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Departmental Overview

DEPARTMENTAL OVERVIEW
1997/1998

Introduction

Major institutional changes within the University of Michigan Health System (UMHS) have been
a challenge for the clinical departments but these have provided a number of opportunities.
Establishment of an integrated relationship among the faculty, the Medical School and the Hospital via
the Clinical Delivery System (CDS) agreement and the Faculty Group Practice (FGP) has allowed
implementation of innovative strategies designed for more efficient and cost effective functions. Cost
per hospital case and average length of stay for the UMHS have decreased. The number of M-Care
enrollees and the number of ambulatory care patients have grown. The Hospitals are operating at
capacity. The Department of Pathology cost-efficiency plan, which called for several laboratory
consolidations and administrative reorganizations, was realized and new attention has been directed
towards enhancement of operations (see Clinical Service Activities below). Consistent with the changes
outlined above, the Department implemented its new Risk II Incentive program, distributed CDS margin
revenue to individual faculty, distributed FGP professional development funds, and has increased the
academic discretionary funds for the Department.

During the past academic year, the Department has completed a record recruitment of faculty,
filling eight faculty slots: two in cytopathology, three in surgical pathology, one in general pathology
and surgical pathology, one in dermatopathology and one in hematopathology. Each new faculty -
member possesses excellent credentials and comes from an institution of renown. This infusion of “new
blood” into the Departmental faculty ranks will greatly enhance the Department as we approach the
millennium. The Department continues to develop innovations in its undergraduate medical and
graduate medical programs, and the research programs and their funding are thriving.

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 summer program for first year medical students enrolled 8 students this year. 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 three new students
and graduating two students this past academic year. One Pathology student received a University of
Michigan Outstanding Dissertation Award for his work. This was one of four such awards within the
University. 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 25
house officers and fellows of whom 11 are women and 4 under-represented minorities. Last year all
graduates of the house officer program found desirable positions, in both academia and private practice,
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including fellowships at Cornell Medical School (NYC), University of New Mexico and positions at the
Cleveland Clinic and Indiana University (Indianapolis).

Clinical Service Activities

The Anatomic and Clinical Pathology Laboratories continue to provide excellent, full-spectrum
service as the UMHS has experienced a dramatic expansion in ambulatory care activities, growth in
several major clinical programs and continued expansion of M-Labs activities. Efforts have been
directed towards the improvement of phlebotomy, central distribution and laboratory operations as we
emerged from the first full year following implementation of vigorous institutionally-mandated cost
reductions and the opening of the Cancer and Geriatrics Center. In 1997-98 the Laboratories performed
more than 3 million laboratory analyses and nearly 40,000 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. The Laboratories successfully completed the biannual on-site 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.

1997-98 was marked by several major initiatives. In response to pressures to reduce our cost/unit
of laboratory service and to improve operating efficiency, a comprehensive plan for laboratory
reorganization was realized. Reorganization entailed a nearly 10% reduction in operating budget,
consolidation of several laboratories and reorganization of inpatient phlebotomy services. This
reorganization  entailed the consolidation of the Immunopathology, Ligand Assay,
Toxicology/Therapeutic Drug Monitoring and Chemistry Laboratories into a single unit; consolidation of
the Hematology, Flow Cytometry and Coagulation Laboratories (formerly Internal Medicine) into a
single unit; incorporation of histopathology, immunohistochemistry and cytopathology into coordinated
units; and streamlining of the administrative structure of these and other laboratories. Second, the
Laboratories continued to reallocate resources needed to meet the continuing and marked increase in
transplantation activity (especially bone marrow) experienced in 1997-98. Augmentation of the
capabilities of the Molecular Diagnostics, Blood Bank, Tissue Typing and Cytogenetics Laboratories
was contributory to this process. 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 growing M-Labs outreach program, to forge strong collaborative relationships
with local and regional reference laboratories and to intensify our role in institutional utilization
management.

Research Activities

Research activities in the Department of Pathology remain a strong and active component of our
academic mission. The faculty in the Department of Pathology continues to publish in highly visible,
peer-reviewed scientific journals, attract numerous graduate and postdoctoral fellows from national and
international locales, and successfully compete for extramural research support. This latter aspect is
exemplified by the expenditures of active grants and contracts credited to Pathology research efforts of
nearly $10 million. This total includes approximately $7 million in direct expenditures and $3 million in
indirect expenditures. Presently in the Department there are in excess of 72 individual research grants
from the National Institutes of Health, with additional grants originating from the National Science
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Foundation, American Heart Association, American Lung Association, the Army and various industrial
sources. Many faculty play important roles in support of institutional initiatives associated with the
University of Michigan Cancer Center, Urologic SPORE, Breast Cancer Program and Interstitial Lung
Disease SCORE. Faculty members in the Department of Pathology actively publish in both the
experimental and clinical arena and cover diverse research interests, such as anatomical pathology,
clinical pathology and basic cellular and molecular mechanisms of disease. In the past year, faculty
members in the Department have collectively published hundreds of scholarly articles in numerous
scientific journals, with many of these articles appearing in journals with a high citation index impact.
Our faculty participate in peer review of submitted scientific articles for diverse journals, as well as
serve on a large number of Editorial Boards. An additional index of the academic research activities of
the faculty is the large number of postdoctoral fellows in the various laboratories, nearly 40 postdoctoral
fellows from diverse backgrounds are presently engaged in research activities and clinical fellowships in
the Department. These postdoctoral scholars have actively sought research positions in the Department
of Pathology to enhance their research and clinical careers. Our faculty members continue to provide
expertise for both internal and external program review processes, which include serving as ad hoc and
permanent members of various National Institutes of Health study sections, serving as committee
members for site visits and reverse site visits, providing expertise on Government special emphasis
panels, and either organizing or chair/co-chairing various clinical and experimental scientific meetings
and conferences.

Peter A. Ward, M.D. Steven L. Kunkel, Ph.D.

Professor a.nd Chan'man Co-director, Division of General Pathology
N A

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 1997 - 30 JUNE 1998
CLINICAL ACTIVITIES:
A. Surgical Pathology Services - 5 1/4 months.
B. Necropsy Service - on call for consultation.
C. Pathologist, Cardiac Transplant Team. Transplant biopsies - 9 months.
D. Consultant for Gastrointestinal Pathology.
E. Consultant for Cardiovascular Pathology.
TEACHING ACTIVITIES:
A. Freshman Medical Class:

1. Pathology 500, Course Director, Lecturer, "Basic Concepts of Disease" - 20
lecture hours.
2. Multidisciplinary Conferences - 8 contact hours.
3. Introductory Histopathology Sequence, Sequence Director, Lecturer, Lab
Instructor - 28 contact hours (7 lectures, 21 lab hours).
4. Pathologic correlation in Gross Anatomy Labs - 6 contact hours.
Sophomore Medical Class:
1. Cardiovascular Sequence - Pathology Lab Coordinator.
2. Pathology Lab Instructor - all sequences, 50 contact hours.
Senior Medical Class:
1. Clinical Radiology, Pathology Correlations, Elective Course, Co-director and
discussion leader - 12 contact hours.
Dental School:
1. Sophomore Dental Class (Path 580) - 2 lecture hours
Undergraduate LS&A/Graduate:
1. Biology 224 - 1.5 lecture hours.
2. Nuclear Engin. 582 - 1.5 lecture hours.
Hospital Conferences:
1. Cardiovascular Pathology Conference - monthly.
2. Internal Medicine, Morbidity, Mortality Conference/CPC - monthly
House Officers:
1. Training in Surgical and Necropsy Pathology.
Invited Lectures:
1. Keynote Address, Medical School White Coat Ceremony - August, 1997.
2. Research Responsibility Program, December, 1997.
Production of Teaching Materials:
1. Development of website for Pathology 500.
2. Development of website for Histopathology Lab.
Continuing Medical Education
1. Cardiology update - August, 1997.
2. Northern Michigan Summer Conference - June, 1998.
Honors:
1. Elected Class Marshall, Medical Class of 1998.
2. Recipient - “Medical Student Award for Teaching Excellence,” 1997-1998.
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RESEARCH ACTIVITIES:
PROJECTS UNDER STUDY:

A. Pathologic-Radiologic correlation in aortic disease, with D. Williams.
B. Pilot studies of chemo-embolization with Degra Bloc, with K. Henley.
C. Tissue reactions to vena caval filters, with L. Greenfield.

D. Compidex 7227 as MRI agent to evaluate lymph nodes, with I. Francis.

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.

Chair, Panel of Inquiry into Federally Sponsored Human Radiation Research at U of M
(OVPR).

Member, Medical School Executive Committee.

Member, Sesquicentennial Celebration Committee.

G Member, Ad Hoc Search Committee for Associate Dean for Medical Education.

Hm oW

REGIONAL AND NATIONAL:

A. Editorial Board, Modern Pathology.
B. Manuscript Reviewer for Cancer, Gastroenterology.

PUBLICATIONS:

BOOKS/CHAPTERS IN BOOKS:

Abrams, G.D. in Ming, S.C. and Goldman, H. (eds) Pathology of the Gastrointestinal Tract, 2nd
ed. Williams & Wilkins, 1998. Chapter 28: Infectious Disorders of the Intestines, 651-672.
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Individual Faculty Reports

THOMAS M. ANNESLEY, PH.D.
PROFESSOR OF CLINICAL CHEMISTRY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A.

Q@mmoAw

Biochemistry Section, Clinical Pathology Laboratories.

1. Administered consolidation and move of Drug Analysis Laboratory into Chemical
Pathology space and structure.

2. Development of assay for Lamotrigine in-house. Savings to hospital ~ $11,000.

3. Development of assay for Homocysteine in-house. Savings to hospital ~ $75,000.

Consultant to Veterans Administration Hospital, Ann Arbor, Michigan.

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.

TEACHING ACTIVITIES:

MEDICAL SCHOOL/HOSPITALS:

A. Medical Students:
1. Course Director, Fundamentals of Laboratory Medicine (PTHCLNL.101)
Component IV Medical School Curriculum.
2. Lecturer, Minority Students Clerkship in Pathology.
B. House Officers:
1. Lecturer, Clinical Pathology Grand Rounds.
2. Lecturer, Clinical Pathology Didactic Lecture Series.
3. Daily sign-out and interpretation of Laboratory Results.
4. Clinical Pathology Curriculum Committee.
5. Coordinator, Clinical Pathology Block B.
RESEARCH ACTIVITIES:
SPONSORED SUPPORT:
A. “Analysis of Cyclosporine by Specific Monoclonal Antibody”, Co-Investigator: Donald

Giacherio, Abbott Diagnostics Corporation.
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ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A.
B.
C.

D.
E

Biochemistry Section, Clinical Pathology Laboratories.

M-Labs Technical Group.

M-Labs Support:

1. Provided lecture at M-labs Symposium “Current Concepts in Clinical Pathology”,
October 1997.

2. Provided CME review article for Spectrum entitled “Monitoring Anticonvulsant
Drug Therapy”, January 1998.

3. Provided M-Labs CME lecture at Hurley Hospital entitled “Monitoring of
Anticonvulsant Drugs”, April 1998.

Clinical Pathology Laboratory CME Committee.

Clinical Pathology Discretionary Incentive Funds Committee.

REGIONAL AND NATIONAL:

O awy»

—rmQmm

Board of Directors, American Board of Clinical Chemistry.

Clinical Chemistry Examination Committee, American Board of Clinical Chemistry.
Task Force on Postdoctoral Training and Certification, American Board of Clinical
Chemistry.

Nominating Committee, Therapeutic Drug Monitoring Division of the American
Association for Clinical Chemistry.

Executive Committee/Journal Management Group, Clinical Chemistry Journal.
Task Force on Journal Operations, American Association for Clinical Chemistry.
Member, Academy of Clinical Laboratory Physicians and Scientists.

Member, Clinical Ligand Assay Society.

Member, American Association for Advancement of Sciences.

Member, Association of Clinical Scientists.

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.

E. Therapeutic Drug Monitoring and Clinical Toxicology Newsletter, Editorial Board.
OTHER:

A. Clinical Chemistry, Reviewer.

B. Biomedical Chromatography, Reviewer.

C. Therapeutic Drug Monitoring, Reviewer.
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INVITED LECTURES/SEMINARS:

1. “Monitoring Anticonvulsant Drug Therapy”, University of Michigan Symposium on
Current Concepts in Clinical Pathology, October 1997.

2. “Update on Anticonvulsant Drugs”, Hurley Hospital, Flint MI, April 1998.

3. “Pharmacokinetics and Monitoring of Fosphenytoin”, Ohio State University Children’s

Hospital, Columbus OH, May 1998.
PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Kugler, A.R., Olson, S.C., Annesley, T.M., Nordblom, G.D., and Koup, J.R.: Cross-reactivity of
fosphenytoin in two human plasma phenytoin immunoassays. Clin. Chem. 1998;44:1474-80.
Roberts, W.L., De, B.K., and Annesley, T.M.: False elevations of immunoassay measurements
of phenytoin in critically ill uremic patients receiving fosphenytoin. Clin. Chem. 1998;44:A89.

25






II.

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

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

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

TEACHING ACTIVITIES:

MEDICAL SCHOOL/HOSPITALS:

A. Medical Students:
1. Pathology 600 - 2 full class lectures.
2. Pathology 630 (dental) - one full class lectures.
B. House Officers:
1. Surgical pathology diagnosing room instruction for assigned house officer - 4
months.
2. Gastrointestinal and hepatic pathology tutoring - full time.
C. Interdepartmental:
1. G-I Tumor Conference - Every other Wednesday (three hours/month).
2. Liver Biopsy Conference - one hour per month.
3. Gastrointestinal Biopsy Conference for Gastrointestinal fellows and staff,
2 hours.
RESEARCH ACTIVITIES:
PROJECTS UNDER STUDY:
A. National Study of Thymosin Treatment of Chronic Hepatitis B with Milton Mutchnick
(Wayne State), and others. Manuscript submitted.
B The changing appearance of ulcerative colitis in biopsies with time and treatment, with
Celina Kleer. Manuscript in press.
C. Stromal tumors of the abdominal colon and anorectum, with Joe Tworek, Joel Greenson,
Sharon Weiss, and John Goldblum (Cleveland Clinic) manuscripts submitted.
D The effect of diet on recurrence rates of colonic adenomas, with Klaus Lewin (UCLA)

and Arthur Schatzkin and others (National Cancer Institute, Chemoprevention Branch).
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E. 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.

What gastric stromal tumors are always benign”? with Carolyn Misick.

Lymphocyte colitis, a comprehensive clinical/endoscopic/histologic study, with Rachel
Vidal and members of the division of Gastroenterology.

Anaplastic, lymphoma-like carcinoma arising in Barrett’s mucosa, with BJ McKenna, T
Nazeer, and A del Rosario, of Albany Medical Center.

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

-

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:

A. Coordinator for Pathology, Randomized Therapeutic Trail in Cancer of the Esophagus,
International Organization for Statistical Studies of Diseases of the Esophagus, Paris,
France.

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.

Reviewer of manuscripts for Archives of Pathology and Laboratory Medicine, Cancer,
Gastroenterology, Annals of Internal Medicine, and American Journal of
Gastroenterology.

0
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OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:

Half-day-lecture course on gastrointestinal pathology: 1. “A whirlwind tour through
esophagogastric inflammations”. 2. “Precancers, dysplasias, in situ cancers and intramucosal
cancers from esophagus to anus”. Pathology Update for Practicing Pathologists: Recent
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Advances and Selected Topics. American Society of Clinical Pathologists course, Vancouver,
BC, July, 22, 1998.

Lecture: Stromal tumors of the small intestine; can we afford them in a managed care
environment? Companion meeting, Gastrointestinal Pathology Society, Annual Fall Meeting,
American Society of Clinical Pathologists, Philadelphia, September 20, 1997.

Half day course with BJ McKenna: Practical approaches to gastrointestinal biopsy pathology:
how much clinical data is essential? Presented at the annual meeting of the American Society of
Clinical Pathologists, Philadelphia, PA, September 21, 1998 and Weekend of Pathology, New
York NY, June 27, 1998.

Microscopic tutorial: Mundane cases in GI pathology--even the non-interesting can be exciting.,
Annual Fall Meeting, American Society of Clinical Pathologists, Philadelphia, September 22,
1997.

Lecture: Can we tell benign from malignant stromal tumors, and if we can, what do we do with
the information from a clinical standpoint? Presented at the Fall Symposium of the Flemish
Society of Gastroenterology (Vlaamse Vereniging voor Gastro-Enterologie), Leuven, Belgium,
November 28, 1997.

Seminar (full day) with BJ McKenna: Gastrointestinal pathology in the real world and other
monkey business. Presented at the annual fall meeting of the Virginia Society for Pathologists,
Richmond, VA, November 22, 1997.

Seminar (2 half days) with BJ McKenna: Gastrointestinal biopsy pathology in the real world—
between them (gastroenterologists) and us (pathologists), it’s amazing we ever get anything right!
and other monkey business. Presented at the 24™ Annual Anatomic Pathology Conference,
Florida Society of Pathologists, Orlando, FL, Jan 31-Feb 1, 1998.

Lecture: The adenoma-carcinoma sequence in the colon. Department of Pathology and
Laboratory Medicine, Albany Medical College, Albany NY, March 18, 1998. Lecture: Annoying
gut biopsies: They are painful but potentially informative, so I refuse to lose any sleep over them.
Division of Gastroenterology, University of Washington, Seattle, WA, May 8, 1998.

Half day course: "Neoplastic diseases of intestine”, American Society of Clinical Pathologists,
Newport RI, FL June 5, 1998.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

MacDonald GM, Greenson JK, DelBuono EA, Grady WM, Merion RM, Frank TS, Lucey MR,
Appelman HD. Mini-microabscess syndrome in liver transplant recipients. Hepatology.
26:192-197, 1997.

Fig, LM, Brown RS, von Moll L, Appelman HD, et al. Immunolymphoscintography in breast
cancer: evaluation using 131-I labeled monoclonal antibody B72.3. Nucl Med Biol 25:251-260,
1998.

Prabhu RM, Medieros LJ, Kumar D, Drachenberg C, Papadimitriou J, Appelman HD, et al.
Primary hepatic low-grade B-cell lymphoma of mucosa-associated lymphoid tissue (MALT)
associated with primary biliary cirrhosis. Mod Pathol 11:404-410, 1998.

Kleer CG, Appelman HD. Ulcerative colitis: patterns of involvement in colorectal biopsies and
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changes with time. Am J Surg Pathol, in press.

MacDonald GA, Greenson JK, Saito K, Cherian S, Appelman HD, Boland CR. Microsatellite
instability and loss of heterozygosity at DNA mismatch repair loci occurs during hepatic
carcinogenesis. Hepatology, 28:90-97, 1998.

