WO 2010/065721 PCT/US2009/066554

&
N
P
&
~~
o
P
~
= o o -
F £~ — =
(o) sauud aansod g1V
1.
hraan
>
s
N ‘:""‘: - '£$ * :‘ N ey ™
g X ox
av e 9%
[~ T - e WS KR
oo
e vy
aln »y ~
o - S
& = X Rt 4
"::’.\ e bl o
[N R
v AW & ¥ oWy 0
S T TR YR R o e
o~
Z &
7 ~ .
: = &
[= basad
L
> X
™ < o~
& S &
R = { \ o
. - N V/an el
\\\ > N o .
\ ™ \ ok &
2 2 :—«
N N e =
b B P =
Iz = & F >
Y bl zZ 4 ey
=0 zT
=z (
y e
7N
N XA \'\ i
Iy for
Q,/ z
2 =z el -
Y © e
i i /
Py
\\
H -
Y & o
o - 3
+ = B
2 >
lso} & v

1/35

Figure 1



WO 2010/065721 PCT/US2009/066554

i
- DMSO

PrCad s

GADPH sy s

${}4 2 ;3‘
-

TUNEL positive cells (%)

Pin

=

;-
Fe)

2

=B
Pad
~
.

Trve
E-Cad Ab

DIV

Matrigel  Non-couied

Q.

1))
&

by

o~

= 1{{N

9
S yepsin
3etore
rypasa

[od
2
<

o
fovd
1
N
[
Py

F-Cad

e cells(
-
L4

-
o
"

GADPH

-—c
-~
<
ri
o
:

2

ALP positive clones (%4)

TUNEL paositiv

I

[

i-Cad

PSRN ¥eCad P SIRNA
(P RNA 1< TRsA

SIRNA

counts

DMSG Tav Pin
h 2h 4h ih 2h 4h 1 2k 4h

6h
GADPH

counts

w

e 3
F~cad

100 7

=
DMSO Lav =BG A

E-Cad SHE

o
i

-Cad endocyiosis
Survival fold
1,

[ d
—
<
3
t2
A

e
~
-~
g
4

Q.5 2 10 23
PCad {ug/ml)

DMNO tzy

.39 B3A

Figure2

2/35



WO 20106/065721 PCT/US2009/066554

o
o
o
Pt

3Je
(]

e {Froup! s Group?

§

Matrigel

-~
b4
N

ceesties (ronpd {rrovy

&
k7

e PINESR

it
=

faminin

Adhesgﬁm (tuld)

W
i

el numbers (3104)

Celatin
~ i $
¢ 1 2 3 4 days = ) ST - - -
7 S & 2 £
Z T
- i1 tategrin Ab
d : .
f g
81 intesri - IO
Rt mtegrin L DMSO Tav Pin
- .

DMSO 1y P
2h 1}3 2 dbh Zh o 4b
N = = o

oy FxX

Bl oimtegrin

yorwver
et
i .
laest +

M09
10 7 st ~
) < E}g.
=67 T 6 B10
2 =z 5
<= (o] s 4 4
=5 = -
( 2 r —’Q.: 2 L
0 ~ . <. e - {3 * T T s
) - -+ - i = : PRC indubstor
ey IMSO T P T !
I52/16 86

k ] m

o ‘ 30 7 223
DMSO PMA - &
= 25 % 207
e g
= 20 1 ':'3 154
€ 15 :
2 2 1]
23 bd
= 107 g
< 54 =
- <
o L— OTTDMSUTT PMA

3/35



WO 2010/065721 PCT/US2009/066554

Q
o

-~
P d
Z
o
Fond

Pin

100 -

W)

s

INEL positive cells (%

)
;

% - phos-FGFR1

60 - et
phos-IGFR 13

phos-EGFRIY

20

ki

phos-Erb2

(3~

9 i P
& [}
~ B3
-~ TR

160 1

80 1

s 2 s 2

60 < = T e
=2 2 % £

v - - o

=

Y K s

40 A Py L] e

EL positive cells £26)

