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I, Scott Bennett, hereby declare under penalty of perjury:

I. INTRODUCTION

1. I have personal knowledge of the facts and opinions set forth in this
declaration, I believe them to be true, and if called upon to do so, I would testify
competently to them. I have been warned that willful false statements and the like
are punishable by fine or imprisonment, or both.

2. I am a retired academic librarian working as a Managing Partner of
the firm Prior Art Documentation LLC at 711 South Race Street, Urbana, IL,
61801-4132. Attached as Appendix A is a tfu‘e and correct copy of my Curriculum
Vitae describing my background and experience. Further information about my
firm, Prior Art Documentation Services LLC, is available at

www.priorartdocumentation.com.

3. I have been retained by Winston & Strawn LLP to authenticate and

~ establish the dates of public accessibility of certain documents in an inter partes
review proceedings for U.S. Patent No. 9,339,507. For this service, I am being
paid my usual hourly fee of $91/hour. My compensation in no way depends on the
substance of my testimony or the outcome of this proceeding.

II. BACKGROUND AND QUALIFICATIONS

4. [ was previously employed as follows:

. University Librarian, Yale University, New Haven, CT, 1994-2001;
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o Director, The Milton S. Eisenhower Library, The Johns Hopkins
University, Baltimore, MD, 1989-1994;

o Assistant University Librarian for Collection Management,
Northwestern University, Evanston, IL, 1981-1989;

° Instrucfor, Assistant, and Associate Professor of Library
Administration, University of Illinois at Urbana-Champaign, Urbana,
IL, 1974-1981; and

o Assistant Professor of English, University of Illinois at Urbana-
Champaign, 1967-1974.

5. Over the course of my work as a librarian, professor of English,
researcher, and éuthor of nearly fifty scholarly papers and other publications, I
have had extensive experience with catalog records and online library management
systems built around Machine-Readable Cataloging (MARC) standards. I also
have substantial experience in authenticating printed documents and establishing
the date when they were accessible to researchers.

6. In the course of more than fifty years of academic life, I have myself
been an activé researcher. I have collaborated with many individual researchers
and, as a librarian, worked in the services of thousands of researchers at four
prominent research universities. Over the years, [ have read some of the

voluminous professional literature on the information seeking behaviors of
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academic researchers. And as an educator, I have a broad knowledge of the ways
in which students in a variety of disciplines learn to master the bibliographic
resources used in their disciplines. In all of these ways, I have a general
kﬁowledge of how researchers work.

III. PRELIMINARIES

7. Scope of this declaration. 1 am not a lawyer and I am not rendering an
opinion on the legal question of whether any particular document is, or is not, a
“printed publication” under the law.

8. I am, however, rendering my expert opinion on the authenticity of the
documents referenced herein and on when and how each of these documents was
disseminated or otherwise made available to the extent that persons interested and
ordinarily skilled in the subject matter or art, exercising reasonable diligence, could
have located the documents before 15 May 2005 and 15 May 2006.

9. Materials considered. In forming the opinions expressed in this
declaration, I have reviewed the documents and attachments 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, I
am familiar with the process for creating many of these records, and I know these
records are created by people with knowledge of the information in the record.

Further, these records are created with the expectation that researchers and other
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members of the public will use them; All materials cited in this declaration and its
attachments are of a type that experts in my field would reasonably rely upon and
refer to in forming their opinions.

10.  Persons of ordinary skill in the art. 1 am told by coﬁnsel that the
subject matter of this proceeding relates to the administration of a drug called
treprostinil to patients that hdve a condition called pulmonary hypertension. I have
been further informed that the patent relates to the administration of inhaled doses
of this drug using a device called a pulsed ultrasonic nebulizer, which I have been
informed causes the drug to take on an aerosol form so that it can be inhaled by
patients.

11. Ihave been informed by counsel that a “person of ordinary skill in the
art at the time of the inventions” is a hypothetical person who is presumed to be
familiar with the relevant field and its literafure 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.

12. Iam told by counsel that persons of ordinary skill in this subject
matter or art would have had a Ph.D. degree in pharmaceutical science or a related
~ discipline like chemistry or medicinal chemistry, as well as at least two years of
practical experience in the development of potential drug candidates, specifically

in the delivery of drug by inhalation. I understand that this person could have a
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lower level of formal education than a Ph.D. degree if such a person had more
years of experience in the development of inhalable drugs. This person would
regularly review literature about 'pharmaceutiéal sciences and drug delivery‘ and
would know héw to carry out library research using library resources to find out
more information about areas being researched. In addition, the person of ordinary
skill in the art would know how to evaluate potential drugs for their in vitro and in
vivo activity and toxicity using tests disclosed in the relevant literature.
Furthermore, because drug development involves a multidisciplinary approach, I
understand that a person of ordinary skill in the art may interface or consult with
individuals having specialized expertise, for example, a pharmacologist and/or
physician with experience in the administration, dosing and efficacy of drugs for
the treatmeht of a particular disease state..

13. It is my opinion that such a peréon would have been engaged in
advanced research starting at least in graduate school, learning though study and
practice in the field and possibly through formal instruction the bibliographic
resources relevant to his or her research. In the early 2000’s such a person would
have had access to a vast array of long-established print resources regarding
medical conditions concerning the circulatory system, such as pulmonary
hypertension. as well as access to a rich set of online resources providing indexing

information, abstracts, and full text services for literature providing updates

WATSON LABORATORIES, INC. , IPR2017-01622, p. 7 of 74



regarding treatments for conditions of the circulatory system. Such information
includes abstracts of presentations made at conferences, more comprehensive
articles circulated in periodicals, and access to versions of such articles through
paid Internet sites

14.  Library catalog records. WorldCat is the world’s largest public
online catalog, maintained by the Online Computer Library Center, Inc., or OCLC,
and built with the records created by the thousands of libraries that are members of
OCLC. WorldCat records appear in many different catalogs, including the
- Statewide Illinois Library Catalog. The date a given catalog record was created
(corresponding to the MARC Field 008) appears in some detailed WorldCat
records as the Date of Enfry.

15.  Publications in series. A library typically creates a MARC catalog
record for a serieé bf closely.related publications, such as the proceedings of an
annual conference, when the library receives its first issue. When the institution
receives subsequent issues/volumes of the series, the issues/volumes are checked in
(sometimes using a daté stamp), added to the institution’s holdings records, and
made available very soon thereafter—normally within a few days of receipt or (at
| most) within a few weeks of receipt.

16.  The initial series record will often not reflect all of the subsequent

changes in publication details (including minor variations in title, etc.).
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17.  When a library does not intend systematically to acquire all
publications in a given series, but adds individual volumes of the series to its
collections, the library will typically treat each such volume as an individual book,
or monograph. In this case, the 008 Field MARC will record the date when the
record for that individual volume, not the series, was created.

