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gD ﬁﬁf}ﬂﬁﬁ FRBRR / E i 2252 TGI P FGFRI®D

Pi ] ETIV PDX TR At (%) BRI TR
HCT116 RS P 15 mg/kg BIW 0% ns FEHNE

" . ) _
Colo205 NS 1\ 5 mg/kg BIW 38% P <0.001 | FEsgig
Colo201 Bl S 1P 15mgkg | BIW 0% ns FrIHE
G-401 LiliRES P 15mgkg | BIW 36% P<0.05 | IR

1 _
A498 kK P | 15me/ke | BIW 7% ns | e
Caki-1 HlfRE v 10 mg/kg BIW 81% P <0.001 | IR
A549 Ak P | 10mgke | BIW | 38% | P<0.05 | s
NCIL460 | sk P | 10mgke | BIW | 35% | P<0.05 | g
NCI-H226 | #ifagk P 15mgkg | 3x/w 55% | P<0.001 | g
NCI-H520 | sk P | 20mgke | BIW | 47% | P<005 |5
NCI-
H1703 Rk P | 15mgke | BIW | 31% | P<005 |
NCI-
H2126 il 1P 15 mg/kg BIW 0% ns FELEE

Jils NCI-H441 | gk IP 15mgke | BIW 0% ns JEH00E

NCI-H358 | #fkugk P 15mgkg | BIW 0% ns FriiE
NCI-H522 | #fagk P | 10mgke | BIW | 4% | P<0.05 | s
NCI-
HI1581 AR 1P 15 mg/kg BIW 74% P=0.002 | &
DMS53 FHRER 1P 15 mg/kg BIW 64% 0.003 IR
DMS114 HlfRE 1P 15 mg/kg BIW 64% P <0.001 | 588
Calu-1 AR P 15mgkg | BIW 0% ns FELBIE
D35087 PDX 1P 15 mg/kg BIW 57% P<0.01 | FE0E
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D37638 | PDX P | 15me/ke | BIW 0% L
D35376 PDX 1P 15 mg/kg BIW 0% ns FEIBIE
LXFA-737 | PDX 1P 15 mgikg BIW 0% ns FEHHIE
LXFA-629 | PDX 1P 15 mg/kg BIW 65% P=0.007 | 08
i MSTO- P<
211H AHRaER P 15 mg/k BIW 64% 0.0001 FEIENE
g
U-87 kK P | 15mgke | BIW 0% ns | JemE
THEBSFE | (15 bk P | 15meke | BIW | 36% L
U-251 FHRaRE 1P 15mgke | BIW 48% 0.0078 | FEHiE
MR
sraE | Y79 Sk P | 10mgke | BIW 0% ns | s
0.15
RINEHR Dul45 gk P mg/kg 3x/w 31% ns FrihiE
MFE-280 | #fakk P 15mg/kg | BIW 96% | P<0.001 | i@
TEAE | gpeas | s P | 15mgke | BIW | 30% | P<005 | s
MFE-319 | ik P | 15mgke | BIW 0% ns | esiE
MDA-MB-
v 231 AR P 15mg/kg | BIW 0% ns PR
JIMTI IR Ip Imeke | BIW | 28% | P<00s5 | #ig
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0000000000000 D00000D00000
(i bR PiE" &5 F bR P!
ETV4 2.897 | 0.01639 SPRY3 1.665 | 0.4944
FGFRI 2.447 | 0.01669 SPRY1 1.394 | 0.5008
FGFR3MIc | 9.863 0.01944 DUSP6 | 0.6418 | 0.507
FGFI8 6.915 | 0.02227 FGFI9 1.203 | 0.5338
FGF2 247.7 | 0.03569 FLRTI 1.158 | 0.5676
FGFRIIIc | 3.647 0.0431 FGF3 1.431 | 0.5699
DUSP4 0.09578 | 0.08166 FGFR4 1.347 | 0.5755
INC 0.0345 | 0.1212 FGF9 0.5356 | 0.6102
VIM 5.155 0.1448 FGFR3 1.767 | 0.6165
ETVS 1.447 0.1567 SPRY?2 0.3142 | 0.6313
FGFBP3 1.84 0.1592 SERPINET | 0.333 | 0.6642
PLAU 0.3842 | 0.1781 FGF21 1.935 | 0.6744
PLAUR 0.3805 | 0.2408 FLRT? 0.2276 | 0.693
FGF7 1.991 0.243 FGFR2b | 0.9266 | 0.7897
FGF5 24.79 0.2691 FGF6 0 0.8316
KDR 0.5892 | 0.2742 FGFBPI 0.5 0.8372
FGFI1 2.153 0.2944 SOX9 1.181 | 0.8372
MET 0.4225 | 0.2962 SPRY4 0.9028 | 0.8372
FGF2 5.48 0.3015 NCAMI 1.661 | 0.8731
DUSP5 0.4765 | 0.3238 FGFS 1.052 | 0.9552
FGF22 1.604 0.3434 ELK4 1.062 | 0.9815
FGFI0 1.91 0.3518 CDH1 0.1158 | 0.9818
FGFR2 1.402 0.3587 ELK3 1.157 | 0.9818
FGF1 0.09845 | 0.398 FGFBP2 | 0.7737 | 0.9818
FGFR2Iilc | 5.546 0.4195 FGFI6 1.076 1
FGFI7 1.334 0.4361 FLRT3 0.7523 1
FGFR3IIb 1.08 0.451
FGF20 5.967 0.4729
FGFRIIb | 0.6493 0.486
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B’ET RS | pE’ BET s PiET
FGE2 34371002857 | | popg 0.3268 | 0.5338
SPRY? 0395 [ 005714 | | piros Loasos | o0.6573
FGFR3IIIc | 3.765 | 0.1375 ELK4 1019 | 0.6857
DUSP5 | 03241 |0.2 FGFBP? | 0.6526 | 0.6857
FGFRIIIc |3.688 | 02343 FLRT3 | 02211 |0.6857
FGF21 6868 | 02454 FGFII | 2039 | 0.7308
FGFR? | 8793 | 0.2949 FGFS 4405 | 0.8294
FGFRI 372 |0.2949 FGFR2IIC | 2.029 | 0.8357
FGFI9 2079 | 03094 FGFI 145 | 08357
FGFRIIIb | 0553 | 0.3429 FGFR3 | 1285 | 08357
ELK3 0.5091 | 0.3429 FGFR4 | 0.8265 |0.8357
SPRY4 0.3532 | 0.3429 FGFI0 | 04615 | 08357
FGFBPI | 0.1836 | 0.3429 FGFI7 | 04268 | 0.8357
pUSPs | 0.1254 | 0.3429 ETVS 0.8563 | 0.8857
DKK3 465 | 0366 FLRT? 0828 | 0.8857
FGFIS 2455 |0.366 FLRTI | 08212 | 0.8857
FGF22 1373 | 0.3836 PLAUR 0716 | 0.8857
FGF2 3092 | 0.4452 FGFR3IIb | 0.7137 | 0.8857
VIM 4122 | 04452 FGFR2b | 0.5752 | 0.8857
ETV4 1665 | 0.4452 FGFI6 | 1786 | 0.9452
FGFBP3 | 4424 | 04857 sPRY3 | 1051 | 0.9452
SOX9 0.3956 | 0.4857 FGF9 207 |1
SERPINEI | 0.3155 | 0.4857 Neami 1391 |1
SPRYI 0.1799 | 0.4857 puUsP4 09031 |1
FGF3 0.8571 |1
FGF7 0.738 |1
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HCT116 LS 1P 15 mg/kg BIW 0% ns
R Co010205 Hkakk v 5 mg/kg BIW 38% | P<0.001
Colo201 R P 15 mg/kg BIW 0% ns
- A498 Ak 1P 15mg/kg | BIW 7% ns
Caki-1 SRR 1Y 10 mg/kg BIW 81% P <0.001
A549 kK 1P 10mg/kg | BIW 38% | P<005
NCI-H460 kK P 10mg/kg | BIW 35% | P<0.05
NCI-H226 Ak P 15mg/kg | 3x/w 55% | P<0.001
NCI-H520 Ak 1P 20mg/kg | BIW 47% | P<0.05
NCI-H1703 | #fagk 1P 15mg/kg | BIW 31% | P<0.05
Jil NCI-H2126 | Affakk P 15mgkg | BIW 0% ns
NCI-H441 Rk IP 15mg/kg | BIW 0% ns
NCI-H358 kK IP 15mg/kg | BIW 0% ns
NCI-H522 kK 1P 10mg/kg | BIW 4% | P<005
NCI-H1581 | #kagk 1P 15mg/kg | BIW 74% | P=0.002
Calu-1 AR 1P 15 mg/kg BIW 0% ns
il MSTO-211H | #ifakk 1P 15me/ke | BIW 64% | P <0.0001
U-87 HEREER 1P 15 mg/kg BIW 0% ns
MREBHE | U-118 ARk P 15mgkg | BIW 36% ns
U-251 Ak 1P 15mg/kg | BIW 48% | P=0.0078
FEECHErE | Y79 Hlakk 1P 10mg/kg | BIW 0% ns
5
BIZIR Dul45 AR P n(l)g}l;g 3x/w 31% ns
TEPIB HEC-1B Hlakk 1P 15mg/kg |  BIW 30% | P<0.05
MDA-MB-
s 231 Atk P 15mg/kg | BIW 0% ns
JIMT1 207 1P 1 mg/kg BIW 28% | P<0.05
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ACSE

