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DESCRIPTION

Field of the Invention

[0001] The present invention is directed to pharmaceutical formulations comprising agents capable of inhibiting vascular
endothelial growth factor (VEGF). The invention includes pharmaceutical formulations having increased stability.

Statement of Related Art

[0002] Vascular endothelial growth factor (VEGF) expression is nearly ubiquitous in human cancer, consistent with its role as a
key mediator of tumor neoangiogenesis. Blockade of VEGF function, by binding to the molecule or its VEGFR-2 receptor, inhibits
growth of implanted tumor cells in multiple different xenograft models (see, for example, Gerber et al. (2000) Cancer Res.
60:6253-6258). A soluble VEGF-specific fusion protein antagonist, termed a "VEGF trap" has been described (Kim et al. (2002)
Proc. Natl. Acad. Sci. USA 99:11399-404; Holash et al. (2002) Proc. Natl. Acad. Sci. USA 99:11393-8).

[0003] The following documents are also referred to:

o WO 2005/000895 which refers to VEGF traps and therapeutic uses thereof;

e Fraser et al (2005) J. Clin. Endocrinol. & Metabolism, 90(2): 1114-1122 which is concerned with single injections of vascular
endothelial growth factor trap block ovulation;

e US 2005/032699 which is concerned with a composition of a VEGF antagonist and an anti-proliferative agent;

e WO 02/060489 which is concerned with a method of using a variant of VEGF receptor to treat psoriasis and to enhance
wound healing; and

e US 2005/276808 which is concerned with a method of administering and using VEGF inhibitors for the treatment of cancer.

BRIEF SUMMARY OF THE INVENTION

[0004] Stable formulations of a VEGF-specific fusion protein antagonist are herein provided. The pharmaceutically acceptable
formulations of the invention comprise the VEGF "trap" antagonist with a pharmaceutically acceptable carrier.

[0005] The invention provides a liquid formulation of a VEGF antagonist, comprising 10 mM histidine, 50 mM NaCl, 5-20%
sucrose, and 50-100 mg/ml of a fusion protein having a receptor component consisting of an immunoglobulin-like (Ig) domain 2 of
a first VEGF receptor and Ig domain 3 of a second VEGF receptor, and a multimerizing component, at a pH of 6.0-6.5, where the
first VEGF receptor is Flt1 and the second VEGF receptor is FIk1 or Flt4, further comprising 0.1 % polysorbate 20 or 3% PEG
3350.

[0006] In one embodiment, the fusion protein has the amino acid sequence of SEQ ID NO:4.

[0007] The fusion protein may comprise amino acids 27-457 of SEQ ID NO:4 and is glycosylated at Asn residues 62, 94, 149,
222 and 308.

DETAILED DESCRIPTION OF THE INVENTION

General Description

[0008] Safe handling and administration of formulations comprising proteins represent significant challenges to pharmaceutical
formulators. Proteins possess unique chemical and physical properties that present stability problems: a variety of degradation
pathways exist for proteins, implicating both chemical and physical instability. Chemical instability includes deamination,
aggregation, clipping of the peptide backbone, and oxdation of methionine residues. Physical instability encompasses many
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phenomena, including, for example, aggregation.

VEGF Antagonists

[0009] A VEGF antagonist is a compound capable of blocking or inhibiting the biological action of vascular endothelial growth
factor (VEGF), and includes fusion proteins capable of trapping VEGF. In a preferred embodiment, the VEGF antagonist used in
the formulation of the invention is the fusion protein of SEQ ID NO:4. The VEGF antagonist can be expressed in a mammalian cell
line such as a CHO cell and may be modified post-translationally. In a specific embodiment, the fusion protein comprises amino
acids 27-457 of SEQ ID NO:4 and is glycosylated at Asn residues 62, 94, 149, 222 and 308.

