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%3 REBHEETTILO/NRILIZEITSFGFR1-ECD.339-Fc DHIIES E1t

BB i#if&ﬁﬁ Rk | B’E AE 1&5 TGI P FGFR1 @
B ETI /PDX | #2B% EHE | %) HEEIK R
HCT116 HRAaEE 1P 15 mg/ke BIW 0% ns FFIENE
#8 | Colo205 Rt v 5mg/kg | BIW | 38% | P<0.001 il
Colo201 fmpakE P 15mg/ke | BIW | 0% ns IFiEE
G-401 HEatk 1P 15mg/ke | BW | 36% | P<005 JEiEE
B | Ad08 wmpare | 1P 15mg/ke | BW | 7% ns IFIBIE
Caki-1 mEkE | v 10meg/ke | BIW | 81% | P<o0001 | 3FiEME
A549 Ak P 10mg/ke | BW | 38% | P<005 E
NCI-H460 mEakE | P 10meg/kg | BIW | 35% | P<005 FEEIE
NCI-H226 Bk 1P 15mg/kg | 3x/w | 55% | P<0.001 FEEiE
NCI-H520 MmpakE | P 20mg/kg | BW | 47% | P<005 sEiE
NCI-H1703 | #Bask P 15me/keg | BW | 31% | P<005 1EE
NCI-H2126 | ffifatk P 15me/ke | BIW | 0% ns IFEE
NCI-H441 AR P 15me/ke | BIW | 0% ns IR
NCI-H358 TR EE IP 15 mg/kg BIW 0% ns JE1EhE
" NCI-H522 Rk 1P 10mg/kg | BIW | 42% | P<005 JEHEE
NCI-H1581 HRRaAE IP 15 mg/kg BW | 74% | P=0002 1&g
DMS53 HRAaE IP 15 mg/ke BIW | 64% 0.003 i
DMS114 MRk P 15mg/kg | BIW | 64% | P<0.001 g
Calu-1 HRRaLk 1P 15 mg/kg BW | 0% ns JEiEE
D35087 PDX P 15mg/kg | BIW | 57% | P<001 JEHEIE
D37638 PDX P 15mg/kg | BIW | 20% ns JEHEIE
D35376 PDX P 15mg/kg | BIW | 15% ns JEHEIE
LXFA-737 PDX IP 15 mg/kg BIW | O%kx ns FEIEIE
LXFA-629 PDX 1P 15mg/kg | BIW | 65% | P=0007 JEHEIE
hEfE | MSTO-211H | ARk P 15 mg/kg BIW | 64% | P<0.0001 E1 3]
u-87 HRaRR P 15 mg/kg BIW 0% ns ElSi=hi=t
EZRE _
[ U-118 HERI kR P 15 mg/kg BIW | 36% ns JEHEE
U-251 HHAT kR IP 15 mg/kg BIW | 48% | P=0.0078 JEtng
ggﬁg Y79 e P 10mg/kg | BW | 21% ns JEtesiE
RIILER | Dul4s MLk IP 0.15 mg/kg | 3x/w | 31% ns JEIBIE
| MFE-280 HRRaE IP 15 mg/kg BW | 96% | P< 0001 JE1EIE
2; HEC-1B oalikeS P 15 mg/kg BIW | 30% P <005 JEHEIE
MFE-319 MpakE | 1P 15meg/kg | BIW | 22% ns IR
g MDA-MB-231 | #ifa#k 1P 15 mg/kg BIW 0% ns JEHEIE
JIMT1 HHATRE IP 1 mg/kg BIW | 28% P <005 JEtng

*k LXFA-7371Z5xt 9 BUTGILOEKF TH-oT-.
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4 BREBEETIVIZE+5 FGFR1-ECD.339-Fc = LA AIEE KGN BEE
12811 HFGFRLEEEFRE OHEH R

BEF HES P {E" BIEF S PiE'
ETV4 2.897 0.01639 SPRY3 1.665 0.4944
FGFR1 2.447 0.01669 SPRY1 1.394 0.5008
FGFR3Illc 9.863 0.01944 DUSP6 0.6418 0.507
FGF18 6.915 0.02227 FGF19 1.203 0.5338
FGF2 2477 0.03569 FLRT1 1.158 0.5676
FGFRI1illc 3.647 0.0431 FGF3 1.431 0.5699
DUSP4 0.09578 0.08166 FGFRA4 1.347 0.5755
TNC 0.0345 0.1212 FGF9 0.5356 0.6102
Vim 5.155 0.1448 FGFR3 1.767 0.6165
ETVS 1.447 0.1567 SPRY2 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 FLRTZ 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 FGFBP! 0.5 0.8372
FGF11 2.153 0.2944 S0X9 1.181 0.8372
MET 0.4225 0.2962 SPRY4 0.9028 0.8372
FGF2 5.48 0.3015 NCAM1 1.661 0.8731
DUSP5 0.4765 0.3238 FGF8 1.052 0.9552
FGF22 1.604 0.3484 ELK4 1.062 0.9815
FGF10 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
FGFR2Illc 5.546 0.4195 FGF16 1.076 1
FGF17 1.334 0.4361 FLRT3 0.7523 1
FGFR3Illb 1.08 0.451
FGF20 5.967 0.4729
FGFRI11llb 0.6493 0.486