Appelman HD, McKenna BJ. Editorial: A rose is a rose is a rose, but what exactly is a gastric
adenocarcinoma? J Surg Oncol, in press.

CHAPTERS and BOOKS:

Antonioli DA, Appelman HD: Anus and Perianal Area. Chapter 36 in Sternberg Stephen S, ed.
Diagnostic Surgical Pathology, Raven Press, Ltd, New York, 3rd Edition, 1998 or 1999, in press.
Appelman HD: Mesenchymal tumors of the GI tract. Chapter 15 in Pathology of the
Gastrointestinal Tract, Ming S-G and Goldman H., Eds. Second edition, Williams & Wilkins,
Baltimore, 1998.

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

Dignan CR, Ladabaum U, Scheiman JM, Appelman HD, Greenson JK. Fundic gland polyps are
associated with Omeprazole use. Mod Pathol. 11:63A, 1998.

Valdez R, Appelman HD, Greenson JK. Diffuse duodenitis associated with ulcerative colitis.
Mod Pathol. 11:72A, 1998.

McKenna BJ, Appelman HD, del Rosario AD, et al. Lymphoma-like anaplastic carcinoma of the
esophagus, a Barrett’s-associated tumor. Gastroenterol. 114:A222, 1998.

Carethers JM, Lopez BM, Zigman AF, Jo W-S, Lavine JE, Jones MC, Chauhan DP, Chang CL,
Appelman HD, Boland CR. Presence of microsatellite instability (MIN) in the normal-appearing
epithelium of familial juvenile polyps. Gastroenterol. 114:A574, 1998.
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Individual Faculty Reports

JAMES R. BAKER, JR., M.D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DIRECTOR, TISSUE TYPING LABORATORY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Director, Histocompatibility and Immunogenetics Laboratory.

TEACHING ACTIVITIES:

A. Director, Basic Immunology Course for Allergy Fellows-In-Training.

B. Instructor, Host Defense Course, First-Year Medical School Students.

C. Attending, General Internal Medicine Service.

D. Instructed Pathology Residents, Renal Fellows and Allergy Fellows in HLA typing

E. Supervised undergraduate students in research: Ellen Phelps.

F. Supervisor for:

Allergy Fellows: Drs. Kunhee Chung, Michael DiCello, Anna Dobracki
Postdoctoral Fellows: Drs. Marie Anderson, James Bretz, Jonathan Eichman, Su He
Wang.

G. Director, Allergy Training Program.

RESEARCH ACTIVITIES

SPONSORED SUPPORT:

A. NIAID National Institutes of Health, RO1 AI 37141, "Immune Responses to Thyroid
Peroxidase" J. Baker, Principal Investigator, 1/1/95-12/31/98, (budget approximately
$653,708). ,

B. DARPA, MDA972-97-1-0007, "Nanomolecule-Based Agents for Pathogen Counter
Measure" J. Baker, Principal Investigator, 3/1/97-2/28/2001, (budget approximately
$10,890,561).

C. NIAID-National Institutes of Health, RO1 AI40286-01 A1, "Mucosal Gene Transfer
Using Dendrimer Polymers" (J. Baker, Principal Investigator), 5/1/97-4/30/00, (budget
approximately $720,784).

D. University of Michigan-MAC, National Institutes of Health, D. Fox, Principal

Investigator, 2 PO AR20557-15 "Hybridoma Core", J. Baker, Principal Investigator,
1/1/98-12/31/03, (budget approximately $276,765).
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E. NIH-NIDDK, Greene D.E., M.D., Principal Investigator, 5 P60 DK20572-16, Michigan
Diabetes Research and Training Center, Hybridoma Core, J. Baker, Principal Investigator,
12/1/97-11/30/02, (budget approximately $171,413).

F. NIH/MIAMS, "Gene Therapy for Rheumatic and Skin Disease, B.J. Roessler, M.D.,
Principal I Investigator, 9/30/96-2/29/01, (budget approximately $1,913,825.

ADMINISTRATIVE ACTIVITIES:

MEDICAL SCHOOL/HOSPITAL:

A. Executive Board, Michigan Diabetes Research and Training Center.

B. Hybridoma Core Director and Sterlings Committee.

C. Chief, Division of Allergy, Department of Internal Medicine.

D. Medical School Faculty Representative, University of Michigan Faculty Senate.

REGIONAL AND NATIONAL:

1. Editor, JAMA Primer.
2. Editorial Board, Endocrinology.

OTHER RELEVANT ACTIVITIES:
INVITED LECTURES/SEMINARS:

"Transfection with Dendritic Polymers." Isis Pharmaceuticals, Carlsbad, CA, July 1997.
"Transfection with Dendritic Polymers." Chiron Technologies, Viagen Division, San Diego, CA,
July 1997.

"Programmed Cell Death in the Thyroid." Endocrine Division, University of Cincinnati,
Cincinnati, OH, October 1997.

"Programmed Cell Death in Thyroiditis." The American Thyroid Association Annual Meeting,
Colorado Springs, CO, October 1997.

"Autoimmune Disease in Women." Office on Research on Women's Health, NIH, Bethesda,
MD, November 1997.

"The Future of Biologic Nanotechnology." IBC Nanotechnology Conference, LaJolla, CA,
December 1997.

"The Interaction of Plasmid DNA with Polyamidoamine Dendrimers: Mechanism of complex
Formation and Analysis of Alterations in Nuclease Sensitivity and Transcriptional Activity of
Complexed DNA." AAPS Eastern Regional Meeting, Parsippany, NY, May 1998.

"Polymer Transfection of the Lung for Anti-inflammatory Gene Therapy." Asthma & Allergy
Utilizing Pharmacogenetics and Cost-Effective Approaches for Target Validation." Baltimore,
MD, May 1998.
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SCIENTIFIC ACTIVITIES:

Reviewer, Journal of Clinical Endocrinology and Metabolism.
Reviewer, Annals of Internal Medicine.

Reviewer, Journal of Clinical Investigation.

Reviewer, Journal of Leukocyte Biology.

Reviewer, Autoimmunity.

Reviewer, Thyroid.

Reviewer, Journal of Biological Chemistry.

Reviewer, The New England Journal of Medicine.

Reviewer, Journal of Endocrinological Investigation.
Reviewer, The American Journal of Medicine.

SrEommouOwWe

PUBLICATIONS:

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

Bielinska AU, Kukowska-Latallo JF, Baker JR Jr. The interaction of plasmid DNA with
polyamidoamine dendrimers: Mechanism of complex formation and analysis of alterations
induced in nuclease sensitivity and transcriptional activity of the complexed DNA. Biochimica
et Biophysica Acta 1997;1353:180-190.

Arscott PL, Knapp J, Rymaszewski M, Bartron JL, Bretz JD, Thompson NW, Baker JR Jr. Fas
(APO-1, CD95)-mediated apoptosis in thyroid cells is regulated by a labile protein inhibitor.
Endocrinology 1997;138:5019-5027.

Baker JR Jr. Autoimmune Endocrine disease. JAMA 1997;278:1931-1937.

Qin L, Pahud DR, Din Y, Bielinska AU, Kukowska-Latallo JF, Baker JR Jr, Bromberg JS.
Efficient transfer of genes into murine cardiac grafts by Starburst polyamidoamine dendrimers.
Human Gene Therapy 1998;9:553-560.

Stokes TA, Rymaszewski M, Arscott PL, Wang SH, Bretz JD, Bartron JR, Baker JR Jr.
Technical Comment: An examination of the expression of Fas and its ligand on thyrocytes.
Science 1998;279:2015-2016.

ARTICLES SUBMITTED FOR PUBLICATION:

Arscott PL, Baker JR Jr, Apoptosis and thyroiditis. Clinical Immunology and Immunopathology,
in press.

Raczka E, Kukowska-Latallo JF, Rymaszewski M, Chen C, Baker JR Jr. The effect of synthetic
surfactant Exosurf® on gene transfer in lung primary cells in vitro and in mouse lung in vivo.
Gene Therapy, in press.
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ARTICLES SUBMITTED FOR PUBLICATION:

Wang SH, Koenig RJ, Giordano T, Thompson NW, Baker JR jr. 1a,25-dihydroxyvitamin D3 up-
regulates Bcl-2 expression and protects normal human thyrocytes from programmed cell death.

BOOKS AND CHAPTERS IN BOOKS:
None.

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

Arscott PL, Knapp J, Rymaszewski M, Bretz JD, Bartron JL, Thompson NW, Giordano T, Baker
JR Jr. Induction of apoptosis through the Fas death pathway is blocked by a labile inhibitor in
thyrocytes. The American Thyroid Association, Colorado Springs, CO, October 1997.
Rymaszewski M, Arscott PL, Knapp J, Bretz JD, Thompson NW, Bartron J, Baker JR Jr. An
examination of Fas ligand expression on thyrocytes. The American Thyroid Association, Colorado
Springs, CO, October 1997.

Bretz JD, Rymaszewski M, Baker JR Jr. IL-18 induction of the BCL-2 gene family member BFL-
1 1s associated with protection against cell death in thyrocytes. The American Thyroid
Association, Colorado Springs, CO, October 1997.

Dobracki AT, Bielinska AU, Baker JR Jr. The effect of phophodiester oligonucleotides on
mediator release from mast cells. Annual Meeting, American Association of Allergy Asthma and
Immunology, Washington, DC, March 1998.

Hayes MM, Cao Z, Chung Y, Wright DC, Brisker J, Baker JR Jr. Biocidal effect of unique lipid
surfactants on Bacillus spores. Annual Meeting, American Society for Microbiology, Atlanta, GA,
May 1998.

Hamouda T, Wright DC, Brisker JM, Baker JR Jr. Microbicidal effects of liposome-like
microemulsions on pathogenic gram negative bacteria. Annual Meeting, American Society for
Microbiology, Atlanta, GA, May 1998.

Reuter J, Hayes M, Roy R, Baker JR Jr. sialic acid conjugated dendritic polymers inhibit influence
virus binding to target cells in a structural and virus strain-specific manner. Annual Meeting,
American Society for Microbiology, Atlanta, GA, May 1998.

Wang SG, Koenig RJ, Giordano T, Thompson NW, Baker JR Jr. 1a,25-dihydroxyvital D3 up-
regulates Bcl-2 expression and induces protection from the induction of programmed cell death in
normal thyrocytes. Annual Meeting, The Endocrine Society, New Orleans, LA, June 1998.
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Individual Faculty Reports

THEODORE F. BEALS, M.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

>

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

B Cytopathology, Veterans Affairs Medical Center, Director Center of Excellence.

C. Surgical Pathology, Veterans Affairs Medical Center.

D. Fine Needle Aspiration, Veterans Affairs Medical Center.

E Autopsy Pathology, Veterans Affairs Medical Center.

F. Tumor Board, Veterans Affairs Medical Center.

G. Chief Pathology and Laboratory Medicine, Ann Arbor and Toledo OPC, Veterans Affairs
Health Systems.

TEACHING ACTIVITIES:

A. Pathology House Officer elective: Diagnostic Electron Microscopy and Cytopathology.
B. Diagnostic Electron Microscopy Case Conferences.

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:

A. Clinical relevance of ultrastructural characteristics of small cell carcinoma of lung.

B. Utilization of plastic embedded cell blocks and electron microscopy in fine needle
aspiration cytology.

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

D. Differentiation of isolated renal tubular epithelial cells in culture (with D. Humes).

E. Apoptosis in lung injury (with J.L.Curtis).
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ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A.

Electron Microscopy Committee.

MEDICAL SCHOOL/HOSPITAL:

“E emMEUOwy

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.

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

REGIONAL AND NATIONAL:

A.

“Eommyn W

-

22

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.
Laboratory Medicine Committee, Veterans Health Administration/Department of
Defense/National Institutes of Health/Indian Health Service.

Interagency Coordinating Committee for Minority Health Care Careers,
VHA/DOD/HHS/Commerce/DOE/NASA.

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.

- National Committee for Clinical Laboratory Standards, Delegate.

Department of Veterans Affairs, Veterans Health Administration, Telemedicine Field
Advisory Group.
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OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:

Beals, T.F., VA/DOD Cooperative Review of Veteran’s Tissue Specimens. The 1997 Edward
Rhodes Stitt Lecture, Nashville.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Milik, A.M., Buechner-Maxwell, V.A., Sonstein, J., Kim, S., Seitzman, G.D., Beals, T.F., Curtis,
J.L.. Lung lymphocyte elimination by apoptosis in the murine response to intratracheal
particulate antigen. J. Clin. Invest. 99:1082-1091, 1997. '

Su, L., Beals, T., Bernacki, E.G., Giordano, T.J.. Spindle epithelial tumor with thymus-like
differentiation: A case report with Cytologic, histologic, Immunohistologic and ultrastructural
findings. Mod. Pathol. 10:510-514,1997.

Jones, J.W., Raval, J.R., Beals. T.F., Worsham, M.J., VanDyke, D.L., Esclamado, R.M,,
Wolf,G.T., Bradford,C.R., Miller,T., Carey, T.E.. Frequent loss of heterozygosity on
chromosome 18q in squamous cancers: Identification of two regions of loss — 18q11.1-12.3, and
18q21.1-23. Arch Otolaryn Head Neck Surg. 123:610-614, 1997.

BOOKS AND CHAPTERS IN BOOKS:
None.

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

None.
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MILA BLAIVAS, M.D., PH.D.
CLINICAL ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Six and a half months of Neuropathology Service.

B. Three weeks of Autopsy Service and seven weekends autopsy calls.

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

D. Consultations on brain biopsies, autopsied brains and rheumatology cases.

TEACHING ACTIVITIES:

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

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

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

D. Conferences on muscle and nerve cases with Neurology Department.

E. Neuropathology cases review with Pathology Residents.

F. Weekly Conferences with Neuromuscular staff.

G. Conferences and lectures for Neurosurgery Residents and staff.

H. Monthly conferences for Rheumatology residents and staff.

L Personal tutoring of neurology and pathology residents on Neuropathology — 7 persons

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A.

B.

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

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

Rat model in brain tumors growth and treatment, with Donald Ross, Neurosurgery and
Philip Kish. (Grant application submitted.)

Genetic treatment of hemophilia in mice model, with Kotoku Kurachi’s group in the
Department of Genetics.

Neurochemical anatomy of human temporal lobe in epilepsy, with D. Ross and N. Selden,
Neurosurgery.
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Primary CNS vasculitis, with J. Trobe and A. Alrawi, Ophthalmology.
Evaluation of temporal lobectomy/hippocampectomy cases with epilepsy group.
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.

mam

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.
MEDICAL SCHOOL:
A. Member of the Admissions Committee.
REGIONAL AND NATIONAL:
A. Neuropathology conferences for pathology residents, St. John Hospital in Detroit.

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

C. Member, American Association of Neuropathologists, IAP, and AAN.

D. Attended the meeting of American Association of Neuropathologists and Swiss Society
of Neuropathology X VII International Winter meeting with posters and platform
presentation.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN PEER REVIEWED
JOURNALS:

Tworek, J., Mikhail, A. and Blaivas, M.: Meningioma: Local recurrence and metastasis diagnosed
by fine needle aspiration. Acta Cytol., 41, 3:946-947, 1997.

Robertson, P.L., Pavkovic, I., Donovan, C. and Blaivas, M.: Immature teratoma of the
leptomeninges in an 8-year-old child: unusual presentation with recurrent transient oculomotor
nerve pulses and rapid progression to diffuse brain ischemia. J. Child Neurology 13(3):143-145,
March 1998.

Wang, J.M., Zheng, H., Blaivas, M. and Kurachi, K: Persistent systemic production of human
factor IX in mice by skeletal myoblast-mediated gene transfer: feasibility of repeat application to
obtain therapeutic levels. Blood 90:1075-1082, 1997.

Levy, R.A. and Blaivas, M.: Desmoplastic medulloblastoma: magnetic resonance imaging
findings. AJNR 18:1364-1366, 1997.
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Robertson, P.L., Muraszko, K.M., Blaivas, M. and Brunberg, J.A.: Symptomatic leptomeningeal
fibrosis: association with delayed diagnosis of an intracranial PNET. Pediatric Neurology, 16,
1:74-78.
Sorenson, E.J., Sima, A.A.F., Blaivas, M., Sawchuk, K. and Wald, J.J.: Clinical features of
perineuritis. Muscle and Nerve 20:1153-1157, 1997.
Cemeroglu AP, Blaivas M, Muraszko KM, Robertson PL, Vasquez DM. Lymphocytic
hypophysitis presenting with diabetes insipidus in a 14-year old girl. Case report and review of
the literature. Eur. J. Pediatric, 156:684-688, 1997.

ARTICLES SUBMITTED FOR PUBLICATION:

Ross DA, Kish P, Muraszko KM, Speed G, Blaivas M, Strawderman M: Chemoprevention of
ethylnitrosourea-induced rat gliomas by retinoic acid. Accepted To: Neurosurgery.

Schuh LA, Henry TR, Fromes G, Blaivas M, Ross DA, Drury I: Epilepsy predisposition and
outcome following anterior temporal lobectomy. Accepted To: The archives of Neurology.
O’Brien A, Blaivas M, Albers J, Wald J, Watt C: A case of respiratory muscle weakness due to
cytochrome C oxidase enzyme deficiency. Accepted To: European J. of Pulmonary Medicine.
Mikhail AA, Yamini B, McKeever PE, Blaivas M: MIB-1 proliferation index predicts survival
among patients with grade II astrocytoma. Accepted To: J. Neuropathol. Exp. Neurol (in press).
Rodas RA, Fenstermaker RA, McKeever , Blaivas M, Dickinson L, Papadopoulos S, Hoff J,
Hopkins LN, Fronckowiak MD, Greenberg H. Intraluminal thrombosis in brain tumor vessels
correlates with post-operative deep vein thrombosis. Accepted To: J. Neurosurgery.

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

Sant S, Kaplan MJ, Stafford Johnson DB, Blaivas M, Ike RW: Myositis is not reliably predicted
by magnetic resonance imaging in patients with suspected inflammatory myopathy. Presented at
the American College of Rheumatology fall meeting. 1997..

Gebarski SS, Blaivas M: Five germinal matrices, not one: a unifying scheme for understanding
migrational disorders. Presented at Swiss Society of Neuropathology X VII International Winter
Meeting, St. Moritz, March 14-18, 1998.

Blaivas M, Gebarski S: Heterogeneity of the temporal lobe neoplasms. J. of Neuropathol and
Experimental Neurol 1998, 57,5:504. Platform presentation at the AANP meeting, June 18-21,
Minneapolis, MN.

Blaivas M: Role of Neuropathologist is Neurologist Education. Will be presented at the 34
EFNS Congress, Seville, Spain, September 19-25, 1998.

Carney PR, Blaivas M, Drury I: Histopathological findings in a familial form of medically
refractory temporal lobe epilepsy. To be presented at the American Epilepsy Society meeting in
Fall 1998.

