THE UNIVERSITY OF MICHIGAN
MEDICAL SCHOOL

Department of Pathology

ANNUAL REPORT

b July 1999 - 30 June 2000



THE UNIVERSITY OF MICHIGAN

MEDICAL SCHOOL

Department of Pathology

ANNUAL REPORT

1 JULY 1999- 30 JUNE 2000



LIST OF FACULTY



Name

Abell, Murray R
Abrams, Gerald D.
Afify, Alaa M.
Al-Khafaji, Basim M.
Annesley, Thomas M.
Appelman, Henry, D.
Baker, James R.

Barr Jr., Mason
Beals, Theodore F.
Blaivas, Mila

Capps, Rodney D.
Chamberlain, Priscilla
Chensue, Stephen W.
Cho, Kathleen R.

D'Amato, Constance J.

Davenport, Robertson
de la Iglesia, Felix
Dressler, Gregory R.
Elner, Victor M.
England, Barry G.
Fantone, Joseph C.

Fearon, Eric R.
Finn, William

Flint, Andrew
Friedman, Bruce A.
Giacherio, Donald
Gikas, Paul W.
Giordano, Thomas J.
Gordon, David
Greenson, Joel

Headington, John T.

Heidelberger, Kathleen P.

Hogaboam, Cory
Johnson, Kent J.

LIST OF FACULTY

Rank

Professor Emeritus
Professor

Clinical Assistant Professor
Clinical Assistant Professor
Professor

Professor

Associate Professor
Professort

Assistant Professor

Clinical Associate Professor
Assistant Professor

Clinical Instructor II
Associate Professor
Associate Professor*
Assistant Professor
Associate Professor
Adjunct Professor**
Assistant Professor
Associate Professort+
Associate Professor
Professor and Director,
Anatomic Pathology
Professor*

Clinical Assistant Professor
Professor

Professor

Assistant Professor
Professor Emeritus
Assistant Professor
Adjunct Associate Professor
Associate Professor and
Director, Surgical Pathology
Professor Emeritus
Professor

Research Investigator
Professor

List of Faculty

Institutional Affiliation

The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan

Veterans Affairs Medical Center

The University of Michigan
The University of Michigan

Veterans Affairs Medical Center
Veterans Affairs Medical Center

The University of Michigan
The University of Michigan
The University of Michigan

‘Warner-Lambert; Parke Davis

The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan

The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan

The University of Michigan
The University of Michigan
The Universityof Michigan
The University of Michigan



Department of Pathology Annual Report

Name

Judd, W. John
Keller, Evan

Keren, David F.
Killeen, Anthony A.
Killen, Paul D.
Kunkel, Steven L.

Lieberman, Richard W.
Lowe, Lori

Lowe, John B.

Lukacs, Nicholas
McKeever, Paul E.
Mellerick-Dressler, Dervla
Michael, Claire W.
Midgley, A. Rees
Miller, Richard A.
Murphy, Hedwig S.
Naylor, Bernard
Nunez, Gabriel
Oberman, Harold A.
Paulino, Augusto F.
Phan, Sem H.

Pierson, Carl L.
Ramsburgh, Stephen R.
Rasche, Rodolfo
Remick, Daniel G.
Ross, Charles W.
Rubin, Mark A.
Schmidt, Robert W.
Schnitzer, Bertram
Shanberge, Jacob N.
Silverman, Eugene M.
Stoolman, Lloyd M.
Su, Lyndon

Rank

Professor

Assistant Professor##
Clinical Professor

Assistant Professor
Associate Professor
Professor and Co-Director,
Division of General Pathology
Clinical Assistant Professor+++
Clinical Assistant Professor
Professor

Assistant Research Scientist
Associate Professor
Assistant Professor

Clinical Assistant Professor
Professor

Professor

Assistant Professor
Professor Emeritus
Associate Professor
Professor

Clinical Assistant Professor
Professor

Assistant Professor

Clinical Instructor I
Clinical Assistant Professor
Associate Professor
Associate Professor
Assistant Professor#
Professor Emeritus
Professor

Clinical Professor

Clinical Associate Professor
Associate Professor
Clinical Assistant Professor

Institutional Affiliation

The University of Michigan
The University of Michigan
Warde Medical Laboratories
The University of Michigan
The University of Michigan
The University of Michigan

The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The Universityof Michigan

The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
The University of Michigan
William Beaumont Hospital
The University of Michigan
The University of Michigan
The University of Michigan



List of Faculty

Name ‘ Rank Institutional Affiliation

Till, Gerd O. Professor The University of Michigan
Varani, James Professor The University of Michigan
Vincenz, Claudius Research Investigator The University of Michigan
Ward, Peter A. Professor and Chairman The University of Michigan
Warren, Jeffrey S. v Associate Professor and The University of Michigan

Director, Clinical Pathology
Wilson, Thomas Assistant Professor The University of Michigan

*  Joint Appointment, Department of Internal Medicine

**  Joint Appointment, Dental School

*** Clinical Appointment, Warner-Lambert, Parke Davis

+ Joint Appointment, Department of Pediatrics and Communicable Diseases
++ Joint Appointment, Department of Ophthalmology

+++ Joint Appointment, Department of Obstetrics and Gynecology

# Joint Appointment, Department of Urology

## Joint Appointment, ULAM and Institute of Gerontology



S

Department of Pathology
October, 1999

Faculty, Residents and Fellows



TABLE OF CONTENTS



II.
II1.

OVERVIEW

Table of Contents

TABLE OF CONTENTS

INDIVIDUAL FACULTY REPORTS

SECTION REPORTS

A. Division of Anatomic Pathology
(Joseph C. Fantone, M.D.)

1.

Autopsy Service
(Daniel G. Remick, M.D.)

Cytopathology Laboratory
(Claire W. Michael, M.D.)

Dermatopathology Service
(Lori Lowe, M.D.)

Neuropathology Service
(Paul E. McKeever, M.D., Ph.D.)

Special Studies Laboratory
(Alaa Afify, M.D.)

Surgical Pathology Service
(Joel K. Greenson, M.D.)

B. Division of Clinical Pathology
(Jeffrey S. Warren, M.D.)

1.

Blood Bank and Transfusion Service
(Harold A. Oberman, M.D.)

Clinical Cytogenetics Laboratory
(Jeffrey S. Wareen, M.D.)

Combined Hematology Laboratory (including
Hematology, Bone Marrow, Flow Cytometry and
Coagulation)

(Bertram Schnitzer, M.D., William G. Finn, M.D.,
Charles W. Ross, M.D. and Alvin Schmaier, M.D.)

Histocompatibility and Immunogenetics Laboratory
(Jeffrey S. Warren, M.D.)

Clinical Inmunopathology Laboratory
(Jeffrey S. Warren, M.D.)

Clinical Microbiology/Virology Laboratories

Pages
15-17

21-275

281

283

285-286

287-288

289-290

291-292

293

297-298

299-301

303

305-308

309

311

313-314

11



Department of Pathology Annual Report

12

C.

(Carl L. Pierson, Ph.D.)

6. Phlebotomy Services and Central Distribution
(Harry Neusius)

General Pathology

1. Electron Microscopy
(Daniel G. Remick, M.D.)

2. M-Labs
(Eugene M. Silverman, M.D.)

3. Pathology Research Microarrary Laboratory
(Arul M. Chinnaiyan, M.D., Ph.D.)

4. Pathology Data Systems
(Bruce A. Friedman, M.D.)

3. Department of Veterans Affairs Medial Center
(Theodore F. Beals, M.D.)

5. Pfizer/U of M Joint Research Program

(Felix A. de la Iglesia, M.D. and Peter A. Ward, M.D.)

Finance and Administration
(Eugene J. Napolitan)

315-317

321-322

323-326

327-329

331-333

335-338

339-339

343-346



DEPARTMENTAL OVERVIEW



Departmental Overview

DEPARTMENTAL OVERVIEW
1999-2000

Introduction

As described below, there has been an influx of new faculty into the Department,
primarily involving replacements for open positions in Anatomic Pathology but also in
response to greatly increased demands in diagnostic clinical areas (e.g. surgical
pathology, cytopathology and dermatopathology). Several of the new diagnostic faculty
have also brought research expertise that has direct applications to surgical pathology.
The dental/medical student teaching programs of the Department have been enhanced by
development of websites that students have found to be very accessible and convenient.
The research enterprise of the Department continues to be very healthy, with a continued
emphasis on basic and clinically relevant mechanisms of inflammation, apoptosis and
neoplasia as well as new programs for bio-markers of solid tumors. Federal funding for
these programs continues to exceed projections. The Department underwent an Internal
Review, which was directed by Dr. Dan Remick. The External Review is scheduled for
July 6-7, 2000. As has been the case for many years, the Department is short on space
for faculty offices and for research laboratories. It should be noted that our research
space has not increased for nearly 15 years in spite of very robust growth of the research
enterprise of the Department. We continue to work actively with the Hospital to define
options for relocation (out of the Pathology Building) of the Clinical laboratories.

