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5 or 10 pmol/kg BW of
mP6-9 or vehicle (i.v.)

r

:

:

:

N\

P

—7f %
9
A
OVX
or
Sham

1

13 (week
A ( )

Analysis

I —

Trabecular
separation (um)

Bone volume per
tissue volume (%)

N B (o]

o o o

o o o
| | |

o
|

Sham

OVX

Vehicle

£100-

Bone mineral
content per tissue

volume

0.20+

)

0.15-]
©0.10-

volume (mms3
o
o
()]
|

Marrow space star

o
|

mP6-9-

monomer-Pal

mPE-9-dimer-Pal Unpublished data,
Collaboration with the
Nakashima group,

mP6-9-dimer 5 pmol/kg 10 pmol/kg

TMD U.
NS
NS
NS
6 _xxx s D Sham (N=6)

- s o [ ] Vehicle (N=8)
‘_g E 4 3 [] 10 umol/kg mP6-9-monomer-Pal (N=4)
§ 5 (Y [ 5 umol/kg mP6-9-dimer OVX (N =4)
T Qo [ 5 pmol/kg . (N=4)
= E P6-9-dimer-Pal
T2 M 10 pmolkg | mer-rd (N = 4)

0,

o 190~ 0117

c — c E

3 E 180~ S E

8 g 1701 85"

52 5

Sp 160+ O €09

c Q - O

S < 150 g *8'

= 140- = 208




BWHENTFRBBRRIGVI AHYVETIVDBZOEZTES

mP6-9- mP6-9-dimer-Pal
Sham Vehicle monomer-Pal § mP6-9-dimer 5 pmol/kg 10 pmol/kg




HGF ligands for diaghostic and treatment of cancers

® HGF is secreted as a biologically inactive
single-chain HGF (scHGF). Proteolytic

cleavage of scHGF between the 4th kringle
@f e (K4) and serine protease-like (SP) domains
generates active two-chain HGF (tcHGF),
which can selectively activate the cognate
S A e S receptor, MET.
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o i1 ® In cancer, pericellular serine proteases
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P expressed in cancerous cells cleave scHGF
¢¢ \ into tcHGF in tumor microenvironments.
¢ \ Targeting activated HGF is therefore
= & e attractive for both diagnosis and treatment
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