FRB? S

TUS

2

€ o
4 Taw

DMSG

inhibipyr

X =
&

e .» f g

Phos-AKT

Ph()i\-/\;\’.}. I)}l()s--;’-\K'}“ L R

Phos-pd2pdd GADPH 8

ALCT 4 N
,\kl 9 = '5: - - e 4 -
= % . E Z R
= = 5 = £ 5 Z
£ ¥ o G
h i E E I Z
- i~
< 1001 55 100
- =
T RO ¥ %
“ v
£ 601 £ 6
= i
‘é 404 2 409
; -+
%204 « 2
z 7
i f ¥ Ul ¥
= < F a
+ & = =
= = 3 el
Jaaiio ] fon) -
= &t =
5
-

Figure 4

4/35



PCT/US2009/066554

WO 2010/065721

vG ainbiy

8¢°Gzy Jublep Jeinoojop
80'GCh ‘Ssei Joexy

\,\ N
2

s¥¥

G-8LE-SHH

HOO2E4D

Ly ezy b seinosion
602y sseW 10BXT

T
e //.{\\2

C-8LE-SHH

/X
w n........&
—NH
N

HOQOC40

O v2y Jubiop senosion
80" ¥y [SSEW J0EXT

O HOODE4D

y-8.C-SHH

Ly GG UbIBpA Jejnosion
60°GSP SSEW 1oBXT

N
—

N wlvto\
Z S —

Lo )N
s N N
O  HOOOE4D
1-8/E-SHH

9v"L9Y WO Jeinvalop
¢l LO% 'SSEN oBX]

QYL

HOO2E40
9-8/E-SHH

A 0P vZy JubispA Jemnosjopn
x 80'¥2y ‘SSB 10EXy

()
Q( \VlZI
N
d\./ HO00E40

€8LE-SHH

gL 1€ aubiap Jeinosion
20'LLE :SSEpy 108X3

\\w‘..m

3

Q\ 4% \vlmxf,\

HOOOE4D

(azjmainozew)) 82¢~SHH

5135



gG ainbi4

PCT/US2009/066554

”""‘WO 2010/065721

f/O\

¥ 691 JUBIBAA JBInoajop

~ N z
S HOODEAD

LY SSy BIBpn JeInosjow
606Gy ‘ssepy 10exX]

..... 2
N’ D
= S, =
, \ﬁ@ H J—NH
Mo I 2 N N
HOODELD
I-BLE-GHH

26725 ubepn emosion
G} pZS ssep 1exg

o
Z\F R vl Vf\
Ol
o xoooio
4BLE-SHH

01'69% ‘SSEW joBXT
\\itz

H \v.;z:

A

O-8L8-SHH

,v

8¢ €6y Jubop senosiop
80'cop SSEW 30EXT

LY GSH ubiepn seinosiop

B80'95Y ‘sse oexg
s N

xOOOmmU
H-8LE-SHH

6L 69% bIBM Jemosiop
069 :ssepy joexy

Z¥'€8Y WDIOAA JRINDBION
80°€8Y S8 10eX3

AG-3-8LE-GHH

.:l2

O Z\m A\

~ g N/
o =

| z\V:zx

O HOOJE4dD
F-8LE-SHH

L0921 ‘SSei Joex]

\\Z// 7

)