ﬂ

Uil

[

2 EtF FGFR1 ECD
T FNRIFEEHD);
SP-hFGFR1-ECD.353

MWSWKCLLEW
ESFLVHPGDL
ITGEEVEVQD
ALPSSEDDDD
KKLHAVPARK
IGGYKVRYAT
YQLDVVERSP
PQPHIQWLKH
MEVLHLRNVS
EERPAVMTSP

AVLVTATLCT
LQLRCRLRDD
SVPADSGLYA
DDDSSSEEKE
TVKFKCPSSG
WSIIMDSVVP
HRPILOAGLP
IEVNGSKIGP
FEDAGEYTCL
LYLE

ARPSPTLPEQ
VQSINWLRDG
CVTSSPSGSD
TDNTKPNPVA
TPNPTLRWLK
SDKGNYTCIV
ANKTVALGSN
DNLPYVQILK
AGNSIGLSHH

AQPWGAPVEV
VQLAESNRTR
TTYFSVNVSD
PYWTSPEKME
NGKEFKPDHR
ENEYGSINHT
VEFMCKVYSD
TAGVNTTDKE
SAWLTVLEAL

£FE¥rh FGFR1 ECD
T I NARFFRRL)
hFGFR1-ECD.353

RPSPTLPEQ AQPWGAPVEV ESFLVHPGDL LQLRCRLRDD

VQSINWLRDG
CVTSSPSGSD
TDNTKPNPVA
TPNPTLRWLK
SDKGNYTCIV
ANKTVALGSN
DNLPYVQILK
AGNSIGLSHH

VQLAESNRTR
TTYFSVNVSD
PYWTSPEKME
NGKEFKPDHR
ENEYGSINHT
VEFMCKVYSD
TAGVNTTDKE
SAWLTVLEAL

ITGEEVEVQD
ALPSSEDDDD
KKLHAVPAAK
IGGYKVRYAT
YQLDVVERSP
POPHIQWLKH
MEVLHLRNVS
EERPAVMTSP

SVPADSGLYA
DDDSSSEEKE
TVKFKCPSSG
WSIIMDSVVP
HRPILOAGLP
IEVNGSKIGP
FEDAGEYTCL
LYLE

SP-hFGFR1-ECD.339

MWSWKCLLEW
ESFLVHPGDL
ITGEEVEVQD
ALPSSEDDDD
KKLHAVPAAK
IGGYKVRYAT
YQLDVVERSP
PQPHIQWLKH
MEVLHLRNVS

AVLVTATLCT
LOLRCRLRDD
SVPADSGLYA
DDDSSSEEKE
TVKFKCPSSG
WSIIMDSVVP
HRPILQOAGLP
IEVNGSKIGP
FEDAGEYTCL

ARPSPTLPEQ
VQSINWLRDG
CVTSSPSGSD
TDNTKPNPVA
TPNPTLRWLK
SDKGNYTCIV
ANKTVALGSN
DNLPYVQILK
AGNSIGLSHH

AQPWGAPVEV
VQLAESNRTR
TTYFSVNVSD
PYWISPEKME
NGKEFKPDHR
ENEYGSINHT
VEFMCKVYSD
TAGVNTTDKE
SAWLTVLEAL

hFGFR1-ECD.339

RPSPTLPEQ AQPWGAPVEV ESFLVHPGDL LQLRCRLRDD

VQSINWLRDG
CVTSSPSGSD
TDNTKPNEVA
TPNPTLRWLK
SDKGNYTCIV
ANKTVALGSN
DNLPYVQILK
AGNSIGLSHH

VQLAESNRTR
TTYFSVNVSD
PYWTSPEKME
NGKEFKPDHR
ENEYGSINHT
VEFMCKVYSD
TAGVNTTDKE
SAWLTVLEAL

ITGEEVEVQD
ALPSSEDDDD
KKLHAVPARK
IGGYKVRYAT
YQLDVVERSP
PQPHIQWLKH
MEVLHLRNVS

SVPADSGLYA
DDDSSSEEKE
TVKFKCPSSG
WSIIMDSVVP
HRPILQAGLP
IEVNGSKIGP
FEDAGEYTCL

SP-hFGFR1-ECD.339-
Fe

MWSWKCLLEW
ESFLVHPGDL
ITGEEVEVQD
ALPSSEDDDD
KKLHAVPAAK
IGGYKVRYAT
YQLDVVERSP
PQPHIQWLKH
MEVLHLRNVS
EPKSSDKTHT
TPEVTCVVVD
¥YNSTYRVVSV
ISKAKGQPRE

AVLVTATLCT
LOLRCRLRDD
SVPADSGLYA
DDDSSSEEKE
TVKFKCPSSG
WSIIMDSVVP
HRPILQAGLP
IEVNGSKIGP
FEDAGEYTCL
CPPCPAPELL
VSHEDPEVKF
LTVLHQDWLN
PQVYTLPPSR

ARPSPTLPEQ
VQSINWLRDG
CVTSSPSGSD
TDNTKPNPVA
TPNPTLRWLK
SDKGNYTCIV
ANKTVALGSN
DNLPYVQILK
AGNSIGLSHH
GGPSVFLFPP
NWYVDGVEVH
GKEYKCKVSN
DELTENQVSL

AQPWGAPVEV
VQLAESNRTR
TTYFSVNVSD
PYWTSPEKME
NGKEFKPDHR
ENEYGSINHT
VEFMCKVYSD
TAGVNTTDKE
SAWLTVLEAL
KPKDTLMISR
NAKTKPREEQ
KALPAPIEKT
TCLVKGFYPS
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DIAVEWESNG
RWQQGNVFSC

QPENNYKTTP
SVMHEALHNH

PVLDSDGSFF
YTQKSLSLSP

LYSKLTVDKS
GK

hFGFR1-ECD.339-F¢

RPSPTLPEQ
VQSINWLRDG
CVISSPSGSD
TDNTKPNPVA
TPNPTLRWLK
SDKGNYTCIV
ANKTVALGSN
DNLPYVQILK
AGNSIGLSHH
GGPSVFLFPP
NWYVDGVEVH
GKEYKCKVSN
DELTKNQVSL
PVLDSDGSFF
YTQKSLSLSP

AQPWGAPVEV
VOLAESNRTR
TTYFSVNVSD
PYWTSPEKME
NGKEFKPDHR
ENEYGSINHT
VEFMCKVYSD
TAGVNTTDKE
SAWLTVLEAL
KPKDTLMISR
NAKTKPREEQ
KALPAPIEKT
TCLVKGFYPS
LYSKLTVDKS
GK

ESFLVHPGDL
ITGEEVEVQD
ALPSSEDDDD
KKLHAVPAAK
IGGYKVRYAT
YQLDVVERSP
PQPHIQWLKH
MEVLHLRNVS
EPKSSDKTHT
TPEVTCVVVD
YNSTYRVVSV
ISKAKGQPRE
DIAVEWESNG
RWQQGNVESC

LQLRCRLRDD
SVPADSGLYA
DDDSSSEEKE
TVKFKCPSSG
WSIIMDSVVP
HRPILOAGLP
IEVNGSKIGP
FEDAGEYTCL
CPPCPAPELL
VSHEDPEVKF
LTVLHQDWLN
PQVYTLPPSR
QPENNYKTTP
SVMHEALHNH

7 hFGFR1 7 FN_FFR

MWSWKCLLFWAVLVTATLCTA

8 Fe C2378

EPKSSDKTHT
TPEVTCVVVD
YNSTYRVVSV
ISKAKGQPRE
DIAVEWESNG
RWQQGNVFSC

CPPCPAPELL
VSHEDPEVKF
LTVLHQODWLN
PQVYTLPPSR
QPENNYKTTP
SVMHEALHNH

GGPSVFLFPP
NWYVDGVEVH
GKEYKCKVSN
DELTKNQVSL
PVLDSDGSFF
YTQKSLSLSP

KPKDTLMISR
NAKTKPREEQ
KALPAPIEKT
TCLVKGFYPS
LYSKLTVDKS
GK

9 72 Fe #1

ERKCCVECPP
TCVVVDVSHE
FRVVSVLTVV
KGQPREPQVY
EWESNGQPEN
GNVFSCSVMH

CPAPPVAGPS
DPEVQEFNWYV
HOQDWLNGKEY
TLPPSREEMT
NYKTTPPMLD
EALHNHYTQK

VFLEFPPKPKD
DGVEVHNAKT
KCKVSNKGLP
KNQVSLTCLV
SDGSFFLYSK
SLSLSPGK

TLMISRTPEV
KPREEQFNST
APIEKTISKT
KGFYPSDIAV
LTVDKSRWQQ

10 RFEH72 Fe 2

ESKYGPPCPS
VICVVVDVSQ
TYRVVSVLTV
AKGQPREPQV
VEWESNGQPE
EGNVFSCSVM

CPAPEFLGGP
EDPEVQFNWY
LHQDWLNGKE
YTLPPSQEEM
NNYKTTPPVL
HEALENHYTQ

SVFLFPPKPK
VDGVEVHNAK
YKCKVSNKGL
TKNQVSLTCL
DSDGSFFLYS
KSLSLSLGK

DTLMISRTPE
TKPREEQFNS
PSSIEKTISK
VKGEYPSDIA
RLTVDKSRWQ
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=T A498 A549 Caki-1 Calu-1 Colo201 | Colo205 | D35087
AREG 0.007391 | 0.188156 1.24833 | 0.141611 1.1487 0.5 5.41702
CAI2 6.49802 1.46409 1.00696 | 0.064257 | 0.003826 | 0.011924 | NA
CDH1 0.001253 1.79005 | 0.269307 | 0.071298 3.94493 11.7942 | NA
DKK3 0.128514 | 0.028557 1.01396 2| 0.000157 0 3.50594
DUSP4 0.000171 | 0.066064 | 0.007977 | 0.028956 | 0.085378 | 0.171943 | NA
DUSPS 0.026645 | 0.102238 0.68302 | 0.697372 | 0.125869 0.07966 | NA
DUSP6 0.083043 | 0.203063 3.27161 1.18921 3.11666 | 0.570382 | NA

