IPR2017-00011

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

MYLAN PHARMACEUTICALS INC.,
Petitioner,
.
SHIRE LLC,

Patent Owner.

Case IPR2017-00011
US Patent No. RE41,148

PATENT OWNER PRELIMINARY RESPONSE

DOCKET

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



https://www.docketalarm.com/

IPR2017-00011
Patent Owner’s Preliminary Response

TABLE OF CONTENTS

L. INErOAUCTION couuueeeriirrirnnriccssssnnencssssssssessssssssssssssssssssssssssssssssssssssssssssssssssssssssansssss 1
II. The Petition Fails To Make A New Prior Art Argument.......cccceeeeeeecsccnnsences 5
II1. The 148 ReisSue PAtent.....uuuciiceivvreriicssssrnniecssssnseecsssssssssssssssssssssssssssssssssssssess 7
A. Related IPR2015-02009 and IPR2016-01033.........cccceeeverercercrercsrarcssarcsnnes 7

B. Technical BacKkground.........cceeeeicciicneniicssssnnnccssssnsnncssssnssscsssssssssssssssssssecs 8

C. The ‘148 Reissue SPecifiCation .........ccceevueicsccnricsssnnecssnnicssnsrcsssnsscssnssossnsses 10

D. The ‘148 Claims and ProSecution...........ccceevceeiccssssnnniccsssnnssscssssssssssssssssees 12
IV. Claim ConStrucCtiOn ......cccoceeereccssssnreccsssssssecssssssssssssssssssssssssssssssssssssssssssssssssses 16
A. Mixture of amphetamine base salts (Claims 1-20) ......cccovvuvreeiveiccccnnrennns 16

B. Delayed enteric release dosage form (Claims 1-20).......ceeeeeerccnnrecccscnnnnnes 19

C. “About” for pharmacokinetic values (claims 1-11, 15-20).......ccccceeecnenree 20

V. The Prior Art Cited in Petitioner’s Alleged Grounds for the IPR............. 21
A. Mehta, US 5,837,284 (EXT1005)....cccccccererrcricsssnnicsssnrecssssecssnssecssassessnssessnns 23

B. The 1997 PDR (EX1009) ...ccuccicirruricsssericsssanecsssrossssssssssssssssssssssssssssssssssssss 26

C. Brown (EXT0T1)uuuiiiciccerccscniccssnicsssssncsssssacssssssssssssssssssssssssssssssssssssssessonses 26

D. Amidon, US 5,229,131 (EXT1004) ......cceeevvrrecsrnicsssnrecsssseecssnseecsssssessnssesenns 28

E. Slattum (EXT031)...ccciceineicrcsnicsssnnicssssnessssssssssssssssssssssssssssssssssssssssssssssssssns 32
VI. The ‘148 Claims Are Non-Obvious And Patentable...........cccceevreeicunrccsnnee 34
A. Claims 1-20 Are Not ODVIOUS ....ueeiervcneicsscnnicsssnnicssseessssnesssssscsssssscsssssscssnns 35

1. Independent Claim 1 is not Obvious from the Prior Art............... 39

a) mixture of amphetamine base salts in an ADHD formulation
comprising an immediate release dosage form, a delayed enteric
release dosage form, and a Carrier.......cccicvverecssssnnnscssssnnsescsssnsssees 39

b) Effective >8-hour amphetamine levels and a second peak
amphetamine level higher than a first amphetamine level................. 42

¢) The formulation, when containing a total dose of 20mg, has an AUC
of about 467 to about 714ng-hr/ml ........ccoiieiiviiciisnnicscsnnicssnnccssnnressens 46

d) There was no reasonable expectation of success; the references are
NOt ENADIING c.ceeiiruniiiiiniinniniicssnienssnsicsssnsicssssessssssessssssossssessssssssssnsssssens 49

DOC KET

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



https://www.docketalarm.com/

IPR2017-00011
Patent Owner’s Preliminary Response

2. Claim 2 is N0t ObVious (CMAX) ..eeeeerverresisnencssnnecsssnnesssssnccsssecssssanes 51
3. Claims 3 and 4 are not Obvious (TMaX).....ceeeeecccnerecssccnnerecsscnsaneces 53
4. Claim 5 is not Obvious (AUC ~714ng-hr/ml).......eeeeccccccneeecccccnnnnnes 54

5. Claim 6 is not Obvious (AUC ~714ng-hr/ml; Tmax ~7 hrs; Cmax
o L] 177 111 ) PR 55
6. Claim 7 is not Obvious (Cmax ~40ng/ml). .....cccceveeeecsssrrnreecssssrnnenes 55
7. Claim 8 is not Obvious (TMaX ~7 ROUTS)...ccccccrvrrrneenrereccccsssscsesssanns 56
8. Claim 9 is not Obvious (equal amounts of amphetamine salts)....56
0. Claims 10 and 11 are not Obvious (polymer and thickness)......... 57
10. Claims 15 and 16 are not Obvious (20mg total dose)........ccceceeeeeeee. 59
11. Claims 17 and 18 are not Obvious (proportional AUC; Cmax)....59

