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Efficacy of Anti-NRP1 and VEGF-A Combination Treatment

TGD [%] A%TGD {%@Zﬁ;{
820 Combo  Combo/B20 By ps 0.05
MDA-MBZ31 50 88 25.04 1
H1299 218 294 24.47 1
SKIMES 80 96 22 62 3
HT28 a5 115 10.49 1
MY522 81 88 413 0
LS174T 87 54 0 0
A549 163 151 0 0

RMA Expression (gRT-PCR) Corrslation with

Efficacy of Anti-NRP1 and
AMi-VEGF.-& Combination Treatment

stat.rho p.value
maodel 0.0566 7.85E-17
SemalB -3.8164 2.955E-07
LGALSY 0.758¢ 1.402E-05
TGFL 0$.7498 2475805
TGas 0.6744 0.0009
Bvi 0.6663 0.0013
HGF -0.6613 0.0018
RGSS -3.6389 (.0038
LGALSY -3.8228 0.0083
SemadF -0.6206 0.0068
SemalA 0.5988 0.0135
C8F2 0.5953 0.015
Proxi -0.55 0.0428
FIGF 0.5507 (.05
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TGFh1 Expression in Human Xenografts
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SemalA Expression in Human Xenografts
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Relative Expression
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LGALST Expression in Human Xenografis
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ITGab Expression in Human Xenografls

1024+
5124 4
2554
r
128-
64~
30 %
16
8.~
4...
5. ¢ B MV522
& H1299
1- v SKMES
z & HT20
& MDA-MB231
% ABAG
X LS174t
0 10 20 30

A% TG



5758

{5F2 Expression in Human Xenografts
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RGS5 Expression in Human Xenagraﬁ&;
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SemadB Expression in Human Xenografis
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SemaldF Expression in Human Xenografts
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Relative Expression
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LGALSY Expression in Human Xenografts
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Efficacy of AntiVEGE-C and Antl-VYEGF-A Combination Treatment

TGO [%] A% TGD (%ff;:;?;%’
E¥AL Combo  Combol/B20 By ps0.065
A549 155 254 38.86 1
MDA-MB231 | 109 111 13 0
H460 188 242 18.72 1
BxPC3 80 99 104 0
"pLDA 715 755 218 0
HT29 73 90.5 10.05 0
SKMES 53 78 16.67 0
WMV522 74 58 g 0
PC3 22 27 3.95 0




Relative Expression
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VEGF-C Efficacy Modeling

64

stat.rho p.value
model 0.885 347E-14
VEGF-D 0.941 1.81E-18
FGF2 0.776 1.03E-08
CSF2 -0.736 1.41E-07
VEGE-A -0.705 7.88E-07
VEGFRS 0.667 4.81£-08
RGSS/CDHS 0.585 8.02E-05
Proxt -(.582 0.00013
ICAMY -0.552 0.00032
ESM1 -0.633 0.00656
PIGF -0.480 0.00177
ITGas -0.383 0.01760
TGFb -0.498 0.6607
VEGF-O 0.332 0.0266

FiG. 17

VEGF-A Expression in Human Xenografis
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VEGF-C Expression in Human Xenografts
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YEGEF-D Expression in Human Xenografis
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VEGFR3 Expression in Human Xenografis
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FGFZ Expression in Human Xenografis
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B5536 CSF2 Expression in Human Xenografts
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ICAMT Expression in Human Xenografts
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RGE5/CDHS Expression Ratio in Human Xenografis
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Proxd Expression in Human Xenografts
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ITGad Expression in Human Xenografts
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Efficacy of Anti-EGFL7 and

16/ 58

Anti-VEGF-A Combinalion Treatment

TGO [%] A% TGD
820 Combo  Combo/B20
AS49 184 184 {
MDA-MB231 101 183 46.1
H460 143.5 224.7 40.25
ByPC3 188.5 302 34.22
SKMES 71 72 ¢
SWa20 155 150 4
H1299 47.8 232 124.6
My522 62 58 g
PC3 14.4 21.3 5
FIG. 31
EGFLT Efficacy Modsiing

gstat.rho pvalue

model 0.80%9 &.18k-11

chiet -3.811 4.33c-11

Sema3B -3.306 6.77E-11

FGRG -(3.648 2.63E-06

R -0.638 3.87E-06

HGF -0.637 4.38E-08

MEAPS -0.606 1.68E-05

EFEMP2 -0.588 3.42E-05

VEGF-C 0.576 5.25E-05

RGSS -0.575 5.54E-05

NRP1 -(3.549 (.00014

FBLNZ -£.540 0.0001%

FGF2 -0.518 0.00037

CSF2 0512 0.00045

FDGF-C -0.500 0.00064

Bvg 0.499 (.00066

CXOR4 -0.454 0.00221

TNFa 0.428 0.00438
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Relative Exprassion

4°F
(]

{ =0
§ 30

Sema3B Expression in Human Xenografls
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HEF Expression in Human Xenografls
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Relative bxpression
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‘RG35 Expression in Human Xenografts
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NRP1 Expression in Human Xenografis
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FGF2 BExpression in Human Xenoorafls
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BvE Expression in Human Xenografls
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THFa Expression in Human Xenografis
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FH1T Expression in Human Xenografts
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Fibulind Expression in Human Xenografis
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PDGF-C Expression in Human Xehografis

gt i Y
1ot

& ABLG

0 MDA-MB231
& H480

& BxPC3

& SKMES

® SWa20

o H1290

v MVEZ2
#PC3

i %

¥

: 75 100

0 25 50 125
A% TGD
Efficacy of Anti-NRP1 and
VEGF-A Combination Treatment
A%TED  (aimad
Combo/B20 By ps0.05
MOA-MB234 25.04 1
H1249 24.47 1
SKMES 2262 1
HT29 10.49 1
1050489 15 1
A2780 24.3 1
UBTMG 16.7 1
MV522 4.13 Y
L8747 0 {
AS548 0 0
Cakl-2 {0 O
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RNA Expression {gRT-PCR) Spearman rho Correlation with
Efficacy of Anti-NRP1 and Anti-VEGF-A Combination Treatment

