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Figure 2B
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Bevacizumab effect in patients with low PLGF {(optimized)
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Figure 5A

Bevacizumab effect in patisnts with low VEGFA & VEGFR2
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Figure 5B

Bevadizumab effect in patients with low VEGFA & PFLGF
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Figure 6A

Bevacizumab effect in patients with low VEGFA & VEGFRZ
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Figure 6B

Bevacizumab effect in patients with lowe VEGFA & PLGE
Progression Free Survival

o DVECIZUM AL, N=64/63, med=148 |
s = placebny, n=d7/47, meds66

0 100 200 300 400 500 600
~ Study Day

Survival Probability

0.0 06

Bevacizumab effect in patients with high VEGFA & PLGF
Frogression Free Survival

e Fyeyacizumaly, n=32447, med=152 i
= = rlacebo, n=58/58, med=75

0.6

Survival Probability

0.0

600 800



WO 2082/018546 PCT/EP2011/062226

11/20
Figure 7A

Bevacizumab effect in patients with low VEGFA & VEGFRZ & PLGF
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Bevacizumab effect in patients with iow VEGFA & VEGFR2 & PLGF
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Figure 8: SEQ ID NO:1, Exemplary amino acid sequence of VEGFA.
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Figure 9 SEQ 1D NO:2, Exemplary amino acid sequence of VEGFR2.

10
MOSEVLLAVA

70

WLWPNNOIGSE

130
YREPFIASVS

290
IRKGETTPSY

250
KLVLNCTART

310
DQGLYTCAAS

(9%}

70
BIKWYXNGIP

43

|

POQIGEKSLIS

RVISFHVIRG

610
PYCKNLDTLW

670

VLERVAPTIT

290

LWLCVETRAA

co
{3

EQRVEVTECS

140

DOHGVWVYITE

200
MISYAGMVEC

260
ELNVGIDENW

EY
SGLMTERNST

[
|

-

&

380
LESNHT IKAG

440
PVDSYQYGTT

500
FQGGNKIEVN

Er Ay
NERWRY

FEITLOFDMO

620
ELNATMESNS

&
GNLENQTTSE

a0
o

30

EVGLPEVSLD

a0

DELFCKTLTI

5

[

jo

NENKTVVIPC

EAKINDESYQ

279

EYPESKHOHK

330
EVRVHEKPFV

390

HVLTIMEVSE

450
OTLICTVYAL

510

FMOFALIEGK

PTEQESVILW

530

TNDILIMELR

9
2

=10

[0}]
=
n
e
=i
O o

[ EVE

19
LPRLSIQRDT

—

00

FRVIGNDTIGA -

160
LGSISHRLNVS

220
STMYTVVVVG

280
KLVNRDLKTQ

340
AFGSGMESLV

400
RDTGNYTVIL

480
PPPHATHWYH

52

o

NKTVSTLVIO

580
CTADRSTFEN

640
NASLODQGHRY

700
SGNPPPQIMW

50

LTTHANTTLO

170
CARYPEKRE

230
YRIYDVVLSP

290.

SGEEMEKELS

350

EATVGERVRI

410
TNPISKEKQS

470
OLEEECANER

[x]

o
)

o

AANVERALYERC

590
LTWYRKLGECE

650

£n

VCLAQDRRTK

-
1
too

FEDNETILVED

50
ITCRGQRDLD

120

ASVIYVYVOD

180
VPDGNRTSWD

360
PAKYLGYPEP

420
HVVSLVVYVE

480
SOAVEVTNRY

540
EAVNKVGRGE

600
LPTHVGELET

660
RRHCYVRGLT

720

SGIVLEDGNR



WO 2012/010546

- Figure 9 (continued): SEQ ID NO:2, Exemplary amino acid sequence of VEGFR2.
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Figure 14: SEQ ID NG:3, Exemplary anvno acid sequence of PLGF.
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Figure 11:
IMPACT
140000 -
120000 - o VEGF -5 111
= VEGF-A 121
100000
wenfpe \[EGF -8, 165
@ 80000 -
= il VEGEF-A 189
o
< 60000
40000 -
20000

s 5 i
e
T

1,95 3,8 78 156 3,3 625 125 250 500 1000

Concentration {ph)



WO 2012/016546 PCT/EPZO11/062226

18/20
Figure 12:
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Figure 14:
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