EGF 0.004072 | 0.010525 | 0.036398 | 0.065607 | 0.000162 | 4.11E-05 | NA
EGFR 0.646176 | 0.353553 | 0.450625 0.97942 | 0.558644 | 0.438303 | NA

ELK3 0.04095 | 0.307786 0.76313 1.44393 | 0.085378 | 0.065607 | NA
ELK4 0.000015 | 6.28E-05 | 0.000265 | 7.67E-05| 0.000513 | 0.000322 | NA
ERBB2 0.096723 | 0.185565 | 0.712025 [ 0.271684 | 0.528509 | 0.566442 | NA
ERBB3 0.456916 0.50698 0.22638 | 0.001677 1.23114 | 0.7578358 2,53696
EREG 0] 0.080772 2,11404 | 0.673617 1.03526 | 0.129408 0.03438
ETV4 0.010672 | 0.697372 | 0.346277 | 0351111 | 0.297302 | 0.624165 3.77951
ETVS 0.034674 | 0.200267 | 0.784584 | 0.528509 [ 0.303549 | 0.389582 [ NA

FGF1 0.037421 0.00357 | 0.001186 | 0.043889 0.04095 | 0.021051 | 0.681223
FGF10 0| 1.17E-05 | 3.73E-05| 0.000147 [ 2.69E-05 | 2.19E-05 [ 1.73E-05
FQGF11 0.076947 | 0.003173 0.01937 [ 0.000644 | 0.003696 | 0.002182 | 0.753929
FGF16 0 0.000348 | 0.000804 | 0.000649 | 0.002372 0.00143 | 0.011209
FGF17 4.72E-05 | 0.000148 | 4.14E-05 | 0.000156 | 0.001391 0.00093 [ 0.000251
FGF18 0.000735 0.00194 | 0.004129 | 0.107321 | 0.006801 | 0.015303 | 0.012216
FGF19 0 | 0.000207 0 0| 0.358489 | 0.721965 | NA

FGF2 0.035158 | 0.166086 | 0.524858 | 0.000581 0 0 | NA
FGF20 0.000159 | 0.000246 | 0.018841 | 0.005799 [ 0.000115 0 | NA
FGF21 4.29E-05 | 3.58E-05 0| 2.55E-05] 0.000918 | 0.000561 | NA
FGEF22 0.003002 | 0.004581 | 0.002879 | 0.004581 [ 0.003285 | 0.002244 | NA

FGF3 1.09E-05 0 0 0] 0.021945 | 0.036147 | NA

FGF4 0 0 0 0 0 0 | NA

FGFS 0.020054 | 1.01E-05 | 0.033262 | 0.248273 0| 2.83E-05| 0.005164
FGF6 0 0 0 0 0 0 | NA

FGF7 4.23E-05 0 9.3E-06 | 0.000143 0| 3.01E-05 0
FGF8 0.000116 | 3.12E-05 | 0.000338 | 3.63E-05 0.00296 | 0.000918 | 0.000517
FGF9 0.000672 | 0.000735 | 0.001994 | 0.003545 | 0.037682 | 0.035649 | NA
FGFBP1 | 0.001245 | 0.111878 2.01391 [ 0.002405 | 0.006434 0.0017 | NA
FGFBP2 | 7.46E-05 | 0.001253 | 0.005839 [ 0.002137 0.00148 | 0.000355 | NA
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Bi=F A498 A549 Caki-1 Calu-1 Colo201 | Colo205 | D35087
FGFBP3 0.000203 [ 0.001861 | 0.003217 | 0.000868 | 0.001642 | 0.002438 | NA
FGFR1 0.356012 [ 0.535887 1.1487 1.53688 | 0.664343 | 0.126745 4.30765
FGFRIIIb | 0.000152 | 0.000309 | 0.000288 | 0.000282 | 0.000963 | 0.000456 | NA
FGFRI1IIc | 0.119908 | 0.131215 [ 0.193446 | 0.646176 | 0.114229 | 0.009753 | 0.381142
FGFR2 0.166086 | 0.001186 0.00072 | 0.001554 | 0.092142 | 0.003401 23227
FGFR2IIIb | 0.009163 | 0.000334 | 8.63E-05 | 0.000169 | 0.045753 | 0.001797 | NA
FQFR2IIIe | 0.196146 | 0.000175 | 0.000133 | 0.000804 | 0.000275 | 8.51E-05 0.00162
FGFR3 0.327598 | 0.044811 | 0.456916 | 0.033493 | 0.148651 | 0.038741 4.50554
FGFR3IIb | 0.006661 [ 0.006003 | 0.006524 0.00014 | 0.023036 | 0.010167 | NA
FGFR3IIIc | 0.039555 | 0.001576 | 0.063813 | 0.005048 0 0] 0.001059
FGFR4 0.167241 | 0.111105 | 0.558644 | 0.000399 | 0.184284 | 0.107321 [ 0.041146
FLRTI 0.002489 0.02352 0.01209 | 0.007867 [ 0.040107 | 0.076415 | NA
FLRT2 4.03E-05 | 0.042986 | 0.003879 1.12506 0| 5.24E-05 | NA
FLRT3 0.001586 [ 0.051474 | 0.042986 | 0.000052 | 0.000186 | 0.001773 | NA

HGF 0 [ 0.007977 | 0.033961 | 0.000725 0 0 0
IGF1 0.000405 [ 0.002613 0| 0.000381 | 3.25E-05 0| NA
IGFIR 0.02977 ] 0.598739 | 0.071794 | 0.469761 1.10957 1.01396 | NA

IGF2 0.004129 0.05954 | 0.060371 | 0.043285 | 0.002438 | 0.000299 | NA

KDR 0.000502 [ 8.34E-05 | 0.000238 0.01418 | 0.000478 | 0.000122 | 0.000281
MET 1.28343 | 0.503478 7.26015 1.50525 | 0.790041 [ 0.366021 | NA
MMP1 2.51E-05 | 0.018841 | 0.007599 | 0.303549 | 0.000413 | 0.000899 | NA
MMP2 1.54E-05 | 0.030186 | 0.888843 2.39496 0 0 12.3138
NCAMI 0.05366 | 5.85E-05 | 0.000485 | 0.000394 | 0.000159 | 2.44E-05 | NA
PDGFRa 0.000627 0.00095 | 0.173139 | 0.219151 0 0 [ 0.023016
PDGFRb 0.001887 [ 0.000735 | 0.021793 | 0.952638 | 0.002405 | 0.001114 | NA
PLAU 0.013888 [ 0.267943 5.20537 | 0.456916 | 0.271684 | 0.289172 | NA
PLAUR (0.228458 0.97942 | 0.920188 1.94531 | 0.582367 | 0.248273 | NA
SERPINE1 0.61132 | 0.230047 1.94531 9.00047 | 0.077482 | 0.105843 | NA

SOX9 0.602904 1.26576 2.82843 1.72907 1.87905 4.85678 | NA
SPRY1 0.013415 [ 0.022718 | 0.160428 | 0.198884 | 0.119908 | 0.186856 | NA
SPRY2 0.028756 | 0.136787 0.5 ] 0301452 | 0.395021 0.50698 | NA
SPRY3 0.002668 | 0.003086 | 0.014579 | 0.001491 | 0.002668 | 0.003521 | 0.003134
SPRY4 0.002372 [ 0.001565 | 0.005336 | 0.022876 | 0.009163 | 0.020905 | NA

TGFa 0.456916 [ 0.051833 | 0.258816 | 0.009552 | 0.271684 | 0.127626 | NA

TNC 0.002542 [ 0.007139 | 0.222211 1.67018 0.50698 | 0.123279 | NA

VIM 27.0958 13.8326 122.786 60.9688 | 0.336808 | 0.166086 43.9259
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5T D35376 D37638 DMS114 | DMSS53 Dul45 G-401 HCT116

