PCT/EP2011/063648

WO 2012/020006

1/35

009

00

00¢

0

00¢-

J9S

0oot

008

0

0

9

0

00¢c-

29S8

0oolL

008

0

0

9

0ot

00¢

0

00¢-

J3s

00l Ny

00GZ 000¢ 00SL O000L  00S

006¢ 000 00SL 000% 00S

0 00sS-

006¢ 000C 001t 000} 009

0 006-

| @4nbi4

001
“0Cl Ny

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

2/35

0001

008

009

ooy

00¢

0

00¢-

J°s

0

0001

006G

0

oo?om- 00SZ 0002 00SL
jol=13

L0

L 0z

L o

oo o

- 08 Ny

00~ 0052 000Z 00Sl

0

00¢-

000!

00S

0

o=

006¢ 000 O00Gl

0oot

00S

0

098

- 001 Ny

Z 2inbi4

- 00} Ny

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

3/35

0

00¢-

000}

008

0

0

9

0

00¢-

J8S

0001

008

0

0

0

00¢-

00V~

- O
- 09
- 08
L 001
- 021
-0l Ny

000¢ 00SL 000L 00§ 0

000¢ 00SIL 000  00S 0

000 00SL 000l 009 0

g

¢ ainbi

L 00L
- 05l Ny

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

4/35

000L 008 009 00¥ 00¢C 0 00Z- 00% 000y 000€ 000C 0001 0 000L-
Omw M . ONI J9S mm ON
- 0 T ealorttedgvbetiig-iohide . aufiii - 0
- 02 M _ - 02
t OY _|_ - OF ﬁ_
L 09 L 09
000L 008 009 00¥ 00CZ O 00Z- 00t~ 008 009 O00v 002 0 00Z- 00~
: g 0¢- J9s ol
V. ——w ..l-....-.lll.-.'-.l.l..,w. e ar e o s aebdlIIE -+ O
A AT N AW SV TLPY L 0L
DA AT st Mg K 2 (54
‘ , L 02 0
o Ay
00SZ 0002 00SL 000, 00S 0 005 009 00v 002 0 00Z- oo#om-
Jas 0¢- Jes
1o Lo
L 02
L 02
L OY
L 09 n_ oY m
-ow -om
L 001
Ny 08 y
000L 008 009 0OF 00Z O 00Z- 00b- 006Z 000Z 00SL 000L  00S 0 006G
20s r 0c- 29s
L 0
L 0T
L O m
09
08 y

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

5/35

0001

008 009 0Oy 00C

0 00¢

(0]0)

09s

ooovy 000¢€ 000¢

000!

0

0¢-
- 0

+ 0¢
- 0P
09
- 08

0001L-
0¢-

988

0

00¢-

-0

- 0¢

- O

- 09

- 08

- 001

00V~

G ainbi4

L 02 Ay

000L 008 009 00y 00¢ 0 00¢ oovWN

0
r 0C

=

0ooy  000€  000C 00Ol 0 0001~
08s

3

008 009 0O 00C 0 00¢- 00
23S T 0c-

NNV

LT A e AN AT A R AT Vi gl
awir e of £

 OF
» 09 MU

ny : : - 08 ny

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

6/35

s awi]
00S 00¥ 00€ 002 001 0 001
L 1 1 1 1 1 1 mu
¥ - :
. - A :
_— _ 5 g
gL 2
0z 9
Gz &
0e &
ge
o
s awil Sy
00S 00¥ 00€ 002 001 Ny
L 1 1 1 1 1 ﬁ”u—'u &(& OC_LDE
RS ———— 3
%///////@zu&u — y - O}
T “ oz @
~ -0 8
L o m
L 05
L 09
Ny
dvd oukD
s awi]
00S 00¥ 00€ 002 001 0 001
L 1 1 1 1 1 1 O—'
0
%/////ﬂﬂﬂ//ﬁ/ﬁ.ﬂ”u/ oL