18. It is sometimes possible to find both a series and a monograph library
catalog record for the same publication.

19.  Periodical publications. A library typically creates a catalog record
for a periodical publication when the library receives its first issue. When thé
institution receives subsequent issues/volumes of the periodical, the issues/volumes
are checked in (often using a date stamp), added to the institution’s holdings
records, and made available very soon thereafter—normally within a few days of
receipt or (at most) within a few ‘weeks of reéeipt.

20.  The initial periodicals record will vsometimes not reflect all of the
subsequent changes in publication details (including minor vaﬁations in title, etc.).

21.  Indexing. A researcher may discover material relevant to his or her
topic in a variety of ways. One common meahs of discovery is to search for
relevant information in an index of periodical and other publications. Having
found relevant material, the researcher will then normally obtain it online, look for

it in libraries, or purchase it from the publisher, a bookstore, a document delivery
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service, or other provider; Sometimes, the date of a document’s public
accessibility will involve both indexing and library date information. Date
information for indexing entries is, however, often unavailable. This is especially
true for online indices.

22. Indexing services use a wide variety of controlled vocabularies to
provide subject access and other means of discovering the content of documents.
The fonnats in which these access terms are presented vary from service to service.

23.  Online indexing services commonly brovide bibliographic
information, abstracts, and full-text copies of the indexed publications, along with
a list of the documents cited in the indexed publication. These services also often
provide lists of publications that cite a given document. A citation of a document
is evidence that the document was publicly available and in use by researchefs no
later than the publication date of the citing document.

24. Prominent indexing services include:

25.  Scopus. Produced by Elsevier, a major publisher, Scopus is the
largest database of abstracts and citations of peer-reviewed literature. Its scope
" includes the social sciences, science, technology, medicine, and the arts. It
includes 60 million records from more than 21,500 titles from some 5,000

international publishers. Coverage includes 360 trade publications, over 530 book
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series, more than 7.2 million conference papers, and 116,000 books. Records date

from 1823.

IV. OPINIONS REGARDING INDIVIDUAL DOCUMENTS

Document 1. Robert Voswinckel, et al. "Inhaled trepostinil sodium for the
treatment of pulmonary hypertension' Abstract #1414, Circulation, 110,
17, Supplement (October 2004): 111-295.

1. Authentication

26. Document 1 is an abstract by Robert Voswinckel and others published
in an October 2004 supplementary issue of Circulation. This supplement contains
abstracts from Scientific Sessions 2004, a conference held by the American Heart
Association in New Orleans, LA, on 7-10 November 2004.

27. Attachment la is a true and accurate copy of Document 1 (along with
the volume éover, preliminary pages about the supplement and about Circulation)
from the British Library. Attachment 1b is a true and accurate copy of the British
Library catalog record for 2004 Abstracts supplement to Circulation.

28.  Attachment la is in a condition that creates no suspicion about its
authenticity. Sﬁeciﬁcally, Document 1 exhibits ample evidence of its publication
provenance and is marked as supplied by the British Library. Attachment 1a was
found within the custody of a library — a place where, if authentic, it would likely

be found.
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29. Iconclude, based on finding Document 1 in a library and on finding
library catalog records for Document 1, that Document 1 is an authentic document
and that Attachment 1a is an authentic copy of Document 1.

2. Public Accessibility

30. Attachment 1c is a true and accurate copy of thé Statewide Illinois
Library Catalog periodical record for Circulation, showing this periodical was first
published in 1950 and is held by 1;265 libraries world-wide. Attachment 1c also
indicates that Circulation was cataloged or indexed in a meéningful way—}
includiﬁg being cataloged by subject. Some libraries have separately cataloged the
supplements to Circulation. Attachment 1d is a true and accurate copy of such a
rccord from the Statewide Illinois Library Catalog, showing these abstract
supplements were first published in 1964 and are held as separately cataloged
documents by 20 libraries world-wide. Attachment 1d also indicates that the
abstract supplements to Circulation were cataloged or indexed in a mcaningﬁll
way—including being cataloged by subject, Thus, in my opinion, Circulation and
its abstract supplements were sufficiently accessible to the public interested in the
art; and an ordinarily skilled researcher, exercising reasonable diligence, would
have had no difficulty finding copies of Circulation and its abstract supplements.

31. Attachment la, from the British Library, includes a library date label

at the top of the cover. This date label was cropped in the process of copying the

10
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cover at the British Library. Attachment le is a second copy of Document 1 from
the British Library, supplied by counsel. Comparison of Attachment 1a and le
reveals them to be substantively identical. The date label at the top of the cover
indicates that the supplement to the October 2004 issue of Circulation was
processed on 22 November 2004. A separate date label in the middle of the cover
also shows this 22 November 2004 date. A third label on the cover indicates that
the restriction on reading-room only use of the supplement to the October 2004
issue of Circulation expired on 22 May 2005. Based on my experience, I affirm
this date label has the general appearance ‘of date labels that libraries have long
affixed to periodicals in processing them. I do not see any indications or have any
reason to believe this date label was affixed by anyone other than library personnel
on or about the date indicated by the label.

32. Allowing for some time between the date label on the supplement to
the October 2004 issue of Circulation and its appearance on library shelves, where
it would be publicly available (for example in the reading room at the British
Library for a limited time, and then available for circulation),-bit 1S my opinion that
Document 1 was publicly available at least by December 2004.

33. Attachment 1fis a true and accurate copy of the Scopus index record
for a review article that cites Document 1: R. Sﬁlica and M. Poon, “Medical

therapeutics for pulmonary arterial hypertension: from basic science and clinical

11
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trial design to evidence-based medicine,” Expert Review of Cardiovascular
Therapy, 3,3 (March 2005): 347-360 Attachment 1f shows Document 1 as the
51" item in its list of references.

| 3. Conclusion

34. Based on the e_vidence presented here—publication in a supplement to
a widely held periodical, library processing, and citation—it is my opinion that
Document 1 is an authentic document that was publicly available to
researchers at least by December 2004. The citatibn evidence presented here
indicates that D‘ocument 1 had been actually reviewed and cited to by researchers
at least by March 2005
Document 2. Hossein Ardeschi Ghofani, Robert Voswinckel, et al., “Neue

Therapieoptionen in der Behandlung der pulmonalarteriellen
Hypertonie,” Herz, 30,4 (June 2005): 296-302.

1. Authentication

35. Document 2 is a research paper by Hossein Ghofani, Robert
Voswinckel, and others published in the June 2005 issue of Herz.

36. Attachment 2a is a true énd accurate copy of Document 2 (along with
the cbver, issue title page, and issue contents page) from the Biomedical Library at
the University of California at Los Angeles. Attachment 2b is a true and accurate
copy of the University of California at Los Angeles Library catalog record for

Herz, showing holdings that include Volume 30 of this periodical.
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37. Attachment 2a is in a condition that creates no suspicion about its
authenticity. Specifically, Document 2 is not‘ missing any intermediate pages of
the article’s text, the text on each page éppears to flow seamlessly frofn one page
to the next, and there are no visible alterations to the document. Attachment 2a
~ was found within the custody of a library — a place where, if authentic., it would
likely be found.

