Intellectuelle Intellectual Property

du Canada Office

Un organisme An agency of

d'Industrie Canada Industry Canada (12) DEMANDE DE

Office de la Propriete Canadian CA 2675170 A1 2008/09/04

(21) 2675170
BREVET CANADIEN

CANADIAN PATENT APPLICATION

13) A1

(86) Date de depot PCT/PCT Filing Date: 2008/01/23
(87) Date publication PCT/PCT Publication Date: 2008/09/04

- - . (71) Demandeur/Applicant:
onale/National Entry: 2009/07/08 MUSCULOSKELETAL TRANSPLANT FOUNDATION,

(85) Entree phase nati

(86) N° demande PCT/PCT Application No.: US 2008/051796 USs
(87) N° publication PCT/PCT Publication No.: 2008/106254 (72) Inventeurs/Inventors:
(30) Priorité/Priority: 2007/01/24 (US11/657 ,042) SEMLER, ERIC J., US

TRUNCALE KATHERINE
CALLAHAN, ALEX B., US;

51) Cl.Int./Int.Cl. A67F 2/30(2006.01),
A61F 2/28 (2006.01), A671L 27736 (2006.01)

G., US;

YANNARIELLO-BROWN, JUDITH ., US
(74) Agent: BORDEN LADNER GERVAIS LLP

(54) Titre : CONSTRUCTION SPONGIEUSE A DEUX ELEMENTS DESTINEE A LA REPARATION DE CARTILAGE
54) Title: TWO PIECE CANCELLOUS CONSTRUCT FOR CARTILAGE REPAIR

(57) Abréegée/Abstract:

The Invention Is directed toward a cartilage repair assembly comprising a shaped allograft two piece construct (20) with a
demineralized cancellous cap (30) and a mineralized cylindrical base member (22) defining a blind bore (23) wrth a through going
transverse bore (28) intersecting the blind bore (23). The demineralized cancellous cap (30) has a cylindrical top portion (32) and a

smaller diameter cylind
base member (22). Th
(28) of the base merr
shaped structure (20) |

C anad a http.//opic.ge.ca + Ottawa-Hull K1A 0C9 - atp.//cipo.ge.ca

rical stem (36) extending away from the top portion (32) which fits into the b
e cap stem (36) defines a transverse through going bore (37) which Is aligr

ber (22) to recelve a cylindrical cortical pin (40) holding the cap (30) withi

Ind bore (23) of the mineralized
ed with the through going bore
In the base member (22). The

s dimensioned to fit in a drilled bore In a cartilage delect area so that the assembly engages the side wall of
the drilled bore In an interference fit.

OPIC - CIPO 191

OPIC

AR .
ey . RN
et '\'l'.'.
AU ¥,
e [ [ [ 4
N
A




woO 2008/106254 A3 I D0 A0 10 YO0 0 0 O R0

CA 02675170 2009-07-09

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization f~
International Bureau '

(43) International Publication Date
4 September 2008 (04.09.2008)

(51) International Patent Classification:

AG61F 2/30 (2006.01) A61L 27/36 (2006.01)
AG61F 2/28 (2006.01)
(21) International Application Number:
PCT/US2008/051796
(22) International Filing Date: 23 January 2008 (23.01.2008)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:
11/657,042 24 January 2007 (24.01.2007) US

(71) Applicant (for all designated States except US): MUS-
CULOSKELETAL TRANSPLANT FOUNDATION
|[US/US]; Edison Corporate Center, Suite 300, 125 May
Street, Edison, NJ 08837 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SEMLER, Eric, J.
[US/US]; 117 Orion Road, Piscataway, NJ 08854 (US).
TRUNCALE, Katherine, G. [US/US]|; 4 Riverview
Terrace, Hillsborough, NI 08844 (US). CALLA-
HAN, Alex, B. [US/US]; Apartment 26, 1050 Florida
Grove Road, Perth Amboy, NJ 08861 (US). YANNAR-
IELLO-BROWN, Judith, I. [US/US]; 79 Drake Road,
Somerset, NJ 08873 (US).

Agent: KIM, John, K.; Greenberg Traurig, LLP, 200 Park
Avenue, P.O. Box 677, Florham Park, NJ 07932-0677 (US).

(74)

(10) International Publication Number

WO 2008/106254 A3

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA,
CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE,
EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID,
IL, IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, 1.C,
LK, LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN,
MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH,
PL, PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV,
SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN,
ZA, 7ZM, 7ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Burasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, ELE, ES, FI,
FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL,
NO, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG,

CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TQG).

Published:

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

(88) Date of publication of the international search report:
30 July 2009

(54) Title: TWO PIECE CANCELLOUS CONSTRUCT FOR CARTILAGE REPAIR

(57) Abstract:  The invention is
directed toward a cartilage repair
assembly comprising a shaped allograft
two piece construct (20) with a
demineralized cancellous cap (30) and
a mineralized cylindrical base member
(22) defining a blind bore (23) wrth
a through going transverse bore (28)
intersecting the blind bore (23). The
demineralized cancellous cap (30) has
a cylindrical top portion (32) and a
smaller diameter cylindrical stem (36)
extending away from the top portion
(32) which fits into the blind bore (23)
of the mineralized base member (22).
The cap stem (36) defines a transverse
through going bore (37) which is
aligned with the through going bore
(28) of the base member (22) to receive
a cylindrical cortical pin (40) holding
the cap (30) within the base member
(22). The shaped structure (20) is
dimensioned to fit in a drilled bore
in a cartilage delect area so that the
assembly engages the side wall of the
drilled bore in an interference fit.



PCT/US2008/051796

CA 02675170 2009-07-09

WO 2008/106254

OR

N

~
.§
- “-

AR

]
-‘-

N

“
. 4

S

-,
5

!0 \a.

A3

E

-~

§

s . el adind
-,
it
"
{ »
e
3
X
t
3
X
x

'n: i\‘r

K

NCOE T AN ]

WY
3
B, W, A Aty g T T R By R A Ty B

PAIR

Ty
A
«
A

Ty
::t\\'

3,
iPL

b |
1
1

3§

SPON

S SR
-
-

3
.
N
3
b
)
N
{

H‘
b
N
Ay
3
o
N N Ts-:.
o
“b
b4
3
LN

N
[y
-~

<N

LN
ti $3F8
i
{
£

+
b !
«
<
L S
}“:
K
\\
‘f\ 3 _ \
-
Y
%
N
®
2

ONST!
383
;..
a1
Te
i3
S

5
U

-y
<\

o

2

i
T
4

R

S
i

N
s

NDIX

)
K
0N 3
.

7

¢

B

W

R
anad @ plar

FTEEEN

A3
&

“
el R

.
’i

N

!

Bt
h
(i

APPI

Ynt - aaan

..N
¥
Rl
%
L

>
o
+,
3

»
Ly
LT
..
X
w .«
et 3'!‘

3.
&

§
i
srieral
i

AT

L
34

.

kd

W
2
WEERI S 1N
“
i
“
e

g;‘t

3

-

L
ARTILAG

2

- " . - - n
H .- .2
o 1
.’:-' - '
at ;- *
’ .

T v
-~
"N

. mms&x\&\l\\.\ﬁ_\xx\hﬁnﬁﬁ! e |
-\i«.
L Y
»
&,
™
Y
L]

LA

}

{
andation i

i

R4
?
o
&
3
N

R

)
{‘\

“

SNTHON

i
3

d
{.

R

SOT DS

§

»
d
[

INY

¥

-
V3
%
£

-,

e

)

L
5
.y
2
Y

o
| ;{w
AP

L

g
A
h-
g
oA
A

L]

1

4

Lrana L

~
\

8% }“ﬁi
i
33

“
prda
,:\
"
v
w

- - -
Pt

~-
~

:
:

. g N
- L4

My €.

»~
N u
X

L)
L}
- .. .. t\

X
L

D OECTHE

e
'
'

- .
- N .
rdey ok

b

3
xh
.'-‘.-.. .
“ \‘. -

"

n

1

-

;
\RD

'
4
. ...m qoy
. v .C..’\. .M...\N . ‘. A .5
.\lpl ’ . M-l.(.. -n . Y ' -v.. . ..ﬂ
‘“\-‘A ’ ey
o
o
> ware)

%
Y
i\
i

-
.
S e
R
“
N

A Ty Ty Ty TN, T, TRy Ty P M P R Ay P P, Py B T A, 1, S B S B AR R A & e R R B A AR AR A WA AR
)
. -
e e .Tt?t';
3
'y
-
Fas
B
. -
Ny 1 {
.
¥
]
w
Y‘I 3
.

{3

<
b

WO PIE

"
"
3

AT
-
f:‘

Ay

) W

‘-

*1
-
s\
=N

Y
A
%
Y
¥y
N hg
N

~ e WS
n,
m‘\“"\‘\\\.‘“wx‘th11\111‘55m
y . . - - - - ¥ . . : . ’ " : . : : - N ".' Ny’ . .
',,ll-'l-ltttltlt\l\Y‘ﬁﬁﬁ\iﬁ%ﬂ““Wwwmemm M. . . W
R

Ty

b % t‘
‘i‘{

AN W .

