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Second Expert Declaration of James L. Mullins, Ph.D.

I. INTRODUCTION AND ENGAGEMENT

I, Dr. James L. Mullins, hereby declare as follows:

1. I have been retained by Wilmer Cutler Pickering Hale and Dorr LLP on
behalf of Celgene Corporation to offer my opinion on the authenticity of the below
publications in connection with a Petition for inter partes review of U.S. Pat. No.
8,846,628.

2. I am being compensated at $275.00/hour, my ordinary and customary
consulting rate for my work, plus reimbursement for any reasonable expenses. My
compensation is based solely on the amount of time that I devote to activities related to
this case and is in no way contingent on the nature of my findings, the presentation of
my findings in testimony, or the outcome of this or any other proceeding. I have no
other financial interest in this proceeding.

3. My opinions and the basis for my opinions are set forth below.

4. Unless otherwise noted, the statements made herein are based on my
personal knowledge, and if called to testify about this declaration, I could and would do
so competently and truthfully.

5. I am presently Dean Emeritus of Libraries and Esther Ellis Norton
Professor Emeritus at Purdue University. My career as a professional and
academic/research librarian spanned more than 44 years including library positions at

Indiana University, Villanova University, Massachusetts Institute of Technology, and
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Purdue University. Appendix A is a true and correct copy of my curriculum vitae
describing my background and experience.

6. In 2018, I founded the firm Prior Art Documentation Librarian Services,
LLC, located at 205 St Cuthbert, Williamsburg, VA 23188 after purchasing the
intellectual property of and successor to Prior Art Documentation, LLC located at 711
South Race Street, Urbana, IL 61801. Further information about my firm, Prior Art
Documentation Librarian Services, LLC (PADLS), is available at
www.priorartdoclib.com. Since founding Prior Art Documentation Librarian
Services, LLC, in 2018, I have completed over 124 declarations for 39 law firms as of
August 2023. T have been deposed in two cases one in February 2019 and a second in
June 2023.

II. BACKGROUND AND QUALIFICATIONS

7. I received a Bachelor of Arts degree in History, Religion and Political
Science in 1972 as well as a Master of Arts degree in Library Science in 1973 from the
University of lowa. I received my Ph.D. in Academic Library Management with an
emphasis in Legal Librarianship in 1984 from Indiana University. Over forty- four
years, I held various positions and served as a leader in the field of library and
information sciences. Most recently, I contributed a chapter to a book to be published
by the Association of College and Research Libraries (ACRL) in the Fall, 2022.

8. I am presently Dean Emeritus of Libraries and Esther Ellis Norton
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Professor Emeritus at Purdue University and have been since January 1, 2018. I have
been previously employed as follows:

° Dean of Libraries and Professor and Esther Ellis Norton Professor, Purdue
University, West Lafayette, IN (2004-2017)

° Assistant/Associate Director for Administration, Massachusetts Institute of
Technology (MIT) Libraries, Cambridge, MA (2000-2004)

o University Librarian and Director, Falvey Memorial Library, Villanova
University, Villanova, PA (1996-2000)

° Director of Library Services, Indiana University South Bend, South Bend,
IN (1978-1996)

° Part-time Instructor, School of Library and Information Science, Indiana
University, Bloomington, IN (1979-1996)

° Associate Law Librarian, and associated titles, Indiana University School
of Law, Bloomington, IN (1974-1978)

o Catalog Librarian, Assistant Professor, Georgia Southern College (now
University), Statesboro, GA (1973-1974)

0. I am a member of the American Library Association (“ALA”), where I
served as the chair of the Research Committee of the Association of College and
Research Libraries (“ACRL”). My service to ALA included service on the editorial

board of the most prominent library journal, College and Research Libraries. 1 also
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served on the Standards Committee, College Section of the Association of College and
Research Libraries, where I was instrumental in developing a re-issue of the Standards
for College Libraries in 2000.

10. I am an author of numerous publications in the field of library science and
have given presentations in library sciences at national and international conferences.
During more than 44 years as an academic librarian and library science scholar, I have
gained extensive experience with catalog records and online library management
systems (LMS) built using Machine-Readable Cataloging (“MARC”) standards. As an
academic library administrator, I have had responsibility to ensure that students were
educated to identify, locate, assess, and integrate information garnered from research
library resources. I have also facilitated the research of faculty colleagues either directly
or through the provision of and access to the requisite print and/or digital materials and
services at the universities where [ worked.

11. Based on my experience identified above and detailed in my curriculum
vitae, which is attached hereto as Appendix A, I consider myself to be an expert in the
field of library science and academic library administration. I have previously offered
my opinions on the public availability and authenticity of documents in over 80 cases. |
have been deposed in one case.

III. BACKGROUND ON PUBLIC ACCESSIBILITY
A.  Scope of This Declaration

12. I am not a lawyer, and I am not rendering an opinion on the legal question
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of whether a particular document is, or is not, a “printed publication” under the law. I
am, however, rendering my expert opinion on the authenticity of the document
referenced herein to the extent that persons interested and ordinarily skilled in the
subject matter or art, exercising reasonable diligence, could have located the document.

13. Iam informed by counsel that an item is considered authentic if there is
sufficient evidence to support a finding that the item is what it is claimed to be. I am
also informed that authenticity can be established based on the contents of the document
itself, such as the appearance, content, substance, internal patterns, or other distinctive
characteristics of the item.

B. Person of Ordinary Skill in the Art

14.  In forming the opinions expressed in this declaration, I have reviewed the
documents and appendices referenced herein. These materials are records created in the
ordinary course of business by publishers, libraries, indexing services, and others. From
my years of experience, | am familiar with the process for creating many of these
records, and I know that these records are created by people with knowledge of the
information contained within the record. Further, these records are created with the
expectation that researchers and other members of the public will use them. All
materials cited in this declaration and its appendices are of a type that experts in my
field would reasonably rely upon and refer to in forming their opinions.

15. I have been informed by counsel that a “person of ordinary skill in the art
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at the time of the inventions” (POSA) is a hypothetical person who is presumed to be
familiar with the relevant field and its literature at the time of the inventions. This
hypothetical person is also a person of ordinary creativity, capable of understanding the
scientific principles applicable to the pertinent field.

16. I have been informed by counsel that, a POSA relating to the subject
matter of U.S. Pat. No. 8,846,628 would have had (1) a Pharm.D., and/or a Ph.D. in
pharmaceutical sciences, biomolecular engineering, chemical engineering, chemistry, or
related discipline or an M.D.; and (2) at least two years of experience with oncology,
medicine, pharmaceutical design, or formulation of oral dosage forms.

17. I have further been informed by counsel that Petitioner’s experts, Drs.
Buckton and Batchelor, each put forth identical definitions of a POSA.
Ex.1002(Buckton Decl.), §17; Ex.1003(Batchelor Decl.), 916. They both opine that a
POSA as of December 5, 2008 “would have had (1) a Pharm.D., or a Ph.D. in
pharmaceutical sciences, chemical engineering, chemistry, or related discipline; and (2)
at least two to four years of experience with pharmaceutical design, formulation,
development, and/or manufacturing of oral dosage forms.” Ex.1002(Buckton Decl.),
17; Ex.1003(Batchelor Decl.), q16.

18. My opinions would be the same for both POSA definitions.
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IV. OPINION REGARDING AUTHENTICITY

A. Document A: Exhibit 2068. “Year in Review: Acute Myeloid
Leukemia” by Charles Bankhead, senior editor, Medpage, November
29, 2000, updated November 30, 2020. (“Bankhead”)

19. I have been asked to opine on, Exhibit 2068, an article authored by Charles
Bankhead, senior editor, Medpage, titled: “Year in Review: Acute Myeloid Leukemia.”
(“Bankhead™).

20. Attachment A-1 is a download I made on October 10, 2023, from the
Medpage Today website at:
https://www.medpagetoday.com/hematologyoncology/leukemia/89909.

21. Having accessed, retrieved, and downloaded Bankhead, EX.2068 from the
website of Medpage Today 1 can verify that Ex.2068 is an authentic document.

22.  Iconclude and affirm that Ex.2068 is an authentic document.

B. Document B: Exhibit 2081. “FDA Approves Oral Azacitidine as

Maintenance Therapy for Adults with AML in First Remission,” by

ASCO Post Staff, The ASCO Post, September 25, 2020. (“FDA
Approves”)

23. I have been asked to opine on Exhibit 2081. “FDA Approves Oral
Azacitidine as Maintenance Therapy for Adults with AML in First Remission” by The
ASCO Post Staft, The ASCO Post, September 25, 2020. (“FDA Approves”)

24.  Attachment B-1 is a screen capture I made on October 10, 2023, from The
ASCO Post website at: https://ascopost.com/issues/january-25-2020/oral-cc-486-

maintenance-therapy-extends-survival-in-older-patients-with-aml/.
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25. Having accessed, retrieved, and downloaded a screen capture of FDA
Approves, Ex.2081 from the website of The ASCO Post, 1 can verify that Ex.2081 is an
authentic document.
26. Iconclude and affirm that Ex.2081 is an authentic document.
Document C: Exhibit 2103. “Oral CC-486 Maintenance Therapy Extends

Survival in Older Patients With AM” by Alice Goodman, The ASCO Post,
January 25, 2020. (“Goodman”)

27. 1have been asked to opine on Exhibit 2103. “Oral CC-486 Maintenance
Therapy Extends Survival in Older Patients With AM” by Alice Goodman, The ASCO
Post, September 25, 2020. (“Goodman”)

28.  Attachment C-1 is a screen capture | made on October 11, 2023, from The
ASCO Post website at: https://ascopost.com/issues/january-25-2020/oral-cc-486-
maintenance-therapy-extends-survival-in-older-patients-with-aml/.