Thomas DA, Courblath WT, Blaivas M: Comitant strabismus in an older woman. Presented at
the Frank B. Walsh meeting, 1998.

Minecan D, Blaivas M, Muraszko KM, Robertson PL: Progressive neurobehavioral
encephalopathy, leptomeningeal fibrosis, hydrocephalus and multi-cystic brain lesions: An
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unusual presentation of diffuse low-grade glial neoplasm. Will be presented at the 27™ annual
meeting of the Child Neurology Society, October 22-24, 1998.
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JEFFREY BONADIO, M.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A.

None.

TEACHING ACTIVITIES:

A. Graduate Students: None.
B. Post-doctoral Fellow: Jianming Fang, M.D.
C. Undergraduate Students: NA
D. Courses:
1. Anatomy and Cell Biology 680, University of Michigan Medical School, 1998.
2. Pathology (Laboratory Section), University of Michigan, Medical School, 1988-
1998.
3. Molecular Cell Biology, University of Michigan, School of Medicine (Wound
Healing Section, 1993-1998.
4. Pathology 581, University of Michigan, Graduate School (Course Director), 1994-
1998.
E. Continuing Medical Education: None.
RESEARCH ACTIVITIES:
SPONSORED SUPPORT:
1. Sponsored Research Agreement with Matrigen, Inc., DRDA 953008, “Direct
Osteoinductive Gene Transfer”, 1995-.
2. NIDR, National Institutes of Health, 1 P20 DE12387-01, “Center for Restoration of Oral
Health”, 1997-1998.
3. NIDR, National Institutes of Health, 1 RO1 DK53904-01, “Anabolic Mechanisms of PTH
Action in Bone”, 1998-2002.
4. NIDR, National Institutes of Health, 1 RO1 HLL60473-01, “Regulated Osteoinductive
Plasmid Gene Transfer Via Gene Activated Matrices”, 1998-2003.
5. NIDR, National Institutes of Health, 1 RO1 HL60473-01, “Mechanically Guided Tissue
Regeneration”, 1998-2003.
6. NIDR, National Institutes of Health, P60ODE13062, “Center for Biorestoration of Oral

Health”, 1999-2004 (Pending approval).
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PROJECTS UNDER STUDY:

1. Molecular cloning of activins, members of the TGF-f superfamily
2. Direct gene transfer in vivo

ADMINISTRATIVE ACTIVITIES:

MEDICAL SCHOOL/HOSPITAL:

None.

DEPARTMENTAL:

Oversight Committee, Graduate Program, 1989 - 1998
OTHER RELEVANT ACTIVITIES:
EDITORIAL BOARDS:

A. Ad-hoc Reviewer:
American Journal of Pathology
Orthopedic Research and Education Fund
Journal of Clinical Investigation
American Journal of Human Genetics
Spine
Experimental Cell Research
NIH, NIAMSD (Special Study Section), Teleconference, 1998.

B. Consultant Editor:
European Journal of Experimental Musculoskeletal Research, 1991 -

C. Member:
U-M Multipurpose Arthritis Center
Michigan Cancer Center
U-M Bioengineering Program

INVITED LECTURES AND SEMINARS:

“Pharmaceutical gene delivery for bone repair”. NMHCC Conference: Orthopedic Tissue
Engineering: Rebuilding Bone, Cartilage, Ligament, and Tendon, Boston, MA, August 1997.
“GAM plasmid gene delivery for tissue repair and regeneration”. Sprout Group, Menlo Park, CA,
September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Institutional Venture Partners,
Menlo Park, CA, September 1997.
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11.

12.
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15.

16.

17.

18.

19.

20.

21.
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“GAM plasmid gene delivery for tissue repair and regeneration”. U.S. Venture Partners, Menlo
Park, CA, September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Robertson Stephens &
Company, San Francisco, CA, September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Weiss, Peck & Greer Venture
Partners, L.P., San Francisco, CA, September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Domain Associates, Costa
Mesa, CA, September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Atlas Venture, Boston, MA,
September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Highland Capital Partners,
Boston, MA, September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Johnson & Johnson
Professional, Inc., Raynham, MA, September 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Genetics Institute, Cambridge,
MA, October 1997.

“GAM plasmid gene delivery for tissue repair and regeneration”. Creative BioMolecules,
Hopkinton, MA, October 1997.

“Pharmaceutical gene delivery for tissue repair / regeneration”, (Session Chair). Keystone
Symposium on Tissue Engineering, Copper Mountain, CO, January 1998.

“GAM plasmid gene delivery for tissue repair and regeneration”. Novartis Pharma AG, Summitt,
NJ, April 1998. ,

“GAM plasmid gene delivery for tissue repair and regeneration”. U.S. Surgical Corporation,
Norwalk, CT, June 1998.

“GAM plasmid gene delivery for tissue repair and regeneration”. Ortho-McNeil, Summitt, NJ,
June 1998.

“Gene therapy for wound healing: DNA as a pharmaceutical”. Scios Nova, Mountain View, CA,
January 1996.

“GAM plasmid gene delivery for tissue repair and regeneration”. Johnson & Johnson, Corporate
Office of Science and Technology, New Brunswick, NJ, June 1998.

“Gene activated matrices: tissue engineering implants for bone regeneration”. The Wound
Healing Society Eighth Annual Meeting, Salt Lake City, UT, June 1998.

“Gene therapy applications for orthopaedic tissue engineering”. NMHCC Bio/Technology
Division, 2™ Annual Orthopaedic Tissue Engineering Conference, Boston, MA, August 1998.
“Gene activated matrices: tissue engineering implants for bone regeneration”. Euroconference:
Tissue and Cell Engineering, Park Hotel Suisse, Santa Margherita Ligure (Italy), September
1998.

“New activins: expression and action”. 189™ meeting of the Society for Endocrinology, Royal
College of Physicians, London, England, November 1998.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Jepsen, K.J., Schaffler, M.B., Kuhn, J.L., Goulet, R.W., Bonadio, J., and Goldstein, S.A. (1997)
Type I collagen mutation alters the strength and fatigue behavior of Mov13 cortical bone. J.
Biomechanics 30, 1141-1147.

Fang, J., Li, X., Smiley, E., Francke, U., Mecham, R.P., and Bonadio, J. (1997) Mouse latent
TGF-B binding protein-2: molecular cloning and developmental expression. Biochim. Biophys.
Acta 1354, 219-230.

Yin, W., Smiley, E., and Bonadio, J. (1998) Alternative splicing of LTBP-3. Biochem. Biophys.
Res. Comm. 245, 655-661.

Pezzuti, J.A., Morris, M.D., Bonadio, J., and Goldstein, S.A. (1998) Hyperspectral Raman
imaging of bone growth and regrowth chemistry. Proc. SPIE 3261, 270-276.

Yin, W., Fang, J., Smiley, E., and Bonadio, J. (1998) 8-cysteine TGF-bp structural motifs are the
site of covalent binding between mouse LTBP-3, LTBP-2, and latent TGF-B1. Biochim. Biophys.
Acta 1383, 340-350.

Adami, R.C., Collard, W.T., Gupta, S.A., Kwok, K.Y., Bonadio, J., and Rice, K.G. (1998)
Stability of peptide-condensed plasmid DNA formulations. J. Pharm. Sci. 87, 678-683.

BOOKS/CHAPTERS IN BOOKS:

Bonadio, J., Goldstein, S.A., and Levy, R.J. Gene therapy for tissue repair and regeneration.
Advanced Drug Delivery Reviews, in press.

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

Bonadio, J. Pharmaceutical Gene Delivery for Tissue Repair / Regeneration, Invited presentation,
Keystone Symposium on Tissue Engineering. Copper Mountain, CO, January 1998.

Adami, R.C., Collard, W.T., Gupta, S.A., Kwok, K.Y., Bonadio, J., and Rice, K.G. Stability of
peptide condensed plasmid DNA formulations. Midwest Regional American Association of
Pharmaceutical Scientists meeting, Chicago, IL, May 1998.

Lau, A.L., Quixia, G., Bonadio, J., and Matzuk, M.M. In vivo functions of liver-specific TGF-
superfamily members. 57th Annual meeting of the Society for Developmental Biology, Stanford
University, Palo Alto, CA., June 1998.

Bonadio, J. Gene Activated Matrices: Tissue Engineering Implants for Bone Regeneration. The
Wound Healing Society Eighth Annual Meeting, Salt Lake City, UT, June 1998.

Bonadio, J. New activins: Expression and Action. 189"™ meeting of the Society for
Endocrinology, Royal College of Physicians, London, England, November 1998.
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PRISCILLA CHAMBERLIN, M.D.
CLINICAL INSTRUCTOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998
CLINICAL ACTIVITIES:

A. Surgical Pathology sign out — 6 months
B. Director of Cytology with primary sign out responsibilities

TEACHING ACTIVITIES:

A. Graduate students:
1. Responsible during the current academic year for teaching activities for the
following:
a. Sophomore pathology lab
b. Pathology residents
RESEARCH ACTIVITIES:
SPONSORED SUPPORT:
None.
PENDING:
None.
ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

A. Medical Director of Microbiology, Immunology and Chemistry labs at VA Hospital
B. Lab Reorganization Committee Chair

MEDICAL SCHOOL/HOSPITAL:

A. Admissions Committee

UNIVERSITY OF MICHIGAN:
None.
REGIONAL AND NATIONAL.:

None.
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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 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A.

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.

B. Hematology, daily evaluation of pathologist referred blood smears, bone marrow smears,
Veterans Affairs Medical Center.

C. Surgical/Frozen Section Diagnosis and Quality Control, (4 months in 1997, approx. 2000
cases).

D. Autopsy Service, rotational basis, on call 13 weeks/year (staffing 15-20 cases/year).

E. Special Chemistry/Immunology, daily interpretation of protein electrophoreses,
isoenzyme studies, and problem ligand studies ( approx. 1000 cases/year), Veterans
Affairs Medical Center.

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

TEACHING ACTIVITIES:

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

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

C. Graduate students, mentor training toward doctoral degrees.

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

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

B. Principal Investigator, Chemokine Receptor Dynamics in Granuloma
Formation, NIH AI43460 ($115,000 direct costs annually, 1998-2001)

C. Principal Investigator, Prostate Carcinoma Bone Metastasis in a SCID-hu

Mouse Model, VERAM ($5,000, annually 1998)

PROJECTS UNDER STUDY:

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

Regulation of chemokine receptor expression during Thl and Th2 immune
and inflammatory responses.
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C. Role of chemotactic cytokines in granulomatous inflammation and Thl and
Th2 cell expression.
Regulation of chemotactic cytokine production by leukocytes and stromal

cells.

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

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Graduate Program Exam Committee

B. Member of graduate student thesis committees.

C. Interviewing and evaluation of residents and faculty.

MEDICAL SCHOOL/HOSPITAL:

Blood Utilization Review Committee, Veterans Affairs Medical Center,
Chairman.

Ambulatory Care Committee, Veterans Administration Medical Center.
Research Animal Use Committee, Veterans Administration Medical Center.
Personnel employment and annual evaluations.

Anatomic Pathology Quality Assurance evaluation and reporting

Editor, VA Labs Newsletter.

REGIONAL AND NATIONAL:

SISISTeT IS

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.

. Parasitology.

B. Medical Advisory Committee, American Red Cross, SMBSR.

OTHER RELEVANT ACTIVITIES:

R N

A. Case presentations at Tumor Board and Morbidity and Mortality Conferences.
B. Tissue evaluation for clinical researchers.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Chensue, S. W., Warmington, K.S., Ruth, J.H., N. Lukacs and S.L. Kunkel. Mycobacterial and
Schistosomal antigen-elicited granuloma formation in interferon-g and interleukin 4 knockout
mice: Analysis of local and regional cytokine and chemokine networks. J. Immunol. 1997,
159:3565-3573.
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Cameron, M. J., Arreaza, A., Zucker P., Chensue, S.W., Strieter R. M., Chakrabarti, S., and
Delovitch, T.L. IL-4 prevents insulitis and IDDM in nonobese diabetic mice by potentiation o
regulatory Th2 cell function. J. Immunol. 1997, 159:4686-4692.

Arreaza, A., Cameron, M. J., Jaramillo, A., Gill, B.M., Hardy, D., Laupland K.B., Rapoport
M.J., Zucker P., Chensue, S.W., Chakrabarti, S, Qin, H.Y. Singh, B. and Delovitch,
T.L.Neonatal activation of CD28 signaling overcomes T cell anergy and prevents autoimmune
diabetes by an IL-4 dependent mechanism. J. Clin. Invest. 1997 100(9):2243-53.

Boring, L., Gosling, J., Chensue, S.W., Kunkel, S.L., Farese, R.V., Broxmeyer, H.E., and Charo,
LF. Impaired monocyte migration and defects in type 1 cytokine (Thl) responses in CCR2
knockout mice. J.Clin. Invest. 1997, 100:2552-2561.

Hogaboam, C. M., Chensue, S. W., Steinhauser, M. L., Huffnagle, G. B., Lukacs, N. W, Strieter,
R. M. and Kunkel, S. L. Alteration of the cytokine phenotype in an experimental granuloma
model by inhibiting nitric oxide. J. Immunol. 1997, 159:5585-5593.

Hogaboam C. M., Lukacs N. W., Chensue S. W., Strieter R.M. ,Kunkel SL. Monocyte
chemoattractant protein-1 synthesis by murine lung fibroblasts modulates CD4+ T cell
activation. J. Immunol. 1998, 160:4606-4614.

BOOKS AND CHAPTERS IN BOOKS:

Hogaboam, C.M., Chensue S.W., and Kunkel, S.L.. Role of C-C chemokines in Th1- and Th2-type

pulmonary Inflammation models. In, The Role of Chemokines in the Progression of Chronic
Inflammatory Disease, Human Press 1998.

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

=

Chensue, S.W., Boring, L., Warmington, K.S., Ruth, J.R., Charo, LF. and Kunkel, S.L. Effect of
C-C chemokine receptor 2 knockout on schistosomal egg antigen-elicited granuloma formation
and the regional lymphoid response. FASEB J. 1998, 12:A3757.

Hogaboam, C.M., Bone-Larson, C., Lipinski, S., Lukacs, N.W., Strieter, R.M., Chensue, S.W.,
and Kunkel, S.L. Differential MCP-1 and CCR2b expression by murine lung fibroblasts derived
from Thl-type and Th2-type pulmonary granuloma models. FASEB J. 1998, 12:A3756.
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CONSTANCE J. D'AMATO, B.S.
ASSISTANT PROFESSOR OF NEUROBIOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A.

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.

Work with house officers in planning Dementia Brain Cutting Conference for house
officers, students and staff, for gross diagnosis and demonstrations of diagnostic methods,
and teaching.

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

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

G. Co-coordinator, Neuropathology Core Laboratory, MADRC.

TEACHING ACTIVITIES:

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

Neuropathology for Pathology house officers. This exercise is integrated with Clinical
Activities A, B, and D.

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.

D. 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.

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

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

Co-Investigator with Dr. Anders Sima on Michigan Alzheimer Disease Research Center
Project, The Pathology of Diffuse Lewy Body Disease. June, 1994 -.

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
done in collaboration with Dr. Roger Albin, in the Michigan Alzheimer Disease Research
Center.
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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:

A. Member, Dementia Subcommittee of the Chronic Disease Advisory Committee (State of
Michigan).
B. Member, Executive Committee of the Postmortem Examination Work group of the

Dementia Subcommittee (State of Michigan).
C. Consortium to Establish a Registry for Alzheimer's Disease (CERAD) Committee.

PUBLICATIONS:

ARTICLES ACCEPTED FOR PUBLICATION IN REFEREED JOURNALS, BOOK
CHAPTERS:

Sima AAF, D’Amato, CJ: Dementias and other neurodegeneration diseases. In:
Neuropathology: The Diagnostic Approach, J. Garcia (ed.), Philadelphia, Mosley. Pp 637-668,
1997.

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

Erickson SL, Gao W-O, Shinsky N, Kljavin I, Gerlai R, D’ Amato CJ, O’Shea KS: Neurological
examination of heregulin, ErbB2, and ErbB3 heterozygous null mice: nerve conductivity
velocity measurements, nerve crush analysis and behavior. Society for Neuroscience 23:865,

1997.
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ROBERTSON D. DAVENPORT, M. D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Associate Medical Director, Blood Bank and Transfusion Service, University of
Michigan Hospitals.
B. Cytopathology, consultation and staff coverage.

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:
1. Presented workshop entitled: “Coagulation Review for Blood Bankers”.
2. Presented talk entitled: “Role of Cytokines in Transfusion Medicine”.

D. Clinical Pathology Grand Rounds: “Transfusion Reactions”, May 15, 1998.

E. Teleconference: “Transfusion Reactions”, University of Texas Teleconference Network
of Texas. February 10, 1997.
Invited lecture: “Cytokines in Transfusion Reactions”, Blood Bank Supervisors
Association of New York, April 4, 1997.

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

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

PROJECTS UNDER STUDY:

Cytokine production in hemolytic transfusion reactions.
Cytomegalovirus reactivation by blood transfusion.
Enzyme converted red blood cells.

Mechanisms of action of leukoreduction filters.
Mechanisms of hypotensive transfusion reactions.

monwy

ADMINISTRATIVE ACTIVITIES:
MEDICAL SCHOOL/HOSPITAL:

A. Transfusion Committee.
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OTHER RELEVANT ACTIVITIES:

A. President-elect, Michigan Association of Blood Banks.

B. Executive Committee, Michigan Association of Blood Banks.

C. Program Committee, Michigan Association of Blood Banks.

D. Scientific Section Coordinating Committee, American Association of Blood Banks.
E. Editorial Board, Transfusion.

F. Reviewer, Transfusion.

G. Reviewer, Chest.

H. Reviewer, American Journal of Clinical Pathology.

L Reviewer, Journal of Clinical Investigation.

PUBLICATIONS:

ARTICLES SUBMITTED FOR PUBLICATION IN REFEREED JOURNALS:

Davenport RD, Penezina OP: Cleavage of high molecular weight kininogen induced by filtration
of platelet concentrates. Submitted to Transfusion.

ABSTRACTS, AND PRESENTED PAPERS:

Penezina OP, Fomovskaia GN, Haddock TF, Davenport RD: Specific adhesion of human
leukocytes to magnetic polyester beads, modifies with Ca2+ independent ligands to L-selectin.
FASEB J 11:A1093, 1997. v

Davenport RD, Kunkel SL: Characterization of a murine model of hemolytic transfusion
reactions. Transfusion 37:1S, 1997.

Davenport RD, Penezina OP: Cleavage of high molecular weight kininogen induced by filtration
of platelet concentrates. Transfusion 37:104S, 1997.

Judd WJ, Davenport R. On the high probability that a perceived lack of value of obtaining a p
value will be detrimental to patient care! (letter) Transfusion 37:866, 1997.

