., Irie, K., Murakami, K., Masuda, Y., Ohi- 14. Butterfield, D.A. (2003) Curr Med. Chem. 10, 2651—
gashi, H., Nagao, M., Fukuda, H., Shimizu, T., and Shi- 2659.
rasawa, T. (2004) J. Biol. Chem. 279, 52781-52788. 15. Irie, K., Murakami, K., Masuda, Y., Morimoto, A., Ohi-
10. Williams, A.D., Portelius, E., Kheterpal, I., Guo, ]J., gashi, H., Ohashi, R., Takegoshi, K., Nagao, M., Shimi-
Cook, K.D., Xu, Y., and Wetzel, R. (2004) J. Mol. Biol. zu, T., and Shirasawa, T. (2005) J. Biosci. Bioeng. 99,
335, 833-842. 437-447.
11. Murakami, K., Irie, K., Morimoto, A., Ohigashi, H., 16. Murakami, K., Irie, K., Ohigashi, H., Hara, H., Nagao,
Shindo, M., Nagao, M., Shimizu, T, and Shirasawa, T. M., Shimizu, T., and Shirasawa, T. (2005) J. Am. Chem.
(2003) J. Biol. Chem. 278, 46179-46187. Soc. 127, 15168-15174.



17. Murakami, K., Irie, K., Ohigashi, H., Hara, H., Nagao,
M., Shimizu, T., and Shirasawa, T. In Peptide Science
2006, Ishida, H. & Mihara, H. (Eds.), The Japanese
Peptide Society, pp.19-20.

Kazuma Murakami

Graduate School of Agriculture,
Kyoto University
alzkazu@kais.kyoto-u.ac.jp

BioLBL~Biomimetic Layer-By-Layer Assembly

R ST T4
LHHF T [N FF /)~ —
V] bW BERHICT LA
BEZCTETWwBEEEDbNRE
To EMOTAF Iy 7RG
OWIE, FIZF NI EIST
E1S L DONAFF I3 —
DOEFH, —EOHHAID L & T
BRI KERE Y, R ENT S
WIS, COBMISKAE ST FF I =D
R, $hbbiday AT L DOREIEB O R
&L B o T2 ) A= VOREETER, ThbD
F TR OR N LTy TAIEE HIET 2 28, i
ENAFF T 0T = EO—DDKRE RIS
HOOOBHNFET, LLARVLEEIIOWVWTIE, &
EETT DO ENL N FF /<Y — 2 OifED
B L TORLETHLI LR, N FF /<7 —
Y OFEMHPH AR EOMBEERH Y T3, Mz, A
FF IRy —=rZOHONPEEHE R EEFH T LD
NI VIR R EORERERE L ORTH Znizo, N
AFF )<= EERNDPLIOVBLTEDOE FE
IDTIE AL, ARG T It LAaE#RMECTr <
=R EHT L L EOHRS L VITESICf ) 2 &
DI DBFEHNTY, FITHEHEZHEDOTWVDLDN,
E)ELTCORTFRT7Fo<—Thb, BRELT
DNAFIAT)E=2 32 TH,

RPF R To~—blL, 77—V FA AT LA
% EOMALS T LD FEN SIS SN S, AR
Bkt s O NIRRT F FoZ bz LIFLIES
DX FE T, BRI LT F BT
7y —WROEERI, B EE L, EES T IO
A ETHD Z EAITE E 30, F L T20004E D
Belcher 5 |2 & 2 38K EHI R T2 T F K7 7%
Y= OIESHE S NR?, BT -2 %02,
STk - BEER, (BRAL) &AM S H —
Ry F I MERE S THEZ L&D T, THENICE
BERLNLEMEIRT LT F K7 77 < —OHfT
BB TLTEY T3, 72, EEMEHIST
LT F BT T 5 < —Wi5E O AR B T S A
o REBEELZZLIE, INOEXRTF T TS
V=D HHEM B ONLA F I AT E—T 3 Vi
HuEFEOE WS Z ETT,