¥ e FFeey

an gt the Prip
AR R R R R R R R

“~ N\
§ N
& W

L] e_-'\'ﬁ
1 s
A
.‘-..E\:' "

¥ W \'-:

iy’ - 3
:: .
. 4
s
AR R R R R R R AR MR e e R R A R T e e e e e e e ey

NN
W

Cep s y reey

e L L LT
A
X

AN
N
N,

AN X
. LN,
-
R

-

N

\
o

|
1

RN
&

‘wesed
- 4

.....-..-“..”

S

. . »
N N.\&....A.

Ly ror

:
N
R
§ i
A
3
A
N
3
.{h\
N
S
N ™
34N

-»

&
:‘
1;!- .

. .Q. . ..*. -.. . ol
) S - . e Rl Sl el
4 s N . o~ ervrs. .
- -\\\ \" .0. . . \u‘-\ . ..‘.“ ‘%lv\_.

-«
33

%
§-.
3

N
.'0‘§ .
$23.
T
n\.‘!‘\.::\'.

SR

=
AW ’:'13'}"\

j{. 3 .
AR
N :
' }\: 'y
N

b
- 'h .
pt '

S
&
o
3
3
53

e
"
1

N

:
| 5‘%{"3‘3‘:

W e W e e
o
4

RO

] ..1\.\.\“

\
NN
;0: s \
n -
v't.la. X )
. AR AT A A I R
'l'i'ﬁ"{‘%
T L P L B R B, SR S S A AL A A A A A
L3
»'u
LRy
S

N
R
¥

5
.
e e e e W
LW

PROGRA

§
X
4
{
i
3
e

»4 i

“
w

»
A

£

e aCY
s s s K]
r %! \ Lol -

N
2

i Fn, o . e e : R -
G ke et T s, X
| .

-
ATy g e T T Ty T T, e T T T R R T R R R TR e T e e e

LAY

-
4

's - 4\‘.'1"~
.'\_
.\.
.-}-
2

¥

.;{
<%

b

{4
YWoKL
3
::'
f

4

j: )

I

$34
spad
2

188

L&

3

v .
. ' Aprrd
”.. 5\!. \H\. \V\q .

.
STATEM

3
<
.
4
>
>
.
3
X

U L

$
h
S RN
A
5
{
3

1241

LY
o«
LY
*
Y
N
N
R
1
ok
o
M
x
L]
»
*

s

.
4
L
N
.
.
9
“
Y
N
:‘.
..
g,
-
»
N

e N
. PEFL,



PCT/US2008/051796

™

CA 02675170 2009-07-09

WO 2008/106254

P | f P T o] SV P A Lo - - R ) I ) . - . " e .
> A - v " e .. s PR e .- ) - . - . _— oo .
) e W wa LA ot e el .\.\x .. . n&a .“,q.‘w“...‘_ ey uM § e, &0 5 5 v v aaay Ten A Ry » < ‘. ’ d
a T, Py W “ 4 i 3 o s e R4 a o i nf. u o e LGN ” s o w3 o .4\.. Sy -
. Aomt? fnel it i Cot s 4 R g - - gt e 4 et iy ca 7~ : L R ol AT 7
Yy % ., e Tk, . A L L Yy YR - o : v\{. i e ruf e S o ‘ pas - oy S Y
‘g - . ol d A - ey P ol - sy ...\..n o L o . A g .o © el . ey T WS "Wy iy '
. (A \ . e . “pppl \. - . . o . Qﬁu\‘\ﬂ ?\ 4y vom . - . - .-y * ottt \Q\.\.‘ ' U N N
Ve ..?n\a\ R Aurah P / “redy N « Rl L hi e (VY o LA . aioad . vans) A LA Nt et o Lda e .....\._ . RO RS ErN
oprow - l.- ‘ ey ».vos el ....\a“; wamy A . -r V\W pAAA, .YV\.“. e hw . . v-v; .h\\wo u\.\w .s...ﬂ& “A “..1 ‘ vl ..l\n. AT - -
et rad. e ’o. s 4y 3 Pat .  Ehk e nd g Ly S o A A A _ ! s o tagir
Byt I o~ 2. 5 oy ol 2 v . ) A, . F ftv. s Sl e . m-r ofi . A
oy B Ppid - A . rEps e e L o ” . od . - Fad, g A > - 44 e o S v Cae 'l -y :
-s- ' I - fly o .. 5 » - . - .ﬂ.\\-\o.* W\. . A , .‘t‘. \\‘\ » ﬂ(l\lt.\& ’ \.‘1* PV \.l » L ‘-ﬂu\.\\““ : h\.\l \\C . N .%‘..“
. L. . * . . . f ] . 4 . - 4 A ' [ 3 .
. P o e Ry ”, . vy - \\m = s . et R - e
o s T D¢ A orrh K Wl <X e « o et ¥ : L 4 wes 2 g o o
FAN A S A - ‘ "oyt o' - ..t . e o,
D Ve il P " - ¢ i e sadd
. : . - “ -
e s#bnrs ke A ” . ey
W\_....m nw s

¢
s:,r
¥
X
R
}g\
$
vy
&
N
8
c:.)-
g
t
&1
o8
N
1}:5
3

X
:\{3.
f
\\
-~
-
%
L]
[ Y
3
AN
Ay,
‘»:
\h
. . ;’.‘;..‘l:s_
RIER
en
‘ﬁ 3;
WETX
N Ny
SRR
NN
A
N
N
"
-,
Y
~
%
§

-
1%
N
~
3!
¥
)
L
L ‘ -. . 3* : ‘.a.? o
)
in.
Y
"
f
}
3
3
3

LY
L]
PN
i
)
\ .
bR
N ‘= .
el %
O
w35
~
il
o
q'
Y
s
‘%
2
\
N

h
W
3
N
i‘:
oy
Aty
e
o
AN
13
3
o
N
R

-

N

;

y

Sl N o
Lt

\

]

N

.
TS

<o S T

O
:
R
$
: i‘g T &

'\

T

n ™

:\
N
“»

<

b

3

B RO S

‘\-
o
"'v
8

b

¥

i

3
Tt

i\
'b"

2,
Y

v

‘-’s

o

S~ {
H
3

\

¢

 fnpair
i
5

L

. . \..l ' . > s " P " 4 - .,.- v, A e I .. !
. .. : y " LA AN : xad Al . X - . i
; s : o s e vy ” s e 90 e < ) Y e 5w [
L (s s~ Sl i N ol A \L. w...,..: ‘ ek 5 i 7E - MG oo ﬁb e w L ek ! S
e, B4 s 7 3 i 5 M L o "y - B EE L e 2 duel R e a rARE, X ¥ T s o
LF PN Y 4 : o -y " e, Syt o, g . A3 b i A ard, . Y R . . ‘g AT A
P~ 2t fok- % - o ey A s s 7, Sl 7% o > % 7L 5. & g i o e
oy , ! ’ s B - . et Fomns =, ~ iy et % oo ¢ Sy o s g s .
B s e ey » pam A r neem, o L B e i . eed el e o buid T ElC gty
n.\. .“\ -t-\\.‘\ \.l ~ v. e ‘.‘\ . - . ‘..W‘.\C. ot’\..- K “ﬂ)” \l.\ W Lvi’.t& .tn.. LK . . .. .NM.\W .. . x\.‘l\‘v ' .s.. -. A . ..I it .“1.’“.‘.‘ \\v‘ . .0.\..
o d . o~ oy PBAAS u\.“ Ny . S R o, \\u!..n .luE\_ e ., 3 N . e : RN " =t v oma, A, L s~y Prad
e L Lo s o, P, oy 5 i Tapi Yo e roa el o D A Al o, > ey . i Lt o d s
Y, PR 5 s -~ e v 7 v g, g A e v o L) ot el N P - 7 e ot g s
...... . . e ” & W v, Loni s geeios o - "4 et s il &3 oo e o i i, R s L
{nﬂﬁ\ 3 “-‘.‘M‘ ._v‘ s .4“&..- .. . \o. f I‘\. - . . [ | W\Q\. v )\b 3 n‘m‘v ’)Iul \r\l.\u.‘\& .)\ R - - d -.N. . . .1‘\.\ .\.n\ f‘l.\
‘r ‘\l\ ’ ’ .\.-{ - ..‘. ..\1, > * . I..r. 3 : b . .\o ' § “ " > vv. . "k . - i l\w~ “w e aw . " - B ’ +
T oo o g n._\.“ ..\N\h » L aal y e .W....W A, e - g ! X g _\ e, . : il 7 |ty ﬁ.g\ ¥ \\....c v d
. Sl gl et e AP A . oo . - e o Aty o A il
Ymes e £, . . A L o in Lt T \U o e Smel . w....u,.m P sl £ b padt s i Foom,
A i mmd put . o e, o’ o Lo v i pod L . | o, .
\...\ \‘*‘ \b?ol . . . \Wi&. ok . ] .;“@ i y..?. . 3 . .' 4 e * . . . [ \- )
. Py T VIR 2 - - ) ! ey g
‘ N S s 2 : 53
e - - g
- ~ .r‘!\(_

L l?'":
v . ?- 3
-5
.
i
&

b
%
3
.., }.; e .,
3

-\
et

by
 pi

\.
5.
-

p
”y
X

¢
{§
§

NS i

e

o
i

i

ahigd
i:\
ohs the sirpoturs and

?
5
s Horm an

Q
0
£
¥
:

Vi)
X

R
QEJLIN
Sl
fact
the
ity

i
RS
£
£
}\
0
e
35
iit
\i PR
3D

"

Lo
that b
{i.
i

§
e
P ¢

el

k!