N

2£°8Zv /BRA JBIN03I0N

N

e s, L
Iooo&o HOOOE4D
8-816-SHH V-BLE-SHH

o' 961 1uBIap Jeinoajon
1 1°9BY SSeW 10ex3

g J_\ﬁvxz“/“w

HOOJE4D
O-8LE-SHH

—~—Z

8E 697 Wb senosiop

L0697 ‘sseyy 108Xy
\... /v
ey 4% i

HOOOE4D
G-8LE-SHH

8E'5Zr ubop senosjoiy
8Q'Gey ‘Sse|N Joex3

\!«Z

Qs gy

HOO02€40
(Az ) mAaraozeiy ] ) 8.¢-SHH

6/35



PCT/US2009/066554

WO 2010/065721

v9 ainbi4

15688 bean sBnosop
61 '60¢ 'SSBIY 108X

\}J
(o H

s
ﬁ\\z F\\\/\\w\muz \/\W/; 174
O H

ob £6¢ ubsan Jgnosiop
22 EGE (ssepy pexKy

Ly €CE BN JeinoBiop
SL'EEE ‘58BN 108X

O i

N Z,y.\\ N

H

Ge 262 Wbep sepnosiopn
91 °'£8Z SSER 10X

381 b senosion
g0'cg ) SR 1BXY

7/38



PCT/US2009/066554

WO 2010/065721

g9 @4nbi4

LYSL8 IUDIOAN JBINOBION
O} gL SSe 10BX3

N w H
H i M G

\s.i
e I\/AN

2y LEC JUDIOAM JEINOBIOWN
61°LLE SR J0EXT

- /M\\,/.r
a//\\\\.JZW\ l//.\\\km, /,3\
O

LA

GP BSE Baa senoson
PL'BGE ‘SSep 10BXT

B¢ £Z¢ ybiapm Jenosion
21'€Z¢ ‘ssep 1oexy
/™

H
R AVLEN

i ! H

P9°£81 BN Jejrosion
90°ER L Ssepy joexy

8/3§



PCT/US2009/066554

WO 20106/065721

09 ainbi4

6 e0p WBIBAN ieinooopn

. 0Z E0Y 'SSe 198X

ﬁ w
//\\ /H\\ ./.»j /ﬁ\ﬁ/
O /m /\ﬂ/

61 29¢ ybien Jepnosiopy
o~ vZ 298 ‘SSe 108X

L4

e

(A

\

vt Ly e wblop seinosion
145 &vm ‘$SBW JoBXy

[ehe

\\ /Z\

H

8€ L1 € ublop Jenosjon
A :m ‘§SeA joex3

A ©<

€

99 261 ybopn Jeinosion
LU {61 ‘SSER I0BXT

9/38



PCT/US2009/066554

WO 2010/065721

a9 a.nbi

0628¢ WbwA Jejnosfop Iy eie wbisp senosio
L1 18E (Ssepy 1oex3 .Q,m ‘ssep mvmxm_w W

: _ 8
\\ N S
o u \/
99261 WiboM Jeinosiopy
L0 461 ‘ssepyoexsy
Sy 1Ge Wb Jenosjon 2 L5€ ubispa Jenos|op - \\/
N A Em 'SSef joex3 N 61486 'SSEW 10eXy 4
SN @ Y
A N
Jm\ ;ﬁ M 9 N
s g

10/35



PCT/US2009/066554

WO 2010/065721

39 8.nbi4

04 Lot ubIaAn seinoRoN
61 LLP 'ssepy joexy

h J}
\m,

om\/\

06 Lov Jubispn Jemosiop
ZZ L0V ‘ssepy oexy

| H
N_ _N_ N
N L
~ . Jﬂ

St 18E Jubloan SeinosIoN
£1'18€ 'ssep joexy

& QIQ .

\\ /Z\

Ov'SYe JUBlOM Jenosio
91'pe ssep Joexy

\\\;x/\ ZJMZ/
o

89'1£2 3ub A sBInOsioN
90 L £¢ SSeN joBXg

11/35



PCT/US2009/066554

WO 2010/065721

49 8inbi4

z5' 12y ybiap Jenosiop

9 1Zp sSEN 1oBXT

Sv'58¢ WhRM JBINCBION
61 °GRE sSe Joexy

8

69 L0V yDAA Jginosjop
YL L0V ‘SSe 1Dexy

T a

vy L LE JUBO A 1BIN0BIOW
L1 L LE ssepy pexy

\/M H

e

= /:\/\7__ m\\ N
Y Vs

A4

891 £Z WD A JeINoBjoN
90 LEZ ssei 10exy

N_ N 0
v

12/35



PCT/US2009/066554

WO 2010/065721

09 2inbi4

9% 181 Bapn JeinoRloN
81 LCY SsSep 10Bx3

0S' L0 btepn seinosiop
T2 L0 ssep 108Xy

7 H
.\\z 2 .\..z \.\.i/.r
ISR

O

Sv L8E JuBlem temnosio i
$1T1L8E 'SSBN 108x]