AREG 0.004051 1.51362 | 0.000292 | 0.008144 | 0.166086 0.0019 2.18859
CAl2 NA NA NA NA 0.015303 0.02936 | 0.026278
CDH1 NA NA NA NA 0.933033 | 0.003262 1.09429
DKK3 0.000737 3.12315 | NA NA 0.010237 | 0.018073 | 5.43E-05
DUSP4 | NA NA NA NA 0.01468 | 0.000155 | 0.052193
DUSP5 | NA NA NA NA 0.028956 | 0.011281 | 0.316439
DUSP6 | NA NA NA NA 0.692555 2.63902 4.08405
EGF NA NA 0] 0.000918 | 0.065607 | 1.09E-05 | 0.008609
EGFR NA NA NA NA 0.594604 | 0.000399 1.42405
ELK3 NA NA NA NA 0.041521 | 0.156041 | 0.234881
ELK4 NA NA NA NA 0.000023 | 6.28E-05 | 0.000104
ERBB2 | NA NA NA NA 0.389582 | 0.121582 | 0.217638
ERBB3 0.000903 | 0.108909 | 0.001913 | 0.012691 | 0.260616 | 0.031686 | 0.231647
EREG 0| 0.002591 0] 9.93E-06 | 0.034197 | 0.003853 5.65685
ETV4 0.151082 1.54928 | NA NA 0.014579 1.20581 0.15822
ETVS NA NA NA NA 0.046071 | 0.426317 | 0.371131
FGF1 0.000328 [ 0.050036 | NA NA 0.001631 | 0.000176 | 0.034674
FGF10 0.000157 0.00023 | NA NA 3.39E-05 0.5 [ 0.000192
FGF11 0.012728 | 0.101173 | NA NA 0.008669 | 0.251739 | 0.022876
FGF16 0.026669 | 0.026479 | NA NA 0.000585 | 0.000311 | 0.000918
FGF17 0.000632 | 0.006306 | NA NA 0.006801 | 0.000681 | 0.011359
FGF18 0.000445 | 0.002484 | NA NA 0.00286 | 0.003826 0.03082
FGF19 NA NA NA NA 0.000128 | 0.000937 | 0.035897
FGF2 NA NA NA NA 0.107321 | 0.008373 0.10083
FGF20 | NA NA NA NA 0.00145 0.30566 0.00613
FGF21 NA NA NA NA 0.000193 | 4.59E-05 | 0.000231
FGF22 NA NA NA NA 0.008373 | 0.002668 0.01937
FGF3 NA NA NA NA 0| 6.23E-05] 0.000331
FGF4 NA NA NA NA 0 0 0
FGF3 5.91E-05 | 0.000808 | NA NA 0| 1.84E-05 0
FGF6 NA NA NA NA 0.000052 0 0.00015
FGF7 0 0 | NA NA 7.11E-05 | 0.000233 [ 0.000045
FGF8 0.000961 [ 0.001714 | NA NA 0.000301 0.01541 [ 0.006003
FGF9 NA NA NA NA 0.003065 | 0.001137 | 0.009227
FGFBPL | NA NA NA NA 0.050067 0 [ 0.248273
FGFBP2 | NA NA NA NA 0.001211 0.00029 [ 0.005048
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(79)

Bisf D35376 | D37638 | DMS114 | DMS53 | Dul45 G-401 HCT116

FGFBP3 NA NA NA NA 0.000618 | 0.060371 0.00588
FGFR1 0.581641 | 0.709808 | 0.678302 | 0.078563 | 0.220676 | 1.32869 | 0.517632
FGFR1IIb | NA NA 0 0] 0.001665 | 5.62E-05 [ 0.085378
FOQFRIIIIe | 0.069464 | 0.386462 | 0.027585 | 0.01698 | 0.057512 | 0.473029 | 0.063373
FGFR2 0.000917 | 1.05416 | 0.008974 | 0.001084 | 0.033032 | 1.22264 | 0.137738
FGFR2I1lb | NA NA NA NA 0.023036 | 0.049721 | 0.118257
FGFR2I1Ic | 0.000498 | 0.012137 | NA NA 0.00075 | 0.972655 | 0.000294
FGFR3 0.009346 | 0.580312 | 0.009163 | 0.002093 | 0.033262 | 0.025559 | 0.329877
FGFR3I1lb | NA NA NA NA 0.005799 | 0.000844 | 0.030607
FGFR3Ille | 9.87E-05 | 0.00035 | NA NA 0.000135 | 0.003747 [ 6.36E-05
FGFR4 0.000564 | 0.009061 | 0.002879 | 0.000168 | 0.004395 | 0.015953 | 0.042394
FLRT! NA NA NA NA 0.01698 | 0.005839 | 0.034197
FLRT2 NA NA NA NA 0.009889 | 0.010027 0
FLRT3 NA NA NA NA 0.007867 | 0.000886 | 0.002372
HGF 0.044508 | 0.009057 | NA NA 6.2E-06 | 2.23457 0
IGF1 NA NA NA NA 0.002036 | 0.000294 0
IGFIR NA NA NA NA 0.297302 | 0.065154 | 0.088388
IGF2 NA NA NA NA 0.006754 | 0.104386 0.20166
KDR 0.000377 ] 0.009784 | NA NA 0.00294 | 0.000142 | 0.000557
MET NA NA NA NA 0.119908 | 0.003747 1.1487
MMP1 NA NA NA NA 0.044502 | 0.000184 | 0.002339
MMP2 0.000158 | 0.138658 | NA NA 0] 0.325336 0
NCAMI NA NA NA NA 0.000061 | 0.562529 | 0.003401
PDGFRa 0.005323 | 0.038353 | NA NA 0.000208 | 0.001748 0
PDGFRb NA NA NA NA 0.001381 | 0.007443 0.00294
PLAU NA NA NA NA 0.289172 | 0.00324 | 0.297302
PLAUR NA NA NA NA 0.194791 | 0.035403 [ 0.429283
SERPINE1 | NA NA NA NA 0.03983 | 0.001153 0.45376
SOX9 NA NA NA NA 0.063813 | 0.012174 1.94531
SPRY1 NA NA NA NA 0.004876 | 0.088388 | 0.030396
SPRY2 NA NA NA NA 0.027017 | 0.721965 | 0.055553
SPRY3 0.00269 | 0.006099 [ 7.89E-05 | 0.000644 | 0.007599 | 0.007922 | 0.020054
SPRY4 NA NA NA NA 0.000162 | 0.00162 | 0.003773
TGFa NA NA NA NA 0.05954 | 0.000428 | 0.121582
TNC NA NA NA NA 0.014579 | 0.000162 | 0.000118
VIM 16.4293 | 3.26549 | NA NA 2.15846 | 38.5858 | 0.051119
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(80)

JP 2015-505818 A 2015.2.26

LXFA- MDA- MFE- MFE-

BioF HEC-1B | JIMT1 LXFA-629 | 737 MB-231 280 319

AREG 0.000804 0.0625 0.794269 | 0.941087 1.37554 | 0.001511 | 0.001271
CAIl2 2.8481 | 0.010672 [ NA NA 0.119908 | 0.02683 | 0.035403
CDHI 0.033493 | 3.20428 | NA NA 0.000139 | 0.602904 | 0.895025
DKK3 0.646176 | 0.118257 0.039949 | 0.067093 | 0.000516 | 0.188156 | 0.000761
DUSP4 | 0.000446 | 0.023683 | NA NA 0.070805 | 0.001511 | 6.87E-05
DUSPS | 0.203063 | 0.050067 | NA NA 0.432269 | 0.039282 | 0.02936
DUSP6 236199 | 0.183011 | NA NA 3.68075 1.3566 | 0.084202
EGF 0.00588 | 0.023196 | NA NA 0.011125 | 0.001061 | 0.00362
EGFR 0.432269 | 3.03143 | NA NA 1.86607 | 0.092783 | 0.307786
ELK3 0.628507 | 0.154963 | NA NA 0.539614 | 0.03983 | 0.037163
ELK4 0.000032 [ 0.00143 | NA NA 8.28E-05 0] 8.3E-06
ERBB2 | 0.535887 [ 5.06303 | NA NA 0.11744 | 1.31039 | 0.48971
ERBB3 | 0.072293 [ 0.271684 0.152936 1.94598 | 0.046071 | 0.309927 | 0.080214
EREG 2.038E-05 | 0.06164 0.067803 | 0.041083 0.25349 | 1.78E-05 | 0.000119
ETV4 0.528509 [ 0.493116 0.185141 | 0.889459 | 0.210224 | 0.888843 [ 0.011598
ETVS 0371131 [ 0.179244 | NA NA 0.248273 | 0.05672 | 0.017824
FGF1 0.003354 | 0.036398 0.0984 | 0.004799 | 0.077482 | 0.000462 [ 0.001032
FGF10 3.03E-05 0 3.2E-05 | 2.51E-05 | 3.23E-05 | 0.000168 | 4.9E-06
FGF11 0.009552 | 0.017948 0.173307 | 0.554631 | 0.003086 | 0.057115 | 0.009037
FGF16 9.78E-05 | 0.002137 0.016327 | 0.025879 | 0.000341 | 0.000485 | 0.000147
FGF17 0.000821 [ 0.024349 0.000633 | 0.003234 | 0.000391 | 0.034197 | 0.013139
FGF18 1.45397 | 0.057115 0.00032 | 0.001085 | 0.001362 | 0.049378 | 0.043586
FGF19 0 0 | NA NA 7.26E-05 | 0.008432 | 7.3E-06
FGF2 0.021793 0 | NA NA 0 | 0.009889 | 0.001598
FGF20 0.006896 0 | NA NA 0.001785 | 0.001004 | 0.000016
FGF21 2.66E-05 | 0.000452 | NA NA 1.25E-05 | 0.000084 | 7.1E-06
FGF22 0.00519 | 0.019237 | NA NA 0.003401 | 0.012691 | 0.049037
FGF3 0.000011 [ 0.001289 | NA NA 0 | 0.000735 0
FGF4 0 0| NA NA 0 | 0.000437 0
FGFS 0.001011 [ 0.004364 0.006428 | S5A47E-05| 0.181747 | 2.23E-05 | 7.8E-06
FGF6 0 0 | NA NA 9.5E-06 0| 3.09E-05
FGF7 2.14E-05 0 0 0] 4.14E-05 | 9.85E-05 | 0.003173
FGF8 0.001325 [ 0.00064 7.08E-05 | 0.000522 | &.11E-05 | 0.000331 [ 0.000368
FGF9 0.001011 [ 0.008549 | NA NA 0.000495 | 0.001245 | 0.013697
FGFBPIL | 0.20733 | 0.664343 | NA NA 0.002244 | 0.002355 | 0.002065
FGFBP2 | 0.003195 | 0.000428 | NA NA 0.000127 | 0.001887 | 0.003961
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(81)