INAFIZRT)EY—2 g 3w X s8mLH
R, Thbb, FUNRTERR)T IV EOEKE
I AMRAE S B A T O O SEML IS D Z &

EWL T, B flTid, romEeEe, Ho
B EDNAF I AT Y= 3 VIEENC L B FEW
T¥o FT4E, ZONAFIAT Y- a VUL EHE
VT VIRTERRTF ) FLTEMALEY & F
DISHFZED D SN TN F 325, KIRICHEET B4
WSEEIZFIH L CW A NA 4 2 2T I)VoEEIZR S
TVWETOT, BFEZIWXEIRARHY T L2 L
DL, RTF RT T Y =DM RO N A o
IATVE=TaViEEE LD DRSNS
LT, AW FIH L 2 RS EHCE TN 4 I 4
FVE=a YOFHAMNEPILL Y # A F Lz &
iJtTlZ, Belcher 5D 70V — 7, XRTF K7 7%
T—DONAFIAT) - a i HEES L
&y (EREICE 7 7 =) oE OBIR) %,
FEFRLLAHLTCYF a4 F v EMOEBREEL Z L
WHIILE LY SOEHIIRTF T T~ —%
o727 2680, NAFF /527 /87 —12B
F AL Ry N aRGEHO—D2TY,

bivbhd, 2003FEI27 7 — VEREEZFIHL T,
FF U REWIC LR TF KT 7y ~— - TBP-1%
Bz LE L7ze 2o TBP-11d, RKLPDAPGMHTW
Mo RB12T I JBREEN OSBRI THETY, &
FLARAT D5 R, N RKmH O 6 FREIHEAICEETH
52l F TS E 7 ERE & B
T, 7% YEREOME L 72K L TBP-10 1 4L H
DTNF=, SBREHO T AT FUBOMHEE D
BRI HEAEH A TBP-1& 7 % » #iM & DM HEA/EH
DFETHLZEXZHLPIILTETLALY, /42, 2
O TBP-LZF % »PAMZb vy ay, FUkHEeT42
E (R LE T, W g lIiEEe LY
A) DD F L7

WIZTBP-175, 74 -y ay -4RONA F 3 4
TV —2a iEEERFONE ) hRHRE L, NS
FIATVE—Tarvid, NAF O&PRLET
£, WEOEREG T OFOMBEE R &L F L
£ 912, EiROPHOKER T TRISAH#EITL 3,
FDIHFY o)A DL HIFFICBL LR
WHEONA I AT )= a3 TiE, fESha N
AF I AT VI EIE TIE R B R) T4, %
B TBP-172%, BT 254 F I AT Vil b 2
AL 5 v (R5EER) v (BEy ) av)?T
L7z SRIZOWTIE, #EMIEDRD I A 7 IVIEKEET
EFREOZENbND F L,

TBP-125b DD OH%RE, R EREL N1 F 3
AT )= g VEENIE, Mo, Bl IR
LF 7 NEETARIIRNNA A I AT E=Va v
BeHORWY V7 O BET 0512, TBP-1%
I—RF$5DNAFAIZIEATAHZ LIZLST, 74~
AR b OWEY Ny e h T ENITE FIY,

HOIUHIIETBP-1IC L - TH V287 HIZRS S h
7o, O [HERENEEGE] - INXA I xT7)E—T 3
VHENI] D5 ODREEE KSR LT/ LR
D 3 2 12 L, BioLBL {# (Biomimetic
Layer-By-Layer Assembly) & %fHiF % L7-%. 2Ok
W% Fig. 1IORLET. 22T, fEky v 328D
FHZ, TBP-1%ZAlil2ieR L7-0Faisfb L Tw»
¥9. () £9, TBP-1HROEFENEEGREEZFIHL