Teaching Activities

Faculty members continue to fill leadership roles as course directors, sequence
coordinators, and serve as Associate Dean for Medical Education in the Medical School
curriculum.  Several faculty members continue to be recognized as recipients of
outstanding teaching awards and selection as graduation class marshals. Pathology
laboratories continue to be a strength within the histology course and second year 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
exceptional evaluations. The Department continues to present a semester-long Dental
Pathology course and a summer semester course to Medical Illustration students. Both
courses continue to focus on the specific educational needs of these students and engage
them in more inter-active learning activities, including the implementation of Web-based
instruction. The Pathology graduate program was successful in recruiting two new
students. 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 prosper despite declining national student interest in pathology
residency training. The program consists of 28 house officers 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 and Children’s Hospital
of Philadelphia.
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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 several major clinical programs. 1999-2000 was marked by several
new faculty recruitments and several new initiatives. 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. The Laboratories continued to reallocate resources needed to meet the
continuing and marked increase in clinical activity experienced in 1999-2000.
Augmentation of the capabilities of the Molecular Diagnostics, Blood Bank, Tissue
Typing and Cytogenetics Laboratories was contributory to this process. There was a
marked improvement by clinical sites in compliance with the HCFA-mandated
documentation rules. In 1999-2000 the Laboratories performed more than 3 million
diagnosis laboratory analyses and more than 50,000 surgical pathology cases. The
maintenance of high quality service, in the face of increasing complexity of 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 remain a strong and vibrant
component of our academic mission. Faculty members continue to successfully compete
for extramural research support, attract outstanding graduate and post-doctoral fellows
from home and abroad, publish in highly visible, peer-reviewed scientific journals, and
serve on numerous national and international scientific committees. During the past year,
the expenditure of active grants and contracts credited to the Pathology Department’s
research efforts increased over one million dollars when compared to the previous year’s
expenditures. The total research expenditures for 1999-2000 were over $11.5 million;
this included approximately $8.05 million in direct expenditures and $3.5 million in
indirect expenditures. Faculty in the Department of Pathology hold 67 individual grants
from the National Institutes of Health, including a MERIT Award. Currently, the
Department ranks 10™ in terms of NIH support for academic Departments of Pathology.
In addition, other support originates from the National Science Foundation, Department
of Defense, American Heart Association, Environmental Protection Agency, American
Lung Association, the American Cancer Society, and contract grants from industry.
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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 SCOR. The faculty actively publish in both the clinical and experimental arena
and cover very diverse scientific and molecular mechanisms of disease. This past year
the faculty members in the Department of Pathology have collectively published
hundreds of scholarly articles in numerous peer-reviewed scientific journals, with many
of these articles appearing in journals with a high citation impact. Our faculty members
participate 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 careers. Our faculty members continue to
provide expertise for both internal and 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,
% ’A Zﬁw\»— Z /é"“zf
Peter A. Ward, M.D. Steven L. Kunkel, Ph.D.
Professor and Chairman Co-director, Division of General Pathology
ﬁ v
\m "f/”l/ —
Joseph C. Fantone, M.D. Jeffrey S. Warren, M.D.

Director, Division of Anatomic Pathology Director, Division of Clinical Pathology
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Individual Faculty Reports

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

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

monwy

Surgical Pathology Services - 4 months.

Necropsy Service - on call for consultation.

Pathologist, Cardiac Transplant Team. Transplant biopsies - 9 months.
Consultant for Gastrointestinal Pathology.

Consultant for Cardiovascular Pathology.

TEACHING ACTIVITIES:

A.

on

Freshman Medical Class:

1. Pathology 500, Course Director, Lecturer, "Basic Concepts of Disease" - 20
lecture hours.

2. Multidisciplinary Conferences - 6 contact hours.

3. Pathology 500, Histopathology Sequence, Sequence Director, Lecturer, Lab
Instructor - 32 contact hours (8 lectures, 24 lab hours).

Sophomore Medical Class:
1. Cardiovascular Sequence - Pathology Lab Coordinator.
2. 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. Macy Summer Science Academy - 1 lecture hour.

Hospital Conferences:

1. Cardiovascular Pathology Conference - monthly.

2. Internal Medicine, Morbidity, Mortality Conference/CPC - quarterly
House Officers:

1. Training in Surgical and Necropsy Pathology.

Invited Lectures:

1. Keynote Address, Medical School White Coat Ceremony - August, 1999.
Production of Teaching Materials:

1. Production of CD-ROM for Histopathology Lab Portion of Pathology 500.
Honors: Elected Class Marshall, Class of 2000
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III.
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RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A. Pathologic-Radiologic correlation in aortic disease, with D. Williams.
ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Member, Pathology House Officer Selection Committee.

MEDICAL SCHOOL/HOSPITAL/UNIVERSITY:

Member, Historical Center for the Health Sciences Liaison Committee.
Member, Component I Committee.

Ombudsperson, Medical Faculty.

Member, Medical School Executive Committee, through August, 1999.
Member, Sesquicentennial Celebration Committee.

moaw»

REGIONAL AND NATIONAL:
A. Editorial Board, Modern Pathology.

PUBLICATIONS:
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II1.

Individual Faculty Reports

ALAA M. AFIFY, M.D.
CLINICAL ASSISTANT PROFESSOR
DEPARTMENT OF PATHOLOGY -

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999-30 JUNE 2000

CLINICAL ACTIVITIES:

A.
B.

Cytopathology sign-out (in-house Gynecologic & Non-gynecologic cases) (10 months).
Sign-out transfer cytology cases (TC) (5 months).

Performance and interpretation of fine-needle aspirates at Cancer Center Clinic (5 months).

D. Rapid interpretation of fine-needle aspirations performed by Clinicians and Radiologists
(5months).
E. Intradepartmental cytology consultations (12 months)
F. Evaluation of immunohistochemistry control slides (12 months)
G. Necropathy Service (5 weekends).
TEACHING ACTIVITES:
A. Residents and Cytopathology Fellow (12 months)
1. Instruction in the evaluation, work-up and sign out of Gynecologic and Non-
gynecologic cytopathology cases.
2. Supervision and instruction in the performance, evaluation and interpretation of
fine-needle aspirates from patients at the Cancer Center Clinic.
3. Supervision and instruction in the evaluation and interpretation of the assisted
invasive deep-seated fine-needle aspirates.
B. Interdepartmental teaching lectures
1. Didactic cytopathology lectures and microscopic oriented teaching lectures.
2. Immunohistochemistry laboratory technologists teaching sessions.
C. Laboratory instructor, M-2 pathology Labs.
RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

1.
2.

3.

4.

Oncogenes expression in borderline serous ovarian carcinoma.
Expression of muscle markers in mesothelial cells and malignant cells obtained from
body fluid cytologic specimen.

Expression of Thyroid Transcription Factor-1 in pulmonary and non- pulmonary

adenocarcinoma obtained from body fluid cytologic specimen.
Fine-needle aspiration of spindle cell lesion of the head & neck: Diagnostic Accuracy,
Cytologic Artifacts and Pitfalls.

23
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V.

ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:
Director, Inmunohistochemistry Laboratory

PUBLICATION:

ARTICLES PUBLISHED IN REFEREED JOURNALS:

1.

2.

Afify AM, Wemess BA, Mark HF. HER-2/neu oncogene amplification in stage I and stage III
ovarian papillary serous carcinoma. Experimental & Molecular Pathology. 66(2):163-9, 1999.
Wermess B, Afify A.M, Eltabbakh GH, Huelsman K, Piver MS, Paterson JM. p53, c-erbB and K-
67 expression in ovaries removed prophylactically from women with a family history of ovarian
cancer. International J of Gynecological Pathology. 18(4):338-43, 1999.

Mark HF, Afify AM, Wemess BA, Das S. Mark, Samy M. Trisomy 8 in stage I and stage III
ovarian cancer detected by Fluorescent in-situ hybridization. Experimental & Molecular
Pathology. 66(1):76-81, 1999.

Afify AM, Liu Jing, Al-Khafaji BM. Cytologic artifacts and pitfalls of thyroid fine-needle
aspiration using ThinPrep ®: A comparative retrospective review. (Submitted).

Al-Khafaji BM and Afify AM. Salivary gland fine-needle aspiration using the ThinPrep ®
Technique: Diagnostic accuracy, cytologic artifacts and pitfalls. (Submitted).

ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEQOUS PUBLICATIONS IN UNDER JOURNALS: '

SCIENTIFIC POSTERS/ABSTRACT PRESENTATIONS:

1.

2.

24

Hyaluronic acid and CD44 aids in the differentiation between mesothelioma from
adenocarcinoma in serous effusions. Poster presentation at USCAP meeting, 2000.

Cytologic artifacts and pitfalls of thyroid fine-needle aspiration using ThinPrep ® A
Comparative Retrospective Review. Poster presentation at USCAP meeting, 2000.

Salivary gland fine-needle aspiration using the ThinPrep ® Technique: Diagnostic Accuracy,
Cytologic Artifacts and Pitfalls. Poster presentation at USCAP meeting, 2000.

Expression of p53, p21 WAFICIP! and Ki-67 in papillary serous carcinomas and serous tumors of
low malignant potential. Poster presentation at USCAP meeting, 2000.

Endoscopic ultrasound-guided fine-needle aspiration of the pancreas: Diagnostic

Utility & Accuracy. Poster presentation at annual scientific meeting of the American Society of
Cytopathology, 2000.

Fine-needle aspiration of “Neck Masses” Using the ThinPrep® Technique: Diagnostic Accuracy,
Cytologic Artifacts and Pitfalls. Poster presentation at annual scientific meeting of the American
Society of Cytopathology, 2000.
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Individual Faculty Reports

BASIM AL-KHAFAJI, M.D.
CLINICAL ASSISTANT PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

A.

Cytopathology {10.5 months}

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

2. Performance of Fine Needle Aspiration (FNA), at Cancer Center Clinic,
University Hospital, and Motts Children Hospital, to include rapid interpretation
and assessment of FNAs performed by Clinicians and Radiologists (including CT,
Ultrasound, Medical Procedures Unit, and outpatient clinics).