1
b

1%
U
>

{
¢
3
YRYF
 surdise
LR HION
i
{
i
i

....-"ri.- '.." . &

k
HYVY
U

:
Wit
i

:
Clow
£
3
3
.

1O LI
&
f
PR

VLB N
g
‘:3
RN
3
X
L
3

:
}
¥
S

¥

NG

o
. ;i

e il
X

¢
re betteved b
i
4
H

:
Ayl
3
¢
8
350

™
s iis
N

\*0-. -

X

&
R

Q'\
"
\‘

)
n

y
£
ol 5
2

X

d

3
il

3
i dexio
ﬁ.
:
R

,..
Y3
¥

"
iy
3

3
3
:
:
distributed threy
{.
:

RIS
t
.
§
el
o
i

N i

ii‘k
3%
;
v

J
N
%
3
3
L
g t“'fj-b-'?w‘ti.@u’l--k_{ VR

by
A
G
: N < L
e fEbeii
o
3
£
Sl i1
3
%

=
.. ¥ \;._

» W
W EEeE
e
N 4 .
LN
s T
O NG
\;.‘\‘. '\
4
-3 TH
'y
3
i
“»
N
AY

‘}
G
x
Lw
<
3
i
3
F
?
;
¥
. e
:
s:.
'3
-t
N
W
X
'
-
{
G
33

. . . . . F . x Pl . s o’ : . . .t . ‘lo H
sl B S IR AP, v o W wy A o e retd, o

=t .
_ . ok e g - o e, o T s
\«.‘v‘n‘v N.u.“u . Y.....‘.‘Lﬁ. l.\‘ Iw rr\ui . j‘ . -ﬁl‘ ! .I. x\\ .r o .ﬂ .‘h . ) : .-. h \“ﬂ -Q.‘ . ot “ c .

s
;
e
X
:

}
X
3

“pr

'
[ Y
LR
;
i
i
A
1
LR
&

© A e da e : e, o A
7 e - "y . . - Rl . R . O B e ' . . oA .
. .\v . .Q\u\\ .\w\n.o.i!. . “u . “‘%. A\.\\ l....\...s ’ c\s‘u\ \*I“ - “m vI. Kl - ’ ' o e A ) R .
. . A - s x. - . m !‘J\- . u i . . h . ' : o et ¥ .\..‘.\ . i . 4. Pt ’ K - - u
2 " oy ot “eb Vs ks s et gy , e vas Ay S e

v ’ » V. y - "y ’ " i
‘L ' aal s et Cwaa wrad o R -7 L =
whedd o o, : 4 2 oy

L
o .o
<awm



PCT/US2008/051796

‘.-'- g-

X
K

¥

ny
g‘é}:ﬂ.-"

;\" .
EE}

i ‘..-. L r‘. .. e .
: = )
nf:ti. .l‘ > \ R
- - * a
e

FREESH

<‘§ AN

thi

AL
R

"~

ﬁ.’

i
~

¥

T
k

3

.. ~|

eN i

CA 02675170 2009-07-09
K

iin

£

FEIBIL

- ey

WO 2008/106254

M} - . . d . Ly . .
... ., ‘U * L . n. . . . ’ . . . L4 “._ v -.
sy e - S SR A4S Lo e A A e £,

. brst o s R e i — ix Cup . ‘. oo
. . - - . . . * .- . l‘ >4 ) 4 o - 0 ‘ -‘
A Ox'ul. W o . : .

L
SR

X

.
)
R
Sangs
< .
LB E R

;
\
N
A
=3
£
3.
\i‘?
-
i
"i_'.\,pl
Lar
{‘A
$ %
“L%
R A
PRI
B3y
‘}:\
N
\’K-E\
i
I'
§
.th:
X
\\
3
X

.. .\ .
g e DL e 2

»
o

o : 2\\
u

.K\N ..I..J ..i.._.u.-..w __..h.\.& _n \-u ) e . .._\w .\..\._

¢ . '
Ly
oy

b
R}
\

<
**
o
‘{'
DT R
LR
-
ak
A
3
A
('
Y
\‘
“
<
g

-
. Te * o N LA
s, e e o el o
o4 - . : .
r

by
b
&
3

¥

b
y
X
;
¥
>
';‘.- R
X
™
2

Ese

X
.
2

:\

{2

21

g

i

§

3

i

&
>
{8
-
§
'
T
o
‘-,
W\
%
§
4 :-: 'sb:
;\
L
3
N
\‘
i
.
R
A<
£
.:'\?t' .
w
h ]
%
‘s‘n.
%

\
\\‘\.\ »
x
;
FELY:
X
h,
5 W
&
<O

e 1
]
I
¥
i

L"
PR L LV T N R N
ETESIOY
\L
L]
Y
3
LYY
L
.
U
\!
- a
~ x
3 i
g
WG
» Lo {:‘: :_‘.
v
\
{:
¥
N
'
=
S

¥
3
S
e
3

S
L L 18 "y 'y N
VI
e

-

%
b
&
-,‘:'
3
3
2
&

» ar\ h
<
¥

aft
%
3
3
:

2 ¥
<
$
3
O
ol Bl
O
)
<
b
'wt"'i
. ¥
", 8
85

E y b
4 \- ’ - i . . ..-{.\M -
Y v

. »

N\
N
'y
LI
3
e
N
»
] v "\‘v .x
AT O
i q\“i‘ﬁ.‘
AN
x-izx
¥ iy

LLE )

L
A
)
e
£,
331
Q«~t o
AR IARC

DR
M

t;t
{.

. A‘ u“'. .'.

1
;
&
e
{
y
%
3
:

L The o

&
1

§
X
{.
i
i

2!
L
s
d

v
g
s

E
X
;‘{-
3
g
A Bt EL,

SEGT R

I S

pfenti

by
o
SV
iy
$
{
Flarana
H
. i
§
i
3
}:
y
§
nother
:
Ay

")
)

g

el
{
i
i
i"
whar ¢

ELS:
SRR
{1
3
1
s

. \.‘
- 'V

N
N

“

3
3
%
ALOR O ¢
2
™~
,f
wir of oay
3

E“f{f? ¥ 1

i
Y
3
'
VI

-~y
e
Y

\
L
F
*
“~

3
}";
&y

ad
3

SRR

8 3
i:.).
i3
MG OF
}

!
amd

il pe
i
-
o
{\
il

-}
‘ .
I
Yk

LS

3
A

4

i provi
&
m
th adhie

e N
oy
]
t
OIS

y
%

PrELY A
2

‘I.

rOrd

0
S
¥

8

HETVOTH IS

o
L N

i

Y

/& hoen sb
¥
1

R

'-{_a-

™

L3

n

I

Y

S .. i 'h

w

PR

Y

s of des i
&
{

v

wpaiie
!
3

i
b
i1,

R

.

cohivque

A
{3
i

i

A
!
v

%
3 SO

3
hian
3

A g

&
e
!

3

r | s, e

i
utture p
i

¥ EEE
i
Y

N
X
ol EF

~
N
"
¥

33
i

For

UL
denw
ﬁ: {
!

.

{
&
%
oruseinther
i

N
mordds
< §

L '\'.;

ronwn i
;
!
i
¢

{
3
e
};\
¥

N

:
senerali

N

3
:
;
+'-
k.::
P
N\
i

¥y

it

o

-X

i prabiems

Auwt

FRAT
DOBAErIn ha
8
ooy
3

& T
{:;

) ] ]
ol
§

. . j

L]

i

&
£

LR
ks

i
§2

N
X
1
n
~)$~

G
'

)

X
>
LN
i\

o Dt |
3
“
3
g

3
seondueted b
3
3
)

an
grhicitiar detegts.,
:
3
A
¥
‘,
\
‘\\ ~

L b e S Eadiy & Ty ol B e g4 & ey e ™ . _,x. g’ S A e A ‘P b 2 ¢l - :
o Tnlsd, ' LA ok S A v, ndee? B M o iy g b e | A A, e, T o R 7 ¥ e el
. . : 5 rrrry W i o e 25 1 S s Lo Sl e o ot
: ‘ . . . y M : : :

g Ay KT o : A . g
ey " o e Yy .Nﬂn g et 2 g IR ﬂh . v s e rered o8 :
o ERrXY 2 S i . Pk ey  brs ﬂ\m s sy P Yy .“r._..n : ..wwﬁm.. ."u.u“u.a. X .w & o w.w.w“m O . w\eu : vx..“. i e L%
e ema - . vaxss ryE O e - LR o L . Fo's . - ooy ey o N Y Pt -~ S RO oy K- ras . ‘o . L
. s . . .- 55 (] .\\,. . » " . e T VI o T A A S ol oy DO . Aty e W SO

‘s .\w\.\\.ﬂm\ ur\ .ﬁ!\ﬁ. o T\J\.\ ...f).._ut. . .\i. ogi- 3 ‘o oy - :

L] - E.

. )

- .. . A a - - - L3 = .l . . . ..
o I~ F A . e i ronay ’ A i

: i \ » e .- : e ) T - ST vy e = : . : : a'e .
£ B R o~ Ky 5y ones 4 et o g T . e . ’- At . . Gl | A
..ny\u.. ...?h w .y .Vut“ A u(_..n : o w.\\q o e AMH.“. o -
s Ay . ......., B ﬁ\w s . ”..\ﬂ\. ey f 0, . x -....\. £ . . - L7 Ly i e - e A it
Sy e oyt PR M S s e gl el A o rrrn dan T LA e Res- N e e s R sy
e (9 - . ~ s.‘.\. - e e I i : N . " IR a . # s | » o= - o o . . - s . - e . s . . .