TBP-1FRY v NIHER

BRyvIOR

N A S 2 F I HREER TBP-1RAFRY v NIHEE

IMAIFFVE-vay

m

Fig. 1 BioLBL {14

THIRL (FH ol 108 v EOE 1 BB
LEd, (i) KICTBP-10 b 9 O EODFERETH B
[NAF3IATYUY—avieh] 2RHLT 20
E1IBORMIINA A IATIVE (BbFs > - 21
HERE) R SEET 2 LT Gil) ZOFKS
N84 I 2T IVEIR, RO TBP-138R % v /828
OREES =7y MIB Y ET, T4bb, NI+ IR
TN EIZY VX EDEZI RN T 5 I EDTE
HDTY, 2O [FFRHEE]TI AT NVEER] OB
a3 &T, TBP-125 L8k ) &g
TRTTh, 5T R/ N+ I AT IVENRLH IS
filg L2 EEEr R T 5208 TELDTT,
Bea e b /b a2WNa L8Ry V87 B fio T,
BioLBL#:IC X ) 7 u s s 2B L 348, M H
SAERIEZ, #:F kiF, LA FI v aF 2k
T, TNV R TORBE SNVIESL I ENTE
FLAY DL AT a R RE E o 72
;O RTOLEEEIX, £ ) — B Rokk
BMA~OISHAPGFCE T, bivbiuk, BEIR
5 DT INA ABFE BT 720 e & AR B 125 T
Wi,

Z ORI, AN R T F FEFE A4 RN TF R
T 5 B 43 3 @ Young Investigators” Symposium T ¢
BREEZOBERIZOVWTHALIZNE L Z->TEN £
To BERZLIZZDOY Y RY Y AT, Young Investi-
gator's Award #THEX F L7720 YV RIY LA TRETS
Bar 5.2 T &7 ur g AFHOKRETS,
VRV LOEEEBMFFEL T ZEIWE LEE
F, FRAROFmET T FA XL TLEEWTE
L7z ZRAFIEANT G L D L L BT E 570 &AIC
I S A NN = P AV A= Dt -1 ) SR 4 S Pl
DL TEEIE LGS O 2K — b LCIHE
F L 3LAIgeE OB I &S L E 3,

BE

1) S. Brown, Proc. Natl. Acad. Sci. U.S.A., 1992, 89, 8651
8695.

2) S.R. Whaley, et al, Nature, 2000, 405, 665-668.

3) EipE—, ZiERE, FTO &, 2005, 44, 799-803.

4) Nam, K.T, et al., Science, 2006, 312, 885-888.
5) Sano, K. and Shiba, K., J. Am. Chem. Soc., 2003, 125,
14234-14235.
6) Hayashi, T, et al., 2006, Nano Lett., 2006, 6, 515-519.
7) Sano, K., et al., Langmuir, 2005, 21, 3090-3095.
8) Sano, K., et al, J. Am. Chem. Soc., 2006, 128, 1717-
1722.
9) Sano, K., et al., Small, 2005, 1, 826-832.
2D IFAVDE
W BT RS0 7E T SR AT R
CREST/JST

International Conference of 43 rd Japanese
Peptide Symposium and 4th Peptide
Engineering Meeting (43JPS-PEM4)

ICH T BEEOEREKEELT

7 %20064-11H 5 ~ 8 H 2
1 1% C B S 41 7243]PS-PEMA4
I2B\WT, Young Investigators’
Symposium T3 K § 5 & %
Wi tE, RARZZ LI
Young Investigator's Award % %
BTHIENTEE L, &5
W2 7% 2 L2, 2 O Peptide
News Letter Japan #{ZE D% & wia 2
BWZEE L2DT, SENIHIEZ A5 FAOZER
EWMRICOVTEHEIE TV EET,

B, JUNKRZO T HRBEEREEICE LT
To FHAFFEZEIZOWTIX, 20044F 4 H OEFES25 12
AR A2 BIR S L E Lo TREMIZEIZ L
T, BIEHE 34, WMLEWRE 14 S5A20%
(L e 54, LRI %, #HAESH) Ot
LT ENTWE S, IRELEKTIE (a8 koo
YR A= a AL LRI O SRR OB ] &
WVIIKELRT VDL L, RIFEHAEOE2LL—H L
T, 7THBEE@EY OGS v 87 B &I 451K
(GPCR) OREAEIHHEARR, HFI24H EA A F2HEEO




A= X LDHT LV TOMIZ HIE L 720981
BFELTVWET,

LFfFEECld, HOTEMR LR TF RO
BEIZDOWTIE, B TT7 vt L, #HiiB L Oz
EWET D L) ONFEHTT . BB SRR
ANOWEFEHLL T2 RAIE, TFETIZENIZDH
7T FOER & Z DEEFHIC O W T OfFRE T T
FHFRETHEETIREICEINTE T L. S0
43JPS-PEM41, FAIZ & > T4 RIBOXTF Fifims
DBMB L OERTL,