CHAPTERS IN BOOKS:

Davenport RD: Management of transfusion reactions. In: Mintz PD (ed):Practice Guidelines for
Transfusion Therapy. AABB Press, Bethesda, MD (in press).

Davenport RD: The immune system: an overview. In: Vamvakas S, Blajchman MD (eds):
Immunomodulatory Effects of Blood Transfusion. AABB Press, Bethesda, MD (in press).
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FELIX A. DE LA IGLESIA, M.D.
ADJUNCT RESEARCH SCIENTIST
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997-30 JUNE 1998

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 Pathology

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. All research activities conducted with intramural support from Parke-Davis

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 University of Michigan/Parke-Davis Research - Pathology
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

V. OTHER RELEVANT ACTIVITIES:

EDITORIAL BOARDS:

A. Editorial Board Member, Drug Metabolism Reviews

INVITED LECTURES/SEMINARS:

1. “Genotyping and Primer Extension Preamplification Applications in Preclinical and Clinical
Pathology Testing”, San Diego, CA, August 1997.
2. “Cellular Changes in Intestinal Mucosa of Wistar Rats After Epidermal Growth Factor 1-48”,

Society of Toxicology, Cincinnati, OH, March 1997.
3. “Phenobarbital Modulation of Cobalt Mesoporphyrin Effects on Cytochrome P450 in Rat Liver”,
Society of Toxicology, Seattle, WA, March 1998.

4. “Absence of P53 Inactivation in Mouse Vascular Tumors”, Society of Toxicology, Seattle, WA,
March 1998.

5. “Carcinogenicity Study of the Antidiabetic Troglitazone in Wistar Rats”, Society of Toxicology,
Seattle, WA, March 1998.

6. “Carcinogenicity Study of the Antidiabetic Troglitazone in B6C3F1 Mice”, Society of
Toxicology, Seattle, WA, March 1998.

7. “Chronic Toxicity Study of the Antidiabetic Troglitazone in Wistar Rats”, Society of Toxicology,
Seattle, WA, March 1998.

8. “Differential Effects of epidermal Growth Factor in Intestinal Mucosa From Non-Human
Primates”, American Society of Pathology Investigative, San Francisco, CA, April 1998.

9. “Effects of Troglitazone on Adipocyte Populations in Mice, Rats, and Monkeys”, American

Society of Investigative Pathology, San Francisco, CA, April 1998.

10.  “In Vitro Subcellular Changes by Acridines in Human Hepatocytes”, American Society of
Investigative Pathology, San Francisco, CA, April 1998.

11.  “Approaches to Understanding Species Differences in Hepatotoxic Responses to Therapeutic
Agents”, Japanese Society of Toxicology, Nagoya, Japan, June 1998

VI. PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFERRED
JOURNALS:

1. D.K. Monteith, J.C. Theiss, J.R. Haskins and F.A. de la Iglesia. Functional and Subcellular
Organelle Changes in Isolated Rat and Human Hepatocytes induced by
Tetrahydroaminoacridine Arch. Toxicol. 72: 147-156, 1998
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D. G. Robertson, T. K. Braden, E. R. Urda, N. D. Lalwani and F. A. de la Iglesia. Elucidation of
Mitochondrial Effects by Tetrahydroaminoacridine (Tacrine) in Rat, Dog, Monkey and Human
Hepatic Parenchymal Cells. Arch. Toxicol. 72: 362-371, 1998

J. Sims, F. de la Iglesia. Designing Non-Clinical Safety Evaluation Programmes for Colony
Stimulating Factors, Growth Factors and Hormones: Recommendations and the Way Forward.
Human Exper Toxicol 17: 63-83, 1998

D.R. Plymale and F. A. de la Iglesia. Acridine-Induced Subcellular and Functional Changes in
Isolated Human Hepatocytes In Vitro. J. Appl. Toxicol.(In press, 1988)

ARTICLES SUBMITTED FOR PUBLICATION:

F. A. de la Iglesia, C. J. Di Fonzo, R. A. Martin, E. J. McGuire and G. Feuer. Quantitative
Microscopic Changes of the Functionally Impaired Hepatic Endoplasmic Reticulum in a
Proposed Cholestasis Rat Model. Drug Chem. Tox. (submitted 1998).

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.(Submmitted, 1998)
J.C. Theiss, S. Bulera, T. Festerling and F.A. de la Iglesia In Vitro Photogenotoxic Activity of
Clinafloxacin: A Paradign Predicting Photocarcinogenicity. Tox. Appl. Pharm. (Submmitted,
1998)

D.R. Plymale and F.A. de la Iglesia Coherent, Multiparameter, real-Time Fluorescence for
Monitoring Subcellular Toxicity of Hepatocytes In Vitro. Nature Medicine (Submmitted, 1988)
S.K. Duddy, R.F. Parker, M.R. Bleavins, A.W. Gough, P.E. Rowse, S. Gorospe, L.A. Dethloff
and F.A. de la Iglesia P53 is not inactivated in B6C3F1 Mouse Vascular Tumors Arising
Spontaneously or Associated with Long-term Administration of the Thiazolidindione,
Troglitazone. (Submitted, 1998)

N.D. Lalwani, D.G. Robertson, R.E. Sigler, W. tefera, M.R. Bleavins, A. W. Gough and F.A. de
la Iglesia. H-ras DNA Methylatiuon Pattern and Genomic Instability in the Pancreas of Rats Fed
Soybean Diets and Gabapentin. (Submitted)

F.A. de la Iglesia, R. Walker, C.J. DiFonzo, R.A. Martin, E.J. McGuire and G. Feuer. Metabolic
Effects of Antiinfective Agents on the Liver of Common Marmosets (Callithrix jacchus) Arch.
Toxicol. (Submitted 1998)

G. Feuer, M.S.I. Dhami, and F.A. de la Iglesia. Changes by Progestrone Derivatives in Fatty
Acids from Phosphatidylcholine and Phosphatidylethanolamine Fractions in Rat Liver
Endoplasmic Exp. Toxicol. Path. (Submitted)

E.J. McGuire and F.A. de la Iglesia Hypolipidemic. Effects on Rat Liver Mitochondria Studied
by Quantitative Microscopy. Human Exper. Toxicol. (Submitted)

BOOKS/CHAPTERS IN BOOKS:

A. L. Metz, A. W. Gough, D. G. Robertson, F. A. de la Iglesia and S. P. Bishop. Agents
Associated with the Development of Cardiac-Hypertrophy and/or Cardiac Failure. In:
Comprehensive Toxicology, Volume 6: Cardiovascular Toxicology. Editors: Sipes, 1.G.,
McQueen C.A. and Gandolfi A.J. Elsevier, Oxford, UK. P385-407, 1997
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F. A. de la Iglesia, D. G. Robertson and J. R. Haskins. Morphofunctional Aspects of the Hepatic
Architecture: Functional and Subcellular Correlates. In: Handbook of Drug Metabolism. T.
Woolf (Ed.) Marcel Dekker (in press 1998).

F.A. de la Iglesia. Approaches to Understanding Species Differences in Hepatotoxic Responses
to Therapeutic Agents. Proceedings, Ann. Mtg. Japan. Soc. Tox. p1-5, 1998

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

D.R. Plymale, R. Rahjbari, J.R. Haskins, F.A. de la Iglesia. In Vitro subcellular Changes by
Acridines in Human Hepatocytes. FASEB Journal, 12:A798, 1998

MR. Bleavins, J.D. Haskins, S.K. Duddy, E.J. McGuire, F. A. de la Iglesia. Effects of
Troglitazone on adipocyte Populations in Mice, Rats, and Monkeys. FASEB Journal, 12:A376,
1998

J.R. Haskins, J.F.Reindel, M.R. Bleavins, F.A. de la Iglesia. Differential Effects of epidermal
growth Factor in intestinal Mucosa From Non-Human Primates. FASEB Journal, 12:A376, 1998

R.M.Walker,Z. W.Wojcinski,L.M.King,F.A. de la Iglesia. Phenobarbital Modulation of cobalt
Mesoporphyrin Effects on Cytochrome P450 in Rat Liver. Toxicological Sci., 42: 369, 1998

S.K. Duddy, R.F. Parker, M.R. Bleavins, A.W. Gough, P.E. Rowse, L.A. Dethloff, F. A. de la
IglesiaAbsence of P53 Inactivation in Mouse Vascular Tumors. Toxicological Sci.,42: 319-320,
1998

JR. Herman, E.J. McGuire, F. A. de la Iglesia, K.M. Walsh, H. Masuda. Carcinogenicity Study
of the Antidiabetic Troglitazone in Wistar Rats42: 71, 1998

E.J. McGuire, L.A. Dethloff, R.S. Parker, F.A. de la Iglesia, A.-W. Gough and H. Masuda.
Carcinogenicity Study of the Antidiabetic Troglitazone in B6C3F1 Mice. Toxicological Sci., 42:
50, 1998

F.A. de la Iglesia, J.R.Herman, E.J. McGuire, A.-W. Gough and H. Masuda. Chronic Toxicity
Study of the Antidiabetic Troglitazone in Wistar Rats. . Toxicological Sci., 42: 50, 1998

M. Bleavins, T. Gipson, S. Duddy, F. de la Iglesia. Genotyping and Primer Extension
Preamplification Applications in Preclinical and Clinical Pathology TestingClinical Chem.
43:2214,1997

F. de la Iglesia, A. W. Gough, R. E. Sigler Letter to Editor: a2u-Globulin Nephropathy and
Ravens: Letter to the Editor: Do Ravens of a Different Feather Flock Together? Environmental
Health Perspectives.

L.A. Dethloff and F.A. de la Iglesia Chemically-Induced Ploidy Changes. Letter to the Editor.
Tox. Appl. Pharm. 150: 443, 1998
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GREGORY R. DRESSLER, Ph.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

None.

TEACHING ACTIVITIES:

A
B.
C.
D

Second Year Medical Students - Renal Section, one full lecture.

Graduate Students Supervised - Martin Powers, MSTP.

Post-doctoral Trainees Supervised - Mark Lechner, Ph. D.; Eun Ah Cho, Ph. D., Julie
Martin, Ph. D.

Ph. D. Thesis Committee Member - Laura Post, Dept. of Genetics; Kris Coulter, Dept. of
Genetics.

MEDICAL SCHOOL/HOSPITALS:

None.

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A.

Principal Investigator, Howard Hughes Medical Institute - 001819, “Analysis of
Mammalian Developmental Control Genes”, (50%), October 1, 1994-September 30,
1998. Approximately $250,000 current year (including staff salaries, supplies and travel)
excluding PI’s salary and benefits. The actual budget is negotiated yearly.

B. Principal Investigator, “PAX-2 in Normal and Cystic Epithelium Development”,
NIH/NIDDK - R0O1 DK51043-02, (25%), September 30, 1995-August 31, 2000. Direct
costs approximately $100,000 requested annually.

C. Sponsor, WELLCOME TRUST, “Regulation of PAX-2 in Normal and Cystic
Epithelium”, Fellowship recipient: Julie Martin, Awardee, Gregory Dressler, Sponsor,
(5%), March 1, 1996-February 28, 1998. Direct costs/year (supplies only)-$5,400.

PROJECTS UNDER STUDY:

A. The identification of co-factors required for Pax protein mediated transcription activation.

B. The development of novel methods for identifying genes regulated by Pax proteins.
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C. The role of Pax-2 in the initiation and progression of polycystic kidney disease.
D. The GDNF/RET signaling pathway in the developing kidney.

ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

A Department of Pathology - Preliminary Exam Committee. .
B. Center for Organogenesis - Interim Co-Director, Steering Committee, Training Grant
Review Committee, Advisory Committee.

REGIONAL AND NATIONAL:

NIH Study Section, General Medicine B, Ad-hoc reviewer.
NIDDK, Renal Program Project Grants, Site visit reviewer.
American Journal of Physiology, Editorial Reviews Board.

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. :

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:

International Society of Developmental Biology, annual meeting, Snowbird, UT, (speaker &
session chair), July 5-10, 1997.

NIDDK Workshop on Polycystic Kidney Disease, Crystal City, VA, Sept. 9-10, 1997.
HHMI Annual Meeting, Chevy Chase, MD, Nov. 1997.

Experimental Biology 98, San Francisco, CA, April 18-21, 1998.

Division of Biological Sciences, University of Edinburgh, Edinburgh, UK, May 14, 1998.
Dept. of Biochemistry, University of Virginia Medical center, Charlottesville, VA, May 28,
1998.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

Valentini, R., Brookhiser, W.T., Park, J., Yang, T., Briggs, J., Dressler, G.R. and Holzman, L.B.
(1997). Post-translational processing and renal expression of mouse indian hedgehog cDNA. J.
Biol. Chem. 272:8466-8473.

Lechner, M.S., and Dressler, G.R. (1997). The molecular basis of embryonic kidney
development. Mechanisms of Development. 62:105-120.

Cho, E. A., Patterson, L.P., Brookhiser, W.T., Mabh, S., Kintner, C. and Dressler, G.R. (1998)
Expression and function of cadherin-6 in the developing kidney. Development 125, 803-812.
Cho, E.A. and Dressler, G.R. (1998) Mouse Tcf-4 binds B-catenin and is expressed in distinct
regions of the developing brain and limbs. Mech. Develop. in press.

Tang, M.J., Worley, D., Sanicola, M. and Dressler, G.R. (1998) Migration and chemoattraction
of RET expressing epithelial cells in response to GDNF. J. Cell Biol. in press.

Yang, Y., Jeanpierre, C., Dressler, G.R., Lacoste, M., Niaudet, P. and Gubler, M.-C. (1998) WT1
and Pax-2 podocyte expression in Denys-Drash syndrome and isolated diffuse mesangial
sclerosis. Am. J. Pathol. in press.

ARTICLES SUBMITTED FOR PUBLICATION IN REFEREED JOURNALS:

Schwarz, M., Alvarez-Bolado, G., Urbanek, P., Busslinger, M., Dressler, G.R., and Gruss, P.
(1998) The forebain/midbrain boundary formation depends on the interaction between Pax6 and
Pax2/5.

Leavey, S.F., Arend, L.J., Dare, H., Dressler, G.R., Briggs, J.P., Margolis, B.L. (1998)
Expression of the growth factor receptor signaling protein Grb7 in kidney development and in the
adult kidney.

Lechner, M.S. and Dressler, G.R. (1998) PTIP: A novel BRCT-domain protein interacts with the
Pax family of transcription factors.

BOOK CHAPTERS:

None.

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

None.
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BARRY G. ENGLAND
ASSOCIATE PROFESSOR OF REPRODUCTIVE BIOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Director, Ligand Assay Laboratory.

TEACHING ACTIVITIES:

A. Instructor for Pathology House Offices Laboratory Rotation.

B. Instructor for Nuclear Medicine Residents Laboratory Rotation.

C. Participant, Clinical Pathology Grand Rounds.

D. 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: U01 AG 12495 (AR Midgley) 09/30/94 - 05/31/99.

Study of Women’s Health Across the Nation: Menopause and Aging in Women

$694.,405 Direct Costs (Central Laboratory)

Associate Lab. Director with 10% Effort.

1. The major purpose of this Central Laboratory for the UO1 Cooperative Agreement
on Menopause and Health in Aging Women will provide participating Clinical
Sites with assistance, service, and state of the art assays for markers of ovarian
aging that are reliable, accurate and precise.
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C.

Chiron Diagnostic Corporation (BG England) 11/01/97 - 10/31/99.

CCD Chemical Pathology Fellowship

$30,000 Direct Costs

Principle Investigator with 0% Effort.

1. The major goals of this project are to provide postdoctoral training in the general
area of Endocrinology and Immunoassay Methodologies.

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

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
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. and University of Dayton: P.K.
Bajpai, 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 “drugs”. 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 “drug” 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
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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.

D. University of Michigan: Jonathon A. Ship, D.M.D.: In the preceding study hormone
concentrations in salivary secretions from children have provided invaluable information
into the developmental physiology of children under natural conditions. Salivary flow
rates are not different in healthy young and older adults although histomorphometric
studies clearly show a decrease in acinar salivary producing cells across the human life
span. It would be of interest to compare salivary hormone excretion patterns in subjects
of advancing age. We are attempting to determine if a secretory reserve exists early in
life, by determining if there is a difference in the ability of healthy human subjects’
salivary glands to respond to an anticholinergic medication (glycopyrrolate).

SERVICE ACTIVITIES:

DEPARTMENTAL:

A. Director, Central Ligand Assay Laboratory.
MEDICAL SCHOOL/HOSPITAL:

A. Consultant, Chemistry Core Facility, Diabetes Research and Training Center.

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

C. Associate Director, CLASS laboratory in the SWAN study, Reproductive Science
Program.

D Associate Research Investigator of Reproductive Biology, Reproductive Science
Program.

PUBLICATIONS:

ARTICLES PUBLISHED IN REFEREED JOURNALS:

England BG, and England RL: Clinical Utility and Measurement of Estradiol-17_. American
Association of Clinical Chemistry: Diagnostic Endocrinology and Metabolism. Vol 15(11): 333-
351, 1997.

Henricks WH, England BG, Giacherio DA, Oesterling JE, and Wojno KJ: Serum percent-free
PSA does not predict extra-prostatic spread of prostate cancer. American Journal of Clinical
Pathology 109:533-539, 1998.

Flinn MV, Baerwald C, Decker SD, and England BG. Evolutionary functions of neuroendocrine
response to social environment. Behavioral and Brain Sciences 20(1):xxx June, 1998.

Cason Z, Tucci M, England BG, and Benghuzzi H: Pathophysiological Changes Associated with
Sustained Delivery of Estrogen and Estrogen Plus Progesterone by TCPL Devices; Biomed.
Science Instrumentation, (Paper #98-005 ISA), Vol. 34, pp 24-29, 1998.
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ABSTRACTS AND PAPERS AT MEETINGS:

Benghuzzi HA, England BG and Possley RM: Sustained release of dihydrotestosterone by means
of TCPL delivery system in adult wethers. FASEB Journal Vol 11, Iss 3, pp 2401 — 2401, 1997.
Cason Z, Tucci M, England BG, and Benghuzzi H: Pathophysiological Changes Associated with
Sustained Delivery of Estrogen and Estrogen Plus Progesterone by TCPL Devices; Biomed.
Science Instrumentation, (Paper #98-005 ISA), Vol. 34, pp 23-29, 1998.

Cason Z, Tucci M, England BG, Butler K, and Benghuzzi H: Sequential Endometrial Changes
associated with Sustained Deliver of Ovarian Hormones in Adult Female Rats. 17" Southern
Biomedical Engineering Conference, San Antonio, TX, February 7-8, 1998.