[}
(35}
Response

V9 8inbi4

Nd

dv4 uewny



PCT/EP2011/063648

WO 2012/020006

7/35

005

oo

00s

oo

awiy
00€ 002 00+ 0

d

9 a.nbi4

[ [ [ [ [
W wrzl&w

dv oukD

00s

ml
0

S

ol
St
0c
Ge
0e
Ge
0j%

nd

oo

Response

dVd sulniyy

(o]
[aV]
Response

dv4 uewny

Response



PCT/EP2011/063648

WO 2012/020006

8/35

s awiy
00s 00v 00¢ 00¢ 00} 0 001-
I . l l I l l . L oo
AT 0
ol
0z g
0c §
or &
05 =
s awny 09
00s 00v 00¢ 00¢c 00!t 0 001- 0L
1 } 1 1 1 } L G ny
A 0 dV4d S2UlniN
]
(078
5L @
0c W.
¢ o
e @
o1
(074
14
nd
dvd ouAD
s awiy
00s 00+ 00¢ 00¢c 00} 0 001L-
L 1 1 1 1 L ml
AN - - 0
—— Ls ¢
9 a.nbi4 o g
o
. - Gl m
= 0C
- GC
nd
dvd UBWINH



PCT/EP2011/063648

WO 2012/020006

9/35

s
oo0ct

s awi]
002k 000+ 008 00¥ 002 0 002-
L o [ [ [ o [ [ ON-
— 0
0z
v 0 o
09 m
08 W
00l
ozt &
ovl
awlil SN 091
000+ 008 009 0o 002 0 002 4
L 1 1 1 1 1 1 1 ON: _ 3
T n 0 dV4d sulnpyy
0%
09 &
08 o
2 §
, g ©
S i
N 08l
Ny
dvd oukD
s awi)
00zt 000+ 008 009 0o 002 0 002
L 1 1 1 1 1 1 [ | Omu
0
[}
2
B o &
o
Y/ ©JNDI4 .
u o
051
002
Ny

dv4 uewny



PCT/EP2011/063648

WO 2012/020006

10/35

S

00zt 0001 008 009 00 002 0 002-
I } } s } } s } s } s L oz
NN o 0
0z
o 8
c
09 §
8 2
oo
0zt
ovL
Ny
awil dV4d S2UlniN
002t 0001 008 009 00 002 0 002-
L [ [ [ [ [ [ [ ON.
{ 0z
[}
oy @
09 2
08 &
00t
0zt
Ny
s awil
00zt 0001 008 009 00 002 0 002-
L 1 1 1 1 1 1 ON:
AR = 0
L 0z 2
Loy @
aInD o 2
Lo 2
' 001 =
L oz1
L ov1
Ny

dv4 uewny




PCT/EP2011/063648

WO 2012/020006

11/35

S

0oclt 000l 008

0ocl 000l

008

009

awiy

00t

00¢

0 00c-

gz

D/ 9inbi

S

0oclt
L

dv4 oukD

000l
1

0

0

8

Response

dV4d suuniy

dv4 uewny

Ol-
ol
0e
0S
0.
06

Nd

Response

Response



PCT/EP2011/063648

WO 2012/020006

12/35

V8 a8inbi4



PCT/EP2011/063648

WO 2012/020006

13/35

gg a.nbi4



PCT/EP2011/063648

WO 2012/020006

14/35




PCT/EP2011/063648

WO 2012/020006

15/35




PCT/EP2011/063648

WO 2012/020006

16/35

[Wu] -ouod ¥90°0

8OV
9l

oy

¥90°0

cay
9l

¥90°0

A=}
9l

[wu] -ouod ¥90°0

82L00 vy 2€0 ¥ 8 WV 00Z|82L00 Vv 2e0V 8 00Z|82L00 V¥ ZEO0OV 8 00T

8OV

9l

oy

¥90°0

eay
9l

)4

¥90°0

cde
9l

ov

0
000¢
000t
0009
0008
00001
00021
0oovi
00091

6 2.nbi

00081

3Juddsalonj) uesw

82uU92salony ueaw

SUBSTITUTE SHEET (RULE 26)



WO 2012/020006 PCT/EP2011/063648
17/35

@)
-
= B
= o.
S 4
®)) 70 23
H- 2
2
Z
e %
o I
XX .
T T R
A N i
L0
<<
[&]
K
. / A E 3
o0
g&?
[22]
c
N
%

[ny] Aisuajul asuassalon|d

SUBSTITUTE SHEET (RULE 26)