BWiiE 2L, 1D TOSINEHEA0R 7 F N3 5
ET, BH1ELESRAY —5EE2THEEEZ W
PE, FEHAFEAEORICAER LW ELEICED S
GPCR O—7Ff T4 % Opioid Receptor-like 1(ORL1) <
BRORTF FEDT v 5 T=A M)A ¥ FOZEE
FEARE R I AL AR IZ D W TERAM L 7246 5 % Rk
BHRLIELFE L B4 23 odkE Iz
WLANOLRAY —OFMHE L, FaolZENZ v
A=VPTHFEL LI o2 b2 B2 THWET,
LoL, ¥R BTLRAY —FEREBL TRE- 2
B2 0 O A e S 2 Wiz 72wz, £
2o TETHHEMTL 72, HRADAEIZ
L AWEOFEKEO LY ¥ a v 2T (FEEICIFHRE
FEIARICE VSN T) EFHEOLEMEL KL,
CORNPLRERTONTEFORAY —EOTHZ % &
HICBkD B &S, FAZE - TED % ) FIRE %4
TL7,

2 A H OBHINIHEALRIANR T T R mETLEZD, &
L7 Y7 - KRFEFEERBERTFFY Y RI T L
(APIPS) & DT, 2oF4&% ¥ 2 H0F4
A5y 7 E LTOMFELINRL &) DR TR D
DTLze FRDEFIHEDLDIIL LD AMDTD
ZETLAZ, B L OHEEL 0TI DN
i bR T 58T, FREMBET L EsENL
WRERZELDOPEFIZLATRLE Lo ZHED
BEA RV RA Y —35KTlE, ORL 1 8K M 7
vy TR MDA EFHEIZOWT, FHEE IS
DO A\ ZHIKZ > T2 &, vyl ardsblk
NTEFE LY, HEFEDORAY —35F125] EHvT 2
FREFETHRTF S o728 L BEE LT 2 DI3IER IS
LW OTLZ, 72, AHFESIEARMICIZIGE
W) EBRFEEANDOSHINE I DT TLZAS, FU
FEF A FRTF FIZOWTHIZE L T iziEE o224
SAELTFETEy Y a v L2KE, EEBES I ,ANT
LEDPLWVWEWE L ERRHZTWET, S5,
Z DA 57T 5 1172 Young Researchers” Mini Sym-
posium ZJEWT, & v I3 VALY S F DOIFE
DOBEBINESEZTE LA, X 24EBHSHH
L) AREmEICTE) LIEGLTEIEATL,

PSRRI LIFZE T — < b 2, WEE O 554200
NRTF FRIwE TR, F¥F A4 FXTF FIZ Npys &
WTEMIE RSN L2 7 74 =71 VA FEHW
FTETA RZEEDT 74 2574 FX) 7 En) T
% 72 B AR O REG 2 15 A D W C B S8 3R
TOWRBEWZE2F LY SHOHLEVH, 2=
R TR THEIEE, SEORTEITHEIER D
DOPFET] LEVESNBICIZE ORNIZE S, 5E

10

DOFEE->HICRD T Lz HOOREES & e
EZTERC, PIZENOSETH - T HIHFETLIHE
BRIDLDOEIARHDEVTIE AV EB VAT L
7oo —ERIIE D THARBEOEIEE T, BIRITEE
HIBIEEPHRICD o TWE Lz, —ERD LD
722D LI0H THOFRFEROBER T, BVA
BEIIEBRORERZME, BRIZOWTIED SHEE
DEEZFOZENTE T LD, RUOFFEIHE
ELTLE)ERSEIIHT 2L FEATL
2o L L, BBEOIEDOBPITT, FITRES Bk
AN A EEOH, D 28728 L WIEEETIRE
T&, MEFIC?REEZRADLIENTET L, BE
%, FUHIRED N & LIRS RIE TR, Fan
Yl < 0%z ZHEOKH v BOWITHERNT, 4T
EhEtA.