Beduschi R, Beduschi MC, Wojno K, Giacherio DA, and England BG. Free PSA And Total
PSA Significantly Correlates With The Serum Concentration Of Free Testosterone, Albumin-
Bound Testosterone And Dihydrotestosterone In A Normal Male Population. 14™ International
Medical Sciences Student Congress, May 6-9, 1998, Istanbul, Turkey. Abs. #55.

Beduschi MC, Beduschi R, Wojno K, Giacherio DA, and England BG. The Use Of A Super
Sensitive PSA Assay And IGF-1 For The Early Diagnosis Of Recurrent Prostate Cancer. 14"
International Medical Sciences Student Congress, May 6-9, 1998, Istanbul, Turkey. Abs. #59.
Vallorosi CJ, Giacherio DA, Beduschi MC, England BG, Montie JE and Wojno KJ. The use of a
third generation chemiluminescent PSA assay for the early detection of recurrent prostate cancer.
Clin. Chem. 44(S6): A38, 1998.

Beduschi MC, Beduschi R, Vashi A, Putzi MJ, Giacherio DA, , England BG, Wojno KJ, Montie
JE, Yurgalevitch SM, and McKinla J. Percent free PSA distribution in male populations with
normal and abnormal prostate evaluations: Determination of reference ranges. J. Urol. 159:234,
1998.

Flinn MV and England BG 1997. Individual differences in endocrine and immune response to
stress among children in a rural Caribbean village. Abstracts of the American Anthropological
Association Meetings, 1997.

Turner MT, Flinn MV and England BG: Stress, immune function, and health among children in a
Caribbean village. (abstract). American Journal of Physical Anthropology Supplement 23:xxx.
1997.

Decker SA, Flinn MV and England BG. Social support, affluence, and stress among adult male
Dominican horticulturists. Abstracts of the American Anthropological Association Meetings,
1997.

ARTICLES SUBMITTED TO REFEREED JOURNALS:

Flinn MV and England BG. Health condition and glucocorticoid stress response among children
in a rural Caribbean village. Submitted to Proceedings of the National Academy of Sciences.
Decker SA, Flinn MV and England BG. Male cortisol and testosterone profiles are associated with
social events and status. Submitted to American Journal of Human Biology.

Turner M, Flinn MV and England BG. Variation of mother and infant salivary and breast milk
cortisol levels. Submitted to American Journal of Human Biology.
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JOSEPH C. FANTONE, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

L CLINICAL ACTIVITIES:
A. Autopsy Service.
II. TEACHING ACTIVITIES:

Director, Resident Training Program.

Graduate Program Committee (Chair).

Course Director - Pathology Teaching Laboratories.

Laboratory Instructor, M1 Histopathology Sequence.

Laboratory Instructor:M2 Pathology Labs.

Laboratory Instructor: Dental Labs.

Lecturer, M1 Host Defense Sequence.

Lecturer, Medical Ilustration course.

Coordinator, Department of Pathology Summer Clinical Program for Minority Medical
Students.

Pulmonary Pathology Conference (six per year to Pulmonary Division, Department of
Internal Medicine).

K. Graduate Student Ph.D. Thesis Committee (two).

L Medical Student Advisor (3rd and 4th year).

FHQmmoawp

=

III. RESEARCH ACTIVITIES:
SPONSORED SUPPORT:
A. Co-Investigator, "Pulmonary Immune Responses to Inhaled Pathogens”. NIH-RO1-

HIL5531601 (1998-2002)
B. Co-Investigator, “Regulation of IL-Gene Expression”, NIH GM50401 (1996-1999).

PROJECTS UNDER STUDY:

A. Mechanisms of phagocytic cell-mediated tissue injury.
B. Signal transduction pathways of phagocytic cells.
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ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

MEO 0w

Director, Anatomic Pathology.

Coordinator - Educational Programs.
Chairman's Advisory Committee.
Department ACAPT Committee.

Research Space Advisory Committee.
Faculty Sexual Harassment Contact Person.

MEDICAL SCHOOL/HOSPITAL:

oMY AWy

Associate Dean of 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 Information Technology Advisory Committee.
University of Michigan Distance Learning Committee.

REGIONAL AND NATIONAL:

A.
B.

ALA of Michigan, Grant Review Committee.
USMLE, Pathology Test Committee (Chair - designee).

OTHER RELEVANT ACTIVITIES:

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFERRED

JOURNALS:

Brieland JK, Fantone JC, Remick DG, LeGendre M, Engleberg NC: Legionella pneumophila-
infected protozoa: an infectious particle in a murine model of Legionnaires’ disease. Infect

Immun 1998; 65:5330-3.

Brieland JK, Remick DG, LeGendre ML, Engleberg NC, Fantone JC: In vivo regulation of
replicative Legionella pneumophila lung infection by endogenous interleukin-12. Infect Immun

1998; 66:65-9.

Crockett-Torabi, E., and Fantone, J.C.: L-selectin-dependent canine neutrophil stimulation

initiates Ca®* signal secondary to tyrosine kinase activation. Am J Physiol 1997; 272:1302-8.
Robins, L.S., Wolf, F.M., Alexander, G.L., Fantone, J.C., and Davis, W.K. Development and
evaluation of an instrument to assess medical students’ multicultural comfort. Journal of the

American Medical women’s Association (in press).
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5. Robins, L.S., Fantone, J.C., Alexander, G.L., Hermann, J., Zweifler, A.J. Improving cultural
awareness and sensitivity training in medical school. Academic Medicine, (accepted for
publication in the 1998 Academic Medicine supplement).
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WILLIAM G. FINN, M.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1JULY 1997- 30 JUNE 1998

I CLINICAL ACTIVITIES:

A. Clinical Hematology Laboratory.

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

C. Clinical Flow Cytometry Laboratory.

D. Clinical Molecular Diagnostics Laboratory.

E Hematopathology Consultation Cases (including M-Labs).

II. 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.

4. Hematopathology case conferences (2).

B. Hematopathology teaching:
Leukemia conference/biweekly.
Lymphoma conference/weekly.
Hematology conference/biweekly.
Clinical Pathology Grand Rounds (one lecture).
Clinical Pathology Case Conference/weekly.
‘Bone Marrow Pathology - An Update™: 1 1™ Annual M-Labs Symposium, April 25,
1998.
D. Regional/National:
1. Faculty member: 11" Annual Clinical Course in Flow Cytometry and Image
Analysis. Flow Cytometry Educational Association. Chicago, Illinois, July 24-
26, 1998.

O N

)

III. RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

None.
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PROJECTS UNDER STUDY:

A. Clonal evolution and biologic diversity in B-cell chronic lymphocytic leukemia.
B. Clonal expansion of cytotoxic T-cell subsets in B-cell chronic lymphocytic leukemia.
C. Central nervous system involvement in mantle cell lymphoma.

ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:

A. Diagnostic Hematology Laboratory.
B. Clinical Pathology Resident Training.

REGIONAL/NATIONAL:

A. Appointed to Editorial Board, Cytometry (Communications in Clinical Cytometry).
B. Ad hoc manuscript reviewer, Human Pathology.
C. Ad hoc manuscript reviewer, American Journal of Clinical Pathology.

OTHER RELEVANT ACTIVITIES:
INVITED LECTURES/SEMINARS:

Lecturer, “Low Grade Lymphoma of Ocular Adnexa”. Society for Hematopathology, Fourth
Slide Workshop. Pittsburgh, PA, October 1997.

Lecturer, “Analysis of Leukemias”: Laboratory Session. 11™ Annual Clinical Course in Flow
Cytometry and Image Analysis. Flow Cytometry Educational Association. Chicago, Illinois.
July 25-26, 1998.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Kroft SH, Finn WG, Singleton TP, Ross CW, Sheldon SS, Schnitzer B: Follicular large cell
lymphoma with immunoblastic features in a child with Wiscott-Aldrich Syndrome: an unusual
immunodeficiency-related neoplasm not associated with Epstein-Barr virus. Am J Clin Pathol
110: 95-99, 1998.

Finn WG, Peterson LC, James C, Goolsby CL: Enhanced detection of malignant lymphoma in
cerebrospinal fluid by multiparameter flow cytometry. Am J Clin Pathol (in press).

Huang JC, Finn WG, Variakajis D, Goolsby CL, Peterson LC: CDS5 negative small B-cell
leukemias are rarely classifiable as chronic lymphocytic leukemia. Am J Clin Pathol (in press).
Finn WG, Kroft SH: New classifications for non-Hodgkin lymphoma. Cancer Treat Res (in
press).
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Finn WG, Kay NE, Kroft SH, Church S, Peterson LC: Secondary abnormalities of chromosome
6q in B-cell chronic lymphocytic leukemia: a sequential study of karyotypic instability in 51
patients. Am J Hematol (in press).

ARTICLES SUBMITTED FOR PUBLICATION:

Fang JM, Finn WG, Hussong JW, Cubbon AR, Goolsby CL, Variakojis D: CD10 antigen
expression correlates with the t(14;18) major breakpoint region in diffuse large B-cell lymphoma.

BOOKS AND CHAPTERS IN BOOKS:
None.

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

Finn WG, Goolsby CL: CD4 expression in acute non-lymphocytic leukemia (letter). Am J Clin
Pathol 108:699-700, 1997.

Fang JM, Finn WG, Hussong JW, Cubbon AR, Variakojis D: CDI10 antigen expression
correlates with the t(14;18) in diffuse large B cell lymphoma. Platform presentation; United
States and Canadian Academy of Pathology annual meeting, 1998. Mod Pathol 1998;
11(1):128A. Lab Invest 78:128A, 1998.

Kuchnio M, Finn WG, Goolsby CL, Peterson LC: Clonal expansion of cytotoxic/suppressor T
cells in B-cell chronic lymphocytic leukemia. Platform presentation; United States and Canadian
Academy of Pathology annual meeting, 1998. Mod Pathol 11(1): 134A, 1998. Lab Invest
78:134A, 1998.

Peterson L, Marcelli A, Arthur D, Burt R, Kwaan H, Finn W, Frizzera G: Systemic polyclonal
immunoblastic proliferation: a distinct atypical lymphoproliferative disorder.  Poster
presentation; United States and Canadian Academy of Pathology annual meeting, 1998. Mod
Pathol 11(1):138A, 1998. Lab Invest 78:138A, 1998.

Pooley RJ, Finn WG, Peterson LC, Kroft SH: Morphologic detection of cytomegalovirus
(CMV)-infected endothelial cells in routinely prepared peripheral blood smears. Poster
presentation; American Society of Clinical Pathology spring meeting, 1998. Am J Clin Pathol
109:473, 1998.
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ANDREW FLINT, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A.

Surgical Pathology Rotations, July (1/4), August (2/4), September (1/4), December (4/5),
January (3/4), February (3/4), March (3/4), April (3/4), May (2/4), June (1/4).

B. Estrogen and progesterone receptor analysis of paraffin embedded breast carcinomas.
C. Ophthalmic Pathology Service.
TEACHING ACTIVITIES:
A. Pathology 600 Lectures:

1. Obstructive Lung Disease - November, 1997.

2. Pulmonary Neoplasms - November1997.

3. Pathology of ARDS - November1997.

4. Tissue Reactions to Infectious Agents - November 1997.

5. Pulmonary Pathology Review for Medical Students - November, 1997.

6. Gynecologic Pathology Review for Medical Students - April, 1998.

7. General Pathology Review for Medical Students - June, 1997.

8. Laboratory Instructor, September, 1997 - May,1998.

9. Medical student question and answer sessions, October, 1997 - May, 1998.
B. Pathology 630: ,

1. Respiratory Disease I - October, 1997.

2. Respiratory Disease II - November, 1997.
C. Residency Training:

1. Diseases of the Chest I - January, 1998.

2. Diseases of the Chest II - January, 1998.

3. Diseases of the Chest III - January, 1998.

4. Surgical Pathology Consultant's Conference, December, 1997; June, 1998.
D. Inteflex 211

1. The Physician as Scientist - November, 1997.
E. Other educational activities:

1. M4 student elective mentor, February, 1998, May, 1998.

2. Center for Research on Learning and Teaching Workshops Public Speaking Skills
LIL

Member, M-2 Respiratory Sequence Committee, 1997-1998.

Course Director, M-4 Student Pathology Clerkships.

Participant, Thoracic Surgery Residents Core Curriculum, 1997 — 1998.

Medical Education Scholars Program, February 1998 - February 1999.

ANl
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RESEARCH ACTIVITIES:
SPONSORED SUPPORT:

A. Interstitial Lung Diseases - Specialized Center of Research (1 P50 HL- 46487-01), Galen
Toews, M.D. (Principal Investigator), Andrew Flint, M.D. (Co-Investigator).

B. Promoting Interactive Teaching in the Pathology Laboratory (Faculty Development Fund,
Center for Research on Learning and Teaching, 1997 -1998).

C. Medical Education Scholars Program.

PROJECTS UNDER STUDY:

Histologic predictors of obliterative bronchiolitis in lung transplant patients.
Histologic prognostic indicators of survival in ARDS patients treated with ECMO.
The cytopathologic features of vitreous fluids.

The clinical, radiographic, and pathophysiological manifestations of nonspecific
interstitial pneumonitis.

The pathologic and clinical features of the "accelerated” form of usual interstitial
pneumonitis.

F. The pathologic manifestations of ocular involvement by Wegener’s granulomatois.

oWy

t

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Interviewer of Pathology House Officer Candidates 1997.

B. Member, Admissions Committee of the University of Michigan Medical School, 1995 —
present.

OTHER RELEVANT ACTIVITIES:

EDITORIAL BOARDS:

1. Invited Reviewer, American Journal of Pathology.
2. Member, Abstract Review Board, USCAP.

INVITED LECTURES/SEMINARS:
“The Physician as Scientist”, Inteflex 211, University of Michigan, Ann Arbor, MI, May, 1997.
PUBLICATIONS:

Michael CW, Flint A: Cytologic features of Wegener’s granulomatosis: a retrospective review.
Am J Clin Path 110:10 -15, 1998.
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Brown RS, Leung JY, Zasadny KR, Flint A, Wahl RL: Initial evaluation of the importance of
glucose transporters, proliferating cells and macrophages to FDG uptake in human non-small cell
lung cancer as assessed by PET. Chest (in press).

Lynch JP, Belperio J, Flint A, Martinez F: Bronchiolar complications of connective tissue
disorders. Clinics in Chest Medicine (accepted).

Gay SE, Kazerooni EA, Toews GB, Lynch JP, Gross BH, Cascade PN, Spizarny DL, Flint A,
Schork MA, Whyte RI, Popovich J, Hyzy R, Martinez FJ: Idiopathic pulmonary fibrosis.
Predicting response to therapy and survival. Am J Respir Crit Care Med 157:1063 - 1072, 1998.

SUBMITTED PUBLICATIONS:

Zisman DA, Lynch JP, Toews GB, Strieter RB, Kazerooni EA, DiGiovine B, Flint A, Martinez
FJ: Cyclophosphamide in the treatment of idiopathic pulmonary fibrosis.

Martinez FJ, Lynch JP, Hariharan K, Strawderman R, Kazerooni E, Flint A, Toews GB: Risks of
high dose steroids in idiopathic pulmonary fibrosis: is it worth the benefit?

Brown RS, Leung JY, Flint A, Wahl RL: Expression of glucose transporters in human lung
cancer.

Brown RS, Leung JY, Kison PV, Zasadny KR, Flint A, Wahl RL: The importance of glucose
transporters to FDG uptake in untreated primary human non-small cell lung cancer as assessed

by PET.

Flint A, Williams BC: Interactive teaching in the Pathology Laboratory.

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

None.
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BRUCE A. FRIEDMAN, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Director, Pathology Data Systems.
B. Director, Ancillary Information Systems (Pathology, Radiology, Pharmacy, Radiation
Oncology, Nuclear Medicine, HomeMed), University of Michigan Health System.

TEACHING ACTIVITIES:
DEPARTMENTAL:

A. Co-Director of laboratory section for Pathology 600.
B. Two-week pathology informatics course for two pathology house officers, May 11-18.

MEDICAL SCHOOL/HOSPITALS:

A. Director of the Sixteenth Annual Symposium on Automated Information Management in
the Clinical Laboratory (AIMCL), Ann Arbor, Michigan, May 27-29, 1997. The
symposium attracted approximately 260 registrants and 28 exhibitors.

B. Director of a new conference (Executive Briefing: Pitfalls and Opportunities in Pathology
and Laboratory Medicine) held May 26-27 in conjunction with AIMCL. This conference,
devoted to futuring and strategic planning for the entire clinical laboratory industry,
attracted 75 registrants and will be repeated in 1999.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A. The development of a virtual clinical laboratory and academic pathology department.

B. Applications for Personal Digital Assistants (e.g., Palm III) for residents and staff
physicians.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Clinical Laboratory Directors Committee.
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HOSPITAL:

Chief Information Officer Executive Committee (CIOEC).

Chairman, GroupWise Steering Committee and GroupWise Executive Committee.
Chairman, Ancillary Information Systems Managers’ Committee

Chief Information Officer Search Committee.

Chairman, Diagnostic Imaging Advisory Committee (DIAC)

moawy

UNIVERSITY:

A. Executive Committee, Center for Statistical Consultation and Research (CSCAR).

V. OTHER RELEVANT ACTIVITIES:
INVITED LECTURES AND SEMINARS:

1. Pathology Informatics and the Emergence of the Virtual Academic Pathology Department. A
lecture presented under the sponsorship of UAREP in conjunction with the Association of
Pathology Chairmen annual meeting, Lake Tahoe, Nevada, July 24, 1997.

2. The Virtual Clinical Laboratory: A New Organizational Structure Enabled by Information
Technology. A luncheon lecture delivered at the CAP Fall meeting, Philadelphia, Pennsylvania,
September 21, 1997.

3. The Virtual Clinical Laboratory: A Rapidly Changing IT-Enabled Organization. A lecture
delivered at a conference entitled “Adapting Laboratories to Integrated Delivery Systems” and
sponsored by the American Hospital Association, Chicago, Illinois, October 16, 1997.

4. The Pathologist as a Model for the Information-Savvy Medical Specialist. A lecture delivered at
the second annual conference entitled “Anatomic Pathology, Informatics, Imaging, and the
Internet,” Pittsburgh, Pennsylvania, October 17, 1997.

5. The Future of Pathology and Laboratory Medicine: An Info-Centric Perspective. Keynote
speaker at the fifth biennial meeting of the A. James French Society of Pathologists, Ann Arbor,
Michigan, October 18, 1997.

6. Regionalization and Consolidation of Clinical Laboratories: An Information Technology
Perspective. A lecture delivered at the CLMA Hot Topics Seminar, Charlotte, North Carolina,
April 25, 1998.

