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IN THE UNITED STATES PATENT & TRADEMARK OFFICE 

Application of: DIX et al. Art Unit: 1647 

Serial No: 12/835,065 Docket No: 4030B 

Filed: 07/13/2010 Customer No: 26693 

For: VEGF Antagonist Examiner: STOICA, Elly Gerald 
Formulations 

DECLARATION PURUANT TO 37 C.F.R. § 1.131 

OF DANIEL B. DIX, KELLY FRYE, AND SUSAN KAUTZ 

1. We, Daniel B. Dix, Susan Kautz, and Kelly Frye, do declare and state: 

2. We are co-inventors of claims 1, 3, 4, 6, 8, and 25 of the above-identified 

application. 

3. Prior to November 23, 2004, we completed our invention as described and 

claimed in the above-referenced application, as evidenced by the following documents 

developed or executed under our direction: 

a. EXHIBIT A: Regeneron Notebook No. 4143, pages 60 - 61, for project VEGF-

SS014, signed and dated November 21, 2000. These pages disclose the 

manufacture of SS014 VEGF Trap Formulation 1, which provides 25 mg/mL VEGF 

Trap protein, 5 mM phosphate, 5 mM citrate, 5% sucrose, 50 mM NaCI, and 0.1% 

polysorbate-20. 

b. EXHIBIT B: Stability study of SS014 VEGF Trap Formulation 1, signed and 

dated on November 21, 2000, November 22, 2000, November 27, 2000, and 

CELLTRION EXHIBIT - 1022
Celltrion, Inc. v. Regeneron Pharmaceuticals, Inc.



Application No: 12/835,065 Page 2 of 3 

December 5, 2000. Discloses visual inspection results of Formulation 1 subjected to 

vortex stress, freeze/thaw stress, and temperature stress. 

c. EXHIBIT C: Regeneron Notebook No. 4212, page 50, for project VEGF-

SS017, signed and dated January 30, 2001. This page discloses the manufacture of 

two formulations of VEGF Trap lot # VGT01001T: (a) 35.4 mg/mL VEGF Trap 

protein, 5 mM phosphate, 5 mM citrate, 100 mM NaCI, and 0.04% polysorbate-20, 

pH 6.17; and (b) 24.3 mg/mL VEGF Trap protein, 5 mM phosphate, 5 mM citrate, 

100 mM NaCI, 20% sucrose, and 0.1% polysorbate-20, pH 6.05. 

d. EXHIBIT D: Regeneron Notebook No. 4216, page 50, for project VEGF-

SS017, signed and dated February 28, 2001. This page discloses the 37°C stability 

analysis data for the VEGF SS017 formulation #1: 25 mg/mL VEGF Trap protein, 5 

mM phosphate, 5 mM citrate, 100 mM NaCI, 20% sucrose, and 0.1% polysorbate-

20, pH 6.0. 

e. EXHIBIT E: Data sheet disclosing stability study of VEGF Trap formulation 

VGFT-SS065 (50 mg/mL VEGF Trap protein, 5 mM phosphate, 5 mM citrate, 100 

mM NaCI, 20% sucrose, and 0.1% polysorbate-20, pH 6.00) by analyzing OD 405 

nm. Of particular note is the entry for the 5°C six month study results, which are 

signed and dated on May 24, 2004. 

f. EXHIBIT F: Data sheet disclosing stability study of VEGF Trap formulation 

VGFT-SS065 (50 mg/mL VEGF Trap protein, 5 mM phosphate, 5 mM citrate, 100 

mM NaCI, 20% sucrose, and 0.1% polysorbate-20, pH 6.00) by visual inspection 

analysis. Of particular note is the entry for the 5°C six month study results, which 

are signed and dated on May 24, 2004. 

g. EXHIBIT G: Data sheet disclosing stability study of VEGF Trap formulation 

VGFT-SS065 (50 mg/mL VEGF Trap protein, 5 mM phosphate, 5 mM citrate, 100 

mM NaCI, 20% sucrose, and 0.1% polysorbate-20, pH 6.00) by analyzing pH. Of 

particular note is the entry for the 5°C six month study results, which are signed and 

dated on May 24, 2004. 

4. At the time of the invention, I was an employee of Regeneron Pharmaceuticals, 

Inc., to which the above referenced application is assigned. 
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5. dec€are that all statements made herein of my own knowledge are true and that 

ail statements made on. information and belief are believed to be true, and further that 

these statements were made with the knowledge that willful false statements and th0 like 

so made are punishable by fine or imprisonment, or both, under § 1001 of Tide 13 of the 

United States Code and that such wilful false statements may jeopardize the validity of 

the application or any patent issuing thereon. 

Date:  i‘k• • • ..;) 
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EXHIBIT B 

Stability Study VEGF-SS014 

Analysis of VEGF Trap by Visual -Inspection 
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1,4.E.4±—. 7.1:5 

Stability Study VEGF-SS017 
Analysis of VEGF TRAP (25 mg/mL) by SEC-HPLC 

When Incubated at 37°C 
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Stabinv Stua VGIFT-SS065 

Analysis of VEGF Trap by OD 405 rim 
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Analysis of VEGF Trap by Visual Inspection 
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EXHIBIT G 
Audy VGFT-SS065 

Analysis of \T F'  by pH 

Stress Time 
Test Point 

Formulation 1 ;:rormulation 2 Formulation 

5 mM Phosphate, 
5 trIM Citrate, 
1OO. IVINaCl., 

0.1% PolysOrbate,20, 
20 % Sucrose, 

50 raginaL VEOF, 
pH 6.00 

t=0 0 

45°C 7 days 

10mM Phosphate, 
50 rriM Nail, 

0.1% PoIysorhate20„ 
5% Sucrose, 

50 mg/rni, VEGF, 
pH 6.25 
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lOrnM Phosphate, 
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0,1% Polysorbate 20, 
20%. Sucrose, 

50 mg.ina, VEGF, 
pH 6.25 
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