H
N N N
N~ = =X
O
< NG
\.MW/Z\\
O H

0 s¥E ubean Jenoeon
g1'SyE sSE oBX]

891 £Z JuBBM Jenosion
90 1£Z ‘SSEN pexy

13/35



PCT/US2009/066554

WO 2010/065721

H9 @.nbi

25 zy ‘Wbep seinogjop
91’1z 'ssepyoex3

ob'48¢ b Jeinosion
BL°GEE (SSeN 10EXT

6 L0 BB A 1BInDSIoN
71 L0 [SSR 1pex]

v 1 LS Jubepm senosiopn
LL7L2S ssepy 18X3

89'1€Z yBrap Jenosjon
90" 182 ‘sse yexy

14/35



PCT/US2009/066554

WO 2010/065721

2

19 01

™
R “
N

N //\/_w\

nbi4

8516 b Jejnosion
02} SY [SSep 1exT

N H
SRy
//,h\\ //:\\\/w\\
ﬁu\\lz\// v
H

£6'GLy wbops lejnospn
vZ GLv [SSBW 108X

81 GBE ‘WBIOAN JBIN0BIOWN
ﬁ.mmm ‘SSBJ 10BXT

) ,Q\¢o
RN AN

2y 85 wbiapn 1ejnosion

_/\ J L1°68¢ wwﬁzuomxw
\/ﬂ\ Jm /\ /\//

\z

\

LLGHZ DIRAN seInosion
20°6PZ ssep wexy

15/35



PCT/US2009/066554

WO 2010/065721

r9 @inbi4

vG'gey B senoaop
NS L1°GEY SSey 10ex3

67 668 BB JBINOBION
Pm.mmm ssep joexy

w\/m
Hﬁ,au, A

26 12y Jubiepn senosiow

@F\\\J @wwNV ”$m§ uQme

g¥ s8¢ ufiog senosiopn
>\/ ?.mmm 'SSBI Joex3

L2'6yZ WBo A Jepnosion
20°G¥Z ssep pexy

16/35



PCT/US2009/066554

WO 2010/065721

v

o>

M9 ainbi4

,/

\

851G ¥ WBwAA Jemosiopy

02 1 Gy 'ssep joex3y

£6°GL v Jublos Jenosion
¥ mz 'SSEW 10EX3

/J\

\\//

o8

H
z

8 66¢ Jubispn senosjo
\, vl mmm 'SSB 10eX3

Q ﬂ/\ C%

.\\ 2\\
H

Z¥'66€ ‘Jubiapn senosjop
SN L1°6G¢ ‘sseN joBX3

ZI

H

N_ _N_ N

Q
~

H

}

E

L4 G2 BB AR Jeinoalon
L0'SYZ ‘sSe ex3

\ﬂJ

H\4

17/35



PCT/US2009/066554

WO 2010/065721

79 @.nbi4

PG 6e Wb Jeinosion
L1 'GEp (SSe 108X

67 G6E B tefnosion
12 66¢ ‘ssey joexy

N

~

H

. N
Xy /!W\N,/.ﬂ/m

N ﬁ_ /\\ﬂ/m\
O

H
N_

A

9

Zg 12y qublem seinosiopy
i 1zy issepy ey

ot 6ot Wbiean Jemosion
61°68¢ ‘ssep joex3y

3

18/35

12612 B seioooN
10°SYeZ ssep pexy

(v
4



N9 ainbi4

4
ﬁ
g
3
&
w
=
[
]
-9
L9181 BB JeInosioN
1218 ‘Ssepy 10ex3
| H
N_. N_ N
R ~7 X /J
| Wﬁ m | 0
NN 2NN A
\\}2\\
C H

9GS GrY b JBINOBIoY

N $7'S¥b [SSBN 0BT
i H
N
& 1ICRON!
/M //.\\ 2 u//\\\m// z

WO 20/10/()65721
<

S

06 Sz 4 wbiapn Jenosiopn
\J G162y -Ssep joex3

S¥'68¢ ubIop JeN0BIOW
N 61'68¢ SSe| Joexs

H

§ N_ zJ\z “
/oxM - :\/wz L m/«
o)