7. The Evolution of the Clinical Information System: W(h)ither the LIS?. A lecture presented at the
16™ annual Automated Information Management in the Clinical Laboratories (AIMCL)
symposium, Ann Arbor, Michigan, May 27, 1998.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Friedman, B.A.. Integration of Laboratory Processes into Clinical Processes, Web-Based
Laboratory Reporting, and the Emergence of the Virtual Clinical Laboratory. Clinical Laboratory
Management Review. (Clinical Laboratory Management Review; In Press)

BOOKS/CHAPTERS IN BOOKS:

Friedman, B.A. and Mitchell, W.: Community Health Information Networks (CHINS) and Their
Relationship to Telemedicine. pp.53-76, In: Telemedicine, Theory and Practice, Edited by
Rashid L Bashshur, Jay H Sanders, Gary W Shannon, Charles Thomas Publishers, Springfield
IL., 1997
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DONALD A. GIACHERIO, Ph.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Director, Chemistry Laboratory.

B. Daily sign-out and interpretation of 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 Kellogg Hospitals.

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

E. Planning group for the establishment of alternate site testing programs.

F. Technical Director for laboratories at U-M Health Centers off-site clinics.

TEACHING ACTIVITIES:

MEDICAL SCHOOL/HOSPITAL:

A. Pathology House Officers:
1. Clinical Pathology Rounds (1 lecture).
2. Coordinator, Pathology House Officer rotation through Chemistry Lab.
3. Review daily sign-out and interpretation of electrophoresis results.
4. Review of selected topics in Clinical Chemistry.
B. Postgraduate:
1. Ph.D. Thesis Committees, Michael Ducey (5/95 to present) and Aaron Smith
(5/96 to present), Department of Chemistry.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

1. Evaluation of assays for Troponin I as an early marker of myocardial injury.
Evaluation of portable analyzers for the measurement of coagulation testing parameters
PT, aPTT, and ACT in alternate testing sites.

3. Evaluation of automated immunoassay for cyclosporine. (funded by Abbott Laboratories).

4. Evaluation of an immunoassay for Phenobarbital on the Vitros 250 Chemistry analyzers
(funded by Ortho Clinical Diagnostics).

5. Evaluation of the performance and clinical utility of percent free PSA determinations.
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6. Development of an HPLC assay for plasma homocysteine.
7. Evaluation of a sensitive PSA assay for the detection of recurrence of prostate cancer
after radical prostatectomy.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

1. Incentive Committee.

2. Quality Assurance Committee.

3. Chemistry Lab Renovation Project Work Group.
4. M Labs / Central Distribution Work Group.

5. Director, Chemistry Laboratory.

6. Director, Point of Care Testing.

MEDICAL SCHOOL /HOSPITAL:

1. Ambulatory Care Operations and Planning Council.

2. Brighton Health Center Expansion Project Planning Group.
3. Emergency Department Expansion Project Work Group.
REGIONAL AND NATIONAL:

1. Executive Committee, Michigan Section AACC.

2. Chair, Program Committee, Michigan Section AACC.

3. Lipids and Lipoproteins Division Member, AACC.

4. Pediatric Clinical Chemistry Division Member, AACC.

5. Consultant, Parke-Davis.

6. Reviewer, Clinical Chemistry.

OTHER RELEVANT ACTIVITIES:
INVITED LECTURES/SEMINARS:

"Troponin I as a marker of myocardial injury." Coldwater Community Hospital Medical Staff,
Coldwater, MI. September 15, 1997.

Issues in implementing new laboratory tests." M Labs Symposium, Current Concepts in Clinical
Pathology, Ann Arbor, MI , October 30, 1997.

"Homocysteine: A new marker of risk for coronary disease.” Michigan Society for Clinical
Laboratory Scientists Annual Meeting, Lansing, MI. April 22, 1998.



Individual Faculty Reports

PUBLICATIONS:

ARTICLES PUBLISHED IN REFEREED JOURNALS:

Henricks, W.H., England, B.G., Giacherio, D.A., Oesterling, J.E., and Wojno, K.J.: Serum
percent-free PSA does not predict extraprostatic spread of prostate cancer. Am. J. Clin. Pathol.
1998; 109:533-539.

ARTICLES SUBMITTED FOR PUBLICATION:

Mosca, L., Jahnige, J., and Giacherio, D.A.: Beneficial effect of combination hormone
replacement therapy on lipoprotein (a) levels in postmenopausal women. Annals of Internal
Medicine (submitted for publication).

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

Nicklas, .M., Bleske, B.E., Brown, M., Stemmer, K., Waidley, M.R., Das, S.K., and Giacherio,
D.A.: Nocturnal hypokalemia in patients with congestive heart failure treated with diuretics.
Presented at American Heart Association 71st National Meeting, 1998.

Giacherio, D.A., Stern, S.C., and Matz, K.: Evaluation of the performance of the Abbott
AxSYM Troponin I assay: Comparison with the Dade Stratus II assay. Clin. Chem. 1998; 44
(S6):A134.

Vallorosi, C.J., Giacherio, D.A., Beduschi, M.C., England, B.G., Montie, J.E., and Wojno, K.J.
The use of a third generation chemiluminescent PSA assay for the early detection of recurrent
prostate cancer. Clin. Chem. 1998; 44 (S6):A38.

Beduschi M., Beduschi, R., Vashi, A., Putzi, M.J., Giacherio, D.A., England, B.G., Wojno, K.J.,
Montie, J.E., Yurgalevitch, S.M., and McKinlay, J.: Percent free PSA distribution in male
populations with normal and abnormal prostate evaluations: Determination of reference ranges.
J. Urol. 1998; 159:234.

Beduschi R., Beduschi, M., Wojno, K.J. , Giacherio, D.A., and England, B.G.: Free PSA and
total PSA significantly correlates with the serum concentration of free testosterone, albumin-
bound testosterone, and dihydrotestosterone in a normal male population. 14th International
Medical Sciences Student Congress, May 6-9, 1998, Istanbul, Turkey.
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PAUL W. GIKAS, M.D.
EMERITUS PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

Autopsy Service one week (May 11-15).

TEACHING ACTIVITIES:

A. One week in May — Autopsy with residents.
B. Histopathology Lab Section for medical students.

RESEARCH ACTIVITIES:

None.

PROJECTS UNDER STUDY:

None.

SERVICE ACTIVITIES:

DEPARTMENTAL:

MEDICAL SCHOOL/HOSPITAL:

Individual Faculty Reports

A. Interviewed medical school applicants for Admissions Committee.

REGIONAL AND NATIONAL:

A. NCAA Drug Testing Crew Chief.
B. Chairman, Board of Directors, Public Citizen, Inc. (Ralph Nader, Initial Chairman and

Founder).

C. Reviewer for the Journal of Urology.

OTHER RELEVANT ACTIVITIES:

None.
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THOMAS J. GIORDANO, M.D., Ph.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT

1 JULY 1997 - 30 JUNE 1998
CLINICAL ACTIVITIES:
A. General Surgical Pathology - five months.
B. Endocrine Surgical Pathology, Departmental and Outside Consultation Services - 12
months.
C. Genitourinary Surgical Pathology - backup during Dr. Wojno’s absence.
D. M-Labs Surgical Pathology Consultation - 12 months.
TEACHING ACTIVITIES:
NATIONAL:
A. American Society of Clinical Pathologists, Anatomic Pathology Workshop, “Practical

Endocrine Surgical Pathology”, National Fall Meeting, Philadelphia, PA

MEDICAL SCHOOL/HOSPITALS:

A.

Medical Students:

1 Sequence Coordinator — Component I Endocrine Sequence

2 Component II Endocrine Sequence - 2 lectures on Endocrine Pathology.
3. Endocrine Pathology Laboratories - preparation of course materials.
4 Pathology Laboratories - 10 sessions.

5 Component IV Pathology Elective mentor — one month.

House Officers:

1 General Surgical Pathology - 5 months.

2 Endocrine Surgical Pathology - 12 months as needed.

3. Consultation Conferences - four.

4 Molecular Pathology lecture.

5 Endocrine Pathology lectures — two.

Dental and Graduate Students:

1. Endocrine Pathology lecture.

Interdepartmental:

1. Endocrine Conference, Department of Surgery - monthly.

2. Endocrinology and Metabolism Clinical Conference - occasional case
presentations.

3. Adrenal Cancer Conference - monthly.
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A.

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

Co-Investigator with Dr. Liz Petty, “Analysis of Genetics Events in the Progression of
Adrenocortical Carcinomas, Tumor Progression”, ($20,000 Renewal), Schembechler
Adrenal Cancer Research Program, The University of Michigan Comprehensive Cancer
Center

Department of Defense, “Human Breast Cancer Cell/Tissue Bank and Database”; 10-94 -
09-98 (1,300,000), 15% effort as Pathology Director

PROJECTS UNDER STUDY:

O awpy

t

e

TEQ

Principal Investigator, "Genetic Analysis of Adrenal Cortical Neoplasms."
Co-Investigator, “Squamous cell carcinoma of the thyroid.”

Principal Investigator, “Proliferation and Apoptosis Studies of Papillary Thyroid
Carcinoma during Pregnancy.”

Co-Investigator, “Molecular comparison of adenocarcinomas of the esophagus,
gastroesophageal junction and stomach”.

Co-Investigator, “Preclinical Studies on New Drugs for Adrenal Cancer,” with Dr. David
Schteingart, Department of Internal Medicine.

Co-Investigator, “Molecular analysis of ovarian and concurrent peritoneal serous
borderline tumors”.

Co-Investigator, “Studies of apoptosis and fas in thyrocytes and thyroid neoplasms”.
Co-Investigator, “Chemokine-secreting adrenocortical carcinoma”.

Co-Investigator, “Genetic changes in chromosome 1p and 17p in thyroid progression”.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. House Officer Candidate Interviews.

B. Faculty Candidate Interviews.

C. Director, Anatomic Pathology Molecular Diagnostics Laboratory
D. Sequence Coordinator — Component II Endocrine Sequence

E. Director, Pathology Portion of Breast Cancer Core Facility
NATIONAL:

A. Editorial Board, Endocrine Pathology

OTHER RELEVANT ACTIVITIES:

A.

Consultant, U.S. Surgical Corporation.
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INVITED LECTURES/SEMINAR:

Invited Speaker, “Evaluation of Thyroid Nodules. Are They Cancer?”, Endocrinology and
Diabetes Update 1997, Grand Traverse Resort, given with Dr. J ames Sisson

Invited Speaker, “Molecular Pathology: Potential and Challenges”, Robert Wood Johnson
University Hospital, New Brunswick, NJ

Invited Speaker, “Thyroid Pathology”, Allegheny University of the Health Sciences, Allegheny
General Hospital, Pittsburgh, P.A.

PUBLICATIONS:

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

Angelos P, Thompson NW, Giordano TJ. Spontaneous vocal cord paresis and return to
normocalcemia: An unusual presentation of parathyroid adenoma with concomitant abscess.
Surgery 1997:121;704-707.

Fogt, F, Vortmeyer AO, Goldman H, Giordano TJ, Merino MJ, Zhuang Z. Loss of heterozygosity
in the development of dysplasia and carcinoma in ulcerative colitis: A genetic characterization.
Hum Path 29:131-6, 1998.

Sisson JC, Jamadar DA, Kazerooni EA, Giordano TJ, Carey JE, Spaulding SA. Treatment of
micronodular metastases of papillary thyroid cancer: Are the tumors too small for effective
irradiation from radioiodine? Thyroid 1998:8;215-221.

Montgomery EA, Devaney KO, Giordano TJ, Weiss SW. Inflammatory myxohyaline tumor of
distal extremities with virocyte or Reed-Sternberg-like cells: A distinctive lesion with features
simulating inflammatory conditions, Hodgkin’s disease, and various sarcomas. Mod Pathol
1998:11;384-391.

Tworek JA, Giordano TJ, Michael CW. Comparison of intraoperative cytology with frozen
sections in the diagnosis of thyroid lesions. In press to Am. J. Clin. Pathol.

ARTICLES SUBMITTED FOR PUBLICATION IN PEER-REVIEWED JOURNALS:

Richards ML, Thompson NW, Giordano TJ. Spontaneous Infarction of a Parathyroid Adenoma
in Primary Hyperparathyroidism.

Pawlik TM, Richards ML, Burmney R, Giordano TJ, Thompson NW. Intravagal Parathyroid
Adenoma: Report of Two Cases.

Wang SH, Koenig RJ, Giordano TJ, Thompson NW, Baker, JR Jr. Up-regulation of Bcl-2
expression and protection from programmed cell death in normal thyrocytes by lalpha,25
dihydrooxyvitamin D3.
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ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOQOUS PUBLICATIONS IN UNREFERRED JOURNALS:

Arscott, PL, Knapp J, Rymaszewski M, Bretz JD, Bartron JL, Thompson NW, Giordano TJ, and
Baker JR Jr.. Induction of apoptosis through the fas death pathway is blocked by a labile
inhibitor in thyrocytes. Presented at the 1997 Annual Meeting of the American Thyroid
Association.

Devaney, S, Svoboda-Newman S, Thompson NW, and Giordano TJ. Proliferation, apoptosis,
and hormone receptor expression in papillary thyroid carcinoma during pregnancy - an
immunohistochemical study. Presented at the 1997 Annual Meeting of the American Thyroid
Association.

Ferguson AW, Kuznicki DL, Giordano TJ, and Greenson JK. Molecular comparison of
adenocarcinomas of the esophagus, gastroesophageal junction and stomach. Presented at the
1998 Meeting of the United States and Canadian Academy of Pathology.

Kleer CG, Bryant BR, Giordano TJ, Sobel M, and Merino MJ. Genetic changes in chromosome
1p and 17p in thyroid cancer progression. Presented at the 1998 Meeting of the United States and
Canadian Academy of Pathology.

Kleer CG, Giordano TJ, and Merino MJ. Squamous cell carcinoma of the thyroid: An aggressive
tumor associated with tall cell variant of papillary thyroid carcinoma. Presented at the 1998
Meeting of the United States and Canadian Academy of Pathology.

Petty EM, Bondor JA, Svoboda-Newman SM, Giordano TJ. Analysis of sporadic adrenal cortical
carcinomas (ACC) suggests inactivation of MEN1 is an important event. Proc Amer Assoc
Cancer Res. 39, March 1998.

Schteingart DE, Strieter RM, Giordano TJ, Benitez RS. Chemokine-secreting adrenocortical
carcinoma. A novel clinical syndrome. Presented at 1998 Meeting of the Endocrine Society.
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JOEL K. GREENSON, M.D.
ASSOCIATE PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. General surgical pathology - four months.

B. Gastrointestinal and hepatic pathology consultation services - six months.
C. Liver transplant pathology - six months.

TEACHING ACTIVITIES:

MEDICAL SCHOOL/HOSPITALS:

A. Medical Students:
1. Pathology 600 - Laboratory Instructor (25 contact hours).

2. GI Pathology Sequence, assisted Dr. Appelman (ten contact hours).
3. GI Pathology Sequence, 2 hours full class lecture
4. Preceptor for M-4 rotation (20 contact hours).
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 - May, 1998.
3. Gastrointestinal and hepatic pathology tutoring - six months.
4. Four consultation conferences.
D. Interdepartmental:
1. Liver biopsy conference - one hour per month.
2. Multidisciplinary GI tumor board - 1-1/2 hours every other week.
3. GI pathology teaching sessions with GI fellows - one hour/week.
RESEARCH ACTIVITIES:
SPONSORED SUPPORT:

A. Co-investigator RO1CA66560-01 ($5,180,000) "Staging Breast Cancer with Positron
Emission Tomography", 5% salary support, Richard L. Wahl, M.D. Principal

investigator.
B. Co-investigator ROIES07129- 01A2 ($1,153,536) “DDT and Related Compounds and
Pancreas Cancer”, 5% salary support, David H. Garabrant, M.D. Principal investigator.
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PROJECTS UNDER STUDY:

o n wpr

A R

Study of COX-2 expression in H. pylori gastritis with Division of Rheumatology.

Study of molecular mechanisms in barretts cancers, G-E junction cancers, and H. pylori
cancers with Amy Fergueson and Tom Giordano.

Study of MALT lymphomas arising in Helicobacter pylori gastritis with Eric Hsi and
Charlie Ross.

Study of LOH of the DCC gene in Dukes B colon cancers with Richard Boland and John
Carruthers, Division of Gastroenterology, UC San Diego.

Study of ischemic colitis with Caroline Dignan.

Study of colonic stromal tumors with Joseph Tworek and Henry Appelman.

Study of PET scans in detecting metastases in breast cancer with Richard Wahl, Division
of Nuclear Medicine. ‘
Study of etiology of pancreas cancer with David Garabrandt, School of Public Health.
Study of fundic gland polyps with Caroline Dignan.

Study of telepathology with Alberto Marchevsky at Cedars-Sinai Medical Center.
Study of adenovirus in graft vs host disease patients with Neil Bavakatty.

Study of diffuse duodenitis and UC with Riccardo Valdez.

Study of Barretts dysplasia grading with GI Study Group.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Director, Surgical Pathology.

B. Director, Surgical Pathology Fellowship Program.

C. Member, Residency Selection Committee.

D. Member, Departmental Incentive Committee.
REGIONAL AND NATIONAL:

A. Reviewer, Cancer.

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

D. Reviewer, Human Pathology.

E. Reviewer, American Journal of Surgical Pathology.

F. Reviewer, American Journal of Pathology.

G. Reviewer, Modern Pathology

H. Webmaster, Hans Popper Hepatopathology Society.

L Abstract reviewer, GI section of USCAP meeting.

J. Chairperson, Education Committee of the Gastrointestinal Pathology Society.
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OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:

1. Visiting Professor, The University of Vermont Medical School, Pathology Grand Rounds,
Burlington, Vermont, July 1997.

2. Invited speaker, Atlanta Society of Pathologists/Georgia Medical Society, Atlanta,
Georgia, November 1997.

3. Co-director of USCAP course entitled “Infectious Diseases of the GI tract,” March, 1998.

Chairperson of Proffered Papers, Gastrointestinal Pathology section, USCAP Meeting,

March 1998.

Moderator, GI Pathology Society Companion Meeting at USCAP meeting, March 1998.

Moderator, GI Pathology Society Companion Meeting at DDW meeting, May, 1998.

Invited Speaker, ASCP Teleconference on Colitis given to >100 hospitals, May, 1998

Faculty Member, ASCP Workshop - Surgical Pathology of the Gastrointestinal Tract,

Newport, Rhode Island, June 1998.

s
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

MacDonald GA, Greenson JK, DelBuono EA, Grady W, Frank TS, Lucy MR, Appelman HD:
“Mini”-microabscess Syndrome in Liver Transplant Recipients. Hepatology 26:192-197, 1997.
Hsi ED, Greenson JK, Singleton TP, Eisbruch A, Ross CW, Schnitzer B: Classification of
Primary Gastric Lymphomas According to Histologic Features Am J Surg Pathol 22:17-27,1998.
Greenson JK. The use of the Polymerase Chain Reaction and In-Situ Hybridization in Detecting
Infections of the Gastrointestinal Tract. Acta Endoscopica 27:145-153, 1997.

