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Departmental Overview

Department of Pathology
University of Michigan

DEPARTMENTAL OVERVIEW
July 2002-June 2003

Introduction

The volume of activity involving both Surgical Pathology and the Clinical
Laboratories continues to expand by approximately 4% per year with no evidence that
this trend will be reversed. This has led to problems of compression and overloading in
virtually the entire clinical laboratory system. In the late Spring of 2004, some clinical
laboratory functions will be relocated to the Traverwood area (approximately 2 miles
from UMMC) as a temporary adjustment. This is a stop-gap measure that does not
address the long-term needs for the clinical laboratories. In addition, the Department
desperately needs additional research space in which programmatic expansion can occur,
especially as this relates to translational research which is moving ahead rapidly,
employing both genomic and proteomic strategies. The Department of Pathology has
played a key role in the use of genomic strategies as related to prostate cancer, lung and
ovarian tumors. These tight-knit collaborations have greatly enhanced the institutional
position, being at the “cutting edge” for the applications of genomics as a better way to
understand behaviors of tumors. As indicated in the sections on teaching, research and
service, the Department of Pathology continues to perform in an exemplary manner.
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Teaching Activities

Faculty members continue to fill leadership roles as course directors, sequence
coordinators, and serve as Associate Dean for Medical Education Assistant Dean for
Admissions and Assistant Dean for Diversity and Career Development in the Medical
School. Several faculty members continue to be recognized as recipients of outstanding
teaching awards and selection as graduation class marshals. Pathology faculty and
pathology laboratories continue to be a strength within the re-structured first year normal
organ system and second year abnormal organ system sequences. Fourth year clerkships
in Pathology and Laboratory Medicine are elected by approximately one fifth of the
Medical School class each year and receive excellent evaluations. The Department
faculty have been active in working with the Dental School in re-structuring the teaching
of the biomedical sciences including pathology within an organ system model focusing
on the specific educational needs of these students and engaging them in more. inter-
active learning activities, including the implementation of Web-based instruction. The
Pathology graduate program was successful in recruiting five new students with two
students receiving Ph.D. degrees. The Department faculty are actively involved in the
Medical Scientist Training Program (MD/PhD) and combined graduate student
recruitment activities associated with the Program in Biomedical Sciences (PIBS). The
Pathology residency and fellowship programs continue to recruit outstanding residents
especially as we realize increased interest in our specialty by U.S. medical school
graduates over the past three years. The program consists of 28 residents and fellows.
Last year all graduates of the house officer program found desirable positions, in both
academia and private practice, including fellowships at University of Michigan, M.D.
Anderson Hospitals, University of North Carolina and Memorial Sloan Kettering.

Clinical Service Activities

The Anatomic and Clinical Pathology Laboratories continue to provide excellent,
full-spectrum service as the UMHS has continued to experience growth in ambulatory
care activities and in many major clinical programs. 2002-2003 was marked by new
faculty recruitments in Molecular Diagnostics, Microbiology, bone and soft tissue
surgical pathology and cytopathology. The laboratories continued their trend of more
laboratory procedures (approximately 5%) with a fixed number of staff. Efforts continue
to be directed towards more aggressive control of laboratory utilization and the
improvement of phlebotomy, central distribution and laboratory operations. In response
to pressures to reduce our cost/unit of laboratory service and to improve operating
efficiency, a more aggressive plan for laboratory and send-out test utilization was
implemented. Augmentation of the capabilities of the Molecular Diagnostics, Blood
Bank, Chemistry, Tissue Typing, Hematology, Microbiology, Cytogenetics,
Cytopathology and Surgical Pathology Laboratories was contributory to this process.
There was a marked improvement by clinical sites in compliance with the HCFA-
mandated documentation rules. In 2002-2003, the Laboratories performed more than 3.2
million diagnosis laboratory analyses and more than 55,000 surgical pathology cases.
The maintenance of high quality service, in the face of increasing complexity of
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demands, is a testimony to the professionalism of the staff as well as the management
capabilities of laboratory directors and senior laboratory personnel. Finally, as alluded to
above, the Laboratories have responded to the institutional initiative to expand primary
care capabilities within the region. This activity has been coupled with expansion of on-
site point-of-care testing and data handling activities. The Laboratories continue to
support the M-Labs outreach program. The Laboratories successfully completed the bi-
annual College of American Pathologists (CAP) self-inspection. Maintenance of the
delicate balance among quality service, cost-effective testing, utilization control and
research and development, which characterizes an academic institution, will be a
continuing challenge.

Research Activities

The Department of Pathology’s research activities continue to be one of the many
strengthens of our academic mission. The Department’s faculty successfully compete for
extramural research support, attract outstanding graduate students and fellows from both
the national and international scene, publish in highly visible, peer-reviewed scientific
journals, and serve on numerous national and international scientific committees. During
the past year, the expenditures of active grants and contracts credited to the Pathology
Department’s research efforts increased by approximately 3 million dollars when
compared to the previous year’s expenditures. The total research expenditures for 2003
were over $17 million; this included over $12 million in direct expenditures and $5
million in indirect expenditures. Faculty members in the Department of Pathology hold
73 active individual grants, which include 47 grants from the Federal government 41 NIH
grants (2 Program Projects, 2 MERIT Awards, and 2 training grants) and 6 DOD grants.
In one of these DOD Grants, the Department plays a leadership role in a research
program with 5 different institutions. This program is a consortium dealing with
therapeutic interventions to block the effects of bioterrorists’ chemicals on the lung. In
addition, another 26 grants originate from non-Federal sources, including, the American
Heart Association, the Pew Charitable Trusts, American Lung Association, the MEDC
Life Science Corridor Fund, and contract grants from a variety of pharmaceutical
companies. Many of the Departmental faculty actively participate in the support of
institutional initiatives, including the University of Michigan Cancer Center, Urology
SPORE Program, Breast Cancer Program, Interstitial Lung Disease SCOR, and the acute
lung injury SCCOR. This blend of activity underscores the role of Pathology faculty in
translational research, especially where DNA-based microarrays and tissue arrays are
involved. These studies have resulted in publications dealing with solid tumors and
inflammatory diseases. The faculty actively publish in both the clinical and experimental
arena and cover very diverse scientific interests, such as clinical pathology, anatomical
pathology, and basic cellular and molecular mechanisms of disease. Our faculty
participates in peer review of NIH grant applications and peer-review of submitted
scientific articles for diverse journals. Another index of the healthy academic research
environment in the Pathology Department is the large number of post-doctoral fellows in
the different laboratories, as over 40 post-doctoral fellows from many different countries
are engaged in research activities and clinical fellowship. These post-doctoral scholars
have actively sought positions in the Department of Pathology to enhance their research
and clinical careers. Our faculty continue to provide expertise for both internal and
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external program review, which include serving as ad hoc and permanent members of
NIH study sections, serving as committee members for site visit teams, providing
expertise on government sponsored special emphasis panels, and organizing or chairing
clinical and experimental scientific conferences.

Respectfully submitted,

Peter A. Ward, M.D. Steven L. Kunkel, Ph.D.
Professor and Chairman Co-director, Division of General Pathology
Joseph C. Fantone, M.D. Jeffrey S. Warren, M.D.

Director, Division of Anatomic Pathology Director, Division of Clinical Pathology
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II.

III.

Individual Faculty Reports

GERALD D. ABRAMS, M.D.
PROFESSOR EMERITUS OF PATHOLOGY

DEPARTMENT OF PATHOLOGY
ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A.
B.

Surgical Pathology Services — 1 month.
Pathologist, Cardiac Transplant Team. Transplant biopsies — 2 weeks.

TEACHING ACTIVITIES:

A.

M U0 w

o

Freshman Medical Class:
1. Pathology 500, Course Director, Lecturer, "Basic Concepts of Disease" - 20
lecture hours.
2. Multidisciplinary Conferences - 4 contact hours.
3. Pathology 500, Histopathology Sequence, Sequence Director, Lecturer, Lab
Instructor-32 contact hours (8 lectures, 24 lab hours).
Sophomore Medical Class:
1. Pathology Lab Instructor-all sequences. 50 contact hours.
Clinical Radiology-Pathology correlation Elective Course-2 lecture hours.
Dental School:
1. Sophomore Dental Class (Path 580) - 2 lecture hours
Undergraduate LS&A/Graduate:
1. Biology 224 - 1.5 lecture hours.
2. Summer science academy — 4 lecture hours.
Hospital Conferences:
1. Cardiovascular Pathology Case Conference - monthly.
2. Cardiac Pathology teaching conference — monthly.
Community:
1. Organizer, director, and lecturer of “Mini-Med. School”, a six-week course for
the public, Spring 2003.
Invited Lectures:
1. Keynote Address-UM Medical School White Coat Ceremony, August 2002.
2. Cardiology Grand Rounds, August 2002.
Production of Teaching Materials:
1. Production of CD-Rom and syllabus for Histopathology Lab sequence of
Pathology 500.
Honors:
1. Lifetime achievement award in medical education, 2002.
2. “TAMS” award, Class of 2003.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A.
B.

Pathologic-Radiologic correlation in aortic disease, with D. Williams.
Pathology of lesions produced by high intensity ultrasound, with Bioengineering staff and
students.

21



Department of Pathology Annual Report

IV. ADMINISTRATIVE ACTIVITIES:
MEDICAL SCHOOL/HOSPITAL/UNIVERSITY:

Member, Curriculum Detail Design team; Patients and Populations sequence. Normal
cell sequence.

Ombudsperson, Medical Faculty.

Member, ad hoc Search Committee for Chair, Department of Medical Education.
Member, Faculty Task Force to review Instructional Track.

Member, subcommittee for faculty, LCME review.

mouow »

REGIONAL AND NATIONAL:
A. Editorial Board, Modern Pathology.
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THOMAS M. ANNESLEY, PH.D.
PROFESSOR OF CLINICAL CHEMISTRY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

mOTEUOWE

Biochemistry Section, Clinical Pathology Laboratories.
Laboratory Director, Chelsea Family Practice, M-Care Facility.
Laboratory Director, Briarwood Medical Group, M-Care Facility.
Laboratory Director, Briarwood Family Practice Facility.
Laboratory Director, Chelsea Internal Medicine Associates.
Laboratory Director, West Ann Arbor Health Care Facility.

Staff Practitioner, The Toledo Hospital, Toledo, Ohio

Consultant to Consultants in Laboratory Medicine, Toledo, Ohio

TEACHING ACTIVITIES:

A.

House Officers:

Lecturer, Clinical Pathology Grand Rounds.

Lecturer, Clinical Pathology Didactic Lecture Series.
Daily Sign-out and Interpretation of Laboratory Results.
Clinical Pathology Curriculum Committee.
Coordinator, Clinical Pathology Block B.

NhWN =

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A.
B.
C.

Biochemistry Section, Clinical Pathology Laboratories.
Coordinator, Clinical Pathology Laboratory CME Program.
Clinical Pathology Discretionary Incentive Funds Committee.

REGIONAL AND NATIONAL:

NS EOmMmYUQ®Ee

Board of Directors, National Academy of Clinical Biochemistry (NACB).

Chair, NACB/AACC Professional Activities Committee.

Chair, NACB Awards Committee.

Annual Meeting Organizing Committee, American Association for Clinical Chemistry.
AACC Meeting Task Group, American Association for Clinical Chemistry.
Program Coordinating Commission, American Association for Clinical Chemistry.
House of Delegates, American Association for Clinical Chemistry.

Executive Committee/Journal Management Group, Clinical Chemistry Journal.
Member, Academy of Clinical Laboratory Physicians and Scientists.

Member, National Academy of Clinical Biochemistry.

Member, Association of Clinical Scientists.
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VI

L. Member, American Society for Mass Spectrometry.
M. Member, Society of Forensic Toxicology.

OTHER RELEVANT ACTIVITIES:

JOURNAL EDITORSHIPS:

A. Associate Editor, Clinical Chemistry.

EDITORIAL BOARDS:

A. Clinical Chemistry, Editorial Board.

B. Therapeutic Drug Monitoring, Editorial Board.
C. Biomedical Chromatography, Editorial Board.
EDITORIAL REVIEW ACTIVITIES:

A. Clinical Chemistry, Reviewer.

B. Biomedical Chromatography, Reviewer.
C. Therapeutic Drug Monitoring, Reviewer.
D. Clinical Biochemistry, Reviewer.

AWARDS:

A. Clinical Chemist’s Recognition Award, American Association for Clinical Chemistry.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED JOURNALS:

1.

24

McMillin, G.A., Owen, W.E., Lambert, T.L., De, B.K., Frank, EL., Bach P., Annesley, T.M.,
and Roberts, W.L.: Comparable effects of Digibind and DigiFab in thirteen digoxin
immunoassays. Clin. Chem. 2002;48:1580-84.

Annesley, T.M.: Disposition of toxic drugs and chemicals in man. Clin. Chem. 2002;48:2085.
Annesley, T.M.: Poisoning and Laboratory Medicine. Clin. Biochem. 2003;36:321-322.

Tankanow, R., Tamer, HR., Streetman, D.S., Smith, S.G., Welton, J.L., Annesley, T., Aaronson,
K.D., and Bleske, B.E.: Interaction Study Between Digoxin and a Preparation of Hawthorn
(Crataegus oxyacantha). J. Clin. Pharmacol., 2003;43:637-642.

Annesley, T.M.: Ion suppression in mass spectrometry. Clin. Chem. 2003, in press.
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- HENRY D. APPELMAN, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A. General surgical pathology - four and one-half months.
B. Gastrointestinal and hepatic pathology services - six months.

TEACHING ACTIVITIES:

MEDICAL SCHOOL/HOSPITALS:

A. Medical Students:
1. Pathology 600 - 2 full class lectures and laboratory 2-4 hours per week
2. Pathology 630 (dental) - one full class lectures.

3. Senior Elective in Pathology: mentor, 4 weeks with daily conferences

B. House Officers:

1. Surgical pathology diagnosing room instruction for assigned house officer - 4
months
2. Gastrointestinal and hepatic pathology tutoring - full time.
3. Lectures in gastrointestinal and liver pathology, 2 hours
4. Consult conferences, 4-5 hours

C. Interdepartmental:
1. G-I Tumor Conference - (3 hours per month).
2. Liver Biopsy Conference — 4 hours per year.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A. Clinical trial of difluoromethylornithine in Barrett’s esophagus, with Dean Brenner of the
U of Mich, Gary Stoner of Ohio State Univ, Stuart Spechler, and Edward Lee of
University of Texas-Southwestern, and Anil Rustgi of Pennsylvania.

Anaplastic, lymphoma-like carcinoma arising in Barrett’s mucosa, with BJ McKenna
Adenomas of the duodenum: are there differences between sporadic and FAP-
associated? With Paul Kowalski

Is hyperplasia of the interstitial cells of Cajal a common reaction to intramural masses in
the gut? With Meryem Koker

The apoptotic form of microsopic colitis, with BJ McKenna

Are juvenile-like polyps in adults the same as in children? With Meryem Koker

mmY 0w
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IV.

o Tmwuon »

G. What is the yield of significant microscopic disease in colorectal biopsies of adult
patients with chronic diarrhea and normal endoscopic findings? With BJ
McKenna

H. Is there such a thing as ectopic antral mucosa in the duodenal bulb? With Wei Xin

What is the cause of the autoimmune hepatitis-like recurrent hepatitis C in liver

transplant recipients? With Wei Xin, Joel Greenson, and Robert Fontana

What is the rate of neoplastic progression in Barrett’s mucosa during surveillance

endoscopy and biopsy at the University of Michigan? With John Inadomi

What is the rate of neoplastic progression in ulcerative colitis during surveillance

endoscopy and biopsy at the University of Michigan?

Marginal collagenous colitis: does it exist? With BJ McKenna, W Xin, M

Anderson and L Evans

The effects of loss of IL-10 and Familial adenomatosis polyposis-like genetic

changes on the development of colorectal carcinomas in knock-out mouse

models. With Emina Huang.

el

:—4

S

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Chairman, Advisory Committee on Appointments, Promotions and Tenure.
MEDICAL SCHOOL/HOSPITAL:

A. Member, Cancer Work Group, University Hospital.
B. Co-Coordinator, Gastrointestinal Sequence for 2nd year medical students.

REGIONAL AND NATIONAL:

Member, Scientific Advisory Committee, and Board of Directors, International
Organization for Statistical Studies of Diseases of the Esophagus, Paris, France.
Member, Editorial Board, Human Pathology.

Member, Editorial Board, Modern Pathology.

Member, Editorial Board, American Journal of Surgical Pathology.

Ad hoc reviewer for American Journal of Pathology, Cancer, Gastroenterology, and
American Journal of Gastroenterology.

Member of the Long Range Planning Committee, United States and Canadian Academy
of Pathology, Inc

Member, Lung and Esophagus Task Force, American Joint Committee on Cancer, 2001-
present
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V. OTHER RELEVANT ACTIVITIES:

10.

11.

12.

13.

14.

15.

INVITED LECTURES/SEMINARS:

“A whirlwind tour through esophagogastric inflammations and their complications” and “the role
of the pathologist in the diagnosis and management of inflammatory bowel diseases, especially
the colitides”. Half day course, Pathology Update for Practicing Pathologists: Recent Advances
and Selected Topics. American Society of Clinical Pathologists, Chicago, IL, July 13, 2002
“Whatever happened to the old ulcerative colitis we knew and loved?” and “Why is the
gastroesophageal junction such a big deal when it is so small?” Update Course in Surgical
Pathology, Ohio State University Medical Center, Columbus, Ohio, August 27, 2002

“Large cell minimally differentiated colon carcinoma” and “Small intestinal stromal tumors”,
presented at the Gastrointestinal Pathology Slide Seminar, 24™ International Congress of the
International Academy of Pathology, Amsterdam, the Netherlands, October 9, 2002

“GI Pathology”, Diagnostic Problems in Anatomic and Clinical Pathology, Emory University
School of Medicine, Atlanta, GA, October 19, 2002

“The gastrointestinal biopsy report: What’s right, what’s wrong and what doesn’t matter?” With
BJ McKenna, half day course, Annual meeting, American Society of Clinical Pathologists,
Washington, DC, Oct 22, 2002

“What’s up with gastrointestinal stromal tumors” and “Gastrointestinal biopsy reports: to err is
human, but who will forgive you?” with Barbara J. McKenna, Second Annual Current Topics in
Gastrointestinal Pathology, Johns Hopkins University School of Medicine, Baltimore MD,
November 10-11, 2002

“Changing concepts in our understanding of ulcerative colitis”, Twin Cities Pathology Society,
Minneapolis, MN, November 21, 2002

“Dysplasia in the GI tract”, Early Detection Research Network of the National Cancer Institute,
Seventh Steering Committee Meeting, University of Alabama, Birmingham AL, January 31,
2003

“An iconoclastic view of dysplasia of the gut”, Callendar-Binford Lecturer, Armed Forces
Institute of Pathology, Washington, DC, February 27, 2003

“Why is the gastric cardia such a big deal when it is so small?” Visiting professor lecture,
University of Washington, Seattle, WA, April 23, 2003

“Neoplastic diseases of the intestines”, half day course, Pathology of the Gastrointestinal Tract,
American Society of Clinical Pathologists, Chicago, IL, May 1, 2003

“Dysplasia can be a pain in the gut”, Suffolk County Society of Pathologists, Port Jefferson, NY,
May 22, 2003

“The changing face of ulcerative colitis”, Department of Pathology, State University of New
York at Stony Brook, Stony Brook, NY, May 23, 2003

“Dysplasia in the gut”, Visiting Blue Grass Professor Lecture, University of Kentucky,
Lexington, KY, June 6, 2003

The Gastrointestinal Biopsy Report, with BJ McKenna, 31 Annual Kentucky Society of
Pathologists Spring Seminar, Versailles, KY, June 7, 2003
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16. “New stuff in Barrett’s mucosa and the gastric cardia”; “GI dysplasias, including
Barrett’s epithelium and ulcerative colitis”; “Idiopathic inflammatory bowel disease:
changes with time and treatment”; “Gastrointestinal stromal tumors”; “Neoplasms of the
appendix and anus”; Diagnosis of Gastrointestinal, Liver and Pancreatic Biopsies,
California Pacific Medical Center Course, Alyeska, Alaska, June 23-26, 2003

VI. PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREEDJOURNALS:

1. McKenna BJ, Appelman HD: Dysplasia can be a pain in the gut. Pathology, 34:518-528, 2002

2. Chakrabarty S, Radjendirane V, Appelman H, Varani J: Extracellular calcium and calcium
sensing receptor function in human colon carcinomas: promotion of E-cadherin expression and
suppression of beta-catenin/TCF activation. Cancer Research. 63:67-71, 2003

CHAPTERS AND BOOKS:

1. McKenna BJ, Appelman HD, Neoplasms of the small intestine, in Quigley EE and Marsh MN,
eds.: The Small Intestine, Blackwell Scientific, Cambridge, MA, in press

ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

1. Kaur P, Appelman HD, McKenna BJ: Computer-assisted image analysis separates benign from
malignant gastric stromal tumors. Am J Clin Pathol. 118:638, 2002

2. Koker MM, Appelman HD: Do juvenile polyps age? Mod Pathol. 16:125A, 2003

3 McKenna BJ, Appelman HD: Biopsies of colonoscopically normal mucosa in adult patients with
chronic diarrhea provide diagnostically relevant information in most cases. Mod Pathol.
16:128A, 2003

4. Xin W, McKenna BJ, Appelman HD: Gastric surface metaplasia in the duodenal bulb is not
ectopic antral mucosa. Mod Pathol. 16:137A, 2003
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Individual Faculty Reports

MILA BLAIVAS, M.D., PH.D.
CLINICAL ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

m o

21 weeks of Surgical Neuropathology Service.