FLT, SHEOHABNDOS 5 H, FOHEIZIC [
B, SEORTHFOOMEEET] LSbh, HOO
Hu5tnwE Lz, ERFEELEM->TBE RN ELT
[BFETTA? ] EWERT L, [S5FITHERE K&
EEbNFE L7z, BYLORGKEITEHIZ, FAOHEEIC
BREEDV S IO TWE L2, S ERESL X
JEZ LD F LIz RFEOREE, HATHLAER
RIS AEERKR, Z LT X ) b ERoIRE)sE
WIHOBIZRAOT R 2@ BRI L LT FE Lz,

SAEIL, INFETEEELRD, XTTF FAKOFH
TlE%L, RTSFRYT Y REMELEHT 5 ORL1Z
BRI EE TR Z I LIER L 722 R RO R
filconWTEHELNHEEIEEL T L7z, ORLIZE
EOWNIEMEY) Ty RTh B T F ik, #0iEkE
PERRILICE A S LY, SEEOE 2 Mgty —
7 (EL2) \ZHAETLEMT I By 9 A% — LA
ER$ 52 ENBMICHEINTVET, LiL, TF
REEVELICBE D 5 7 3 ) EREOFEIZIZE > TB Y
FHATLZ, £2C, RFETIEZEMREEILICH
bDLT I BEXOFREY HYE LT, EL2ICH 5
SHEEMUICEE L, MENLT7T 7= A%y U %
FERLILZ (M1).

iMoo 7 9 = v BRERSHE KT TN TN
COS-THlfagH &8, VAV FiEEHEE M) F 74T
NV L7/ v TFra b L= =AW B
BBRIC LY, SEMEGEELEET [PSIGTPy S A &7
BRICEDEEM L £ L7z 2%, 24 o700 »
BRI OERZEETIE, /T Fr o)y
O NREEBAMENRZAL L FRATL. LA L, 208
MNON) TN T 75201 1) 22T, 3
LR 473 RIS S oA RET Lo B
BBV AENT LTz AEQI =T 71280
WS L 72 ORLISZ AR DO AR 12 BT, 208700 b
VD7 N7 7 0BT I RERIE, FELHBEEMEA
Uy 7 ZAOIFIERE CHEICIEATEB Y, ORLIZHEMR
DTN THOREE RN v 7 207 I/ RFEEL &M
HAERT A 2 L CAEREELICEbS T 2 &8
REENT Lz, —F, 227 0) v E2ERIE
D EMNEANOEB A SN DD, /7T
VIIFEELERATLE, 2O EDND, 224
Ty i, )F Y RAEE LD DB O ZEL
CHEGLTwEEEZzZ6NE T,



| Nociceptin |

FGGFTGARKSARKLANQ

FO8G, I214A P224A
g o C215A V225A

EL2-TMS

D206A
Y2072
W208A
G209A S5220A
P210A F221A

 extracelular Y y7211A I222A
2E08008g F2123a I223A

I216A L226A
F217a 1I227A
L218A I228A
F219Aa S229A

00000 ooOeC000 G060 600,

K1 72t 7F & ORLISZEAROI EAEHERAL & 28 SRV RS AL

F72, 208D ) TR T 7 OMEEA v F— VB
X, ZHERSTOIMINIINTn S LIRS E 2 &
o, M) T N7 v EMOGFERT I, Bkt
T3 R CA R S AR E R EHCT, M)
ThNT 7 VREEOBENCOWTEHMT L F L7 FOkE
OB 22T I BERILOBKMEDS E R, T
W20 S EWIEZH MG B 2D F L, 20
ZE XY, 208D N T T 7 RIS O
MEMERIC LY, NEEI D ST~ 0ZHF KT~
RA—=a YIS L T AR AVRE S E
L7

TLEYT—Yarefi T, BEELETHEOS
I S B 2320 72808, B OWEEEmHE Lz
Ll w2 F Lo 7241, Young Investiga-
tors’ Symposium TOFEERF TR A ¥ —FE 179 &
WA ZET, RAY—kvya rOBICOESHR T H
WTHLIEZ 5o T T E o254 & Lah TSNS T
CEIEEAREB T L, FRFEASOEEOK
SWHEBT 255 % 45D £35, S0 D43JPS-
PEMANDENNIFAZ L > CTHREICHEEHRLZDLDOTL
720