JP 2015-505818 A 2015.2.26

LXFA- | LXFA- MDA-MB- | MFE- MFE-

BsF HEC-1B | JIMT1 629 737 231 280 319

FGFBP3 0.000267 | 0.003065 | NA NA 0.00734 | 0.001047 | 0.00162
FGFR1 0.479632 | 5.89708 0.6208 | 0.448755 0.524858 | 1.22264 | 0.554785
FGFRIIIb | 0.000475 | 0.204476 | NA NA 0.00097 | 0.00734 | 0.000509
FGFRI1IIIe | 0.236514 | 1.86607 | 0.114633 | 0.108525 0.204476 | 1.02101 | 0.267943
FGFR2 0.050067 | 1.21419] 0.121945 | 0.001513 0.003065 | 0.027394 | 0.211686
FGFR2IIIb | 0.012344 | 0.602904 | NA NA 0.001169 | 0.014279 | 0.160428
FGFR2IIIc | 0.016289 | 0.005448 | 2.79E-05 | 0.000266 0.000137 | 0.001178 [ 0.009486
FGFR3 0.200267 | 0.840896 | 1.05256 1.51215 0.005154 | 0.094732 | 0.062935
FGFR3IIIb | 0.023196 | 0.148651 | NA NA 0.00147 ] 0.007391 | 0.005486
FGFR3IIIc | 0.013139 | 0.000194 | 0.000669 | 0.000864 0.000132 | 0.000144 | 0.000152
FGFR4 0.225313 | 0.094732 | 0.005931 | 0.111491 0.000523 | 0.013985 | 0.004581
FLRTI 0.00362 | 0.018711 | NA NA 0.031034 | 0.041521 [ 0.040667
FLRT2 0.001677 0| NA NA 0.069348 | 0.00362 | 0.089003
FLRT3 0.041521 0| NA NA 2.87E-05 | 0.002228 | 0.034197
HGF 2.62E-05 0| 4.75E-05 0 0 | 5.13E-05 | 2.36E-05
IGF1 0] 0.000581 | NA NA 0.000045 | 0.030186 | 0.000653
IGFIR 0.125869 | 0.61132 | NA NA 0.200267 | 0.063373 | 0.004743
IGF2 0.137738 | 0.196146 | NA NA 0.034197 0.0625 | 0.11744
KDR 0.000375 | 0.000233 | 0.000274 | 0.000304 0.01038 | 0.000686 | 0.001532
MET 446915 | 0.920188 | NA NA 0.450625 | 0.019915 | 0.057115
MMPI1 0.021642 | 0.00162 | NA NA 0.45376 | 0.00093 | 0.002981
MMP2 0.162668 | 0.038741 | 0.67301 | 0.009119 0.000419 | 0.001381 [ 0.000509
NCAMI 0.000104 | 9.58E-05 | NA NA 9.7E-06 | 0.039555 [ 0.010027
PDGFRa 8.51E-05 [ 0.001011 | 4.55E-06 | 0.001835 0.004016 | 0.018581 [ 0.001253
PDGFRb 0.000862 | 0.002559 | NA NA 0.019915 | 0.003521 | 0.001025
PLAU 1.34723 | 1.40444 | NA NA 2.32947 | 0.007139 | 0.004581
PLAUR 0.316439 | 0.632878 | NA NA 0.757858 | 0.080772 [ 0.008201
SERPINE1 | 0.096723 | 7.51618 | NA NA 2.82843 | 0.008432 | 0.001069
SOX9 0.858565 | 0.000145 | NA NA 0.429283 | 0.149685 | 0.004395
SPRY1 0.234881 | 0.00982 | NA NA 0.061214 | 0.039282 [ 0.014989
SPRY?2 0.271684 | 0.035403 | NA NA 0.297302 | 0.017098 [ 0.029157
SPRY3 0.008432 | 0.012604 | 0.001365 | 0.045286 0.004518 | 0.006087 | 0.015843
SPRY4 0.020334 | 0.002981 | NA NA 0.018581 | 0.001861 | 0.000821
TGFa 0.118257 | 0.120742 | NA NA 0.034915 | 0.027776 | 0.087172
TNC 0.01541 | 0.737135 | NA NA 0.146604 | 0.020617 | 0.00613
VIM 69.551 | 5.54044 | 0.091157 | 0.065954 44,3235 | 2.39496 | 0.463294
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(82)

JP 2015-505818 A 2015.2.26

MSTO- NCI- NCI- NCI- NCI- NCI- NCI-

Bi=F 211H H1581 H1703 H2126 H226 H358 H441

AREG 0.0017 | 0.000868 | 1.87E-05 | 0.064704 | 0.013048 | 5.73582 | 2.44528
CAl2 0.084788 | 0.084202 | 0.000012 | 0.003645 | 0.015734 0 0
CDH1 0.009618 [ 0.073302 | 0.000772 | 1.81504 | 0.042986 | 12.7286 | 9.84916
DKK3 411246 | 0.127626 | 0.094732 | 0.000255 | 0.161544 0| 3.71E-05
DUSP4 0.000309 [ 0.000219 0.0007 | 0.045123 | 0.003496 | 0.040386 | 0.013508
DUSPS5 0.186856 0.02797 0.02977 | 0.02836 | 0.174343 | 0.223756 | 0.190732
DUSP6 0.255253 1.47427 | 0.149685 | 0.062935 | 0.063813 | 4.34694 | 2.86791
EGF 0.003595 | 0.000997 0.00011 | 0.000542 0.00982 | 0.07966 | 0.049721
EGFR 1.56917 | 0.108819 0.34151 | 0.460094 3.05252 | 0.628507 | 0.895025
ELK3 0.473029 | 0.214641 | 0.376312 | 0.063813 | 0.435275 | 0.463294 | 0.329877
ELK4 3.97E-05 | 3.55E-05| 0.000788 | 2.85E-05 | 4.44E-05 | 2.64E-05 | 0.00181
ERBB2 0.189465 | 0.368567 | 0.246558 | 0.20733 | 0.156041 | 0.641713 | 0.482968
ERBB3 0.011125 | 0.208772 0.00942 | 0.099442 | 0.073812 | 0.721965 | 0.447513
EREG 0] 0.000157| 1.41E-05 | 2.93E-05 | 0.000145 | 0.907519 | 1.18099
ETV4 0.063813 | 0.408951 | 0.466516 | 0.019641 | 0.166086 | 0.230047 | 0.148651
ETVS 0.15932 | 0.271684 | 0.907519 | 0.03125 | 0.293209 | 0.183011 | 0.20733
FGF1 0.007813 0.00564 | 0.002668 | 0.000158 | 0.016289 0.0819 | 0.006849
FGF10 0.000194 [ 0.000546 | 9.58E-05 | 1.35E-05 | 0.000343 | 7.31E-05 | 3.58E-05
FGF11 0.022876 | 0.301452 | 0.001543 | 0.00282 | 0.005486 | 0.042394 | 0.019641
FGF16 0.002079 | 0.000523 | 7.46E-05 | 0.000239 | 0.002372 | 0.00029 | 0.001099
FGF17 4.32E-05 0.00879 | 0.001887 | 0.000117 | 0.001091 | 0.002307 | 1.46E-05
FGF18 0.005373 [ 0.119908 | 0.005154 | 0.000549 | 0.619854 | 0.000686 | 0.000816
FGF19 9.25E-05 0.01038 | 2.25E-05 | 5.7E-06 | 3.63E-05 | 0.000804 0
FGF2 3.07375 | 0.528509 | 0.069348 | 7.26E-05 2.12874 | 0.000273 | 4.63E-05
FGF20 0.008432 [ 0.121582 | 0.000174 0 0] 0.000478 | 3.36E-05
FGF21 0| 2.01E-05| 6.28E-05 | 0.000003 | 7.94E-05 0] 9.9E-06
FGF22 0.004158 [ 0.009685 | 0.003173 | 0.00162 | 0.014082 | 0.00292 | 0.004843
FGF3 0 [ 0.000109 0] L.12E-05 | 6.28E-05 | 3.48E-05 0
FGF4 0 0 0 0 0 0 0
FGFS 0.939523 0.00181 | 0.514057 0| 0.148651 | 0.002595 0
FGF6 0| LI11E-05] 2.68E-05| 4.1E-06| 3.03E-05 0 0
FGF7 0.013322 [ 0.001609 | 0.000378 | 2.87E-05 | 4.11E-05 | 0.000112 | 2.08E-05
FGF8 0.000472 0.10083 | 0.000495 | 1.39E-05 | 0.000193 | 0.000397 | 0.000695
FGF9 0.002008 [ 0.001253 | 0.000146 | 0.000234 | 0.028164 | 0.070316 | 0.010599
FGFBPL | 0.111105 | 0.000782 | 2.77E-05 | 0.007239 | 0.469761 | 2.88786 | 0.607097
FGQFBP2 | 0.000109 | 0.000478 | 4.03E-05 | 0.002743 | 0.000318 | 0.00128 | 0.000296
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(83)

