
UNITED STATES PATENT AND TRADEMARK OFFICE 

_____________________ 

BEFORE THE PATENT TRIAL AND APPEAL BOARD 

_____________________ 

SANDOZ INC., 
Petitioner, 

v. 

ACERTA PHARMA B.V., 
Patent Owner. 

_____________________ 

Case IPR2023-00478 
Patent 10,272,083 B2 

_____________________ 

DECLARATION OF JOHN P. FRUEHAUF, M.D., Ph.D.

SANDOZ INC. IPR2023-00478 Ex. 1002, p. 1 of 134f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

 

TABLE OF CONTENTS 
Page 

 
LIST OF CITED EXHIBITS ................................................................................... iv 

I. INTRODUCTION ........................................................................................... 7 

II. BACKGROUND AND QUALIFICATIONS.................................................. 8 

III. SUMMARY OF OPINIONS ......................................................................... 10 

IV. LEGAL STANDARDS USED IN MY ANALYSIS ..................................... 13 

A. Effective filing date ............................................................................. 13 

B. Person of ordinary skill in the art ........................................................ 14 

C. Obviousness ......................................................................................... 14 

V. THE ʼ083 PATENT ........................................................................................ 18 

A. Specification ........................................................................................ 18 

B. Claims .................................................................................................. 20 

C. Prosecution history .............................................................................. 22 

VI. EFFECTIVE FILING DATE ......................................................................... 27 

VII. LEVEL OF ORDINARY SKILL .................................................................. 30 

VIII. CLAIM CONSTRUCTION .......................................................................... 30 

A. “A method of treating a mantle cell lymphoma (MCL) in a 
human subject suffering therefrom comprising the step of orally 
administering, to the human subject” (claim 8) .................................. 30 

B. “a compound of Formula (II):…” (claims 8-9) ................................... 31 

C. “wherein the Mantle Cell Lymphoma (MCL) increases 
monocytes and NK cells in peripheral blood after treatment with 
Formula (II) for a period selected from the group consisting of 
about 14 days, about 28 days, and about 56 days” (claim 10) ............ 32 

IX. TECHNICAL BACKGROUND ................................................................... 33 

X. GROUNDS REFERENCES .......................................................................... 36 

A. Barf (EX1005) ..................................................................................... 36 

B. Barf-PCT (EX1006) ............................................................................ 39 

C. Cheson (EX1008) ................................................................................ 40 

XI. OPINIONS REGARDING OBVIOUSNESS ............................................... 41 

SANDOZ INC. IPR2023-00478 Ex. 1002, p. 2 of 134f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

 

A. Ground 1: Claims 8-12 and 19-20 would have been obvious over 
Barf and Cheson. ................................................................................. 41 

1. Claim 8 ...................................................................................... 41 

a. “A method of treating a mantle cell lymphoma 
(MCL) in a human subject suffering therefrom 
comprising the step of” ................................................... 43 

b. “orally administering, to the human subject, … a 
BTK inhibitor, wherein the BTK inhibitor is a 
compound of Formula (II) … or a pharmaceutically-
acceptable salt, hydrate, or solvate thereof.” .................. 43 

c. “a dose of 100 mg twice daily” ...................................... 46 

i. A 100 mg dose would have been obvious. ........... 46 

(1) Barf discloses and claims a range that 
encompasses the claimed dose. .................. 46 

(2) A POSA practicing Barf would have 
arrived at a 100 mg dose by conducting 
a routine dose-finding study. ..................... 53 

ii. Twice-daily dosing would have been obvious. .... 61 

2. Claim 9 ...................................................................................... 67 

3. Claim 10 .................................................................................... 69 

4. Claim 11 .................................................................................... 72 

5. Claim 12 .................................................................................... 74 

6. Claim 19 .................................................................................... 75 

7. Claim 20 .................................................................................... 76 

B. Ground 2: Claims 8-12 and 19-20 would have been obvious over 
Barf-PCT and Cheson. ........................................................................ 77 