Y-Jl1ld Y-Ol11d Y-J11d

PCT/EP2011/063648

18/35

WO 2012/020006

0L 0L 0L 0L0O oL 0L oL _oOLO 0L 0L 0L 0LO
s ¥ ¢ 4 s v ¢ 4 s v ¢ 4
1 1 | N 1 ] i 1 1 ] 1 1 i1 ¢
F 0 Aa;/ 0 \w..o
- 05 0S
E oot 001 - 00l
I 2 |
Fosk 5 05 5§ .
” 002 002
- 002 i
c : ( 052 -
062 -00€
1317 — 74t —— Apoqnue Asepuodas
ob| govyny ob] z4¢ny (ny-nue) qe -oas Ajuo sja3 0
00Z
oov
009
Ll 2.Inbi4 00
: 0001
0ozl
oovi
0091
008l

junod

SUBSTITUTE SHEET (RULE 26)

a9uadsalonyy ueipaw



PCT/EP2011/063648

WO 2012/020006

19/35

dv4ny-43H -1dM S0¢ 0]0D SEY AN-VAIN  L€Z GIN-VAN NHOV 68E€SONO

qe qe qe qe qe qe qe
29S |89¥ | 24€ | 995 [|8O¥ | T4E | 99S | 8OV | Z4E | 098 |8DF | ZAE | 99S | 8OV | 24E | 998 |8O¥V | 24€ | 995 |89V | CdE

HEEN | B

AR:IUIE

00¢
ooy
009
008
0001
111142
oovi
0091
0081
000¢

aouassalon|j uesw
SUBSTITUTE SHEET (RULE 26)



WO 2012/020006 PCT/EP2011/063648
20/35

360

[ secondary antibody only

Kl
B 4Gs

180

60

incubation at 37 °C [min]

10

Figure 13A

o o o o
o o o o
9 O © <

1200 R R R R N R N N N N N A A A A A AR EREREEEEEEEE
200 S sssssssEEEEEEEEEEEEEEEEEEEEEEEEEEEEE

80u99salony) ueipaw



WO 2012/020006 PCT/EP2011/063648
21/35

180

|:| secondary antibody only

B scs

Incubation time at 37°C [min]

6001
0
0
0
100+

o o o o o
] < 135) «

Figure 13B

82uU99saioN|) ueIpaP



PCT/EP2011/063648

WO 2012/020006

22/35

V¥ 1 8inbi

AN

ob §o¢ dyd-nue



PCT/EP2011/063648

WO 2012/020006

23/35

gy | 8inbi

¢33

DodE HHE OF

PSR

o fOd d¥dnue



WO 2012/020006

Figure 14C

EEAY

3, th

£
B
555
&
J
%
=9
E.
P
[~

24/35

GATM

PCT/EP2011/063648



PCT/EP2011/063648

WO 2012/020006

25/35

dv | 8inbi4

ug

£,

3

2L E

R

B goF dvdnue



PCT/EP2011/063648

WO 2012/020006

26/35

ulw 0¢ 74 0¢ Gl ol g 0 padnpal paonpail jou
. 0 N
N gL
0¢ Le
Go¢
t O
09 A1)
G| a.Inbi4 -
V.6
08 oLl
: ﬁoow == 00C
¥EL 91 nvw - .w
jwoei 001 08 09 ov 0¢ 0 W 0S¢ 00¢€ 082 00Z 0GL 00L 08 O
T o e ik
1; 00S 00s
000l 000l
00G1L _ 0051
000¢ 0002
00s¢ 0052
y
nyw m nyvyw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

27/35

uiui 0¢ S¢

91 8inbi

fw 0ct 00l

6€L91

o 0Oc¢ 0

]