54 days of Autopsy Service including weekend autopsy calls.

All muscle and nerve biopsies at the UMHS and referred by other hospitals in- and out-
of-state throughout the year, including new anti-dystrophy workup (434 muscle biopsies
and 110 nerve biopsies). 40% muscle biopsies with EM, 100% nerve biopsies with EM
and 17 with teasing. Over 20 cases were tested with antidystrophy antibody (10-14)
screen by [IPOX.

Diagnostic EM on skin and other tissues for various rare disorders, 18 cases.

Cutting autopsied brains with Pathology House Officers, microscopic evaluation with the
residents for the diagnosis.

Consulting on brain, muscle and nerve pathology, intradepartmental cases, VAH and
other hospitals in MI and other states. 137 personal consults.

TEACHING ACTIVITIES:

memomm gow p

Instructed residents, fellows and staff in Neurology, Rheumatology and Pediatrics and
students on muscle, nerve and brain biopsies.

Lectures for medical and dental students; M-2 neuropathology labs.

Taught Pathology Residents how to perform and read-out autopsies.

Lectures on muscle, nerve and brain pathology to residents and fellows in Pathology,
Neurology, Neurosurgery and Rheumatology.

Conferences on muscle and nerve cases with Neurology Department.

Neuropathology cases review with Pathology Residents.

Weekly and monthly conferences with Neuromuscular staff.

Conferences and lectures for Neurosurgery Residents and staff.

Pediatric Oncology conferences for brain tumor cases.

Personal tutoring of neurology and pathology residents on Neuropathology — 9 persons.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A.

B.

Collaboration with EMG group, neurosurgery, genetics, pediatrics, rheumatology,
epilepsy and gynecology (Dr. J. Delancey group) on various projects.

National study group (ERSET), part of, for evaluation of temporal
lobectomy/hippocampectomy cases.
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ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

A. Supervision of the muscle histochemistry and muscle and nerve biopsy handling.

B. Continuing improvement of interdepartmental and interinstitutional coordination of
muscle and nerve biopsy service.

C. Improvements in immunoperoxidase stainings, expansion of anti-dystrophy workup.

D. Daily monitoring muscle histochemistry group performance.

MEDICAL SCHOOL:
A. Member of the Admissions Committee.

INVITED LECTURES:

Invited lecturer to St. Mary Hospital, Saginaw, September 2002.
Invited lecturer to the Nursing Homes Association, April 2003.

REGIONAL AND NATIONAL:

Consulting with outside pathologists, neurologists and family practitioners on muscle and nerve
biopsies performance and interpretation, brain biopsies.

Member, American Association of Neuropathologists, IAP, CAP, PNS, and AAN.

Attended AANP meeting.

Ad-hoc reviewer for Archives of Pathology and Laboratory Medicine, Archives of

Ophthalmology.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN PEER REVIEWED
OURNALS:

ARTICLES SUBMITTED FOR PUBLICATION:

Kocheril SV, Blaivas M: Dego’s Disease Mimicking Vasculitis. Resubmitted to: Arthritis Care
& Research. ’
Hedera P, Petty EM, Bui M, Blaivas M, Fink JK: The second kindred with distal myopathy
linked to chromosome 14q (MPD1): Genetic and clinical analysis. Archives of Neurology 2003,
in press.

*Fewel ME, Blaivas M, Thompson BG: Intradural metastatic pleural mesothelioma presenting
with sudden deafness facial palsy, and Brown-Sequard syndrome. Submitted to Neurosurgery.
Herschner S, Blaivas M, Gells D: Biopsy of confirmed primary angiitis of the central nervous
system with negative MRI and angiography. Submitted to Neurology.



Individual Faculty Reports

Lagrange AH, Blaivas M, Gomez-Hassan D, Malow BA: Rasmussen’s-like encephalitis
presenting as new-onset narcolepsy, cataplexy, and epilepsy in an adult. Accepted to Epilepsy
and Behavior.

CHAPTER IN BOOKS

ABSTRACTS, BOOK REVIEWS PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOQOUS PUBLICATIONS IN UNREFEREED JOURNALS:

Lagrange H, Blaivas M, Gomez-Hassan D, Malow B. A very Novel Case of New-Onset
Narcolepsy, Cataplexy, and Epilepsy in a 40-Year-Old Business Professor. Presented at the
American Epilepsy Society 56™ Annual Meeting.

Nolan PC, Blaivas M, Techer JW: Inclusion body myositis with granuloma in muscle biopsy.
To be presented at the AAEM meeting.
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PRISCILLA CHAMBERLIN, M.D.
CLINICAL INSTRUCTOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

B. Surgical Pathology sign out and consultations— 12 months
- 25% of SP cases

C. Cytology sign out and consultation — 12 months
- 50% of Pap Smears
- 50% of non-gynecological cases

TEACHING ACTIVITIES:

Pathology residents, SP — 506 hours

Pathology residents Cytology — 100 hours

M2 pathology lab — 50 hours

Lecture series for ENT residents — 25 hours

Cytology lectures to pathology and surgical residents as needed — 10 hours

NAR W=

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

None.

PENDING:

None.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Director of Cytopathology for VA Hospital

B. Medical Director of Microbiology, Immunology, Ancillary Testing and Chemistry labs at
VA Hospital

D. Anatomical Pathology Imaging at VA Hospital

E Laboratory Director for Toledo VA Out Patient Clinic

MEDICAL SCHOOL/HOSPITAL:

A. Medical School Admissions Committee

B. VA Hospital Tumor Board

C. VA Hospital Cancer Committee

D. VA Hospital Safety Case Management Committee
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UNIVERSITY OF MICHIGAN:
None.
REGIONAL AND NATIONAL:
None.

V. OTHER RELEVANT ACTIVITIES:
EDITORIAL BOARDS:

None.
HONORS AND AWARDS
None.
PATENTS:
None.
INVITED LECTURES/SEMINARS:
None.
VI. PUBLICATIONS:
ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED JOURNALS:

None.
BOOKS/CHAPTERS IN BOOKS:
None.

ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

None.
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STEPHEN W. CHENSUE, M.D., PH.D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENT REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES

Chief, Pathology and Laboratory Medicine Service (as of March 2001), VA Ann Arbor
Healthcare System, responsibilities include, overall laboratory supervision and administration,
equipment and methodology evaluation, review and consultation regarding quality management
programs, personnel evaluation, counseling and greivance procedures.

Hematology, daily evaluation of pathologist referred blood smears, lymph nodes, bone marrow
smears, VA Ann Arbor Healthcare System (6 months/year).

Surgical/Frozen Section Diagnosis (2.5 months/year).

Surgical Case Diagnosis VA Ann Arbor Healthcare System (2.5 months/year).

Autopsy Service, rotational basis, on call 13 weeks/year.

Special Chemistry/Immunology, daily interpretation of protein electrophoreses and problem
ligand studies (6/months/year), VA Ann Arbor Healthcare System.

Blood Bank, consults and investigations, full time as needed, VA Ann Arbor Healthcare System.

TEACHING ACTIVITIES

Pathology house officers, Surgical Pathology/Autopsy supervision and instruction.
Medical students, Pathology 600 laboratory.

Technologists, technicians and hospital staff, ongoing continuing medical education
instruction on clinical laboratory topics.

Research mentoring for post-doctoral, graduate, undergraduate, and high school
trainees.

RESEARCH ACTIVITIES

SPONSORED SUPPORT:

A. Principal Investigator, Chemokine Deteminants of Thl and Th2 Immune
Responses, VA Merit Review Grant, ($135,000 direct costs annually, 2000-
2005).

B. Principal Investigator, Chemokine Receptor Dynamics in Granuloma
Formation, NIH AI43460 ($150,000 direct costs annually, 2003-2007)

C. Coinvestigator, Molecular Mechanisms of Lung Host Defense, VA REAP
Grant (250,000 annually, 1998-2003)
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PROJECTS UNDER STUDY:

A. Cytokine manipulation of mycobacterial (Thl) and schistosomal (Th2) Ag
mediated forms of hypersensitivity granuloma formation.

B. Regulation of chemokine receptor expression during Thl and Th2 immune
and inflammatory responses.

C. Role of chemotactic cytokines in granulomatous inflammation and Thl and
Th2 cell expression.

D. In vivo regulation of chemotactic cytokine production by leukocytes and
stromal cells in the lung.

D. Analysis of eosinophil recruitment factors in type 2 granulomatous
inflammation.

E. Dendritic cell chemokine receptor expression and in vivo migration.

IV. ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Pathology Graduate Program Preliminary Exam Committee

B. Immunology Graduate Program's Preliminary Exam Committee

C. Member of graduate student thesis committees.

D. Interviewing and evaluation of residents and faculty.

MEDICAL SCHOOL/HOSPITAL:

A.

B.
C.

T

~ =

Dean’s Committee, University of Michigan Medical School and VA Ann
Arbor Healthcare System

Clinical Executive Board, VA Ann Arbor Healthcare System, voting member

Professional Standards Board, VA Ann Arbor Healthcare System, voting
member

Invasive Proceedures Committee, VA Ann Arbor Healthcare System, voting
member

Residency Review Board, VA Ann Arbor Healthcare System, voting member

Information Management Committee, VA Ann Arbor Healthcare System,
voting member

Chief of Staff Advisory Committee, VA Ann Arbor Healthcare System,
voting member

Personnel employment and annual performance evaluations.
Anatomic Pathology Quality Assurance evaluation and reporting
Editor, VALabs Newsletter and webmaster for VA Laboratory webpage.
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REGIONAL AND NATIONAL:

VL

A. Editorial Review:

American Journal of Pathology

Journal of Immunology

Inflammation Research, Section Editor

American Journal of Respiratory Cell and Molecular Biology
Journal of Clinical Investigation

Chest

Journal of Leukocyte Biology

Infection and Immunity

® NNk W=

OTHER RELEVANT ACTIVITIES:

A. Case presentations at Tumor Board and Morbidity and Mortality Conferences.
B. Tissue evalulation for clinical and basic researchers.
PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED JOURNALS:

1.

Abrams, E. T., Brown, H., Chensue, S.W., Turner, G.D., Tadesse, E., Lema, V.M., Molyneux,
M.E., Rochford, R., Meshnick, S.R. and Rogerson, S.J. Host Response to Malaria During
Pregnancy: Placental Monocyte Recruitment Is Associated with Elevated beta Chemokine
Expression. J. Immunol. 2003, 170:2759-2764.

Chiu, B., Freeman, C.M., Stolberg, V.R., Komuniecki, E., Lincoln, P.M., Kunkel, S. L. and
Chensue, S. W. Cytokine-chemokine networks in experimental mycobacterial and schistosomal
lung granuloma formation Am. J. Respir. Cell Mol. Biol. 2003, 29:106-16.

Kunkel, S.L., Chensue, S. W., Lukacs, N. and Hogaboam, C. Cytokine Phenotypes Serve as a
Paradigm for Experimental Immune-Mediated Lung Diseases and Remodeling. Idiopathic
pulmonary fibrosis. Am J Respir Cell Mol Biol. 2003, 29(3 Suppl 2): S63.(mycobacterial) and
type-2 (schistosomal) immune responses. J. Leuk. Biol. 2002, 72:363-372.

BOOKS AND CHAPTERS IN BOOKS:

1.

Chensue, S. W. and Kunkel, S. L. Cytokines and Chemokines in Granulomatous Inflammation.
In, Granulomatous Infections and Inflammations:Cellular and Molecular Mechanisms. D.L.
Boros ed., ASM Press Washington, D.C. pp 29-63. 2003.

Kunkel, S.L., Lukacs, N.W., Chensue, S.W, and Hogaboam, C. Cytokine Phenotypes and the
Progression of Chronic Pulmonary Fibrosis. In, Idiopathic Pulmonary Fibrosis, J. Lynch ed.,
Marcel Dekker Inc., pp 303-321. 2003.
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ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

1.

2.

38

Freeman, C.M., Chiu, B-C., Stolberg, V.R. and Chensue, S. W. CCR8 is selectively expressed by
an IL-10 producing antigen-specific memory CD4+ T cell population. FASEB J. 2003.

Chensue, S.W. Chemokine and Chemokine Receptor Dynamics during Type-1 and Type-2
Hypersensitivity-Type Pulmonary Inflammation” Keystone Symposia on Chemokines and
Chemokine Receptors, Breckenridge, Colorado, January 7-12, 2003.
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ARUL M. CHINNAIYAN, M.D., Ph.D.
ASSISTANT PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A.

Board-Certified in Clinical Pathology (2002), Diplomate of the American Board of
Pathology

TEACHING ACTIVITIES:

A. Mentor, postdoctoral fellows: Chandan Kumar, Arun Sreekumar, Saravana
Dhanasekaran, Rohit Mehra, Eric Albrecht (co-mentored with P.Ward)

B. Mentor, graduate students: Scott Tomlins (MSTP, Pathology), Qi Cao (Pathology),
Jianjun Yu (Bioinformatics), Daniel Rhodes (MSTP, Pathology), Julie Kim
(Bioinformatics), Viktoriya Resnick (Bioinformatics), Xiaoyu Jia (Pathology) Smita
Lakhotia (Graduate Student, Indian Institute of Sciences),Ronglai Shen (Biostatistics
Masters Student)

C. Mentor, Undergraduate Students: Shilpa Murthy, CMB Honors Research

D. Hosted international visiting scholars to train in microarray technology: Jian Huang,
M.D. (Zhejiang University, China)

E. Pre-lim Committees:

Chair of graduate pre-lim committee for Bioinformatics Graduate Student, Chad
Creighton
Chair of graduate pre-lim committee for Bioinformatics Graduate Student, Yili Chen.

F. Instructor, Biochemistry 491

G. Bioinformatics 511 Luncheon and Seminar

H. Biology of Cancer, ME.510.700, Seminar, Johns Hopkins Medical School

L Co-Director, Bioinformatics 511

I Cancer Biology Seminar Series, Lecturer, University of Michigan Medical School

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Principal Investigator, “Molecular Classification of Prostate Cancer” American Cancer
SocietyRSG-02-179-01-MGO, 07/01/02 - 06/30/06, 15% effort, $180,000/yr direct costs.

B. Prmmpal Investigator, “The Role of Polycomb Group Proteins in Prostate Cancer” NIH
RO1 CA97063, 07/01/02 - 06/30/07, 20% effort, $178,000/yr direct costs.

C. Principal Investigator, “Transcriptome Analysis of Breast & Prostate Cancer Reveals

Oncogenic Connections to Fatty Acid Metabolism”, V Foundation N003689, 03/29/02 —
03/28/04, 0% effort, $50,000/yr direct costs.
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D.
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Principal Investigator, “Development of Breast Cancer biomarkers Using DNA and
Protein Microarray Technologies”, Mary Kay Ash Charitable Foundation N003813,
07/01/02 — 06/30/04, 0% effort, $43,478/yr direct costs.

Principal Investigator, “A Functional Genomics Approach to Cancer”, PEW Charitable
Trust, 07/01/02 — 06/30/06, 0% effort, $55,556/yr direct costs.

Principal Investigator, “A Bioinformatics Approach to Cancer Profiling”, Pilot Research
Grant 2001N002824, University of Michigan, Bioinformatics Program, 07/01/01 -
12/31/02, 0% effort $75,000.

Principal Investigator, “The Role of Hepsin in Prostate Cancer”, CapCURE Foundation,
2001 CapCURE Award N003299 01/01/02 — 12/31/02, 0% effort, $75,000.

Principal Investigator, “Molecular Classification of Prostate Cancer”, Wendy Will Case
Foundation, Bridging funds for re-submission of ACS grant, 12/01/01-11/31/02,
0%effort, $25,000.

Principal Investigator, “Functional Genomics Approach to Lethal Metastatic Prostate
Cancer”, Career Development Award, NCI P50 CA69568 (Pienta), 08/01/02 — 07/31/03,
25% effort, $70,000/yr direct costs.

Co-Principal Investigator, “Transcriptome Analysis of the EGFR Receptor in Breast
Cancer, The Breast Cancer Foundation N003365 (Lippman), 10/01/01 - 09/30/02, 15%
effort, $250,000/yr.

Co-Investigator, “Biological Differences between prostate cancer cells that metastasize to
the bone versus soft tissue sites”, Department of Defense DAMD17-02-1-0098 (Pienta),
11/01/01 - 10/31/04, 5% effort, $141,563/yr direct costs.

Co-Investigator, “Protective Effects of Anti-C5a in Sepsis”, NIH (Ward), 12/01/01-
11/30/06, 10% effort, $225,000/yr direct costs.

Principal Investigator, Pfizer, Inc. 12/15/02- 12/14/03, 0% effort $162,132/yr.

Principal Investigator, “Discovery of Cancer Biomarkers using High Throughout Multi-
Blotting” (GMP Companies, Inc.) 12/01/02-11/30/05, 0%, $168, 827/yr.

Principal Investigator, “Functional Genomics Approach to Lethal Metastatic Prostate
Cancer” S.P.O.R.E. in Prostate Cancer, Project 3, NCI P50 CA69568 (Pienta), 07/0 1/03 -
06/31/08, 15% effort, $144,578/yr.

Core Director, S.P.O.R.E. in Prostate Cancer, Tissue/Informatics Core of the UM
Prostate SPORE, NCI P50 CA69568 (Pienta), 07/01/03- 06/30/08, 10% effort,
$253,643/yr. :

Principal Investigator, “Dysregulation of the Corepressor CtBP in Prostate Cancer,”
Department of Defense, DOD PC020322, 1/2/03- 12/31/05, 15% effort, $125,000/yr
direct costs.



IV.

Individual Faculty Reports

PENDING:

None.

ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

A. Pathology student recruitment activities (lunch, poster session)
B. Director of the Pathology DNA Microarray Research Lab
C. Director of the Prostate SPORE Tissue/Informatics Core

MEDICAL SCHOOL/HOSPITAL:

Member, MSTP Career Advisory Panel

Bioinformatics student interviews

Faculty Candidate Interviews for the Department of Urology and the Cancer Center
MSTP student interviews '
Bioinformatics Faculty Search Committee

SESROR TS

REGIONAL AND NATIONAL:

A. Ad hoc reviewer for the following Journals: Nature, PNAS, Nature Genetics, American
Journal of Pathology, Journal of Biomedical Informatics, Cancer Research, Neoplasia,
Cell Death & Differentiation, Cytokine, Clinical Cancer Research, Molecular
Diagnosis, and the Journal of Biological Chemistry.

External grant reviewer for the National Science and Technology Board Biomedical
Research Council (Singapore) and the Cancer Society of New Zealand, Inc.

Scientific Review Board, 2003 American Cancer Society, Grants Peer Review
Scientific Review Board, 2003 Department of Defense Prostate Cancer Research Peer
Review Program

Scientific Review Board, 2003 Department of Defense Breast Cancer Concept Award
Peer Review Program

Research Review Committee, 2003 Mary Kay Ash Charitable Foundation Research
Review Committee.

m o0 W

'

OTHER RELEVANT ACTIVITIES:

Affiliated Faculty of the Bioinformatics Program

Pew Scholars Program in the Biomedical Sciences, Pew Charitable Trusts
Member, Michigan Comprehensive Cancer Center

Joint Appointment in the Department of Urology

Member of the Faculty Search Committee for the Bioinformatics Program
MSTP Career Advisory Panel, University of Michigan

MY OW >
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EDITORIAL BOARDS:
A. Cancer Genomics and Proteomics

PATENTS:

A. U.S. Provisional Application Serial no. 60/309,581 filed 8/02/01 and U.S. Provisional
Application Serial no. 60/334,468 filed 11/15/01, “Prostate Cancer Biomarkers”

B. U.S. Patent Application No. 09/734,628 COMPOSITIONS AND METHODS FOR IN
SITU AND IN VIVO IMAGING OF CELLS AND TISSUES; Filing Date: December
11, 2000; Attorney Docket No.: UM 07825 University of Michigan Filing No.: 1850

INVITED LECTURES/SEMINARS:

National Cancer Institute (NCI) SPORE meeting, Plenary presentation, “Functional Genomics of
Prostate Cancer”, July 16, 2002.