S FGFR1-ECD.339-Fc & & & FEILZEICH T ELFREP REICI>TREIND

B FEREOLE

TPEX. RIDEETIILEFALTCEREGRFOREERNIELEEIZEVLVTPCREGFHE

DIVHRAYS=—RREIZK>TRESND,
Ooo0o00o0oaoao
goooooooobooooootbooboo0oboo0obo0obo0oboooboDooooooOoonOooao
0000000000000 D0O00O0O0D0O00O0O0DO00O0DO0ODO0OoOoDOoOoDOooooOoao
gooooooooooooootoooooooboob0oboooooooooooOooanOoao
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(62)
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ooooobobooooooooobbbooooooooobbobobooooooboooDbOoo
ooocooobooboooooooooobobbobooooooooobobobobooooooooobooao
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
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%5 EFGFR1IEIEMREBIEET IILIZH 1+ SHFGFR1-ECD.339-Fcl= &b

nESRGEDOREICE T SFGFEEEE F R DR

BIEF tES | PE BIEF i g: Y PiE'
FGFz 3431 0.02857 FGF8 0.3268 0.5338
SPRYZ2 0.1395 0.05714 FGF20 0.4803 0.6573
FGFR3llIc 3.765 0.1375 ELK4 1.019 0.6857
DUSP5 0.3241 0.2 FGFBP2 | 0.6526 0.6857
FGFRIillc 3.688 0.2343 FLRT3 0.2211 0.6857
FGF21 6.868 0.2454 FGFT17 2.039 0.7308
FGFR2 8.793 0.2949 FGF5 44.05 0.8294
FGFRI1 3.72 0.2949 FGFRZlllc | 2.029 0.8357
FGF19 20.79 0.3094 FGF1 1.45 0.8357
FGFRI1Illb 0.553 0.3429 FGFR3 1.285 0.8357
ELK3 0.5091 0.3429 FGFR4 0.8265 0.8357
SPRY4 0.3532 0.3429 FGF10 0.4615 0.8357
FGFBPT 0.1836 0.3429 FGF17 0.4268 0.8357
DUSP6 0.1254 0.3429 ETVS 0.8563 0.8857
DKK3 46.5 0.366 FLRTZ 0.828 0.8857
FGFI18 2.455 0.366 FLRTT 0.8212 0.8857
FGF22 1.373 0.3836 PLAUR 0.716 0.8857
FGF2 30.92 0.4452 FGFR3Ib | 0.7137 0.8857
Vim 4.122 0.4452 FGFR2b 0.5752 0.8857
ETV4 1.665 0.4452 FGFI16 1.786 0.9452
FGFBP3 4.424 0.4857 SPRY3 1.051 0.9452
SOX9 0.3956 0.4857 FGF9 2.07 1
SERPINET 0.3155 0.4857 NCAMT 1.391 1
SPRYT 0.1799 0.4857 DUSP4 0.9031 1
FGF3 0.8571 1
FGF7 0.738 1

S FGFR1-ECD.339-Fc & HIZHITHELFRETLRE FELEFIZEITS
BEEFREREFREICE > TRESNDIELFHREDLE
TPlE(X. RSDIE FGFRI BIEIFET L EZFEALT. EEGTFOREEXELEE
[ZEBWTPCREGFHEIRDIURA YA —REIZE>TRESND,
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%6 RIEBHIE TTIVIZHT5 FGFR1-ECD.339-Fc DE L F T3
BEFREI—HI—DRAET7 18