38.  Document 2 is also readily available online. Attachment 20 is a true
and accurate copy of the table of contents for the June 2005 issue of Herz,
including Document 2, from SpringerLink, the online source for journals published
by Springer Publishing, including Herz. Attachment 2d is a true and accurate copy
of Document 2 from SpringerLink—a place where, if authentic, Document 2
would likely be found.

39. Attachment 2e is the Scopus record for Document 2, showing the
many indexed keywords by which an ordinarily skilled researcher, exercisiﬁg
reasonable diligence, could find Document 2.

40. I conclude, based on finding Document 2 in a library and online and
onv finding library catalog records and online records for Document 2, that
Document 2 is an authentic document and that Attachment 2a is an authentic copy
of Document 2.

2. Public Accessibility

13
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41.  Attachment 2f is a true and accurate copy of the Statewide Illinois
Library Catalog record for Herz, showing this periodical was first published in
1976 and is held by 97 libraries world-wide. Attachment 2f also indicates that
Herz was cataloged or indexéd in a meaningful way—including being cataloged by
subject. Thus, in my opinion, Herz was sufficiently accessible to the public
interested in the art; and an ordiharily skilled reseaycher, exercising reasonable
diligence, would have had no difficulty finding copies of Herz.

42.  Attachment 2a, from the University of California Library at Los
Angeles, includes a library date stamp indicating that the June 2005 issue of Herz
was processed on 22 June 2005. Based on my experience, I affirm this date stamp
has the general appearance of date stamps that libraries have long affixed to
periodicals in processing them. I do not see any indications or have any reason to
believe this date stamp was affixed by anyone other than library personnel on or
about the date indicated by the stamp.

43.  Allowing for some time between the date stamp on the June 2005
issue of Herz and its appearance on library shelves, where it would be publicly
available, it is my opinion that Document 2 was publicly available at least by early-
July 2005. |

3. Conclusion

14
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44. Based on the evidence presented here—publication in the widely held
periodical, library catalog records, online indexing and publication, library
processing, and citation—it is my opinion that Document 2 is an authentic
document that was publicly available to researchers at least by early July
2005.

V. ATTACHMENTS

45.  The attachments attached hereto are true and correct copies of the
materials identified above. Helen Sullivan is a Managing Partner in Prior Art

Documentation Services LLC (see http://www.priorartdocumentation.com/hellen-

sullivan/ ). One of her primary responsibilities in our partnership is to secure the
bibliographic documentation used in attachments to our declarations.

46. Ms. Sullivan and I work in close collaboration on the bibliographic
documentation needed in each declaration. I will sometimes request specific
bibliographic documents or, more rarely, secure them myself. In all cases, [ have
carefully reviewed the bibliographic documentation 'used in my declaration. My
signature on the declaration indicates my full confidence in the authenticity,
accuracy, and reliability of the bibliographic documentation used.

47. Each Attachment has been markéd with an identifying label on the top

of each page. However, no alterations other than these noted labels appear in these

15
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attachments, unless otherwise noted. All attachments were created on 9-16 June
and all URLSs referenced in this declaration were available 16 June 2017.

VI. CONCLUSION

48.  In summary, I have concluded that Document 1, discussed above, is
an authentic document that was publicly accessible before 15 May 2005. 1 fﬁrther
conclude that Document 2, discussed above, is an authentic document that was
publicly accessible before 15 May 2006.

49.  Ireserve the right to supplement my opinions in the future to respond
to any arguments that Patent Owner or its éxpert(s) may raise ;nd to take into
“account new information as it becomes available to me.

50.  Ideclare that all statements made herein of my knowledge are true,
and that all statements made on information and belief are believed to be true, and
that these statements were made with the knowlédge that willful false statements
and the like so made are punisha‘ble by fine or imprisonment, or both, under
Section 1001 of Title 18 of the United States Code.

Executed this 20th day of June, 2017 in Urbana, Illinois.

ity Rasesadh

Scott Bennett

16
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Appendix A

SCOTT BENNETT
Yale University Librarian Emeritus

711 South Race
Urbana, Illinois 61801-4132
2scottbb@gmail.com
217-367-9896

EMPLOYMENT

Retired, 2001. Retirement activities include:

Managing Partner in Prior Art Documentation Services, LLC, 2015-. This firm provides
documentation services to patent attorneys; more information is available at
http://www.priorartdocumentation.com

Consultant on library space design, 2004- . This consulting practice is rooted in a research,
publication, and public speaking program conducted since I retired from Yale University in
2001. Ihave served more than 50 colleges and universities in the United States and abroad
with projects ranging in likely cost from under $50,000 to over $100 million. More
information is available at http:/www.libraryspaceplanning.com/

Senior Advisor for the library program of the Council of Independent Colleges, 2001-2009
Member of the Wartburg College Library Advisory Board, 2004-

Visiting Professor, Graduate School of Library and Information Science, University of
Illinois at Urbana-Champaign, Fall 2003

University Librarian, Yale University, 1994-2001

Director, The Milton S. Eisenhower Library, The Johns Hopkins University; Baltimore, Maryland,
1989-1994

Assistant University Librarian for Collection Management, Northwestern University, Evanston,
Illinois, 1981-1989

Instructor, Assistant and Associate Professor of Library Administration, University of Illinois at
Urbana-Champaign, 1974-1981

Assistant Professor of English, University of Illinois at Urbana-Champaign, 1967-1974

Woodrow Wilson Teaching Intern, St. Paul’s College, Lawrenceville, Virginia, 1964-1965

EDUCATION

University of Illinois, M.S., 1976 (Library Science)
Indiana University, M.A., 1966; Ph.D., 1967 (English)
Oberlin College, A.B. magna cum laude, 1960 (English)

HONORS AND AWARDS

17
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Morningside College (Sioux City, IA) Doctor of Humane Letters, 2010

American Council of Learned Societies Fellowship, 1978-1979; Honorary Visiting Research
Fellow, Victorian Studies Centre, University of Leicester, 1979; University of Illinois Summer
Faculty Fellowship, 1969

Indiana University Dissertation Year Fellowship and an Oberlin College Haskell Fellowship, 1966-
1967; Woodrow Wilson National Fellow, 1960-1961

PROFESSIONAL ACTIVITIES

American Association for the Advancement of Science: Project on Intellectual Property and
Electronic Publishing in Science, 1999-2001