NCI Bioinformatics Meeting, Invited Speaker, “The Three B’s of Prostate Cancer: Biology,
Bioinformatics and Biomarkers”, August 6, 2002.

UT Southwestern, Invited Speaker, “The Three B’s of Prostate Cancer: Biology, Bioinformatics
and Biomarkers”, September 10, 2002.

“Celebrate Invention” Symposium, “Functional Genomics of Prostate Cancer”, University of
Michigan, October 11, 2002.

81" Annual Meeting of GU Surgeons, Invited Speaker, “Functional Genomics of Prostate
Cancer”, October 19, 2002.

Clinical Pathology Grand Rounds (w/ Dr. Giacherio), October 25, 2002.

Prouts Neck Prostate Cancer Meeting, Invited Speaker, “The Three B’s of Prostate Cancer:
Biology, Bioinformatics and Biomarkers”November 8, 2002.

Pathology Bioinformatics Meeting, University of Michigan, Speaker, November 11, 2002.
MHCC / Prostate SPORE Meeting, Invited Speaker, “The Three B’s of Prostate Cancer:
Biology, Bioinformatics and Biomarkers”, November 21, 2002.

UCSF Inter-Prostate SPORE Meeting, Invited Speaker, “The Three B’s of Prostate Cancer:
Biology, Bioinformatics and Biomarkers”, December 3, 2002.

Society for Basic Urological Research, Tucson AZ, Invited Speaker, “The Three B’s of Prostate
Cancer: Biology, Bioinformatics and Biomarkers”, December 7, 2002.

Astrazeneca, Invited Speaker, “The Three B’s of Prostate Cancer: Biology, Bioinformatics and
Biomarkers”, January 13, 2003.

Cancer Center Grand Rounds, University of Wisconsin, Invited Speaker, “The Three B’s of
Prostate Cancer: Biology, Bioinformatics and Biomarkers”, January 29, 2003.

Bioinformatics Program, University of Michigan, Invited Speaker, February 13, 2003.
Genentech, Invited Speaker, “The Three B’s of Prostate Cancer: Biology, Bioinformatics and
Biomarkers”, February 18, 2003.

UC Davis Cancer Center, Invited Speaker, “The Three B’s of Prostate Cancer: Biology,
Bioinformatics and Biomarkers”, February 20, 2003.

Pew 2002 Scholar Lecture, Grand Bahama Island, “The Three B’s of Prostate Cancer: Biology,
Bioinformatics and Biomarkers”, March 10, 2003.



18.

19.

20.

21.

10.

11.

Individual Faculty Reports

Johns Hopkins University, Sidney Kimmel Cancer Center, Invited Speaker, “The Three B’s of
Prostate Cancer: Biology, Bioinformatics and Biomarkers”, April 21, 2003.

Medical College of Ohio, Invited Speaker, “The Three B’s of Prostate Cancer: Biology,
Bioinformatics and Biomarkers”, Molecular Basis of Disease, April 29, 2003.

UCSF Cancer Center, Department of Pathology, Invited Speaker, “The Three B’s of Prostate
Cancer: Biology, Bioinformatics and Biomarkers”, May 27, 2003.

Clinical Genomics Symposium, “The Three B’s of Prostate Cancer: Biology, Bioinformatics and
Biomarkers”, Princeton, NJ, June 13, 2003.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Chay, C.H., Cooper, C.R., Gendemalik, J.D., Dhanasekaran, S.M., Chinnaiyan, A.M., Rubin,
M.A., Pienta, K.J. (2002) A functional thrombin receptor (PAR1) is expressed on bone-derived
prostate cancer cell lines. Urology, 60:760-5.

Xin, W., Rhodes, D.R., Ingold, C., Chinnaiyan, A.M., Rubin, M.A. (2002) Dysregulation of the
Annexin Protein Family is Associated with Prostate Cancer Progression. American Journal of
Pathology, 162(1):255-61.

Dash, A. Maine, 1., Dhanasekaran, S.M., Barrette, T.R., Chinnaiyan, A.M., Rubin, M.A. (2002)
Changes in Differential Gene Expression Due to Warm Ischemia Time of Radical Prostatectomy
Specimens. American Journal of Pathology 161:1743-8.

Varambally S., Dhanasekaran, S.M., Barrette, T.R., Sanda, M.G., Ghosh, D., Pienta, K.J.,
Sewalt, R.G.A.B., Otte, A.P., Rubin, M.A., Chinnaiyan, A.M. (2002). The Polycomb Group
Protein EZH?2 is Involved in Prostate Cancer Progression. Nature, 419:624-9.

Rios-Doria J, Day KC, Kuefer R, Rashid MG, Chinnaiyan AM, Rubin MA, Day ML. (2002).
The role of calpain in the proteolytic cleavage of E-cadherin in prostate and mammary epithelial
cells. Journal of Biological Chemistry, 278(2):1372-9.

Kumar-Sinha, C., Ignatoski, K.M., Lippman, M.E., Ethier, S.P., Chinnaiyan, A.M. (2003)
Transcriptome Analysis of HER-2 Reveals A Molecular Connection to Fatty Acid Synthesis.
Cancer Research, 63, 132-9.

Rhodes, D.R., Shen, R., Otte, A.P., Chinnaiyan, A.M., Rubin, M.A. (2003) Molecular
Biomarker Approach for Determining Risk of Prostate-Specific Antigen-Define Recurrence of
Prostate Cancer. Journal of the National Cancer Institute, 95(9).

Yan, F., Sreekumar, A., Laxman, B., Chinnaiyan, A.M., Lubman, D.M. (2003) Protein
Microarrays Using Liquid Phase Fractionation of Cell Lysates. Proteomics, 3(7):1228-35.

Ghosh, D., Chinnaiyan, A.M. (2003) Tumor Classification from Combinations of Biomarkers
in gene Expression Data Using LASSO and Support Vector Machines. Bioinformatics,
Submitted.

Albrecht, E.A., Chinnaiyan, A.M., Varambally, S., Kumar-Sinha, C., Barrette, T.R., Sarma,
V.J., Ward, P.A. (2003) C5a-induced Gene Expression if Human Umbilical Vein Endothelial
Cells. American Journal of Pathology, Submitted.

Mattfeldt, T., Kufer, R. Chinnaiyan, A.M., Kestler, H.A., Rubin, M.A. (2003) Classification of
prostatic lesions from gene expression data using supervised learning methods. International
Journal of Pattern Recognition and Artificial Intelligence, Submitted.
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12.

13.

14.

15.

Liu, T., Dhanasekaran, S.M., Jin, H., Tomlins, S.A., Chinnaiyan, A.M., Phan, S.H. (2003)
Induction of FIZZ1 Expression in Lung Injury and Fibrosis. Journal of Clinical Investigation,
Submitted.

Sun YX, Wang J, Shelburne CE, Lopatin DE, Chinnaiyan AM, Rubin MA, Pienta KIJ,
Taichman RS. (2003) Expression of CXCR4 and CXCL12 (SDF-1) in human prostate cancers
(PCa) in vivo. Journal of Cell Biochemistry, 89(3):462-73.

Ghosh D., Barrette T.R., Rhodes, D., Chinnaiyan, A.M. (2003) Statistical issues and methods
for meta-analysis of microarrays in prostate cancer. Functional Integrative Genomics, July 22 [E
pub ahead of print].

Kleer , C.G., Cao, Q., Varambally, S., Shen, R., Ota, 1., Tomlins, S.A., Ghosh, D., Sewalt, R.G.,
Otte, A.P., Hayes, D.F., Sabel, M.S., Livant, D., Weiss, S.J., Rubin, M.A., Chinnaiyan, A.M.
(2003) EZH2 is marker of aggressive breast cancer and promotes neoplastic transformation of
breast epithelial cells. Proceedings of the National Academy of Sciences, 100(20):11606-11.

REVIEW ARTICLES:

Rhodes, D.R. and Chinnaiyan, A.M. DNA Microarrays: Implications for Clinical Medicine.
(2002) Journal of Investigative Surgery, 15:275-9.2. Sreekumar A. and Chinnaiyan, A.M.
(2002) The Use of Protein Microarrays in the Study of Cancer. A Supplement to Biotechniques,
High-throughput Proteomics: Protein Microarrays, 46-53.

Sreekumar A, Chinnaiyan AM. (2002) Protein microarrays: a powerful tool to study cancer.
Curr Opin Mol Ther; 4(6):587-3.

Kumar-Sinha, C. Rhodes, D.R., Chinnaiyan, A.M. (2003) Prostate Cancer Biomarkers: A
Current Perspective, Expert Review for Molecular Diagnostics, 3(4): 459-70.

BOOKS/CHAPTERS IN BOOKS:

None.
ABSTRACTS:

Several abstracts have been submitted from the Chinnaiyan Lab (during this period) to various
national meetings including USCAP, American Association for Cancer Research (AACR), NCI
S.P.O.R.E. meeting, and the Fall Research Symposium of the U of Michigan Cancer Center.
Please refer to the published manuscripts that have resulted from these abstracts.



II.

III.

Individual Faculty Reports

KATHLEEN CHO, M.D.
PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A.

Gynecological pathology consultation services and “Room G”/Gynecological Pathology
sign out in surgical pathology — six months.

TEACHING ACTIVITIES:

A.

Postdoctoral Fellows:

Responsible during the academic year for the following:
1. Donald Schwartz, Ph.D.

2. Yali Zhai, Ph.D.

B. Graduate students:

1. Neali Hendrix (Dept. of Pathology), faculty mentor, doctoral candidate, PIBS
program

2. Kenute Myrie (Dept. of Human Genetics), thesis committee member, Ph.D.
awarded 2002
Course Faculty, Pathology 581 — three lecture hours
Course Faculty, Pathology 580/630 — two lecture hours

C. Undergraduate students:

Lisa So

D. House Officers:

Room G sign-out of gynecologic pathology cases; two staff consultation conferences

E. Interdepartmental:

Multidisciplinary Gynecologic Oncology tumor board — one hour twice per month

F. National:

Course Faculty and Co-organizer: Molecular Biology in Clinical Oncology Workshop,
American Association for Cancer Research, The Given Institute, Aspen, Colorado.

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Principal Investigator, "FHIT Gene Alterations in Cervical Cancer Pathogenesis", NIH
RO1 CA81587 (15% effort), September 1, 1998 - August 31, 2002. Final year is twelve
month no cost extension.

B. Principal Investigator, Project 2 ("Molecular Profiling of Ovarian Cancer", 15% effort).
NIH: U19 CA84953 (Hanash). "Toward a Molecular Classification of Tumors,"
September 30, 1999 — March 31, 2004.

C. Principal Investigator, “Oncogene Activation in Ovarian Cancer Pathogenesis”,
Department of Defense, OCRP OC000105 (15% effort), August 15, 2001 - August 14,
2004.

D. Principal Investigator, “Molecular Pathogenesis of Ovarian Endometrioid

Adenocarcinomas”, NIH RO1 CA94172 (30% effort), February 1, 2002 — January 31,
2007.
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Co-Investigator (10% effort), "CDX2 Tumor Suppressor Pathway Defects in Colon
Cancer", NIH R01 CA82223 (Fearon), August 15, 1999 — May 31, 2004.

Co-Investigator (10% effort), "The Role of B-Catenin/Tcf Pathway Defects in Cancer."
NIH RO1 CA85463 (Fearon), June 1 2000 — May 31, 2005.

Co-Investigator (5% effort), “Liquid Proteomics for Marker Screening of Ovarian
Cancer”, NIH RO1 CA100104 (Lubman), April 15 2003 — April 14, 2008

PENDING:

A.

National Institutes of Health: 1P50CA98252-01 (09/03 — 09/08). SPORE in Cervical
Cancer (Program PI: T.C. Wu); Role in Program: Principal Investigator, Project 2,
Molecular Markers of Invasion in Cervical Cancer Progression (20% effort). Co-
Investigator, Project 1, Markers of Progression to Cervical Cancer in Rural India (5%
effort). Application reviewed by IRG in 06/02, priority score 153, funding anticipated
pending final administrative approval.

Department of Defense, Ovarian Cancer Research Program: DAMD17-0OC030117
(11/01/03 - 10/31/06). Development and Characterization of a Murine Model of Ovarian
Endometrioid Adenocarcinoma Induced by Tissue Specific Expression of Oncogenic f3-
Catenin. Role in project: Mentor (5% effort) for New Investigator, Donald Schwartz,
Ph.D.

PROJECTS UNDER STUDY:

m gow >

Molecular profiling of ovarian epithelial tumors using 2-D gel approaches and
Affymetrix gene chip technologies.

Identification and characterization of molecular markers of ovarian carcinomas.
Identification of novel genes amplified in ovarian carcinomas.

Evaluation of the role of Wnt/B-catenin/Tcf pathway defects in the pathogenesis of
ovarian endometrioid adenocarcinomas.

Identification of genes involved in cervical cancer progression

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A.

B.
C.
D

Department of Pathology, internal Advisory Committee on Appointments, Promotions
and Tenure, 2002 — present

Department of Pathology, Curriculum Committee, 2002 — present

Department of Pathology Graduate Student Admissions Committee, 2002 — present
Department of Pathology, Committees for Long Range Planning in the Clinical
Laboratories and Research (Chair), Spring 2003
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INSTITUTIONAL:

A. Institutional Review Board, University of Michigan School of Medicine (IRB-MED),
appointment from Feb 2001 — Jan 2005

REGIONAL AND NATIONAL:

A. Special Emphasis Panel, ZRG1 SSS-1(12)B Study Section, National Institutes of
Health/National Cancer Institute, review of R41, R42, R43, and R44 applications, March

2003

Member, Special Conferences Committee, American Association for Cancer Research,
1999-2002

Member, Publications Committee, American Association for Cancer Research, 2002-
present

Co-Organizer, Molecular Biology in Clinical Oncology Workshop, American
Association for Cancer Research, 2000-present

Member, National Comprehensive Cancer Center Panel for establishment of endometrial
and cervical cancer treatment guidelines, 1997-present

Chairperson, 2003 AACR - Women in Cancer Research — Charlotte Friend Memorial
Lectureship Selection Committee, American Associate for Cancer Research

Member, 2003 AACR-Women in Cancer Research Brigid G. Leventhal Scholar Award
Selection Committee

Secretary, International Society of Gynecological Pathologists, elected to two year term
(2003-2004) renewable for two additional terms, not to exceed six years

T 0 m®m® Y oW

OTHER RELEVANT ACTIVITIES:

EDITORIAL BOARDS:

A. Associate Editor, Cancer Research

B. Associate Editor, Clinical Cancer Research

C. Member, Editorial Board, Human Pathology

D. Member, Editorial Board, International Journal of Gynecological Pathology

E. Member, Editorial Board, Molecular Diagnostic Pathology

F. Member, Editorial Board, The Women’s Oncology Review

G. Ad hoc reviewer for American Journal of Pathology, British Journal of Cancer,

Gynecologic Oncology, Laboratory Investigation, Journal of Pathology, American
Journal of Obstetrics and Gynecology, Genes Chromosomes and Cancer, Journal of
Clinical Investigation, Oncogene

INVITED LECTURES/SEMINARS 2002-2003:

Cervical Cancer and Human Papillomaviruses. Annual Symposium of the Binford-Dammin
Society of Infectious Disease Pathologists, United States and Canadian Academy of Pathology
Annual Meeting, Chicago, Illinois, February 2002.

Ovarian Cancer: Molecular Clues to Pathogenesis and Tumor Classification: University of
Michigan Department of Obstetrics and Gynecology. Ann Arbor, Michigan, May 2002.

Ovarian Cancer: Molecular Clues to Pathogenesis and Tumor Classification: Molecular Biology
in Clinical Oncology Workshop, American Association for Cancer Research, The Given
Institute, Aspen, Colorado, July 2002.
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Ovarian Cancer: New Insights from Gene Expression Profiling. Fox Chase Cancer Center,
Philadelphia, Pennsylvania, October, 2002.

Gene Expression Profiling of Ovarian Endometrioid Adenocarcinomas Identifies Novel
Candidate Targets of B-catenin/Tcf Signaling. NCI Director’s Challenge Principal Investigator
Meeting, Bethesda, Maryland, November, 2002.

Ovarian Cancer: Insights from Gene Expression Profiling. National Cancer Institute, Bethesda,
Maryland, January, 2003. '

Molecular Pathology in Oncology: Overview and Selected Applications. Molecular Biology in
Clinical Oncology Workshop, American Association for Cancer Research, The Given Institute,
Aspen, Colorado, July 2003.

Borderline Ovarian Tumors — Molecular Biologist’s Perspective. Borderline Ovarian Tumor
Consensus Workshop, National Cancer Institute, Bethesda, Maryland, August 2003.

PUBLICATIONS (2002-2003):

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Zhai, Y., Wu, R., Schwartz, D.R., Darrah, D., Kolligs, F.T., Nieman, M.T., Fearon E.R., and
Cho, K.R. Role of B-catenin/TCF Regulated Genes in Ovarian Endometrioid Adenocarcinomas.
American Journal of Pathology 160:1229-38, 2002.

Kachman, M.T., Wang, H., Schwartz, D.R., Cho, K.R., and Lubman, DM. A 2-D Liquid
Separations/Mass Mapping Method for Interlysate Comparison of Ovarian Cancers. Analytical
Chemistry 74:1779-1791, 2002.

Kolligs, F.T., Nieman, M.N., Winer, L, Hu, G., van Mater, D.S., Feng, Y., Smith, LM., Wu, R,,
Zhai, Y., Cho, K.R., and Fearon, E.R. ITF-2, a downstream target of the Wnt/TCF pathway, is
activated in human cancers with B-catenin defects and promotes neoplastic transformation.
Cancer Cell, 1:145-155, 2002.

Leung, 1.Y., Kolligs, F.T., Wu, R., Zhai Y, Kuick R., Hanash, S., Cho, K.R., and Fearon, E.R.
Activation of AXIN2 Expression by B8-catenin/TCF: A Feedback Repressor Pathway Regulating
Whnt Signaling. Journal of Biological Chemistry, 277:21657-65, 2002. .

Wang, H., Kachman M.T., Schwartz, D.R., Cho, K.R., and Lubman, D.M. A protein molecular
weight map of ES2 clear cell ovarian carcinoma cells using a 2-D liquid separations/mass
mapping technique. Electrophoresis 21:3168-81, 2002.

Schwartz, D.R., Kardia, S.L.R., Shedden, K.A., Kuick, R., Michailidis, G., Taylor, J.M.G.,
Misek, D.E., Wu, R., Zhai,Y., Darrah, D.M., Reed, H., Ellenson, L.H., Giordano, T.J., Fearon,
E.R., Hanash, S.M., and Cho, K.R. Gene expression in ovarian cancer reflects both morphology
and biological behavior, distinguishing clear cell from other poor-prognosis ovarian carcinomas.
Cancer Research 62:4722-4729, 2002.

Hinoi, T., Lucas, P.C., Kuick, R., Hanash, S., Cho, K.R., and Fearon, E.R. CDX2 regulates liver
intestine-cadherin expression in normal and malignant colon epithelium and intestinal
metaplasia. Gastroenterology 123:1565-1577, 2002.

Wu, R, Lin, L., Beer, D.G., Ellenson, L.H., Lamb, B.J., Rouillard, J.-M., Kuick, R., Hanash, S.,
Schwartz, D.R., Fearon E.R., and Cho, K.R. Amplification and Overexpression of the L-MYC
Proto-Oncogene in Ovarian Carcinomas. American Journal of Pathology, 162:1603-1610, 2003.
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Sherman-Baust, C.A., Weeraratna, A.T., Rangel, L.B.A., Pizer, E.S., Cho, K.R., Schwartz, D.R.,
Shock, T., and Morin, P. J. Remodeling of the extracellular matrix through overexpression of
collage VI contributes to cisplatin resistance in ovarian cancer cells. Cancer Cell, 3:377-386,
2003.