JP 2015-505818 A 2015.2.26

MSTO- | NCI- NCI- NCI- NCI- NCI- NCI-

BIEF 211H H1581 H1703 H2126 H226 H358 H441

FGFBP3 0.004187 | 3.20428 | 0.001797 | 0.000597 | 0.00012 | 0.002405 | 0.001773
FGFRI 3.75809 | 2.05623 | 1.76541 | 0.146604 | 3.70635 | 0.607097 | 0.397768
FGFRI1IIIb | 0.000593 | 5.54E-05 | 0.000228 | 0.000589 | 0.00141 | 0.000362 | 0.001654
FGQFRIIe | 1.33793 | 1.17283 | 0.521233 | 0.011842 | 1.12506 | 0.045437 | 0.048027
FGFR2 0.002152 | 4.85678 | 0.02936 | 0.00071 | 0.023196 | 0.033726 | 0.001861
FGFR2MIb | 0.000644 | 0.303549 | 0.001773 | 0.000277 | 0.009355 | 0.020054 | 0.001106
FGFR2IIIc | 0.000345 [ 3.78423 | 0.008974 | 4.35E-05 | 0.006302 | 0.000531 | 0.000173
FGFR3 0.008315 | 0.043586 | 0.277392 | 0.051119 | 0.086569 | 0.156041 | 0.00367
FGFR3IIIb | 7.57E-05 | 0.001835 | 0.01278 | 0.00849 | 0.005719 | 0.009889 | 2.23E-05
FGFR3IIIc | 0.00088 [ 0.006615 | 0.035403 | 0.000026 | 0.003377 | 0.000443 0
FGFR4 0.001343 | 0.004645 | 0.010309 | 0.005048 | 0.001642 | 0.004581 | 0.004334
FLRTI1 0.004044 | 0.029564 | 0.036906 | 0.027017 | 0.002743 | 0.016863 | 0.033961
FLRT?2 0.028164 | 0.008729 | 0.41466 | 0.013048 | 0.11908 | 0.118257 | 0.077482
FLRT3 2.77E-05 | 0.002559 | 0.001114 | 0.190782 | 0.001665 | 0.005226 | 0.005563
HGF 0.59E-05 | 0.005524 | 2.44E-05 | 0.00013 0 0 0
IGF1 0] 0.006801 | 9.71E-05 | 0.000005 | 3.97E-05 | 0.030186 | 0.008729
IGFIR 0.275476 | 0.965936 | 0.021793 | 0.179244 | 0.840896 | 0.737135 | 0.211686
IGF2 2.36199 | 0.047366 | 0.005448 | 0.048361 | 0.023357 | 0.214641 | 3.94E-05
KDR 0.001253 | 0.004044 | 4.03E-05 | 8.63E-05 | 0.036398 0.5 ] 0.271684
MET 1.75321 | 0.017337 | 0.128514 | 0.173139 | 2.53151 | 0.558644 | 4.82323
MMP1 0.035403 | 0.022718 | 0.307786 | 0.002542 | 0.058315 | 0.503478 | 0.001797
MMP2 3.11666 | 0.004809 | 0.003906 | 0.001099 | 0.078563 0 0
NCAMI 0.002524 | 0.000174 | 5.13E-05 | 0.000413 | 0.000856 | 0.000264 | 0.000169
PDGFRa 0.005962 | 0.486327 | 6.45313 | 0.000142 | 0.001926 | 0.001253 | 6.73E-05
PDGFRb 0.392292 | 0.178006 | 0.000627 0] 0.267943 | 0.004518 | 0.001654
PLAU 1.6358 | 0.641713 [ 0.00471 | 0.054788 | 0.021793 | 1.43396 | 3.53081
PLAUR 0.646176 | 0.11908 | 0.143587 | 0.447513 | 2.23457 | 0.773782 | 0.732043
SERPINE] | 37.7918 | 0.275476 | 1.07923 | 0.06983 | 18.1261 | 0.316439 | 0.554785
SOX9 0.417544 | 0.450625 | 0.006087 | 0.214641 | 0.124137 | 1.45397 | 0.103665
SPRY1 0.012344 | 0.50698 | 0.185565 | 0.010525 | 0.00879 | 0.119908 0.0625
SPRY?2 0.044502 | 0.030186 | 0.021642 | 0.062068 | 0.019641 | 0.186856 | 0.161544
SPRY3 0.001522 | 0.007289 | 0.01278 | 0.004016 | 0.003472 | 0.00296 | 0.001797
SPRY4 0.002323 | 0.009291 | 0.015093 | 0.000288 | 0.001091 | 0.004843 | 0.00471
TGFa 0.001161 | 0.008088 | 0.000581 | 0.01937 | 0.010097 | 0.320857 | 0.521233
TNC 0.02352 | 0.003262 | 3.76E-05 | 0.007546 | 0.100134 | 2.14355 | 1.07923
VIM 78.249 | 21.8566 | 32.6724 | 0.110338 [ 19.8353 | 5.38893 | 0.479632

10

20

30

40



(84) JP 2015-505818 A 2015.2.26
NCI- NCI- NCI-

BinT H460 H520 H522 U-118 U-251 U-87 Y79

AREG 0.052556 | 0.05329 | 0.111878 | 0.000605 | 0.000065 | 4.3E-06 | 9.9E-06
CAI2 0.082469 | 0.003906 | 0.010237 | 0.659754 | 0.087172 | 1.02811 | 0.358489
CDH1 0.004809 | 0.111105 | 0.005839 | 6.02E-05 | 0.007867 | 0.000181 | 0.000121
DKK3 0.017824 | 0.091505 | 0.017098 | 5.20537 | 1.51572 | 0.089003 | 0.00026
DUSP4 | 0.059129 | 0.002668 | 3.73E-05 | 0.000343 | 0.005448 | 0.01468 | 0.001785
DUSPS | 0.032129 | 0.013697 | 0.016863 | 0.021642 | 0.094732 | 0.06164 | 0.046391
DUSP6 0.30566 | 1.49485 | 0.946058 | 0.273573 | 0.63728 [ 0.476319 | 0.001491
EGF 0.07966 | 0.01176 | 5.35E-05 | 0.014885 | 0.15822 | 0.005083 | 2.14E-05
EGFR 0.11344 ] 0.017948 | 0.473029 | 0.673617 | 0.993092 | 0.48971 0
ELK3 0.055169 | 0.006302 | 0.096055 | 0.368567 | 0.25349 | 0.084788 | 0.008669
ELK4 7.62E-05 | 7.41E-05 0| 1.49E-05 | 4.89E-05 | 0.000129 | 4.1E-06
ERBB2 0.04181 | 0.049378 | 0.348686 | 0.169575 | 0.111878 | 0.005013 | 0.005962
ERBB3 | 0.001773 | 0.018841 | 0.011518 | 0.002275 | 0.019641 | 0.000416 | 0.001913
EREG 0.01698 | 3.03E-05 | 0.089622 | 0.034435 | 0.004216 | 0.395021 | 1.44E-05
ETV4 0.5 ] 0.312083 | 0.266093 | 0.003424 | 0.085971 | 0.026278 | 0.00015
ETVS 0.133972 | 0.858565 | 0.056328 | 0.156041 | 1.09429 | 0.271684 | 0.003065
FGF1 0.000192 | 0.002137 | 0.001511 | 0.035649 | 0.120742 | NA 0.000388
FGF10 | 3.55E-05 | 0.000233 | 0.02683 | 0.000236 | 0.000482 | NA 0
FGF11 0.007289 | 0.010672 | 0.072796 | 0.00176 | 0.025033 | 0.003401 | 0.005759
FGF16 | 0.001554 | 0.00176 | 0.000383 | 0.000163 | 0.000225 | NA 0.000112
FGF17 | 0.000176 | 0.006615 | 0.000288 | 4.14E-05 | 0.00242]1 | NA 0.000681
FGF18 | 0.001665 | 0.055939 | 0.002065 | 0.039282 | 0.014378 | NA 0.004487
FGF19 8.22E-05 | 0.447513 | 2.79E-05 0 10.000167 | NA 0.000231
FGF2 0.162668 0.125 | 1.02101 | 0.325336 | 0.456916 | NA 0.021493
FGF20 0 | 0.070805 | 0.000892 | 0.000104 | 0.001362 | NA 1.27E-05
FGF21 5.28E-05 | 0.002022 0 | 6.28E-05 | 0.00012 | NA 0.00002
FGF22 ] 0.001913 | 0.028164 | 0.005719 | 0.001848 | 0.006708 | NA 0.018073
FGF3 0| 3.29436 | 9.6E-06 0 0 [ NA 7.2E-06
FGF4 0 | 0.000147 0 0 0 [ NA 0
FGFS5 0| 0.00052 | 0.000042 | 0.230047 | 0.032577 | NA 5.7E-06
FGF6 4.5E-06 | 4.32E-05 0| 44E-06 | 1.81E-05 | NA 6.9E-06
FGF7 0.00143 | 0.001106 | 3.07E-05 | 0.00294 | 0.001554 | NA 7.5E-06
FGF8 0.000148 | 0.002197 | 0.001236 | 8.94E-05 0 | NA 0.006172
FGF9 0.001106 | 0.217638 | 0.03983 | 0.000886 | 0.001289 | NA 0.000341
FGFBPIL | 0.000943 | 0.02352 | 6.32E-05 | 0.000113 | 0.000475 | 7.78E-05 | 0.000019
FGFBP2 | 0.002307 | 0.000943 | 0.000977 | 0.001271 | 0.002079 | 0.000502 | 0.000411

10

20

30

40



(85)