American Association of University Professors: University of Illinois at Urbana-Champaign
Chapter Secretary and President, 1975-1978; Illinois Conference Vice President and President, 1978-
1984; national Council, 1982-1985, Committee F, 1982-1986, Assembly of State Conferences
Executive Committee, 1983-1986, and Committee H, 1997-2001 ; Northwestern University Chapter
Secretary/Treasurer, 1985-1986

Assbciation of American Universities: Member of the Research Libraries Task Force on
Intellectual Property Rights in an Electronic Environment, 1993-1994, 1995-1996

Association of Research Libraries: Member of the Preservation Committee, 1990-1993; member of
the Information Policy Committee, 1993-1995; member of the Working Group on Copyright, 1994-
2001; member of the Research Library Leadership and Management Committee, 1999-2001; member
of the Board of Directors, 1998-2000

Carnegie Mellon University: Member of the University Libraries Advisory Board, 1994

Center for Research Libraries: Program Committee, 1998-2000

Johns Hopkins University Press: Ex-officio member of the Editorial Board, 1990-1994; Co-
director of Project Muse, 1994

Library Administration and Management Association, Public Relations Section, Friends of the
Library Committee, 1977-1978

Oberlin College: Member of the Library Visiting Committee, 1990, and of the Steering Committee
for the library’s capital campaign, 1992-1993; President of the Library Friends, 1992-1993, 2004-
2005; member, Friends of the Library Council, 2003-

Research Society for Victorian Periodicals: Executive Board, 1971-1983; Co-chairperson of the
Executive Committee on Serials Bibliography, 1976-1982; President, 1977-1982

A Selected Edition of W.D. Howells (one of several editions sponsored by the MLA Center for
Editions of American Authors): Associate Textual Editor, 1965-1970; Center for Editions of
American Authors panel of textual experts, 1968-1970

Victorian Studies: Editorial Assistant and Managing Editor, 1962-1964

18
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Wartburg College: member, National Advisory Board for the Vogel Library, 2004-

Some other activities: Member of the Illinois State Library Statewide Library and Archival
Preservation Advisory Panel; member of the Illinois State Archives Advisory Board; member of a
committee advising the Illinois Board of Higher Education on the cooperative management of
research collections; chair of a major collaborative research project conducted by the Research
Libraries Group with support from Conoco, Inc.; active advisor on behalf of the Illinois
Conference AAUP to faculty and administrators on academic freedom and tenure matters in northern
Illinois.

Delegate to Maryland Governor’s Conference on Libraries and Information Service; principal in
initiating state-wide preservation planning in Maryland; principal in an effort to widen the use of
mass deacidification for the preservation of library materials through cooperative action by the
Association of Research Libraries and the Committee on Institutional Cooperation; co-instigator
of a campus-wide information service for Johns Hopkins University; initiated efforts with the
Enoch Pratt Free Library to provide information services to Baltimore’s Empowerment Zones;
speaker or panelist on academic publishing, copyright, scholarly communication, national and
regional preservation planning, mass deacidification.

Consultant for the University of British Columbia (1995), Princeton University (1996), Modern
Language Association, (1995, 1996), Library of Congress (1997), Center for Jewish History
(1998, 2000-), National Research Council (1998); Board of Directors for the Digital Library
Federation, 1996-2001; accreditation visiting team at Brandeis University (1997); mentor for
Northern Exposure to Leadership (1997); instructor and mentor for ARL’s Leadership and
Career Development Program (1999-2000)

At the Northwestern University Library, led in the creation of a preservation department and in the
renovation of the renovation, for preservation purposes, of the Deering Library book stacks.

At the Milton S. Eisenhower Library, led the refocusing and vitalization of client-centered services;
strategic planning and organizational restructuring for the library; building renovation planning.
Successfully completed a $5 million endowment campaign for the humanities collections and
launched a $27 million capital campaign for the library. '

At the Yale University Library, participated widely in campus-space planning, university budget
planning, information technology development, and the promotion of effective teaching and learning;
for the library has exercised leadership in space planning and renovation, retrospective conversion of
the card catalog, preservation, organizational development, recruitment of minority librarians,
intellectual property and copyright issues, scholarly communication, document delivery services
among libraries, and instruction in the use of information resources. Oversaw approximately $70
million of library space renovation and construction. Was co-principal investigator for a grant to plan -
a digital archive for Elsevier Science.

Numerous to invitations speak at regional, national, and other professional meetings and at alumni
meetings. Lectured and presented a series of seminars on library management at the Yunnan
University Library, 2002. Participated in the 2005 International Roundtable for Library and
Information Science sponsored by the Kanazawa Institute of Technology Library Center and the
Council on Library and Information Resources. '

19
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PUBLICATIONS

“Putting Learning into Library Planning,” portal: Libraries and the Academy, 15, 2 (April 2015),
215-231.

“How librarians (and others!) love silos: Three stories from the field « available at the Learning
Spaces Collaborary Web site, http://www.pkallsc.org/ '

. “Learning Behaviors and Learning Spaces,” portal: Libraries and the Academy, 11, 3 (July 2011),
765-789.

“Libraries and Learning: A History of Paradigm Change,” portal: Libraries and the Academy, 9,2
(April 2009), 181-197. Judged as the best article published in the 2009 volume of portal.

“The Information or the Learning Commons: Which Will We Have?” Journal of Academic
Librarianship, 34 (May 2008), 183-185. One of the ten most-cited articles published in JAL, 2007-
2011.

“Designing for Uncertainty: Three Approaches,” Journal of Academic Librarianship, 33 (2007), 165—
179.

“Campus Cultures Fostering Information Literacy,” portal: Libraries and the Academy, 7 (2007),
147-167. Included in Library Instruction Round Table Top Twenty library instruction articles
published in 2007

“Designing for Uncertainty: Three Approaches,” Journal of Academic Librarianship, 33 (2007),
165-179. ’

“First Questions for Designing Higher Education Learning Spaces,” Journal of Academic
Librarianship, 33 (2007), 14-26.

“The Choice for Learning,” Journal of Academic Librarianship, 32 (2006), 3-13.

With Richard A. O’Connor, “The Power of Place in Learning,” Planning for Higher Education, 33
(June-August 2005), 28-30

“Righting the Balance,” in Library as Place: Rethinking Roles, Rethinking Space (Washington, DC:
Council on Library and Information Resources, 2005), pp. 10-24 '

Libraries Designed for Learning (Washington, DC: Council on Library and Information Resources,
2003)

“The Golden Age of Libraries,” in Proceedings of the International Conference on Academic
Librarianship in the New Millennium: Roles, Trends, and Global Collaboration, ed. Haipeng Li
(Kunming: Yunnan University Press, 2002), pp. 13-21. This is a slightly different version of the
following item. .