Schwartz, D.R., Wu, R., Kardia, S.LR., Levin, A.M., Huang, C.-C., Shedden, K., Kuick, R.,
Misek, D., Hanash, S., Taylor, J.M.G., Reed, H., Hendrix, N., Zhai, Y., Fearon, E.R., and Cho,
K.R. Novel candidate targets of B-catenin/TCF signaling identified by gene expression profiling
of ovarian endometrioid adenocarcinomas. Cancer Research, 63:2913-22, 2003.

Rangel, LB., Agarwal, R., D’Souza, T., Pizer, E.S., Alo, P.L., Lancaster, W.D., Gregoire, L.,
Schwartz, D.R., Cho, K.R., and Morin, P.J. Tight junction proteins claudin-3 and claudin-4 are
frequently overexpressed in ovarian cancer but not in ovarian cystadenomas. Clinical Cancer
Research 9:2567-75, 2003.

Shedden, K.A., Taylor, J.M.G., Giordano, T.J., Kuick, R., Misek D.E., Rennert, G., Schwartz,
D.R., Gruber, S., Logsdon, C., Simeone, D., Greenson, J.K., Cho, K.R., Beer, D.G., Fearon,
ER., and Hanash, S. Accurate molecular classification of human cancers based on gene
expression using a simple classifier with a pathologic tree-based framework. American Journal
of Pathology (in press 2003).

Rangel, LB.A,, Sherman-Baust, C.A., Wemyj, R.P., Schwartz, D.R., Cho, K.R., and Morin, P.J.
Characterization of novel human ovarian cancer-specific transcripts (HOST) identified by serial
analysis of gene expression. Oncogene (in press, 2003).

BOOKS/CHAPTERS IN BOOKS:

1.

Cho, K.R., and Ellenson L.H. Molecular Biology. In Blaustein’s Pathology of the Female
Genital Tract, 5™ edition, ed. Robert J. Kurman, Springer-Verlag, New York, 2002.
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LAURA COOLING, MD, MS
Clinical Assistant Professor 11
Department of Pathology
Annual Department Report
1 July 2002-30 June 2003
I CLINICAL ACTIVITES
A. Associate Medical Director, Transfusion Medicine
1. Blood Bank, clinical coverage and administration
2 Bone Marrow/Peripheral Stem Cell Collection and Processing
3. Clinical Consultation/Management, Special Product Requests
4 Clinical Coverage, Therapeutic Apheresis

IL. TEACHING ACTIVITIES
A. Resident Education
1. Responsible/Share didactic teaching activities for the following:

"o a0 o

Blood Component Therapy

Transfusion Reaction Evaluation

Evaluation and Management of Platelet Refractoriness
Fundamentals of Clinical Apheresis (with nursing staff)
Evaluation and Management of Therapeutic Apheresis Requests
Administrative Issues on-call

2. Clinical Teaching
Supervision Resident/ Visiting Fellow Activities (12 mo/yr)

a. Morning Report
b. Transfusion reaction sign-out
c. Clinical apheresis requests/patient management
d. Special product request evaluation and clinical follow-up
e. Case-based informal teaching
3. Other Clinical Teaching
a. Hematology Fellows
b. Heme/Onc Nursing Staff (in-service lectures)
c. Hematology case conference
i TTP in adolescent patient, role of plasma exchange
ii. Management of severe HLA alloimmunization in aplastic anemia
B. Medical Students
1. Transfusion Medicine. Senior Therapeutics Course, Dept. of Pharmacology
2. Evaluation and management of platelet refractoriness. Hem/Onc residents,

medical students and nursing staff.

III. RESEARCH ACTIVITIES

A. The Regulation and Biology of Globo-Series Glycosphingolipids
1. Chemical analysis of complex P and Luke related globo-gangliosides
2. Relationship of LKE phenotype on non-globo-glycoconjugates of human RBCs
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3. Effect of inflammatory cytokines and retinoic acid on globo- and lacto-family in
renal epithelial cells.

4. Molecular basis and regulation of Pk and Luke antigen expression in LKE.

5. Globo/lacto antigens in infectious disease

B. Clinical Research
1. Factors effecting stem cell collection and engraftment
2. Platelet immunology, role in transfusion therapy
SPONSORED RESEARCH
CURRENT
A. Molecular Analysis of Globo- and Lacto-Family Glycosyltransferases: Molecular

Etiology of the LKE-negative and LKE-weak Phenotypes. National Blood Foundation.
PI, Laura Cooling.

PENDING

B. Globo-glycosphingolipids in disease and development. KO8 Mentored Clinical Scientist
Development Award, National Institutes of Health. PI. Laura Cooling, mentor Dr. James
Shayman, Dept. of Internal Medicine.

ADMINISTRATIVE ACTIVITIES

DEPARTMENTAL
A. Associate Director, Transfusion Medicine

HOSPITAL
A. Transfusion Subcommittee

OTHER RELEVANT ACTIVITIES
INVITED LECTURES/SEMINARS:

Invited Lecturer, Internal Medicine Grand Rounds University of Michigan: Basics of Blood
Transfusion Therapy. August 2002.
Invited Lecturer, Internal Medicine Grand Rounds, University of Michigan: Adverse Effects of

Transfusion. September 2002.
Invited Speaker, Canadian Blood Services. Globo- Blood Group System. October 2002.

Invited Speaker, Canadian Blood Services and University of Toronto, Toronto, CA. Luke, Lewis
and Luck. October 2002.

Invited Speaker, Carbohydrate Blood Group Workshop, American Association of Blood Banks
56" Annual Meeting, Orlando, FL. A “Globo”-al Perspective on ISBT Collection 209. October
2002.

Presenter, American Association of Blood Banks 56" Annual Meeting, Orlando, FL.
Identification of two new single nucleotide polymorphisms in FUT3 (Lewis), associated with the
Lewis null phenotype in African Americans. October 2002.

Presenter, American Association of Blood Banks 56™ Annual Meeting, Orlando, FL. A missense
mutation in 0J3GalT5, the glycosyltransferase responsible for galactosylgloboside and Lewis ¢
synthesis, may be associated with the LKE-Weak phenotype in African Americans. October
2002.
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Presenter, American Association of Blood Banks 56" Annual Meeting, Orlando, FL. The
receptor for shiga toxin is commonly expressed by immature myeloid cells. October 2002.
Presenter, American Association of Blood Banks 56™ Annual Meeting, Orlando, FL. Increased
expression of a para-Forssman like glycosphingolipid on LKE-Weak Red Cells. October 2002.
Lecturer, Dept. of Surgery Resident Conference, University of Michigan. Basics of
hemotherapy. April 2003.

Invited Speaker, Imnmunohematology Reference Laboratory Conference, American Association
of Blood Banks, Las Vegas, NV. ABO antigens on human platelets. May 2003.

Invited Speaker, Annual Immunohematology Reference Laboratory Conference, American
Association of Blood Banks, Las Vegas, NV. Blood and Bugs: the role of blood group antigens
and infectious diseases. May 2003.

Lecturer, Clinical Pathology Grand Rounds, University of Michigan. Blood and bugs: an
unhealthy synergism. May 2003.

Invited Speaker, Marion F. Beard Scientific Seminar, American Red Cross, Louisville, KY.
Blood and Bugs: the role of blood group antigens and infectious diseases. June 2003.

Speaker, Current Topics in Blood Banking, University of Michigan. Working out the bugs;
issues in platelet culturing and extended platelet storage. June 2003.

Presenter, Invitational Conference on Investigative Inmunohematology. Increased autoantibody
binding during platelet storage. June 2003.

Invited Speaker, Transfusion Medicine Seminar, Delta Blood Banks, Stockton, CA. ABO
antigens and human blood platelets. July 2003.

Invited Speaker, Transfusion Medicine Seminar, Delta Blood Banks, Stockton, CA. Bugs and
Blood: The role of blood group antigens in infectious diseases.

REVIEWER

Conn’s Current Therapy

Journal of Lipid Research

Journal, Leukemia

Journal, Transfusion

Journal, Thrombosis and Hemostasis

Journal, Thrombosis Research

Scientific Abstracts, American Association Blood Bank 56™ Annual Meeting

PROFESSIONAL MEMBERSHIPS

American Association of Blood Banks
Michigan Association of Blood Banks

Education Committee

Specialist in Blood Banking Subcommittee/Course Lecturer
Invitational Conference of Investigative Immunohematology
American Society of Clinical Apheresis
Alpha Omega Alpha
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PUBLICATIONS

JOURNALS:

Cooling LLW, Zhang DS, Naides NS, Koemer TAW. Glycosphingolipid expression in acute
nonlymphocytic leukemia: common expression of shiga toxin and parvovirus B19 receptors on
early myeloblasts. Blood 2003; 101:711-721.

Cooling L, Gu Y. Indentification of two new single nucleotide polymorphisms in FUT3
associated with the Lewis null phenotype. Transfusion, in press.

Cooling L, Koermer TAW. Platelet-associated immunoglobulin increases during platelet storage.
Transfusion, in press.

- BOOKS/CHAPTERS IN BOOKS:

Rogers RL, Coolmg LW. Therapeutic apheresis in pediatric'patients. In Apheresis: Principles
and Practice, 2™ edition (eds McLeod BC, Price TH, Weinstein R). AABB Press, 2003. In

press.
PEER-REVIEWED ABSTRACTS:

Davenport R, Cooling L, Newman B. Acute pain transfusion reaction associated with
transfusion of HLA class II antibodies. Submitted (in press?)

Cooling L, Hwang D. B2/B1, a monoclonal antibody against a bipotential neuroendocrine
precursor in embryonic adrenal medulla, recognizes the Luke blood group antigen (GLOB3).
Transfusion, in press.

Cooling L, Hwang D, Gu Y. The LKE-negative and LKE-weak RBC phenotypes do not reflect
decreased RBC sialylation. Transfusion, in press.

Hwang D, Cooling L, Gu Y. Homozygosity for the galactosylgloboside synthase (03GalT5)-
T654 allele is associated with decreased LKE expression on LKE-weak RBC. Transfusion, in
press.

Cooling L, Hwang D, Gu Y. Globoside synthase can regulate P* and LKE expression on human
RBC: evidence for the P*-variant phenotype among some LKE-weak and LKE-negative donors.
Transfusion, in press.

Woloskie S, Cooling L, Davenport R. Plasmapheresis complicated by protein S deficiency:
maintaining a patent extracorporeal circuit. J Clin Apheresis 2003, in press.

Cooling L, Zhang DS, Koemer T. The receptor for shiga toxin is commonly expressed by
immature myeloid cells. Transfusion 2002;42:S21.

Cooling L, Gu Y. Increased expression of a para-Forssman-like glycosphingolipid on LKE-
weak red cells. Transfusion 2002;42:S34.

Cooling L, Gu Y, Copeland T. Identification of two new single nucleotide polymorphisms in
FUT3 (Lewis), associated with the Lewis null phenotype in African Americans. Transfusion
2002;42:S36.

Cooling L, Gu Y, Judd WJ, Copeland T. A missense mutation in [O3GalT5, the
glycosyltranstransferase responsible for galactosylgloboside and Lewis ¢ synthesis, may be
associated with the LKE-weak phenotype in African Americans. Transfusion 2002;42:S32.
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YIRAN DAI, M.D.

CLINICAL ASSISTANT PROFESSOR OF PATHOLOGY

DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

L CLINICAL ACTIVITIES:

A. Cytopathology (7 months)

Review and Signout of in-house cytology, Transfer Cytology (TC) and
intradepartmental and extradepartmental cytology consultations (Gyn & Non-
Gyn).

Performance of Fine Needle Aspirations (FNA) at the Cancer Center, University
Hospital, and Mott Children’s Hospital. Rapid interpretation of FNA performed
at CT, Ultrasound, Medical Procedure Unit, and outpatient clinics.

B. Surgical Pathology (4 months)

1. Review and Signout of Surgical Pathology (Room1, Room 2 and Room C)
2. Review and Signout of Genitourinary biopsies and surgical resections (GU)
C. On call for intraoperative consultation ( 6 weeks)

II. TEACHING ACTIVITIES:

A. Fellows, residents and medical school students:

1.

3.

Cytopathology:

a. Introduction to the basic concepts of cytopathology through interaction at
the microscope.

b. Instruction on FNA performance and principles of cytopathology
preparations.

c. Supervision and instruction on rapid assessment of cytology preparations.
d. Discussion and review of pertinent cytology literature with emphasis on
diagnostic applications.

Surgical Pathology:

a. Instruction in surgical pathology diagnostic rooms

b. Instruction in GU diagnostic room

c. Instruction in intraoperative consultation

Monthly cytopathology residents’ conference

Weekly cytopathology fellows’ conference

B. Cytotechnologist:
Cytopathology slide conferences.
C. Other education activities:
National cytopathology teleconference.
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RESEARCH ACTIVITIES:

PROJECTS UNDERSTUDY:
A. The overall effect of Thin Prep on the diagnosis of fibroadenoma.

B. The expression pattern of beta-catenin in mesothelial proliferative lesions and its
diagnostic utilities.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Cytopathology division quality control and assurance

REGIONAL AND NATIONAL:

A. Elected member of Quality Control Committee, American Society of Cytopathology

OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:

Invited Lecturer, “Diagnostic cytology challenges in effusions”. Teleconference. June, 2003.

VL

PUBLICATIONS:

ABSTRACT ACCEPTED FOR ASC

Yiran Dai, Celina G. Kleer, Claire W. Michael The overall effect of Thin Prep on the diagnosis of

fibroadenoma. 2003 ASC meeting
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ROBERTSON D. DAVENPORT, M. D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A.
B.

Medical Director, Blood Bank and Transfusion Service.
Cytopathology staff.

TEACHING ACTIVITIES:

A. Introductory Course in Blood Banking/Transfusion Medicine for Pathology House
Officers.

C. Daily teaching rounds for Pathology House Officers assigned to the Blood Bank.

D. Cytopathology sign-out with Pathology House Officers and Cytopathology Fellows.

E. Current Topics in Blood Banking Conference, Towsley Center for Continuing Medical
Education.

F. M2 Hematology sequence, Blood Transfusion.

G. Hematology fellows, blood transfusion.

H. Director, Fellowship Program in Blood Banking/Transfusion Medicine

I Invited lecture: Risky business! Michigan Association of Blood Banks, Romulus, MI,
September 12, 2002.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

SISTolPS

Pathophysiology of transfusion reactions.
Transfusion-transmitted West Nile Virus.

Cefotetan induced immune hemolysis.
Heparin-induced thrombocytopenia.

Cytodiagnosis of epitheliod hemangioendothelioma.

ADMINISTRATIVE ACTIVITIES:
MEDICAL SCHOOL/HOSPITAL:

A.
B.

Transfusion Committee. :
Blood Transfusion Process Improvement Team.

OTHER RELEVANT ACTIVITIES:

moaw»

Program Committee, Michigan Association of Blood Banks.

Scientific Section Coordinating Committee, American Association of Blood Banks.
Annual Meeting Program Planning Committee, American Association of Blood Banks.
Medical Advisory Committee, American Red Cross Southeastern Michigan Region.
Editorial Board, Transfusion.
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PUBLICATIONS:
ARTICLES ACCEPTED FOR PUBLICATION IN REFEREED JOURNALS:

1.

Davenport RD. The red blood cell transfusion threshold: evidence and outcome. Cur
Hematol Reports 1:142-148, 2002.

ARTICLES SUBMITTED FOR PUBLICATION IN REFEREED JOURNALS:

1.

Xin Wei, Davenport RD, Chang AE, Michael CW. The Exaggerated Pigmented
Granulomatous Reaction to the Artificial Joint Implant Mimics Metastatic Melanoma.
Diag Cytopathol (in press)

Reddy P, Reynolds C, Ratanatharathorn V, Davenport R, Silver S, Ayash L, Ferrara JLM,
Uberti JP. West Nile virus encephalitis in a hematopoietic stem cell transplant recipient
causing fatal CNS failure. Submitted to Bone Morrow Transplantation.

Pealer LN, Marfin AA, Petersen LR, Lanciotti RS, Page PL, Stramer SL, Stobierski MG,
Signs K, Newman B, Goodman JL, Chamberland ME, and the West Nile Virus
Transfusion Transmission Investigation Team. Transmission of West Nile Virus through
blood transfusion—United States, 2002. Submitted to New England Journal of Medicine.

CHAPTERS IN BOOKS:

1.

Davenport, RD: Hemolytic Transfusion Reaction. In: Simon TL, Dzik WH, Snyder EL,
Stowell CP, Strauss RG (eds.): Rossi’s Principles of Transfusion Medicine 3rd ed.
Lippincott Williams and Wilkins, Philadelphia, PA, 2002.

Davenport RD: Blood Banking. In: Schmaier AH, Petruzzelli, LM (eds.): Hematology for
the Medical Student. Lippincott Williams and Wilkins, Philadelphia, PA, 2003.
Davenport RD: Transfusion Therapy. In: Schmaier AH, Petruzzelli, LM (eds.):
Hematology for the Medical Student. Lippincott Williams and Wilkins, Philadelphia, PA,
2003.
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FELIX A. DE LA IGLESIA, M.D.
ADJUNCT PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002-30 JUNE 2003
CLINICAL ACTIVITIES:
TEACHING ACTIVITIES:
None.
RESEARCH ACTIVITIES:

A. In vitro live cell organelle toxicity research using multiple, simultaneous fluorescent
probes.

SPONSORED SUPPORT:

A. Research activities with intramural support from Dr. Ward.

B. Collaboration with K. Johnson in the development of morphometric models to evaluate
pathologic tissue and cellular changes.

C. NASA Grant - “Biosensors for real-time monitoring of radiation induced biologic effects
in space.” (NAS-2-02069).

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

None.

MEDICAL SCHOOL/HOSPITAL:

None.

REGIONAL AND NATIONAL:

Member, Scientific Advisory Committee, Center for Light Microscopy, Carnegie Mellon
University, Pittsburgh, PA.

Member, Scientific Advisory Board, Cellomics Inc., Pittsburgh, PA.
Member, Scientific Advisory Board, QRx Pharma, Brisbane, Australia
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OTHER RELEVANT ACTIVITIES:

EDITORIAL BOARDS:

Editorial Board Member, Drug Metabolism Reviews.
INVITED LECTURES/SEMINARS:
PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFERRED
OURNALS:

J.R. Herman, L.A. Dethloff, E.J. McGuire, R.F. Parker, K.M. Walsh, A.W. Gough, H. Masuda
and F.A. de la Iglesia. Rodent carcinogenicity with the thiazolidinedione antidiabetic agent
troglitazone. Toxicol. Sci. 68:226-236, 2002.

H. Masuda, M.J. Adams, R.C. Secker, E. J. McGuire, J.R. Herman, D. Bailey and F.A. de la
Iglesia. Reproductive Toxicology Studies with the Thiazolidinedione Antidiabetic Agent
Troglitazone. J. Tox. Sci. In press, 2002.

ARTICLES SUBMITTED FOR PUBLICATION:

Shi, M.M,, Bleavins, M.R., Thompson, R.G., Chin, J.F., de la Iglesia, F.A, Candidate gene
profiles for liver toxicity and metabolism in NIDDM patients receiving an antidiabetic
thiazolidinedione (Submitted, 2002).

Bulera, S.J., Festerling, T.A., de la Iglesia, F.A. Gabapentin Activates MAP kinase In vivo and
In vitro in pancreatic acinar cells from Wistar rats: a postulated mechanism for pancreatic acinar
cell tumor formation (Submitted, 2002).

FA. de la Iglesia, J. Haskins, D. Farkas, D. Wilson, G. Bearman. Coherent Multiprobes and
Quantitative Spectroscopic Multimode Microscopy for the study of simultaneous intracellular
events. (Submitted, 2002)

P B Sullivan, PJ Lewindon, C Cheng, PF Lenehan, K Bo-Sheng, JR Haskins, RA Goodlad , NA
Wright, FA de la Iglesia. Intestinal mucosa remodeling by recombinant Human Epidermal
Growth Factor ;.43 in neonates with severe necrotizing enterocolitis. (Submitted, 2003)

BOOKS/CHAPTERS IN BOOKS:

F.A. de la Iglesia, J.R. Haskins and G. Feurer. Hepatotoxicity of Cardiovascular and
Antidiabetic Drugs. In: Drug-Induced Liver Disease. N. Kaplovitz (Ed.) M. Dekker Publ. New
York., 2002.

ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFERRED JOURNALS:

None.
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GREGORY R. DRESSLER, Ph.D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

None.