09
_

2

00§

0001

0061

000¢

00s¢
nvw

A

 0¢

oy

09

08

t 001

nvw

pasnpai

G'Le

1€
G'9¢

¥'SS
€99

- ' /6

€9l
00¢

poaonpai jou

lw ooy 0G€ 00€ 0S¢ 00C 0SL 00L 0S

0

—

>

00s

000t

00s1L

000¢

0062
nvw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

28/35

uw

0¢ T4 0z Gl ol g 0
0
ﬁ 0L
0z
0¢
ov
/| @inbi4 os
c t 09 Q
059°91 nvyw
jwozL 0O0L 08 09 OF 0Z O W 00¥
[ o
002
00%
009
008
— Ayw

pednpal

G'Le
3%
§'9¢

¥'GS
€99
= V'.6
=~ €OL1

00¢

paonpai jou

001
00¢
00¢€
00v
00§
009

004
nvw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

29/35

W oclL

e 0€ 52 0c Sl 0l S 0 pasnpal pasnpal jou
\ . )9INE :
ol :
Sl G'1e
0c B L€ Le
0€ o 5 O¢ 5'9¢
v .
5 o sl - 16
€'99
Q1 =24NDI4 09 VL6 v16
" - gL .
& eoLl
c e {d 00¢ 002
yL9'0) nv
00L 08 09 Oy Oc lw ooy 00€ 002 0O} 0
0 =0
002 h ‘
00l
00%
002
009
008 00€
000} 00¥
002} g
Avw

nvuw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

30/35

uiu 0¢

0l

61 @Inbi

uiw ool

08

09

6vS Ll

ov

0¢c

1

0s

001
0G1
00¢
0G¢
00€
0G¢

ooy
nvw

ol
0c

0¢

ova

nvw

S

pasnpai

A4

| G}C

L€
G'o¢

LA}
€99
v'.6
€9l

00¢

pasnpai jJou

@%&ﬁ

34
GS

VL

Ll

bLL

8€¢
89¢

jw o0 00€ 002 OCL O

—

00s

0001

0061

000¢

00S¢
nvw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

31/35

uiwi 0¢ T4 0¢ Gl

]

0Z @inbi

¢lS'Ll

lwoct 00L 08 09 Oy 0¢C

~

ool
00¢
00¢€
ooy
006G

009
nvw

A

0¢c

oy

09

08

nvw

W 009

paonpai

ooy 00

Sikes i
AP

A g,

vyl
S'ie
1€

G'o¢

pednpal jou

4%
SS

(VA

Ll

YA
8¢c

89¢ _MU

00§

0001

006Gl

000z \I

Nnvw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

32/35

uiw 0¢ S¢

0¢ Gl ol

1 ¢ 8inbi4

ilwocL 00F 08 09

TANWA

or 0¢ 0

\ [

00¢
oov
009
008
000l
00¢1L
oovi

0091
nvw

ol

174

0¢

oy

0s
nvw

lwoos 06y 00 0S€ 00€ 06C 00¢

r' 3

pasnpai

e i,

paosnpai jou

(84
G§

A

Ll

LLL
8¢c¢d

89¢

]

00s

0001

0061

0002
!

nvw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

33/35

U

om m.m c.N m._‘ o.F 0
ﬂ
AAIE
eLLLL
woct 00L 08 09 o 0¢

00¢

110)4

009

008

000}
nvw

pasnpai

A

0 e . =)
S e | GV T ; il 4
oL e :_x@ G5
cl G'9¢ : L/
02 - 1
oz — |pce : LiL
o€ e e L
S¢ rolve ez
-7 lgez
o O . I
nvw . | | ;
SR I
Wweos 00y O00E 00Z 00L O
. = 0
3
00S
0004
005}
J
nvw

SUBSTITUTE SHEET (RULE 26)



PCT/EP2011/063648

WO 2012/020006

34/35

jw/bn g
Hb| gop

jw/Br o1
Hb| 8o

jw/bn g
56| LHSe

jw/br g1
56| LHSC

- 0

- 0000¢
- 0000¥
- 00009
- 00008
- 000001
- 0000¢Ct
- 0000V

000091

000081

HAIN/E

00000¢

92U99s340N|} UBIPaW /{9 BX3|Y



PCT/EP2011/063648

WO 2012/020006

35/35

90 8OY =
M 8Dy =
o6 24¢ =
M 2HE —
96 |H8Z -

M |HBC —&—

¢ 81nbi4

(jw/6rl) uonesnuasuod Apoquue

001 0l . Foo

100°0

1000°0

i~ K 7

N

Ol

Gl

0¢

T

AN
7

Ge

0€

- G¢

Bui|y wepuadap Apoqnue 9,