[0010] The VEGF antagonist can be prepared by any suitable method known in the art, or that comes to be known. The VEGF
antagonist is preferably substantially free of protein contaminants at the time it is used to prepare the pharmaceutically
acceptable formulation. By "substantially free of protein contaminants" is meant, preferably, that at least 90% of the weight of
protein of the VEGF-specific fusion protein antagonist preparation used for making a formulation is VEGF fusion protein
antagonist protein, more preferably at least 95%, most preferably at least 99%. The fusion protein is preferably substantially free
of aggregates. "Substantially free of aggregates" means that at least 90% of the weight of fusion protein is not present in an
aggregate at the time the fusion protein is used to prepare the pharmaceutically effective formulation. The fusion protein may
contain low or trace amounts of compounds as a results of the purification process, for example, low or trace amounts of citrate
and/or polysorbate.

Stable Liquid Formulations

[0011] The invention provides a stable liquid pharmaceutically acceptable formulation as defined above.

[0012] Stability is determined in a number of ways at specified time points, including determination of pH, visual inspection of
color and appearance, determination of total protein content by methods known in the art, e.g., UV spectroscopy, SDS-PAGE,
size-exclusion HPLC, bioassay determination of activity, isoelectric focusing, and isoaspartate quantification. In one example of a
bioassay useful for determining VEGF antagonist activity, a BAF/3 VEGFR1/EPOR cell line is used to determine VEGF165
binding.

[0013] Formulations can be stored in an oxygen-deprived environment. Oxygen-deprived environments can be generated by
storing the formulations under an inert gas such as, for example, argon, nitrogen, or helium.

EXAMPLES

Example 1. Stability of a 50 mg/ml Liquid Formulation of VEGF Trap

[0014] Aliquid formulation containing 10 mM phosphate, 50 mM NaCl, 0.1% polysorbate 20, 20% sucrose, and 50 mg/ml VEGF
trap (SEQ ID NO:4), pH 6.25, was stored at 5 °C and samples tested at 3, 6, 9, 12, 18 and 24 months. Stability was determined by
SE-HPLC. The results, shown in Table 1, show that 98.6% and 98.3% of VEGF trap protein remained intact (non-degraded) at 12
and 24 months, respectively. Turbidity was measured at OD405 nm; and percent recovered protein by size exclusion HPLC.

Table 1. Stability of 50 mg/ml VEGF Trap Protein When Stored at 5 °C (VGFT-SS065)

Months | Visual Appearance { Turbidity pH % VEGF Trap % VEGF Trap Native
Recovered Configuration
0 Pass 0.00 6.2 100 99.0
3 Pass 0.00 6.2 102 98.8
6 Pass 0.01 6.2 103 98.7
9 Pass 0.01 6.3 102 98.2
12 Pass 0.01 6.3 106 98.6
18 Pass 0.00 6.3 103 984
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Months | Visual Appearance | Turbidity pH % VEGF Trap % VEGF Trap Native
Recovered Configuration
24 Pass 0.00 6.2 93 98.3

[0015] A liquid formulation containing 10 mM phosphate, 50 mM NaCl, 3% PEG 3350, 20% sucrose, and 50 mg/ml VEGF trap
(SEQ ID NO:4), pH 6.25, was stored at 5 °C and samples tested at 3, 6, 9, 12, 18 and 24 months. Stability results are shown in

Table 2.
Table 2. Stability of 50 mg/ml VEGF Trap Protein When Stored at 5 °C (VGFT-SS065)
Months | Visual Appearance { Turbidity pH % VEGF Trap % VEGF Trap Native
Recovered Configuration

0 Pass 0.00 6.2 100 99.0
3 Pass 0.00 6.2 100 98.8
6 Pass 0.01 6.3 103 98.5
9 Pass 0.00 6.3 103 98.3
12 Pass 0.01 6.3 110 98.3
18 Pass 0.00 6.3 113 98.0
24 Pass 0.01 6.2 90 97.8

Example 2. Stability of a 75 mg/ml Liquid Formulation of VEGF Trap

[0016] Aliquid formulation containing 10 mM phosphate, 50 mM NaCl, 0.1% polysorbate 20, 20% sucrose, and 75 mg/ml VEGF
trap (SEQ ID NO:4), pH 6.25, was stored at 5 °C and samples tested at 0, 1, 2.3, 3, 9, 12 and 15 months. Stability results are
shown in Table 3.