. . . S : -~ r - N \\o..\..h...
s S L vers b e R et ' m s Nad
. . v.lll -‘. .\“l h‘-..ﬂ.. . .‘.\x

awed e pomay . __)\.\. A v o Rrry A



PCT/US2008/051796

CA 02675170 2009-07-09

WO 2008/106254

ey s beg >

o

e -, e e, L ey P
.-u.\v ..v\\v. .i\.-x. al v o, ./...V ward

. . . . - . l.l ) v . ' o -’\l. . . e

4 M\«n Ny . W Jany . . A R A

» - B ’ \..l . ¥
Lo FLETT i Ly -

i
R
3

™
\
-
X
hJ
oY
=
' - . “ "‘? \

0y
4
N
h 2
WA ,‘._:1.4. -
3 Sl
By S
N
%
»
..
"
R
X
3
\
Y
2 .".:‘ . '\{-\ A$ A% WY % :\.J'. . 9
PIEOL QT NS

b
L&
X
3
>
i
.
X
3
i
X,
=
>
=
-
3

e
LY
3
\ :
B!
x
.
)
5
)
2
3
)
3
w
Ay
bR
.
N
5
%
h
a
-
A
LE
{_ h Y

SR
:
}
L
4
- k
)

Y

2

3
) N
N
x
-

5

3
%
>

B
“

b
‘\
N
{

]
N
¥
o
S
s, 3
i B
LIRS
3
Y
\as
L 4
1
N
N
b
.
3!
‘i:\
S
3t
FEEEREE:
i
A
W

5

3

Y
SRR SR S
“u' :."':}:s.. A

.....

o
\f.
“\
W
By
\
s,
S
k¢
L]
h\‘s
L
Y
Ll
.

A AN |
v %
v e
X
I "R
.\.
.
£
-
\

L
‘i
L
N
}
“u
N
A
N
\
)
.
N
N
X
ey
.
|
\
3
St
»
‘™
k" .C.
\
A

-.:‘; 23}
L
PELE
Lt
L
%
Za
i; {:';"
QHOT S
Y
S
fre
Jt

R

v .

FRENEE AU
&

‘:-
<t "a

&
of
3

>

<
';_;'.I"'f-izﬁ

3

2

]
¢
LN

N
(e
IRIPTOY
R

3
e
PN
;
I.
3N
A\
T
i3
e

:
- im}
£
S I

o

b3

4
@\
Wy

}
;
3] |
{
i3
Heporix of resulis
2
FOan
{
o\ S
bR
3

3
NCE
3
X
%
1
§ ¢
stido
(T

b
L}
N
5 )
-’ui
ey
‘S

{3
&
astdts
i}
i
o
Th
t§f:$

pin

v oy’ i{;}_’}

O
i
"
th
ML
b4
R

\
i;}
%‘
3
i3

Lt

'&:
.‘ '.”'": i}:'
¥
&, &

L

duye whiol is
4
€

¥

- 3"“ {062
$3
i
3

iQ

ping

i

i
vand th

i

i

3
durss,
et angd

E3

}
b
£

AN
3]
e
r
g

sted i

{1
o
gleit
S
£} COIPIORENSe

-~
LN
oA
.
3

;
e
S

>

S

[ ]

e
{‘\

o e -_. . !

i

3

:
T

Q8
5
3

L)

§
grafl, pats
S
P

X Tg
i: t‘!t:\*,{ 3k

:

£
)
i b
¥
> satisdy
¢
or
st
§
=

’

.{--

E
N

i Hhagy witk
5

: _’; : i.‘ m - ."'
e
e}

-
K

h

1

N
~ R
{ .' ! v

-,rh

*
Y
o
£
i;)

A

<

3
Y

Iy
i

]

the

”
b

; ‘

b, a X
L3
o

e

bk

o
-

i.:..:
e
&

N
'i

}
ol
1

%
y

ERTE T
i
o
LK
L3
r
i
3

L
Q_.>
-

&
barei

~

X
o
L,
S
s
b |
h
&
o

Vit
i
2
v
“}f
NSRS U
¥
£t
0
FAREERS

1
\." A

Y

£,

fat
arvaie

Bk i

B3N
&
L
g
CRVET BN

i

g
L

:

R
{
i

)

X,
3
1
3
A
{
Fag
{

3
3
E:
¥
>
i
A
\,

23t
n

MRS QU I

3
v st
g
&
i
wraft
X

£
R
3
i

£ he
{

g
R
\ﬁ-
S
vh,
3
<
A
)
13
)
<
;‘}
¥
AV
v
\
b}
X

4
{1
At
3
Mo
5
;é,:‘\
“~
§
RESRS N
-
M
“
3
A

N
e §
N
3
\4
L)
N
:\\
o33
N
W
i
)
X
§
(2}

reawa . igu. 7 7 .v...w.. DY o > o P : s Fag - ml ol Eads Ja, XA . A ‘L g O rad. g n}% o AR oL 5 . b
) . \H\ ..\.\ . ", s : \‘. . . ) v \a\l\-.u% .o . e ‘\ ‘v . . ﬂ‘.\.‘.v ) -..hﬁ.\\\! g . . -.\» \ul...u.vn ﬁ.w L. - \ ' * ‘ . _. -\.\\\QF

Wi ey RS . . g = . e . g Touhs e

v e A .-i. 5 . o . 4 . » 4 . g... ) A e, . . w - g
. 2 : z £ . » o Iy -,
SR A A S S T PPNV R S~ G % S B A S - A B - A ,

| £, rir el e s 23 _— o oy hoty P oy ; et 2% 40 e 2 o £ b2 KOs o] KX, o
o B o 2 Y o] s ~ 7, s 7 cres # e, s - ‘ol g s ., 4 -~ RO v s
M

. B

J - . & i ' « ' o e . ol o .
. . . \.\ly ..«‘.\.\ . - - ' . - L e . .. , 4 .... . S 7 \!Q. . \l K \(7\ . .(u. . E\. . . g p .
v A 2 < 5 L " P Koo st P L i Ry 0 p A ol Y vrmr b o o el e ool

uuuuu

. i ..
g .. S LN EAAS v ere .. ) . . - 4 C Gt
s p et g . axk 2Ty ey S PR, 4. . W ol 4riad P
| J . . - . . .

¢ ey
= . . > .
¥ (RS A g R Fad . A R
o Lok i {7 e W 3y L3 o et
. -..Ihl. .‘.. . . s* x .h.u\.. R - . \.*.‘ -‘ - . ”
Grs s b 44 s e s vy R
iy o s et . . o ey
gy e

-
. " . " p, N iy o R o .\\A : ' * ’ . Y X "
. . . R ot ot ol B Ly o u.l..l.‘..\ ’ . \o ) . o . . ’ i . }v & . - . O . . - e ’
R LA LY of = T o o . . N /’ .\-‘\ . ~ o \n‘hn.‘“. . ) R - s Ao s A e \ [ . A‘»\\ o LT R R L
e e Lt ) Ta »\W. LArY e A .\\”\. prt ‘ 70 \.r-q\ ; Y Py “ N .



PCT/US2008/051796

CA 02675170 2009-07-09

WO 2008/106254

- . . - . - . .
i ~\$L ..\o.\\.. ) .t\.. o%. Ce e . - % g . . - !”\.!...t .w.\p . ..\..o . .\h . " ) o ) - ) . . o .o ) A

A\l = ..L. o . \’.ﬁ“ “‘.‘-\. . .‘\\- \\.~ *.\..Is... v a ~ ‘h.\....v . Loy k‘ - } ...\\'-\. \..\.l \‘t .t” .\c\.‘} " l\.l . .f ) . . p . -
. s e $Io 0 it e NS s Yt s ey’ ....1.& . Lt ey ok e o ity oo v . e, o) =% it %)
P el o) ™ ™ . . - . - ’ . . - 4 . - . . - oo - . . . -
oy o o Y B, " e’ o LA Yo - PR e 7y oy AR L - e W .{.\.._n“_. e - ioaay| e, s e, rorl
L P B < < . - LR L e ¥ .\._ K as : ' . B T A4 A.\-{..\..- s ...0.5\.. A g A e .. o " ol oy &\u.
- A S b N i \\ o - " e LV o n. - R ey \5\.\ 7 WY L .u 4 . \.Vﬁ.-. - £ . s\.\u. a SRy 4 A .\J\u-
PV Fd o e’ = borete ; i G el ras £t 'S P ho : i : . , a3 et oy