19/35

£2°642 14B1oAN 1RINO9[0OK
80'G.Z ‘ssep oexy

3



PCT/US2009/066554

WO 2010/065721

N9 @inbi-

-

N

B
Ny

L5°G9¥ bR JBINOBIoNN
B GOP 'sse JoBX]

1562y b enospp
22 B2y (SSEN j0EXT

H
4,_\ zﬁ\za\f y
i
N2 N ;/\\» //.ﬁ\ N ./\\RV
0

vS 16y Wybiop senoojopn

N, LV ssEpoRX3 v,
J H Q
NN N ]
I 17 0
NSO <Z w: m,s,
‘N
O H

€4°64Z Wbiopn 1enodjon
80'GLC ‘ssepjoexy

@. N A0
/O\C /Fw\ 5

8t Gl wbiap senoajon -
07 Gl ‘S8BI 198X




PCT/US2009/066554

WO 2010/065721

09 a@.nbi

76 L Ly Ben Jenosiopn

L1 1Ly (SSB 10BXT LY GGE uBlap Jeinoojop
" H L 1°6SE -Ssepjoexyg
No N_ N . H H
!JI.\ > v N, ~, ./ﬂ Z 2 2
DROROT DRDRDY:
Indl ~ 7 \\mwz\/,\ & =N N P
O H J N
v €

Ly'§1¢ Wb rejnoson
LE'GLE -SSBN 10BXT

9¢ 61 £ ubiaps Jenos|on
Pl 6LE (SSEp 10BXT $9°60Z ‘B Jenosion
#0'G0Z ‘sSBW ex3

. H
J zﬁ/azﬁw i ® m T
Q

/ﬂ\zl ]
L AN~ .rw/Qz

21/35



PCT/US2009/066554

WO 2010/065721

d9 8.nb6i4

8y°'668 be Jenosiop
L GBS SSBYW 108XT

Q T ,@g

l.u\/ﬂlV

2y 65¢ Wb Jejroajon
£ BGE SSEN 10BXT

FM T J\/ A

Y
o

8

G¥ i8¢ UbeAA zejnosiop
£1°LQE SSBpy 198X]

DY GPE ublaAy JBIndsion
9L 6p¢ SSei joEXT

P9'502 Wb Jeinosiop
$0'GOZ 'SSEN exs

H
~ N
~ N
®

22/35



D9 ainbi

PCT/US2009/066554

GG Ly p Wb JBINOBON
$1°L iy (SSEI 19RXT

H
2/ N
, Q\ ﬁjz\ ﬂ 4 g
/O\///\\ = .\\/2\\/L/ .v //.o

8Y°S0Y BB Jeinosiop
Z2°50V ‘SSR joExY

WO 2010/065721

P17 GaE Jubiap senosion
21 G8e ‘sSBi 108x]

N, N
NN
WJ\ N/Ho
\\Z \\m\\
\\IZ\M
O

1962 ybraap senosjon
SO'GET ssep 108X

H
N_ N 10

/OC ._f\z

8¢ 6¥¢ biopn senosiop
G1BYE [SSBN 108X]

23/35



PCT/US2009/066554

WO 2010/065721

9 a.nbi4

0S G2y BN FIN0BIoN 8y’ LL v Jubiom sepnoston
Gl G2y ‘ssey 1oexy Piilp SseW joBXT

H H H H
N N N o NN N
YUy CLe DRGSOV
x/\\ N .//(\\ /\ m M N ™~ 0 = - w
O W H

~0° \/A,N Oe,z
8
g¥'69¢ Wbom semosjop Zy'sLe .,Em_og JBNoBIoN
BL'68C ‘ssep pexy L17'GLE ‘ssEN JoBXT
N~ K NN R
O s s TN CL
N <\\Z p/,\J 2/\ 2 o PN P z/
I AV

L

L9682 Wbrapn seinosiop
GO'GEZ (ssep poexy

H
N N 8]
Y Y

24/35



PCT/US2009/066554

WO 2010/065721

S9 @4nbi4

85'19% W blop tepnasiop
611 Op ‘SSEIN 10BXT

H H
N

SORL RS
, ) ,
= /\L ~zN ﬁ,\/w\\ m

4 N \//\\.//
¢ y b

2¥'50% WBiopn JBinosiopn
£1°60P ‘ssey ex3

Zy 69¢ ubiop Jenoajopy
91 '69¢ ‘Ssep 10ex3]