BinF 1 BIEF 2 +HE8 PiES

FGF18 FGFRI1 0.47 0.0083

FGF18 FGFRI1llc 0.57 0.0008

FGF2 FGFR3lllc 0.49 0.0139

FGFR1 FGFR3Illc 0.41 0.0244

FGF2 FGFRIIllc 0.43 0.0336

FGF2 FGFR1 0.39 0.0447
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EZEDiEE Efgfg #mg%ﬁk/ gg RE ﬁg TGI (%) PiE
HCT116 HERRR P 15 mg/kg BIW 0% ns
& Colo205 it IEY S v 5 mg/kg BIW 38% P < 0.001
Colo201 HRRaRE IP 15 mg/kg BIW 0% ns
o A498 TR kR P 15 mg/kg BIW 7% ns
; Caki-1 HHAERR v 10 mg/kg BIW 81% P < 0.001
A549 HHRa ik IP 10 mg/kg BIW 38% P<0.05
NCI-H460 TR ik P 10 mg/kg BIW 35% P<0.05
NCI-H226 TR IP 15 mg/kg | 3x/w 55% P < 0.001
NCI-H520 R Ak P 20 mg/kg BIW 47% P<0.05
NCI-H1703 | H#ERa#E IP 15 mg/kg BIW 31% P < 0.05
fith NCI-H2126 | fa4k P 15mg/kg | BIW 0% ns
NCI-H441 HHRRE P 15 mg/kg BIW 0% ns
NCI-H358 ARk 1P 15 mg/kg BIW 0% ns
NCI-H522 R Rk P 10 mg/kg BIW 42% P<0.05
NCI-H1581 HHRERE IP 15 mg/kg BIW 74% P =0.002
Calu-1 HHRRR IP 15 mg/kg BIW 0% ns
R fE MSTO-211H | #Rak IP 15 mg/kg BIW 64% | P<0.0001
u-87 HHAaRE (= 15 mg/kg BIW 0% ns
HEBFE | y-118 Mk P 15mg/kg | BIW 36% ns
U-251 HRRa% P 15 mg/kg BIW 48% | P=0.0078
MRS MaE | Y79 HHRaRE IP 10 mg/kg BIW 21% ns
RIALER Du145 Bk 1P n?;/ig 3x/w 31% ns
FEWER | HEC-1B MR P 15mg/kg | BIW 30% P<0.05
MDA-MB- AR R P 15 mg/kg BIW 0% ns
2LAR 231
JIMTT ek P 1 mg/kg BIW 28% P<0.05
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HAELRL FGFR1-ECD.339-FcDHE | /39)4% )L + AILRTS5F>e
(8:8) (218&E(c—E)

A=LAN)L -2 5 mg/kg 135 mg/m? + AUC 4

AL~ -1 5 mg/kg 175 mg/m? + AUC 5

BtRE=ELARIL O 5 mg/kg 200 mg/m? + AUC 6

BHELAL 1 10 mg/kg 200 mg/m? + AUC 6

A=LAN)L 2 20 mg/kg 200 mg/m? + AUC 6
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CICr(mL/%) = Q X (140—F#(EX)) x BB IAEke]*
72 x MFEILT7F=2[mg/dL]

Q=0.85(& )
Q=1.0(8%)

HHNE

CICr (mL/%9) = K x (140—F#(FE)) x B AFHke]*
m;EIL7F=>[umol/L]

K=1.0(Z&1%)
K=1.23(FE)

* DevineM = [Devine, 197412 {F R AHEEARENDITE
B4= 500kg+ (23 kgx5IT4— A HEAF)RIE 50.0 kg+(0.906 kg X
152.4cm %8 A 5% cm))
= 455 kg + (23 kgX5 T4—rEMADE A F)IXIE 45.5 kg+(0.906 kg X
152.4cm Zi#%Z 5% cm))
Bl Bt RBEOAKE=900ks. BR=68 1 F
HAE{AE =50.0+(2.3)(68—60)=68.4 kg
COHNEDEBROREFEEBEEDND>30%THD, Lo T, ZOEHFTIL, 68. 4ke
DHEDEEARENHECCINFEIZERINIRETH 5,
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#%9:FGFR1-ECD.339-Fc + Ft4¥%+)L

HAELAIIL FGFR1-ECD.339-FcOO A E FE2%tiL
(8:8) (21B8&IZ—ME)
HA=ELARJL -2 5 mg/kg 40 mg/m?
HA=ELANJL -1 5 mg/kg 55 mg/m?
FIREHELANILO 5 mg/kg 75 mg/m?
HELANIL1 10 mg/kg 75 mg/m?
HELARNIL 2 20 mg/kg 75 mg/m?
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-8{completely); 30-47(partially)

An FGFR1 ECD or an FGFR1 ECD fusion molecule for use in the
treatment of breast cancer, wherein prior to administration
at least a portion of the cells of the breast cancer were
determined to have FGFR1 gene amplification, FGFRL
overexpression, FGFR3 overexpression, or FGF2
overexpression, and to be estrogen receptor and/or
progesterone positive

[p%]

. claims: 9-11(completely); 30-47(partially)

the same as invention 1 but wherein the cancer is prostate
cancer and a portion of the cells were determined to have
FGFR]1 gene amplification, FGFR1 overexpression, FGFR3
overexpression, or FGF2 overexpression, and wherein the
subject has previously been administered or is currently
being administered a GnRH agonist, a GnRH antagonist, an
androgen receptor inhibitor or a 17-hydroxylase inhibitor

[7%)

. claims: 12(completely); 30-47(partially)

the same as invention 1, but wherein the cancer is carcinoid
cancer and a portion of the cells were determined to have
FGFR1 gene amplification, FGFR1 overexpression, FGFR3
overexpression, or FGF2 overexpression, and the subject has
been previously administered or is currently being
administered octrectide

4, claims: 13, 14(completely); 30-47{partially)

the same as invention 1, but wherein the cancer is ovarian
cancer, a portion of the cells were determined to have FGFR1
gene amplification, FGFRl overexpression, FGFR3
overexpression, or FGFZ overexpression and the subject is
being or has been administered tamoxifen or an aromatase
inhibitor

5. claims: 15-29(completely); 30-47(partially)

the same compound as invention 1, but wherein in the cancer
is Tung cancer and the subject is further administered
paclitaxel and carboplatin, or docetaxel
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