Table 3. Stability of 75 mg/ml VEGF Trap Protein When Stored at 5 °C (VGFT-SS101)

Months | Visual Appearance { Turbidity pH % VEGF Trap % VEGF Trap Native
Recovered Configuration

0 Pass 0.00 6.2 100 97.1
Pass 0.00 6.2 96 97.0

2.3 Pass 0.00 6.2 98 96.7

3 Pass 0.00 6.2 97 96.1

9 Pass -0.01 6.0 101 96.0

12 Pass 0.00 6.3 110 94.5
15 Pass 0.00 6.3 92 95.6

[0017] Aliquid formulation containing 10 mM phosphate, 50 mM NaCl, 3% PEG 3350, 20% sucrose, and 75 mg/ml VEGF trap
(SEQ ID NO:4), pH 6.25, was stored at 5 °C and samples tested at 0, 1, 2.3, 3, 9, 12 and 15 months. Stability results are shown in
Table 4.

Table 4. Stability of 75 mg/ml VEGF Trap Protein When Stored at 5 °C (VGFT-SS101)

Months | Visual Appearance { Turbidity pH % VEGF Trap % VEGF Trap Native
Recovered Configuration
0 Pass 0.00 6.2 100 96.8
Pass 0.00 6.2 99 96.7
23 Pass 0.00 6.2 97 96.3
Pass 0.00 6.2 89 95.6
Pass -0.01 6.2 98 95.4
12 Pass -0.01 6.3 112 94.1
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Months | Visual Appearance | Turbidity pH % VEGF Trap % VEGF Trap Native
Recovered Configuration
15 Pass 0.00 6.3 98 94.8

Example 3. Stability of a 100 mg/ml Liquid Formulation of VEGF Trap

[0018] Aliquid formulation containing 10 mM phosphate, 50 mM NaCl, 0.1% polysorbate 20, 20% sucrose, and 100 mg/ml VEGF
trap (SEQ ID NO:4), pH 6.25, was stored at 5 °C and samples tested at 0, 1, 2.3, 3, 9, 12 and 15 months. Stability results are
shown in Table 5.

Table 5. Stability of 100 mg/ml VEGF Trap Protein Stored at 5 °C (VGFT-SS101)

Months Visual Turbidity { pH % VEGF Trap % VEGF Trap Native
Appearance Recovered Configuration

0 Pass 0.00 6.3 100 96.7
Pass 0.00 6.2 92 96.6

2.3 Pass 0.00 6.2 92 96.2

6 Pass 0.00 6.2 99 95.5

9 Pass -0.01 6.2 92 95.5

12 Pass -0.01 6.2 110 93.9
15 Pass 0.00 6.3 108 94.8

[0019] Aliquid formulation containing 10 mM phosphate, 50 mM NaCl, 3% PEG 3350, 20% sucrose, and 100 mg/ml VEGF trap
(SEQ ID NO:4), pH 6.25, was stored at 5 °C and samples tested at 0, 1, 2.3, 3, 9, 12 and 15 months. Stability results are shown in
Table 6.