TEACHING ACTIVITIES:

A. Pre-doctoral Students Supervised - Jing Mei Lin, Dept. of Pathology; Marc Prindle,
CMB

B. Post-doctoral Trainees Supervised - Yi Cai, M.D., Ph.D.; Sanj Patel, M.D., Doyeob Kim,
Ph.D.

C. Ph. D. Thesis Committee Member - Igor Nasonkin, Dept. of Genetics; Kris Coulter,
Dept. of Genetics; Hoonkyo Soo, Dept. of Genetics; Yue Ge, Dept. of Genetics; Bryan
MacDonald , Dept of Genetics; Brian Gummow, CMB; Collen Doyle, Dept. of Genetics,
Ira Weiner, CMB; Rob Morrow, CMB.

D.

Course Lectures - Path 581, 7.5 h; Path 582 course director; CDB 530, 3 h; CDB 680,
12h :

MEDICAL SCHOOL/HOSPITALS:

A. First year Medical Students — Embryology, 2 h

B. Second Year Medical Students - Renal Section, 1 h

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Principal Investigator, “Cell Migration, Chemoattraction and the RET/GDNF Pathway”,
NIH/NIDDK 1 R01 DK54723-04 (30% effort), 7/1/02 - 12/31/03, Annual Direct Costs
$158,840.

C. Principal Investigator, “PAX2 Interacting Proteins in Development and Disease”, NIH/
NIDDK 1 R01 DK54740-05 (30% effort), 7/1/02 — 6/30/03, Annual Direct Costs
$221,000.

C. Principal Investigator, Project #3 (20% effort), “Functional Analysis of RET Signaling in
Renal Epithelial Cells”, NIH/NIDDK, 2 P50 DK39255-11A1, O’ Brien Renal Center
Grant, “Mechanisms of Glomerular and Tubular Injury”, Dr. Roger C. Wiggins, PL
7/1/02 - 8/31/03, $76,066 Initial Budget Period.

D. Principal Investigator, Grant-in—Aid, Polycystic Kidney Disease Research Foundation,

2/1/03-6/30/03, $50,000.
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PROJECTS UNDER STUDY:

The identification of co-factors required for Pax protein mediated transcription activation.
The development of novel methods for identifying genes regulated by Pax proteins.

The role of Pax-2 in the initiation and progression of polycystic kidney disease.

The GDNF/RET signaling pathway in the developing kidney.

The role of novel TGF-beta inhibitors in renal development and disease

MY 0w

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Dept. of Pathology - Preliminary Exam Committee, Curriculum Committee, Admissions
Committee

B. Center for Organogenesis - Interim Co-Director, Steering Committee, Training Grant
Review Committee, Advisory Committee, Seminar Committee (Chair)

C. Program in Biomedical Sciences (PIBS) - Admissions Committee

REGIONAL AND NATIONAL:

NIH Study Section, General Medicine B, Permanent Member
NCI Program Project, Reviewer, Columbia Univ. Site Visit
American Journal of Physiology, Editorial Reviews Board
Developmental Dynamics, Editorial Board

Human Frontiers in Sciences Program, reviewer

Irish National Research Council, reviewer

Australian Medical Research council, reviewer

Welcome Trust, reviewer

Reviewer for: Cell, Nature, Science, Mechanisms of Development, Development, Proceedings
of the National Academy of Sciences, Developmental Dynamics, Journal of Biological
Chemistry, American J. of Physiology, Journal of Clinical Investigation, Molecular and Cellular
Biology, Genes & Development, Kidney International, Journal of Cell Biology, Cell, Am. J.
Pathology, Cancer Research

OTHER RELEVANT ACTIVITIES:

Membership in the American Society of Nephrology

Membership in Society for Developmental Biology

Membership in University of Michigan Comprehensive Cancer Center
Membership in the Center for Organogenesis, University of Michigan
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INVITED LECTURES/SEMINARS:

European Nephrogenesis Workshop IX, Royal College of Physicians, Dublin, Ireland
Developmental Gene Regulation, Max Planck Institute, Goettingen, Germany

Dept. of Anatomy, Indiana University School of Medicine, Indianapolis, IN

Dept. of Medicine, Vanderbilt University, Nashville, TN.

Dept. of Pathology, Boston University School of Medicine

NIDDK Workshop on Renal Development

St. Jude’s Children’s Research Hospital, Memphis, TN

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

Cai, Y., Lechner, M.S., Nihalani, D., Prindle, M., Holzman, L.B. and Dressler, G.R. (2002)
Phosphorylation of Pax2 by the c-Jun N-terminal kinase and enhanced Pax2 dependent
transactivation. J. Biol Chem. 277, 1217-1222,

Tang, M.J., Cai, Y., Tsai, S.J., Wang, Y K. and Dressler, G.R. (2002) Ureteric Bud Outgrowth in
Response to RET Activation is Mediated by Phosphatidylinositol-3 Kinase. Dev. Biol. 243, 128-
136.

Silberstein, G. B, Dressler, G.R. and Van Horn, K. (2002) Expression of the Pax2 oncogene in
human breast cancer and its role in progesterone dependent mammary growth. Oncogene 21,
1009-1016.

Hoffmeister, A., Ropolo, A.,Vasseur, S., Mallo, G.V., Bodeker, H., Ritz-Laser, B., Dressler
G.R., Vaccaro, M.I.,, Dagom, J.C., Moreno, S. and lovanna, J.L. (2002) The HMG-I/Y-related
protein p8 binds to p300 and Pax2 trans-activation-domain interacting protein to regulate the
trans-activation activity of the Pax2A and Pax2B transcription factors on the glucagon gene
promoter. J. Biol. Chem. 277, 22314-22319.

Dressler, G.R. (2002) Tubulogenesis in the developing mammalian kidney. Trends Cell Biol. 12,
390-395.

Cho, E.A., Prindle, M.J. and Dressler, G.R. (2003) The BRCT domain protein PTIP is required
for progression through mitosis. Mol. Cell. Biol. 23, 1666-1673

Brophy, P.D., Lang, K.M. and Dressler, G.R. (2003) The Secreted Frizzled Related Protein
SFRP2 Gene is Activated by the Pax2 Transcription Factor. J. Biol. Chem. in press.

Cai, Y., Brophy, P., Levitan, I. and Stefano, S. and Dressler, G.R. (2003) Groucho suppresses
Pax2 transactivation by inhibition of JNK mediated phosphorylation. EMBO J., in press.

Patel, S. and Dressler, G.R. (2003) Expression of Pax2 in the intermediate mesoderm is regulated
by YY1. Dev. Biol., in press/

ARTICLES SUBMITTED FOR PUBLICATION IN REFEREED JOURNALS:

Lin, J., Cho, E.A., and Dressler, G.R. (2003) Kielin/Chordin-Like Protein 1, a Novel Secreted
Inhibitor of TGF-O and Activin Signaling. submitted
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BOOK CHAPTERS:

Dressler, G.R. (2002) The Development of the Excretory System. In: Mouse Development (J.
Rossant and P. Tam, eds.) Academic Press, NY, pp395-420.

Cho, E.A. and Dressler, G.R. (2003) The Formation and Development of Nephrons. In: The
kidney: Normal Development to Congenital Abnormalities (P. D. Vize, A. S. Woolf, J. B. L.
Bard, eds) Academic Press, pp195-210.

Gregory R. Dressler (2003) Cell Lineages and Stem Cells in the Embryonic Kidney. in
Handbook of Embryonic Stem Cells (R. Lanza, ed.) Elsevier Science, in press.

ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:
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COLIN S. DUCKETT, Ph.D.
ASSISTANT PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
JULY 1 2001 - JUNE 30 2002

CLINICAL ACTIVITIES:

None

TEACHING ACTIVITIES:

A. Research Mentor:
1. Jennifer Lewis, Ph.D., postdoctoral fellow, 1999 - present.
2. Ezra Burstein, M.D., Lecturer, Department of Internal Medicine 2001 - present.
3. John Wilkinson, Ph.D., postdoctoral fellow, 2002 - present.
B. Thesis committee/examiner:
1. Molly Thomas, Pathology Graduate Program
2 Katie Johnson, Immunology Graduate Program
3. Lynn Kamen, Immunology Program
4 Brian Rudd, Pathology
C. Teaching:
1. Pathology 582
2. Immunology 850 (course director)
RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A.

B.

Role of X-linked IAP (XIAP) in TGF-0O signal transduction pathways, in collaboration
with Dr. Anita Roberts, National Cancer Institute.

Analysis of the protective effects of XIAP in caspase-dependent and -independent cell
death, in collaboration with Dr. Gerry Cohen, University of Leicester, England and Dr.
Larry Boise, University of Miami. '

Characterization of VIAF, a novel IAP-associated factor, in collaboration with Dr. Pam
Schwartzberg, Nation Human Genome Research Institute.

Interaction of XIAP with Murrl, a factor whose gene is mutated in an inherited copper
deficiency, in collaboration with Dr. Gary Nabel, National Institute of Allergy and
Infectious Diseases, Dr. Cisca Wijmenga, University Medical Center, Utrecht, and Dr.
George Brewer, University of Michigan.
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2002 - present

2003 - 2008

2004 - 2007

SPONSORED SUPPORT:

Startup funds from University of Michigan. Funding provided by
Department of Pathology, UM Cancer Center and Biomedical Scholars
Program (PI).

“Prevention of Mammary Cancer in Her-2neu Transgenic Mice,” (5%).
RO1 (P.I. Merajver).

“Prostate cancer aggressiveness genes in hereditary prostate cancer,”
(15%). USARMC Prostate Cancer IDEA Award (Co-PI together with K.

Cooney)

FELLOWSHIP AWARDS SERVING AS MENTOR:

2002 - 2004

2003 - 2006

PENDING:
2004 - 2009

2004 - 2009

T32 CA09676-10, NCI Postdoctoral Training Grant to John Wilkinson,
Ph.D.“The role of XIAP in the regulation of apoptosis”
American Gastroenterological Association Research Scholar Award to
Ezra Burstein, M.D. “Characterization of a novel interacting partner of
XIAP.” ’

"Control of Apoptosis and Signaling by XIAP,” R01 GMO067827-01
(NIGMS). (Principal Investigator) (30%).

“SCF in eosinophilic airway inflammation, “R01 (Lukacs)

(NIAID). PI. Lukacs (15%).

ADMINISTRATIVE ACTIVITIES:

N Y

PIBS International Admissions Committee.

Immunology graduate program prelim committee

Organizing Committee, Gordon Research Conference on Cell Death, 2002.
Scientific Advisory Board, Aegera Therapeutics, 2002 - Present.

Temporary Reviewer, NIH Immunobiology Study Section, 2003.

Permanent Reviewer, NIH CDF-4 Study Section, 2003.

Permanent Reviewer, NIH CDF-6 Study Section, 2003.

Co-chair, AACR Symposium on Intracellular Apoptosis Signaling Molecules, 2003.
Reviewer, DOD prostate cancer study section, 2003

OTHER RELEVANT ACTIVITIES:

EDITORIAL AND REVIEWING ACTIVITIES:

A. Editorial Board: Journal of Biological Chemistry, 2002 — 2007
Editorial Board: Biochemical Journal, 2003 - 2006
B. Reviewer (selected journals shown):

Cancer Cell,
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Cell Death and Differentiation
Current Biology

EMBO Journal

Genes and Development
Immunity

Journal of Biological Chemistry
Molecular Cell

Nature Cell Biology

Nature Reviews Cancer
Oncogene

Proceedings of the National Academy of Sciences USA
Science

HONORS AND AWARDS:
Biomedical Scholar Award, University of Michigan, 2002.

INVITED LECTURES/SEMINARS:

Burnham Institute, La Jolla, CA (2003)

FASEB-American Sociey for Investigative Pathology Annual Meeting, San Diego, CA (2003)
AACR Annual Meeting, Minisymposium co-chair, Washington DC (2003)

Massachusetts General Hospital/Harvard Medical School, Cambridge MA (2003)

University of Massachusetts Cancer Center, Worcester MA (2002)

University of North Carolina at Chapel Hill, NC (2002)

PUBLICATIONS:

Salvesen, G.A. and Duckett, C.S. IAP proteins: Blocking the road to death’s door.
Nature Rev Cell Mol Biol 3: 401-410 (2002)

Bratton, S.B., Lewis, J., Butterworth, M., Duckett, C.S., and Cohen, GM. XIAP
inhibition of caspase-3 preserves its association with the Apaf-1 apoptosome and
prevents CD95- and Bax-induced apoptosis. Cell Death and Diff. 9:881-892 (2002).

Hunter, A.M., Kottachchi, D., Lewis, J., Duckett, C.S., Korneluk, R.G. and Liston, P. A novel
ubiquitin fusion system bypasses the mitochondrial and generates biologically active
Smac/DIABLO. J. Biol. Chem. 278: 7494 — 7499 (2003).

Shin, H, Okada, K, Wilkinson, J.C., Solomon, K.M., Duckett, C.S., Reed, J.C. and Salvesen,
G.S. Identification of ubiquitination sites on the X-linked inhibitor of apoptosis protein.
Biochem. J., 373:965-971 (2003).

Burstein, E. and Duckett, C.S. Dying for NF-OB? Control of cell death by transcriptional
regulation of the apoptotic machinery. Curr. Opinion Cell Biol., in press.

Beltrami, E., Plescia J., Wilkinson J.C., Duckett, C.S., Altieri, D.C. Acute ablation of
survivin uncovers p53-dependent mitotic checkpoint functions and control of
mitochondrial apoptosis. J. Biol. Chem., in press.

Ganesh, L., Burstein, E., Guha-Niyogi, A., Louder, M.K., Mascola, J.R., Klomp, LW.J.,
Wijmenga, C., Duckett, C.S. and Nabel, G.J. Identification of a gene product, Murrl,

which restricts HIV-1 replication in resting CD4+ lymphocytes. Nature, in press.
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8. Burstein, E., Ganesh, L., Dick, R.D., van De Sluis, B., Wilkinson, J.C., Klomp, LW.J,,
Wijmenga, C., Brewer, G.J., Nabel, G.J. and Duckett, C.S. A novel role for XIAP in copper
homeostasis through regulation of MURR1. EMBO J., in press.
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BARRY G. ENGLAND
ASSOCIATE PROFESSOR OF REPRODUCTIVE BIOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:
A. Director, Ligand Assay Laboratory.

TEACHING ACTIVITIES:

A. Instructor for Pathology House Offices Laboratory Rotation.

B. Participant, Clinical Pathology Grand Rounds.

C. Graduate Student Advisor for Ph.D. Student Pablo Nepomnaschy

RESEARCH ACTIVITIES:
SPONSORED SUPPORT:
‘OTHER SUPPORT:

ACTIVE:

U01 AG12495-10S1 McConnell)  2/01/03 - 11/30/03 10%

NIH $583,270

Study of Women’s Health Across the Nation-Endocrine Lab

The major purpose of the Central Ligand Assay Satellite Services (CLASS) laboratory is to
continue supporting the Study of Women’s Health Across the Nation (SWAN) through state-of-
the-science, automated assays for all major reproductive axis hormones, adrenal markers of
aging, other endocrine markers, and new ovarian markers which have the potential to allow us to
hormonally define the menopausal transition and the postmenopause with greater precision.

5P60 DK20572 (WHHerman) 12/01/02 - 11/30/07 5%
NIH $1,229,020 Total $6,071,430
Michigan Diabetes Research and Training Center — Core Facility Lab.

I serve as a Co-Director of the Core Facility Laboratory of the MDRTC. This laboratory is
charged with providing a variety of laboratory procedures for the measurement of analytes of
interest in the investigator of diabetes and related diseases. These procedures include standard
chemistry analyses and immunoassy techniques.

PENDING:
U01 AG12495-11 (McConnell)  12/01/03 - 11/30/08 10%

NIH $1, 062,366 (YR-11)
Study of Women’s Health Across the Nation-Endocrine Lab
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SCIENTIFIC COLLABORATIONS:

University of Michigan; Reproductive Science Program: Daniel S. McConnell, Ph.D.: The major
purpose of the Central Ligand Assay Satellite Services (CLASS) laboratory at the University of
Michigan is to support the Multicenter National Study of Womenis Health Across the Nation
(SWAN) through state-of-the-science, automated assays for all major reproductive axis
hormones, selected markers of aging, other endocrine markers, and new ovarian markers which
have the potential to define more accurately the menopausal transition and the characterize the
postmenopause with greater precision.

University of Mississippi: Hamed Benguzzi, Ph.D. Long-term drug delivery is of considerable
research and clinical interest, particularly if the rate and length of delivery time can be accurately
controlled. This collaborative effort has focused on the use of immunologically inert biomaterial
similar to bone in composition (ceramics) that has proven capable of delivering a wide variety of
steroids, protein hormones, therapeutic drugs, vitamins, autocrine and paracrine factors, etc.
collectively referred to as idrugsi. These delivery devices have proven capable of constant
release of biological compounds into the circulation for as many as 12 months. These studies are
continuing permitting increasingly tighter control in the rate and length of idrugi delivery.
University of Missouri: Mark Flinn, Ph.D.: We have monitored several biochemical markers of
growth, puberty, stress and immunological function in the salivary excretions of children in a
small isolated Caribbean village for approximately 8 years. We have examined several markers
in saliva samples obtained from children between the ages of 2 and 21. Samples and a detailed
history of relevant physical and emotional events are collected daily over a 2 - 3 month period
each year throughout the multiyear study. Salivary levels of adrenal and gonadal steroid
hormones provide good estimates of the concentration of biologically active hormone in the
peripheral circulation on a twice-daily basis throughout the collection interval. This study has
lead to a variety of new insights into the interaction between emotional and environmental stress
and normal growth and development in human subjects.

University of Michigan: Paul Gauger, M.D.: The intra-operative determination of circulating
levels of parathormone (PTH) allows for the on-site monitoring of PTH levels as an indicator of
removal of hypersecreting parathyroid glands. We have developed a cart-mounted analytical
system that permits rapid determination (15 min.) of PTH in the O.R. This procedure ensures
that all hypersecreting glands are removed before the patient is released from the O.R., thereby
greatly reducing the number of repeat surgeries.

SERVICE ACTIVITIES:
DEPARTMENTAL:
A Director, Central Ligand Assay Laboratory.

MEDICAL SCHOOL/HOSPITAL:

A. Co-Director, Standards and Reagents Core Facility, Reproductive Sciences Program.

B. Co-Director, Michigan Diabetes Research and Teaching Center Core Facility Laboratory.

C. Associate Director, CLASS laboratory in the SWAN study, Reproductive Science
Program.
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D. Associate Research Investigator of Reproductive Biology, Reproductive Science
Program.

PUBLICATIONS:

ARTICLES PUBLISHED AND IN PRESS IN SCIENTIFIC LITERATURE:

Gauger PG, Mullan MH, Thompson NW, Matz KA, Doherty GM, England BG: An alternative
analysis of intraoperative parathyroid hormone (IOPTH) data may improve ability to detect
multigland disease. Archives of Surgery, in press 2003.

Flinn MV & BG England 2003. Childhood stress: endocrine and immune responses to
psychosocial events. In: Social & Cultural Lives of Immune Systems, JM Wilce (Ed.), pp. 107-
147. London: Routledge press.

Decker SD, MV Flinn, BG England, & C Worthman 2003. Cultural congruity and the cortisol
stress response among Dominican men. In: Social & Cultural Lives of Immune Systems, JM
Wilce (Ed.). London: Routledge press.

Wagner JD, MV Flinn, & BG England 2002. Hormonal response to competition among male
coalitions. Evolution and Human Behavior23(6): 437-442.

Cason Z, Benghuzzi H, Tucci M, England B. TCPL delivery system as a model for E + P
replacement therapy in post-ovariectomized adult rats mimicking a postmenopausal condition.
Biomed Sci Instrum. 2003;39:529-34.

ABSTRACTS AND PAPERS AT SCIENTIFIC MEETINGS:

Quinlan RJ, Flinn MV, Leone DV, Quinlan MB, Gangestad SJ, Thornhill R, & England BG
Tradeoffs between indirect parental investment and direct childcare: Long-term effects of
household production and breastfeeding duration on children's cortisol levels, fluctuating
asymmetry, and growth. (abstract) Proceedings of the Human Behavior and Evolution Society
2003.

Flinn MV, Noone, R & England, BG 2002. Longitudinal patterns of stress, family environment,
and child health in a rural Caribbean village. (abstract) Abstracts of the American
Anthropological Association Meetings 2002.