12. Claims 19 and 20 are not Obvious (pH-independent release;

Protective Coating).....cccceveereerssrnnrecssssnssessssssssssssssssssssssssssssssssssasses 60
13. Independent Claim 12 and Claims 13-14 are not Obvious............ 60
VII. Objective Evidence That The ‘148 Claims Are Not Obvious .................. 61
A. Long-Felt Need, Failure By Others, and Unexpected Results................. 61
B. Skepticism, Praise & Commercial SUCCESS .....ccccccurreeerscrnrreccsscnsrecsssnnssnes 63
VIII. CONCLUSION ...uuiiiiiiininninsnnncssecsssnesssnsssssscssssessssesssssssssssssssessssssssses 64

DOC KET

_ ARM

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

IPR2017-00011
Patent Owner’s Preliminary Response

LIST OF EXHIBITS

Exhibit Description

2001
2002
2003
2004
2005
2006
2007
2008

2009

2010

2011

2012

2013

2014

DECLARATION OF BERNHARDT L. TROUT, Ph.D.
Curriculum Vitae of Bernhardt L. Trout, Ph.D.

FDA Orange Book Listing for Shire’s Adderall XR®

FDA Approved Product Label for Shire’s Adderall XR®

Excerpts from File History of Burnside, U.S. Patent No. 6,322,819
Excerpts from File History of Burnside, U.S. Patent No. RE42,096
Excerpts from File History of Burnside, U.S. Patent No. 6,605,300

Barr’s Para IV Letter, IDS No. 1 (March 15, 2005), Exhibit 26 in File
History of Burnside, US Patent No. RE 41,148

Excerpts from Chambliss Expert Report, IDS No. 2 (Nov. 23, 2005), in
File History of Burnside, US Patent No. RE 41,148

Excerpts from Klibanov Expert Report, IDS No. 2 (April 25, 2005), in
File History of Burnside, US Patent No. RE 41,148

William E. Pelham, Jr. et al., Sustained Release and Standard
Methylphenidate Effects on Cognitive and Social Behavior in Children
with Attention Deficit Disorder, 80 Pediatrics 491 (1987)

James M. Swanson et al., Letter, More Frequent Diagnosis of Attention
Deficit-Hyperactivity Disorder, 333 New England J. of Med. 944
(1995)

Paul J. Ambrosini et al., A Community Assessment, Open-Label Study
of the Safety, Tolerability, and Effectiveness of Mixed Amphetamine
Salts Extended Release in School-Age Children With ADHD, 22
Current Med. Res. & Opinion 427 (2006)

Joseph Biederman et al., A Randomized, Double-Blind, Placebo-
Controlled, Parallel- Group Study of SLI381 (Adderall XR) in Children
With Attention-Deficit/Hyperactivity Disorder, 110 Pediatrics 258
(2002)

DOCKET

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



https://www.docketalarm.com/

2015

2016

2017
2018

2019

2020
2021

2022

2023

2024

2025
2026
2027
2028

IPR2017-00011
Patent Owner’s Preliminary Response

J.M. Swanson et al., The Use of Laboratory School Protocol to
Evaluate Concepts About Efficacy and Side Effects of New

Formulations of Stimulant Medications, 6 J. Attention Disorders S-73
(2002)

William E. Pelham, Jr. et al., Pemoline Effects on Children with
ADHD: A Time-Response by Dose-Response Analysis on Classroom
Measures, 34 J. Am. Acad. Child & Adolescent Psychiatry 1504 (1995)

Excerpts from File History of Burnside, US RE 41,148

Kennerly S. Patrick & John S. Markowitz, Pharmacology of
Methylphenidate, Amphetamine Enantiomers and Pemoline in
Attention-Deficit Hyperactivity Disorder, 12 Human
Psychopharmacology 527 (1997)

Richard H. Weisler, Safety, Efficacy and Extended Duration of Action
of Mixed Amphetamine Salts Extended-Release Capsules for the
Treatment of ADHD, 6 Expert Opin. Op. in Pharmacotherapy 1003
(2005)

FDA Approved Product Label for Shire’s Adderall®

Thomas Spencer et al., Efficacy of a Mixed Amphetamine Salts
Compound in Adults with Attention-Deficit/Hyperactivity Disorder, 58
Arch. Gen. Psych. 775 (2001)

James J. McGough et al., Pharmacokinetics of SLI381 (ADDERALL
XR), an Extended-Release Formulation of Adderall, 42 J. Am. Acad.
Child Adolesc. Psychiatry 684 (2003)

Steven R. Pliszka, The Use of Psychostimulants in the Pediatric
Patient, 45 Pediatric Clinics of North America 1085 (1998)

SUPAC-MR: Modified Release Solid Oral Dosage Forms (Sept. 1997)
(“1997 FDA Guidance”)

Institution Decision, IPR2016-01033

Shire v. Abhai, Claim Construction Decision, DI 85
Burnside, US RE 42096

Food Effect Bioavail and Fed Bioequiv Studies (2002)

DOCKET

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



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g 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
O 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,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

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

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

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.

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