MO F7ZENFRAERICBWT, XTF Fifmaid
FWAIHIZEZ L CHRERIIH T 2 BAROETH ) 13178 &
DWEDETH ) T L7z Tz, RTTF FEETIES
BOLHEMIEETERINTEBY, 20 L) %% A
e THGbLVO2IE] EWFHhEHENLIEA5IRD
9, S, HRICHEATS X9 REE L kb
CHEZ BB AR, LERE RS 2 72074
REDTZVEEZTWET, RBEICRVELEY, 4
M D43 JPS-PEM4% BHEE L T F 3 WE LR T3
KEFDZFEARGELE 2 1L L, EE Db - 729k
WZZORE BRI LTBILE L EIFEd,

[&E k]
1) Isozaki, K., Okada, K., Kawano, M., Honda, T, Nose,

T, Costa, T. and Shimohigashi, Y.: Structural Require-
ment of the Acyl Group of Ac-RYYRIK-NH:, an Antago-
nist of Algesic Neuropeptide Nociceptin. Peptide Science
2003, 269-272 (2004).

2) Isozaki, K., Okada, K. Kawano, M., Honda, T, Nose,
T, Costa, T. and Shimohigashi, Y.: Isobutyryl-RYYRIK-
NH., A Highly Potent Nociceptin Antagonist. Peptide
Science 2004, 523-526 (2005).

3) Isozaki, K., Funama, J., Nose, T. Costa, T. and Shimohi-
gashi, Y.: Continuous Activation of the -Opioid Recep-
tor by Affinity Labeling. Peptide Science 2005, 57-60
(2006).

WZEE i

FTUNK R F BB W 5 TR 2
REsEE e R L s =

FLRRAE 2 4F (H AR BIFZE B DCL)

(%8 9 BIREEENXTF K 2RI LDOHE]

9th Chinese International
Peptide Symposium (CIPS) 2%
20064E7H3H 2 56 H 122 1) T
FE o i (Shanghai) FEFSS
Moy —THfEEINE L
DT, HWiEWLET, RER
52 @ Dawei Ma 4% 4 %3 Chair
rHoOLN, SROT—3TH
% [New age of peptide biol-
ogy and chemistry | % & & 12127 E200\ % 2 5 %
MEA, R7F 2B CLBICETIELL, 2O
FRHHO il I HARL ) L2 TR A 5T
2579, VURIITAIEPFTELZDIFFENT L,

FBREREH30E, —HaiE 234, Z L THRAY —
ZEFRIIBIMT, MIF L CTH N —XTLZA, 205

11



Banquet [T (RIFIAED S (A4, Kbk, =P
A EEERSELE, BAILES S ¥R ASGER A, SR,
ROROEGEE A)

T bAR—ATHOMOE Lm0 BT o E
L 720 HEIZRTF FOERALS D & KA RE AT R
BIEEAOT 70 —F LIRL <, HARDSIFFERIFIIA
W R IR, RHSGA, AL, SoEE, W
ok, =oAL T, ZHEISNEE
Eh, hEY VRV AL RS2 TwE L, £
72, TV RFO Hruby oA, SUEBSERIRFOAE
etk AT T AGERT O Tam 964k 7 &4 D5
P, RTF FFIHICRECEMML TOWRETL %25
N7 ADOXRTF FiF5EH @ Yucang Du i &/ —
WALZEE % B # O Bruce Merrifield JG4E # 2wy, X £
UTIVATA REHBITFT WD ETLHRYTL
720 HEF B ATIN20044F 0 ] (Kunming) T 8thCIPS
DOFFIZ, DuBAEICITREBUNE L THW/ -2 &%
ICEZATBVET, BAY—RBETIIHLDORTF
FIZRET 2 G WG G S A, EIERS
WZEBTNINAT—BERXTF FABDT ) —F—
(Be2:41), SARS Tu+ v A VA 7as57—BiE
HOTHA B L ORI &8 2 Wik 5 5
KLHY, HEINRTF FERXOREDOZE TR
LE L7z AN, §E5E SO TOHGETOLIEHS
e T HMERTHE T Lz, MEB XIS 0%

12

BUREAEDT v M= AL FRESICHENERTE
70T, FEEICEVEERZ S THX FE Lz, 5%
AEPSIFHEADOENANZS o &7 E— WAL LI
THE, SHBOMPEZ L BT Lz, SROBN3E#E
OWEEG 2 TFSWE LKRESES X O RHERSER
KF21HE COE 70 75 AE# W72 L E T,