Flinn MV, Noone, R & England, BG 2002. Longitudinal patterns of cortisol reactivity, father
absence, and maternal behavior in a rural Caribbean village. (abstract). Proceedings of the
Human Behavior and Evolution Society 2002.

Nepomnaschy PA, McConnell D, Welch K, Strassmann BI and England BG (2003) Adrenal and
Reproductive Hormone Changes in Parous Mayan Women in Rural Guatemala. Annual Meeting
of the Human Biology Association, Tempe, Arizona.

Nepomnaschy PA, McConnell D, Welch K, Strassmann BI and England BG (2003) Stress and
Reproduction in a Subsistence Population in Rural Guatemala. LIFE Spring Academy, Max
Planck Institute & The University of Michigan, Ann Arbor, Michigan.

Nepomnaschy PA, McConnell D, Welch K, Strassmann BI and England BG (2003) Adrenal and
Reproductive Hormone Changes in Parous Mayan Women in Rural Guatemala. Anita Payne
Lectureship and Poster Day.Reproductive Sciences Program and Department of Obstetrics and
Gynecology. The University of Michigan, Ann Arbor, Michigan.
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Nepomnaschy PA, McConnell D, Welch K, Strassmann BI and England BG (2003) Adrenal and
Reproductive Hormone Changes in Parous Mayan Women in Rural Guatemala. Reproductive
Sciences Program Seminar Series.The University of Michigan, Ann Arbor, Michigan.

Gauger PG, Mullan MH, Thompson NW, Matz KA, Doherty GM, England BG. An alternative
analysis of intraoperative parathyroid hormone monitoring data may improve detection of
multiglandular disease. Frederick A. Coller Surgical Society, Sea Island, Georgia, October 18,
2002.

HA Benghuzzi and BG England, Long-term sustained delivery of Danazol, T and DHT alters
HDL level in castrated rams, International Conference on Cardiovascular Medicine and Science,
July 23-25, 2003, Bethesda, MD, USA, Abstract Published at the International Journal of
Cardiovascular Medicine and Science, Vol. 6, No2, pp68. 2003.

H. Benghuzzi, M. Tucci, A. Tsao and B. England, The Use of TCPL Deliver System to Release
Diosgenin as a Hormone Replacement Therapy in an Ovariectomized Rat Model. Abstract
Accepted for Publication and Presentation at the 29™ Annual Meeting of the Society for
Biomaterials, Transactions. Reno, Nevada. April 30 — May 3, 2003, Abstract #216.

Felix Adah, Hamed Benghuzzi, Michelle Tucci, George Russell, Audrey Tsao, and Barry
England, Sustained Delivery of Statin by Means of TCPL Delivery System and the Effect on
Reproductive Hormones, The 19" Annual Meeting of the Academy of Surgical Research,
October 3™ and 4"‘, 2003 at the St. Louis Radisson Hotel, St. Louis, MO.

Cason Z, Benghuzzi H, Tucci M, England B. TCPL delivery system as a model for E + P
replacement therapy in post-ovariectomized adult rats mimicking a postmenopausal condition.
Accepted for presentation and invited for manuscript submission at the 40" Annual Rocky
Mountain Bioengineering Symposium, Biloxi, MS. April 11-13, 2003 [PubMed - indexed in
MEDLINE]

Benghuzzi H, Tucci M, and England B*, Comparison Between Injectable and Sustained
Delivery of DHEA or DHEA plus Estradiol, Society For Biomaterials, April 2002, Tampa, FL.
Benghuzzi Ham, Michelle Tucci, and Barry England, Pathophysiological Responses Associated
with Sustained Delivery of Various DHEA Levels Using Adult Male Rodents, FASEB Journal,
Abstract #144.7, P. A144, Vol. 16, Number 4, April 20-24, 2002

Benghuzzi_H, Tucci M, and England B*, Comparison Between Injectable and Sustained
Delivery of DHEA or DHEA plus Estradiol,, Transactions, 28™ Society For Biomaterials. April
24-27, 2002, Tampa, FL.
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JOSEPH C. FANTONE, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A. Autopsy Service.
TEACHING ACTIVITIES:

Director; Resident Training Program.

Course Director; Pathology Teaching Laboratories.
Laboratory Instructor; M1 Histopathology Sequence.
Laboratory Instructor; M2 Pathology Labs.

Lecturer and small group leader; M1 Host Defense Course.
Medical Student Advisor (3rd and 4th year).

Mmoo 0w

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Principal Investigator, “An Integrated Curriculum for Multiculturalism, Spirituality, and
End-of Life Care”. Arthur Vining Davis Foundation. (2000-2002).

B. Co-Investigator, “University of Michigan Integrative Curriculum for Medicine and Allied
Health.” National Institutes of Health. R25-AT00812-01 (2001-2006).

C. Co-investigator, “Comprehensive Programs to Strengthen Physicians’ Training in
Geriatrics.” The Donald Reynold’s Foundation. (2001-2005).

PROJECTS UNDER STUDY:

A. Outcomes measures of undergraduate medical education.

B. Curriculum development in medical student education

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

Director, Anatomic Pathology.

Coordinator - Educational Programs.
Director, Resident Training Program.
Chairman's Advisory Committee.
Department ACAPT Committee.

Research Space Advisory Committee.
Faculty Sexual Harassment Contact Person.

AEY 00w
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MEDICAL SCHOOL/HOSPITAL:

Associate Dean for Medical Education.

CD/ACD Education Committee (Chair).

Curriculum Policy Committee (Chair).

Medical Student Basic Science Academic Review Board (Chair).
Medical Student Clinical Academic Review Board (Chair).
Medical School Academic Hearing Committee (Chair).

Medical School Curriculum Review Group (Chair)

LCME Review Committee (Chair).

LQIEHgawy>

REGIONAL AND NATIONAL:

A. USMLE, Step 1 Test Committee, Chair.
B. Pathology Residency Review Committee. ACGME.

V. AWARDS:
VL. OTHER RELEVANT ACTIVITIES:

VII. PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFERRED
OURNALS:

1. Supiano, MA., Casey B. White, CW., and Fantone, JC., The Geriatrics Educational Consultant.

Academic Medicine. 77(9):937-8, 2002.
2. Tang TS. Fantone JC. Bozynski ME. Adams BS. Implementation and Evaluation of an
Undergraduate Sociocultural Medicine Program. Academic Medicine. 77(6):578-85, 2002

74



II.

Individual Faculty Reports

WILLIAM G. FINN, M.D.
CLINICAL ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002- 30 JUNE 2003

CLINICAL ACTIVITIES:

Associate Director, Division of Clinical Pathology

Director, Hematopathology Section.

Diagnostic Hematopathology (Bone marrow biopsies, lymph nodes, blood smears, body
fluids).

Clinical Flow Cytometry Laboratory.

Clinical Molecular Diagnostics Laboratory.

Hematopathology Consultation Cases (including M-Labs).

Ty 0w

TEACHING ACTIVITIES:

A. House Officers:
1. Sign-out of bone marrow biopsies, aspirates, blood smears, and body fluids in
Hematology Laboratory.
2. Sign-out of lymph node biopsies and review of hematopathology consultation
material.
3. Flow Cytometry sign-out.
B. Hematopathology teaching:
1. Leukemia conference/biweekly.
2. Lymphoma conference/weekly.
3. Hematology conference/biweekly.
4. Clinical Pathology Grand Rounds.
5. Clinical Pathology Case Conference/weekly.
C. Medical Students:
1.
2.

M-2 Hematology Sequence: Section leader for laboratory sessions (12 hours).
M-2 Hematology sequence: “Pathology and Classification of Lymphoma”
(Lecture) — 1 hour.
3. M-1 Histopathology Course (24 hours).
D. Dental and Graduate Students: Pathology 580/630: “Pathology of White Blood Cells”
(Lecture) — 1 hour.
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RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

Optimization of Clinical Laboratory Hematology Practice.

Gene expression profiling of chronic lymphoproliferative disorders.

Utilization management and optimization for clinical laboratories.

Finn WG, Peterson LC (eds): Hematopathology in Oncology. Kluwer Academic
Publishers, Boston (Book under contract; scheduled publication 2003 or 2004).

ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

COow»

Associate Director of Clinical Pathology

Director, Hematopathology Section.

Chair, Long-Range Planning Committee for Clinical Laboratories.
Departmental Advisory Committee on appointment, promotion, and tenure
(ACAPT) (pathology) (Henry Appleman, M.D., Chair.)

Departmental Residency Selection Committee (Joseph Fantone, M.D., Chair).
Pathology Quality Assurance Committee (Jeffrey Warren, M.D., Chair).
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REGIONAL/NATIONAL:

A. American Society of Clinical Pathologists, Check Path Planning Committee

(Hematopathology).
B. College of American Pathologists, Hematology and Clinical Microscopy Resource

Committee.
C. Society for Hematopathology, ASCP Companion Program Committee.

OTHER RELEVANT ACTIVITIES:
INVITED LECTURES/SEMINARS:
“The Pathologist’s Role in the Evaluation of Peripheral Blood Abnormalities.” Michigan

Society of Pathologists, May 3, 2003.
“Update on Myelodysplastic Syndromes.” Michigan Society of Pathologists, May 3, 2003.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

Valdez R, McKeever P, Finn WG, Gebarski S, Schnitzer B: Composite germ cell tumor and B-
cell non-Hodgkin’s lymphoma arising in the sella turcica. Hum Pathol 33:1044-1047, 2002.
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Uherova P, Schnitzer B, Valdez R, Ross CW, Finn WG: Nodular lymphocyte predominant
Hodgkin lymphoma: an immunophenotypic reappraisal based on a single-institution experience.
Am J Clin Pathol, 119:192-198, 2003.

Valdez R, Thorson J, Finn WG, Kleer CG, Schnitzer B: Lymphocytic mastitis: a molecular,
immunophenotypic, and clinicopathologic evaluation of eleven cases. Mod Pathol 16(3):223-
228, 2003.

Lantis KL, Harris RJ, Davis G, Renner N, Finn WG: Elimination of instrument-driven reflex
manual differential leukocyte counts: optimization of manual blood smear review criteria in a
high volume automated hematology laboratory. Am J Clin Pathol 119:656-662, 2003.

ARTICLES SUBMITTED FOR PUBLICATION:

Brown W, Keeney M, Chin-Yee I, Johnson K, Lantis K, Finn W, Wolfe N, Kaplan S: Validation
of body fluid analysis on the Coulter LH 750.

BOOKS AND CHAPTERS IN BOOKS:

Finn WG: Hematolymphoid system. In: Yearbook of Pathology and Laboratory Medicine 2004.
Elsevier, Inc., in press.

Finn WG: Classification of lymphoma. In: Hematology for the Medical Student. Schmaier A,
and Petruzzelli L, eds. Lippincott Williams & Wilkins 2003, pp185-195.

ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

Selby D, Valdez R, Schnitzer B, Ross CW, Finn WG: Diagnostic criteria for acute
erythroleukemia (letter). Blood 101:2895-2896, 2003.

Aller RD, Finn WG: New and improved: hematology analyzers. CAP Today 16(6):2078, 2003.
Finn WG: Inside Blood: Cytologic subtypes of grade 3 follicular lymphoma. Blood
101(6):2078, 2003.

Ramalingam P, Valdez R, Ross CW, Schnitzer B, Finn WG: Oct-2 andd BOB.1/OBF.1
expression in surface immunoglobulin-negative follicular lymphomas. Poster presentation,
United States and Canadian Academy of Pathology Annual Meeting, Washington, DC, 2003.
Mod Pathol 2003; 16(1)249A.

Ramalingam P, Finn W, Schnitzer B, Valdez R: Immunohistochemical expression of Oct2 in
non-Hodgkin lymphomas evaluated by tissue microarray (TMA). Poster presentation, United
States and Canadian Academy of Pathology Annual Meeting, Washington, DC, 2003. Mod
Pathol 2003; 16(1)249A.

Kilgore S, Erba H, Valdez R, Finn W, Schnitzer B, Ross C: Mylotarg (Gemtuzumab
Ozogamicin; CMA-676) in AML: predictive variables and response to treatment. Poster
presentation, United States and Canadian Academy of Pathology Annual Meeting, Washington,
DC, 2003. Mod Pathol 2003; 16(1)240A.

Selby D, Padmore R, Tuck M, Ross C, Schnitzer B, Finn W, Valdez R, Singleton T, Kaminski
M: Characterization of bone marrow lymphoid aggregates in follicular lymphoma treated with
['*'1] anti-B1 antibody. Poster presentation, United States and Canadian Academy of Pathology
Annual Meeting, Washington, DC, 2003. Mod Pathol 2003; 16(1)251A.
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Selby DM, Ross CW, Finn WG, Valdez R, Schnitzer B: CD10 and cyclin D1 expression in hairy
cell leukemia. Poster presentation, United States and Canadian Academy of Pathology Annual
Meeting, Washington, DC, 2003. Mod Pathol 2003; 16(1)251A. ’
Valdez R, Schnitzer B, Finn WG: Tissue microarray (TMA) analysis of surviving expression in
benign lymphoid tissue and small B-cell non-Hodgkin lymphoma (NHL). Poster presentation,
United States and Canadian Academy of Pathology Annual Meeting, Washington, DC, 2003.
Mod Pathol 2003; 16(1)256A.

Finn WG: Classification of refractory anemia (letter). Leuk Res, in press.
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DOUGLAS R. FULLEN, M.D.
CLINICAL ASSISTANT PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2001 - 30 JUNE 2002

CLINICAL ACTIVITIES:

A.
B.
C.

Dermatopathology Service — 12 months
Dermatopathology Consultation Service — 12 months
Immunofluorescence evaluation of skin biopsies

TEACHING ACTIVITIES:

A. Medical Students:
1. Dermatopathology laboratory instructor, MS II Dermatology Sequence
2. Dermatopathology, Pathology Clerkship, MS IV
3. Dermatopathology, Dermatology Clerkship, MS IV

B. House Officers:
1. Dermatopathology sign-out (dermatology and pathology sign-out)
2. Review of dermatopathology consultation material
3. Dermatopathology teaching conference (pathology residents — weekly)
4. Dermatopathology teaching conference (dermatology residents — weekly)
5. Anatomic Pathology Grand Rounds (two lectures)
6. Review of immunofluorescence on skin biopsies (interesting cases)

C. Diagnostic Conference, Department of Dermatology (weekly)

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A.

Immunohistochemical evaluation of sentinel lymph nodes for micrometastases: patterns
of involvement and sensitivity of S100, HMB45 and melan-A immunostains (D.
Karimipour, M.D., L. Lowe, M.D., L. Su, M.D., T. Johnson, M.D.)

CDS5 expression by immunohistochemistry in cutaneous tumors of eccrine and apocrine
differentiation (P. Bogner, M.D., L. Su, M.D.)

BRAF mutations and microsatellite instability in Spitz nevi, atypical Spitz tumors and
Spitz-like melanoma (S. Gruber, M.D., J. Poynter, T. Johnson, M.D., J. Elder, M.D.)
University of Michigan (UMMC 2000-0713): Molecular, biochemical and cellular basis
of melanoma and other melanocytic lesions: Tissue Bank (T. Johnson, M.D., T. Wang,
M.D., J. Schwartz, M.D., J. Voorhees, M.D., A. Dlugosz, M.D., L. Lowe, M.D,, L. Su,
M.D., C. Bradford, M.D., V. Cimmino, M.D.)

Patient examination with Mela Find ™ System developed by Electro-Optical Sciences,
Inc., (EOS), 2001 (J. Schwartz, M.D., T. Johnson, M.D., T. Wang, M.D., D. Karimipour,
M.D,, J. Orringer, M.D., L. Lowe, M.D., L. Su, M.D., C. Bichakjian, M.D., M. Rabe,
R.N.)
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ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

Director of Histology Laboratory, Department of Pathology
REGIONAL AND NATIONAL:

1. Ad hoc manuscript reviewer, Journal of Cutaneous Pathology
2. Ad hoc manuscript reviewer, Journal of the American Academy of Dermatology

OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:
None

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

Su LD, Fullen DR, Lowe L, Uherova P, Schnitzer B, Valdez R. CD117 (KIT receptor)
expression in Merkel cell carcinoma. Am J Dermatopathol. 2002 Aug;24(4):289-93.

Su LD, Fullen DR, Sondak VK, Johnson TM, Lowe L. Sentinel lymph node biopsy for patients
with problematic spitzoid melanocytic lesions: a report on 18 patients. Cancer. 2003 Jan
15;97(2):499-507.

Fullen DR, Blobstein SH, McNutt NS. Asymptomatic pedunculated nodule on the leg of a 75-
year-old man. Arch Dermatol. 2003 Jan;139(1):93-8.

Fullen DR, Jacobson SN, Valdez R, Novice FM, Lowe L. Granuloma annulare-like infiltrates
with concomitant involvement by B-cell non-Hodgkin’s lymphoma: report of a case. Am J
Dermatopathol. 2003 Feb;25(1):57-61.

Fullen DR, Lowe L, Su LD. Antibody to S100a6 protein is a sensitive immunohistochemical
marker for neurothekeoma. J Cutan Pathol. 2003 Feb;30(2):118-22.

Bogner PN, Fullen DR, Lowe L, Paulino A, Biermann JS, Sondak VK, Su LD. Lymphatic
mapping and sentinel lymph node biopsy in the detection of early metastasis from sweat gland
carcinoma. Cancer. 2003 May 1;97(9):2285-9.

Su LD, Fullen DR, Lowe L, Wang TS, Schwartz JL, Cimmino VM, Sondak VK, Johnson TM.
Desmoplastic and neurotropic melanoma: analysis of 33 cases with lymphatic mapping and
sentinel lymph node biopsy. (Submitted to Cancer).

Karimipour DJ, Lowe L, Su L, Hamilton T, Sondak V, Johnson TM, Fullen DR. Utility and
sensitivity of standard immunostains and serial sectioning for melanoma sentinel lymph node
biopsy. (Accepted for publication by J Am Acad Dermatol)

BOOKS/CHAPTERS IN BOOKS:

None

[\
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ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THI EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

Bogner PN, Lowe L, Fullen DR, Biermann JS, Paulino AF, Sondak V, Su LD. “Lymphatic
mapping and sentinel lymph node biopsy detects early metastasis of eccrine carcinoma.” Poster
presentation at the American Society of Dermatopathology 39™ annual meeting, October 10-13,
2002.

Fullen DR, Lowe L, Su LD. “Antibody to S100A6 is a sensitive immunohistochemical marker
for neurothekeoma.” Poster presentation at the American Society of Dermatopathology 39™
annual meeting, October 10-13, 2002.

Bogner PN, Su LD, Fullen DR. “Detection of CD5 by immunohistochemistry in cutaneous
tumors of apocrine and eccrine origin.” Accepted for poster presentation at the American Society
of Dermatopathology 40™ annual meeting, October 9-12, 2003. ‘

Sturtz D, Smith DJ, Calderon MS, Fullen DR. “Giant folliculosebaceous cystic hamartoma of the
upper extremity.” Accepted for poster presentation at the American Society of
Dermatopathology 40™ annual meeting, October 9-12, 2003.
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DONALD A. GIACHERIO, Ph.D.
CLINICAL ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A. Director, Chemistry Laboratory

B. Sign-out and interpretation of lipoprotein electrophoresis results.

C. Direct the operation of blood gas/electrolyte analyzers, coagulation testing meters, and
hematology analyzers in the Emergency Department and the operating rooms of Main,
Mott, and, Kellog Hospitals.

Direct the workgroup overseeing the quality assurance programs for bedside blood
glucose testing in the Medical Center.

Planning group for the approval and establishment of alternate site testing programs.
Technical Director for laboratories at U-M Health Centers off-site clinics.

Sign out of Triple Marker Screen results from maternal serum testing

@mm g

TEACHING ACTIVITIES:
MEDICAL SCHOOL/HOSPITAL:

A. Pathology House Officers:
1. Clinical Pathology Grand Rounds (2 lectures)
2. Coordinator, Pathology House Officer rotation through Chemistry Lab.
3. Review sign-out and interpretation of electrophoresis results.
4. Review of selected topics in Clinical Chemistry with Block B residents.
B. Medical Technologists — 1 hour continuing education lecture

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY

A. Evaluation of HPLC-MS methods for immunosuppressant drugs Tacrolimus and
Sirolimus.

B. PSA and Percent free PSA levels in an African-American population ( Flint Mens Health
Study).
Evaluation of an enzymatic method for homocysteine determination.