B. Review & Signout of Genitourinary (TS) cases. {4 months}
C. Performance, review, and signout of Autopsies. {5 weekend calls}
TEACHING ACTIVITIES:
A. Cytopathology Fellow: {Full time}
1. Microscopic sessions involving review of cytology preparations (Gyn & Non-Gyn).
2. Supervision and instructing on performance of FNA.
3. Supervision and instructing on rapid assessment of cytology preparations.
4 Discussion and review of pertinent cytology literature with emphasis on
diagnostic applications.
B. Pathology Residents: {Full time}
1. Introduction to the basic concepts of cytopathology through microscopic
interaction.
2. Instruction on FNA performance, and principles of cytopathology preparations.
C. Medical Students:
1. Pathology 600- Laboratory Instructor (24 contact hours)
2. Interaction through their pathology rotation with emphasis on explaining the role
of cytopathology and its interaction with the other specialties.
D. Interdepartmental teaching lectures to include:
1. Didactic Cytopathology lectures directed towards the pathology fellows and
pathology residents. {three sessions}
2. Microscopic oriented teaching lectures involving the residents and fellows. {three
sessions}
E. Mentor, Undergraduate Research Opportunity Program (UROP)

1. Project title "DNA & Morphometric Image Analysis of Urinary Cytology",
UROP project # 489, student (Sophia Saeed), winter and spring term.
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2. Project title "Virtual Textbook of Cytopathology"”, UROP project # 603, students
(Deepak K. Gupta, and Jenise Claiborne), winter and spring term.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

L.

w

v ok

Assessment of Cytologic/Histologic correlation of nongynecological cytology with
emphasis on the role of the Thin Prep technique

Diagnostic utility of Image morphometry in the follow-up of patients with TCC
Diagnostic utility of immunohistochemical markers in the follow-up of patients with
TCC.

The diagnostic accuracy of US-guided FNA of the pancreatic masses.

AGUS (Atypical glandular cells of undetermined significance), identifying cytologic
parameters based on cytologic/histologic and clinical follow-up.

Development of Web based, and Multimedia tools for cytopathology teaching, and
cytopathology intra and interdepartmental consultations.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

1. Cytopathology Division Quality assurance & control.

2. Cytopathology Fellowship Training

REGIONAL & NATIONAL:

1. Elected, Member Educational Development Committee, American Society of
Cytopathology.

2. Reviewer, Cancer/ Cancer Cytopathology Journal.

INVITED LECTURES/SEMINARS:

The Virtual Textbooks: Web-based Education has the time come.

University of Texas, MD

Anderson Cancer Center Faculty Development Seminar Feb 15™, 2000
The Virtual Textbook of Cytopathology, Myth or Reality. Michigan Society of Cytology, Livonia,
MI, June 2000

Glass Slides, Kodachromes, and Still Images: Time for Phase Retirement.

AIMCL June 2000

Meeting, University of Michigan, Ann Arbor, MI

Fine Needle-Aspiration of Head & Neck Masses: The Best Kept Secrets.

Department of

Otolaryngology, University of Michigan Medical School Otolaryngology for the Non
Otolaryngoligist: A Practical Update Seminar, October 99.

AWARDS:

1.

Best Web Site for advancing the field of Pathology through computer Technology. AP III
4th Annual Meeting, Pittsburgh, October 1999
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VII. PUBLICATIONS:

ARTICLES PUBLISHED IN REFERRED JOURNALS:

Al-Khafaji, B. Neoplastic Lesions of the Oral cavity: The Common and Not so Common.
International Online Journal of Otorhinolaryngology (Head & Neck Surgery). 3(2). 2000
Al-Khafaji, B. Cystic Lesions of the Neck: Differential Diagnoses with emphasis on FNA
findings. International Online Journal of Otorhinolaryngology (Head & Neck Surgery). 3(2).
2000

ARTICLES SUBMITTED FOR PUBLICATION IN REFERRED JOURNALS:

Al-Khafaji, B., Pasco-Miller, L., Zhang H. Z., Katz, RL. Chromosomal Aberrations in Renal cell
Carcinoma: A Diagnostic & Prognostic Role for Cytopathology. (Cancer Cytopathology)

Afify A. Al-Khafaji, B., Cytologic Artifacts & Pitfalls of Thyroid FNA using ThinPrep: A
Comparative Retrospective Review (Cancer Cytopathology

Al-Khafaji, B., Afify A. Salivary Gland Fine-Needle Aspiration Using the ThinPrep ® Technique:
Diagnostic Accuracy, Cytologic Artifacts and Pitfalls. (Cancer Cytopathology)

ABSTRACTS PUBLISHED:

Al-Khafaji, B., Afify A. Salivary Gland FNA using the ThinPrep Technique: Diagnostic
accuracy, Cytologic artifacts, & Pitfalls. Modern Pathology 13 (3), 41A, 2000. Presented in
poster format at the Annual USCAP meeting, New Orleans March, 2000

Afify A., Al-Kbafaji, B. Cytologic Artifacts & Pitfalls of Thyroid FNA using ThinPrep: A
Comparative Retrospective Review. Modern Pathology 13 (3), 41A, 2000 Presented in poster
format at the Annual USCAP meeting, New Orleans March, 2000

Al-Khafaji, B., Tranchida V., Afify A. Fine-needle aspiration of " Neck Masses" using the
ThinPrep® Technique: Diagnostic accuracy, Cytologic artifacts, & Pitfalls. Acta Cytologica
44(5), 2000.

Afify A., Al-Khafaji, B. Cytologic Artifacts & Pitfalls of Thyroid FNA using ThinPrep: A
Comparative Retrospective Review. Acta Cytologica, 44(5), 2000

Al-Khafaji, B., Lougee M. The Virtual Teaching Study Set: Myth or Reality. Arch Pathol Lab
Med 124(6), 818, 2000
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- THOMAS M. ANNESLEY, PH.D.
PROFESSOR OF CLINICAL CHEMISTRY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL. TEACHING AND RESEARCH ACTIVITIES:
Sabbatical Year 1999-2000
Visiting Scientists, Parke-Davis Pharmaceutical, Ann Arbor Michigan

Projects:
1. SELDI Mass Spectrometry Assay Development — Insulin, VEGF

2. LC-MS-MS Characterization of Fosphenytoin Metabolites
3. Free and Total PSA by Solid Phase Immunoassay

SPONSORED SUPPORT:
Visiting Scientist Salary Support, Parke-Davis Pharmaceutical, $25,000.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Biochemistry Section, Clinical Pathology Laboratories

B. M-Labs Technical Group

C. Coordinator, Clinical Pathology Laboratory CME Program
D. Clinical Pathology Discretionary Incentive Funds Committee

REGIONAL AND NATIONAL:

Board of Directors, National Academy of Clinical Biochemistry

House of Delegates, American Association for Clinical Chemistry
Membership Committee, 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

Member, American Society for Mass Spectrometry

TQMmEHUAWy

OTHER RELEVANT ACTIVITIES:

EDITORIAL BOARDS:

A. Clinical Chemistry, Editorial Board

B Book Reviews Editor, Clinical Chemistry

C. Therapeutic Drug Monitoring, Editorial Board
D Biomedical Chromatography, Editorial Board
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OTHER:

A. Clinical Chemistry, Reviewer
B. Biomedical Chromatography, Reviewer
C. Therapeutic Drug Monitoring, Reviewer

IV. PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

1. Judd, W ], Storry, J.R., Annesley, T.M., Reid, M.E., Bensette M., Rohrkemper, D., and Valdez,
R.: First example of a paraben-dependent antibody to an Rh antigen. Transfusion, 2000.

2. Roberts, W., Annesley, T., De, B., and Moyer, T.: Free phenytoin measurements by four
immunoassays compared to HPLC. Ther. Drug Monitor., 2000.

ABSTRACTS:

1. Shum, Y.Y, Bradbury., L., and Annesley, T.M.: Vascular endothelial analysis by SELDI-MS.
Proceedings of the 9™ analytical research symposia, 1999.

2. DE, B.K., Annesley, T.M., Moyer, T.P., and Roberts, W.L.: Evaluation of the Cobas Integra free
phenytoin immunoassay. Clin. Chem. 2000;46:A192.

30



II.

IIL.

Individual Faculty Reports

HENRY D. APPELMAN, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

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
Gastrointestinal and hepatic pathology tutoring - full time.
Lectures in gastrointestinal and liver pathology, 2 hours
. Consult conferences, 4-5 hours
terdepartmental:
G-I Tumor Conference - (1 1/2 hours/month).
Liver Biopsy Conference - one hour per month.
Gastrointestinal Biopsy Conference for Gastrointestinal fellows and staff, 3 hours

@)
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RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A. Are there specific histologic types of colonic adenomas that are more likely to recur, with
Klaus Lewin (UCLA) and members of the National Cancer Institute, Chemoprevention
Branch

B. 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 Harvard.

C. What gastric stromal tumors are always benign”? with Carolyn Misick and members of
the pathology department at the Cleveland Clinic

D. Lymphocyte colitis, a comprehensive clinical/endoscopic/histologic study, with Rachel
Vidal and members of the division of Gastroenterology.
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E. Anaplastic, lymphoma-like carcinoma arising in Barrett’s mucosa, with BJ McKenna, T
Nazeer, and A del Rosario, of Albany Medical Center

F. Neoplasms of the small intestines, a survey, with BJ McKenna of Albany Medical

- Center :

G. Adenomas of the duodenum: are there differences between sporadic and FAP-
associated? With Paul Kowalski

H. Is hyperplasia of the interstitial cells of Cajal a common reaction to intramural masses in
the gut? With Neil Bavakaty

L The apoptotic form of microscopic colitis, with a consortium of pathologists from around
the country

J. The status of the squamous mucosa next to segments of Barrett’s esophagus, with WL Lo
and Jeffrey Barnett

ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

A. Chairman, Advisory Committee on Appointments, Promotions and Tenure
B. Internal Review Committee, 1999

MEDICAL SCHOOL/HOSPITAL:

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

REGIONAL AND NATIONAL:

A. Member, Scientific Advisory Committee, International Organization for Statistical
Studies of Diseases of the Esophagus, Paris, France.

B. Visiting Pathologist for Regional Workshops on Pathologic Diagnosis in Inflammatory

Bowel Disease, sponsored by the Crohn's and Colitis Foundation of America and the

University of Chicago.

