
UNITED STATES PATENT AND TRADEMARK OFFICE 
____________________________________________ 

BEFORE THE PATENT TRIAL AND APPEAL BOARD 
____________________________________________ 

APOTEX INC., 
Petitioner, 

v. 

CELGENE CORPORATION, 
Patent Owner 

____________________________________________ 

Case IPR2023-00512 
Patent 8,846,628 

____________________________________________ 

EXPERT DECLARATION OF GEORGE M. GRASS IV, PH.D. 

CELGENE 2052 
APOTEX v. CELGENE 
IPR2023-00512f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

i 
 

 

TABLE OF CONTENTS 

Page 

I. INTRODUCTION AND BACKGROUND .................................................... 1 

A. Qualifications and Experience .............................................................. 1 

B. Compensation ........................................................................................ 4 

II. LEGAL PRINCIPLES ..................................................................................... 4 

A. Anticipation ........................................................................................... 4 

B. Obviousness ........................................................................................... 5 

III. PERSON OF ORDINARY SKILL IN THE ART .......................................... 7 

IV. BASIS OF OPINIONS .................................................................................... 8 

V. BACKGROUND ............................................................................................. 8 

A. Oral Drug Administration ..................................................................... 8 

B. Overview of 5-Azacytidine ................................................................. 15 

C. The ’628 Patent ................................................................................... 16 

VI. THE PETITION ............................................................................................. 18 

VII. THE ASSERTED REFERENCES ................................................................ 19 

A. Ionescu ................................................................................................. 19 

B. Atadja .................................................................................................. 20 

C. Gibson.................................................................................................. 21 

D. PR-Press Release ................................................................................. 21 

VIII. SUMMARY OF OPINIONS ......................................................................... 22 

IX. GROUND 1: Ionescu Does Not Inherently Anticipate the 
Pharmacokinetic Values Recited by Claims 11, 12, 18-22, or 38-43. .......... 23 

A. Ionescu Does Not Provide Any Pharmacokinetic Values. .................. 23 

B. There Is No Evidence That The Claimed Pharmacokinetic 
Values Are Natural Results of Administering A Formulation 
From Ionescu. ...................................................................................... 24 

C. Dr. Batchelor’s In Silico Modeling Is Fundamentally Flawed. .......... 26 

1. Dr. Batchelor’s Modeling Ignores Metabolic Degradation 
Of 5-Azacytidine. ...................................................................... 28 

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

ii 
 

2. Dr. Batchelor’s model uses hydrolysis rates at a more 
neutral pH than that encountered by orally administered 
drugs. ......................................................................................... 35 

3. Dr. Batchelor neglected to use available experimental 
data. ........................................................................................... 38 

4. Dr. Batchelor did not perform any model validation. ............... 40 

D. Conclusion for Ground 1 ..................................................................... 42 

X. CLAIMS 11, 12, 18-22, AND 38-43 OF THE ’628 PATENT ARE 
NOT INHERENTLY OBVIOUS IN VIEW OF IONESCU IN 
COMBINATION WITH ATADJA, GIBSON AND THE 
KNOWLEDGE OF A POSA (GROUND 2)................................................. 42 

A. None of Ionescu, Atadja, Or Gibson Provide Any 
Pharmacokinetic Values. ..................................................................... 43 

B. There Is No Evidence That The Claimed Pharmacokinetic 
Values Are Natural Results of Administering The Alleged 
Obvious Formulation. .......................................................................... 43 

C. Dr. Batchelor’s In Silico Modeling Is Fundamentally Flawed. .......... 43 

D. Extrapolation using Vidaza® pharmacokinetics and Pharmion-
PR’s bioavailability for Claims 11 and 38 Is Fundamentally 
Flawed. ................................................................................................ 45 

E. Conclusion for Ground 2 ..................................................................... 48 

XI. CLAIMS 11, 12, 18-22, AND 38-43 OF THE ’628 PATENT ARE 
NOT OBVIOUS IN VIEW OF IONESCU IN COMBINATION 
WITH ATADJA, GIBSON, Pharmion-PR, AND THE 
KNOWLEDGE OF A POSA (GROUND 3)................................................. 49 

XII. OBJECTIVE INDICIA SUPPORT NON-OBVIOUSNESS OF 
CLAIMS 11, 18, 38, AND 40 OF THE '628 PATENT ................................ 49 

A. The pharmacokinetic values recited by claims 11, 18, 38, and 
40 were unexpected for a non-enteric coated tablet comprising a 
therapeutically effective amount of 5-azacytidine. ............................. 51 

B. Nexus ................................................................................................... 53 

XIII. CONCLUSION .............................................................................................. 53 

XIV. AVAILABILITY FOR CROSS-EXAMINATION ...................................... 53 

XV. RIGHT TO SUPPLEMENT .......................................................................... 54 

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

iii 
 

XVI. JURAT ........................................................................................................... 55 

 

 

XVI. JURAToeeccesseseeeseeeseeeseecsseessessseeesescseseseessueeeesssassseecsesesesesaeeseasseaegeas 55

ill

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Grass Decl. IPR2023-00512 

1 

I, George M. Grass IV, Ph.D., declare as follows: 

I. INTRODUCTION AND BACKGROUND

1. I have been retained by counsel for Celgene Corporation (“Patent

Owner”) as an expert in Apotex Inc. v. Celgene Corporation, No. IPR2023-00512, 

challenging claims 1, 2, 6-9, 11-28, 32-36, and 38-43 of U.S. Patent No. 8,846,628 

(“the ’628 patent”). 

2. I understand that Apotex Inc. (“Apotex”) have filed an Inter Partes 

Review (IPR) at the USPTO challenging claims 1, 2, 6-9, 11-28, 32-36, and 38-43 

of the ’628 patent.  

A. Qualifications and Experience

3. I am President of G2 Research, Inc., a company I founded in August

2001 to provide consulting services to pharmaceutical and biotechnology 

companies in a variety of areas.  Among other things, I have performed 

pharmacokinetic modeling to evaluate clinical regimens for antibodies and small 

molecules.  I have also developed computer simulation software and models to 

predict drug pharmacokinetics. 

4. I obtained a Ph.D. in Pharmaceutics at the University of Wisconsin,

Madison in 1985.  My Ph.D. thesis was entitled “Mechanisms of Corneal Drug 

Penetration.”  As a result of this research, I was the co-recipient of the 1989 Ebert 

Prize, awarded by the American Pharmacists Association Academy of 
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