C.
D. Evaluation of EIA assays for extractable nuclear antigens.
E. Evaluation of Inhibin A assay in prenatal screening for Down Syndrome.
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ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

Incentive Committee

Quality Assurance Committee

Laboratory Reorganization / Automation Work Group
Director, Chemistry Laboratory

Director, Point of Care Testing

moQwy

MEDICAL SCHOOL /HOSPITAL:

A. Clinical Information System Vendor Evaluation Decision Support Workgroup

REGIONAL AND NATIONAL:

A. Chair-Elect, Michigan Section AACC.

B. Treasurer, Michigan Section AACC.

C. Lipids and Lipoproteins Division Member
C. Ad hoc reviewer, Clinical Chemistry.

OTHER RELEVANT ACTIVITIES:

A. Consultant to Consultants in Laboratory Medicine, Toledo, OH
B. Member Clinical Laboratory Advisory Council for Ortho-Clinical Diagnostics

INVITED LECTURES/SEMINARS:

“Clinical Utility of Percent Free PSA in Screening for Prostate Cancer.” Toledo Hospital, Toledo,
OH, Oct 21, 2002.

“Impact of the New Cholesterol Testing Guidelines on the Clinical Laboratory.” Dade Behring
Laboratory Days Symposium, Cleveland, OH. November 13, 2002.

“Impact of the New Cholesterol Testing Guidelines on the Clinical Laboratory.” Dade Behring
Laboratory Days Symposium, Ann Arbor, MI November 15, 2002.

“Free PSA and Screening for Prostate Cancer.” MSCLS Annual Meeting, Romulus, MI. April 9,
2003.

PUBLICATIONS:

ARTICLES PUBLISHED IN REFEREED JOURNALS:

Clive, D., Rao, D., Giacherio, D., Gupta, M., Sackrison, J.L., and MacFarlane, G.D.: Analytical
and clinical validation of a radioimmunoassay for the detection of 1,25 dihydroxyvitamin D.
Clinical Biochemistry 2002; 35:517-521
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ARTICLES SUBMITTED FOR PUBLICATION IN REFEREED JOURNALS

MacFarlane, G.D., Rao, D.S., Giacherio, D., Gupta, M., and Sackrison, J.L.: Hypervitaminosis
D in midwestern urban centers. ( submitted for publication, 2003).

McBryde, K.D., Kudelka, T.L., Kershaw, D.B., Brophy, P.D., Gardner, J.J., Bieniewicz, J.C.,
Mueller, B.A., Giacherio, D.A., and Smoyer, W.E.: Clearance of amino acids by hemodialysis
in arginosuccinate synthetase deficiency. (submitted for publication 2003)

Sreekumar, A., Laxman, B., Rhodes, D.R., Bhagavathula, S., Giacherio, D., Sanda, M., Rubin,
M., and Chinnaiyan, A.: Prostate cancer elicits a humoral response to 0-methylacyl-CoA
racemase. (submitted for publication 2003).

ABSTRACTS, BOOK REVIEWS, LETTERS TO THE EDITOR, MISCELLANEQUS
PUBLICATIONS IN UNREFEREED JOURNALS:

Patel, J., Annesley, T., and Giacherio, D.: A quick, simultaneous method of detection and
quantitation of volatile alcohols and ethylene glycol by on column capillary gas chromatography
of biological samples. Presented at Society of Forensic Toxicology Annual Meeting, Detroit,
MI. Oct 16, 2002
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THOMAS J. GIORDANO, M.D., Ph.D.
CLINICAL ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

CLINICAL ACTIVITIES:

A. General Surgical Pathology - four months.

B. Endocrine Surgical Pathology, Departmental and Outside Consultation - 12 months.
C. Immunoperoxidase Service - Outside Consultation - 12 months.

D. M-Labs Surgical Pathology Consultation - 12 months.

TEACHING ACTIVITIES:

MEDICAL SCHOOL/HOSPITALS:

A. Medical Students:

1. Sequence Co-Coordinator — Component II Endocrine Sequence.
2. Component II Endocrine Sequence - 2 lectures on Endocrine Pathology.
3. Endocrine Pathology Laboratories - preparation of course materials.
4. Component IV Pathology Elective mentor — one month.

B. House Officers:

B. General Surgical Pathology - 4 months.

C. Endocrine Surgical Pathology - 12 months as needed.

D. Consultation Conferences - four.

E. Molecular Pathology lectures.

F. Endocrine Pathology lectures.

C. Dental and Graduate Students:
1. Endocrine Pathology lecture.

D. Interdepartmental:
1. Endocrine Conference, Department of Surgery - monthly.
2. Adrenal Cancer Conference - monthly.

EXTERNAL:

A. Michigan State Medical School.
1. Endocrine Pathology - 2 lectures.
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RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Co-Principal Investigator, "University of Michigan Endocrine Bank", Millie
Schembechler Adrenal Cancer Research Fund, 1/1/01 to 12/31/02 ($100,000 direct
costs), with Dr. Paul Gauger, Department of Surgery, 5% effort

B. Co-Investigator, "Great-Lakes-New England Clinical and Epidemiology Center", NCI
CA-99-007, 4/1/00 to 03/31/05 ($4,987,159 total direct costs), with Dr. Dean Brenner,
Department of Internal Medicine, 5% effort

C. Co-Principal Investigator, “Towards a Molecular Classification of Tumors”, NCI U19-
CAB84953, 9/99 to 3/04 ($951,282/yr direct costs for 4.5 yrs), with S. Hanash, Department
of Pediatrics, Pathology Core Director, 20% effort

D. Co-Principal Investigator, “Proteomics Biomarker Development Laboratory”, NCI UO1-
CA84982, 9/99 to 8/04 ($304,900/yr direct costs for five years), with S. Hanash,
Department of Pediatrics, 10% effort

E. Director, “Tissue Procurement Contract”, Genentech, Inc., 5/99 to 5/2003 ($92,346 direct
costs/year), 10% effort

F. Core Director, The University of Michigan Comprehensive Cancer Center, Tissue
Procurement Service, 7-98 to present, 10% effort

G. Core Director, The University of Michigan Comprehensive Cancer Center, Laser Capture
Microdissection Core, 1-99 to present

H. Core Director, The University of Michigan Comprehensive Cancer Center,

Histology/Immunoperoxidase Service, 9-02 to present, 10% effort

PROJECTS UNDER STUDY:

MY 0wy
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Principal Investigator, "Gene Expression Profiles of Adrenal Cortical Neoplasms."
Principal Investigator, "Molecular Studies of Soft Tissue Sarcomas."

Principal Investigator, "Gene Expression Profiles of Thyroid Neoplasms."
Co-Investigator with Dr. Jim Baker, “Molecular Studies of Thyroiditis."
Co-Investigator, “Molecular Classification of Ovarian, Colonic and Thoracic
Neoplasms."

Principal Investigator, "Gene Expression Profiles of Adrenomedullary Neoplasms.'

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL and INSTITUTIONAL:

ATHOOw

House Officer Candidate Interviews.

Faculty Candidate Interviews.

Sequence Co-Coordinator — Component II Endocrine Sequence
Director, Tissue Procurement Service

Director, Frozen Tumor Bank

Director, Laser Capture Microdissection Core
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G. Medical Institutional Review Board (IRB-Med), ad hoc member.
H. MSTP Career Advisory Panel

L Director, Histology/Immunoperoxidase Service

NATIONAL:

A. Editorial Board, Endocrine Pathology

OTHER RELEVANT ACTIVITIES:

A Consultant, Eli Lilly & Co.

B. Pathology Consultant, Asterand Corporation.
INVITED LECTURES/SEMINAR:

Invited Speaker, “DNA Microarray Analysis of Endocrine Tumors: What Can We Learn”,
Cleveland Clinic Foundation, Cleveland, Ohio
Pathology Ground Rounds, “DNA Microarray Analysis of Endocrine Tumors: What Can We
Learn”, Yale University School of Medicine, New Haven, Connecticut
Invited Speaker, “Gene Expression Studies of Lung Adenocarcinoma”, Eli Lilly and Co.,
Indianapolis, Indiana
Invited Speaker, American Society of Investigative Pathology Companion Meeting at the
United States and Canadian Academy of Pathology, “NCI Director’s Challenge and Cancer
Genome Anatomy Project: Interface with the Practicing Pathologist”, Washington, D.C.
Invited Speaker, “Gene Expression Profiling of Endocrine Tumors”, 6™ Annual Affymetrix User
Group Meeting, Chicago, Illinois '

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN PEER-REVIEWED
JOURNALS:

Beer DG, Kardia SLR, Huang C-C, Giordano TJ, Levin AL, Misek DE, Lin L, Chen G, Gharib
TG, Thomas DG, Lizyness ML, Kuick R, Hayasaka S, Taylor JMG, Iannettoni MD, Orringer
MB, Hanash S. Gene expression profiles predict survival of patients lung adenocarcinoma. Nat
Med 2002:8;816-824.

Schwatrz DR, Kardia SLR, Shedden KA, Kuick R, Michailidis G, Taylor JIMG, Misek DE, Wu
R, Zhai Y, Darrah DM, Reed H, Ellenson LH, Giordano TJ, Hanash SM, Cho KR. Gene
expression in ovarian cancer reflects both morphology and biological behavior, distinguishing
clear cell from other poor-prognosis ovarian carcinomas. Cancer Res 2002:62;4722-4729.
Gharib TG, Chen G, Wang H, Huang C-C, Prescott MS, Misek DE, Thomas DG, Giordano TJ,
Taylor JMG, Kardia S, Yee J, Orringer MB, Hanash S, Beer DG. Proteomic analysis of
cytokeratin isoforms uncovers association with survival in lung adenocarcinoma. Neoplasia
2002:4;440-448.

Misek DE, Chang CL, Kuick R, Hinderer R, Giordano TJ, Beer DG, Hanash SM. Transforming
properties of a Q18E mutation of the microtubule regulator Op18. Cancer Cell 2002:2;217-228.
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Moran CJ, Arenberg DA, Huang CC, Giordano TJ, Thomas DG, Misek DE, Chen G, [annettoni
MD, Orringer MB, Hanash S, Beer DG. RANTES expression is a predictor of survival in stage
I lung adenocarcinomas. Clin Cancer Res 2002:8;3803-3812.
Richards, ML, Gauger PG, Thompson W, Kloos RG, Giordano TJ. Pitfalls in the surgical
treatment of insulinoma. Surgery 2002: 132;1040-1049.
Giordano TJ, Thomas DT, Kuick R, Lizyness M, Misek DE, Smith A, Sanders D, Aljundi RT,
Gauger P, Thompson N, Taylor JMG, Hanash S. Distinct transcriptional profiles of
adrenocortical tumors uncovered by DNA microarray analysis. Am J Pathol 2003:162;521-531.
Chen G, Wang H, Gharib TG, Huang CC, Thomas DG, Wang H, Shedden KA, Taylor JMG,
Kardia SL, Misek DE, Giordano TJ, Iannettonni MD, Orringer MB, Hanash SM, Beer DG.
Overexpression of oncoprotein 18 correlates with poor differentiation in lung adenocarcinomas.
Mol Cell Proteomics 2003:2;107-116.
Chen G, Gharib TG, Thomas DG, Huang CC, Misek DE, Kuick RD, Giordano TJ, Iannettoni
MD, Orringer MB, Hanash SM, Beer DG. Proteomic analysis of eIF-5A in lung
adenocarcinomas. Proteomics 2003:3;496-504.
Logdson CD, Simeone DM, Binkely C, Arumugam T, Greenson JK, Giordano TJ, Misek DE,
Kuick R, Hanash S. Molecular profiling of pancreatic adenocarcinoma and chronic pancreatitis
identified multiple gene differentially regulated in pancreatic cancer. Cancer Res 2003:63;2649-
2657.
Ferrara N, Frantz G, LeCouter J, Dillard-Telm L, Pham T, Draksharapu A, Giordano T, Peale F.
Differential expression of the angiogenic factor genes VEGF and EG-VEGF in normal and
polycystic human ovaries. Am J Pathol 2003:162;1881-1893.
Miller CT, Chen G, Gharib TG, Wang H, Thomas DG, Misek DE, Giordano TJ, Yee J, Orringer
MB, Hanash SM, Beer DG. Increased c-crk proto-oncogene expression is associated with an
aggressive phenotype in lung adenocarcinomas. Oncogene.
Beuschlein F, Looyenga BD, Reincke M, Giordano TJ, Hammer GD. Clinical impact of recent
advances in the biology of adrenocortical cancer. Endocrinologist.
Richards ML, Thompson NW, Giordano TJ. Regression of type II carcinoids in MEN1 patients
with ZES after surgical excision of all gastrinomas.
Schmalbach CE, Chepeha DB, Giordano TJ, Rubin MA, Teknos TN, Bradford CR, Wolf GT,
Kuick R, Misek DE, Trask DK, Hanash S: Molecular Profiling Identifies Genes Associated with
Metastatic Oral Cavity/Pharynx Squamous Cell Carcinoma. Arch Otolaryngol Head Neck Surg

ARTICLES SUBMITTED FOR PUBLICATION IN PEER-REVIEWED JOURNALS:

Chen G, Gharib T, Wang H, Huang C-C, Kuick R, Thomas D, Shedden KA, Misek DE, Taylor
JMG, Giordano TJ, Kardia SLR, Iannettoni MD, Yee P, Hogg PJ, Orringer MB, Hanash SM,
Beer DG. Proteins and pathways associated with poor survival in lung adenocarcinoma.
Lin J, Raoof DA, Thomas D, Greenson JK, Giordano TJ, Robinson GS, Barve RA, Orringer MB,
Beer DG. L-type amino acid transporter-1 overexpression mediates uptake of melphalan in
Barrett’s adenocarcinoma.
Zahng L. Fu Z., Binkley C, Giordano TJ, Burant CF, Logsdon CD, Simeone DM. Raf kinase
inhibitory protein (RKIP) inhibits beta cell proliferation.
Binkely CE, Zhang L, Greenson JK, Giordano TJ, Kuick R, Misek D, Hanash S, Logsdon CD,
Simeone DM. The molecular basis of pancreatic fibrosis: common stromal gene expression in
chronic pancreatitis and pancreatic adenocarcinoma.
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ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,

MISCELLANEQOUS PUBLICATIONS IN UNREFERRED JOURNALS:

Giordano T, Thomas D, Misek D, Lizyness M, Kuick R, Sanders D, Shioda T, Hanash S. Up-
regulation of CITED1 in papillary carcinoma: Discovery via gene expression profiling and
validation by tissue microarray-based immunohistochemistry. Presented as an Oral Abstract at
the 2002 American Thyroid Association.

Giordano TJ, Thomas DT, Kuick R, Lizyness M, Misek DE, Smith A, Sanders D, Gauger P,
Thompson N, Taylor JMG, Hanash S. Distinct molecular profiles of adrenocortical tumors
uncovered by DNA microarray analysis. Presented at the November NCI Director’s Challenge
PI Meeting, Bethesda, Maryland. »

Moran CJ, Arenberg DA, Huang C-C, Giordano TJ, Thomas DG, Misek DE, Chen G,
Iannettoni MD, Hanash S, Beer DG. RANTES expression is a predictor of survival in stage I
lung adenocarcinomas. Presented at the November NCI Director’s Challenge PI Meeting,
Bethesda, Maryland.

Shedden K, Giordano T, Taylor J, Kuick R, Cho K, Fearon E, Beer D, Hanash B. Accurate
prediction of tissue of origin from gene expression data utilizing pathologists knowledge and
simple classifiers. Presented at the November NCI Director’s Challenge PI Meeting, Bethesda,
Maryland.

Golembeski C, Thomas D, Lizyness M, Sanders D, Smith A, Misek D, Kuick R, Hanash S,
Giordano T. Evaluation of galectin-3 as a marker of thyroid malignancy using DNA
microarrays and tissue array immunohistochemistry. Presented at the 2003 United States and
Canadian Academy of Pathology.

Smith L, Thomas D, Sanders D, Lizyness M, Smith A, Misek D, Kuick R, Hanash S, Shulkin B,
Giordano T. Alpha-internexin, a novel marker of pheochromoctyoma: discovery by DNA
microarray analysis and validation by tissue array immunohistochemistry. Presented at the 2003
United States and Canadian Academy of Pathology.

Giordano T, Lizyness M, Kuick R, Sanders D, Thomas D, Misek D, Smith A, Hanash S,
Shulkin B. Distinct transcriptional profiles of metastasizing and non-metastasizing adrenal and
extra-adrenal paragangliomas uncovered by DNA microarray analysis. Presented at the 2003
United States and Canadian Academy of Pathology.

Aljundi RT, Thomas D, Lizyness M, Sanders D, Kuick R, Misek D, Hanash S, Shioda T,
Giordano T. CITEDI, a potential new marker for papillary thyroid carcinoma: discovery by
DNA microarray analysis and evaluation by tissue microarray immunohistochemistry.
Presented at the 2003 United States and Canadian Academy of Pathology.

Hughes DPM, Thomas DG, Giordano TJ, Baker LH, McDonagh KT. Expression of EGFR
family members in a panel of primary osteosarcoma cell lines. Proceedings of the AACR, Vol
44, March 2003.

Leu K, Thomas DG, Biermann S, Giordano T, Trent J, Pollock R, Baker L. A rationale for
combination molecular targeted therapy in synovial sarcoma. Proceedings of the AACR, Vol
44, March 2003.

Lin J, Thomas DG, Giordano TJ, Robinson GS, Barve RA, Orringer MB, Beer DG. Melanoma-
asscociated antigens 3 and 10: Potential targets for immunotherapy in Barrett’s
adenocarcinoma. Proceedings of the AACR, Vol 44, March 2003.
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12. Chen G, Gharib TG, Thomas DG, Huang C-C, Misek DE, Giordano TJ, Iannettoni MD,
Orringer MB, Hanash SM, Beer DG. Proteomic analysis of OP18 and eIF-5A in lung
adenocarcinomas. Proceedings of the AACR, Vol 44, March 2003.

13. Thomas DG, Biermann S, Giordano TJ, Baker L. Telomerase reverse transcriptase (hTRT)
expression in mesenchymal tumors. Proceedings of the AACR, Vol 44, March 2003.
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DAVID GORDON, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003
CLINICAL ACTIVITIES:
A. Supervision of Autopsies (~six weeks).

B. Cardiovascular Pathology Consultation (Autopsy Service and Surgical Pathology).
C. Cardiovascular Surgical Pathology (Heart biopsies +).

TEACHING ACTIVITIES:

A. Laboratory Instructor for Pathology Laboratories for M2 curriculum

B. Cardiovascular Pathology Lectures for M2 Cardiovascular Sequence

C. Cardiovascular Pathology Lectures for Dental and Graduate Student Pathology Course.
D. Conference organizer for monthly Pediatric Cardiology/Pathology Conference
RESEARCH ACTIVITIES:

A. Effects of ultrasound on heart muscle (Cardiology project)

B. Morphology Core Director: NIH PO1 HL57346 “Molecular Genetics Coagulation
Disorders” 7/1/03 — 6-30-08. ; PI: D. Ginsburg

C. Member, Cardiovascular Center

SPONSORED SUPPORT:

A. Morphology Core Director: NIH PO1 HLL57346 “Molecular Genetics Coagulation
Disorders” 7/1/03 — 6-30-08. ; PI: D. Ginsburg

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

MEDICAL SCHOOL/HOSPITAL:

A. Assistant Dean for Diversity and Career Development (50% effort). This position
coordinates the Medical School’s diversity efforts, with programs targeting pre-medical
students, medical students, house officers, faculty, and minority health/health disparities
research.

PUBLICATIONS:

BOOKS AND CHAPTERS IN BOOKS:

Gordon D. “Transplant Arteriosclerosis”. In: Topol, Fuster and Nabel (eds). Atherosclerosis
and Coronary Artery Disease, 2004.
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JOEL K. GREENSON, M.D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003
CLINICAL ACTIVITIES:
A. General surgical pathology — Twenty-three weeks.
B. Gastrointestinal and hepatic pathology consultation services - four months.

C. Liver transplant pathology - four months.

TEACHING ACTIVITIES:

MEDICAL SCHOOL/HOSPITALS:

A. Medical Students:

1. GI Pathology Sequence, assisted Dr. Appelman (ten contact hours).
2. GI Pathology Sequence, 2 hours full class lecture
B. Dental Students:
1. Pathology 630-631 one full class lecture (one contact hour).
C. House Officers:
1. Surgical pathology diagnosing room instruction for house officers - four months.
2. Two didactic lectures on gastrointestinal pathology - April, 2002.
3. Gastrointestinal and hepatic pathology tutoring - four months.
4. Four consultation conferences.
D. Interdepartmental:
1. Liver biopsy conference - one hour per month.
2. Multidisciplinary GI tumor board - 1hour every other week.
3. GI pathology teaching sessions with GI fellows - one hour/month.
4. GI and Liver path teaching to GI and transplant fellows — 2 hours/year
RESEARCH ACTIVITIES:
SPONSORED SUPPORT:

A. Co-Investigator RO1CA81488-01 ($4,547,772) “Molecular Epidemiology of Colorectal
Cancer”, 20% Salary Support, years 1-4, Stephen Gruber, M.D., Ph.D. Principal
Investigator.

