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The ’833 Patent

Ex1001 at 1; col. 4, ll. 25-26; Paper 25 at 5, 9
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“[T]he peptide to be included in the formulation of the 
invention is a GLP-1 agonist”
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GLP-1 Was Known to Be Difficult to Formulate

Ex1004 at 3, ll. 7-9

3

Ex2011 at 1

“GLP-1…is a 
very difficult 
molecule to 
handle in 
solution.”

“While much attention has been 
focused on the pharmacological 
properties of acylated GLP-1 
compounds, hitherto little is known 
about their physico-chemical and 
solution structural properties.”

Ex2022 at ¶52; Paper 25 at 5
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Initial Formulations Focused on Stability – Flink Reference

Ex1004 at 45, ll. 3-4

“We have discovered that certain modified 
GLP-1 or analogues thereof when 
formulated in aqueous solution together 
with a buffer, are physically stable at high 
concentrations of the modified GLP-1 or 
analogues thereof, when kept in the pH 
range from about 7 to about 10.”

“The chemical stability of 
modified GLP-1 can be 
significantly improved by 
the use of certain amino 
acids (charged-basic) and 
imidazole as stabilizers.”

Ex1004 at 4, ll. 17-20; 5, l. 12

Ex2022 at ¶¶112-113; Paper 25 at 2

“In another aspect of the invention the 
formulation has a pH from 7.5 to 10.”
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