29. Having accessed, retrieved, and downloaded a screen capture of Goodman,
Ex.2103 from the website of The ASCO Post, 1 can verify that Ex.2103 is an authentic
document.

30. Iconclude and affirm that Ex.2103 is an authentic document.

Document D: Exhibit 2114. “Phase 3 Quazar AML-001 Trial Finds Oral

Azacitidine Extends Survival in Older Adults with AML” by Hannah Slater.

Cancer Network: Home of the Journal ONCOLOCY, January 21, 2021.
(“Slater”)

31. T have been asked to opine on Exhibit 2114. “ Phase 3 Quazar AML-001

Trial Finds Oral Azacitidine Extends Survival in Older Adults with AML” by Hannah
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Slater. Cancer Network: Home of the Journal ONCOLOCY, January 21, 2021.
(“Slater™)

32.  Attachment D-1 is a screen capture I made on October 11, 2023, from the
Cancer Network website at: https://www.cancernetwork.com/view/phase-3-quazar-aml-
001-trial-finds-oral-azacitidine-extends-survival-in-older-adults-with-aml.

33. Having accessed, retrieved, and downloaded Slater, Ex.2114 from the
website of Cancer Network, 1 can verify that Ex.2114 is an authentic document.

34. 1 conclude and affirm that Ex.2114 is an authentic document.

Document E: Exhibit 2119. “Oral Azacitidine Extends Survival for Patients
with AML in Remission after Chemotherapy” by Jennifer Southall. Healio:
Hematology/Oncology. January 5, 2021. (“Southall”)”

35. Thave been asked to opine on Exhibit 2119. “Oral Azacitidine Extends
Survival for Patients with AML in Remission after Chemotherapy” by Jennifer
Southall. Healio: Hematology/Oncology. January 5, 2021. (“Southall”)

Attachment E-1 is a screen capture I made on October 11, 2023, from the website
for Healio: Hematology/Oncology at this URL:
https://www.healio.com/news/hematology-oncology/20210105/oral-azacitidine-
extends-survival-for-patients-with-aml-in-remission-after-chemotherapy.

36. Having accessed, retrieved, and downloaded Southall, Ex.2119 from the
website of Healio: Hematology/Oncology, 1 can verify that Ex.2119 is an authentic

document.

10
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37. I conclude and affirm that Ex.2119 is an authentic document.

Document F: Exhibit 2130. “New Maintenance Treatment for Acute Myeloic
Prolongs the Lives of Patients” published on the Weill Cornell Medicine
Newsroom website on January 22, 2021. (“Weill Cornell”)

38. I have been asked to opine on Exhibit 2130. “New Maintenance Treatment
for Acute Myeloic Prolongs the Lives of Patients” published on the Weill Cornell
Medicine Newsroom website on January 22, 2021. (“Weill Cornell”)

Attachment F-1 is a screen capture I made on October 11, 2023, from the website
for Weill Cornell Medicine Newsroom website at this URL:

https://news.weill.cornell.edu/news/2021/01/new-maintenance-treatment-for-
acute-myeloid-leukemia-prolongs-the-lives-of-patients.

Having accessed, retrieved, and downloaded Weill Cornell, Ex.2130 from the
website of, Weill Cornell Medicine Newsroom, I can verify that Ex.2130 is an authentic
document.

39. I conclude and affirm that Ex.2130 1s an authentic document.

V. AVAILABILITY FOR CROSS-EXAMINATION

40. In signing this Declaration, I recognize that this Declaration will be filed as
evidence in a contested case before the Patent Trial and Appeal Board of the U.S. Patent
and Trademark Office. I also recognize that I may be subject to cross- examination in
the case and that cross-examination will take place within the United States. If cross-

examination is required of me, I will appear for cross-examination within the United

11
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States during the time allotted for cross-examination.

VI. RIGHT TO SUPPLEMENT

41. Ireserve the right to supplement my opinions in the future to respond to
any arguments that the Patent Owner raises and to take into account new information as

1t becomes available to me.

12
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VII. JURAT

42. 1 declare that all statements made herein of my own knowledge are true
and that all statements made on information and belief are believed to be true; and
further that these statements were made with the knowledge that willful false statements
and the like so made are punishable by fine or imprisonment, or both, under Section
1001 of Title 18 of the United States Code.

43. I declare under penalty of perjury that the foregoing is true and correct.
Executed on October 10, 2023

OcZotec 102002 _foma A, fles—

October 11, 2023 ames L. Mullins, Ph.D.

13
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JAMES L. MULLINS, PhD

Prior Art Documentation Librarian Services, LLC
205 Saint Cuthbert, Williamsburg, VA 23188
jimullins@priorartdoclib.com

ph. 765 479 4956
Prior Art Documentation Librarian Services, LLC. (PADLS). Founded January 2018. As of July, 2023,

1 have completed 123 declarations for 39 law firms; five depositions were scheduled, three cancelled a

few days prior, one was held in February, 2019 and a second was held in June 2023.

Library Experience:

2018-present Dean Emeritus, Libraries & Norton Professor Emeritus, Purdue University

2011 -2017  Dean of Libraries & Esther Ellis Norton Professor, Purdue University

2004 - 2011  Dean of Libraries & Professor, Purdue University, West Lafayette, IN
2000-2004 Assistant/Associate Director for Administration, MIT Libraries,
Massachusetts Institute of Technology, Cambridge, MA.

1996-2000  University Librarian & Director, Falvey Memorial Library. Villanova University,
Villanova, PA.
1978-1996 Director of Library Services, Indiana University South Bend.

1974-1978 Associate Librarian, Indiana University Bloomington, School of Law.

1973-1974 Instructor/Catalog Librarian. Georgia Southern College (now University).

Teaching Experience:

1977-1996  Associate Professor (part-time), School of Library and Information Science, Indiana
University. Subjects taught: Cataloging, Management, and Academic Librarianship.

Education:

1972 - University of lowa. Honors Bachelor of Arts, History, Religion & Political Science.

1973 - University of lowa. Master of Arts in Library Science.
1984 - Indiana University. Doctor of Philosophy. Concentration: Academic Library Administration.
Emphasis: Law Librarianship.

15



Awards and Recognition:

2017 Wilmeth Active Learning Center/Library of Engineering and Science, Grand Reading Room, was
announced by President Mitch Daniels, Purdue University, that it would be re-named the James L.
Mullins Reading Room to honor his leadership and reputation in the academic library profession.
September 2017. Portrait unveiled December 2017.

2017 Distinguished Alumnus Award by the School of Informatics and Computing, Indiana University,
Bloomington. Given June 25, 2017.

2016 Hugh C. Atkinson Memorial Award, jointly sponsored by the four divisions of the American
Library Association (ALA), June 27, 2016.

2015 ACRL Excellence in University Libraries Award, April 23, 2015.

Named Esther Ellis Norton Professor of Library Science by Purdue Trustees, December 11, 2011.
International Review Panel to evaluate the University of Pretoria Library, February 20 — 24, 2011.
Pretoria, South Africa.

Publications: (selected)

Designing the Academic Library, Chapter Contributor. Association of College and Research Libraries,

American Library Association, 2022.

A Purdue Icon: Creation, Life, and Legacy, edited by James L. Mullins, Founder’s Series, Purdue
University Press, 138pp., August 2017.

“The policy and institutional framework.” In Research Data Management, Practical Strategies for
Information Professionals, edited by Ray, J M. Purdue University Press, pp.25-44, 2014.
“DataCite: linking research to data sets and content.” In Benson, P and Silver, S. What Editors
Want: An Author’s Guide to Scientific Journal Publishing. University of Chicago Press, pp. 21-23,
December 2012.

“Library Publishing Services: Strategies for Success,” with R. Crow, O. lvins, A. Mower, C.
Murray-Rust, J. Ogburn, D Nesdill, M. Newton, J. Speer, C. Watkinson. Scholarly Publishing and
Academic Resources Coalition (SPARC), version 2.0, March 2012.

“The Changing Definition and Role of Collections and Services in the University Research

Library.” Indiana Libraries, Vol 31, Number 1 (2012), pp.18-24.

“Are MLS Graduates Being Prepared for the Changing and Emerging Roles that Librarians must now
assume within Research Libraries?” Journal of Library Administration. Volume 52, Issue 1, 2012, p.
124-132

16



Baykoucheva, Svetla. What Do Libraries Have to Do with e-Science?: An Interview with James L.
Mullins, Dean of Purdue University Libraries. Chem. Inf. Bull. [Online] 2011, 63 (1), 45-49.
http://www.acscinf.org/publications/bulletin/63-1/mullins.php (accessed Mar 16, 2011).

“The Challenges of e-Science Data-set Management and Scholarly Communication for Domain
Sciences and Technology: a Role for Academic Libraries and Librarians,” chapter in, The Digital
Deluge: Can Libraries Cope with e-Science?” Deanna B. Marcum and Gerald George, editors, Libraries
Unlimited/Teacher Ideas Press, 2009. (a monograph publication of the combined proceedings of the
KIT/CLIR proceedings).