TGO Binary

stat.rheo pvalue stat.rho pvalus
Semal3d -0.8356 <0.0001 -0.7568 <{.0001
TGFb1 0.8323 <0.0001 (.6487 <{3,0001
FGFR4 ~(.7475 <0.0001 -.8534 <{3.0001
Yimantin 0.6423 <0.0001 0.5406 <{.0001
Semalh 0.8384 <0.0001 0.6119 <0.0001
PLO -0.6218 <0.0001 -0.8168 <0.0001
GXCLS 0.3158 0.0188 (.5071 <0.0001
FTGas 0.5819 <0.0001 0.7131 <(.0001
PIGF 0.5527 <0.0001 0.5281 <{.0001
oLz 0.5183 <0.0001 0.4619 0.0004
HGFRPS -(0.4891 0.0002 -0.5881 <0.0001
LGALSH 0.484 0.0002 (0.5751 <(.0001
HGF -0.57 <0.0001 -0.687 <{.0001
TSP -0.4441 0.0007 -0.5924 <{3.0001
CHCLT .0.4802 0.0001 {1.6671 <(.0001
CHCLZ 0.4222 0.00143 0.5314 <(.0001
At 0.45811 0.0005 0.5682 <(.0001
FGFB 0.3926 0.003 f.5.

51
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Sermald Expression in Human Xenografis
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FGFR4 Expression in Human Xenografts
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SemaldA Expression in Human Xenografis
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CXCLS Expression in Human Xenografls
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PIGF Expression in Human Xenografis

PIGF

Relative Expression
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IGFBP4 Expression in Human Xenografis
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HGF Expression in Human Xenografis
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CACLT Expression in Human Xenografts
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4 Efficacy of Anti-VEGE.C and
Anti-VEGF-A Combination Treatment
A%TGD  (Binerd]
Xenografts
Set i Combo/B20 By ps0.058
AB4Y 38.86 1
MDA-MB221 1.3 0
H480 18.72 1
BxPC3 10.4 {
DLD-1 248 0
H129 10.05 0
SKMES 18.687 0
MV5e24 a G
PC3 3.95 0
A% TGE gﬁgfﬁ’
KXenografts
Set i Combo/B20 By pe 0.05
LXFE4DY o 0
LXFLIGT4 3 0
LAFALZD 12 1
LEFATI? 2 {
LXFAT335 11 0
CXF243 14 1
CXF280 1 0
MAXFS83 2 0
MEXFO8D Q 0
BXFi218 15 1
BXF1382 21 1
| BXF463 0 0
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VEGF-C Efficacy Modeiing

Gene [Tumor] Xegz?z‘:aﬁ }iegz? ;’Eafi
VEGE-A .51 .8,
PIGF -0.85 1.5.
VEGF-C 0.32 | 0.48 (0.71%)
VEGF-D 0.72 -0.27
VEGFR3 0.72 n.s. |
e 0.58 .53
CHCLA2 0.55/0.62 0.65/0.74
Hheax -0.61 (.54
Coldatiz -0.58 -0.45
Akt -0.54 -0.51
ESM -0.58 -0.52
Mincla n.s. G.62
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VEGF-C Expression in Human Xenografts
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ESM1 Expression in Human Xenografts
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L8 Expression in Human Xenografts
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CXCLY Expression in Human Xenografts
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Hhex Expression in Human Xenografis
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Cold Expression in Human Xenografis
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Mincle Expression in Human Xenografts
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Efficacy of Anti-EGFLYT and
An-VEGF-A Combination Treatmernt

Efficacy
A% TGD {Binary)
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SWE20 0 0
H1288 124.6 1
Mvsa2 G 0
PC3 & 0
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EGFLT Efficacy Modsling

statrho pyalue
modet
fFrast -3.63 < .0001
chet -(3.56 < 0.0001
Sema3l -0.65 < §.0001
FGFS -0.41 {.0021
FN -(3.50 < 0.0001
HGF -0.511 < 0.0001
MFAPS (.48 0.0002
EFEMPZ -3.48 0.0004
VEGF-C 0.43 0.0011
CXCL2 .66 < 0.0001
FBLNZ -0.53 < §.0001
FGR2 -0.42 0.0016
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FGFS Expression in Human Xenografis
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VEGF-C Expression in Human Xenografts
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BvE Expression in Human Xanografis

00324
-]
& 0.0164
&}
5 - B A540
5 00084 & MDA-MB231
L ¥ H4G0
]
Z + % & BxPC3
[\ N .
= 03l 4 & SKMES
§ 4,010 O SWBa0
i £ 11299
T MV522
2. 0x10793 & MX1
L o PC3
% OVCARS
o .25 50 75 400 125 150

A % TG

THFa Expression in Human Xenografts

%

e T

16+

W A540

& MDAMBZ3
¥ H480

& BxPC3

& SKMES
£ SWE20
4 A H1298

T MVBZ2
<& MXY

o PC3

i ® OVCARS

Y
El

|

H
1

i
¥

Relative Expression
oz
2

0 o5 50 75 100 125 150
A% TGD




B4

e
[ S WS

chief Expression in Human Xenografls
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MFAPS Expression in Human Xenografls
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Mincle Expression in Human Xenografts
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