“The Golden Age of Libraries,” Journal of Academic Librarianship, 24 (2001), 256-258

“Second Chances. An address . . . at the annual dinner of the Friends of the Oberlin College Library
November 13 1999,” Friends of the Oberlin College Library, February 2000
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“Authors’ Rights,” The Journal of Electronic Publishing (December 1999),
http://www.press.umich.edu/jep/05-02/bennett.html

“Information-Based Productivity,” in Technology and Scholarly Communication, ed. Richard Ekman
and Richard E. Quandt (Berkeley, 1999), pp. 73-94

“Just-In-Time Scholarly Monographs: or, Is There a Cavalry Bugle Call for Beleaguered Authors and
Publishers?” The Journal of Electronic Publishing (September 1998),
http://www.press.umich.edu/jep/04-01/bennett.html

“Re-engineering Scholarly Communication: Thoughts Addressed to Authors,” Scholarly Publishing,
27 (1996), 185-196

“The Copyright Challenge: Strengthening the Public Interest in the Digital Age,” Library Journal, 15
November 1994, pp. 34-37

“The Management of Intellectual Property,” Computers in Libraries, 14 (May 1994), 18-20

~ “Repositioning University Presses in Scholarly Communication,” Journal of Scholarly Publishing, 25
(1994), 243-248. Reprinted in The Essential JSP. Critical Insights into the World of Scholarly
Publishing. Volume 1: University Presses (Toronto: University of Toronto Press, 2011), pp. 147-153

“Preservation and the Economic Investment Model,” in Preservation Research and Development.
Round Table Proceedings, September 28-29, 1992, ed. Carrie Beyer (Washington, D.C.: Library of
Congress, 1993), pp. 17-18

“Copyright and Innovation in Electronic Publishing: A Commentary,” Journal of Academic
Librarianship, 19 (1993), 87-91; reprinted in condensed form in Library Issues: Briefings for Faculty
and Administrators, 14 (September 1993)

with Nina Matheson, “Scholarly Articles: Valuable Commodities for Universities,” Chronicle of
Higher Education, 27 May 1992, pp. B1-B3

“Strategies for Increasing [Preservation] Productivity, ” Minutes of the [119th] Meeting [of the
Association of Research Libraries] (Washington, D.C., 1992), pp. 39-40

“Management Issues: The Director’s Perspective,” and “Cooperative Approaches to Mass
Deacidification: Mid-Atlantic Region,” in 4 Roundtable on Mass Deacidification, ed. Peter G. Sparks
(Washington, D.C.: Association of Research Libraries, 1992), pp. 15-18, 54-55

“The Boat that Must Stay Aﬂoat Academic Libraries in Hard Times,” Scholarly Publishing, 23
(1992), 131-137

“Buying Time: An Alternative for the Preservation of lerary Material,” ACLS Newsletter, Second
Series 3 (Summer, 1991), 10-11

“The Golden Stain of Time: Preserving Victorian Periodicals” in Investigating Victorian Journalism,
‘ed. Laurel Brake, Alex Jones, and Lionel Madden (London: Macmillan, 1990), pp. 166-183
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“Commentary on the Stephens and Haley Papers” in Coordinating Cooperative Collection
Development: A National Perspective, an issue of Resource Sharing and Information Networks, 2
(1985), 199-201

“The Editorial Character and Readership of The Penny Magazine: An Analysis,” Victorian
Periodicals Review, 17 (1984), 127-141

“Current Initiatives and Issues in Collection Management, ” Journal of Academic Librarianship, 10
(1984), 257-261; reprinted in Library Lit: The Best of 85

“Revolutions in Thought: Serial Publication and the Mass Market for Reading” in The Victorian
Periodical Press: Samplings and Soundings, ed. Joanne Shattock and Michael Wolff (Leicester:
Leicester University Press, 1982), pp. 225-257

“Victorian Newspaper Advertising: Counting What Counts,” Publishing History, 8 (1980), 5-18

“Library Friends: A Theoretical History” in Organizing the Library’s Support: Donors, Volunteers,
Friends, ed. D.W. Krummel, Allerton Park Institute Number 25 (Urbana: University of Illinois
Graduate School of Library Science, 1980), pp. 23-32

“The Learned Professor: being a brief account of a scholar [Harris Francis Fletcher] who asked for
the Moon, and got it,” Non Solus, 7 (1980), 5-12

“Prolegomenon to Serials Bibliography: A Report to the [Research] Society [for Victorian
Periodicals],” Victorian Periodicals Review, 12 (1979), 3-15

“The Bibliographic Control of Victorian Periodicals” in Victorian Periodicals: A Guide to Research,
ed. J. Don Vann and Rosemary T. VanArsdel (New York: Modern Language Association, 1978), pp.
21-51

“John Murray’s Family Library and the Cheapening of Books in Early Nineteenth Century Britain,”
Studies in Bibliography, 29 (1976), 139-166. Reprinted in Stephen Colclough and Alexis Weedon,

eds., The History of the Book in the West: 1800-1914, Vol. 4 (Farnham, Surrey: Ashgate, 2010), pp.
307-334.

with Robert Carringer, “Dreiser to Sandburg: Three Unpublished Letters,” Library Chronicle, 40
(1976), 252-256

“David Douglas and the British Publication of W. D. Howells’ Works,” Studies in Bibliography, 25
(1972), 107-124 ' :

as primary editor, W. D. Howells, Indian Summer (Bloomington: Indiana University Press, 1971)
“The Profession of Authorship: Some Problems for Descriptive Bibliography” in Research Methods
in Librarianship: Historical and Bibliographic Methods in Library Research, ed. Rolland E. Stevens
(Urbana: University of Illinois Graduate School of Library Science, 1971), pp. 74-85

edited with Ronald Gottesman, Art and Error: Modern Textual Editing (Bloomington: Indiana
University Press, 1970)--also published in London by Methuen, 1970
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“Catholic Emancipation, the Quarterly Review, and Britain’s Constitutional Revolution,” Victorian
Studies, 12 (1969), 283-304

as textual editor, W. D. Howells, The Altrurian Romances (Bloomington: Indiana University Press,
1968); introduction and annotation by Clara and Rudolf Kirk

as associate textual editor, W. D. Howells, Their Wedding Journey (Bloomington: Indiana University
Press, 1968); introduction by John Reeves

“A Concealed Printing in W. D. Howells,” Papers of the Bibliographic Society of America, 61
(1967), 56-60

editor, Non Solus, A Publication of the University of Illinois Library Friends, 1974-1981
editor, Robert B. Downs Publication Fund, University of Illinois Library, 1975-1981
Reviews, short articles, etc. in Victorian Studies, Journal of English and German Philology,
Victorian Periodicals Newsletter, Collection Management, Nineteenth-Century Literature, College &