“Bringing Librarianship to e-Science,” College and Research Libraries. vol. 70, no. 3, May 2009,
editorial.

“The Librarian’s Role in e-Science” Joho Kanri (Journal on Information Processing and Management),
Japan Science and Technology Agency (formerly Japan Information Center of Science and
Technology), Tokyo, Japan. Translated into Japanese by Taeko Kato. March 2008.

The Challenge of e-Science Data-set Management to Domain Sciences and Engineering: a Role for
Academic Libraries and Librarians,” KIT (Kanazawa Institute of Technology)/CLIR (Council of
Library and Information Resources) International Roundtable for Library and Information Science, July

5-6, 2007. Developments in e-science status quo and the challenge, The Japan Foundation, 2007.

“An Administrative Perspective,” Chapter 14, Proven Strategies for Building an Information Literacy
Program, Susan Curzon and Lynn Lampert, editors, Neal-Schuman Publishers, Inc., New York, 2007.
pp. 229-237.

Library Management and Marketing in a Multicultural World, proceedings of the IFLA Management
and Marketing (M&M) Section, Shanghai, China, August 16-17, 2006, edited. K.G. Saur, Munchen,
Germany, June 2007. 390 pp.

Top Ten Assumptions for the Future of Academic Libraries and Librarians: a report from the ACRL
Research Committee, with Frank R. Allen and Jon R. Hufford. College & Research Libraries, April
2007, vol.68, no.4. pp.240-241, 246.

To Stand the Test of Time: Long-term Stewardship of Digital Data Sets in Science and Engineering. A
report to the National Science Foundation from the ARL Workshop on New Collaborative
Relationships: the Role of Academic Libraries in the Digital Data Universe. September 26-27, 2006,
Arlington, VA. p.141. http://www.arl.org/bm~doc/digdatarpt.pdf
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“Enabling Interaction and Quality in a Distributed Data DRIS,” Enabling Interaction and Quality:
Beyond the Hanseatic League. 8™ International Conference on Current Research Information Systems,
with D. Scott Brandt and Michael Witt. Promoted by euro CRIS. Leuven University Press, 2006. pp.55-
62. Editors: Anne Garns Steine Asserson and Eduard J. Simons.

"Standards for College Libraries, the final version approved January 2000," prepared by the ACRL
College Libraries Standards Committee (member), C&RL News, March 2000, p.175-182.

"Standards for College Libraries: a draft,” prepared by the ACRL College Libraries Section, Standards
Committee (member), C&RL News, May 1999, p. 375-381.

"Statistical Measures of Usage of Web-based Resources,” The Serials Librarian, vol. 36, no. 1-2 (1999)
p. 207-10.

"An Opportunity: Cooperation between the Library and Computer Services," in Building Partnerships:
Computing and Library Professionals. Edited by Anne G. Lipow and Sheila D. Creth. Berkeley and San
Carlos, CA, Library Solutions Press, 1995. p. 69-70.

"Faculty Status of Librarians: A Comparative Study of Two Universities in the United Kingdom and
How They Compare to the Association of College and Research Libraries Standards, " in Academic
Librarianship, Past, Present, and Future: a Festschrift in Honor of David Kaser. Englewood, Colorado;
Libraries Unlimited, 1989. p. 67-78. Review in: College & Research Libraries, vol. 51, no. 6. November
1990, p. 573-574.

Presentations: (Representative)

“How Long the Odyssey? Transitioning the Library and Librarians to Meet the Needs and Expectations
of the 21% Century University,” David Kaser Lecture, School of Informatics & Computing, Indiana
University, Bloomington, IN, November 16, 2015.

Presentation at University of Cape Town, Cape Town, South Africa, August 20, 2015.

“The Challenge of Discovering Science and Technology Information,” Moderator, International
Federation of Library Associations (IFLA) Science and Technological Libraries Section Program, Cape
Town, South Africa, August 18, 2015.

“An Odyssey in Data Management: Purdue University,” International Federation of Library
Associations (IFLA) Research Data Management: Finding Our Role — A program of the Research Data
Alliance, Cape Town, South Africa, August 17, 2015.

Presentation at University of Pretoria, Pretoria, South Africa, August 11, 2015.
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Co-Convener with Sarah Thomas, Harvard University, at the Harvard Purdue Symposium on Data
Management, Harvard University, Cambridge, MA, June 15-18, 2015.

“Strategic Communication,” panel discussion on the Director's role and perspective on library
communications at Committee on Institutional Cooperation (CIC) Center for Library Initiatives (CLI)
Annual Conference, University of Illinois Urbana-Champaign, May 20, 2015.

“Issues in Data Management,” panel discussion moderated by Catherine Woteki, United States
Undersecretary for Research, Education & Economics at 20" Agriculture Network Information
Collaborative (AgNIC) Annual Meeting in the National Agricultural Library, Beltsville, MD, May 6,
2015.

“Active learning/IMPACT & the Active Learning Center at Purdue University,” Florida Institute of
Technology, Melbourne, FL, February 11, 2015.

“Science+art=creativity: libraries and the new collaborative thinking,” panel moderator, International
Federation of Library Associations (IFLA) 80" General Conference and Assembly, Lyon, France,
August 19, 2014.

“Purdue University The Active Learning Center—A new concept for a library,” Association of
University Architects 59" Annual National Conference, University of Notre Dame, South Bend, IN,
June 23, 2014.

“Big Data & Implications for Academic Libraries,” keynote speaker, Greater Western Library Alliance
(GWLA) Cyber-infrastructure Conference, Kansas City, MO, May 28, 2014.

“Research Infrastructure,” panel moderator, Association of Research Libraries (ARL) 164" Membership
Meeting, Ohio State University, Columbus, OH, May 7, 2014.

“An Eight Year Odyssey in Data Management: Purdue University,” International Association of
Scientific and Technological University Libraries (IATUL) 2013 Workshop Research Data
Management: Finding Our Role, University of Oxford, UK, December 2013.

“Purdue University Libraries & Press: from collaboration to integration,” Ithaka Sustainable
Scholarship, The Evolving Digital Landscape: New Roles and Responsibilities in Higher Education,
libraries as publishers, New York, New York, October 2013.

“Tsinghua and Purdue: Research Libraries for the 21% Century,” Tsinghua University, Tsinghua, China,
August 2013.
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“Purdue Publishing Experience in the Libraries Publishing Coalition,” Association of American
University Presses Annual Meeting, Press-Library Coalition Panel, Boston, Massachusetts, June 21,
2013.

“Indiana University Librarians Day: Purdue University Libraries Ready for the 21 Century,” Indiana
University Purdue University Indianapolis (IUPUI), June 7, 2013.

“Purdue University Libraries and Open Access; CNI Project Update,” Coalition for Networked
Information, San Antonio, TX, April 5, 2013.

Memorial Resolution, honoring Joseph Brannon, to the Board of the Association of College & Research
Libraries, Seattle, WA, January 2013.

“An overview of sustaining e-Science collaboration in an Academic Research Library—the Purdue
experience,” Duraspace e-Science Institute webcast, October 17, 2012.

“The Role of Libraries in Data Curation, Access, and Preservation: an International Perspective, “ Panel
Moderator, 78" General Conference and Assembly, International Federation of Library Associations,
Helsinki, Finland, August 15, 2012.

“21% Century Libraries,” moderator of First Plenary Session, International Association of Technological
University Libraries 33" Annual Conference, Singapore, June 4, 2012.

“Planning for New Buildings on Campus,” panel presenter, University of Calgary Building Symposium
on Designing Libraries for the 21% Century, Calgary, Alberta, Canada, May 17, 2012.

“Data Management and e-Science, the Purdue Response.” Wiley-Blackwell Executive Seminar-2012,
Washington, DC, March 23, 2012.

“An overview of Sustaining e-Science Collaboration in Academic Research Libraries and the Purdue
Experience.” Leadership & Career Development Program Institute, Association of Research Libraries
(ARL). Houston, TX, March 21, 2012,

“An overview of Data Activities at Purdue University in response to Data Management Requirements.”
Coalition for Academic Scientific Computation (CASC). Arlington, VA, September 8, 2011.

“Getting on Track with Tenure,” Association of College and Research Libraries (ACRL) Research
Program Committee. Washington, DC, June 26, 2011.

“Integration of the Press and Libraries Collaboration to Promote Scholarly Communication,”
Association of Library Collections & Technical Services (ALCTS) Scholarly Communication Interest

Group — American Library Association, New Orleans, Louisiana, June 25, 2011.
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“Cooperation for improving access to scholarly communication,” with N. Lossau (Germany), C.
Mazurek (Poland), J. Stokker (Australia), panel moderator and presenter, Second Plenary Session,
International Association of Scientific and Technological University Libraries (IATUL) 32" Conference
2011, Warsaw, Poland. May 29-June 2, 2011.

“Riding the Wave of Data,” STM Annual Spring Conference 2011. Trailblazing & transforming
scholarly publishing 2011. Washington, D.C., April 28, 2011.

“Confronting old assumptions to assume new roles: physical and operational integration of the Press and
Libraries at Purdue University,” keynote speaker, 2011 BioOne Publishers & Partners Meeting.
Washington, D. C., April 22, 2011.