CIPS Tl319944F1Z H.H. Liu Educational Foundation
I3EIF% L 72 Cathy Award %3 1), 4rlalid b T s o
WFZEHT @ Keliang Liu 564, b2 5 1%€ > ) =K
%O Jean Martinez JeAEAAZEH SN FE L7z F 725
e D Zhonghe Award ° R A 7 —E b B > CTHF5E
BORH#HIZHRY L7z SHETFHRDOY 7T —CTEHEHIL
B (Yuyuan) ZBDGL, HORROEBRIE W EY R
JER " WTHE LA, REIOERICHNL 2L TEFE
U720 F72 Bl oEHE I b B TS, AM
DRES ORFUTHRER L 7\ C O3 ol T SnE L
726 KM 10 thCIPS 1£20084F (2% (Changan) TAT
bbb %9 Td,

O Z2BL
HERSERI A3 b EE 21 COE 71 775 4
khida@poppy.kyoto-phu.ac.jp

BYEEFATF NEOHBRRE

WHREEHOLETFTRTF FE
DERE RIS 8 H 6 H
258 A8 HIZ»ITT THER
FERR - HEE I ST R
TR ENE L7zs SRl
N B Y S SR e
WE b (r HE—Wige
R) PFEATBO, HEHICK
D EDRHHRT L, i
FAERELE L CEOFME T STz 72 &
R a

WEAEFED B Z ORI H AT F F¥4& (JPS)
FHOFTFIIHY T LS, [EOEE IS TMmmeE
HEXI—ETE] LV IEREY OFEIZH->TH
HICHER S TW2&F L, 4B, BfEICN2D
F LCHBIEHED JPS L 0 i B o—H%2 38 L Twit
PEEFE L7 e % AE L CRREMIE  ffLH
LETFFET, Bt~ sE T 7 v 2 (BRI A1
NEDT 7 EA) BAETH - 72128 Hhb sS40
DOWFREIZI20% 2B A MEVPET D T L7
FIIZH AR T F RSN A O M T % 5B
BIZ7 > TR OFEZ MY, BINEHEST 57—
ARRZT BN, D TEEF— L R=VI2 L 5 1EHR
BEOEEME ZOSFIZBITA00E S ibi
F L7z, 41k FRBEOMNRPLFTHmESNE oM
ORPIUTEELETBY T3, HEICELTIE, Dol
OHREZT2HIHEZLIHFTAEIANSE o722 L0 dH
D, IhEBESLZEE LT Lz, HHEOHEIAT
&5 HAgEE (BINRFRFER) 4HEE A 7Y 3
YELTHREL, FEFmEVITLVWRAE ST
WE L7z TIE 2 CYPNEBI R H IS 7 L bR
ELTHETEIZE R %27 ) MM T L7228, it

e =—



SO NIAE TEBUIZE ST, kEILIEIZES
WL ERDF L7z 15 L TR E BT W
LELACLEEBHEUHLETEY,

ST, WEHTU T 7 L0, SRbRNTTVE
LCITBIT 8WFE LgHbRE: - BIEFEI L
LHEOTHRECIHT Y, 3 HRT 4 o4 HEHE,
2 OB FRBRRL S 2, 10RO — ik, 231FD R A
Y —REETVE LIz, HFENPLRT T Y OHERION
HETFNZART F PR R O LIS BT B &R b
Yy 7 A% 72 5 F Lz DT, 5l ko
B EERBRRE OFERT O Je A & E T STz 2
XFE9. BEERIA) EoKkEFE CRREERIRY #
) [_RTF FEKED Cell Biologyl, /NEFHIRIE
CRBUERL R LER P [Pr o714 >
H—EF — T \OEBEERELAEA ¢ &E KRR
LEEEHIERSREOREE ], A L EERSEL
SRR - A RFERERR AT LA SE S B (e
W BAR S — 77 4~ 7 % B4R L 72 PUsE#| artemisinin
DRSE~T v v § YRR FRERRL~ ], BRI 755
A (BEBERFRFBEESRVZER - XA A A =D
TIEHIRANT R BF) [T PR ESERNIC &
Ll & iaE ), R A ORBOKR 28 - R ZERT -
EOEA R E BTF) [What's going on in
the membrane?? (Stony Brook K82 KERGE) |, H
HE—%4E (R LFEEMR TSR 85 [
7T FWFZE~ 3R 2 S A~ — ik 12 oW T,
tyvaryTEITRBNSHORCEREE L0,
TAAN Yy ary LR TVEIIEOFE L7z, AIE