1. Claim 8 ...................................................................................... 77 

a. “A method of treating a mantle cell lymphoma 
(MCL) in a human subject suffering therefrom 
comprising the step of” ................................................... 78 

b. “orally administering, to the human subject, … a 
BTK inhibitor, wherein the BTK inhibitor is a 
compound of Formula (II) … or a pharmaceutically-
acceptable salt, hydrate, or solvate thereof.” .................. 79 

SANDOZ INC. IPR2023-00478 Ex. 1002, p. 3 of 134f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

 

c. “a dose of 100 mg twice daily” ...................................... 80 

2. Claim 9 ...................................................................................... 83 

3. Claim 10 .................................................................................... 84 

4. Claim 11 .................................................................................... 87 

5. Claim 12 .................................................................................... 88 

6. Claim 19 .................................................................................... 89 

7. Claim 20 .................................................................................... 89 

C. There are no probative secondary considerations. .............................. 90 

1. The results submitted during prosecution fail to 
demonstrate probative unexpected results. ............................... 90 

a. A daily dose of 200 mg acalabrutinib (100 mg BID) 
does not produce probative unexpected results. ............. 91 

b. Acalabrutinib’s twice-daily dosing does not produce 
probative unexpected results. ......................................... 95 

2. The results in the specification fail to demonstrate 
probative unexpected results. ..................................................100 

XII. CONCLUSION ............................................................................................103 

 
  

SANDOZ INC. IPR2023-00478 Ex. 1002, p. 4 of 134f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

 

LIST OF CITED EXHIBITS 

No. Description 
1001 U.S. Patent No. 10,272,083 to Hamdy et al. (the “ʼ083 patent”) 

1004 Prosecution History of U.S. Patent No. 10,272,083 
(Application No. 15/112,968)  

1005 U.S. Patent No. 9,758,524 to Barf, et al. (“Barf”) 

1006 PCT International Publication No. WO2013/010868 to Barf, et al. 
(“Barf-PCT”) 

1007 U.S. Provisional Application No. 61/509,397 to Barf, et al.  
(“Barf Provisional”)  

1008 Bruce D. Cheson, et al., Advancements in the Treatment of B-Cell 
Malignancies (International Conference on Malignant Lymphoma), 
CLINICAL ADVANCES IN HEMATOLOGY & ONCOLOGY, Vol. 11, Issue 9, 
Supplement 12 (Sept. 2013) (“Cheson”) 

1009 Ranjana H. Advani, et al., Bruton Tyrosine Kinase Inhibitor Ibrutinib 
(PCI-32765) Has Significant Activity in Patients With 
Relapsed/Refractory B-Cell Malignancies, J. CLINICAL ONCOLOGY, 
31(1):88-94 (Jan. 2013) (“Advani”)  

1010 John C. Byrd, et al., Acalabrutinib (ACP-196) in Relapsed Chronic 
Lymphomatic Leukemia, N. ENGL. J. MED. 374(4):323-32 (Jan. 2016) 
(“Byrd”) 

1011 U.S. Provisional Application No. 61/929,742  

1012 U.S. Provisional Application No. 61/974,665 

1013 U.S. Provisional Application No. 62/035,777 

1014 Stefano A. Pileri, et al., Mantle cell lymphoma, HAEMATOLOLGICA 
94(11):1488-92 (2009) (“Pileri”) 

1015 M. Dreyling, et al., How to manage mantle cell lymphoma, LEUKEMIA 
28:2117-31 (2014) (“Dreyling”)  

1016 IMBRUVICA™ (ibrutinib) Prescribing Information (2014)  

1017 U.S. Food and Drug Administration Office of Clinical Pharmacology 
Review of IMBRUVICA™ (ibrutinib), Application No. NDA 205552 
(Jan. 2014)  

1018 Akintunde Akinleye, et al., Ibrutinib and novel BTK inhibitors in 
clinical development, J. OF HEMATOLOGY & ONCOLOGY 6:59 (2013) 
(“Akinleye”) 

SANDOZ INC. IPR2023-00478 Ex. 1002, p. 5 of 134f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