Research Libraries, Scholarly Publishing Today, ARL Newsletter, Serials Review, Library Issues,
S/ociety for] S[cholarly] P[ublishing] Newsletter, and Victorian Britain: An Encyclopedia
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 Unresponsive rorepinephiing levals and often undetectable plasma mein actity, Supine
is rolated Yo ingreased vasculer resistancs but fhe mechaniem I8 not known, To
hypatiiesis that nitric onitfe deficiancy contributes to supios hvpertersion we biocked
s 1k Oxide synthiase with L-AMMA in 5 A4F patients and 7 nomvl controls Buine
=8 gnd 10755 mmby, respectively). Systolic bload pressurs (SBP) was normaiized
mmby in AF willr graded hestup 1t and basorefioxes wors eliminaled with
640 normal controls 1 mimic autonomic fale, The pressor responss t graded
HMMA was shifisd to the Jeft in AF (Figurel; The dose necessary 1o increase SBP
ey was 34410l loiwer in AF comparad fo-controls 1136224 and 4652103 wgimin
ivedy: <002} In conclusion, contrary 6 our riginal Inpothesis, our restits suggest an
tonle: relgase of aitric axide n AR, Thus, NO deficiency does not contribits to supine
' in aulonosmic Tallure. On the cordrary, this entianced tonic NG may contribate 1o
hypotension in thess patisnts,
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4B
d;,é
304 A
. I}'
204
& AFR
TR O NN
e
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33 &8 166 250 500
L-NEMA dose {pikimin)

1413
Administration of 2 Mineralocorticold Receptor Antagonist Beduces
Heart, and Blood-bome Proinflammatory Sytokines in Heart Failure

§ Kang, Carver College of Med, Univ of lowa, lowa City, 18 Raiph F Johnson, ke of
lowia City, 1A; Zhi-Hua Zhang, Carver Callege of Med, Univ of lowa, lowa City, ¢

B Weiss, Carver College of Wed, Univ of lowa and VA Mg Ot lowa City, 1A Alan K
1, Uniy of Tovs, Yows City, 1A Robart 8 Féider; Carver Colege of Med. Urie of fowa

Med Ot lows Oity, 84

clian: Brain and blood-bome cytokines may contribute 16 neurshumonst giciiation in
Talture (HE). Wa previously reported that blockade of mineralncorticold receptors MBI
wal nervous system with spironolactone (S veduces circulating tumor netrosis faciur
HE rats. The effect of SL on proinflammatory cytokines (16} in the brain and an
clroulating PIC - nterdsukin L1 8 and 1L-5 - was vot delermined. Hypothesis:
Wmms&m mmmm~mmmmmmm
and Rosults: Rals underwint caronary artery ligation ' induce M1 (4822 2.0%
veninivie, with sjection fraction of 35.55:4.1% by schocardiography), o sham strgery
Shx weeks ater, immunohistochemistry of the paraverdricular nucleus PN} of
. & reghon critical to canfiovascular regulstion, revaalsd more PN setmns v
MDY positive for THE-o 585230 v 108209 and 118 707230 w
i M {n=6) than in SHAM (=6} mts. Double slaining demonstrated that thess
wore distributed ameng PYN neurons exprassing Fra-like wnmunoreactivity, indicating
Reuronal activation, My rats (h=8) wreatod with St {1 mg/ky/day orally for 6 weeks) had
SL vs M, #P<0.01 Fra-like positive PYN neurons (855 5.4% vs 183.8:5.0), and
PR posiive Tor TNE-w PRATIB%RI v 324217%) and L1 A (191 £ 1.3%4
S V1. Lovels of TF-o, 18 and 106 1n braln and hear! tissoes and in plgsma wers
i At s treated with L {see table). Conclusion: In rats with lschamis-induced
il orall administerad SL has 2 globel inhibitory influsnce on the appearance of
ity cylokines o brain, heart and plasma. The beneficiel influence of MR
' iy paticatls ith BF may resuft 5t Jeast in part from blacking aidosterane-inducad
Byrthesle. (Table: *P<0.05 M+ 5L v8 MISVEH)
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M4
Inhialed Treprostinil Sodium (TRE) For the Treatment of Pulmonary
Hypertension

Robert Voswinckel, Beats Enke, Andre Kréckel, Frank & e, Stefarde Krick,
Henoing Gall, Tobias Gessler, Thomas Sthmehl, Markus & Kohstall, Brieddch Grimuningsr,
Hossein A Shafrani, Wemer Seeger, Horst Olschewski; Univ Hosp Glesisen, Gicssan,
Germany

Mm:?ﬁwﬁm%ﬁm&@m%mm&mmm&wmdw
sxchangs i severa pulmonsty hypertension (PH) and o assess safey, tolerability and clinical
mmmmmmmmmmmmmmmemm
pean approved for toatment of pulinanacy artarial hyeriension as 3 continusys subaitansous
zm‘mmmmmm&mmmmmmm
mmmm@mwm%_%h&m~m1mﬂ
presarvative free gofution of Inhaled TRE was spplied to 17 patients with severe pulmonary
Wmmw~mmmkmﬁqm;m.mamﬁmmw
mamwmmmmmmw{ammmmmwm
Hemodynaniics were observed fir 2 hows. Two pafients with idiopathic PAH recoived
compassionats freatment. wilh ¢ inhalations of TRE per day after e acule test. Resulls:
Padignts (maledemale= 4/13) suffored from IPAH (05}, PAH ofhier (v=8) and CTEPH in=4);
YR 948 = 112 dyn'som™, PAP 483 = 27 may, PAWE B = 05 mmHg, CVP'108 £ 18
unkg, GO 3.8 = 0.3 Vi, SVOZBLS + 1A% TRE inhalation resigted i & sustaingd, highy
pulmenary selective vasodilatation over 120 minutes. Maximum PYR decraase was «31.2 + 4.5
mizemmss,mmmmmmmmwmwmwﬁw%mwmz
a\a%amemmmfrmmkmmmmmwmﬁmmmm
S22.9 = 3.8 % for VR and -4.9 > 3.2% for SVR. The compassionata ose pationts have been
mwdfmmmsmmmmmmmmmwwmm
1 to 1, and six minite walk increased (from § by {bedridden) to 143 m, and from 250 m o
485 m, respactively). No side effeels have heen sheerved by the patlents during long-tarm
froatment. Gonelusion Infuled TRE shows strong pulmonary salactive vasodilatory afficacy
witfs 2 fong duration of effect following single acute dosing. Toleralilty It excelient sven at high
drug concentrations and shorl inbalation times {3 breathsy. Long-term reatment effects are
wary promising. The cunent resuits warrant controllad shudiss investigating this approash in a
inrgar series of patients. Supported by Lumg BX

15
Rho-kinase In Pulmonary Hyperiension

Ken Ishikura, Norikazu Yamada, Akibiro Tsuji, Satoshi Ota, Mashio Nakamusa. Masaaid i,
Haoki isaka, Yakeshi Nakano; Mie Univ Sch of Med, Tau, Japan