JP 2015-505818 A 2015.2.26

NCI- NCI- NCI-

Bi=T H460 H520 H522 U-118 U-251 U-87 Y79

FGFBP3 0.017824 | 0.008549 | 0.00982 | 0.00639 | 0.007239 | 0.005263 | 0.00128
FGFRI 0.101531 | 7.46426 | 4.16986 | 1.25701 1.81504 | NA 0.10083
FGFRIIIIb | 1.47E-05 | 0.11744 [ 0.000217 | 0.000104 | 0.000527 | NA 1.02E-05
FGQFR1IIe | 0.020054 | 2.17347 | 3.83706 | 0.952638 | 0.231647 | NA 0.032804
FGFR2 0.001631 | 0.006003 | 0.004129 | 0.00088 | 0.082469 | NA 0.044502
FGFR2IIb | 7.57E-05 | 0.001848 [ 0.000462 | 0.000103 | 0.007189 | NA 0.004876
FGFR21IIc | 0.000402 | 0.000109 | 0.003853 | 0.000488 | 0.023036 | NA 0.016516
FGFR3 0.004016 | 0.291183 | 0.01937 | 0.002291 | 0.373712 | NA 0.029977
FGFR3IIb | 5.35E-05 | 0.049378 [ 0.00044 | 1.12E-05 | 0.010672 | NA 0.000756
FGFR31IIc | 0.000136 | 0.000299 | 0.002981 | 1.55E-05 | 0.021051 | NA 0.000899
FGFR4 0.000715 | 0.007041 | 0.001047 | 7.16E-05 [ 0.001748 | NA 0.006003
FLRTI 0.0625 [ 0.020475 | 0.012517 | 0.001848 | 0.016747 | 0.006434 | 0.015625
FLRT2 0.395021 | 0.001381 | 0.006944 | 0.329877 | 0.033262 | 0.084788 | 0.007239
FLRT3 0.000618 | 0.00074 | 0.00072 | 0.000108 0| 0.002108 | 0.000223
HGF 2.87E-05 ] 0.007391 | 0.011679 [ 1.19748 | 0.000411 | 1.32869 [ 2.01E-05
IGF1 0] 5.02805 | 0.001689 | 0.070805 | 0.015303 | 0.00471 | 0.000226
IGFIR 0.368567 | 0.028956 | 1.34723 | 0.041521 [ 0.668964 | 0.052193 | 0.142595
IGF2 0.008258 | 0.00357 | 0.05872 | 0.097396 | 0.000459 | 0.000197 | 0.035649
KDR 0.007705 | 0.001145 | 0.000196 | 0.001228 | 0.003308 | 0.000108 | 0.00004
MET 0.262429 | 0.066064 | 0.089622 1.3566 | 0.366021 | 0.697372 | 0.00083
MMPI1 0.00639 | 0.000125 | 0.033493 [ 0.104386 | 0.003906 | 0.049378 | 5.4E-06
MMP2 0.006708 | 0.139661 | 0.003545 | 5.61778 | 2.37841 | 10.9283 | 0.001289
NCAMI 0.022251 | 0.02836 | 8.7E-06 | 0.000446 0.125 | 0.004016 | 0.030186
PDGFRa 0 [ 0.001325 | 0.005759 | 1.07177 | 0.650671 | 0.120742 | 0.000121
PDGFRb 0.021945 [ 0.00148 | 0.002152 | 3.50642 0] 1.28343 ] 0.000338
PLAU 0.011598 | 0.000226 | 0.021493 | 1.46409 [ 0.933033 | 2.56685 | 8.57E-05
PLAUR 0.098755 | 0.022718 | 0.003826 | 0.190782 [ 0.939523 | 0.933033 | 0.041235
SERPINE] | 0.044811 | 0.010027 | 0.003002 | 1.54756 | 3.53081 2.2974 | 2.46E-05
SOX9 0.535887 | 0.496546 | 0.02797 | 0.119908 | 3.34035 | 0.30566 | 0.000983
SPRY1 0.010097 | 0.001532 | 0.334482 | 0.070316 [ 0.092783 | 0.003496 | 0.019505
SPRY?2 0.028956 | 0.115024 | 0.008851 | 0.092783 | 0.432269 | 0.351111 | 0.017458
SPRY3 0.046391 | 0.015517 ] 0.001785 | 0.001598 [ 0.009291 | 0.007813 | 0.004425
SPRY4 0.00181 | 0.007239 | 0.002668 [ 0.002065 | 0.002879 | 0.002197 [ 0.00012
TGFa 0.001665 | 0.099442 | 0.021793 | 0.002259 | 0.266093 | 0.024689 | 0.000296
TNC 0] 0.000531 | 0.001609 | 2.62079 | 2.32947 | 4.02782 | 0.000341
VIM 13.0864 | 2.71321 5.1337 | 313414 | 48.1679 | 224711 | 0.790041

10

20

30

40



JP 2015-505818 A 2015.2.26

(86)

gogooano

goooano

10% FBS

*

*

0.1% FBS

1% FBS,

H

1500000.0

1000000.04
500000.04
0.

) %%

1% FBS
0.1% FBS

10% FBS

600000+

4000004
2000004

(N7y) %3%

94-Q0F |y49d +

24-403 14494 -

24-QOF | y4Dd +

24-023-1¥494 -

24-433- L4494+

24-A03-1H494 -

94003 1H494 +

9400314494 -

93003 1ydod +

94-003 1Y494 -

24-00F Y494+

23-aOF |Y494d -

goooano

goooao

1% FBS
‘ \ 0.1% FBS
| \

10% FBS,

H

2 E S S ] ]
3 s s s s s
g g g g g
g g g g g
8 g g g K
g g g g g
2 g 2 g 2
& & @ 2
n7y) ¥
B

@

iy

=

S

10% FBS

H

L

L
[
-

1% FBS

300000+

200000+
100000+

n7y) %%

24-033-14494 +

94-003- 14494 -

94-Q03-1y494 +

94-023-14494 -

94-Q03-LH494+

24-033-14494 -

94-Q03-1Y49d +

94-@03-1d494 -

94-03- 14494 +

34-Q03-1¥404 -

94-Q03- L4494+

94-Q03- 18494 -

ggooano

gogooano

x

1% FBS

¢94-A03- 18404 +

F«24-a03-1¥494 -

¢94-003- 18494 +

¢94-a03- 18494 -

¢24-Q03-1¥40d+

10% FBS

P 24-003-14494 -

80000~

T ¢
§E § 8

2
{(NdD) BHAGHOA )

00004

1% FBS
0.1% FBS

10% FBS,

|

150000+

100000
500004

(WD) WG

94-003- 14494 +

94-a03-14¥494 -

94-003-1y49d +

94-003-1¥494 -

34-003- L M40 4+

94-033-1H494 -

goooano

gogooano

10% FBS

5

1% FBS
0.1% FBS

10% FB:

94-@0F-1H494 +

94-03- 14494 -

EER e FLERY

94-03- 14494 -

24-Q03- 14493+

94003 1H494 -

150000+
1000004
50000

(WD) BNRCLONHTEL

1% FBS.
0.1% FBS,

*
I \ *

H

50000+

400004
300004

00004
10000

&

WD) BNACEOMRIREL

24-03- 1494 +

24-403-14494 -

94-003-1Y494 +

04-003-14494 -

94-Q03-1d494+

24-G03-14494 -



(87) JP 2015-505818 A 2015.2.26

0oooao oooaod
100+ 600
- 717315 mgkg
-»- FGFR1 ECD.339-Fc 15 mg/kg
~ 804 L
aef * tisE: p=0.003
o
i ., 4004
hs B T 4
&g & X
i £
g3 =g
- .
zE W < 2004
B3 *
£8 ,I
L] e
204 . - ¥
P00 . 0 10 20 30 0
kL] Ela BEBHEOBE
FGFR1 BIBORE
Oo0o0o0oao Oo0o0o0oao
100+ 600
- 7L7315mgkg
= . @ FGFR1 ECD.339-Fc 15 mg/kg
R i 204 . * S p=0.002
P&
k] 4004
ﬁg 60 [ ™ %
S
5 # 3
2 — i
$ % n b &
3 401 . " = 2004 § *
"
[ '!\ P rd
& 204
= L] T T T 1
F=0.0088 " LIpor_} 0 10 20 30 40
e G EREBHEEOBEN
FGFR1 #GORE
0oooao oooao
07 e PRI 1S mgikg 807
1200] -#- FGFR1ECD.339-Fc 15 mgikg M
* £ 52 p<0.001 .
10004 60+
g e "
w B 8004 1% &
bl Yo .
21 o 2& .
=g 2§ :
=
] 20- %
5 35
WS REORR PRoo% -
#E El3 ]
FGFR1 H#ROKE
0oooao
20000 o Sos20 mgikg O000no
-4 FGFR1 ECD.339-Fc 20 mgikg
N 3
1500  tEER=<0mt
.
£f
& L]
§ 10007 5 !
B B
[ &
gv
5004 e =
E
= U - -
28 4
o g
0 10 20 30 40 50 .
BABHROEK
P=00114
b1 El351 ]