Table 6. Stability of 100 mg/ml VEGF Trap Protein Stored at 5 °C (VGFT-SS101)

Months Visual Turbidity { pH % VEGF Trap % VEGF Trap Native
Appearance Recovered Configuration

0 Pass 0.00 6.3 100 96.5
Pass 0.01 6.2 94 96.2

2.3 Pass 0.01 6.2 93 95.7

6 Pass 0.01 6.2 102 94.6

9 Pass 0.00 6.2 95 94.6

12 Pass 0.00 6.3 96 92.8
15 Pass 0.01 6.3 102 93.9

Example 4. Stable VEGF Trap Formulation

[0020] The formulation of the invention comprises 10 mM histidine, 50 mM NaCl, 5-20% sucrose, 50-100 mg/ml VEGF trap, and
one of 0.1% polysorbate 20 or 3% PEG 3350. One advantage of this liquid formulation is that it provides a higher concentration of
VEGF trap without requiring the manufacture of a lyophilized product. Thus, this formulation provides ease for subcutaneous
delivery, for example, by allowing provision of a liquid pre-filled syringe at a concentration higher than that delivered by IV
infusion. Also, this formulation could advantageously be used to provide lower infusion volumes and shorter infusion times. The
amount of degradation determined by SE-HPLC following incubation at 5 °C for up to 15 or 24 months is summarized in Table 7.
Table 7. Stability of Liquid Formulation with 50-100 mg/ml VEGF Trap (VGFT-SS101)

Incubation (months) VEGF Trap (mg/ml) { % Polysorbate 20 { % PEG 3350
24 50 0.1 - 0.7

% Degradation
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Incubation (months) VEGF Trap (mg/ml) { % Polysorbate 20 | % PEG 3350 % Degradation
24 50 - 3 1.3
15 75 0.1 - 1.5
15 75 - 3 2.0
15 100 0.1 - 1.9
15 100 - 3 26

SEQUENCE LISTING

[0021]

<110> Regeneron Pharmaceulticals, Inc.
<120> VEGF Antagonist Formulations
<130> 4030A-WO

<140> To be assigned
<141> 2006-03-22

<150> 60/665,125 <151> 2005-03-25
<160> 4
<170> FastSEQ for Windows Version 4.0

<210> 1

<211> 1453

<212> DNA

<213> Artificial Sequence

<220>
<223> Synthetic

<400> 1

aagcttggge tgcaggtcga tcgactctag aggatcgate cccgggegag ctcgaattcg 60
caaccaccat ggtcagctac tgggacaccg gggtcctgect gtgecgegetg cteagcectgte 120
tgcttetecac aggatctagt tccggaggta gacctttcgt agagatgtac agtgaaatcc 180
ccgaaattat acacatgact gaaggaaggg agctegtcat teccigeegg gttacgtcac 240
ctaacatcac tgttacttta aaaaagtttc cacttgacac tttgatccct gatggaaaac 300
gcataatctg ggacagtaga aagggcttca tcatatcaaa tgcaacgtac aaagaaatag 360
ggcttetgac ctgtgaagea acagteaatyg ggcatttgta taagacaaac tatetcacac 420
atcgacaaac caatacaatc atagatgtgg ttcetgagtce gtctcatgga attgaactat 480
ctgttggaga aaagcttgtc ttaaattgta cagcaagaac tgaactaaat gtggggattyg 540
acttcaactg ggaataccct tcttcgaage atcagcataa gaaacttgta aaccgagacc 600
taaazaccca gtctgggagt gagatgaaga aatttttgag caccttaact atagatggtg 660
taaccecggag tgaccaagga ttgtacacct gtgcagcatc cagtgggetyg atgaccaaga 720
agaacagcac atttgteagyg gtccatgaaa agggcccggyg cgacaaaact cacacatgec 780
caccgtgece agcacctgaa ctcecetggggy gaccegtceagt cttectette cccccaaaac 840
ccaaggacac cctecatgate tceeggacce ctgaggtcac atgegtyggty gtggacgtga 900
gccacgaaga ccctgaggte aagttcaact ggtacgtgga cggegtggag gtgeataatg 960
ccaagacaaa gocgegggayg gagecagtaca acageacgta cegtgtggte agegtectea 1020
cogtoctgea ccaggactgy ctgaatggea aggagtacaa gtgcaaggtce tccaacaaag 1080
ccoteccage coccatcgag aaaaccatct ccaaagocaa agggeagecce cgagaaccac 1140
aggtgtacac cctgcecocca tcecgggatg agetgaccaa gaaccaggtce agectgacct 1200
gectggteaa aggettetat cccagegaca tegecgtgga gtgggagage aatgggeage 1260
cggagaacaa ctacaagace acgectceeeg tgetggacte cgacggetcee ttettectet 1320
atagcaagct caccgtggac aagagcaggt ggcagcaggg gaacgtcettc tcatgectecyg 1380
tgatgocatga ggctctgeac aaccactaca cgeagaagag cctetcectg tectcecgggta 1440
aatgagcgge cgc 1453