Central Pathologist, Polyp Prevention Trial, National Cancer Institute, Washington, DC

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, Gastroenterology, and American

Journal of Gastroenterology.

Member of the Council, member of the Ad hoc Nominating Committee, member of the

Young Investigator’s Committee, United States and Canadian Academy of Pathology, Inc

m Qmmyn

V. OTHER RELEVANT ACTIVITIES:

1. Distinguished Service Award Honoring George F. Stevenson, MD, the American Society
of Clinical Pathologists, Oct 1999
2. Visiting Professor, Department of Pathology, University of Iowa, May, 2000
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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 course, Chicago, IL, July, 23,
1999

“Cancers just above, within and just below the gastroesophageal junction: are they the same or
different, and how do we know?” lecture at the Gastrointestinal Pathology Society course,
Update on Esophageal Pathology, Annual meeting, American Society of Clinical Pathologists,
New Orleans, LA, Sept 24, 1999

“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, New
Orleans, LA, Sept 25, 1999

“Gastrointestinal biopsies that have either a differential diagnosis or no diagnosis”, seminar for
the Greater Detroit Pathology Society, Dearborn, MI, April 11, 2000

“Neoplastic diseases of the intestines”, half day course, Pathology of the Gastrointestinal Tract,
American Society of Clinical Pathologists, Aspen, CO, May 10, 2000

“Gastrointestinal stromal tumors are as annoying in the new millennium as they were in the old.”
Visiting Professor lecture, University of Iowa, Iowa City, IA, May 17, 2000

“Changing patterns and recognition of the pathology of inflammatory bowel diseases”, lecture
during the American Gastroenterological Association Clinical Symposium, San Diego, CA, May
24, 2000

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

Tworek JA, Goldblum JR, Weiss SW, Greenson JK, Appelman HD. Stromal tumors of the
abdominal colon: a clinicopathologic study of 20 cases. Am J Surg Pathol. 23:937-945, 1999
Tworek JA, Goldblum JR, Weiss SW, Greenson JK, Appelman HD. Stromal tumors of the
anorectum: a clinicopathologic study of 22 cases. Am J Surg Pathol. 23:946-954, 1999

Appelman HD. Guest Editorial: The Carney triad: a lesson in observation, creativity, and
perseverance. Mayo Clin Proc. 74:638-640, 1999

Kim B, Bamett JL, Kleer CS, Appelman HD. Endoscopic and histologic patchiness in treated
ulcerative colitis. Am J Gastroenterol. 94:3258-3262, 1999

Fontana RJ, McCashland TM, Benner KG, Appelman HD, et al. Acute liver failure associated
with prolonged use of bromfenac leading to liver transplantation. Liver Transplantation and
Surgery. 5:480-484, 1999

Valdez R, Appelman HD, Bronner MP, Greenson JK. Diffuse duodenitis associated with
ulcerative colitis, accepted for publication, Am J Surg Pathol
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CHAPTERS AND BOOKS:

Kleer CG, Appelman HD: Pathology of Crohn’s disease, accepted for publication, Surgical
Clinics of North America, WB Saunders, Philadelphia, 2000

McKenna BJ, Appelman HD, Neoplasms of the small intestine, in Quigley EE and Marsh MN,
eds.: The Small Intestine, Blackwell Scientific, Cambridge, MA, 2000

McKenna BJ, Appelman HD. Barrett's esophagus: morphologic considerations. in Orringer MB,
ed.: Shackelford's Surgery Of The Alimentary Tract - Vol 1, The Esophagus. W B Saunders,
Philadelphia, in press

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

Trupiano JK, Goldblum JR, Stewart RE, Appelman HD, Misick C: Gastric stromal tumors
(GST): correlation of features with aggressive clinical behavior. Mod Pathol. 13:90A, 2000
Kresty LA, Stoner GD, Normolle D, Beer DG, Appelman H, et al. Analysis of Ki-67 and P53 in
patients with non-dysplastic intestinal type Barrett’s esophagus. Cancer Research, 2000
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THEODORE F. BEALS, M.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

Diagnostic Electron Microscopy, Veterans Affairs Medical Center; Director of Electron
Microscopy Center of Excellence.

Cytopathology, Veterans Affairs Medical Center.

Surgical Pathology, Veterans Affairs Medical Center.

Fine Needle Aspiration, Veterans Affairs Medical Center.

Autopsy Pathology, Veterans Affairs Medical Center.

Tumor Board, Veterans Affairs Medical Center.

Chief Pathology and Laboratory Medicine, Ann Arbor Veteran Affairs Health Systems.

@imoaw  »

TEACHING ACTIVITIES:

A. Pathology House Officer elective: Diagnostic Electron Microscopy and Cytopathology.
B. Diagnostic Electron Microscopy Case Conference.
C. M2 Pathology Laboratory, Medical School

RESEARCH ACTIVITIES:
SPONSORED SUPPORT:

A. Tumor suppressor gene loci on chromosome 18 and prognosis in squamous cell
carcinoma. (Co-investigator, Thomas E. Carey PI)
B. Head and Neck Oncology Program Project. (G.T.Wolf)

PROJECTS UNDER STUDY:

Clinical relevance of ultrastructural characteristics of small cell carcinoma of lung.
Utilization of plastic embedded cell blocks and electron microscopy in fine needle
aspiration cytology.

DNA content as a predictor of chemotherapeutic response and prognosis in squamous cell
carcinoma of the larynx. (with C. Bradford).

Differentiation of isolated renal tubular epithelial cells in culture (with D. Humes).
Apoptosis in lung injury (with J.L. Curtis).

Mo Q wp
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ADMINISTRATIVE ACTIVITIES:

A.

- DEPARTMENTAL:

Electron Microscopy Committee.

MEDICAL SCHOOL/HOSPITAL:

NI omMEUAwp

Clinical Executive Committee, Veterans Affairs Medical Center.

Professional Standards Board, Veterans Affairs Medical Center.

Invasive Procedures Review Committee, Veterans Affairs Medical Center.

Electron Microscopy Committee, Veterans Affairs Medical Center.

Information Management Committee, Veterans Affairs Medical Center.

Cancer Committee, Veterans Affairs Medical Center.

Coordinator of Data Processing for Pathology and Laboratory Medicine Service,
Veterans Affairs Medical Center.

Dean’s Committee, Veterans Affairs Medical Center.

Facility Management Committee, VISN#1 1, Department of Veteran Affairs.

REGIONAL AND NATIONAL:

SRmomEYN W op
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Department of Veteran Affairs, Veterans Health Administration, Patient Care Services,
Chief Consultant Officer, Diagnostic Services Strategic Healthcare Group.

Department of Veterans Affairs, Veterans Health Administration, Director Pathology and
Laboratory Medicine.

National Veterans Affairs Pathology Field Advisory Board.

Armed Forces Institute of Pathology, Scientific Advisory Board.

Association of Pathology Chairs, Veterans Affairs Committee, Consultant.

National Veterans Affairs Cytopathology Committee, Chair.

National Veterans Affairs Surgical Pathology Committee, Chair.

National Veterans Affairs Diagnostic Electron Microscopy Ad Hoc Advisory Group.
Pathology Intersociety Council, Member.

Department of Veterans Affairs, Veterans Health Administration, Office of Information
Technology, Clinical Applications Requirement Group.

Department of Veterans Affairs, Veterans Health, Administration, Office of Information
Technology, Laboratory Expert Panel on Government Computerized Patient Record.
National Committee for Clinical Laboratory Standards, Delegate.

Department of Veterans Affairs, Veterans Health Administration, Telemedicine Field
Advisory Group.

OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:

None.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Predictive markers for response to chemotherapy, organ preservation, and survival in patients
with advanced laryngeal carcinoma. CR Bradford, GT Wolf, TE Carey, S Zhu, TF Beals, JM
Truelson, KD McClatchey, SG Fisher Otolaryngol Head Neck Surg 121:534-8, 1999

BOOKS AND CHAPTERS IN BOOKS:
Successes in Autopsy Practice. Publication of Veterans Health Administration. 1999

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

Telemedicine in the Veterans Health Administration. The American Telemedicine Association
Annual Meeting, 1999.

Early Onset Post-Irradiation Sarcoma of the Head and Neck. Am Acad Otol- Head and Neck
Surg, 1999
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MILA BLAIVAS, M.D., PH.D.
CLINICAL ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

Six and a half months of Neuropathology Service.

Three weeks of Autopsy Service and seven weekends autopsy calls.

Muscle and nerve biopsies at the UMHS and referred by other hospitals in- and out-of-
state throughout the year.

Consultations on brain biopsies, autopsied brains and rheumatology cases.

Coverage of muscle and nerve biopsies for MSU.

Diagnoses on autopsied brains for ADRC program.

TEACHING ACTIVITIES:

SrEomEY QAW

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

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

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

Conferences on muscle and nerve cases with Neurology Department.

Neuropathology cases review with Pathology Residents.

Weekly Conferences with Neuromuscular staff.

Conferences and lectures for Neurosurgery Residents and staff.

Monthly conferences for Rheumatology residents and staff.

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

A month with a Japanese visiting pathologist from Nagoya.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A.

B.

Histology of animal models of rheumatoid arthritis with Arthritis and Rheumatology with
Blake Roessler.

Urethral musculature in aging and incontinence, with John DeLancey group,
Obstetrics/Gynecology.

Rat model in brain tumors growth and treatment, with Neurosurgery Department (Philip
Kish, grant application submitted.)

Co-investigator on P.E. McKeever, M.D. grant “Glioma Tissue Markers of Potential

Diagnostic and Prognostic Value.”
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Evaluation of temporal lobectomy/hippocampectomy cases with Erasmo Passaro, M.D.,
and the epilepsy group (grant submitted).

Several projects with the epilepsy Division of Neurology.

Collaboration with EMG. group, Radiology (S. Gebarski, M.D.), neurosurgery,
pulmonary/internal medicine and ophthalmology on various projects.