Objectives: Pulmonary hypertension {PH) s a poor prognostic disease with fimited treatiment,
W%W&WWMMW%WWMW
hypercontraction. But the role of is unknown. The purpose of this prefiminary raport was to
indicate the efficaty of fasudil, a Rho-kinase inhibitor in patients with pulmonary hyperiension
using intarventional hemodynamic assessment. Melhods: Fasudil was intravenously injested in
10 pationis 9 fomale, mean X 58, 46 = 15 years; NYMA R =2, I n=7, IV ni=> 1) with primary
{n=5) and secondary {v=5} PH who were not received any vesodilator. Fasudi was
administrated 30mg with tmg/min. Hemodynamic data were measured using Swan-Ganz
catheter until 60 minutes after starting administration of fasudi, Hemodynamis and arterial
ood gas. date of baseline and We Jowest tolal pulmonary resislance (TPR) fime wers
compared, Resulls: The iowest TPR time was within 30 to 80 minutes after sdministration.
Administration of fasudil significantly decreased TPR fym 136 = 6.8 U0 10.3 = 494 {237
* 8.2 %, p < 0.00Y and mean pulmonary arlerfal pressure {MPAP) from 435 = 14.5 mmiHg
10 388 = 138 mmby (118 2 104.%, g < 002 Cardise index £ was significantly
increased from 2.36 £ 0.86 Ui/ 10 2.74 = 0.73 Umin/o? {165 = 151 %, p < 0,01,
Although TPR was squally decreased in both privsy and secordary PH, the changes in the
parametars that presoribed TPR, namely O and mPAR, wers ditterent hutwaen e twa groups
subjects. Increased Gf was a major factor into reducing TPR in primary M, whilk feduced mpap
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of membrancus Bhud and pnasphandated ERM in hrainstem ware gremer both in angintensie
dreated rats and SHR than Ry, Valsartan reduced the epression levdls of membranous
fhod in angictensio #-sated als and SHE tn anfglition, ¥-27632 & yasartan reducss the
sxpression tevals of ghasphaytated ERM @1 el groups. Subtutanecus ifusion of phenyt-
spling tnorpased SBP 1o {h same level of angfolersin 1 infusion 19 WY, Nowewar, it did not
aiter the exprassion levels of Bhoh and phosphoryiated ERM, Conchusions: Thase
rasults suggest that 1) e pressns (ERpOnse indoced by central infusion of anginlensia B i
substantially metiated by aclation of Phofbo-kicase pathway 1 brainstem via ATR
veceptors, 2 Shis patiuvay may aien be iwelved It hypertensiie reectunisem 1o BHR.

1412
fndothelial Nitrie Oxide and Hypertension i Autonnmic Fallare

adfres Gamboa, Cyndya Shibao, Andre Diedrich, Bonnie K Black, Ginme Farley, Salsh R
faf, David Hobierkon, ke Biaggiont, Vanderbiit Uniw. Masteifie, TH

Stove than half of patients with autonamic Tailuss (47 have severe suples Bypertersion despits
sow OF HBTESORSINE Horepingphiing sevals ard ofien undetectabis plisma renin acfivity. Suping
nypsriensive is rated 1o increased vascular resistance bul e mechanism §5 not kiown. To
sast the ypolhesis that nitrc oxide deficiency contributes fo supine hypertension we blocked
sndogencus nifric sxide synihase with L-NMBA In § AF patients and 7 normdl controls (supiee
o8P 17328 vl 10725 mig, Tespectively. Systofic blood pressurs (SBP) was normatizet
e 110 mmdg @ AF with graded nead-up it ang barorsflexes were sliminated with
wimethaphar: i poreal contrals 10 siimic autonamic Tallure. The pressor Fesponse 1o graded
duses of L-UMMA was shifted fo the leftn 5F (Figarey; The dose necassary o lncrease $BR
ay 30 mmkg was 340l inwer o AF compared 10 controls (136424 and 4652103 agfimin
espactively, p= 04021 fn corlasion, conteary 1o oW origingl hypothests, our results sugpestan
incraased fonic release of nitiic aulde in AF. Thus, NO deficiensy doss not contribute 1o supine
hypertension ot autormis faitrs. On the contrary, tis snhanced tonin MO may septibute 18
srthostalic bypatension I esa patiants.

5&1
404 v
- A
304 Pd
S
e 20‘ ﬁ
% & AFP
40- o TN
e
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33 88 188 250 500
L-MNMA dose (niiiminy

1413
Dral Adminisfration of a Hineralocorticold Receplor Antagonist Reduces
Brain, Heart, and Bipod-bame Proinflammatory Cytokines in Hearl Failure

Vi-Ming Fang, Caver Tollege of Hlett, Univ of Jowg, lowa ity W Ralgh F Johnson, Unry of
fowea, towa Dity, 1A Zh-Hu 2hany, Carver Coliege ot sted, Univ of Bewa, lowa Gl 1K
frnert 4 Weiss, Carver Coliege of Med, Uiy of lowa and YA Med G, lowa City, i Man K
Jotmson, Univ of fows, lowa Sy, 1 fobert § Felder, Carver Colisge of Med, Uniy of v
and VA Med O, towa iy, 18

iniroduction: Brai and ioed-bome cylolines may cuetsitute to neurchumernal excitation 1
fasadt Tallurs (4F), We previously reparied that Hockade of mineralocartionid renaptors (MR i
thi central pervis System with spironolacione 5L reduces vhreutaling lemes necrasis fagtor

HF-a i B rals, The affect 1f 5L on grotnflunmatey oytekings @10 in the brain and o
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1414
inhated Treprostinit Sodium (TRE) For the Treatment of Pulmonary
Hyperiension

fichert Yoswincie!, Beale Enke, Andre Kreckel, Erank Reichenberger, Stefanie Krick,
Henning Galt, Tobias Gessler, Thoras Schenel, Markus § Kobstall, Frisdrich Grimminger,
Hossain A Bhiofrand, Wermer Sesger, Horst cischewski; Univ Hosp Glessen, Glessen,
Germany