Hedderwick SA, Greenson JK, McGaughy VR, Clark NM: Adenovirus Cholecystitis in a Patient
with AIDS. Clinical Infectious Diseases 26:997-999, 1998.

Friis-Hansen L, Sundler F, [Li Y, Gillespie PJ, Saunder TL, Greenson JK, Owyang C, Rehfeld
JF, Samuelson LC: Impaired gastric acid secretion in gastrin-deficient mice.. Am J Phys
274:G561-G568, 1998.

Macdonald GA, Greenson JK, Saito K, Cherian S, Appelman HD, Boland CR: Microsatellite
instability and loss of heterozygosity at DNA mismatch repair gene loci occurs during hepatic
carcinogenesis. Hepatology 28:90-97, 1998.

Carethers JM, Hawn MT, Greenson JK, Hitchcock CL, Boland CR. Prognostic Significance of
Allelic Loss of Chromosome 18q for Stage II Colorectal Cancer. Gastroenterology 114:1188-
1195, 1998.

ARTICLES SUBMITTED FOR PUBLICATION IN PEER-REVIEWED JOURNALS:

Tworek JA, Goldblum JR, Weiss SW, Greenson JK, Appelman, HD. Stromal Tumors of the
Colon. Modern Pathology (submitted).
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Tworek JA, Goldblum JR, Weiss, SW, Greenson, JK, Appelman HD. Stromal Tumors of the
Rectum and the Anus. Modern Pathology (submitted).

Shureiqi I, Wojno K, Poore J, Reddy R, Moussalli MJ, Spindler S, Greenson JK, Normolle D,
Brenner DE: Decreased 13-S-hydroxyoxoctadecadienoic acid (13-S-HODE) tissue levels and
15-lipoxgenase (15-Lox) expression in human colon cancers. Journal of Clinical Investigation
(submitted).

BOOKS/CHAPTERS IN BOOKS:

Eckhauser FE, Yahanda AM, Greenson JK. Gastric Smooth Muscle Tumors. In: Current
Surgical Therapy, Sixth Edition. Ed: Cameron, JL, Mosby Electronic Production, Philadelphia,
PA, 1998, p. 114-117.

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

Hatton C, Woods J, Dhir R, Bastacky S, Epstein J, Miller G, Greenson J, Wojno K, Becich M.
Proceedings/AMIA Annual Fall Symposium 420-3, 1997.

Valdez R, Appelman HD, Greenson JK. Diffuse Duodenitis Associated with Ulcerative Colitis.
Platform Presentation, USCAP Meeting, 1998, Modern Pathol 11:72A, 1998.

Dignan CR, Ladabaum U, Scheiman JM, Appelman HD, Greenson JK. Fundic Gland Polyps are
Associated with Omeprazole Use. Poster Presentation at USCAP Meeting, 1998, Modern Pathol
11:63A, 1998.

Singson R, Natarajan S, Greenson JK, Marchevsky AM. High Resolution Digital
Microphotography and the Internet as Telepathology Consultation Tools: A Study of
Gastrointestinal Biopsies. Poster Presentation at USCAP Meeting, 1998, Modern Pathol 11:70A,
1998.

Hsi ED, Singleton TP, Swinnen L, Greenson JK, Alkan S. Mucosa-Associated Lymphoid Tissue
Type Lymphomas Occurring in Posttransplantation Patients: A Form of Posttransplantation
Lympbhoproliferative Disorder? Poster Presentation at USCAP Meeting, 1998, Modern Pathol
11:131A, 1998.

Ferguson AW, Kuznicki DL, Giordano TJ, Greenson JK. Molecular Comparison of
Adenocarcinomas of The Esophagus, Gastroesophageal Junction, and Stomach. Poster
Presentation at USCAP Meeting, 1998, Modern Pathol 11:63A, 1998.

Fontana RJ, Greenson J, Punch JD, Brown NK, Lok ASF. Long Term Outcome of Hepatitis B
Patients Treated with Lamivudine Before and After Liver Transplantation. Abstract submitted to
the 17® Annual Scientific Meeting, 1998.

Lacourse KA, Gillespie PJ, Swanberg LJ, Lay JM, Greenson JK, Samuelson LC.
Cholecystokinin-Deficient Mice are Viable and Exhibit Pancreatic Adaptation to Dietary Protein.
Abstract submitted to Experimental Biology, 1998
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KATHLEEN P. HEIDELBERGER, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

STRQmMmoawy

Pediatric Necropsies, daily, twelve months.

Pediatric Surgical Consultation Cases, intra and extra mural, daily, twelve months.
Placental Pathology, daily twelve months.

Heart biopsy service, regular back-up for Dr. Gerald Abrams.

Adult Necropsy Service, staff, fourteen weeks.

Regular coverage for Dan Remick, M.D. as Director of Autopsy Service

Continued to organize and maintain the Michigan Cardiac Registry, twelve months.
Teratology Unit, histology, as necessary, approximately 40 cases per year.

Children's Cancer Study Group, coordinate pathological material and data necessary for
all children registered in national tumor protocols. (Collaborating investigator, NCI #2-
U10-CA-02971-33, CCSG, R. Hutchinson, M.D., P.L).

TEACHING ACTIVITIES:

FREFEET WU 0w p

M2: Pathology 600, three hours with class as part of joint (with Pediatric Cardiology-
Dennis Crowley, M.D.) Congenital Heart Sequence.

M4: Pathology clerkship mentor, two students.

House Officers in Pathology, daily consultation on Pediatric cases in surgical reading
rooms, twelve months.

House Officers in Pathology, gross and microscopic supervision of most pediatric
necropsies, twelve months, and adult cases, fourteen weeks plus on-call weekends.
Lecture on Pediatric Necropsy Pathology in Orientation for new House Officers in
Pathology.

Core curriculum lectures for House Officers in Pediatric Pathology, two.

Individual gross and microscopic resident teaching in Placental Pathology.

Gross Necropsy Conference, one hour/week, twelve months.

Supervised Pediatric Hematology Fellows (two) for Pediatric Pathology elective period.

Coordinate three core curriculum lectures in placenta: Pathology and OB/GYN residents.

Consult conference (2), pediatric cases for pathology residents.

Conferences: Faculty, house staff and students:

Pediatric Cardiology Death Conference, monthly, twelve months.
Pediatric Tumor Conference, twice monthly, twelve months.
Pediatrics CPC/General Death Conference, quarterly (approximately).
Pediatric Liver-GI Conference, twice monthly, twelve months.
Pediatric General Surgery Conference monthly, twelve months.

hd ol o e

RESEARCH ACTIVITIES:

A.
B.

Continued review of effects of various congenital heart defects on the pulmonary
vasculature.

Histopathological component of lung changes associated with various cardiopulmonary
therapeutic support mechanisms.
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C. Collaborative project with pediatric surgeons (Joseph Lelli, M.D., lead) on the correlation
of the frozen section results in biliary atresia with post operative bilirubin levels and
recovery.

Continuing correlation of histopathologic classification of neuroblastoma cell/tumor
maturity with different tissue gene expressions. (Valerie Castle, M.D., P1.)

E. Project with Pediatric surgeons (C. Harmon, M.D.) on CD 36 Expression in
Neuroblastoma.

PROJECTS UNDER STUDY:
A

Review of predictive value of heart biopsies for death in pediatric transplant patients.
(Manuscript submitted.)

B. Collaborative project with pediatric surgeons (Dan Teitelbaum, M.D., lead) on the
mechanisms of the effects of total parenteral nutrition on the gastrointestinal tract and
liver in a mouse model. (See abstracts.)

C. Continued follow-up (with Mason Barr, M.D. and Aileen Sedman, M.D.) of the abnormal
kidney development and function in surviving twin(s) in twin transfusion syndrome.
Continuing study/evaluation of normal pediatric heart measurements of Triangle of Koch
with Caren Goldberg, M.D. and M. Dick, M.D. for use in electrophysiology therapy of
infants and children.

E. Correlation project with pediatric surgeons (Joseph Lelli, M.D. lead) on clinical
diagnosis/management of perforated appendicitis in children (see abstracts).

ONGOING RESEARCH:

A. Co-investigator, with Robert Bartlett, Principal Investigator (NIH); study to further
develop and research life support systems (Extra Corporeal Life Support Systems).

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Departmental ACAPT.
B. Administrative coverage for Dan Remick as Director of Autopsy Service in his absence.

MEDICAL SCHOOL/HOSPITAL:

A. Executive Committee for Mott/Women's/Holden/Psychiatric Hospitals.
B. Interviewing Pediatric Cardiology fellowship candidates.
C. Interviewing faculty candidates:

L. Pediatric G.I.

2. Pediatric Cardiology

3. Pathology

REGIONAL AND NATIONAL:
A. Women’s Liaison Officer, American Association of Medical Colleges.

PUBLICATIONS:
ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED

JOURNALS:

Barr M, Sedman AB, and Heidelberger KP: Renal Tubular Dysgenesis in Twins. (Accepted,
Pediatric Nephrology.)




Individual Faculty Reports

Goldberg, C.S., Caplan, M.J., Heidelberger, K.P. and Dick, M.: The Dimensions of the Triangle
of Koch in Children. (Accepted Am J Cardiol.)

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

Lelli, J.L., Wilke, L., Heidelberger, K.P., Drongowski, R.A.and Coran, A.G.: Perforated Versus
Non Perforated Appendicitis in Children (Abstract submitted.)

Lelli, J.L., Wilke, L., Heidelberger, K.P., Drongowski, R.A.and Coran, A.G.: The Impact of
Early Discharge on the Medical Outcome of Children with Perforated Appendicitis. (Abstract
submitted.)

Forbush, B., Kiristioglu, I., Teitelbaum, D.H., Eisenbraun, M.D. and Heidelberger, K.P.: Multi
Drug Resistance 2 Gene Expression in the Murine Liver: Relevance to the Development of
Parenteral Nutrition - Associated Cholestasis. (Abstract submitted.)
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KENT J. JOHNSON, M.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Immunopathological evaluation of skin and renal biopsies.

B. Director, Morphology Core.

C. Renal pathology.

D. Autopsy coverage.

TEACHING ACTIVITIES:

A. Lecturer Genitourinary Pathology - Second year pathology course.

B. Lectures on Renal Pathology - Nephrology Fellows.

C. Lectures on Renal and Skin Immunopathology - Pathology Residents.

D. Lectures on Genitourinary Pathology - Dental Pathology Course.

E. Laboratory Instructor - Second year Pathology Course.

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Principal Investigator, "Oxidants and Protease Interaction in Acute Lung Injury”, National
Institutes of Health, $834,625, 12/94 - 11/98.

B. Co-Principal Investigator, "Pathophysiology of Aspiration Pneumonitis”, with Paul
Knight, Anesthesia , RO1, National Institutes of Health - Budget - $720,866; $187,518
annual, 08/96 - 07/99.

C. Principal Investigator, "Oxidants and Glomerular Injury", Project V, Renal Center Grant,
National Institutes of Health, $246,585/five years.

D. Principal Investigator, "Mechanisms of Glomerular and Tubular Injury", Core B, Renal
Center Grant, National Institutes of Health, $147,795.

E. Principal Investigator, "Inflammatory Cells and Lung Injury", Core C, National Institutes
of Health, $291,025.

F. Co-Investigator, "DNA Methylation and SLE", with Bruce Richardson, Rheumatology,
National Institutes of Health.

PENDING SUPPORT:

A. Co-Principal Investigator, "A New Approach to Treat Lupus Nephritis” NIH.
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PROJECTS UNDER STUDY:

A. Pathogenesis of IgG and IgA immune complex lung injury.
1. Role of oxygen radicals.
2. Role of proteases.

3. Role of terminal components of the complement system.
Oxidant and protease interaction in inflammation.

Pathogenesis of aspiration pneumonitis.

Pathogenesis of viral pneumonitis.

Pathogenesis of pancreatitis and pancreatitis induced ARDS.
Adhesion molecules and cytokines in inflammation.
Cyclosporin-induced nephrotoxicity.

Role of heme oxygenase in renal injury.

mOmEY AW

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Director, Immunopathology Fellowship Program.
B. Renal Pathology Conference - Biweekly.

C. Space Utilization Committee.

D. Stobbe Funds Committee.

REGIONAL AND NATIONAL:
A. Associate Editor - Laboratory Investigation.
B. Reviewer for the following journals:
1. American Journal of Pathology.
2. American Review of Respiratory Diseases.
C. Consultant/Grant reviewer for the Veteran's Administration.

D. NIH NHLBI Study Section.
INVITED LECTURES AND SEMINARS:

Visiting Professor, Metro Health Center, Cleveland, Ohio, 1997.

Visiting Professor, SUNY Buffalo, NY, Department of Anesthesiology, Buffalo, New York,
1997.

Visiting Professor and Lecture, University of Florida, Gainesville, Florida, 1998.

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Huber, AR, Ellis, S., Johnson, K.J., Dixit, V.M. and Varani, J.: Monocyte diapodesis through
an in vitro vessel wall construct: inhibition with monoclonal antibodies to thrombospondin. J.
Leuk. Biol., In Press. '
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Johnson, K.J., Sulavik, C. and Rehan, A.: Role of oxygen radicals in autologous anti-GBM
nephritis. Inflammation, In Press.

Mulligan, M.S., Sulavik, C., Ward, P.A., Kunkel, R.G. and Johnson, K.J.: The delayed phase of
anti-GBM nephritis is deferoxamine sensative but catalase insensitive. Inflammation, In Press.
Knight, P.R., Rutter, T., Tait, A., Coleman, E. and Johnson, K.J.: Pathogenesis of gastric
particulate lung injury: A comparison and interaction with acidic pneumonitis. Anest. Analg., In
Press.

Yung, R., Chang, S., Hemati, N., Johnson, K. and Richardson, B.: Mechanisms of drug-induced
lupus. IV. Comparison of procainamide and hydralazine with analogs in vitro and in vivo.
Arthritis and Rheumatism. 40, 1997.

Yung, R., Williams, R., Johnson, K.J., Stoolman, L., Change, S. and Richardson, B.:
Mechanisms of drug-induced lupus. III. Sex-specific differences in splenic T cell homing may
explain increased severity in female mice. Arthritis and Rheumatism. 40, 1997.

Nader-Djalal, N., Knight, P.R., Davidson, B.A., Johnson, K.J.: Hyperoxia exacerbates
microvascular lung injury following acid aspiration. Chest. (In Press), 1997.

Nader-Djal, N., Knight, P. R., Bacon, M. F,, Tait, A. R., Kenedy, T. P., and Johnson, K. J.:
Alterations in the course of acid-induced lung injury in rats after general anesthesia: Volatile
anesthetics versus ketamine. Anesth. Analg. 1998;86:1-6.

ARTICLES SUBMITTED FOR PUBLICATION:

Ward, P.A., Till, G.O., Kunkel, R.G. and Johnson, K.J.: Protection against neutrophil-mediated
lung injury by platelet depletion. Submitted for publication.

Hirschl, R.B., Tooley, R., Parent, A., Johnson, K.J. and Bartlett, R. H.: Evaluation of gas
exchange, pulmonary function and lung injury during total and partial liquid ventilation in the
setting of severe respiratory failure. Submitted for publication.

Lebedovych, L.M., Johnson, K.J., McMorris, M.S., Gilardy, A.K., Hirschl, R.B., Ward, P.A. and
Baker, J.R.: Characteristics of the late allergic responses in rats previously sensitized with
monoclonal IgE antibodies. Submitted for publication.

Varani, J., Hirschl, R., Dame, M. and Johnson, K.J.: Neutrophil infiltration is reduced during
liquid ventilation: II. In Vitro analysis. Amer. J. Respir. & Crit. Care Med., Submitted.

Colton, D.M., Hirschl, R.B. Till, G.O., Johnson, K.J, Dean, S.B., Patel, S. and Bartlett, R.H.:
Neutrophil infiltration is reduced during liquid ventilation: 1. In vivo analysis. Amer. J. Respir.
& Crit. Care Med., Submitted.

Hirschl, R.B., Tooley, R., Parent, A., Johnson, K.J. and Bartlett, R.H.: Evaluation of gas
exchange, pulmonary compliance, and lung injury during total and partial liquid ventilation in the
acute respiratory distress syndrome. J. Crit. Care Med., Submitted.

Colton, D.M,, Hirschl, R.B., Till, G.O., Johnson, K.J, Ichiba, S. and Bartlett, R.H.: Liquid
ventilation decreases pulmonary hemorrhage and vascular permeability. Submitted for
publication.

Annis, K., Sigler, C. Johnson, K.J., Berman, S., Haber, H, Bonalsky, J., Luscombe, F. and Van
de Carr, S.: Predictors of angioedema associated with angiotensin converting enzyme inhibitor.
Submitted for publication.
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Hirschl, R.B., Tooley, R., Parent, A., Johnson, K. and Bartlett, R.H.: Evaluation of gas
exchange, pulmonary compliance, and lung injury during total and partial liquid ventilation in the
acute respiratory distress syndrome. Journal of Critical Care Medicine, Submitted.

Sonda, P., Ellis, J.H., Kunkel, R., Platt, J.F., Faerber, G.J., Rubin, J.M. and Johnson, K.J.:
Chronic partial renal obstruction in dogs: resistive indices and ratios by duplex doppler
sonography. Submitted for publication.

Colton, D.M.,, Till, G.O., Johnson, K.J., Dean, S.B. and Hirschl, R.B.: Neutrophil accumulation
is reduced during partial liquid ventilation. Submitted to Critical Care Med.

Gipson, T.S., Shanley, T.P., Gibbs, D.F., Jones, M.L., Bleavins, M.R., McConnell, P., Mueller,
W., Johnson, K.J., and Ward, P.A.: Role of endogenous rat tissue inhibitor of metalloproteinase-
2 in acute lung inflammatory injury. Submitted to Am J of Pathology

Nader-Dajal, N., Knight, P.R., Thusu, K., Davidson, B.A., Aljada, A., Holm, B.A., Johnson,
K.J., Dandona, P.: The role of reactive oxygen species in oxygen-related lung injury following
acid aspiration. Submitted to Chest.

Nader-Djalal, N., Knight, P.R., Tait, A.R., Kennedy, T.P. and Johnson, K.J.: Alterations in the
course of acid-induced lung injury in rats following general anesthesia: Volatile anesthetics vs
ketamine. Submitted to Anesthesia and Analgesia.

BOOKS AND CHAPTERS IN BOOKS:

Warren, J.S., Johnson, K.J. and Ward, P.A.: Phagocytes and reactive oxygen substances as
mediators of acute lung injury, in, Hyers, T. (ed), Diffuse Alveolar Damage and Respiratory
Failure, Futura Press, New York, In Press.