“Are MLS Graduates Being Prepared for the Changing and Emerging Roles that Librarians must now
assume within Research Libraries?” University of Oklahoma Libraries Seminar, March 4, 2011,
Oklahoma City, Oklahoma.

“The Future Role of University Librarians,” the University of Cape Town, South Africa, February 25,
2011,

“New Roles for Librarians: the Application of Library Science to Scientific/Technical Research —
Purdue University — a case study. International Council for Science and Technology (ICSTI); Ottawa,
Canada. June 9, 2009.

“Reinventing Science Librarianship: Models for the Future,” Association of Research Libraries /
Coalition for Networked Information. October 16-17", 2008, Arlington, VA. Moderator and convener of
Data Curation: Issues and Challenges.

“Practical Implementation and Opportunities Created at Purdue University,” African Digital Curation
Conference, Pretoria, South Africa, (live video transmission), February 12, 2008.

Keynote speaker. “Scholarly Communication & Academe: The Winter of Our Discontent,” XXVII
Charleston Conference on Issues in Book and Serial Acquisition, Charleston, South Carolina. November
8, 2007.

Keynote speaker. “Enabling Access to Scientific & Technical Data-sets in e-Science: a role for Library
and Archival Sciences, ” Greater Western Library Alliance (GWLA), Tucson, Arizona. September 17,
2007. A meeting of library directors and vice presidents for research of member institutions.

“The Challenge of e-Science Data-set Management to Domain Sciences and Engineering: a Role for

Academic Libraries and Librarians,” KIT (Kanazawa Institute of Technology)/CLIR (Council of
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Library and Information Resources) International Roundtable for Library and Information Science, July
5-6, 2007. Invited to participate by the Deputy Librarian of Congress.

International Association of Technological University Libraries (IATUL), Stockholm, Sweden. June 8,
2007. Invited paper, Enabling International Access to Scientific Data-sets: creation of the Distributed
Data Curation Center (D2C2).

“A New Collaboration for Librarians: The Principles of Library and Archival Sciences Applied to the
Curation of Datasets,” Symposium of the Libraries and the College of Engineering, University of
Louisville, April 6, 2007.

“Purdue University Libraries: Through Pre-eminent Innovation and Creativity, Meeting the Challenges
of the Information Age,” Board of Trustees, Purdue University, February 15, 2007.

ARL Workshop on New Collaborative Relationships: The Role of Academic Libraries in the Digital
Data Universe, September 26-27, 2006, Arlington, VA. Invited participant.

NARA and SDSC: A partnership. A panel before the National Science Foundation, June 27, 2006.
Arlington, VA. Invited participant.

“Kaleidoscope of Scientific Literacy: fusing new connections,” with Diane Rein, American Library
Association, Association of College and Research Libraries, Science & Technology Section, Annual
Conference, New Orleans, June 26", 2006.

“Leadership for Learning: Building a Culture of Teaching in Academic Libraries — an administrative
perspective,” American Library Association, Association of College and Research Libraries, Instruction
Section, Annual Conference, New Orleans, June 25", 2006.

“Building an interdisciplinary research program in an academic library:

how the Libraries’associate dean for research makes a difference at Purdue University,” International
Association of Technological University Libraries (IATUL), Porto, Portugal, May 23rd, 2006.
“Enabling Interaction and Quality in a Distributed Data DRIS,” Enabling Interaction and Quality:
Beyond the Hanseatic League. 8" International Conference on Current Research Information Systems,
with D. Scott Brandt and Michael Witt. Promoted by euro CRIS, Bergen, Norway, May 12th, 2006,
Brandt, and Witt presented in person

“Interdisciplinary Research,” with D. Scott Brandt, Coalition for Networked Information (CNI) Spring
Meeting: Project Briefing, Washington, D.C., April 3", 2006.

“An Interview with Purdue’s James Mullins,” a podcast submitted by Matt Pasiewicz, on Educause

Connect, http://connect.educause.edu/James_L_Mullins_Interview_CNI_2005
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“Managing Long-Lived Digital Data-sets and their Curation: Interdisciplinary Policy Issues,” Managing
Digital Assets Forum, Association of Research Libraries (ARL), Washington, D.C., October 28", 2005.
“The Odyssey of a Librarian.” Indiana Library Federation (ILF), District 2 Meeting, South Bend,
Indiana. October 4th, 2005.

"New College Library Standards,” Standards Committee Presentation, ALA, Chicago, July 7, 2000.
SUNY Library Directors, Lake George, New York. “The College Library Standards: a Tool for
Assessment.” April 5, 2000.

Tri-State College Library Association, Finding You Have Talents You Never Knew You Had, Penn State
Great Valley, March 25, 2000.

Using Web Statistics, American Library Association, New Orleans, June 24, 1999.

Keynote speaker at the JSTOR Workshop, January 29, 30, 1999. University of Pennsylvania,
Philadelphia, PA.

"The New Standards for Electronic Resources Statistics,” Society of Scholarly Publishers, Washington,
D.C., September 17, 1998.

"Evaluating Online Resources: Now that you've got them what do you do?," joint presenter with Chuck
Hamaker, LSU, at the NASIG Conference, Boulder, Colorado. June 1998.

"What Employers Are Looking for in New Librarians?" Pennsylvania Library Association, Philadelphia.
September 26, 1997.

"The Theory of Matrix Management™ panel presentation of the Comparative Library Organization
Committee of the Library Organization and Management Section of the Library Administration and
Management Association, a division of the American Library Association, Annual Meeting, Chicago,
June 24, 1990.

Professional Involvement: (summary of recent emphasis)

The focus for my professional involvement and research has moved recently toward managing massive
data-sets. This has resulted in working with faculty in the sciences and technology to determine how
librarians can collaborate in managing, curating, and preserving data-sets for future access and
documentation. This has included various speaking opportunities as well as participation in planning
with the National Science Foundation (NSF) on ways in which librarians can be integrated more
completely into the funded research process. Participation in the Kanazawa Institute of
Technology/Council of Library Resources Roundtable was particularly rewarding and provided new

opportunities to share with international colleagues the issues surrounding data-set management. | was

23



the champion for the creation of the Distributed Data Curation Center (D2C2) at Purdue University
(http://d2c2.lib.purdue.edu/)

Throughout my career, beginning with my dissertation, I have been actively involved with assessing and
evaluating libraries. In the fall of 1999, | contacted twenty-two academic library directors to determine
whether the need was also felt by others. The response was overwhelmingly affirmative. This resulted in
a meeting at ALA Midwinter, January 2000. A formal meeting followed at Villanova University in April
2000. As convener, | helped to form the University Libraries Group (ULG), modeled after the Oberlin
Group for college libraries. The ULG is made up of university libraries that support diverse wide-
ranging programs through doctoral level and have a level of support that places them in the top tier of
academic institutions. A few of the member libraries, along with Villanova, are William and Mary,
Wake Forest, Lehigh, Carnegie-Mellon, Tufts, Marquette, Miami of Ohio, and Southern Methodist.

In 1994 appointed to the Standards Committee, College Section, Association of College and Research
Libraries. During the next six years, the Committee concentrated on changing the focus of the standards
from quantitative analysis of input and output factors to emphasis on assessment of the outcome.
Culmination of the work was a re-issue of the Standards for College Libraries in 2000. The knowledge
gained through my work experience enabled me to formulate the changes needed in the standards. This
work allowed for close collaboration with accrediting agencies, both professional and regional.

During this same time another focus emerged, the impact of digital resources. Through my work on the
JSTOR Statistics Task Force, standards were developed on the collection of use of electronic databases.
This Standard was later adopted in 1998 by the International Consortium of Library Consortia (ICOLC).
In 2002, the American Library Association appointed me to serve as the liaison to the Marketing and
Management Section of the International Federation of Library Associations (IFLA).

Professional Service: (representative list)

Nominations Committee, Association of Research Libraries (ARL), 2016.

Steering Committee, Scholarly Publishing and Academic Resources Coalition (SPARC), 2016 — 2017.
“Excellence in Library Services,” Chair, Review Team, University of Hong Kong, Hong Kong, August
24-27, 2015.

Chair, Management Advisory Board, 2015-2017; Member, Scientific Advisory Board, arXiv, Cornell
University, 1/1/2013 — present.

Advisory Board for the Wayne State University School of Library and Information Science, July 2012 —
present.
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Advisory Board for Microsoft Academic Search, 2012 — 2015. Redmond, WA.

Transforming Research Libraries, a Strategic Direction Steering Committee of the Association of
Research Libraries (ARL), 2012-2015.

Science and Technology section, representing ARL, International Federation of Library Associations
(IFLA), Chair, 2013 — 2017; Member, 2011 to present.

Member of University of Pretoria, South Africa, Library Review Committee. August 2013.

Co-chair, Local Arrangements Planning Committee for 2013 Conference, Association of College and
Research Libraries (ACRL), a division of the American Library Association (ALA).

Association of Research Libraries Leadership & Career Development Program Mentor, 2011-2017.
e-Science Task Force, Association of Research Libraries. July 2006 — present. Chair, October 2011 —
October 2012.

Board of Directors, International Association of Technological University Libraries (IATUL). January
2008 — December 2014.

