BRXF-109 $¢ ﬂﬁ

N H I

MERREPRER (FHARIRESBEE) HARERARBEE

Vg2 54 5H 10 HEALE

HEREES - 12602
MEIER  PREMEASFAE
BFZ2EART : 2011~2012
EEES 23659867
HRRESL (FIX) BEAEEZETHIHERTF FORILE : RTF FORANK L#EEER{GL
DEE
WHociEER (EX) Development of a new anabol ic peptide on bone by the identification
of the novel RANKL binding site of an anabolic peptide
MERERSE
HAR F/L (AOKI KAZUHIRO)
HREMERKE - KERERZREHAER - £8R
HEEHS : 40272603

WFZER R OB (F130)

Receptor activator of NF-xB ligand (RANKL) (%, fHHIAE O3 b=C B fifa o3 bis
FOBEREAMEAHET D & L NI 203 Foll TITFLIR O ORI FAEIN N 2 D F Tk x 724
BB FFOZ LD L NI SN T E T2, AR TH LT 72 o 7o piRiL, RANKL
WCREET DT TF RBERRERETHZETHY, EZOEMA =X NTFRE
#7217 T72 <. RANKL QA2 BR AR % 9 2 THERBER L o7 &BF 2T
Do

FRICHEZE I AIT, 28O RANKL #EG~7F ROBFF OB REIEED 22, RANKL
Wi 7 NoEELTHLNIRELZ EThDd, B, 2HEOFRHIEESRTF FoF
TERFEERED 21T, RANKL OFfEGEMAIC L 572 LTHND & O L RE LA D T
W23 RANKL fEAX7F FA3, 100 M PA EOERE THIO T, B2 bIEErE
ARBEND Z &b, MR R 12 RANKL OEAKR 724 =) BRSE,
RANKL > 7 v & ANLD AA v FIZIR D EWOIEHA =X LRI D,

St BIRIEMED TR E 5 i 72 RANKL MEEEEOfE, & 5V E RANKL OV T X4
;ﬂ:%f%l S SEDL VA FOBRR L, 1ERIEFTIZAT TS 572 058D B 23]
FTE 5,

¥, BT T KO RANKL i & 7 UTEMEMRATICBE Uik, #F%Eih & LT
FORUR P B IR BE A O ARSI > T a2z, 2 ZICEHOEZ#
LET,
WRFERR OBEEL (330) -

Receptor activator of NF-xB ligand (RANKL) promotes dendritic cell
differentiation and osteoclast differentiation and function. Recent findings also revealed
the wide-ranging physiological roles of RANKL such as the mammalian gland development
and the thermoregulation. We found in this study that RANKL binding peptides promote
bone formation, leading to a significant finding to clarify the physiological roles of RANKL.

This study yields the important finding that anabolic activity on bone formation
was dependent on the RANKL-reverse-signaling intensity. The comparison of bone
formation activities between two RANKL-binding peptides guided us to this conclusion. At
the beginning of this study, we hypothesized that the differences of RANKL binding sites
between two anabolic peptides might induce the differences of bone formation activities
between the two peptides. Since the stimulatory effects of osteoblast differentiation was
appeared only when the peptide concentration was higher around100 uM and over, we
thought that making a RANKL clustering on the surface of osteoblast membrane might be
a trigger of the RANKL-reverse-signaling.

Further studies are necessary for leading this study toward the development of a
new therapeutic agent, such as clarification of an appropriate distance between RANKL
molecules that can switch on the bone formation activity, and the development of a ligand,
which can make a RANKL clustering.



Finally we thank Dr. Masashi Honma (Department of Pharmacy, The
University of Tokyo Hospital, Faculty of Medicine) for analyses of the bone formation

peptides on the RANKL-reverse-signaling.
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