CLAIMS

1. Use of a soluble Fibroblast Growth Factor Receptor 1 (FGFR 1) fusion protein
in the manufacture of a medicament for the treatment of cancer in a2 human;
whetein the fusion protein comprises an extracellular domain of an FGFR 1
polypeptide linked to a fusion partner; wherein the human has a fibroblast growth
factor-2 (FGF-2) plasma concentration of at least 6 pg/ml, wherein the fusion
protein is to be administered at a dose of at least about 2 mg/kg body weight, and
wherein the FGFR1 fusion protein reduces the FGF-2 plasma concentration of
the human below 4 pg/ml for at least one week.

2. Use of a soluble Fibroblast Growth Factor Receptor 1 (FGFR 1) fusion protein
in the manufacture of 2 medicament for the treatment of cancer in a human;
whetein the fusion protein comprises an extracellular domain of an FGFR1
polypeptide linked to a fusion partner; wherein the cancer is characterized by a
Fibroblast Growth Factor Receptor 2 (FGFR2) having a ligand-dependent
activating mutation, wherein the fusion protein is to be administered at a dose of
at least about 2 mg/kg body weight; and wherein the FGFR1 fusion protein
reduces a FGF-2 plasma concentration of the human below 4 pg/ml for at least
one week.

3. The use accotding to claim 1 or 2, wherein the fusion partner is Fc polypeptide.

4. The use according to claim 1, 2 or 3, wherein the FGFR1 extracellular domain
comptises the amino acid sequence of SEQ ID NO: 5.

5. The use according to any one of the preceding claims, wherein the soluble
FGFR1 fusion protein comprises the amino acid sequence of SEQ ID NO: 8.

6. The use according to any one of the preceding claims, wherein the soluble
FGFR1 fusion ptotein is to be administered at a dose of about 2 mg/kg body
weight to about 20 mg/kg body weight, such as a dose of about 8 mg/kg body
weight to about 16 mg/kg body weight.

7. The use according to claim 6, wherein the soluble FGFR1 fusion protein is to
be administered at a dose of about 8 mg/kg body weight.

8. The use according to claim 6, wherein the soluble FGFR1 fusion protein is to
be administered at a dose of about 16 mg/kg body weight.

9. The use according to any one of the preceding claims, wherein the cancer is
prostate cancet, breast cancer, colorectal cancer, lung cancer, endometrial cancer,
head and neck cancer, laryngeal cancer, liver cancer, renal cancer, glioblastoma, or
pancreatic cancet.
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10. The use according to any one of the preceding claims, wherein the human has
an FGF-2 plasma concentration of at least 10 pg/ml priot to the administration of
the soluble FGFR1 fusion protein.

11. The use according to any one of the preceding claims, wherein the soluble
FGFR1 fusion protein is to be administered in combination with a
chemotherapeutic agent or a VEGF antagonist.

12. The use according to claim 11, whetein at least one chemothetapeutic agent is
selected from docetaxel, paclitaxel, vincristine, carboplatin, cisplatin, oxaliplatin,
doxorubicin, 5-fluorouracil, leucovorin, pemetrexed, etoposide, itinotecan,
topotecan, and an aromatase inhibitor.

13. The use according to claim 12, wherein at least one chemotherapeutic agent is
selected from docetaxel, paclitaxel, and carboplatin.

14. The use according to claim 11, wherein the VEGF antagonist is selected from
a VEGF antibody and a VEGF trap.

15. The use according to claim 14, wherein the VEGF antagonist is selected from
bevacizumab, aflibercept, sorafenib, and sunitinib.

16. The use according to any one of the preceding claims, wherein the fusion
protein is in the form of a pharmaceutical composition.

17. The use according to any one of the preceding claims, wherein the FGF-2
plasma concentration is determined by an electrochemiluminescence assay,
wherein the electrochemiluminescence assay utilizes an and-FGF-2 antibody as
the primary antibody and a ruthenium metal chelate anti-human growth factor
antibody blend as the secondary antibody.

47



Use of a soluble Fibroblast Growth Factor Receptor 1 (FGFR1) fusion protein in
manufacture of a medicament for the treatment of cancer in a human; wherein the fsion
protein comprises an extracellular domain of an FGFR1 polypeptide linked to 4 fusion
partner; wherein the human has a fibroblast growth factor-2 (FGF-2) plasma
concentration of at least 6 pg/ml, wherein the fusion protein is to be administered at a
dose of at least about 2 mg/kg body weight, and wherein the FGFR1/fusion protein
reduces the FGF-2 plasma concentration of the human below 4 pg/mf{ for at least one

week.

Use of a soluble Fibroblast Growth Factor Receptor 1 (FGFR1) fusion protein in the
manufacture of a medicament for the treatment of cancer in @ human; wherein the fusion
protein comprises an extracellular domain of an FGFR1
partner; wherein the cancer is characterized by a Fibroblast Growth Factor Receptor 2
(FGFR2) having a ligand-dependent activating mutatjon, wherein the fusion protein is to
be administered at a dose of at least about 2 nfg/kg body weight, and wherein the
FGFR1 fusion protein reduces a FGF-2 plasm4d concentration of the human below 4
pg/ml for at least one week.

. The use according to claim 1 or 2, wherejn the fusion partner is Fc polypeptide.

. The use according to claim 1, 2 or 3/wherein the FGFR1 extraceliular domain comprises
the amino acid sequence of SEQ JD NO: 5.

. The use according io any gne of the preceding claims, wherein the soluble FGFR1
fusion protein comprises tffe amino acid sequence of SEQ ID NO: 8.

. The use according 6 any one of the preceding claims, wherein the soluble FGFR1
fusion protein is to/be administered at a dose of about 2 mg/kg body weight to about 20
mg/kg body wejght, such as a dose of about 8 mg/kg body weight to about 16 mg/kg
body weight.




10.

11.

12.

13.

administered at a dose of about 8 mg/kg body weight.

The use according to claim 6, wherein the soluble FGFR1 fusion protein is fo be
administered at a dose of about 16 mg/kg body weight.

The use according to any one of the preceding claims, wherein the cancgér is prostate
cancer, breast cancer, colorectal cancer, lung cancer, endometrial cahcer, head and
neck cancer, laryngeal cancer, liver cancer, renal cancer, glioblastgma, or pancreatic

cancer.

The use according to any one of the preceding claims, wherein' the human has an FGF-2
plasma concentration of at least 10 pg/ml prior to the administration of the soluble
FGFR1 fusion protein.

The use according to any one of the preceding glaims, wherein the soluble FGFR1
fusion protein is to be administered in combinatigh with a chémotherapeutic agent or a
VEGF antagonist.

The use according to any one of the preceding claims, wherein the fusion protein is in
the form of a pharmaceutical compositign.

The use according to any one the preceding claims, wherein the FGF-2 plasma
concentration is determined By an electrochemiluminescence assay, wherein the
electrochemiluminescence assay utilizes an anti-FGF-2 antibody as the primary antibody
and a ruthenium metal c¢helate anti-human growth factor antibody blend as the

secondary antibody.




