UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

MYLAN PHARMACEUTICALS INC,,
Petitioner

V.

BIOGEN MA INC.,,
Patent Owner

Case IPR2018-01403
Patent 8,399,514 B2

DECLARATION OF DANIEL WYNN, M.D. FACNS FAASM

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

II.
I1I.
IV.

VL

VIIL

U.S. Patent No. 8,399,514
Declaration of Dr. Daniel Wynn

Contents

INTRODUCTION ...ttt sttt ettt ettt eesaee e enne s 4
PROFESSIONAL BACKGROUND AND QUALIFICATIONS .................. 4
MATERIALS CONSIDERED .......ooiiiiiiiiiiieeee et 6
OVERVIEW OF MULTIPLE SCLEROSIS........ceeoieieieeieeeeee e 6
A. Background on Multiple Sclerosis........cceevuvieeeiirieiiiee e 6
B. Clinical Measures of Multiple Sclerosis.........ccccvveevieieeciieeeiieeiieeee, 9
BIOGEN’S 514 PATENT ....oooitieeeiece ettt 15
A. PERSON OF ORDINARY SKILL IN THE ART .....cccceovviiiiieeireeen. 23
THE ASSERTED REFERENCES AND MYLAN’S ADDITIONAL
CITATIONS L.ttt ettt ettt s 24
A. The Schimrigk 2004 Abstract (Ex. 1000).........cccceeevieeniieniieeieeiieenne, 24
B. Biogen’s Phase II MSS Trial ........cccooevviiiiiiiiiieeeceece e, 26

1. January 2006 Press Release (Ex. 1005).......ccccveviiiveniciinenieens 26

ii. Clinical Trials (EX. 1010) .c.cooviiiiiiiieieieeeeeeeee e 26

i1, Kappos 2006 (EX. 1007)....ccccuiieeiiiieeiie e 27
C. WO 2006/037342 (EX. 1008).....ccctiiiiirieeieeieereeeie ettt 28
D.  Joshi Y999 (EX. 1009)......ccciiiiiiiieieeieeiteee ettt 30
E. ICH Guidelines (EX. 1011) .cccuiiiiiiiieeiieeeiee et 31
THE 514 PATENT CLAIMS ARE NOT OBVIOUS .......ccoovvieieeee 33
A. Biogen’s Phase II Study Did Not Establish an Effective Dose

Range of DMF to Treat MIS........c.ooiiiiiiiee e 33
B. A Person of Ordinary Skill in the Art Would Not Have

Reanalyzed the Phase IT ReSults ..........ccooovveieiiiiiiieiiiieeieceee e 35
C. Side Effects and Patient Compliance Would Not Have Pointed a

Person of Ordinary Skill in the Art to a Daily Dose of 480

mg/day to Treat MS ..o e 41
D. January 2006 Press Release in view of Schimrigk 2004 Abstract

Does Not Render the 514 Patent Claims Obvious ...........ccceeceeevieennnee. 44

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

U.S. Patent No. 8,399,514
Declaration of Dr. Daniel Wynn

E. Kappos 2006 in View of Schimrigk 2004 Abstract Does Not

Render the *514 Patent Claims ObVIOUS........c.ccecveeriieeciieeiieeiie e 53
F. Kappos 2006 in view of WO ’342 Does Not Render The *514
Patent Claims ODVIOUS.......ccccvirireuiieeeiiieeecieeeeteeeesreeeeveeeeereeeeeneeeens 54
1. The Disclosure of WO *342 ....cooviiiiiieieeeee e 54
11. WO ’342 Discloses a Long List of Wide-Ranging
CONAIIONS ..eeeiviieeeiiieeeiiee et e et e et e e e stee e e aeeeessaeeeessaeeeensseaens 56