' . *
5 r d

Sy T et .m_\.\u = Y b Ay R . - Sras S o4
il . Ve - T o . e broa O gl - iy ‘e, vy
“ns e PR aﬂM&&. i R s b Feagn S oo s LN g
ch . .\.H \lh‘.\_ x ", G 2 . ;.b . . - .-s. e A -”.V\.v .”‘l\h‘ ) {uld. ., . .‘.‘h-. . o . v thv fo
v’ o~ s ek sorae e iy rrevy o nie ot et oy i e e 3
. s d \prwdy o u\‘\. .._. u&. P I e o _\\«_ w Ry - ey - e =
o e < sl ho 8 L s ' # o 42 il X - s | . p ) . S, :
r4%. “ud CEpp. “as it ) I i s Lo, epd " 4 i O/ A Ry - oaes Bt Sy v A > % mh s s g e
' span ivd e K’ oy Cepay isr s o Kl ey o L . O o] . L8 . vead kL R v
. \.Lx . - \. . ‘w . . \.‘A . cu. . h\ !I . Tk v o ..-
P b .yt p Lo Vst (i sy e o e - ", had g e po
’ . - . . - & . ’

o

. ..” 4 .\nl\.\ 4.... “. v . .. o V.l. i - . " . Fl W . c\
ool e o s G A e red. ot et oy e e

EE s 45, ek e TS o, . e g : s rerd. ‘ ¥, fe
R g () B g . e : Lo Ay ey Yo - v eacd by b o St N
= F , e . . . . .l. ¥ . . - A . . ¢ . . .
G o G ) ¥ Rnme L M

oy . -
e WY L L . - e ' < . . . .
& il N)“\ R . T ' A o] T e \\n\.u. eand . M ”1.1.\. Fl? o RE RN S o N s ol oSl : Ly
-m-l.“~“ .‘\ ﬂ.\.\ﬂ . '{er. -h-‘k.. .\!ﬂ\.\ Qv.q.tuma ) vQ » L .iL 4 LA \\.\ .. .!..cﬁq.aﬁ : -.).-u\‘” \”\\.\ ls..“ .. t\\.\ ‘ .u". . q“\,x i \vw..\ . . t_..\ ‘”.I-......‘. v\.ow\m‘ .ﬁ\».l““ -.\..1...

L ey e

- ...... o o - : v ...l. i : f - ) , . “ g . o”.- ..n‘.\.h.* .!..lf.l. .
oe A P £y it A P, b - P s e it

& hone §
3.3
\
L
4

o2 Ao hen ol

¢
i

&
.

B e
3 .

. '
L e . .
' '.:.' " H
T S N
R

£y |

%
faly

t

{

.

§
& f‘ -n,t:gf\t

¢

;
.
¥

Fio th

§ 1
2002
1

N

hJ

X
A

DOHRL W
:-:;
;

Z. l:

%
&

B
i

£
.
;

3
b
i
d
>
>

)
v oA
Rat
S

siiiahle |
3%
i
v
) ]
aft can heal

3
ial and problems ¢
)
A
o
HOE &
L TN

]

ol
‘ﬂ‘\
&
e sk
}
\‘\
;
N
ot
e
o by
oy
3
08 § 53

g
Y
:
¢l
15
i
&
1y

F S

o\
Ny
¥ IR
id
n

¢

rid
5%
¥

i
%
X
2

L&

s i
8

: 1
Ry
8% OF & phurs
L

i
i

y
b

R

atis
;

5
ga
1R

§
¥
*i
%

;
N
£y
3
¥
NN Y
RSATY
B

Hw
§
iy
)

N

hay
}\

ke

13
3

< of morhidin
3

o g

:%}
.
i
G
0N
I A
i

\.
e
i

Cd
N
;Y
AR
3
=y
r
W
\
.
N
N

v
L
RCEN
3

g

{
resh donor main
&
;
5%
)
XINEE
}
3

3
¢
H
5t

b
S
1)
R
v

5
i, fae
£
1
‘
3
i ‘;
bi
o 2y
3
?-1
i
i}
8
i“ <
74
.
§
¥

(e
}
i
IR
)
3
x
ot
<

2
S 08T
p
St
;
:

&
xd
7 ;**
L r-
R
H
.}
!
{
¥
.
Y
:

.

3
%

2y

123

2
§
v

¥
LA
£

}

2

¥

LN
v
N
WV
-
b

A
N
Al
U
“X e Ty N
? a8
2t
S C et -
,._.,..}. '!:? .
. - . % \:}I S
b Y
N
\ »
t.\
"
w
N

sa
N
ER
Y,
sot
f1s
1‘.*{
33
&a
33
i1
R
s

{‘e
"
N
N
Y
2
i
Y
.
3
»
3 e
2
)
2.
N
L]
%
z}
o~
M
&
N
¥,
-:}‘.
!
AN

v g . - ) A2 el

AN

s
3
&
>

4
- 5 .. | v
aninfemsat
)
¥
i
.
.
i

3
§:

3
S
34
S
\
by
3
<
. ‘i .
N
»
%
2
3
LR
Iﬁ
‘.?
2
A

i
{
133
}
=

L
h )
3
H
At
Rt
4
Sy
' s‘
o
.y
"l"
\
:
s
'\
e
)
)
3
.
)
0
&
.
-
¥
-
L)
N
>
A
:
<
-
)
g

TN AT,
*‘

»

3

g

>

-~

2

2!

-

i
N
LA

N

N

w

i

N
...""_'\.'.‘ =
N
v

o
b
A
%
¥R
{
i.
N
A
3

‘{

2

"\

™

N

§
2.
>
E:
‘. -
]
Q'
>
'l.\'
“\
W,
el

;
2
i
N
Ny
$
%
;
-.)‘
¥
S
>
N
3
i
DY
Y
{
S
1Y
H

n
M
i'&
.\
by
N
\
N
4 a1
\ I, 10 .
\,
“u
.
IR
‘\h
N
N
‘z.
R
."\'ﬂ,k

»*
LY
A Y
»
LY
-
Y
X
N\
u,
.
2
N
o
N
RN
3
-
)
2
~
y ah’
N

A\
>

M
N
.

N
S
N

‘.:.

. e
A
e,
<
K,

5

.

()

X

N
AN
N '.':"'f.k}\

5
WYORLAY &

3
X,
"
B
..5-
[
=
»
-.'\.
4
v
-
¥
-
N
b
"
-\
N
™ )
)
‘\' o T
> \
»
: i
3 3
% W . 1) -
1 et Wy :-‘i { .
Na R N
N,
"
R .
Yo e i
CHAY WL
s N
“ S
Mo A
RO e
. )
N
T .
-*'.:L. :\'

‘™
e
¢
¥

Uik ek AT

i f] ) . s : : ok - . . . a - . L . B
P s o . A Bl R LA - . g St ) e o : .- : b ) : N e D%
e s -, ﬁ.ﬂ.\n : A T £ o e \Ma:n.... . M\W = .A Y - L Wers. ol \1\. . . A it - L - . =aC i d
4 == . 4 ; . o'l A . i— . .\.- ? NN . - V e “\ " 7 ,‘?%l..\v ol e ey - " e
it LA hogt . gl 2 L <z 2 ‘oot e N, 4 iy o s R4 raan’ e ) i - , =, 4 =3 . Loy
poc R Y o gt sk e s Ric] s 5 A Gt ey | ) SR ) s £~/ ot o R -4 o e
e e a5 roh Gsir nopes ; B! i, ) rre, repsy o i =) | B Gl &y = 2y -y . g s
-~ : xA P ¢ i el Yot Caiand Py vos . il ' g PO e i s 5, Yirea A & way padh, W s
}....“ - : .Y A Ly -, oy s-MN g ) ) . T GO \u\ o i A > At w.-. Lale “or - g Aurucy
> i ! e X - o .\“ .\-p.\. SR Ll i g ‘o - e . \.‘.\u. L . AP A fwaa, . -u\n.“. - g ‘a” .A\.-{.r\. ety wal..\-.. ..v\..us..!... -\..l..t
u“n‘ \..qs.\-.‘ “-‘\‘ . LT . . - - l‘. [ . a0 v A, 3 . o . . .;.9 Q- ’ta .. " . . ....- .\. \‘-
g 3 :

il . Nt . - - i o e l&‘k A . . ’ : : .o A . ey ., Iy -I_ﬂ
Epraraf, ruaat R4 N“M.\h o _u A : Nn_\.n \..(..“nw. p ) el < N vl ‘g ...w\.\..

.
)
Pl

>,
Y
L
Y
¥

s ) > . Wy .
s e - R or. »ipd M



PCT/US2008/051796

CA 02675170 2009-07-09

WO 2008/106254

v .

il A g g S . . ™. A A iy’ i e ol . AR
. = . leo. . o =" - e = L -k . - . ;- - i
it i Ly . ...an T, . o ) VS ‘et . ...\ A e ....\nm. .)‘...\ s d

. ) - o - - . i . . - =, ) .. )
aal S .J.{“ .M.wh_. " . ey « o -y .s.&ru..u. oy et A ..w.{...u s

. a D
> . ! .“ z . - e s . . g’ . a
R w v .

~
N
S
N .- § ..,,. ..‘...--“' '. e
Yo
W
\.\!‘

N
i N
3%
¥
} ]
h)
-~
b g0
LS ~
SVt
213
LN
% N
38
N,
N
13
28
ST TR
) { :f.
WO
s:u
oy
243
>
R
BE:
i1}
)
28
LS
RS
0w

£
¥
o
'y
-
“
0
~%
A"
5
i
-
N
A
~uA
o'
3
:
b
B e JE A B S RN W
g
iy
N
LY
()
-
3
'
4

X
:‘k.
"
:
»
L
N
X
N
!
A
il
v
“-'\
i

A ]
A
»
Y N,
o
3
E‘:t
3

A
N
\
n
\
.
b
oy
4
4
.‘. W -
\
2
b
2
)
N
5

. S oS : .Q J. . . . ) . .
.-” r Cate G‘-.\ s‘ i An\.\r ..W.”.-v . \.“‘* . ! "m.\.‘ K2 .'.\..\-a : m.h\\. ' .\&‘.l “‘\ LA |\.._.‘ ¥ .. .\s \Q \.u.? ) flq\‘..\.x . .‘!.‘.Iv . .“ ..\.\ .\“ ’ ..-._4 . : . . Y
-~ 7’ 7 A F N o e e i . ot . e . : e Py el ey < =) o
. ey i “emrle s x oy ! ied 7% v PR . gy ) Rirad oot s Sr g
ward - oo ’ b g A e Dain A - L’ “grat s P, ’" xsaa iy e |
- . av ¥ . . . . . . ’ . - . .