Supervision of histology/immunohistochemistry projects for residents, fellows and
researchers in Neurosurgery, Neurology and Neuroscience labs.

L ADRC grant, co-investigator (diagnosis of dementia in autopsied brains).

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.

D Daily monitoring muscle histochemistry group performance.

MEDICAL SCHOOL:

A. Member of the Admissions Comumittee.
REGIONAL AND NATIONAL:

Neuropathology conferences for pathology residents, St. John Hospital in Detroit (until
8/00).

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

Invited lecture to Medical College of Ohio Neurology.

Member, American Association of Neuropathologists, IAP, CAP, PNS, and AAN.
Attended the meeting of American Association of Neuropathologists with posters
presentation.

AANP Awards Committee, member.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN PEER REVIEWED
JOURNALS:

*Galasso JM, Stegman LD, Blaivas M, Harrison JK, Ross BD, Silverstein FS: Transplanted 9L
gliosarcomas induce expression of the monocyte chemoattractant Protein-1 receptor, CCR2, in
rat brain. Experimental Neurology 2000, 161:85-95.

*Alrawi A, Trobe JD, Blaivas M, Musch DC: Brain biopsy in primary angitis of the central
nervous system.: Neurology 1999, 53:858-860.
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*Pandit M, DeLancey OL, Iyengar J, Blaivas M, Ashton-Miller JA: Development of techniques
to quantify urethral nerve size and distribution: histological methods. Accepted to Obstetrics
and Gynecology.

*Pandit M, DeLancey JOL, Ashton-Miller JA, Iyengar J, Perocchini D, Blaivas M:
Quantification of the intramuscular nerves within the female striated urogenital sphincter
muscle. Accepted to Obstetrics and Gynecology.

*Smith AG, Blaivas M, Russel JR, Urbanits S, Grisold W, Feldman EL: The clinical and
pathologic features of focal myositis. Muscle and Nerve, in press.

*Gorelick J, Ross DA, Merentette L, Switz K, Blaivas M: Sinonasal undifferentiated
carcinoma: a case series and review of the literature. Neurosurgery, in press.

*Herrmann DN, Wald JJ, Blaivas M, Feldman EL: Granulomatous myositis, primary biliary
cirrhosis, pancytopenia and thymoma: a case report and review of the literature. Muscle and
Nerve, in press.

Scott RS, Blaivas M, et al: The pathology of REM sleep behaviour disorder with comorbid
Lewy body dementia. Accepted to Neurology.

* Resident or Fellow

ARTICLES SUBMITTED FOR PUBLICATION:

*Rickman DS, Tyagi R, Zhu X-X, Bober MP, Song S, Blaivas M, Miser DE, Israel M, Ross DA,
Kish PE, Hanash SM: The axonal cell adhesion molecule TAX-1 is aberrantly expressed in
malignant gliomas: To: Nature.

*Fishman S, Blaivas M, Fink JK: Levodopa-carbidopa responsiveness in African-American
subject with Machado-Joseph Disease type IV. To: Neurology.

Kish PE, Blaivas M, Strawderman M, Muraszko KM, Ross DA: Magnetic resonance imaging of
ethyl-nitrosourea-induced rat gliomas: a model for experimental therapeutics of low=grade
gliomas. To: Neuro-oncology.

*Flaherty KR, Wald J, Zeballos RJ, Blaivas M, Weisman IM, Schork MA, Zisman D, Rubenfire
M, Martinez FJ: Unexplained exertional limitation: characterization in a large cohort discovered
to have mitochondrial myopathy. To: Annals of Internal Medicine.

* Resident or Fellow

ABSTRACTS, BOOK REVIEWS PUBLISHED LETTERS TO THE EDITOR,

MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

Gebarski SS, Blaivas M: Adult primary brain neoplasms: the role of the germinal matrices.
Presented at RSNA 85" Scientific Assembly and Annual Meeting, 1999.

Pandit M, DeLancey JOL, Iyenger J, Blaivas M, Ashton-Miller J: Quantification of circular and
longitudinal smooth muscle in the ventral wall of the female urethra. Presented at the American
Urogynecology Society fall meeting, 1999.

Kish PE, Blaivas M, Strawderman M, Muraszko KM, Ross DA: Magnetic resonance imaging of
ethyl-nitrosourea-induced rat gliomas; anti-progressional effects of vitamin A. Presented at
Neuro-Oncology Meeting, Fall 1999.
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Blaivas M, Greenberg HS, Gebarski SS: Sarcomatoid mesothelioma metastatic to spinal roots
and probably to cranial nerves. J Neuropathology 59(5): 440, 2000. Presented at AANP
Meeting, Atlanta, GA, June 8-11, 2000.

*Hedera P, Fink JK, Blaivas M: A family of three and one unrelated patient with CADASIL in
Michigan. Diagnosis of brain and skin. J Neuropathology 59(5): 430, 2000. Presented at
AANP Meeting, Atlanta, GA, June 8-11, 2000.

Blaivas M, Gebarski S: Complex “embryonal” glio-neuronal tumors in adults defy WHO
classification. Admitted for presentation at the XIVth International Congress of
Neuropathology, Birmingham, United Kingdom, September 2-9.

Gebarski S, Blaivas M: Oligoastrocytoma: a geminal matrix neoplasm. To be presented at the
RSNA Annual Meeting, Chicago, IL, November/December 2000.

* Resident or Fellow
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STEPHEN W. CHENSUE, M.D., PH.D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENT REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

A.

@ #mWm Yun w

Director, Clinical Laboratories, Veterans Affairs Medical Center, responsibilities include,
equipment and methodology evaluation, review and consultation regarding quality
management programs, personnel evaluation, counseling and grievance procedures.
Hematology, daily evaluation of pathologist referred blood smears, bone marrow smears,
Veterans Affairs Medical Center (approx 300 cases/1999).

Surgical/Frozen Section Diagnosis (approx 250 cases/1999)

Surgical Case Diagnosis (4 months in 1999, approx. 1800 cases) Veterans Affairs
Medical Center.

Autopsy Service, rotational basis, on call 13 weeks/year (staffing 11 cases in 1999).
Special Chemistry/Immunology, daily interpretation of protein electrophoreses and
problem ligand studies (approx 900 cases/1999), Veterans Affairs Medical Center.

Blood Bank, consults and investigations, full time as needed, Veterans Affairs Medical
Center.

TEACHING ACTIVITIES:

A.

B.
C.
D

Pathology house officers, Surgical Pathology/Autopsy supervision and instruction, (5
months/year)

Medical Students, Pathology 600 laboratory (33 contact hours)

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

Graduate and undergraduate students, research project mentoring.

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A.

B
C.
D

Principal Investigator, Cytokine Cascades in Granuloma Formation, VAMC Merit
Review Grant, ($93,000 direct costs annually, 1997-2000).

Principal Investigator, Chemokine Receptor Dynamics in Granuloma Formation, NIH
Al43460 ($115,000 direct costs annually, 1998-2001)

Principal Investigator, Prostate Carcinoma Bone Metastasis in a SCID-hu Mouse Model,
VERAM ($5,000)

Co-investigator, Molecular Mechanisms of Lung Host Defense, VA REAP Grant
(250,000 annually, 1998-2003)
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PROJECTS UNDER STUDY:
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Cytokine manipulation of mycobacterial (Th1l) and schistosomal (Th2) Ag mediated
forms of hypersensitivity granuloma formation.

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

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

Regulation of chemotactic cytokine production by leukocytes and stromal cells.

Analysis of eosinophil recruitment factors in type 2 granulomatous inflammation.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A.
B.
C.

Graduate Program Exam Committee
Member of graduate student thesis committees.
Interviewing and evaluation of residents and faculty.

MEDICAL SCHOOL/HOSPITAL:

MY oW

Blood Utilization Review Committee, Veterans Affairs Medical Center, Chairman.
Ambulatory Care Committee, Veterans Administration Medical Center.

Personnel employment and annual evaluations.

Anatomic Pathology Quality Assurance evaluation and reporting

Editor, VALabs Newsletter.

REGIONAL AND NATIONAL:

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

R

OTHER RELEVANT ACTIVITIES:

A.
B.

Case presentations at Tumor Board and Morbidity and Mortality Conferences.
Tissue evaluation for clinical researchers.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

Bergerot, 1., Armreaza, G.A., Cameron, M.J., Burdick, M.D., Strieter, R.M., Chensue, SW.,
Chakrabarti, S., and Delovitch, T.L. Insulin B-chain reactive CD4 (+) regulatory T-cells induced
by oral insulin treatment protect from type 1 diabetes by blocking the cytokine secretion and
pancreatic infiltration of diabetogenic effector T-cells. Diabetes. 48:1720-1729, 1999

Hogaboam, G.M., Bone-Larson, C.L., Lipinski, S., Lukacs, N.-W., Chensue, S.W., Strieter, R.M.,
and Kunkel, S.L. Differential monocyte chemoattractant protein-1 and chemokine receptor 2
expression by murine lung fibroblasts derived from Thl-and Th2-type pulmonary granuloma
models. J. Inmunol. 163:2193-2201, 1999

Moormann A.M., Sullivan A.D., Rochford R.A., Chensue S.W., Bock P.J., Nyirenda T.,
Meshnick S.R. Malaria and pregnancy: Placental cytokine expression and its relationship to
intrauterine growth retardation. J. Infect. Dis. 180:1987-1993, 1999

Ruth, J.H, Warmington, K.S., Shang, X., Lincoln, P., Evanoff, H., Kunkel, S.L., and Chensue
S.W. Interleukin-4 and —13 participation in mycobacterial (type-1) and schistosomal (type-2)
antigen-elicited pulmonary granuloma formation: Multiparameter analysis of cellular
recruitment, chemokine expression and cytokine networks. Cytokine 2000, in press.