FGFR1 BBOKE



goooano

6000004

10% FBS
——i
*
4000004 1% FBS
T | g |
z
*
ﬁ 0.1% FBS
200000+ —
*
2 g 2 g 2 ¢
a a8 a a a a
o Q i3 =3 = o
u w w w u w
& & 19 & & &
& & £ id & rd
& o] S S ] S
& & 2 b © i
. + . + . +
B 40000+
10% FBS
= _—
Z 300004
e
&
b
R 200001 «
g 1% FBS
8 —
R
?Rn 10000 0.1% FBS
- —
«
m! .
L s e & frd &
a & & a a a
o o o o o o
o I I o o o
x & & & 3 &
& & i i & i
[ ] [5] ] ] S
2 jrd pra jrd 2 2
y ¥ . Iy . +
A
[E% FGF2 RNA
4
-
A 5 b
B =
&® H
eh2 *
5 24
N
B R
e .
<8
2 19 hd
e
u L [ J
FHEE BEE
B = N
[E% FGF-242>2/308
601
e
i
D 404
N}
NE
25 e
~E
& 1 %
o
=
e o L]
n . 20
0 ' y
EEEE HEE

# L TIERIE)
o 2

FGFR1 RNAYSETR

(GUSB:

P=0.0146

JP 2015-505818 A 2015.2.26

FGFR1 #BDRIE

goooano

16001
- FLT2215 mgrkg
1400 -m- FGFR1-ECD.339-Fc 15 mg/kg
1200 T 1EEP <001
£ 10004
w i
€l g0l
.
B 600 ,/{ *
400
2004
20 25 30 35 ) 45 50
ERBEROBY
FGFR1-ECD.339-F d
1
hDKK3
° *
a
2 [ ]
I a
g
o 1.04 o
i
o
i)
[ir} =]
23
> 0.5
@ o
0
oy Eﬂnnnu
0. oaRa00
FHEE BEE

*p = 0.0069, vikA v h=—DHEE

gogooano

A

RHERE Coki-t

B9 o 7T 10 mykg)

604 @ FGIRI-ECD-Fe (10 mgl<g)

-]
£
g
L
[3

PR MSTO-211H
& 7L TT (15 mykg)
SGFRI-ECO-FC {15 mglkg)

it 23
(TImm3SEH)
8
g

% & W I 45 & R
(8 2:2, =t 4

goooano

W% FGFRTRNA

¥1e = nnesy N

®

U TIERIE)
s

FGFRIOSEIR

{GUSA:

»

FEEE BEE

T 3 10 I8 2 2 0 38 & a5
[.8 220 1- 301554

W& FGFR3c RNA

0810 - 01944

a
®
ﬁﬁ 304 .
2% oa ‘e
£8 o
g —
* - - -
FHEE HEE



(89) JP 2015-505818 A 2015.2.26

goooano gogooano

A [0 . ——————
s x
gr——— ——
$00000
] =
2 % F0C00
g i)
g L=
2 § 200000
& [
400000 r-l m
B g g ¥ v
FGF-2 - - + + - -
#aresL
#0 PD173074 VEGF-A - - . - S +
3 WEESL
2 IV FGFR1-ECD-Fc FGFR1-ECD-Fe N + R + R +
]
E]
By
H

B ()

goooao

+FGF-2 / VEGF-A

N
+FGF-2 [ VEGF-A
FATEY (15 mghkg)

FGFR1-ECD-Fe (0.05 mgtkg)
FGFR1-ECD-Fc (0.5 mglkg)
FGFR1-ECD-Fe (5 mg/kg)

gogooano

LTI FGFR1-ECD-Fc¢

24 A 2450 TR BREERS
e

PEGFRY = s e o ven

tFGFRT 5 o 56

pFR32a ap prle Enal i 88

FGFR1-ECD-Fc S s 0



(90) JP 2015-505818 A 2015.2.26

oooobDao
2015505818000001 . app




oD

gooooooanb

INTERNATIONAL SEARCH REPORT

JP 2015-505818 A 2015.2.26

International application No.
PCT/US 12/64772

A. CLASSIFICATION OF SUBJECT MATTER

USPC - 424/134.1

IPC(8) - AG1K 38/00; C12P 21/08; CO7K 1/00; CO7H 21/04 (2013.01)

According to International Patent Classification (IPC) or te both national classification and IPC
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Electronic data bases: PatBase; Google Scholar  Search terms: fibroblast growth factor 1 (FGFR1), extracellular domain (ECD),
Irmunogiobulin Fe fusion protein, FGFR1 gene amplification, copy number, FGFR1 ratio to chromosome 8 centromere {FGFR1/CENB)
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Relevant to claim No.

from the intermet: <URL:

htip/iwww. lifesciences. sourcebioscience.com/media/294 384/zytovision % 20product%20%20cat
alng%202011-resoltion%20low.pdf>, Especially pg 20,
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X US 2010/0158911 A1 (WILLIAMS et al.) 24 June 2010 (24.06.2010), Especially para {0008], 1,2, 20,21, 24, 52, 53,
—-- [0018]), [0187], [0187], [0206-0208). 55
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3-14, 4548
Y DUTT et al., inhibitor-sensitive FGFR1 amplification in human non-small cell lung cancer. Plos | 3-7, 14, 46
One, 2011 (pubilshed online 7 June 20111), Vol 6, No 6, Pages e20351. (07.06.2011). Especially
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the principle or theory underlying the invention

document of particular relevance; the claimed invention cannol be
considered novel or cannot be considered to involve an inventive
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INTERNATIONAL SEARCH REPORT International application No
PCT/US 12/64772

Box No. I1  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2){a) for the following reasons:

1. D Claims Nos.:

because they relate 1o subject matter not required to be searched by this Authority, namely:

2 I:I Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

). Claims Nos.: 15-19. 23, 2845, 46-51 and 5871
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il Observations where unity ef invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
- Please see extra sheet for continuation -

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2, D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, g No required additional search fees were timely paid by the applicant. Consequently, this international search report is

restricted (o the invention first mentioned in the claims; it is covered by claims Nos.:
1-14, 20-21, 24, 46-48, 52-53 and 55 limited to FGFR1 biomarker.

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

EI No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Continuation of;
Box NO ll. Observations where unity of invention Is lacking

Group i+: claims 1-18, 20-22, 24, 46-48 and 52-55, drawn to a method of treating cancer having an FGFR1 gene amplification in a
subject, wherein an FGFR1 gene amplification is indicative of therapeutic responsiveness by the cancer 10 a fibroblast growth factor
receplor 1 (FGFR1) exiracellular domain (ECD) or an FGFR1 ECD fusion molecwe, comprising: administering a therapeutically effective
amount of an FGFR1 ECD or an FGFR41 ECD fusion molecule to the subject. The first invention is restricted to the first biomarker
mentioned in claim 15, FGFR1 (Claims 1-14, 20-21, 24, 46-4B and 52-53, 56). Should an additional fee(s) be paid, Applicant is invited
to elect an additional biomarker(s) to be searched. The exact claims searched will depend on Applicant’s election.

Group |I; claims 25-27 and 56-57 drawn to a method of treating cancer that overexpresses FGF2, wherein FGF2 overexpression is
indicative of therapeutic responsiveness by the cancer to a fibroblast growth factor receptor 1 {(FGFR1) extracellular domain (ECD}) or an
FGFR1 ECD fusion molecule, comprising: administering a therapeutically effective amount of an FGFR1 ECD or an FGFR1 ECD fusion
malecule to the subject, that does not have an FGFR1 gene ampllfication,

The inventions listed as Groups I+ and It do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT
Rute 13.2, they lack the sarne or correspanding special technical features for the following reasons:

The inventions of Groups I+ do not include the inventive concept of FGF2 overexpression, as required by Group 1.

The inventions of Groups Il do not include the inventive concept of FGFR1 gene amplification, as required by Group 1+.

The inventions of Groups 1+ and 1l share the technical feature of a method of treating cancer with a fibroblast growth factor receptor 1
{FGFR1) extracellular domain (ECD) or an FGFR1 ECD fusion molecula, comprising: administering a therapsuticatly effective amount of
an FGFR1 ECD or an FGFR1 ECD fusion molacule to the subject. Further, the inventions of Groups i+ and Il share the technical
feature of a biomarker, FGF2, as an indicalive of therapeutic responsiveness by the cancer to FGFR1 ECD or an FGFR1 ECD fusion
motecule. However, thesa shared technical features do not represent a contribution over prior art as being anticipated by US
2010/0158811 A1 to Willlams et al. (hereinafter 'Williams'). Williams discloses Claim 1, a method of treating cancer having an FGFR1
gene amplification in a subject (para [0206], the finding that the FGFR1 gene was amplified in 10%-15% of breast cancer patents),
wherein an FGFR1 gene amplification is indicative of therapeulic responsiveness by the cancer (para [0187], The FGFR fusion proteins
can function as decoy receplors for trapping FGF ligands and inhibiting their interaction with FGFR on cell surfaces. They compete with
witd-type receptors for ligand-binding) to a fibroblast growth factor receptor 1 (FGFR1) extracellutar domain (ECD) or an FGFR1 ECD
fusion moleculs, comprising: administering a therapeutically effective amount of an FGFR1 ECD or an FGFR1 ECD fusion molecule to
the subject. {para [0007]-{0008] and [0018], breast cancer). Williams discloses a biomarker, FGF2, as an indicative of therapeutic
responsivenéss by the cancer to FGFR1 ECD or an FGFR1 ECD fusion molecule (para [(187]). As said composition was known in the
art at the time of the invention, this cannot be considered a special technical feature that would otherwise unify the groups.

Another special technicat feature of the inventions listed as G;oup I+ is the specific biomarker recited therein. The inventions do not
share a special technical feature, hecause these biomarkers represent distinctive mechanisms leading to tumer development. Without a
shared special technical feature, the inventions lack unity with ohe another,

Groups |+ and |l therefore lack unity under PCT Rule 13 because they do not share a same or comresponding special technical feature.

Form PCTASA/210 (extra sheet) (July 2009)
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