Midwest Collaborative for Library Services (MCLS); Board Member, October 2010 — December 2012.
Chair, Library Directors, Committee on Institutional Cooperation (CIC), July 2010 — June 2012.
Board of Directors, Association of Research Libraries (ARL); October 2008 — October 2011.
Scholarly Communication Steering Committee, Association of Research Libraries (ARL)

2008-2011.

Editorial Board, College and Research Libraries, Association of College and Research Libraries,
American Library Association. January 2008 — December 2014.

Chair, Organizing Committee for IATUL Conference 2010, June 21-24, 2010, Purdue University, West
Lafayette, Indiana/Chicago, Illinois.

Conference Planning Committee for National Conference of the Association of College and Research
Libraries, 2009, Seattle, Washington.

Research Committee, Association of College and Research Libraries, ACRL, division of ALA. 2002-
2007, chair, 2005-2007.

Association of Research Libraries, Search and Screen Committee, Executive Director. March — January
2008.

Center for Research Libraries, Board of Directors. April 2006 — April 2012.

Academic Libraries of Indiana, Board of Directors, 2004 — present. Vice-president, 2005-2007.
President, 2007- 2009.
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ALA Representative to the International Federation of Library Associations (IFLA), Marketing and
Management (M&M) Section, initial term 2003-2007, re-appointed for second term, 2007-2011.

Invited to represent Research Libraries at the ACRL/3M Wonewok Retreat to assess Marketing of
Academic Libraries, October 2002.

Hugh A. Atkinson Award Committee, LAMA Representative, ALA, 2001-2005.

Program Committee, Library Administrators and Management Association (LAMA), a division of ALA.
1996-2001.

ACRL, Standards and Accreditation Committee, a division of ALA. Liaison to RBMS Section of
ACRL. 1997-2002.

Elected to the Executive Committee of LAMA, LOMS, a division of the American Library Association,
1998-2000. Nominated as Chair/Elect for 2003 — 2005.

Columbia University Press Advisory Committee. 1996 - 2000.

LITA/LAMA Conference Evaluation Committee, Pittsburgh, Pennsylvania, October 1996.

"New Learning Communities," Coalition for Networked Information, Indianapolis. November 19-21,
1995. Facilitator for invitational, national conference committed to developing collaborative learning
and teaching techniques, involving librarians.

Planning Committee-Evaluation. LITA/LAMA 1996 Conference, Pittsburgh. This first conference, to be
held jointly between two divisions of ALA, will focus on new technologies within libraries.

Indiana Cooperative Library Services Authority (INCoLSA), elected to Executive Committee, April
1991, served as President in 1993-94. INCoLSA is a statewide network of academic, public, school, and
special libraries that supports library cooperation for cataloging, interlibrary loan, collection
development and application of new technologies.

Governor’s Conference on Libraries and Information Services. Served on Planning Committee,
Academic Libraries Representative, appointed by the Governor to represent academic libraries in
Indiana, Chair, Finance Committee, April 1989-July 1991.

Indiana Library Endowment Foundation Board, 1984-92. Charter Member, 1984, President, 1988-1992.
2004-2005.

University Service: (Summary)

Served on search and screen committees for senior positions including chancellor, dean, and directors;
most recently | have been asked to serve on the search committee for the provost of Purdue University.

At MIT service included the Library Council & appointment to the Administrative Council by President
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Vest, 2001-2003 & Member of the Faculty Committee on the Library System. At Purdue appointed by
the President to the Search Committee for the Provost, October 2007 to May 2008; member of the
Capital Projects Committee, and IT Operational Oversight Committee as senior academic dean, 2008-
2014,

Global Council, Global Policy Institute, 2012 — 2016.

Academic Program Excellence and Rankings (APER) project team, 2014.

Representative of the Academic Deans on the Re-engineering Business Operations, Purdue University,
2016 —

Academic Deans Council chaired by Provost — 2004 — 2017.

University Promotion and Tenure Committee — 2006 — 2017.

"Outstanding Team Award, Electronic Reserve Project,” served as Chair, recognition awarded by the
President of Villanova University to one team who made an outstanding contribution to the operations
of the University, selected by a committee of administrators, faculty, and staff. Awarded September 9,
1999.

Nominated for the IUSB Lundquist Award, 1995 & 1996. The Lundquist award is given to faculty who
have "exhibited excellence in teaching, scholarly or artistic achievement, and diversified relevant

service..."
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Year in Review: Acute Myeloid Leukemia

— Improved survival, individualized treatment, extending
transplant to more patients

by Charles Bankhead, Senior Editor, MedPage Today November 29, 2020

Last Updated November 30, 2020

2020 YEAR IN REVIEW

A 10-month survival improvement for older adults with
acute myeloid leukemia (AML) earned professional plaudits
and FDA approval for oral azacitidine (Onureg) as
maintenance therapy after first remission.

Principal supporting data for the approval came from the
phase Il QUAZAR AML-001 trial, a placebo-controlled trial
involving 472 patients, ages 55 or older, with transplant-
ineligible AML in first remission after standard induction
therapy. Patients randomized to the active therapy had a
median OS of 24.7 months versus 14.8 months for the

placebo group. The difference represented a 31% reduction in
29
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the survival hazard (P=0.0009).

"This approval should help establish continued treatment
with Onureg as a standard component of AML therapy for
adults who achieved first complete remission following
chemotherapy and who cannot proceed to intensive curative
therapy, like hematopoietic stem-cell transplant,” principal
investigator Andrew Wei, MD, PhD, of Monash University in
Melbourne, Australia, said in a statement from trial sponsor
Bristol-Myers Squibb.

In addition to the FDA approval, the QUAZAR results earned
oral azacitidine a place in the regional finals of MedPage
Today's first OncMadness competition recognizing major
developments in the field of oncology. OncMadness panelist
David Hermel, MD, of the Scripps Clinic in La Jolla, California,
said the trial results have far-reaching implications for
management of a disease that typically affects older
individuals who have few treatment options.

Following are other highlights of advances in AML
management in 2020.

Combination Boosts Survival

Adding the Bcl-2 inhibitor venetoclax (Venclexta) to standard
therapy for AML led to statistically significant and clinically
meaningful improvement in overall survival (OS), according
to a report during the European Hematology Association
virtual meeting.

Median OS increased from 9.6 months with standard
azacitidine to 14.7 months with the combination. More than
twice as many patients achieved complete responses (with
or without complete hematologic recovery) with the
combination (66.4% vs 28.3%, P<0.001). The addition of
venetoclax was associated with a 4-month improvement in
median duration of response (17.5 vs 13.4 months), and

substantially more patients achieved transfusion
30
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independence with combination therapy, whether defined
by red cell count (60% vs 35%), platelet count (69% vs 50%),
or both (58% vs 34%).

"Responses (with the combination) occurred rapidly, often
within one cycle and were seen across all cytogenetic risk
groups and molecular mutations,’ said Courtney DiNardo,
MD, of the MD Anderson Cancer Center in Houston. "The
safety profile includes increased cytopenias, in particular
neutropenia, which can be effectively managed with
appropriate neutropenia management guidelines.'

The results suggest "a true paradigm shift in the treatment
of older patients with AML," she added.

Medical News from Around the Web
STAT

A breakthrough cystic fibrosis drug gave them the gift of
time. But miracles come with complications.

HARVARD HEALTH
When — and how — should you be screened for colon

cancer? - Harvard Health

ABC NEWS
Mississippi sees 10-fold increase in babies born with syphilis

since 2016: Report

The findings came from the VIALE-A trial, which involved 431
patients with newly diagnosed AML and who had a median
age of 76. They were randomized 2:1 to azacitidine plus
venetoclax or placebo. The primary endpoint was OS, and
secondary endpoints included complete response,
transfusion independence, and event-free survival.

Liposomal Drug Outperforms Standard Therapy

Median OS improved by almost 8 months among patients
with AML and myelodysplasia-related changes (AML-MRC)
treated with liposomal cytarabine-daunorubicin (CPX-351,

Vyxeos) versus conventional 7 + 3 induction therapy, as
31
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reported at the Transplantation and Cellular Therapy
Meetings.

Patients treated with CPX-351 had a median OS of 19.15
months as compared with 11.58 months for conventional
formulations of cytarabine and daunorubicin. Complete
response (CR, including incomplete hematologic recovery,
CRi) occurred in 48% of the CPX-351 group versus 33% of
patients who received conventional therapy. CPX-351
outperformed standard therapy regardless of prior exposure
to hypomethylating agents, and results were similar for
patients with AML with or without MRC, reported Stefan
Faderl, MD, of Jazz Pharmaceuticals in Hackensack, New
Jersey.

The findings came from a subgroup analysis of a phase Il
trial involving 309 patients with newly diagnosed, high-risk
secondary AML, including 246 who met World Health
Organization criteria for AML-MRC. They were randomized
2:1 to CPX-351 or conventional therapy, and the primary
endpoint was CR. Among patients who achieved a CR or CR,
CPX-351 led to a 42% reduction in the survival hazard, as well
as substantial improvement in 1-year OS (64% vs 43%), 2 year
OS (48% vs 31%) and in patients with myelodysplastic
syndrome (MDS) karyotype or antecedent MDS.

Guideline Supports Individualized Tx Decisions

Whenever feasible, patients with AML, including
appropriately selected and counseled individuals, should
receive chemotherapy instead of supportive care and more-
intensive versus less-intensive therapy, according to new
recommendations from the American Society of Hematology
(ASH).