Tong-Yuan Yang, Chen, S-C., Leach, M.W., Manfra, D., Homey, B., Wiekowski, M., Sullivan,
L., Jenh, C-H., Narula, S.K., Chensue, S.W. and Lira, S.A. Transgenic expression of the
chemokine receptor encoded by HHVS8 induces an angioproliferative disease resembling
Kaposi's sarcoma. J. Exp. Med. 2000, 191:445-453.

Matsukawa, A., Lukacs, N.W., Standiford, T. J., Chensue, S.W. and Kunkel, S.L.
Overexpression of MCP-1 differentially alters development of Thl and Th2 type responses in
vivo. J. Immunol. 2000, in press.

Lukacs, N.W., Hogaboam, C., Chensue, S.W., Blease, K. and Kunkel, S.L. Type-1/Type-2
cytokine paradigm and the progression of pulmonary fibrosis. Chest, 2000, in press.

Kunkel, S.L. Chensue, S.W., Colletti, L., Standiford, T., Lukacs, N., Strieter, R.M. Cytokine
networks and leukocyte recruitment. Cytokines in Pulmonary Disease: Infection and
Inflammation. 2000, 141:19-35.

BOOKS AND CHAPTERS IN BOOKS:

Kunkel, S.L., Lukacs, N.-W., Strieter, R.M., Standiford, T. and Chensue, S. W. The function of
chemokines in health and disease. In, Chemokines and Cancer. pp. 3-19. 1999.

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

Qiu, B., Reich, F., Frait, K.A., and Chensue, S.W. Chemokine profiles during mycobacterial
(type-1) and schistosomal (type-2) antigen-elicited lung granuloma formation. FASEB J. 2000,
14(4): A489.6.
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Shang, X.Z., Frait, K.A. and Chensue, S.W. Chemokine receptor expression among CD4+ T
cells participating in mycobacterial (Type-1) and schistosomal (Type-2) antigen-elicited
granuloma formation. FASEB J. 2000, 14(6): A1096.

- Hogabaom, C.M., Blease, K., Mehrad, B., Standiford, T.J., Lukacs, N.W., Chensue, S.W., Lu,

B., Gerard, C., and Kunkel, S.L. Airway remodeling is absent in CCR1-/- mice during chronic
fungal allergic airway disease. FASEB J. 2000, 14(6): A1067.
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KATHLEEN CHO, M.D.
ASSOCIATE PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

A.

Gynecological pathology consultation services — six months.

TEACHING ACTIVITIES:

A.

m o 0o w

Postdoctoral Fellows:
Responsible during the current academic year for the following:

[

2
3.
4.
5

6.

Denise C. Connolly, Ph.D.
Rong Wu, M.D.

Donald Schwartz, Ph.D.

Ya-Li Zhai, Ph.D.

Xiaodan Ren, Ph.D. (6 months)
Amy Ferguson, M.D. (3 months)

Graduate students:

Course Faculty, Pathology 581 — two lecture hours
Undergraduate students:

Danielle Darrah

House Officers:

Two staff consultation conferences
Interdepartmental:

Multidisciplinary Gynecologic Oncology tumor board — one hour twice per month
Cancer Biology Journal Club: Faculty Supervisor
National:

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

International:
Course Faculty: 10® Anniversary Annual Review Course on Gynecologic Oncology and
Pathology, Kyoto, Japan

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A.

Individual Faculty Reports

Principal Investigator, "Studies of the Molecular Pathogenesis of Cervical Cancer”, NIH
R29 CA64466 (50% effort), $73,743 annual direct costs, April 1, 1995 — March 31, 2000.
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B.

Principal Investigator, "FHIT Gene Alterations in Cervical Cancer Pathogenesis", NIH
RO1 CAB81587 (30% effort), $171,441 annual direct costs, September 1, 1998 - August
31, 2001.

Principal Investigator, Project 2 ("Molecular Profiling of Ovarian Cancer", 15% effort).
NIH: U19 CA84953-01 (Hanash). "Toward a Molecular Classification of Tumors,"
Project #2 Annual Direct Costs: $95,129, September 30, 1999 — March 31, 2004.
Co-Investigator (10% effort), "CDX2 Tumor Suppressor Pathway Defects in Colon
Cancer", NIH 1R01CA82223-01 (Fearon). Annual Direct Costs: $147,301, August 15,
1999 — May 31, 2004.

Co-Investigator (10% effort), "The Role of B-Catenin/Tcf Pathway Defects in Cancer."
NIH 1R01CA85463-01 (Fearon)(6/1/00-5/31/05). Annual Direct Costs: $200,000, June
12000 - May 31, 2005.

Sponsor of postdoctoral fellow (Dr. Donald Schwartz) in the Cancer Biology Training
Program, University of Michigan Comprehensive Cancer Center, NIH 5T32CA09676-08,
salary support from July 1, 1999 — June 30, 2001.

PENDING: None

PROJECTS UNDER STUDY:

A.

o Nw

t

Evaluation of loss of Fhit protein expression as a tumor progression and/or prognostic
marker for cervical cancer.

Development of an in vitro model of cervical cancer progression

Molecular profiling of ovarian epithelial tumors using 2-D gel approaches and DNA
microarray technologies.

Identification and characterization of novel genes differentially expressed in ovarian
carcinomas.

Characterization of genetic alterations in poorly differentiated (anaplastic) colorectal
carcinomas.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A.

Departmental Self-Study Committee

REGIONAL AND NATIONAL:

A

B
C.
D

Member, Oral Biology and Medicine 1 Study Section, National Institutes of Health,
1998-2001.

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

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

Member, National Comprehensive Cancer Center Panel for establishment of endometrial
and cervical cancer treatment guidelines, 1997-present.
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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. Ad hoc reviewer for Journal of the National Cancer Institute, Journal of Clinical

Investigation, Neoplasia, American Journal of Pathology, Laboratory Investigation,
Modern Pathology, International Journal of Cancer

INVITED LECTURES/SEMINARS:

Molecular Biology of Gynecological Tumors. Molecular Biology in Clinical Oncology
Workshop, American Association for Cancer Research, The Given Institute, Aspen, Colorado,
July 1999.

Molecular Biology of Cervical Cancer. Gynecologic Oncology Group Semi-Annual Meeting.
Scottsdale, Arizona, July 1999.

10™ Annual Review Course on Gynecologic Oncology and Pathology. Lectures on “Molecular
Biology of Ovarian Cancer”, and “New Tools for Molecular Profiling of Human Cancer”.
Kyoto, Japan, November 1999.

Pathology Grand Rounds. “The Molecular Pathology of Cervical Cancer”. Thomas Jefferson
University Dept. of Pathology, Anatomy, and Cell Biology. Philadelphia, Pennsylvania,
December 1999.

HPV and Beyond: The Molecular Biology of Cervical Cancer. Postgraduate Course at The
Society of Gynecologic Oncologists (SGO) Annual Meeting. San Diego, California, February
2000.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

Szych, C., Staebler, A., Connolly, D.C., Wu, R., Cho, K.R., and Ronnett, B.M. Molecular
Genetic Evidence Supporting the Appendiceal Origin of Pseudomyxoma Peritonei in Women.
American Journal of Pathology 154:1849-55, 1999.

Wu, R., Connolly, D.C., Ren, X., Fearon, E.R., and Cho, K.R. Somatic Mutations of the
PPP2RIB Candidate Tumor Suppressor Gene at Chromosome 1123 are Infrequent in Ovarian
Carcinomas. Neoplasia 1:311-314, 1999.

Connolly, D.C., Katabuchi, H., Cliby, W.A., and Cho K.R. Somatic Mutations in the
STK11/LKBI Gene are Uncommon in Rare Gynecological Tumor Types Associated with Peutz-
Jeghers Syndrome. American Journal of Pathology 156:339-345, 2000.
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Wu, R., Connolly, D.C., Dunn, R.L., and Cho, K.R. Restored Expression of Fragile Histidine
Triad (Fhit) Protein and Tumorigenicity of Cervical Carcinoma Cells. Journal of the National
Cancer Institute 92:338-44, 2000.

Kolligs, F.T., Kolligs, B., Hajra, K.M., Hu, G., Tani, M., Cho, K.R., and Fearon, E.R. y-Catenin
is regulated by the APC tumor suppressor and its oncogenic activity is distinct from that of -
catenin. Genes and Development 14:1319-1331, 2000.

Connolly, D.C., Greenspan, D.L., Wu, R., Ren, X., Dunn, R.L., Shah, K.V. Jones, R.W., Bosch,
F.X., Mufioz, N., and Cho, K.R. Loss of Fhit expression in invasive cervical carcinomas and
intraepithelial lesions associated with invasive disease. Clinical Cancer Research (in press).

ARTICLES SUBMITTED OR IN PREPARATION:

1.

50

Wu, R., Connolly, D.C., Bosch, F.X., Muifioz, N., and Cho, K.R. Somatic mutations of fibroblast
growth factor receptor 3 (FGFR3) are uncommon in carcinomas of the uterine cervix
(submitted).

Hough, C.D., Sherman-Baust, C.A., Pizer, E.S., Montz, F.J., Im, D.D., Rosenshein, N.B., Cho,
KR, Riggins, G.J., and Morin, P.J. Large-scale serial analysis of gene expression (SAGE)
reveals genes differentially expressed in ovarian cancer (submitted).

BOOKS/CHAPTERS IN BOOKS:

Cho, K., and Hedrick, L. Molecular Biology. In Blaustein's Pathology of the Female Genital
Tract, 5th edition, ed. Robert J. Kurman, Springer-Verlag, New York, Inc., in preparation.
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Individual Faculty Reports

CONSTANCE J. D'AMATO, B.S.
ASSISTANT PROFESSOR OF NEUROBIOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

A.

@ m @wm U o %

Occasionally work with house officers and staff in Pathology and other departments in
the gross and microscopic examination of dementia brains from autopsies at University
Hospital.