B. Co-Investigator NO1-DK-9-2323 ($1,433,559) “Hepatitis C Clinical Trial”, 7% Salary
Support, Anna Lok, M.D. Principal Investigator.

C. Co-investigator with Hari Conjeevaram M.D., “Study of viral resistance to antiviral
therapy of chronic hepatitis ¢ (virahep-c) - clinical centers” (7.5% salary support year 2,
3% years 3 and 4), University of Michigan Grant NIH-NIDDK-01-007
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PROJECTS UNDER STUDY:

TEHY0 W

FRSETO

Study of Small cell carcinomas of the colon with GI Study Group

Study of fatty liver and steatohepatitis with Hari Conjeevaram in Division of
Gastroenterogy..

NIH study of HCV with Anna Lok in Division of Gastroenterology.

NIH study of the Molecular Epidemiology of Colon Cancer in Israel.

Study of molecular classification of tumors with Stephen Gruber and Thomas Giordano
Study of molecular genetic changes in pancreas cancer with Diane Simione and Craig
Logsdon

Study of Yersinia and Crohn’s disease with Laura Lamps at the University of Arkansas.
Study of UC dysplasia grading with GI Study Group.

Study of Neuroendocrine Tumors of the Gut with Murray Resnick, M.D. Haifa, Israel
Study of Focal Active Colitis in children with Wei Xin, M.D.

Study of interval appendectomy specimens with Guangming Guo, M.D.

Study of Focally enhanced gastritis with Wei Xin, M.D.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

MoOwp

Director, Surgical Pathology Fellowship Program.
Quality Assurance Officer for Surgical Pathology
Member, Residency Selection Committee
Member, Departmental Incentive Committee
Member, University Hospital Tissue Committee

REGIONAL AND NATIONAL:

vozgrFRETmOQTMEUAWy

Reviewer, Cancer.

Reviewer, Archives of Pathology and Laboratory Medicine.
Reviewer, Gastroenterology.

Reviewer, Human Pathology.

Reviewer and Editorial Board member, American Journal of Surgical Pathology.
Reviewer, American Journal of Pathology.

Reviewer, Modern Pathology

Reviewer, Cancer Research

Education Committee member, USCAP.

Past President, Gastrointestinal Pathology Society.

Editorial Board member, The Online Journal of Digestive Diseases
American Board of Pathology, Test Question Committee
Reviewer, American Journal of Gastroenterology

Reviewer, British Journal of Cancer

Reviewer, Journal of Clinical Oncology

Vogel Award Committee, USCAP
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OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:

Speaker, USCAP short course on GI pathology, Washington D.C., March 2003.
Faculty Member, ASCP Workshop — Surgical Pathology of the Gastrointestinal Tract, Chicago,

Illinois, May 2003.
Invited Speaker, GI Pathology short course, International Academy of Pathology, Amsterdam,

Netherlands, Oct. 2002.

Invited Speaker, GI Pathology slide seminar, International Academy of Pathology, Amsterdam,
Netherlands, Oct. 2002.

Co-chair, GI Pathology slide seminar, International Academy of Pathology, Amsterdam,
Netherlands, Oct. 2002

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Tzafra C, Herzog Y, Brodzky A, Greenson JK, Eldar S, Gluzman-Poltorak Z, Neufeld G,
Resnick MB. Neuropilin-2 is a novel marker expressed in pancreatic islet cells and endocrine
pancreatic tumors. Journal of Pathology 198:77-82, 2002.

Gruber SB, Ellis NA, Rennert G, Offit K, Scott KK, Almog R, Kolachana P, Bonner JD,
Kirchoff T, Tomsho LP, Khedoudja N, Pierce H, Low M, Satagopan J, Rennert H, Huang H,
Greenson JK, Groden J, Rappaport B, Shia J, Johnson S, Gregsen PK, Harris CC, Boyd J. BLM
Heterozygosity and the Risk of Colorectal Cancer . Science 297: 2013, 2002.

Washington K, Greenson JK, Montgomery E, Shyr Y, Crissinger K, Polk DB, Barnard J,
Lauwers GY. Histopathology of Ulcerative Colitis in Initial Rectal Biopsy in Children. Am J
Surg Pathol 26:1441-1449, 2002.

Fontana RJ, Hamidullah H, Nghiem H, Greenson JK, Hussain H, Marrero J, Rudich S, McClure
LA, Arenas J. Percutaneous Radiofrequency Thermal Ablation of

Hepatocellular Carcinoma: A Safe and Effective Bridge to Liver Transplantation. Liver Transpl
8:1165-1174, 2002.

Lamps LW, Madhusudhan KT, Havens JM, Greenson JK, Bronner MP, Chiles MC, Dean PJ,
Scott MA. Pathogenic Yersinia DNA is Detected in Bowel and Mesenteric Lymph Nodes from
Patients with Crohn’s Disease. Am J Surg Pathol 27:220-227, 2003.

Greenson JK. Gastrointestinal stromal tumors and other mesenchymal lesions of the gut.
Modem Pathol 16:366-375, 2003.

Greenson JK, Bonner JD, Ben-Yzhak O, Cohen HI, Miselevich I, Resnick MB, Trougouboff P,
Tomsho LD, Kim E, Low M, Almog R, Rennert G, Gruber SB. Phenotype of Microsatellite
Unstable Colorectal Carcinomas: Well-differentiated and focally mucinous tumors and the
absence of dirty necrosis correlate with microsatellite instability. Am J Surg Pathol 27:563-570,
2003.

Logsdon CD, Simeone DM, Binkley C, Arumugam T, Greenson JK, Giordano TJ, Misek DE,
Kuick R, Hanash S. Molecular Profiling of Pancreatic Adenocarcinoma and Chronic Pancreatitis
Identifies Multiple Genes Differentially Regulated in Pancreatic Cancer. Cancer Research
63:2649-2657, 2003.
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Xin W, Brown PI, Greenson JK. The clinical significance of focal active colitis in pediatric
patients. Accepted to Am J Surg Pathol. ,

Guo G, Greenson JK. Histopathololgy of interval appendectomy specimens: Strong association
with granulomatous and xanthogranulomatous appendicitis. Accepted to Am J Surg Pathol.
Ammori JB, Colletti LM, Zalupski MM, Eckhauser FE, Greenson JK, Dimick J,

Lawrence TS, McGinn CJ. Surgical resection following radiation therapy with concurrent
gemcitabine in patients with previously unresectable adenocarcinoma of the pancreas. Accepted
to Annals of Surgery.

Wai CT, Greenson JK, Fontana R, Kalbfleisch J, Marrero J, Conjeevaram H, Lok A. A simple
novel non-invasive index is useful in predicting both significant fibrosis and cirrhosis in chronic
hepatitis C (chc) patients. Accepted to Hepatology.

Akintola-Ogunremi O, Pfeifer JD, Tan BR, Zhu X, Hart J, Goldblum JR, Burgart L, Lauwers
LY, Montgomery E, Lewin D, Washington K, Bronner M, Xiao S-Y, Greenson JK, et al. Protein
expression and gene mutation of c-kit in colonic neuroendocrine carcinomas. Accepted to
American Journal of Surgical Pathology.

Ogura Y, Lala S, Xin W, Smith E, Dowds TA1. Chen FF,

Zimmermann E, Tretiakova M, Cho JH, Hart J, Greenson JK, Keshav S

Nuiiez G. Expression of NOD2 in Paneth Cells: A Possible Link to Crohn’s Ileitis. Accepted to
Gut.

ARTICLES SUBMITTED FOR PUBLICATION IN PEER-REVIEWED JOURNALS:

Lauwers GY, Goldblum JR, Burgart L], Bhan AK, Vauthey JN, Greenson JK. Expression Of
Neurotrophin Receptors And Ret Protein In Duodenal Gangliocytic Paraganglioma: A Study Of
12 Cases. Submitted to Am J Surg Pathol.

Scheiman JM, Greenson JK, Lee, J , Cryer B. Impact of COX-2 Specific Inhibition on Human
Helicobacter Pylori (HP) Gastritis: Implications for Ulcerogenesis and Carcinogenesis.
Submitted to Gut

Askari FK, Greenson JK, Dick RD, Johnson VD, Brewer G. Treatment of Wilson's Disease
with Zinc XVIII. Initial Treatment of the Hepatic Decompensation Presentation with Trientine
and Zinc. Submitted to Journal of Laboratory and Clinical Medicine

BOOKS/CHAPTERS IN BOOKS:

Inflammatory Diseases of the Colon, in Surgical Pathology of the Gastrointestinal Tract, Liver,
Biliary tract, and Pancreas. Edited by Robert D. Odze, John R. Goldblum, and James Crawford.

Harcourt Health Sciences. In Press.

Sternberg’s Diagnostic Surgical Pathology, Fourth Ed. Edited by Mills SM, Carter D, Greenson
JK, Oberman HA, Reuter V, and Stoler MH. Lippincott, Williams & Wilkins, Philadelphia, PA.
In Press.

ABSTRACTS., BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

Protein expression and gene mutation of c-kit in colonic neuroendocrine carcinomas. AkKintola-
Ogunremi O, Pfeifer JD, Tan BR, Zhu X, Hart J, Goldblum JR, Burgart L, Lauwers LY,
Montgomery E, Lewin D, Washington K, Bronner M, Xiao S-Y, Greenson JK, et al. Platform
presentation at USCAP meeting 2003, Mod Pathol 16:112A, 2003,
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Sessile serrated colorectal polyp: A multi-institutional incidence study. Batts KP, Burgart LJ,
Goldblum JR, Greenson JK, et al. Platform presentation at USCAP meeting 2003, Mod Pathol
16:113A, 2003.

Mixed hyperplastic/adenomatous colorectal polyps: A multi-institutional incidence study. Batts
KP, Burgart LJ, Goldblum JR, Greenson JK, et al. Poster presentation at USCAP meeting 2003,
Mod Pathol 16:114A, 2003.

Histopathololgy of interval appendectomy specimens: Strong association with granulomatous
and xanthogranulomatous appendicitis. Guo G, Greenson JK. Poster presentation at USCAP
meeting 2003, Mod Pathol 16:120A, 2003. Runner-up for resident award for best gastrointestinal
pathology presentation.

The clinical significance of focal active colitis in pediatric patients. Xin W, Brown PI, Greenson
JK. Platform presentation at USCAP meeting 2003, Mod Pathol 16:137A, 2003. Winner of
resident award for best gastrointestinal pathology presentation.

Pathogenic Yersinia enterocolitica DNA is detected in gastrointestinal malakoplakia. Havens
JM, Montgomery E, Greenson JK, Scott MA Lamps L. Poster presentation at USCAP meeting
2003, Mod Pathol 16:263A, 2003.
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CORY M. HOGABOAM, Ph.D.
ASSISTANT PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 2002 - 30 JUNE 2003

L. CLINICAL ACTIVITIES:
None.
IL. TEACHING ACTIVITIES:
A. Graduate Students:
1. Ph.D. Dissertation Committees, University of Michigan

a. Claudia Jakubzick (Thesis successfully defended August 22, 2003)
b. Allison Miller

c. Betsy Pierce (Graduate Immunology Program)
d. Tobias Rodriguez (Graduate Immunology Program)
e. Matt Schaller (Graduate Immunology Program)
2. Undergraduate Students, University of Michigan
a. Esther Choi (spring/summer 2003)
3. PIBS Graduate Student Laboratory Rotations, University of Michigan
a. Megan Henderson
. b. Brian Moore

b. Betsy Pierce .
4. Preliminary Examiner for Ph.D. Program, Graduate Immunology Program
a. Malinda Schaefer
b. Kelly Seidl
c. Mike Khodadoust
5. Formal Teaching, Dept. of Pathology
a. Pathology 581: Inflammation and Sepsis
b. Pathology 582: Systemic Inflammatory Responses

B. Postdoctoral Fellows:

Jane Schuh, Ph.D.
Claudia Benjamim, Ph.D.
Traci Ness, Ph.D.
Simona Neff, M.D.

Nora Lin, M.D.

NhR LD -

III. RESEARCH ACTIVITIES:
SPONSORED SUPPORT:

A. Co-investigator, Monokine gene expression/regulation in lung injury. RO1 HL31237
(10%), $200,000 per annum, 4/01/00 - 3/31/05.
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B. Principal Investigator, Specialized Centers of Research - Pathobiology of Fibrotic Lung
Disease. Project 1: Chemokines and chemokine receptors in IPF. P50 HL56402-08
(20%), $186,210 per annum for Project 1, 12/01/01-11/30/06.

C. Co-investigator, Monocyte/Macrophage Signals in Lung Granuloma. RO1 HIL35276
(15%), $162,578 per annum, 07/01/01 - 06/30/06.

D. Co-investigator, SCF in Liver Repair after Hepatectomy or Toxic Injury. RO1 DK58106

(10%), $225,000 per annum, 07/01/02-11/30/07.

Co-investigator, Role of chemokines in acute experimental acute hepatitis Canadian

Institutes of Health Proof of Principle Initiative Grant on Hepatitis C. $100,000 (CAN)

per annum, 07/01/02-06/30/05.

Co-investigator, The role of CC chemokines in eosinophil airway inflammation. RO1

AI3602-06 (10%). $200,000 per annum, 07/01/02-06/30/07.

Principal Investigator, Therapeutic Targeting of RANTES/CCLS during Chronic Fungal

Asthma. RO1 HL69865 (25%), $175,000 per annum, 08/15/03 - 07/31/07.

Principal Investigator, Pharmacological validation of a chronic fungal asthma model

characterized by persistent airway hyperreactivity, inflammation, and remodeling.

Almirall Prodesfarma, S.A., $59,000 per annum. 12/01/03-11/31/04

Co-investigator, Specialized Center for Clinically Orientated Research (SCCOR)

Project 1: Dynamic effects of chemokines on systemic inflammation. P50 HL-

074024-01 (5%) $200,000 per annum. 10/01/03 - 09/30/08.

Principal Investigator, IL-13 fusion cytotoxin as a targeted therapeutic for IIP.

RO1 HL073728-01 (25%), $225,000 per annum, 10/01/03 - 09/30/07.

tm

e

—EQ

25 R

PENDING:

A. Principal Investigator, Role of CCR7, CCLI9 and CCL21 in idiopathic interstitial
pneumonia. R01 HL076615-01 (20%), $225, 000 per annum, 04/01/04-03/31/09

PROJECTS UNDER STUDY:

Role of chemokines in airway remodeling due to allergic airway disease and asthma.
Role of chemokine receptors in airway remodeling due to allergic airway and asthma.
Role of chemokines and chemokine receptors in human interstitial fibrotic disease.
Novel approaches to targeting IL-4 and IL-13 in chronic allergic airway disease.

Role of IL-4 and IL-13 in chronic interstitial fibrotic disease.

Novel approaches to targeting IL-4 and IL-13 in human interstitial fibrotic disease.
Regulation of fibroblast activities during idiopathic interstitial pneumonias.

Role of chemokines and SCF in liver regeneration.

Role of CC chemokines in acute and chronic pulmonary inflammation.

ADMINISTRATIVE ACTIVITIES:

REGIONAL AND NATIONAL:

A. Membership in Professional Associations
1. American Association of Immunologists (AAI)
2. American Society for Investigative Pathology (ASIP)
3. American Thoracic Society (ATS)
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B. Journal peer-review .

Journal of Immunology (Associate Editor - July 1, 2002 — July 1, 2004)
American Journal of Physiology

American Journal of Pathology

Journal of Clinical Investigation

Journal of Leukocyte Biology

Journal of Clinical Immunology

American Journal of Respiratory Cell and Molecular Biology
Infection and Immunity

Blood

10.  Journal of Experimental Medicine

11.  Nature

12.  Trends in Microbiology

13.  Clinical Cancer Research

14.  Arthritis and Rheumatism

VXA B W=

C. Grant peer-review
1. National Institutes of Health, National Heart, Lung and Blood Institute.
2 Department of Veterans Affairs, Merit Review.
3. University of Michigan. Office of the Vice President for Research.
4. Canadian Institutes for Health Research.
5 The Wellcome Trust.

OTHER RELEVANT ACTIVITIES:
Center for Scientific Review, ZRG1 IMB (01)
Fellowship (F32) and R15 Review.
NIAID, Division of Extramural Affairs, Scientific Review Program
Special Emphasis Review Panel, RFA AI-03-010 (Innovative Grants on Immune
tolerance)

INVITED LECTURES/SEMINARS:

‘IL-13 receptor as a unique target in chronic pulmonary disease.’ 35™ Brazilian Congress of
Pharmacology, Aguas de Lindoia, Brazil. September 21-24, 2003.

‘Targeting IL-13 responsive cells in pulmonary disease.” The 6™ World Congress on
Inflammation, Vancouver. B.C. August 1-7, 2003.

‘Balancing innate and acquired immune events: lessons learned from Aspergillus fumigatus.’
International society for human and animal mycology. San Antonio, TX. May 25-29, 2003.
‘Chemokines at the interface between innate and acquired immunity.” Celgene, San Diego, CA.
April 15, 2003.

‘Chemokines at the forefront of pulmonary anti-fungal and allergic responses to Aspergillus
fumigatus.’ NCI, Fredrick, MD. March 21-22, 2003.

PATENTS

Method of treating allergen-induced airway disease.
University of Michigan and Micromet Inc.

Filed August 15, 2002.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICAITON IN REFERRED
JOURNALS.

Jakubzick C., Kunkel S.L., Lukacs N.W., Joshi B.H., Puri R.K., Hogaboam C.M. Interleukin-13
fusion cytotoxin arrests Schistosoma mansoni egg-induced pulmonary granuloma formation in
mice. Am. J. Pathol., 161(4): 1283-1297, 2002.

Oliveira S.H., Taub D.D., Nagel J., Smith R., Hogaboam C.M., Berlin A., Lukacs N-W. Stem
cell factor induces eosinophil activation and degranulation: mediator release and gene array
analysis. Blood, 100(13): 4291-4297, 2002.

Hogaboam C.M., Blease K., Schuh J.M. Cytokines and chemokines in allergic
bronchopulmonary aspergillosis (ABPA) and experimental Aspergillus-induced allergic airway
or asthmatic disease. Front. Biosci. , 8(1): E147-E156, 2003.

Simpson K.J., Henderson N., Bone-Larson C.L., Lukacs N.W., Hogaboam C.M., Kunkel S.L.
Chemokines in the pathogenesis of liver disease: so many players with poorly defined roles.

Clin Sci (Lond). Jan; 104(1): 47-63, 2003.

Simpson K.J., Hogaboam C.M., Kunkel S.L. Harrison D.J., Bone-Larson C.L., Lukacs N.-W.
Stem cell factor attenuates liver damage in a murine model of acetaminophen-induced hepatic
injury. Lab Invest. Feb; 83(2): 199-206, 2003.

Raman K., Kaplan M.H., Hogaboam C.M., Berlin A., Lukacs N\W. STAT4 Signal pathways
regulate inflammation and airway physiology changes in allergic airway inflammation locally
via alteration of chemokines. J. Immunol., Apr 1; 170(7): 3859-65, 2003.

Jakubzick C., Choi E.S., Kunkel S.L., Joshi B.H., Puri RK., Hogaboam C.M. Impact of
interleukin-13-responsiveness on the synthetic and proliferative properties of Thl- and Th2- type
pulmonary granuloma fibroblasts. Am. J. Pathol., 162: 1475-1486, 2003.

Ajuebor M.N., Hogaboam C.M., Le T., Swain M.G. CCL2/MCP-1 directly inhibits NKT cell
IL-4 production and is hepatoprotective during T cell-mediated hepatitis in the mouse. J.
Immunol., 170: 5252-5259, 2003.

Lukacs N.W., Miller A.L., Hogaboam C.M. Chemokine receptors in asthma: searching for the
correct immune targets. J. Immunol. 171: 11-15, 2003.

Ren X., Carpenter A., Hogaboam C.M., Colletti L.M. Mitogenic properties of endogenous and
pharmacological doses of macrophage inflammatory protein-2 after 70% hepatectomy in the
mouse. Am J Pathol. 163(2): 563-70, 2003.
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