<210>2

<211> 458

<212> PRT

<213> Artificial Sequence

<220>
<223> Synthetic
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<400> 2

Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser

Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Gly Arg Pro Phe Vval Glu
20 25 30
Met Tyr Ser Glu Ile Pro Glu Ile Ile His Met Thr Glu Gly Arg Glu
35 40 45
Leu Val Ile Pro Cys Arg Val Thr Ser Pro Asn Ile Thr Val Thr Leu
50 55 60
Lys Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp Gly Lys Arg Ile Ile
65 70 75 80
Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser Asn Ala Thr Tyr Lys Glu
85 20 95
Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His Lreu Tyr Lys
100 105 110
Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile Asp Val Val
115 120 125
Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val Gly Glu Lys Leu Val
130 135 140
Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val Gly Ile Asp Phe Asn
145 150 155 160
Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu Val Asn Arg
165 170 175
Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys Phe Leu Ser Thr
180 185 190
Leu Thr Ile Asp Gly Val Thr Arg Ser Asp Gln Gly Leu Tyr Thr Cys
195 200 205
Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr Phe Val Arg
210 215 220
Val His Glu Lys Gly Pro Gly Asp Lys Thr His Thr Cys Pro Pro Cys
225 230 235 2490
Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
245 250 255
Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
260 265 270
Val Val val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
275 280 285
Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
290 295 300
Glu Gln Tyr Asn Ser Thr Tyr Arg Val val Sex val Leu Thr Val Leu
305 310 315 320
His @Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
325 330 335
Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
340 345 350
Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
355 360 365
Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
370 375 380
Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
385 390 395 400
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
405 410 415
Leu Tyr Ser Lys Deu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
420 425 430
vVal Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thx
435 440 445
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
450 455

<210>3

<211> 1377

<212> DNA

<213> Artificial Sequence

<220>
<223> Synthetic

<400> 3

atggtcagct actgggacac cggggtcctg ctgtgegcge tgctcagetg tctgettote 60
acaggatcta gttccggaag tgataccggt agaccttteg tagagatgta cagtgaaatc 120
cccgaaatta tacacatgac tgaaggaagg gagctcgtca ttccctgecg ggttacgtca 180
cctaacatca ctgttacttt aaaaaagttt ccacttgaca ctttgatcce tgatggaaaa 240
cgcataatct gggacagtag aaagggcttc atcatatcaa atacaacgta caaagaaata 300
gggcttctga cectgtgaage aacagtcaat gggcatttgt ataagacaaa ctatctcaca 360
catcgacaaa ccaatacaat catagatgtg gttctgagtc cgtctecatgg aattgaacta 420
tetgttggag aaaagettgt cttaaattygt acagecaagaa ctgaactaaa tgtggggatt 480
gacttcaact gggaatacce ttcttecgaag catcagecata agaaacttgt aaaccgagac 540
ctaaaaacce agtctgggag tgagatgaag aaatttttga geaccttaac tatagatggt 600
gtaacccgga gtgaccaagg attgtacacc tgtgeageat ccagtgggct gatgaccaag 660
aagaacagca catttgtcag ggtccatgaa aaggacaaaa ctcacacatg cccaccgtge 720
ccagecaccty aactcectggg gggaccgtca gtettectet teccceraaa acccaaggac 780
accctcatga tctcccggac cectgaggte acatgegtgg tggtggacgt gagecacgaa 840
gaccctgagg tcaagttcaa ctggtacgtg gacggegtgg aggtgecataa tgccaagaca 900
aagccgeggy aggagcagta caacageacg taccgtgtgy teagegtocet caccgteetg 960
caccaggact ggctgaatgg caaggagtac aagtgcaagg tctccaacaa agccctccca 1020
gcecccatey agaaaaccat ctccaaagce aaagggcage cocgagaacce acaggtgtac 1080
accctgeocee catcceggga tgagetgace aagaaccagyg tcagoctgac ctgectggte 1140
aaaggcttct atccecagega catcgeegtg gagtgggaga gcaatgggea gecggagaac 1200
aactacaaga ccacgectece cgtgetggac tecgacgget ccttetteet ctacagecaag 1260
ctcacegtgy acaagagcag gtggcagecag gggaacgtct tetcatgetc cgtgatgeat 1320
gaggctctge acaaccacta cacgcagaag agcctctcce tgtctecggg taaatga 1377
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<210>4