Vg iy

' ' ¥ £ : e
wnt ) Ao,
€

%

i3
iR
™

g

o
A
{3
iR
WA,
N
<
A
- A
A
th"
-3
<
33
{.-3-
\
»*
(R
i
3
%
N
3

s
. - A . - -4 - . . : » r T 7 - -
A gt . - Faiad Mural o il e . L. s aY ‘e W g R o : alard u.-‘..\" o it ’
< y=-p . e e v aay ram puat. .\.n.\..“..“, ¥ . A . PN a4 DS e
H.‘r'.u\i . L\‘V\ . w.&; u .). . —v. m.v -N. o.; & . .l..-.u. .e 0\ .ki.. . . . IQ&LV . . -

(

i

3
A
&
8%

i'.; .

;

]

]

g
).'b'- X
<
“
\
L4

'

2

2

N ' \;:‘
N>

+

N
N

W

A
L
Rl
%

“w
¥

R H
S ] ii; '

k:

.

£
)
%
HE
L
3
|
y

i
3

X

%'\

s
FRREE
-
RN
2T
3 N
Al

XK
%Y
330

R

h ]

"
2

Y
A\

.
.
CanCE
£
i3
;
Wyt
X
g
X

! - - 1-
Y i .

24
t:\
&
Y
.: " =J~§.\ '?..
. . X
R S
v
x

1
s

NIY
]
&.;‘3:
i
3
(\
k
%
%

o~

-

aadl

r

v
o4 s I o
: ..ﬂh‘-. R . . ! ] )

iy

n

&
}
}
RS
3

5 -

X
81 ig
:3,53 b

W
&
by ;‘:' PN TR

;
¥
%

3

L

i

k.

3
o2l
]

i

P
L]

£
'4\.:. -&w -~ o
N
&
E.
"
k
)
o

*
3\.
3
3
-

&

"

h

:
ohit,

5
33

B
e
3
A

+

I 2 0
o E‘:. } v s
: SN Y &
L

2]

. .I-:'t..; .
+

gt

3iE

L

£
e
VY
{3
W01
83

it
W
3t

£

i
H
g
:
H
&
t

K .j': .} e
&
LEE SR

3
$h

.
&%

COE ALY
3

112
i

¥

3
1 britily
& QI N

0
i
A1
i

&
$.

bone
S
AT AT

2

&
e g

}

:h the oste
R
3
t‘:
fie
(i

!
- ORI

X
3
Iiﬁ
<

L
o
23 %
ﬁz&l:-
Y
Ny

}\
-
Y.
L
g
<

3
R

AL
wber &

. - .

tid
ik.i ‘-'.‘, .

.5

Y
N

)

| §

o

il h

o

¥

:
24t
i

..%

e
»iluai

4
RUNE S
LA

 5c

$
B
{:‘:3 | X3
mplant o

nlﬁih

e
4
¥
3
.E
{1
»

k24

%

A
utd

i

a0
Bobong b

:
{3\
%

X by
s
3

4

i

5
it
3
2 hone gead

Tow thron
X
¢
3
" ,-.,-u.‘ -i‘:f
N

o eaneeiious
i
¥
3
¥R
:

2

&
‘ﬁ
LR

“~ ~
. .
'i
. -

L
2
)
iin
i
¥3:
"
.gﬁ:{' o
=
13
W

.
LS. Patent N

'y
LN
E..

2
‘\3

1
|

.....

e .

&
iyi- .
X
%
-

,_1.

Qs

R
3

®
B,
o
R
e
£
alse be mise
i
‘iy
Rkt
ceHong
IRh
s tog

N PRISTT
h
L%

<

K

»

¥

o

": ™
gﬁ.b.. 3
ST NN

$.;>

R 4

q .

3
chane for

y

-

()

-

’

At
"

e

3
N SR
L6
VE
dae 10 e Osteoi

eh
i1
£
3
H

.
R
iR {10
)
'y
3
LA

\
2
v
Nl
SRS
"
~
L
o
N\
¥

N
"
1

¥
.

-

‘: x
b
N
Y
o
i
)
.\I“%.z\ "
X
g.'\
%
%
>
“ . :‘!: :
L
.
3
b
2
N

8
e O
X

e
R

d Y"

F

. . “ens
Sy - <o : A Pr .
e Wn.“ . \-.. . e e 4 bt

a ‘ -&_(\

o

Lrry

e

3
I

S g v e

3
<
28
e
e ’i‘&
¥
\\
%

"
i
Ry
¢
>
\
11
Tae)
{28
in
o
]
&
i
¥

»
£
;
§
L
w
i
>
3
:C:)
X
»
3

Porwed
G

X
s
0%
3
3
1
TS
i1
ey
XY

3
i
3
&

Sk

i
)
3

i
{
8
)

. ' /
o) s A
S . " w2
nﬂwﬂ“ LA ., tc\ql‘.‘ R o

é. s Calp
P s g
Ny L - .

. o

»
<A
~
3
o
X
N
"
3
-~
)
e,
PN
“
R
2
“u
N
v
%
X
3&
N

.
..
.
2

‘

\
‘(‘lc
NS

\

Y
oW s
IO

¥

.

L

o

. 4'-'0.::, -g’ . - '-

< X

A

N

.,:»

L]

e

X
:
N,
2
by
-
£
3
AR
.
- v \‘-l ' .
N
]
4
“
§
>
Ty
™
S
\
N
s
e
\‘t
R
\\

oY
{\
3
‘:-¢
R
.~
'y
LN
>
ki
<
LY
e
¥y
Q\
h
2
"
[
L
Ty \\
~

K k) :
A ey P

3

-aa s i Lray
e Py

".::.
.

~‘
[ N
+
hS
£,
-y ; . - .
g
«i;c R 4
v
N
-'\l
. -
-\'
v
'y
-
-
! . ;
. e .
o NN T N N L Ttk
b
b3
\‘t
}
»
~
N
p
3
n
¥
3
-

3

. -
Sl
.’

N

\ ’ LY
S )
REG S

o AN P : ..
ﬂoh.“\“ redd ) Pl

»
2
R
o
\'W
.
“
LY
N
L |
-
i
N
3
. .‘ “ <
FEREE
.;\\\ AN :
RN
\
W3
ANy ™
PSR
N

) P rd
. e - LA - 7 " hu\
L A e ..huﬁnn Gl . ’ n\r}h o & - LR R bl L) ” \1.-\. o
s s <7 oLy 3 POLES Zafs oo, - e
e . v e ok 7 & > X
y £ W

- ' o M.l R " b . A : > o
ey 7 o i e 7 s.\..\. Ll prted C vy et

Iy i ¢ e,

: \ vy ‘
LoNES

3
.
1
™Y
3
N "';i.n\ sl
&
F
>
YL
g
¥
2
i
“\
1
L]
3
4
L
‘:\'.
L

- . . : n. . ~ - \ .
o A 3 o . : N | - A3 o
St T T R, S Kt nl roh . 5 e ! 4 PRIV res iy r5

3
\\.
}
)
.\
3
q'\
]
b
X
N
\
»
\
»
o
s\.
} |
"
5 ;
)
~* 3>
IR
I ¢
SNE :b} .
b
N
N
LR
ARY

\\\
~ ~
Lokl
a3
Xh I o
28 \§
t:: ANR
{\2
S
£
w0
¥
%
£
Y
¢
N

g Yy el :
.M\\.\.\“ . ' - 4 L \ Rl .t ’ .
e . A ey ey ‘. ___.,..i.T L B

TS i s .
y Pttt ' : 2 .!).)t . . , r g vy - e -

- ‘e’ : .\u\r\.\- .-wﬂ.\- . \.\Lﬂ. o b -.. . ﬁ.ﬁl\h . i R R ¥ N a.\nh\t . v\.‘l.qt\ : N 5.& .....\\. M\n\o. .vh.\.. S
- - [ 3 } - . . . . . 4 4 - -

.\.AJ%.

t....._. M .y - T
\ Lo ' o
\.W. e s, e i

.
“
Y
3.
.
Y
':’ L 8
kR
LR )
‘.
Wy
(R
Led
N
F3!
BEY
-E{\’
\
31
3

| el ol . . A LA e

3
¥
k.
3
i
=
i
.
¥
§:
i
13

2
b
.
3333
3838
-
Y
> N
B
Y
-:}..
,.
N
)
>
.
T
w
-«
% W
N
3
]
T4

WA
o
“

A

_N
'\.‘.!]
R4

$en

N

N
N

x
2
N
X
B S
N\
:
i
L
-
&,
g:h-
Y
Y
N
o}
s::‘
“u

Ml
malaay - )
Ted S R A

P
Y
-
. A s e =
ERANR R P N
\\'
-

®
3132
u
10
LRE
. aea
3
N
2D
.
Wi
3
RN
i3
.
hy
)
34

™

]

{

K e

+
L

X,

“

3

:

Y

Qs
&N
N
{\
x‘?“.'
-4

“» v
'c:{: ) ‘_‘.'."
S

)

s

-
3
N
e,

o s Lo,

»
N
.
\\
.’\
..-|
‘\
A
" *n
e -
>
¥
~
&
&
R
e

$
“f
%
N
N\
~
W
. ¥f h
%
.,
g
S S
.
“



PCT/US2008/051796

CA 02675170 2009-07-09

WO 2008/106254

.....