. WO 342 Discloses a Broad Class of Fumaric Acid Esters........ 57

1v. WO ’342 Discloses Indiscriminate Possible Fumaric Acid

EStEr DOSES ittt 59
v. WO 342 Does Not Describe a Method of Treating a
Subject in Need of Treatment for Multiple Sclerosis.................. 61

vi. A Person of Ordinary Skill in the Art Would Not Have
Recognized in WO ’342 the Existence of Any Particular
Dose of Any Particular Agent for the Treatment of MS,
Much Less Biogen’s Specific MS Treatment Claimed in

the "514 Patent......cccveeieiiiieeiieeeee et 62
G. Kappos 2006, Clinical Trials, Joshi 999 and ICH Guidelines Do
Not Render The ’514 Patent Claims ObVIOUS ........cccveeeevevireeiieeeeiieens 66
VIII. Unexpected RESUILS ......c.uevieiuiiiieiiiieeiieeeee ettt 71
IX. BIOGEN’S 921 PROVISIONAL DESCRIBES AND ENABLES
ALL TWENTY CLAIMS IN THE °514 PATENT......cccoviiiiiieeieeeeiee, 78
A. The ’921 Provisional Provides Written Description Support for
All of the *514 Patent Claims .........c.coecveeeviieeniieniienieeeee e 79
B. The 921 Provisional Enables the *514 Patent Claims ...............c......... 86

X.  BIOGEN’S INTERNATIONAL PATENT APPLICATION NO.
PCT/US2008/001602 DESCRIBES AND ENABLES ALL TWENTY
CLAIMS IN THE *514 PATENT ..ottt 89

XI. CONCLUSION....coottiiitiiteteeeeee ettt e 92

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

U.S. Patent No. 8,399,514
Declaration of Dr. Daniel Wynn

L. INTRODUCTION

1. I have been engaged by counsel for Biogen MA Inc., Finnegan,
Henderson, Farabow, Garrett & Dunner, LLP, as an expert consultant for this inter
partes review proceeding. I am being compensated at a rate of $1,000 per hour, plus
reimbursement for related out-of-pocket expenditures. My compensation is not
contingent upon my opinions or the outcome of this or any other proceeding.

2. I understand that the patent involved in this proceeding is U.S. Patent
No. 8,399,514 (Ex. 1001, “the ’514 patent”).
II. PROFESSIONAL BACKGROUND AND QUALIFICATIONS

3. I am the Director of Clinical Research and Director of the Multiple
Sclerosis Center at Consultants in Neurology in Northbrook, Illinois. Consultants
in Neurology is a large specialty practice focusing on the evaluation and treatment
of multiple sclerosis and other neurological conditions. As Director of Clinical
Research and Director of the Multiple Sclerosis Center, I supervise clinicians and
oversee operations in the Multiple Sclerosis Center, train and manage research staff,
and maintain an active clinical practice evaluating and treating patients where about
85% of my practice involves individuals with multiple sclerosis (MS). My current
practice also includes continuous involvement in clinical trials, often as principal

investigator, and research concerning the development of new therapeutics.
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4. I received my medical doctorate from The Chicago Medical School and
completed residencies in internal medicine and neurology at the Mayo Graduate
School of Medicine in Rochester, Minnesota, where I also received EEG and sleep
disorder/polysomnography fellowships. 1 have expertise in a wide variety of
neurological disorders with particular emphasis on MS. I have over 31 years of
experience as a clinician diagnosing, evaluating, and treating patients for their MS.
In my clinical practice, I typically see about 1,500 unique MS patients per year.

5. I am board certified in neurology, clinical neurophysiology (EEG,
EMG and neuromuscular disease), and sleep disorders medicine. I am a fellow in
the American Clinical Neurophysiology Society (FACNS) and the American
Academy of Sleep Medicine (FAASM). I have affiliations with many hospitals and
am a member of numerous professional organizations including Alpha Omega Alpha
Honor Medical Society, National Multiple Sclerosis Society, American Academy of
Neurology, American Academy of Clinical Neurophysiology, and American
Medical Association. [ am also a Board Member and serve on the Clinical Advisory
Committee of the National Multiple Sclerosis Society, Chicago-Greater Illinois
Chapter.

6. I have authored or co-authored over 130 peer-reviewed articles and
commentaries in addition to numerous non-reviewed works. I have been published

in leading medical journals, including The New England Journal of Medicine,
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