= ™ u zJ\n.
SORTR

£5°5ZY ybo reinosjop
Ze'qcy ‘ssepjoexy

04662 ‘Wb seinoajop
90'657 ‘SSE 1o8eX]

L 3

H
N_ N 1D

T T Y

& ~N

25/35



PCT/US2009/066554

wm/ﬁ m J\ Qwo 8 TH/& ﬂJ\

N\

)

7N
)=

WO 2010/065721

19 @inbi4

PSSy BB 1B1nosjoN LG Ley wBlap Jenosio
gl Gy ‘SSBW 0BX3 mqm Sm.wm@_a x_vmxw. W

CH OV
04'652 b tejnoaion
" : 313 BX
2F 601 BB AN BIOaopN oF ge¢ ubiaan senoson - 80552 W 398x3
81 '80F ‘ssepfjoexd /1 °GBE (SSBW 10X H
N H ~8 JJ\
o NN N_ N |
Y TS (YT ~ g
4
o ///\\\2 /M./.(\.

26/35



PCT/US2009/066554

WO 2010/065721

Ng ainbi-

G
L
N

1S 2Ly bepn seinosjon
9L 2Ly [SSep 10ex3

ﬁ

Ry

o S
/\\\\rf w\

O

o /m\//\\h/ 14

SP9LE MBLAA sejroBioN
617948 s5eW 108X

N
!

N

H
Sy N J\//

L

=

"~

[
T

0% 95¢ Wbispy senosiop
B0'9GE (SSEW 10EXT

H
X O .2/ N
SasaeTY

6N

G€0ZE WBAR JeInos[op
€102t SSel oexy

H
mU\oa\ z,//w,m\z ~

N

27/35

£9'902 Wbispy 2 n0BjON
209027 sseiy oex3

O_ _N_ _ID
_w\ﬂ JM\(J\
s N
A



PCT/US2009/066554

WO 2010/065721

A9 @b

b 9BE BB JBINoejoN . -
Fok S b1 285 WBIBAA JeiNOSION
El 08¢ ‘888 10ex3 1 1°29¢ ‘ssep 10exy
H

O/ Z/ Z/
i DR Nw\f// o | o
o ’..f./; \\.\\xZ ~ o w\\ s

£9°907 Wb A sejnDSjON

L¥'09¢ Ul seinoaopw B¢ Ot uBIoAL JBINDBIOW - 0'90¢ ‘ssen PEX3]
91°09¢ ‘ssepy joexy we.ovm ‘sSsep exy O, N 18]
b AN\ S\ e
O_ N N /ﬂ
DRORDEIA /J\ A
SNF SN T /qz/\\ 9 //\ h|
_ o] m

28/35



PCT/US2009/066554

SRRV NL N
o) 7 NN

WO 2010/065721

M9 84nbi4

£ 2hy BB senoam
LL 2y ssep oexy

H
O_ N

A

8v°00p W Biop sejnosioN
02'90p :SSep 10X

~

v

2y 98¢ ubroa senosiopy
01°98¢ 'ssew exy

_o_ NN
(T U7 7)) o
~0o Pz =N NG

AU\\ /m\a

L€°06€ b Jeinosion
¥1°0G¢ ‘SSE| joexy

H
e O N_ N
O
//O = \\Z ~

ZX

€

29/35

59 987 Wbiepn Jenosiopy
PO'9Ce ‘Ssep j1oexy

O N_ _ID

S

/O@\ /ﬁ‘\\z
1



PCT/US2009/066554

WO 2010/065721

X9 @bl

-

SaERe
.J.;O\) \\\,/r \\

6v 9z b rencsion
PL 92k [Sse oex]

¥y 08¢ W BB INDBIOW
L1 06E ‘SSeN 1Dex3]