Objective: To evaluate the effects of inhafed TRE on pulinonary hesodynamics asd gas
exchange in severs pulmonary tiypertension {PH) and t assngs safety, tolarability and clinical
sHficacy in patients with severs PH. Background: TRE is a stable prostapyolis analogue that has
sieen approved for treatment i pulmonary artarial hyperisnsion 35 3 fontiouaus subtufanecus
nfusion, loprost, anather prostacycin snalogus, has been shown o be eificacions W 3
randomised controlled study as repetitive halation. Methods: In an ppe-fabel study @
preservative free solulion of inhaled TRE was applied lo 17 patients wilh severe pulmorary
bypertension during Swan-Ganz catheter investigation. Paients received 3 TRE inhalation by
yse of the pulsed OpliNeb® ultyasound nebulizer (3 single Dreaths, THE sofition 500 pgiml.
Hemodynamics were oliseried for 2 howrs. Twe patigris with idiopathic PAN Teceived
compassisnate ealment with 4 inhalations of TRE per day after the ane st Resulls:
Patients imalefemale= 4/13) suflesed from PAH (=<5}, PAH other (n==8) and CTEPH n =45
PYR 948 £ 112 dyn’s’cm*{ PAP 483 = 2.7 My, PAWP B8 0.5 mnHg, CWP 108 2 16
g, $0 2.8 = 0.3 ¥min, Sy §1.8 = L8 %. TRE inhalation cesalted 0 3 sustalngs, highly
pulmanary selective vasodfiatation over 170 minutes. Maximum PUR decreass was <31 243
o, atter 30 min, PUR and SYR at 120 minudes after inhtation were 892 £ 4.2 % and 110 =
4.0 % of the baseline values, fespectively. The MG for the obsarvation period {120mip) was
239 + 3.8 % for PR and -48 = 3.2% for SYR. The compassionate use patients have been
ireated Tor more than 3 months. In both palients NYHA clags improvad (o IV to 1 and from
1 to 1, and six minute walk increased {from. O m {bedriddent to 143 m, ard om 30 m o
488 m, respectively). No side effacts have been observed by the patients during long-term
westmant, Goncluslon: inhaled TRE shows strang puimonary selectve wasodiatery efficacy
with 2 Tong duration of effect follwing single acule dosing. Toierabilty is axcetiont sven at igh
drsg concentrations asg shirt inhalation Himes (3 breaths). Long-lert woatmant sffects we
vecy promising. The covrent semilts warrant suntrofied studias investighting this appriach 0 a
faeger serigs of patients. Supporied by Lung BY

1418
Rho-kinase In Pulmenary Hyperiension

Ken Ishikuira, Horkazu Yamada, Akdiuro Toulh, Sioshi Ota, Mashi Nakamora, Masaaki o,
Nagki lsaka, Takeshi Nakano; Miz Unie Scht of Moo, Tay, Japan

ey important ciulating e inderineiin JL- 158 and 116 - was nat detormived. Hyp

Cleons, rentment with oral SLwill mdcr beair and bloog-borae BIC in rts wilh HF folfewdng
54 Mathods and Resuffs: Rats gnderwent coraary artary Higation to induce M) MBEER 0%
of foh ventricle, Wil gjection faction of 35 5=4.1% by echocardiegraphyl. of shatm sumary
SHAME, Six weeks Tater, omunchistocheminy of the varaventricular nuieus o of
Byrthalamus, 3 region ritisal (o cardinvascufar regulation, revealed more PYN newans lvs
SHAR, “F<001 positive for THF-c EIS AT v 108209 and 1§ (072387 v
a1 i M B s in SHAM 4 = rats. Double staising demorstiated that these
Reurons wers distributed amnng P nsure { Fra-fike § rdivity, ndicati
Shrrsic neuronal aclivalion. 8 rats =8 wsated with L {1 mgfkg/day orally fer & weeks) had
Townr 80+ 5L ve MY, #P <001 Fa-like pasiive P cewrons (8552 5.44 95 183 §=50), and
foseer PUN neurons positive for THF-n 22421 8% 9 324207 s I8 1012

W7 457 1% Lovels of TP« 18 and 1.8 In bealn and heart tissues and in plagmma wers
2lsn ower In NI rals peatad with 5L {see teblel, Conclusian: i sis with ischemia-induned
Bewt Tafers, oy administsestt SLRa8 8 global inhibitery influence 98 e appearance of
priniiemealory oyiekings in byae nearl and olsma The bereficia! inffuence of MR
aksnanism in patients with HF may ot 5t Jeast n par} from blosking sldosterang-induced
Lyiking synthegis, {Tabler P 803 M+ 8L vs Mb-VER

-

b P y Bypectansion {PH} 15 3 post proghosti tisedse with Hofed froainmel.
Rho-kinase i iwoived in the pathophysioligy of several diueases undurlying srnonlly

typersontaction, Bt the role of is unkaown, The purnose of iz prefiminary 1mpoH was &
indicate the sffiracy of fasudil, 3 Rho-Krase inhilsitor in patients with pulmanary hypestension
using interventiona! hemodysants sosaxsment. Methods; Fasudl was irtraverausly injented in
10 palients {3 female, meas = S, 46 + 15 ysars, NYRAY n=2, Ma=T W e 1) with iy
=5 and secondary -5} PH who waie apt receied any vaswiiator Fasudd wes
administrated 30mg with Imgimin Hemodynamic data were maaswed using Swan-Gaee
cattetar ontl) B minvtes after starting adninistration of fesudih, Hamodynanic and arigtial
lood gas data of baseline and the fowest total pulimonary resistance {TPRI time wem
compared, Resulls: The Jowest TPR time was within 30 1o 80 mimdes after adminisieston,
Admicistration of fasudh significantly decsoased TPR fram 136 = 68U B0A = 430232
> 82 %, p < 0.001 and mean putrionary arlerial prassiirs {PAP) from 438 & 1435 oty
w388 = 139 mmHg 118 = 104 w g < 009, Candiae index {0 was sigaficaly
inrrpaged from 238 + 066 Uiminder to 274 = 0.73 Umin/in® #1858 ¢ 154 %, n 8%
Atugh TRR was squally decreased in bath primary and secomlary o3, e changes in e
parametess (hat preguribed TPR, minely i and mPAP, were ditfrast holwenr B8 Tws groups
suljects. Incraased Gl was 2 majot factor into redusing TBR in primary PR, whils reduced AR
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Abstract

Puimonary arterial hypertension is o severe diszase with poor prognosis, caused by obliteration ef the pulmonary vasculaturs as a result of
sulmonary-vascular remodsling, active vasaconstriction and in situ thrombasis. Lef untrested, pulmonary arterial hypertention results in
right-ventricular failure and death. There has been dramatic progress in the freatment of pulmonary arterial hypertention during recent
years., A remarkable number of randomized-controlfed trials with agents know to target specific abnormaiities present in pulmonary
arterial hypertention have been completed. Most commaondy, therapeutic efficacy was judged by the zbility of the drug under study to
improve exercise capacity and to Gecrease the rate of severe complications. Completed clinical trials have mainly evaluated patients with
relatively advanced disease. Despite these advances, responses o therapy in pulmonary arterial hypertension are not uniformly favorable
and frequently incemplete. in addition, the methods of delivery and the adverse effect profile of the currently avsilable pulmanary arterial
hypertension-specific drugs oreate further management diffculties. Based on newly identified pathobiologic abnormalities in the

putmonasy vasculature, future studies are likely to focus on the discovery of new therapeutic targets. Clinical trial design will continue to
evolve in an atternpt to enable inclusion of patients with less advanced disease and evaluation of treatment combinations or comparisons

af the currently approved drugs. © 2008 Future Drugs Ltd,
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