BEE L TORTF FiZd & L0, HidkdWam i
RS T N ADORIE, #G-PET A A - 7
FIOAIEL, HAEERAAEAOIGH 72 SRV E 12
D7 ORI IEFE I CEEE L, ShiE—FA
WICHlM A ST 722 & EBWE 4, T T FEEEO R
BS, MHSZbr )RRl w2 F Lz
HHEEOERCEILE L P E S, 42, 1 HHKIC
ThizRAY—tv I arTlE HHESSEELD
HEL L i i Cirb Tl Y, 2 OFER
B2\ ETHEOICHTH L TV L SIIE ORISR
FISC L7z, £ H, 43JPS/PEM4IZ TR A ¥ —55

L7z EE N ICH &, RS DR A ¥ — 56K CTH
Wtk A T RNA ALERETOTA AT vy v ar
OB 572 EFELTBY F Lz HRDIVTHAL
OfFes & HHMEZIEE R T A ATy v a v &2
LHE L TCORMBEDOHRERS 2R TRVWHEITH S
EHVET, ZOHROEERL2HHDBBQ /=74
T a vOERERRE Y T —THRWIZEREZFED T
W72 89T, 20 L) B AR R s s 2
ANOFIEM TR IUTE B F T,

B oMiaaTld, HESOEMLICER SN ET
W (FERVPZNIHET 2)7) 2#EKELTBY
To BIMEIC L DHEORT, — MM MVP (2
WS & &S A GBIERREM2), KA Y —FEFRH
P9 MVP |2 SRR F — 2 BRI 0 S A (M
BERSA, BARESA, INBHES A, KEDES A,
MHE S A, DNEEE S A) SBCIHAER S A
(KPR TSRk ML), WFZEaTamEt M MVP (2 ) FHERES <

13



A GRS RFRFBEZEFWIZEA D2) 25 ITh, KRIK
CRIEZME VWL FE Lz, SESNEHROSED
THEEE e LET AESIIBt 14, 24F
AW RICBVTWETH, FIA ISR OS24 S A
IXAIRED EE CHUSEOMBRIC D AR, Bk
DFERLZONL LNFTH A, RELFEE FHHOWTHR
7Y=L ENERZLRAY —DFESAPHENSLZ L
HFLTBY 3,

RAEE D AR T 7F FEOMEAL, dbimE
KEFERFBEFLEWIZERE - TG BRYe A4 O BLEE TR
1948 HH H~7 HIZ/IMVBIZ TR SN D FETT .
COffEE B U THEFRTF FIFEEN IR
FKEBLTLNXVT vy 72D, JPS OFEHEICKE L
Bk 52 & xHo CTlhAFEA KELNS, JPS
ZIZLOSMBEOER, TEY, SYETIVwILL
F AN HIEHHE L BT E 5,

I IFvng
FEB RS LA R LRt

e-mail: yamada@chem.gunma-u.ac.jp

14

PEPTIDE NEWSLETTER JAPAN
i - AT D AT F RS
T562-8686 FEMITIAR4-1-2
B ERED SR A ES S|
REZE
=EOAR (JHY4EH)
(R LSRR A Ay B L5}
TEL 045-924-5756, FAX 045-924-5833
e-mail: hmihara@bio.titech.ac.jp
W v (bl KK b B AR FE R )
TEL 011-706-2698, FAX 011-706-4683
e-mail: kazuyasu@sci.hokudai.ac.jp
EAS TEA GROER SRR AR oA 7ErT)
TEL 03-5280-8036, FAX 03-5280-8039
e-mail: tamamura.mr@tmd.ac.jp
AU 2k U L3ER AR LAEER)
TEL 0948-29-7830, FAX (0948-29-7801
e-mail: iori@bse.kyutech.ac.jp
e e GRS T5)
TEL 0463-58-1211 (%), FAX 0463-50-2075
e-mail: hojo@keyaki.cc.u-tokai.ac.jp

(AESREHEY - RO )