Occasionally attend and instruct house officers in the removal and gross examination of
brains from autopsies at University Hospital.

Work with Neuropathology Staff on autopsy brain material sent for consultative study
from University-associated hospitals, other hospitals, and institutions.

Plan and present Dementia Brain Cutting Conference for house officers, students and
faculty, for gross diagnosis and demonstrations of diagnostic methods, and teaching.

Plan and present gross and microscopic Neuropathology every two months for the
Neurology Department, and occasionally for their Grand Rounds.

Continuous review of quality control of diagnostic techniques, and autopsy
neuropathology, and search for improved and new methods.

Co-coordinator, Neuropathology Core Laboratory, MADRC.

TEACHING ACTIVITIES:

A.

D.

Neuroscience Sequence, Neuropathology for Second Year Medical Students, two-one
hour lectures, eight hours laboratory, and sequence coordinator for the eight week
sequence.

Neuropathology 858. Intensive laboratory-lecture course for house officers and fellows,
in Pathology and in the several clinical services concerned with the nervous system, and
medical students, graduate students, and faculty; implement, plan, and teach the course.
Annual, 8 hours. One credit hour elective.

Neuropathology teaching for house officers and fellows from the several clinical services
concerned with the nervous system, and medical students who take an elective rotation in
Neuropathology.

Teach laboratory techniques and basic neuroanatomy and neuropathology to our
laboratory technologist (MADRC).

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A.

The Pathologic Examination of Human Autopsy Brains From Patients With Clinical
Diagnosis of Alzheimer's, Huntington's, Pick's, and Other Dementing Diseases is being
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done in collaboration with Drs. Roger Albin, Sid Gilman, and Norman Foster in the
Michigan Alzheimer Disease Research Center, and 1999 - with R. Scott Turner, M.D.,
transgenic mouse model of plaques similar to Alzheimer's disease.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Anatomic Pathology Committee.
B. Organize and teach the Neuropathology 858 Course.

MEDICAL SCHOOL/HOSPITAL:

A. Coordinator for the Neuroscience Sequence, 2nd year medical students.
B. Neuroscience Curriculum Committee, Chairman.

C. Coordinator for Neuropathology, Neuroscience Sequence.

D. Neuroscience Examination Committee, Chairman.

E. Admissions Committee, the University of Michigan Medical School.

F. Curriculum Policy Committee (Elected).

REGIONAL AND NATIONAL:

A. American Association of Neuropathologists.

B. American Academy of Neurology.

C. Society for Neuroscience.

D. Michigan Chapter: Society for Neuroscience.
OTHER RELEVANT ACTIVITIES:
INVITED PRESENTATIONS:

"Alzheimer's Disease and Other Dementias," Alzheimer's Association, Eastern Michigan
University and McCauley Health Center, March 2000.

"Brain Autopsy and its Importance in Diagnosis": 4th Alzheimer's Association Schreiber
Conference, Kalamazoo, Michigan, May 2000.

PUBLICATIONS:

ARTICLES ACCEPTED FOR PUBLICATION IN REFEREED JOURNALS, BOOK
CHAPTERS:

Kluin, K.J., Gilman, S., Foster, N.L., Sima, A.AF., D'Amato, C.J., et al: Neuropathologic
correlates of dysarthria in progressive supranuclear palsy. Revised for Archives of Neurology,
June 2000.

Dickson, D.W., Liu, W.K., Hardy, J., Farrer, M., Mehta, N., Utti, R., Mark, M., Zimmerman, T.,
Golbe, L., Sage, J., D'Amato, C.J., et al: Widespread alterations in alpha-synuclein in multlple
system atrophy. American J. Pathology, 1999, 155:1241-1251.
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Sima, A.AF., D'Amato, C, Foster, N.L.: Neuropathology of Chromosome -17- Linked
Dementia. Dement. Geriatr. Cogn. Disord., 1999, 10 (suppl):61-63.

Turner, R.S., D'Amato, C.J., Chervin, R.D., Blaivas, M.: The Pathology of REM sleep behavior
disorder with comorobid Lewy body disease. In press, Neurology, 2000. :

ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,

MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

Alton, S.J., D'Amato, C.J., Gratsch, T.E., McDonough, K.L., Cerebellar implantation of embryo
stem cell derived neuroepithelial progenitor cells. Society for Neuroscience, 2000.
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ROBERTSON D. DAVENPORT, M. D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

A. Associate Medical Director, Blood Bank and Transfusion Service, University of
Michigan Hospitals.

TEACHING ACTIVITIES:

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

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

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

D. M4 Pharmacology course, Blood transfusion.

E. Clinical Pathology Grand Rounds, Adverse effects of transfusion

F. Michigan Association of Blood Banks, Non-hemolytic transfusion reactions

G. Michigan Association of blood Banks, Immune responses

H. American Association of Blood Banks, Regulation of immune responses

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Principal Investigator, “A Murine Model of Hemolytic Transfusion Reactions”, National
Blood Foundation.

B. Principal Investigator, “Postmarketing Pharmacovigilance of SD-Plasma”, V. I
Technologies, Inc.

C. Principal Investigator, “Evaluation of Solvent/Detergent-Treated Plasma, Isoagglutinin

Depleted, in Normal Healthy Volunteers”,

PROJECTS UNDER STUDY:

oOowy

Cytokine production in hemolytic transfusion reactions.
Mechanisms of hypotensive transfusion reactions.
Viral Safety of solvent/detergent treated plasma.
Isoagglutinin-depleted plasma.
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ADMINISTRATIVE ACTIVITIES:

MEDICAL SCHOOL/HOSPITAL:

A. Transfusion Committee.

OTHER RELEVANT ACTIVITIES:

Past-President, Michigan Association of Blood Banks.

Executive Committee, Michigan Association of Blood Banks.

Program Committee, Michigan Association of Blood Banks.

Scientific Section Coordinating Committee, American Association of Blood Banks.
Medical Advisory Committee, American Red Cross Southeastern Michigan Region.
Editorial Board, Transfusion.

Reviewer, Transfusion.

Reviewer, Chest.

Reviewer, American Journal of Clinical Pathology.

Reviewer, Journal of Clinical Investigation.

SEmomMmYOw

PUBLICATIONS:

ARTICLES SUBMITTED FOR PUBLICATION IN REFEREED JOURNALS:

Penezina OP, Davenport RD. The Expression of Platelet Activation-Specific Markers during
short-term Storage of Citrated Whole Blood at Room Temperature. Submitted to Transfusion.

ABSTRACTS, AND PRESENTED PAPERS:

Fomovskaia GN, Haddock TF, Kubish GN, Penezina OP, Davenport RD. Nageotte chamber
method for very low number of leukocytes counting validated for stored red blood cells.
Transfusion 39:17S, 1999.

Penezina OP, Fomovskaya GN, Haddock TF. Davenport RD. Changes in the dextran purified
human blood leukocyte cell subsets content after filtration via polyester filters coated with
immobilized chondroitin sulfate A. Transfusion 39:41S, 1999.

Davenport RD, Fomovsky M. Serology and mortality in murine hemolytic transfusion reactions.
Transfusion 39:818S, 1999.

Davenport RD, Butch SH. Fresh frozen plasma vs. reduced-risk plasma: Comparison of
transfusion-transmitted disease risk in major surgery. Transfusion 39:99S, 1999.

Judd WJ, Davenport RD, Downs T. In-vitro analysis on isoagglutinin-depleted solvent detergent
plasma: A “universal” plasma for transfusion. Transfusion 39:100S, 1999.

CHAPTERS IN BOOKS:

Davenport RD: The immune system: an overview. In: Vamvakas S, Blajchman MD (eds):
Immunomodulatory Effects of Blood Transfusion. AABB Press, Bethesda, MD 1999.



2.

Individual Faculty Reports

Davenport, R. Transfusion-Associated fever. American Society of Clinical Pathologists Check
Sample, Transfusion Medicine No. TM 99-5 (TM-233), 1999.
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FELIX A. DE LA IGLESIA, M.D.
ADJUNCT PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999-30 JUNE 2000

CLINICAL ACTIVITIES:

A. Co-Director, Genomic Pathology Laboratory

TEACHING ACTIVITIES:
A. Graduate students:
1. Responsible during the current academic year for the following activities:
a. Graduate Student Training and Doctoral Committees
b. Joint Student Training in Pharmacology and Toxicology with Florida
A&M School of Pharmacy, Toxicology Program
c. Direct Postdoctoral Fellowship Program in Experimental & Cellular
Pathology
RESEARCH ACTIVITIES:
SPONSORED SUPPORT:
A Research activities with intramural support from Pfizer
B. Collaborates with K. Johnson in the development of morphometric models for the

evaluation of pathologic changes
C. Consultant in quantitative microscopy, Morphology Core Lab
D. Development of image analysis network system

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:
A. Co-Chair with Dr. Ward, Joint Research Fellowship Program
MEDICAL SCHOOL/HOSPITAL:

A. None
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REGIONAL AND NATIONAL:

A. Member, Scientific Advisory-Committee, NSF Center for Light Microscopy, Carnegie
Melon University, Pittsburgh, PA

OTHER RELEVANT ACTIVITIES:

EDITORIAL BOARDS:

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

Retrospective on the Development of Analytical Microscopy Imaging. WIL Labs, Akron, Ohio,
October 15, 1999.

Coherent Multiprobes and Quantitative Spectroscopic Multimode Microscopy for the Study of
Simultaneous Intracellular (International Society of Analytical Cytology, Montpellier, France,
May 2000).

Monitoring Simultaneous Subcellular Events in Vitro by Means of Coherent Multiprobe
Fluorescence High Content Screening Workshop (Cellomics, Pittsburgh, Pennsylvania, June
2000).