*
>
~
.
%
~

: .w\...\n.. L e A.«.\..\w. e L " g g - . ey

. ..‘.(..__.. (Em A . .#&M R . .HW.\V ._.\.“n““ \.\M\m_ ...u”..n
2 Smay PP AR e e i, Gy e g sy’
: : . .ns..__.\ : o

\

Ay

A

N

Y

* %

N\
'.t-“ .

JORL RNCAS

"
h
3
N\
3

A Lat rea® Tt NOROEE P Ros
¥ . AES : i g P,

N>
k
3
;
K

&
ML) TROTINS

=y g il st v 23 ey,
. .

43

PPV
33

{
¥
LY
i
v
*
A
4
YA %}-S N
. Al ‘ m
 RRRE

3
%

X

¥

)
§

~
S
»
b
2
N\

3
i
L
ER S
2N
WX
R S Dy
JRMRER
N
Y
.
)
: Eg
N
~
i
- . xf\.
\
‘I
&w
R
BN
y
\
Y
3
\
§
0}
1
2

8
~.¥:;-$5{'
R
g &
3

ez

3

i

N

%

Wl
Al
T . .‘l::} . .
‘. -.;\a\-‘"' X
%,

{
1
&
;
it
.
£
Y
4
i

s BORS IMaiviN,
v
.
iy
R TRy
hiely
ST A
S E
LA
' .
JATE WY
3 X
PRI
PIMENI

2

‘e Q"-
+

)

3

3

X
3
o
i
3
i
s -
-
X
N
~
p o
RE
3
TETE R
tqnt
3
R
N
2

%
1
S
£

Y
W A -,
WIN IR

£

i )

&

X

N,

Ry

i
~
%
%
o
N
N
TR
W
&
p

~,
au'd

N . _
ALl
<

w

[

LW

is

\:.’?‘S e,

.. R .
TEPOYYN S Y as
e | BN
TSIV Y
h,i
b Y
L]
N A
2
.. '.'\\ C S
,:"% i‘*\u i
IS G S
»
LY
oy
\\‘\
.
q
o 3

o
b
u
X

e 4
h ¥ e
L

Y
N
'}"
% .

g
a
3
} '. h.'._, K
“:&
3
N\ Sl

i3
1
i
|
R
H
vterday
5
f
L
&
3
\-;i b\h\i i\i

N
T
NERY

"
)
>

3
SNE
i

{.

\

5
?x‘

2
f
5
£ 1
0
¢
§

‘v A‘.\ .bﬁ 1
»

AN
Ay
SR A

e
R
t R
NN ETE
WO Y
THH
¥
X
0
3

Y
R LRSS
”

O

S

i
T aapdag

e i

v i;'h

o

.'.\-..
't}

:
R
i
3 OF
D R
§
.

{
an sl
e
iy ih

P
h ]

R
¥
Q8
k¥

EVRE
3
&

'i*.“
{

-
‘(

t
:

2
avtor-1,
\

3
i

>

B
4
i
i
p
3

P b
n,
2 RONOER NS
N,
>
3
]
n
N
M
- ‘ \f:.‘ v
e

-, ) _~’

an
3
Al
3
-
t)

i
h
)
atiovig
&

. ' !

i
3
ort the additin
i \
1, b
5, SEe ¢
£
t

.

. e
\

X

(_‘;
3
2
;
%
L&

¢

3

i
34

.ﬁ.p&. .

X
@
seerd ds
¥

L
RE TR AT,

%
3
¥
VRO, REIMAY 1
v

-

3

\
.3 .:} }. " -
Pl

N

3
“buody

R PR
i’ﬁ

o
X

1.

i1
}
k;

5
O i
5

L4
.:}.
\
<

R
{d
PO

s

2 growih

vl

“s iy

i1
-If.?fit?.ifi‘n.?ii‘t:iftfr ran

3

P

memnb
2T

b
1
i
: i‘
&
&
i

LD MR

i‘}
by
dries
;
CONERIT

R
%L

2
%
¥
-y
-
LTl

e buse
o

A

£33 %
fron 10 proy

™
~ 3

T
j.
. -

3
7
Y

K
1 to provide
&

3
3
~
N
¥
oS

‘

S
: :_‘TL"} !
&
b
!

_ {3'
LN <1 W

A
L

ELIC N
3 3%
-

a
b
-y
.

3N

w
2
e

“
¥
Lo

LY

it
AR
1

£
OVEGHE
X .\ ‘_ N, R "_._;., .
¢
-
.'--“\.-'; ...., -
%
S0
\sx

\
X
SR

‘qs
&N
-
.
N

A
¥
A

¥l
.
2
X
-
:
-

IO R PIOV]

&

i
fe inven
HIVOTHEG

X

\?

*%1.

Wy

by

i

cheraie o
(8
£
§
o8
¥
lig .i,f
2
i a

R

‘-\b
"
\
¥
3
|
o
g
Tty
At

X

<>

&

%
L
3
3

o

LR TRRRETOW &
EEN

{3
3
3
ADF
331
%
o3
1
' af\-."."-._':'-'
1 e
i
3
&

.
BEs

N
»
+
&
| Y
W2 AN
.
3
i
ot
R
»
t
&
L3
‘n

10 3
33
i3
3
<
£
<

i1

¥,

£

} " ":::'
§

&

u

{1¢d

‘ ' 4\ L -
o
[ ]
w
Ry
. '. ‘e -'A'\\-,-'a;'
RGN £
w
1
.

PWNVE
RER!
X

£
)
y

LN
2
RS
b
i

3
v
i
3
1 USED
:
13
$:

S
v
N
N
N
2
=
\
o
L
-
2
3
e
% | . g.i
{2
N
}u,
¢
X

. R ' . r : \ N ~ . . . - 1 s R \ j

. \.. .\0\.\.& ..nr-.\\&. . \\M\ o o s.\...t \.\.,w - ..\.l“\.- o \.\5 . \.l.\“. .- Awwad roeeds e n._.”-.m \.a..l.-,n s #, o~ . ot .
. -, . 4 K .ll A A- R .. .D.\\ ot .*‘Q. \\.“. . \h‘h‘b" . e . %.‘ “‘0 . f&. .i . l..Q V‘ ’ . "\.
. - , . . ref x{‘M ipsisl- s v . 3 . . P ' el .M . = s

e . . + . s % . Rty ‘e : . . L PO e - ‘m . : : . - e Lty . .
. \ ’ . - . o . 4 . . . . #.I - :\ . r .‘. . - - v\“\ )

s FAp b Fapey i i Y \.M\ gl B L o s o s s o 2aall e o s
. e . s - . L J . . . . n

b
N\

&

*_ ...‘..'_
AT
.:.\.“

O

N

»

4

s

o K ) ) B o o . ) . - v A : - .0.-
- v e g 74" e, cicke S m&. ] = ki e N’ 20
- -t o - . " - . .tvt“ - an v - .\f\
o,

N .\..... P .nu......w " : .Vu A N .nw_-.“ . ..“.hc .ﬂ\fqn e

b ed,

\
t
o T
)

o N
)
-~
Yy
N
-

e . . ey . L . o . > v..n{.. 4 oh e ..M v \
. ) . 3# i l*f\ \l-v : . S . \n\n‘-.hw ..‘.\.\ e : no.. - - N . -w... 0\.0 : - r . .0.. I - \\. g Lt A : E- : - ] - .l‘\\..\. o
s, M\“\\ G e’ Lot ) ...{.{7 - n - . s e . (.\-v . , r . . e

'.’. .q
: ?‘"t_' e
LR NN

3
i
t

‘A, . PR ; . . o ..-T‘..“ R g - ~ e o rala” ) ‘o
2 " e ggn bl el 4 vy St RS . e E i
-....hw\s \i . . \..\..l; » u\‘b .\V..( o pp . o . .up\ . \..\n ) }..“. b K ...o. Ll ol ol ) . .\

.\-o-u-\.. ..us. . . . o \O.(-V T ;...Va.\h. ..r.. p ral » “ Rv.&u _ﬂ\,\\\. .\\-. ... .
¢ v rold g gl Fad. e ! gl R o s oy O “deed

. 4 PR . T
o Sl 4 Sy o o K
*! REadcS Laaad R A v P

-, - g .
v g oty . T Senlps:
L] .

srrry s e o s



PCT/US2008/051796

w of the iy

4 ‘.‘
2

ds.'l\-'-

w

\.