I

Y
x

3

g N AV

e

O

I

\/

8

- oz\zyﬂn
NeAw

ot 21 ¥ ubrean semnooiopy
21Ty ssep joexy

L9948 Wbiapn ieinosion
G1 OLE SSB 10BXT

G9'9¢Z Wbiap seinosiopn
PO OC2 SSEI 10BXT

0 _ N A2
ZN

g

30/35



PCT/US2009/066554

WO 2016/065721

A9 ainbi4

9529% Whem senosion 9y 90 blop Jepnajon
L1 2ok (SSeW 1eXT L1 90) [SSBp 10ex3
H H
. O
SRS UG
| PO g “
= 7 h,/\\z 4 ,\/\ﬁ NN ot 7
g N
H
14 £
69'96Z ‘Wb senavlon
- ‘QGZ :SSB 108X
LG9zt JuDIBan Jeinosion ot 04¢ JyBiapn senosiow vo'8se O§ N 3 o
12°gll (s8R 108Xy P10LE ‘SRR I0BXY 2
= N
H H m J_ Y
0. _N N N 2N

AN Ny T ,/o_\z./ﬂ\,/ AT z,j\ R

T T H (T TV T o«

SN N z/\\J\ TR L ."/\J.\z/ W
O r o b

31/35



PCT/US2009/066554

WO 2010/065721

Z9 8Inbi

25'9pp BB JBINDBION
pLOpy 'SSBiA J0EX]

Ly 0Ly g Bep sejrosiop
L1 0Ly -Sseyp joexy

f//

B8¥ 2P ubiap Jgnoajon
€L .va .mwmﬁ 1oex3

Y1 96€ Jybiaan senoojop
9 w.wmm SSEN 10BXT]

.\w\%
dg

89'962 4B Jenoaiop
$0'9G7 ‘SSEW 108X

32/35



PCT/US2009/066554

WO 2010/065721

Vv ainbi

85" 497 "ublop Je(nosion 8t L LY ublop senosion
N 027 L9V sseip Joexy YL 1LY (SSEW oBX3
| H NN N_ N N
F\L\ " \Z i M ..\o \F < N =N \\O
:o.\ “ /l\\.\. /\\W/Z\\:/\ﬁ IO\ = \\wIZ\
o j O H
14 ¢ L4192 BB JBINOBI0HN
20°192 'ssep joex3
£4°LEY blop renoatop Zv'G.Le ‘Wibiap senosiop
N £2'Lb [SSEN 108X3 L1'G4E 1SS 108X T D y
i 0
H Ny N
NN \MJZ NN A Ty
) H 4 i .W ﬁ 1 h I IO ~Z ./!r\

33/35



PCT/US2009/066554

WO 2010/065721

gv9 a4nbi4

P16 ubisp Jgnosiopn
21 1Sh ssep 1oexs

Y51 Wb senoojon
N 02 Gl ‘ssepy 10ex3

LG LY uBeAR Jeinosion
o~ SLLED sSBIg BXT

|
N. ¥

UL
\ § O
HO N =N o w~ \\/

HC

oF L0 yDiBp seinosion
8L L0 ‘ssepy 108X

] H

_ A./‘/ Z//Q\ZWJ‘\ZI/ m /1/
f
- /\\\ //.“..z :

H
V% N G
I

12192 JBlop Jenosjop
L0192 ‘SSeip 10ex

34/35



PCT/US2009/066554

WO 2010/065721

Ov9 a.nbi4

BG 20¥ Jubiom Jenosion
02 L9Y -SSEN JoBXT 12192 ubesn Jenosop
20°197 'ssep pex3

i

F N ﬂ O/,W\m,/\\/l\\ ) /~
YU h\/ o N N_ _ID
L Dhe1
HO N

HO”

v ZYZ TUBIBAN 1BINTBIO N 76242 4B M JBINOBIO N 29'L22 B eI
bleve SSenioexs 80 242 ‘SBIN 108X G6°022 ‘SSBW JoBX3]
7z p _
m mW\F “ ¢ | P @ EEEE— % \m// | z
- o w N N y .
- /1/\\/., N z x >\\\1/2\/w/r 2 O _O\W// 2 O

mo H O O

35/35