Monitoring Simultaneous Subcellular Events in Vitro by Means of Coherent Multiprobe
Fluorescence (Cambridge Health Tech Institute Fourth Annual Advances in Molecular Labels,
Signaling & Detection). Washington DC, June 2000.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFERRED
JOURNALS:

M.A. Breider, A.W. Gough, J.R. Haskins, G. Sobocinski and F.A. de la Iglesia Effects of
Troglitazone on Cell Proliferation in Murine Cardiac and Adipose Tissue. Toxicol. Pathol
27:545-552, 1999.

S.K. Duddy, S.M. Gorospe, J.M. Bleavins, F.A. de la Iglesia. Spontaneous and
Thiazolidinedione-Associated B6C3F1 Mouse Hemangiosarcomas Exhibit Low ras Oncogene
Mutation Frequencies Tox. Appl. Pharm. 160:133-140, 1999.

M.M. Shi, Myrand, S., Bleavins, M.R. and F.A. de la Iglesia. High Throughput Genotyping for
the Detection of Single Nucleotide Polymorphism in NAD(P)H-Quinone Reductase (DT-
Diaphorase) Using TagMan Probes. Mol. Pathol. 52:295-299, 1999.

M.M. Shi, Myrand, S., Bleavins, M.R. and F.A. de la Iglesia. Genotyping for the Functionally
Important Human CYPD6*4 (B) Mutation Using TagMan Probes. Mol. Pathol. Protocols.
(Submitted 1999).

MM. Shi, Bleavins, M.R. and F.A. de la Iglesia. Technologies for Detecting Genetic
Polymorphisms in Pharmacogenomics. Molecular Diagnostics 4:343-351, 1999.

H. Masuda, M.J. Adams, R.C. Secker, E. J. McGuire, J.R. Herman, D. Bailey and F.A. de la
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Iglesia. Reproductive Toxicology Studies with the Thiazolidindione Antidiabetic Agent
Troglitazone. J. Tox. Sci. In press, 2000.

L. Dethloff, B. Barr, L. Bestervelt, S. Bulera, R. Sigler, M. LaGattuta and F.A. de la Iglesia.
Gabapentin-Induced Mitogenic Activity in Rat Pancreatic Acinar Cells. Pancreas Toxicological
Sciences 55:52-59, 2000.

ARTICLES SUBMITTED FOR PUBLICATION:

Carlson, T., Jacobs, C., Gadam, P., de la Iglesia, F., Robertson, D. Aging results in an increase
in the frequency of mutant ATPase submit 6 alleles isolated from rattus norvegicus hepatic
mtDNA (submitted, April 2000).

Shi, M.M., Bleavins, M.R., Thompson, R.G., Chin, J.F., de la Iglesia, F., Candidate gene profiles
for liver toxicity and metabolism in NIDDM patients receiving an antidiabetic thiazolidinedione
(submitted, June 2000).

Bulera, S.J., Eddy, S.M., Ferguson, E., Jatkoe, T.A., Reindel, J.R., Bleavins, M.R., de la Iglesia,
F.A. RNA expression in the early characterization of hepatotoxicants in high-density DNA
microarrays (submitted, July 2000).

BOOKS/CHAPTERS IN BOOKS:
None.

ABSTRACTS., BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,

MISCELLANEOUS PUBLICATIONS IN UNREFERRED JOURNALS:

de la Iglesia, F., Haskins, J., Farkas, D., Bearman, G. Coherent multiprobes and quantitative
spectroscopic multimode microscopy for the study of simultaneous intracellular. Cytometry
39:suppl10):34-35, 2000.

Bulera, S., de la Iglesia, F. Letter to the Editor: Are selected short-term photogenotoxicity
assays good predictors of photocarcinogenicity? International Journal of Tox. 19:63-64, 2000.
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GREGORY R. DRESSLER, Ph.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

None.

TEACHING ACTIVITIES:

A. Rotation Students Supervised - Brian MacDonald, CMB; Jingmei Lin, Dept. of Pathology

B Post-doctoral Trainees Supervised - Eun Ah Cho, Ph.D.; Yi Cai, M.D., Ph.D.; Patrick
Brophy, M.D.; Sanj Patel, M.D.

C. Ph. D. Thesis Committee Member - Igor Nasonkin, Dept. of Genetics; Kris Coulter,
Dept. of Genetics; Hoonkyo Soo, Dept. of Genetics; Pei-Jiun Chen, Dept. of Biology

D Course Lectures - Path 581, 4.5 hours; CDB 530, 3 hours; CDB 580, 3 hours

MEDICAL SCHOOL/HOSPITALS:

A

Second Year Medical Students - Renal Section, one full lecture

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A.

Principal Investigator, “PAX-2 in Normal and Cystic Epithelium Development”,
NIH/NIDDK RO1 DK51043-02, (20%), September 30, 1995-August 31, 2000. Direct
costs approximately $90,000 requested annually.

B. Principal Investigator, “Cell Migration, Chemoattraction and the RET/GDNF Pathway”,

NIH/NIDDK 1 RO1 DK54723-01 (30% effort), 1/1/99 - 12/31/03, Annual Direct Costs
$158,840.

C. Principal Investigator, “PAX2 Interacting Proteins in Development and Disease”, NIH/

D.

NIDDK 1 RO1 DK54740-01 (30% effort), 1/1/99 - 12/31/02, Annual Direct Costs
$158,840.

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
9/1/98 - 8/31/03, $76,066 Initial Budget Period.
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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.

Wnt and Frizzled signaling in the developing kidney

moQwy

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

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

A. NIH Study Section, General Medicine B, Permanent Member

B. NIDDK, Renal Program Project Grants, Ad-Hoc Reviewer

C. American Journal of Physiology, Editorial Reviews Board

D. Reviewer for: Mechanisms of Development, Development, Proceedings of the National

Academy of Sciences, Developmental Dynamics, Journal of Biological Chemistry,
Nature, 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:

A. Membership in the American Society of Nephrology

B. Membership in Society for Developmental Biology

C. Membership in University of Michigan Comprehensive Cancer Center
D. Membership in the Center for Organogenesis, University of Michigan

INVITED LECTURES/SEMINARS:

Dept. of Biochemistry, LSU Medical Center, New Orleans, LA.

Dept. of Anatomy, University of Kansas Medical School, Kansas City, KS.

Dept. of Biochemistry, Medical College of South Carolina, Charleston, SC.
Division of Developmental Biology, Children’s Hospital, Univ. of Cincinnati, OH.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Yang, Y., Jeanpierre, C., Dressler, G.R., Lacoste, M., Niaudet, P. and Gubler, M.-C. (1999) WT1
and Pax-2 podocyte expression in Denys-Drash syndrome and isolated diffuse mesangial
sclerosis. Am J. Pathol 154, 181-192.

Dressler, G.R. (1999) Kidney development branches out. Dev. Genetics 24, 189-193.

Schwarz, M., Alvarez-Bolado, G., Dressler, G., Urbanek, P., Busslinger, M., and Gruss, P.
(1999) Pax2/5 and Pax6 subdivide the early neural tube into three domains. Mech. Dev. 82, 29-
39

Dressler, G. R. and Woolf, A. S. (1999) Pax2 in development and renal disease. Int. J. Dev.
Biol. 43, 463-468.

Ostrom, L., Tang, M.-J., Gruss, P., and Dressler, G.R. (2000) Reduced Pax2 gene dosage
increases apoptosis and slows the progression of renal cystic disease. Dev. Biol. 219, 250-258
Mah, S.P., Saueressig, H., Goulding, M., Kintner, C., and Dressler, G.R. (2000) Kidney
Development in Cadherin-6 Mutants: Delayed Mesenchyme-to-Epithelial Conversion and Loss
of Nephrons. Dev. Biol.223, 38-53.

Lechner, M.S. and Dressler, G.R. (2000) PTIP, a novel BRCT-domain protein interacts with the
Pax2 and is associated with active chromatin. Nuc. Acids Res. 28, 2741-2751.

ARTICLES SUBMITTED FOR PUBLICATION IN REFEREED JOURNALS:

Tang, M.J., Tsai, S.J., Wang, Y.K., Worby, C.A., Cai, Y. and Dressler, G.R. (2000) Chemotaxis
of renal epithelial cells in response to RET activation is mediated by phosphatidylinositol 3-
kinase. submitted

BOOK CHAPTERS:

Dressler, G.R. (2000) The development of the excretory system, in Mouse Development (J.
Rossant and P. Tam, eds.) Academic Press

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

ASSOCIATE PROFESSOR OF REPRODUCTIVE BIOLOGY

DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1999 - 30 JUNE 2000

CLINICAL ACTIVITIES:

A. Director, Ligand Assay Laboratory.

TEACHING ACTIVITIES:

A. Instructor for Pathology House Offices Laboratory Rotation.

B. Participant, Clinical Pathology Grand Rounds.

C. Instructor for Medical Student (M-4) rotation through Chemistry Laboratories.
RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. NIH: P60 DK 20572 (D. Greene) 12/01/97 - 11/30/02

Michigan Diabetes Research and Training Center

$123,404 Direct Costs (Clinical Implementation Core)

Consultant with 5% Effort.

1. The major goals of this project provide laboratory support for diabetes related
research conducted by the Michigan Diabetes Research and Training Center
investigators.

B. NIH/NIA UO01 AG 12495 (AR Midgley) 06/01/99 - 05/31/03

Study of Women’s Health Across the Nation: Menopause and Aging in Women
$768,462 Direct Costs (Central Laboratory)
Associate Lab. Director with 10% Effort.

1.

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.

SCIENTIFIC COLLABORATIONS:

A.

University of Michigan; Reproductive Science Program: A. Rees Midgley Jr. M.D., and
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 Women’s Health Across the Nation (SWAN) through state-of-the-
science, automated assays for all major reproductive axis hormones, selected markers of
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aging, other endocrine markers, and new ovarian markers which have the potential to
define more accurately the menopausal t