For patients in end-of-life or hospice care, providers should

offer palliative red-cell transfusions, which have proven

beneficial in patients not receiving antileukemic therapy.
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Regardless of the treatment strategy, careful and thorough
discussion between providers and patients should form the
basis for clinical decision-making, according to the ASH
guideline.

Other recommendations support postremission therapy
versus no additional therapy for patients who achieve
remission, use of hypomethylating agents or low-dose
cytarabine for patients ineligible for intensive therapy, and
continued treatment for patients who respond to less-
intensive therapy without intolerable side effects.

Antibody May Increase Transplant Eligibility

Four times as many patients qualified for allogeneic stem-
cell transplant (SCT) after conditioning therapy with a
radiolabeled anti-CD45 antibody versus a standard-of-care
conditioning regimen, data from a randomized trial showed.

After conditioning with 31l apamistamab (lomab-B), 31 of 37
patients underwent SCT as compared with seven of 38
patients randomized to standard conditioning therapy.
Additionally, 20 patients who did not become transplant
eligible with standard therapy crossed over to the antibody,
and all 20 subsequently underwent SCT, reported Boglarka
Gyurkocza, MD, of Memorial Sloan Kettering Cancer Center in
New York City, at the Transplantation and Cellular Therapy
Meetings.

Conditioning with the radiolabeled antibody followed by SCT
led to neutrophil and platelet engraftment in 100% of
patients and no graft failures, she added.

The findings came from a planned interim analysis after 50%
enrollment in the phase Il SIERRA trial, involving patients

with relapsed/refractory AML. They were randomized to the
radiolabeled antibody or standard conditioning therapy. The
primary endpoint was durable CR, defined as a CR lasting at

least 6 months. 13
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"This is a population who are not generally considered
candidates for transplant,” said Gyurkocza. "There was a low
rate of nonrelapse mortality associated with iomab-B-based
conditioning, and the iomab-B-based conditioning regimen
had a favorable nonhematologic toxicity profile.

MRD as Trial Endpoint Could Speed New Therapies

Therapies that achieved negative measurable residual
disease (MRD) status in clinical trials of AML significantly
improved survival, according to a meta-analysis of more than
80 studies involving 11,000 patients.

MRD-negative status was associated with a 63% reduction in
the hazard for disease-free survival (95% Cl 0.34-0.40) and a
64% reduction in the OS hazard (95% Cl 0.33-0.39). The MRD-
negative group had an estimated 5-year DFS of 764% versus
25% for the MRD-positive group and estimated 5-year OS of
68% vs 34%, reported Farhad Ravandi, MD, of the MD
Anderson Cancer Center in Houston, and colleagues in JAMA
Oncology.

The association between MRD negativity and survival "was
observed across ages, disease subtypes, time of assessment,
specimen source, and most MRD detection methods,” the
authors noted.

"Given the robustness of the association of MRD with long-
term outcomes across studies, use of MRD status as an
eligibility criterion and/or an endpoint in clinical trial design
could lead to more efficient assessment of the efficacy of
new drugs and combination therapies in AML," they added.

Other recent developments in AML:

Early Palliation: Boon for AML Patients on Intensive Chemo
Stem-Cell Transplant Trial Ends in a Draw

Myeloablative Therapy Prevails in AML Transplant Study

Worse Blood Cancer Outcomesd4n Hispanics
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Charles Bankhead is senior editor for oncology and also covers urology,

dermatology, and ophthalmology. He joined MedPage Today in 2007. Follow Y
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therapy-for-adults-with-aml-in-first-remission/

The ASCO Post

FDA Approves Oral Azacitidine as
Maintenance Therapy for Adults With AML
In First Remission

By The ASCO Post Staff
September 25, 2020

On September 1, the U.S. Food and Drug Administration (FDA) approved oral azacitidine (Onureg; also
known as CC-486) for the continued treatment of adult patients with acute myeloid leukemia (AML) who
achieved first complete remission or complete remission with incomplete blood count recovery following
intensive induction chemotherapy and who are not able to complete intensive curative therapy.

“Continued treatment with [oral azacitidine] demonstrated an overall survival benefit in adults with AML
who had achieved first complete remission in the QUAZAR AML.-001 study and, notably, it has the potential
to do this in a convenient manner, given its once-daily oral formulation,” said Andrew Wei, MBBS, PhD, of
the Alfred Hospital and Monash University, Melbourne, Australia. “This approval should help establish
continued treatment with azacitidine as a standard component of AML therapy for adults who achieved first
complete remission following chemotherapy and who cannot proceed to intensive curative therapy, like
hematopoietic stem cell transplant.”

QUAZAR AML-001

The approval is based on results from the pivotal phase ITT QUAZAR AML-001 study. Eligible patients were
age 55 or older, had AML, were within 4 months of achieving first complete remission or complete remission
with incomplete blood count recovery following intensive induction chemotherapy with or without
consolidation treatment (per investigator preference prior to study entry), and were not candidates for
hematopoietic stem cell transplant (HSCT) at the time of screening. The study enrolled 472 patients,
randomly assigned 1:1 to receive either oral azacitidine at 300 mg (n = 238) or placebo (n = 234) once daily
for 14 days of a 28-day cycle, plus best supportive care. The median duration of treatment was 12 cycles
(range = 1—82) for patients in the oral azacitidine group and 6 cycles with placebo (range = 1—76).

Treatment with azacitidine resulted in a statistically significant and clinically meaningful improvement in
overall survival (0S), the study’s primary endpoint, of nearly 10 months compared to placebo. Median 05
from time of random assignment was longer than 2 years (24.7 months; 95% confidence interval [CI] =
18.7—30.5) among patients who received azacitidine compared to 14.8 months (95% CI = 11.7-17.6) among
patients receiving placebo (hazard ratio [HR] = 0.69, 95% CI = 0.55—0.86, P = .0009). Treatment was
continued until disease progression or unacceptable toxicity.
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URL:
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Adverse Events

Azacitidine has warnings and precautions for risks of substitution with other azacitidine products,
mvelosuppression, increased early mortality in patients with myelodysplastic syndromes, and embryo-fetal
toxicity. Due to substantial differences in the pharmacokinetic parameters, azacitidine tablets should not be
substituted for intravenous or subcutaneous azacitidine as it may result in a fatal adverse reaction. New or
worsening grade 3 or 4 neutropenia and thrombocytopenia occurred in 49% and 22% of patients who
received azacitidine tablets, respectively. Febrile neutropenia occurred in 12% of patients. Complete blood
counts should be monitored, dosing should be modified as recommended, and standard supportive care
should be provided if myelosuppression occurs.

Serious adverse reactions occurred in 15% of patients who received azacitidine. Serious adverse reactions
occurring in = 2% of patients who received oral azacitidine included pneumonia (8% ) and febrile
neutropenia (7% ). One fatal adverse reaction (sepsis) occurred in a patient who received oral azacitidine.

The most common adverse reactions with oral azacitidine vs placebo were nausea (65% vs 24%), vomiting
{60% vs 10%), diarrhea (50% vs 21%), fatigue/asthenia (44% vs 25%), constipation (39% vs 24%),
pneumonia (27% vs 17%), abdominal pain (22% vs 13%) arthralgia (14% vs 10%), decreased appetite (13%
vs 6%), febrile neutropenia (12% vs 8%), dizziness (11% vs 9%), and pain in extremity (11% vs 5%). Of
patients who received oral azacitidine, permanent discontinuation due to an adverse reaction occurred in
8% of patients.

Results from the QUAZAR AML-001 trial were first presented at the 2019 American Society of Hematology
Annual Meeting & Exposition.

@ 2023 HSP News Service, L.L.C.
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Screen Capture completed by J L. Mullins from “The ASCO Post” on October 10, 2023,
from URL: https://ascopost.com/issues/january-25-2020/oral-cc-486-maintenance-
therapy-extends-survival-in-older-patients-with-aml/

The ASCO Post

Oral CC-486 Maintenance Therapy Extends
Survival in Older Patients With AML

By Alice Goodman

January 25, 2020

Use of CC-486—an investigational oral form of azacitidine—as maintenance therapy
significantly improved overall survival and relapse-free survival in older patients with newly
diagnosed acute myeloid leukemia (AML) who were in remission following induction
chemotherapy with or without consolidation therapy, according to results of the phase IlI
QUAZAR AML-001 study. Results of the trial were reported at a late-breaking session of the
2019 American Society of Hematology (ASH) Annual Meeting & Exposition.!

CC-486 improved survival by 31% and improved relapse-free survival by 35% compared with
placebo. These findings represent statistically significant and clinically significant -
improvements.

“This pivotal maintenance study demonstrates significant improvement in overall survival and
relapse-free survival in a broad range of patients with AML in remission following induction
chemotherapy with or without consolidation,” stated lead author Andrew H. Wei, MBBS, PhD,
of Alfred Hospital and Monash University, Melbourne.
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“The safety and tolerability of CC-486 were manageable, and CC-486 preserved
health-related quality of life. Maintenance therapy therefore represents a potential
new standard of care for patients aged 55 and older in first remission who are not
candidates for hematopoietic stem cell transplantation following induction
chemotherapy,” he said.