<211> 458

<212> PRT

<213> Artificial Sequence

<220>
<223> Synthetic

<400> 4
Met val Ser Tyr Trp Asp Thr Gly vVal Leu Leu Cys Ala Leu Leu Ser
1 5 10 15
Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Ser Asp Thr Gly Arg Pro
20 25 30
Phe Val Glu Met Tyr Ser Glu Ile Pro Glu Ile Ile His Met Thr Glu
35 40 45
Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr Ser Pro Asn Ile Thr
50 55 60
Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp Gly Lys
65 70 75 80
Arg Ile Tle Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser Asn Ala Thr
85 90 95
Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His
100 105 110
Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile
115 120 125
Asp Val Val Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val Gly Glu

130 135 140
Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val Gly Ile
145 150 155 160
Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu
165 170 175
Val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys Phe
180 185 190
Leu Ser Thr Leu Thr Ile Asp Gly Val Thr Arg Ser Asp Gln Gly Leu
195 200 205
Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr
210 215 220
Phe Val Arg Val His Glu Lys Asp Lys Thr His Thr Cys Pro Pro Cys
225 230 235 240
Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
245 250 255
Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
260 265 270
Val Val val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
275 280 285
Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
290 295 300
Glu Gln Tyr Asn Ser Thr Tyr Arg Val val Sexr Val Leu Thr Val Leu
305 310 315 320
His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Sexr Asn
325 330 335
Lys Ala Leu Pro Ala Pro Ile Gilu Lys Thr Ile Ser Lys Ala Lys Gly
340 345 350
Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
355 360 365
Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
370 375 380
Pro Ser Asp Ile Ala Val Glu Trp Glu Ser 2sn Gly Gln Pro Glu Asn
385 390 395 400
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
405 410 415
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
420 425 430
val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
435 440 445
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
450 455
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Patentkrav

1. Flydende formulering af en VEGF-antagonist, omfattende 10 mM histidin, 50
mM NacCl, 5 - 20% sucrose og 50 - 100 mg/ml af et fusions-protein, der har en
receptor-komponent bestaende af et immunoglobulin-lignende (Ig) domaene 2
af en ferste VEGF-receptor, og et Ig-domaene 3 af en anden VEGF-receptor, og
en multimeriserings-komponent, ved en pH pa 6,0 - 6,5, hvor den fgrste VEGF-
receptor er FIt1, og den anden VEGF-receptor er FIk1 eller FIt4, yderligere
omfattende 0,1 % polysorbat 20 eller 3% PEG 3350.

2. Flydende formulering ifelge krav 1, hvor fusionsproteinet har

aminosyresekvensen SEQ ID NO:4.

3. Flydende formulering ifglge krav 1 eller 2, hvor fusions-proteinet omfatter
aminosyrerne 27 - 457 af SEQ ID NO:4, og er glycosyleret ved Asn-resterne 62,
94,149, 222 og 308.
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