)

I

N
s

N
~

3

CA 02675170 2009-07-09

D}

X
X
L BB

0, 0,20, 0 0, g g g g B g i T, T R T I T R A

v e v e e e e et e e et e e e e e i \\\Wmmw

YOTHE

\.

v
»

.
‘
v ¥

RIPTHY

4N
.

v

“

- W
LY

NS

FDE

-

WO 2008/106254

A
%

BRIE

-

Y

l’lhm L g v’ .t&v . (l‘.l‘l.‘“' : i‘-.“ Q’&(\" » ‘h..*

S
\qv -y .-..\\\..\..\- .

-
"
VR
X
N,
)
Y
L
L)
LN
R
f"
X
S
N
3
)

- . ' . " ) v».. Mu\ .H. . -.. \ ‘o, -.\. .
i.v“” . LS e A\-luﬂ E sh%\h -_'.\ . .‘{i . ¢...I }v \lh_\”nl..b‘. In..’“*

S
Ly
i
s
{}
s
Al
N
3
.
R
>~

3
PO
Ty
“ -t
R
X
1A
B T
N
XA S BN R
RE
=D
1Y
% L
X f
.
R
3
L
%
‘™
3
L

=
$¥ovve
XX RS

N

.§'0~'

)

)

"

-

k.,

4
-
“
Lk
Ny P
1
,:;\
™
i3
§
i
Y
|
24
N
R
.
b
™
X
O
N
L)
| 8
%
%
™
*

| ]
<
S
A3
L3
»
k4]
¥
\
3
R
. . i . "\.
SN
"‘
‘
&>
b
iR

N et .
. _,.,\...SY\. il . s

R any
2
3
3
i

kW
“ R
FIRRET A
ph o s
T S
:. »
ii 3,
3
FER I E:
'y
£ &
N
MY 1
-
TS
3
Y
;ﬁ-
b3

. et o i 'y
: v YL : - Ml

i | EA
x o

L Y
3
{‘\
&
$
i’
)
} o
RSN
{.‘}:

'.{. .

: . . w
"- -

i
1
¥ing

3

»

18

w

&3

i

R
33
3

e o4
. weama ‘a2 S

| oty - o kol

= ~
"J'

aibv shiminatied.

bady of

H

15
obr

3

{;‘:.
5

3
IR

\
iy
Ky
*
.
<
5
I
£
1y
s
N
LY
s
E
{\

P
-

X,

:
w -

N 4

-

Ve TR PR
$
.
.
{
£

3

'
yr
F da
i
vy
\‘
.\q\.
o
> S . -AEY ”n.h.\s ’
o
Pty
P
v
\.‘.\
oy
i
PR

h .
Y

~
.
T
BS
R

¥
T
b "
3
£
§;\
howsn s
L3
&

.

i

“
3

&
3

v
o B
N
.‘{,-:
v

'
FER
$
g:}
{
STV

:
-'{

s the
&

"

N
'

[

&
3 I

>

LR
o N
‘ .
.

#-.' ..:
Y
.
3
W
= i .

Pﬁ.

~

3
Lokt

-
N
L
R
-

terchang

SR
i

it
|
£ {?{13;}’3{-
3
o
SeRias |

»

TR

>
i

ﬁ

¥
N N
T EERIS

O

3
T IO R
Y
LY

1riil

&

b
2wt

A
'
)

ap et

~

troduesd

-

¢
A N

e
28
-
“~
o

R
.,

Tietal se
:

2

- .h -
Ty el

P8
.: ,' -'.-;-‘_'--.‘ -:.\'.-.:"" | .
¥ LR (Epy R
W

Ko
AN
e ased

'
<

1O
i

i
i
&
)
:
i1 ref

SREZTRIEMRR

X

%
3
i

&
M

ew of the two pie
o

3
.

-
w
Nt
Des
q&-
,
1 9

wof the ¢

ay b

v

!

Ny

\

f‘
e '

X
OHIVE VISR
NTIHO

A

' ‘~ ' '
- 5 .§ }:‘;‘. ¥

rapEelve v
s
b
&
WOt s
b

e

-y

hanton

%
i
A 00 Vi

4
:. N, Y
N . - - . - e .
BN N W O '
‘i e > 4 »
- -

IK" ‘
'

R Gl £ o
FR%
G
.} ~
RRE:
“

-

1
T

v

N
§
. . ,_.\

=3
Lo

LB

A
¥

. .V ._.';‘
:
L

4
:
"Ig
i %

£
£31
3
LY
k) ".:f\i 1%

3

N

"
N
L Y

TLEFET
VIR R
SMIRY

*{\
A
Y

o
3
\
3

™

4
3%

B P
SONTHNYE
{i..

o
.:.

i
{-'}
st
X
Y

&
%
)
N
-
.

8
’
w
Y

£,
¥

&
v
;

N
'y
A
3
>
b
*
4

\
b
4

&
sovaiionm vias

1
.;"_- k .":.:'i '_'-.

>

\

w'

-

L.\
U
i plu
1“':
kY

A
> Ny
3
LR
<
i‘b
WA
}
" Y
Ny
<%
:
3

A"
o o einie
& -

-

fogeneio) whi
3
.
i

»
:
L
“
s ‘N.:';' '.c'_‘\ ™ ".
+
%
3 "¢
NN A
)
W
e q
N,
B S
- u\'-'t a4
m, b
-
3

o
L
A
2
) ,:,;” . ‘
O VR
v&
b
>
33
%
o
ty“ S
"
:
b
\\
-
o

»
\ -
Ny
Y
o
N
{1
o B
el
AR
e
-
-
‘\
Prg
LAy
e W
Y§i§
Ny
R

FRRY:
R
:t
%
N
N
3
%
N
RN
pY
33
3
N

) Tt o e AL,
Lo R wred o P g e A e n

L
\
.
.?‘\- .
™
SEERS e
N
D, 3
e
R
‘\'
X
3
™

N
i
“
)
A
3
N
R
¢
e
™ %
30
N3
-~
«.‘i
3
\‘tc
N
L8
»
PN
“
R
} 3
: &

s
o
3%
Q‘
°$
T
:. .
e
3
&
,
# )
23% Ot i
|
L | \ 1
Fi
Wi
32
Na
X E3
;

s .~. \.' ; . S \k.. .\.{.&..\.'. ' . i . "o - Nige
Lok R e s 4 s St Sy mw% i X a4 7o -,
;e K y o 3 b Py . " e, vy ) i ‘.
R b el e ¢y < R pos v. M L e ot L~

. Vatadd o e v .

P rird yors, pinine,
g
: e o LR S

-
\
b
S

&

-

X
DI
.
™
CRIFTION

’

. LS . w‘ :

o AT v pa et
¥ ' .

h?
N\
3

4 . -
et " S S 'R sy
-‘n .. hﬁ..l ;| ’ { oi- .. alv.\.&s‘ . [

s

!
X
LN x,
y
..J'
RRA R
3
. ROl
~
N\.
“
3
v
41

4 . L) b g 1
> J.!&. .. “\..... " ] - \ o‘.\- .x.. O's.w lt‘- \. s-“.\\- o



PCT/US2008/051796

CA 02675170 2009-07-09

WO 2008/106254

adit . " : " : X ol S

’ ’ .9, 4 - R A
o e s s ¢ SR

.. o t\.' S .I * r .«.‘”‘I\A . 't . . g. ' * . - x Wa U r \ £ ) -‘. v y ’ L : . . . . ] b/
st . ~M.__.h . ¢ - . A Mttt & ‘- e Dt A vy S Ea ...\.ﬂ g . L 2 s Yol . ras "pl e
. > | Ly prped L ) X Rar R Yy ¥ > s g S et . e, P 5 e, T -, PN . e

oy

?

i:S
{3:
T,
S
3
=y

e
N
-\‘ . . “ Y L
a
>
2N

3¢
53
)

3
-1
M S TR
%
i

?\
Shn
{'\
4
Y
Y
3
x
3
i3
{‘\
13
tj‘."‘
TR
%
A
<
i
(3% %
2]
.Q. 'i\\
3

:,\ S
-~
e
i1
<
.
3
5
.
$
[
LA
™,
i
0
3

¥
%

bl

W

*
b
:s,}: ¥ e
R
;
X
.
:
SRR ER LS
*{v
3
1
3

i

i

£3

Y
with

3

$

g2

1

3

¥

.

>

$

3

o

i

2

i

N

¥

.*:. .“t‘. "

v

f}

S

SEEY
%

i

X

vy
< 3
N

<
<
v
. .* \.
L]
LN N N )
"

¥

E"&
%
33-\;‘ b »
&Moo
X
.
$

2
{3
e
{
FHrou
e

LR
B
£
:
(.\
{
oy the ¢

a b
wd

1{ T
e
5¥
rat

H

:
i
&
}
$afIOnRE,
G
ALY
$
E
R
3
At

%
\ .
3

i
L
it
viiedd

h
2
2
- W

%L
¢
g

2
3
1S ¢
71 ¢
¥
REE:
1ER
£

;

TR

St

"

¥
&3\ T

;

3

.

i

¢
£
ad

£

i
1
E:

AL

5
2 .
b

#

: i

KA
3

v
<
A
%

o
i

3
3
2 ghoy

& 11t
i

@R
ir
‘
<

o
-

z,
3
XS
.
3
i)
al b

3 U
- oY
h ]
[

‘_‘q

i

3
ER
RS
i

2

&3
(!
Juvw
A - . ,‘." "‘ '
0 Al ..
N, . '\‘ . R . o -
LR

~3
e \}

t
: 'j
1
1

?
-
$

AT

oo
3 '“f

L8
n<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>