Study Background
“This is a transformative trial and will change practice once
Maintenance therapy CC-486 is available,” said ASH Secretary Robert A. Brodsky, MD,
represents a new standard of Johns Hopkins University Medical Center, Baltimore, who
of care for patients aged 55 moderated a press conference where these data were discussed.

and older in first remission

following induction “Five-year survival in AML is dismal—around 30%. Standard

induction chemotherapy achieves complete remission in 60% to

chemotherapy.”

80% of patients aged 60 or younger and in 4£0% to 60% of older
— Andrew H. Wei, MBBS, patients. The majority of patients will relapse even if they achieve
PhD complete remission, and relapse is the primary obstacle to long-

term survival,” Dr. Wei told listeners.
Tweet this quote ¥

Several agents have been studied in the
maintenance setting for AML over the past
30 years, and some have extended relapse-
free survival, but until this study, no therapy
has shown an overall survival benefit.
CC-486 may have the potential to delay the
need for further AML therapy, which is
currently either observation or stem cell
“This is a transformative trial transplant, the latter being complex and not feasible for older
and will change practice patients due to associated morbidity.

once CC-486 is available. CC-486 is an investigational oral hypomethylating agent, with a

— Robert A. Brodsky. MD pharmacokinetic profile distinct from that of injectable
azacitidine, which has shown activity in AML. Dr. Wei noted that
Tweet this quote w the oral dosing schema enables extended drug exposure with

greater patient convenience, compared to injectable azacitidine.

“CeC-486 is molecularly identical to azacitidine, but it is an oral drug. This study is the first step toward
regulatory approval. An oral form of azacitidine also gives us future potential to investigate the role of this
drug in older patients with AML in the front-line setting. One can envision this oral drug as a building block
for novel AML regimens where azacitidine is used; for example, in combination with BCL2, FL.T3, and IDH
inhibitors,” Dr. Wei explained.
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Methodology and Outcomes

QUAZAR AML-001 is an international multicenter, placebo-controlled, double-blind, randomized phase ITT
study conducted at 148 sites in 23 countries. The study enrolled 472 patients aged 55 and older (range =
55—86 years) with de novo or secondary AML in first remission who were ineligible for hematopoietic stem
cell transplant (HSCT). After induction chemotherapy, 81% had complete remission and 19% had complete
remission with incomplete hematologic recovery. Approximately 85% had received at least two cycles of
prior intensive chemotherapy.

Within 4 months of achieving first remission, patients were randomly assigned 1:1 to receive CC-486 at 300
mg/d for the first 14 days of each 28-day cycle vs placebo given on the same schedule. Bone marrow
assessments were performed every 3 months. Patients remaining in remission could continue treatment. If
bone marrow assessment showed relapse (5%—15% blasts), CC-486 could be given for 21 days of each 28-
day cycle. If the bone marrow blasts were > 15%, patients ceased therapy and went into follow-up.

At baseline, the median age was 68 years, and more than two-thirds of patients were over age 65. Most
patients had a performance status of 0 or 1. About 85% had intermediate risk and 15% poor-risk
cytogenetics. Patients who were minimal residual disease (MRD)-positive by flow cytometry at study
screening accounted for 43% of the experimental arm and 50% of the placebo arm.

KEY POINT3

« CC-Hl36, an investigational oral
formulation of azacitidine, extended
relapse-free survival and overall
survival in older patients with AML as
maintenance therapy after first
remission.

= This is the first study showing that
maintenance therapy has a survival
benefit in this setting.

« This may be a practice-changing
study, once the oral formulation is
approved.
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After a median follow-up of 41.2 months, a 9.9-month
improvement in overall survival was observed with CC-486 vs
placebo: 14.8 months for placebo and 24.7 months in the
CC-£486 arm. This difference was highly significant,
representing a 31% improvement in median survival for the
investigational agent compared with placebo (P = .0009).
Median relapse-free survival improved by nearly 5.3 months
vs placebo in the CC-486 arm: 4.8 months in the placebo arm
and 10.2 months in the CC-486 arm—a 35% improvement
with CC-486 compared with placebo (P = .0001).

safety Profile

Patients in the CC-486 arm were able to tolerate a median of
12 cycles of therapy, compared with 6 cycles in the placebo

group.

“One measure of safety is the number of cycles of therapy a patient can tolerate. Some patients in the
CC-486 arm received up to 80 cycles of therapy,” Dr. Wei noted. “*Some patients still remain on therapy.”

The safety profile of CC-486 is similar to that of azacitidine. “As this was a placebo-controlled trial, there
were initially more adverse events in the active arm than in the placebo arm, which was ameliorated by
supportive care approaches in subsequent cycles,” he noted.

The most common side effects in the CC-486 arm were gastrointestinal (nausea in 65%, vomiting in 60%,
diarrhea in 50%, and constipation in 39%), and these side effects were reduced after prophylaxis was
initiated after cycle 2. The most common grade 3 and higher adverse events in the CC-486 arm vs the
placebo arm, respectively, were neutropenia (41% vs 24% ), thrombocytopenia (23% vs 22%), anemia (14 %
Vs 13%), diarrhea (5% vs 1%), vomiting (3% vs 0%), fatigue (3% vs 1%, and nausea (3% vs 0.4%).
Treatment discontinuation due to adverse events was infrequent in the CC-486 arm, and no treatment-
related deaths occurred.

Comments on QUAZAR AML-001

Dr. Brodsky said, “Treating AML in older patients is a very difficult problem.... It is easy to get older patients
with poor- and intermediate-risk AML into remission, but remissions are short-lived. For the first time, we
have seen an oral drug that can lead to improved relapse-free survival and overall survival in this setting.
This is a practice-changing trial,” Dr. Brodsky stated.
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Amir T. Fathi, MD, Program Director of the Center for Leukemia, Massachusetts
General Cancer Hospital, Boston, commented, “This is an impressive survival
advantage and one of the first studies to show a benefit of maintenance therapy in AML.
The hope now is to better define which patients may benefit from maintenance

‘ therapy, based on specific molecular subtypes and MRD status. It is very exciting
‘ news."
A

Amir T. Fathi, MD He also added: “In the United States, consolidation chemotherapy is typically reserved

for favorable-risk patients, while the remainder of patients are frequently candidates
for stem cell transplantation as consolidative therapy. Therefore, in certain settings, it may be challenging
to identify patients who are similar to the patient population in this study; those who would not be
traditionally offered stem cell transplant and consolidation, and who would instead be treated with
consolidation chemotherapy followed by maintenance. Subsequent studies may be necessary to compare
consolidation followed by maintenance therapy with CC-468 vs the route of consolidative transplant for
some patients. Nevertheless, the study is likely practice changing, given then survival advantage
demonstrated in this traditionally higher-risk, older patient population.”

Player Information

About Brightcove
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DISCLOSURE: Dr. Wei has received honoraria from AbbVie/Genentech, MacroGenics, Amgen, Astellas,
Celgene, Janssen, Novartis, Pfizer, AstraZeneca, and Servier; has served in a consulting or advisory role for
AbbVie/Genentech, Amgen, Novartis, and Servier; has participated in speakers bureaus for AbbVie and
Nowvartis; has received institutional research funding from AbbVie, Celgene, and Novartis; has been
reimbursed for travel, accommodations, or other expenses by AbbVie, Amgen, Celgene, and Novartis; and
receives royalties related to venetoclax. Dr. Brodsky has served in a consulting or advisory role for Alexion
and has received research funding from Achillion. Dr. Fathi has received honoraria from Dava
Pharmaceuticals; has served in a consulting or advisory role for Agios, Astellas Pharma, Boston Biomedical,
Celgene (BMS), Clear Creek Bio, Daiichi Sankyo, Jazz Pharmaceuticals, NewLink Genetics, Novartis, PTC
Therapeutics, and Takeda; and has received institutional research funding from Agios, Celgene, Exelixis,
Seattle Genetics, and Takeda.
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Phase 3 QUAZAR AML-001 Trial Finds Oral Azacitidine
Extends Survival in Older Adults with AML

January 12, 2021
Hannah Slater

Results from the randomized, double-blind, placebo-controlled phase 3 QUAZAR AML-001 trial
(NCTO1757535) revealed that oral azacitidine (Onureg; CC-486) as maintenance was associated
with significantly longer overall and relapse-free survival (RFS) as compared with placebo in older

patients with acute myeloid leukemia (AML) who were in remission following intensive

chemotherapy.’
Importantly, quality-of-life (QOL) measures were sustained throughout treatment.

"After intensive chemotherapy, the risk of AML relapse is high. Many older patients are not eligible
to receive a stem cell transplant and so a less toxic option to reduce disease recurrence is
desirable, rather than just being monitored and waiting for the disease to come back,” Andrew H.
Wei, MB, BS, PhD, of the Monash University Australian Centre for Blood Diseases and a
Hematologist at Alfred Health, said in a press release.? "Based on the results of the QUAZAR study,
it is very exciting to think that, by taking a tablet that is relatively well-tolerated, we can help

reduce relapse risk and improve survival.”

In the trial, 472 patients who were 55 years of age or older with AML in first remission after
induction chemotherapy, with or without consolidation chemotherapy, who were not candidates
for hematopoietic stem-cell transplantation (HSCT) at trial entry were randomized to receive either

300 mg oral azacitidine (n = 238) or placebo (n = 234) ance daily for 14 days of each 28-day cycle.

The primary end point of the study was overall survival (OS) and key secondary end points
included RFS and health-related QOL.
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As of the data cutoff of July 15, 2019, 193 patients (81%) had discontinued treatment with oral
azacitidine, and 208 (89%) had discontinued placebo. The median time to discontinuation was 11.4
months (95% Cl, 9.8-13.6) and 6.1 months (95% Cl, 5.1 to 7.4) in the oral azacitidine and placebo

groups, respectively.

The median duration of treatment with oral azacitidine was 12 cycles (range, 1-80) compared with

b cycles (range, 1-73) for placebo.

At a median follow-up of 41.2 months, median OS from randomization was significantly longer
with oral azacitidine at 24.7 versus placebo at 14.8 months (P < .001). Additionally, median relapse-
free survival was also significantly longer with oral azacitidine (10.2 months vs 4.8 months with
placebo: P <.001).

Regarding safety, the most commonly reported grade 3/4 adverse events (AEs) were neutropenia
(41% with oral azacitidine vs 24% with placebo) and thrombocytopenia (22% vs 21%, respectively).
The most common serious AEs were infections, which were reported at rates of 17% and 8% for
the oral azacitidine and placebo groups, respectively. Gastrointestinal AEs accounted for the most

common grade 1/2 events

According to Wei, these data are likely to establish a new standard of care among older adults with
AML.

“This is a very significant advance because the drug is easy to administer and means that adults
with AML don't have to spend extra time in hospital,” said Wei.

It is still unknown whether oral azacitidine may benefit patients with AML when used in other
clinical contexts, thus its use for other indications requires further investigation. Results from an
open-label, phase 2 study indicated that oral azacitidine may provide effective maintenance
therapy following HSCT (NCT01835587), however larger, controlled trials are still needed.
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Maintenance therapy with oral azacitidine led to
statistically significant and clinically meaningful
improvements in OS and RFS among patients with acute
myeloid leukemia in remission after induction

chemotherapy.

Researchers observed the survival benefit regardless of
whether patients received consolidation chemotherapy,
according to results of the randomized, phase 3 QUAZAR
AML-001 study published in The New England Journal of

Medicine.
Oral azacitidine Placebo
os 247 14.8
MONTHS MONTHS
t Read next RFS 10-2 4.8
: MONTHS MONTHS
FDA places partial hold on Healicf"”*

studies of magrolimab for

acute myelnid leukemia Maintenance therapy with oral azacitidine led to statistically significant and

clinically meaningful improvements in OS and RFS among patients with AML in
remission after induction chemotherapy.
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The FDA approved azacitidine tablets (Onureg,

Celgene/Bristol Myers Squibb) for this patient population,
who could not complete intensive curative therapy such as
hematopoietic stem cell transplant, in September based on

the results of this trial.

“For patients with AML, although initial

chemotherapy is often successful at achieving

remission, relapse is common, particularly in
SR ~ older patients not considered suitable

Andrew H. Wei

candidates for allogeneic stem cell transplant,”

Andrew H. Wei, MBBS, FRACP, FRCPA, PhD, head of
leukemia research at Alfred Hospital in Melbourne,
Australia, told Healio. “Although there was an unmet need
for a therapy to maintain remission in such patients, a
convenient, safe and effective option with proven capacity
to improve survival was not available. The development of
oral azacitidine, an orally bioavailable formulation of

azacitidine shown to be effective and tolerable when given

for 14 out of 28 days each cycle, was therefore considered a

« Read next suitable candidate as a maintenance therapy to extend
B AT L L remission and prolong survival in older patients after
CAR-T trial paused after
patient death intensive chemotherapy.”
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Wei and colleagues assessed the oral azacitidine
formulation as maintenance therapy in the double-blind
study of 472 adults (median age, 68 years; range, 55-86;
52% men) in first remission after induction chemotherapy
for de novo AML (91%) or secondary AML. Patients had
intermediate-risk (86%) or poor-risk (14%) cytogenetics

and an ECOG performance status of 3 or less.

Researchers randomly assigned patients to 300 mg oral
azacitidine (n = 238) or placebo (n = 234) once daily on days

1to 14 of each 28-day treatment cycle.

OS served as primary endpoint. Secondary endpoints

included RFS, health-related quality of life and safety.

Median follow-up was 41.2 months.

Results showed patients assigned oral azacitidine achieved
significantly longer median OS (24.7 months vs. 14.8
months; HR = 0.69; 95% CI, 0.55-0.86) and RFS (10.2
months vs. 4.8 months; HR = 0.65; 95% CI, 0.52-0.81), and

had a lower 1-year relapse rate (53% vs. 71%).

Patients experienced benefits with oral azacitidine
regardless of baseline cytogenetic risk, the number of prior
consolidation cycles they received, and complete remission
vs. complete remission with incomplete count recovery,

according to the researchers.
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“Survival was improved among several poor-risk
subgroups, including patients unable to receive
consolidation therapy and those with detectable [minimal
residual disease] or poor cytogenetic risk at treatment

baseline,” Wei said.

In addition, oral azacitidine exhibited a manageable safety
profile consistent with that of injectable azacitidine. Grade 1
or grade 2 gastrointestinal events were the most common
adverse events in both groups. Grade 3 or grade 4 adverse
events included neutropenia (41% for oral azacitidine vs.

24% for placebo) and thrombocytopenia (22% vs. 21%).

“Oral azacitidine represents the first FDA-approved, post-
remission maintenance therapy for patients with AML,"”
Wei said. “Future research will focus on the potential for
oral azacitidine to improve outcomes after allogeneic stem
cell transplant and also the potential for combination with
other orally administered AML therapies targeting BCL2,
FLT3 or IDH."”

For more information:
Andrew H. Wei, MBBS, FRACP, FRCPA, PhD, can be reached
at Alfred Hospital, 55 Commercial Road, Melbourne VIC

3004, Australia; email: andrew.wei@monash.edu.
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Blood smear under microscopy showing adult acute myeloid leukemia.

Patients with acute myeloid leukemia (AML), the most common form of acute leukemia in adults, that has gone into
remission following initial chemotherapy remain in remission longer and have improved overall survival when they are
given a pill form of the cancer drug azacitidine as a maintenance treatment, according to a randomized, international
phase 3 clinical trial for which Weill Cornell Medicine and NewYork-Presbyterian are trial sites. This is the first time a
maintenance treatment for AML has shown such a strong benefit for patients, and it is already being adopted as part of

standard care.
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Administration’s approval in September 2020 of oral azacitidine, known by the trade name Onureg, as a maintenance
therapy for AML.

"At last, we have an effective treatment that can be given in the post-remission setting to help keep AML patients in

Hematology and Medical Oncology and director of the Clinical and Translational Leukemia Program at Weill Cornell
Medicine, a hematologist/oncologist at NewYork-Preshyterian/Weill Cornell Medical Center and principal investigator of
the clinical trial at Weill Cornell Medicine and NewYork-Presbyterian. “We are especially gratified that the drug is very
well-tolerated, so that quality of life is not compromised.”

AML is a devastating, life-threatening hematological cancer. According to the National Cancer Institute, AML strikes about
20,000 people per year in the United States, and kills more than 11,000. It mainly affects middle-aged and older adults.
The five-year survival rate is about 30 percent overall, but only about 10 percent for patients older than 65. Patients with

AML frequently relapse, even after achieving complete remission with initial chemotherapy.

The randomized phase 3 clinical trial of 472 patients from 148 medical centers around the world, known as the QUAZAR
AML-001 Trial, tested whether relapse could be delayed using oral azacitidine as a maintenance therapy. The
investigators found that patients taking 300 mg of the drug for two weeks every month had statistically and clinically
significant improvements in relapse-free survival (RFS) and overall survival (OS). Median RFS and OS were, respectively,
10.2 months and 24.7 months with oral azacitidine, versus only 4.8 and 14.8 months for patients taking placebo. Two
years from the start of the maintenance treatment, 50.6 percent of the azacitidine patients had survived, compared with

37.1 percent of the placebo patients. Side effects were moderate and manageable.

Azacitidine is thought to work principally as a "hypomethylating” drug that removes chemical marks called methyl groups
from DNA in cells. Methyl groups regulate gene activity, usually by silencing nearby genes, and removal of methyl groups

is thought to restore activity of tumor suppressor genes that counter cancerous cell proliferation.

Side effects with oral azacitidine that were somewhat more common in the treatment group included vomiting, low white
blood cell counts, and infections, but these were generally considered manageable and did not result in treatment
discontinuation. QUAZAR was the first large international AML maintenance trial to systematically assess quality of life
throughout the trial, and patients in the treatment and placebo groups scored similarly on quality of life-related

measures, demonstrating the tolerability of oral azacitidine.

Dr. Roboz, who is also a member of the Sandra and Edward Meyer Cancer Center at Weill Cornell Medicine and a paid

consultant for Celgene and Bristol Myers-Squibb, sponsors of the research, notes that some patients taking the new

maintenance therapy have survived for many years.

"0One of my patients on the trial was so critically ill when she was initially diagnosed that she was told to get her affairs in
order, but her AML was put into remission, and she has been receiving oral azacitidine maintenance therapy as part of

the QUAZAR trial since 2013,” Dr. Roboz said.

0 Dr. Gail Roboz, Patient Care, Research, Sandra and Edward Meyer Cancer Center, News from WCM
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