Till, G.O., Johnson, K.J. and Ward, P.A.: Oxygen free radicals in inflammation, in, Messmer, K.
and Hammersen, F. (eds), Prog. Appl. Microcirc., Volume 9, Karger, Basel, In Press.

Ward, P.A., Warren, J.S. and Johnson, K.J.: Oxygen radicals, inflammation and tissue injury, in,
Pryor, W. and Godber, S.L. (eds), Free Radical Biology and Medicine, In Press.

Varani, J. and Johnson, K.J.: Modulation of endothelial cell injury by all-trans retinoic acid:
Role of the anti-inflammatory effects of RA, in, Jesaitis, A. (ed), Molecular basis of oxidative
damage by leukocytes. CRC Press, In Press.

Ward, P.A., Warren, J.S., Remick, D., Varani, J., Gannon, D. and Johnson, K.J.: Cytokines and
oxygen radical mediated tissue injury, in Shoemaker, W.C. (ed), New Horizons III, Critical Care
Medicine, 1997.

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

O'Shea, S., Johnson, K.J.J., Moore, M., and Erickson, S.: Heregulin, ErbB2, and ErbB3
heterozygous mice: histological analysis and response to heregulin challenge. Submitted to
AACE, 1997.

Crouch, L.D., Lentsch, A.B., Warner, R.L., Johnson, K.J., and Ward, P.A.: Regulatory effects of
adrenal gland products in IgG immune complex acute lung injury. Submitted to FASEB, 1997.
Gipson, T.S., Shanley, T.P., Bleavins, M.R., Tefera, W., Johnson, K.J., and Ward, P.A.:
Molecular cloning and in vivo transcriptional expression of rat SLPI in lung inflammation.
FASEB, 1997.




Individual Faculty Reports

Sawyer, R., Chenault, R., Merion, R., Johnson, K., Kutz, E., and Hebert, C.: Antibody to
interleukin-8 (IL-8) decreases systemic and pulmonary sequelae of sepsis in porcine bacteremia.
Submitted to Society of Critical Care Society, 1997

Gipson, T. S., Shanley, T.P., Bleavins, M. R., Wongelawit, T., Johnson, K. J., and Ward, P. A.:
Regulation of proteinase inhibitors in acute inflammatory lung injury in rats. FASEB J.
12(4):4595, 1998.

Gibbs, D. F., Varani, J. J., and Johnson, K. J.: Role of matrix metalloproteinases in macorphage-
dependent acute alveolitis in the rat. FASEB J. 12(4):4506, 1998.

Younkin, E. M., Warner, R. L., Varani, J. J., and Johnson, K. J.: Matrix metalloproteinase
expression by rat pulmonary parenchymal cells. FASEB J. 12(4):4594, 1998.

Johnson, KJ., Dame, M. K., Wojno, K., and Varani, J.: Human prostate in organ culture
morphological features, epithelial cell growth and motility and elaboration of matrix
metalloproteinases Presented at Proteases and Protease Inhibitors in Cancer. Nyborg, Denmark,
June, 1998.

Dame, M. K., Wojno, K., and Johnson, K. J.and Varani, J: Human prostate in organ culture
morphological features, epithelial cell growth and motility and elaboration of matrix
metalloproteinases. 6™ SPORE Conference Nat. Int. Health., July, 1998.
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W. JOHN JUDD, F.I.B.M.S., M.L.BIOL.
PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Director, Blood Bank Reference Laboratory.
1. Procedural change implemented in October, 1997:
a) Discontinued repeat antibody identification studies on alloimmunized patients
except when there is serological or clinical evidence of a new antibody.
b) This change, reduced reference laboratory case-load by 40%.
¢) Initiated monitor to verify case-load reduction and impact on patient care.

B. Consultant, Veteran's Administration Medical Center, Ann Arbor.
TEACHING ACTIVITIES:
A. Clinical Pathology Grand Rounds:

1. Program Director.

2. Presented lectures on:

a) Immune hemolysis
b) The Rh blood group system
B. Anatomical Pathology Conferences:

1. Program Coordinator.
C. Core-Lecture Series in Blood Banking for 1st-year Pathology House Officers:
1. Program Coordinator.
2. Presented lectures on:
a) Pretransfusion testing.

b) Prenatal/perinatal testing.
c) Immune hemolysis.
d) Antibody identification.
D. Clinical Pathology Case Study Conference:

1. Program Coordinator.
2. Participant.
E. Fellows:
L. Hematology/Oncology - Provided instruction in immunohematology to Drs.
Huber, Smith, Grino, Aziz and Reynolds (25 hours contact).
2. Pediatric Hematology - Provided instruction in immunohematology to Drs.
Nadwami and Mody.
F. Pathology Residents:
1. Residency Training Review Committee.
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2. Coordinated Blood Bank/Immunology/Coagulation and HLA block rotations for
house-officer training in clinical pathology.
3. Provided instruction in immunohematology to house-officers during their Blood
Bank Rotation (100 contact hours).
G. Current Topics in Blood Banking Conference, Towsley Center for Continuing Medical

Education:

1. Program Director - Planned and coordinated the June, 1998 Current Topics in
Blood Banking Symposium and Preconference Workshops.

2. Presented Workshop entitled: “Issues in implementing an electronic crossmatch.”

3. Presented talk entitled: “Repeat antibody identification studies. How? When?
Ever?”

4. Moderated morning session on Transfusion Management.

III. RESEARCH ACTIVITIES:

A. Judd WJ, Steiner EA, Fullen DR, Knafl PC. Revisiting the issue: can the reading for

serologic reactivity following 37°C incubation be omitted? Transfusion: Submitted.

B. Evaluated commercially prepared 0.8% cell suspension for use with ID-MTS gel cards.
IV. SERVICE ACTIVITIES:

DEPARTMENTAL:

A. Blood Bank Daily Rounds.

B. Weekly Blood Bank Communication Meetings.

C. Monthly Clinical Pathology Faculty Meetings.

REGIONAL/NATIONAL/INTERNATIONAL:

A. Michigan Association of Blood Banks:

L. Co-Chairman, Special Lecture Series Committee - coordinated a series of 60
lectures medical technologists seeking Certification as a Specialist in Blood
Banking.

2. Presented lectures on Rh and MN systems, lectins and polyagglutination (10.5
contact hours) as part of Special Lecture Series.

3. Planned and directed Current Practices in Immunohematology Workshop,

William Beaumont Hospital, Troy, MI, April, 1998.

4. Member, Annual Meeting Program Committee.
B. American Association of Blood Banks:
1. Member, Awards Committee.
2. Member, Scientific Abstract Review Committee.
Member, Editorial Board, Transfusion.
Reviewer of articles submitted for publication in Transfusion, Immunohematology, and
Transfusion Medicine.
E. International Society of Blood Transfusion

=N
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1. Member, WHO Committee on Blood Group Nomenclature
OTHER RELEVANT ACTIVITIES:
INVITED LECTURES:

Fetal-Maternal Immunohematology. Annual Meeting of the Michigan Association of Blood
Banks, Troy, September, 1997.

Issues in implementing an electronic crossmatch. American Association of Blood Banks Annual
Meeting, Denver, CO, October, 1997.

Session Moderator - Red Cells and Serological Methods. American Association of Blood Banks
Annual Meeting, Denver, CO, October, 1997.

Immune hemolysis. Michigan Association of Blood Banks’ Current Topics in
Immunohematology Workshop, William Beaumont Hospitals, Troy, MI, April, 1998.
Prenatal-perinatal testing. Michigan Association of Blood Banks’ Current Topics in
Immunohematology Workshop, William Beaumont Hospitals, Troy, MI, April, 1998.

Issues in implementing an electronic crossmatch. United Blood Services, Scottsdale, AZ, March,
1998.

Modern approaches to pretransfusion testing. Ohio Association of Blood Banks Annual Meeting,
Covington, KY, April, 1998.

Requirements for the electronic crossmatch. Blood Group Serology 1998, Institute of Biomedical
Sciences, Durham, England, April, 1998.

Modern approaches to pretransfusion testing. Retirement Seminar in Honor of Dr. Peter D. Issitt,
Washington, DC, May, 1998.

Repeat antibody identification studies: How? When? Ever? Annual Meeting of the American
Cross Blood Group Reference Laboratories, Washington, DC, May, 1998.

Requirements for the electronic crossmatch. XXV Congress of the International Society of Blood
Transfusion, Oslo, Norway, June, 1998.

PUBLICATIONS:

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

Judd WJ. Two or three reagent red cells for antibody detection? Immunohematology 1997;13:90-
92.

Judd W1J, Steiner EA, Knafl PC. The gel test: sensitivity and specificity for unexpected
antibodies to blood group antigens. Immunohematology 1997;13:132-135.

Judd W1, Steiner EA, Knafl PC, Masters C. The gel test: use in the identification of unexpected
antibodies to blood group antigens. Immunohematology 1998;14:59-62.

Judd WJ. ‘New’ blood bank technologies. Clin Lab Sci 1998;11:106-113.

Judd WJ. Requirements for the electronic crossmatch. Vox Sanguinus 1998;74(52):409-407.
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ABSTRACTS, BOOK REVIEWS, PUBLISHED LETTERS TO THE EDITOR,
MISCELLANEOUS PUBLICATIONS IN UNREFEREED JOURNALS:

1. Judd WJ, Davenport RD. On the high probability that a perceived lack of value in obtaining a p
value will be detrimental to patient care! Transfusion 1997;37:877.

2. Steiner EA, Judd WJ. Detection of ABO incompatibility in gel. Transfusion 1997;37(S):29.

Judd WJ, Fullen DR, Steiner EA, Knafl PC. Omitting the 37 C reading. Transfusion

1997;37(S):65. .

et
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ANTHONY A. KILLEEN, M.D., Ph.D.
ASSISTANT PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

A. Director of Molecular Diagnostics.

B. Director of Clinical Chemistry Section.

C. Interpretation and sign-out of protein electrophoretic analyses.

TEACHING ACTIVITIES:

A. Lectures to House Staff on Block B, Clinical Pathology.

B. Protein Sign-Out in Immunology Laboratory with 1-2 residents for 4-6 hours biweekly.

C. Molecular Diagnostics Sign-Out with Fellow, weekly.

D. Lectures to Pathology House Staff and Faculty at Clinical Pathology Rounds.

E. Research advisor to undergraduates: Ms. Renee Jiddou, Mr. J. Zelmanovich, UROP.

F. Research co-advisor to post-doctoral fellow: Dr. J. Srinivasan, Dept. of Chemistry,
University of Michigan.

RESEARCH ACTIVITIES:

PROJECTS UNDER STUDY:

A. Molecular Genetics of CYP21 (Steroid 21-hydroxylase).
B. Quantitative analytical technologies for nucleic acids.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Director, Molecular Diagnostics Laboratory.

B. Director, Clinical Chemistry Section.

C. Member, Pathology Resident Selection Committee.

D. Director, Fellowship Program in Chemical Pathology

E. Member, Web Editors Task Force for Departmental Home Page.
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REGIONAL AND NATIONAL:

A. Chair-Elect, Molecular Pathology Subdivision of American Association for

Clinical Chemistry (as of July, 1998).

Member, Publications Committee, Association for Molecular Pathology.

Editor of ACLPS Newsletter.

Chair, ACLPS Taskforce on Networking.

Member, AACC, ASHG, CAP, ACLPS, AMP.

Manuscript Reviewer, Clinical Chemistry, Molecular Diagnosis, and Biotechniques.
Consultant in Molecular Biology to Michigan Governor’s Task Force on Genetic Privacy.
Testified before Michigan Legislature on Bills regarding human cloning.

ommY nw

INVITED LECTURES AND SEMINARS:

“Genetics of Alzheimer’s Disease”, Association for Medical Laboratory Immunologists annual
meeting, San Francisco, July, 1997.
“Basic Genetics”. Lecture to the Michigan Association of Blood Banks, March 1998.

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Srinivasan JR, Liu Y, Venta PJ, Siemieniak D, Killeen AA, Zhu Y, Lubman DM: MALDI TOF-
MS as a rapid screening method to detect mutations causing Tay-Sachs disease. Rapid
Communications in Mass Spectrometry, 11: 1144-1150, 1997

Srinivasan JR, Kachman MT, Killeen AA, Akel N, Siemieniak D, Lubman DM: Genotyping of
apolipoprotein E by matrix assisted laser desorption, ionization time of flight mass spectrometry
(MALDI MS). Rapid Communications in Mass Spectrometry (In Press).

Killeen AA, Jiddou R, Sane KS: Characterization of frequent polymorphisms in intron 2 of
CYP21. Application to analysis of segregation of CYP21 alleles. (Revision submitted to Clinical
Chemistry).

Wei WL, Killeen AA: Analysis of 4 common salt-wasting mutations in CYP21 (steroid 21-
hydroxylase) by CFLP, and characterization of a frequent polymorphism in intron 6. Molecular
Diagnosis (In Press).

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

Wei WL, Killeen AA: Identification of a frequent Rsal polymorphism in intron 6 of CYP21.
Clinical Chemistry (In Press).

Killeen AA, Jiddou R, Sane KS: Identification of polymorphisms in intron 2 of the CYP21 gene.
American Journal of Pathology, 151:1490, 1997.
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II1.

PAUL D. KILLEN, M.D., PH.D.
ASSOCIATE PROFESSOR
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

Individual Faculty Reports

CLINICAL ACTIVITIES:

A. Board Certification, Anatomic Pathology.

B. Autopsy Pathology (3 days).

C. Diagnostic Renal Biopsy Service (32 weeks).

D. Chief Renal Consultant.

TEACHING ACTIVITIES:

A. M2 Pathology Lecture - Renal Sequence (3 hours).

B. M2 Pathology Laboratory- Renal Sequence (20 hours).

C. Co-Coordinator - Renal Sequence (40 hours).

D. Curriculum Development -Renal Sequence (80 hours).

E. Gross Pathology Conference.

F. Renal Pathology for Pathology Residents (five hours).

G. Renal Pathology for Nephrology Fellows (nine hours).

H. Renal Pathology Fellows - Lois Arend - (30 hours).

L Dissertation Committees (one).

I Graduate Program Oral Examiner (two)

K. Post Doctoral Fellows (one).

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. Principal Investigator, Project VI, "TGF-P Induced Collagen IV Gene Transcription",
NIH-P50-DK39225, (10% Effort) $49,822/year, 8/1/92-7/30/97.

B. Co-Investigator, "Renal Fibrosis", NIH-RO1, (5% Effort) $198,213/ year, 4/1/93-3/30/98.

C. Co-Investigator, "Role of EDRF in the Juxtaglomerular Apparatus”, NIH-RO1-DK40042,
(5% Effort) $164,666/year, 12/1/93-11/30/98.

D. Core Consultant, Molecular Biology Core, "Michigan Diabetes Research and Training
Center", NIH-P60-DK20572, (5% Effort) $100,000 direct costs/year, 4/1/93-3/31/98.

PENDING SUPPORT:

A. Co-Investigator, "Altered Neural Myo-Inositol Metabolism in Diabetes", NIH-RO1-

DK38304, (20% Effort) $225,547 direct costs/year.
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B. Co-Investigator, "IGF-I is an Osmoprotectant in Neuroglial Cells", NIH-R01-DK38304,
(5% Effort) $103,045 direct costs/year.

C. Director, Morphology Core B, George M. O'Brien Renal Center, NIH-P50-DK39225,
(5% Effort) $55,603 direct costs/year.

PROJECTS UNDER STUDY:

A. Regulation of collagen IV gene expression.
B. Structure and assembly of collagen IV chains.
C. Regulation/expression of hypertonicity stress proteins.

ADMINISTRATIVE ACTIVITIES:

DEPARTMENTAL:

A. Anatomic Pathology Accessioning Committee.
B. Digital Imaging Committee.

MEDICAL SCHOOL/HOSPITAL:

Faculty recruitment, Department s of Internal Medicine, Pediatrics.

Member, Biomedical Research Council.

Curriculum development, M2 Urinary System.

Assistant Director, Diagnostic Renal Biopsy Service.

Supervisory Committee, U of M Multipurpose Arthritis Center, Molecular Biology Core.

REGIONAL AND NATIONAL:

Planning Committee, Genetic Basis of Renal Disease. NIDDK, NIH.
Ad hoc reviewer, Division of Extramural Activities, NIDDK, NIH.
Ad hoc Reviewer, Juvenile Diabetes Foundation.

Reviewer:

Laboratory Investigation.

American Journal of Pathology.

American Journal of Physiology.

Journal of Clinical Investigation.

Journal of Biological Chemistry.

Journal of American Society of Nephrology.

E. Program Committee, Annual Meeting of the American Society of Nephrology.

oCawp

N

INVITED LECTURES AND SEMINARS:

Program organizer and Chairman, "Organic Osmolytes and Osmotic Stress" Annual meeting of
the American Society of Nephrology, San Antonio, October 1997.
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Individual Faculty Reports

PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
JOURNALS:

Lee SK, Goyal M, de Miguel M, Thomas P, Wharram B, Dysko R, Phan S, Killen PD, Wiggins
RC,: Renal biopsy collagen I mRNA predicts scarring in rabbit anti-GBM disease: Comparison
with conventional measures of function and histology. Kidney Int 52:1000-1015, 1997.

Wu K, Setty S, Mauer SM, Killen P, Nagase H, Michael AF, Tsilibury EC: Altered kidney
matrix gene expression in experimental diabetes. Acta Anat 158:155-165, 1997.

Bergijk EC, Van Alderwegen IE, Baelde HJ, de Heer E, Funabiki K, Miyai H, Killen PD, Kalluri
RK, Bruijn JA: Differential expression of collagen IV isoforms in experimental
glomerulosclerosis. J Pathol 184:307-315, 1998.

Porcellati F, Hlaing T, Togawa M, Stevens M, Larkin D, Hosaka Y, Glover TW, Henry DN,
Greene DA, Killen PD: The human Nat-myo-inositol cotransporter gene: Alternate splicing
generates diverse transcripts. Am J Physiol, 274:C1215-1225, 1998.

Minto AW, Kalluri R, Togawa M, Bergijk EC, Killen PD, Salant DJ: Augmented Expression of
Glomerular Basement Membrane Specific Type IV Collagen Isoforms (a3-a.5) in Experimental
Membranous Nephropathy. Proceedings of the Association of American Physicians, 110:207-
217, 1998.

Van Vliet Al, Van Alderwegen IE, Baelde HJ, de Heer E, Killen PD, Kalluri RK, Bruijn JA,
Bergijk EC: Differential Expression of Collagen Type IV Subchains in Experimental Renal
Interstitial Fibrosis, in press.

ARTICLES SUBMITTED FOR PUBLICATION:

Todd-Turla KM, Schnermann JB, Briggs JP, Killen PD: Regulation of Renal Mineralocorticoid
and Glucocorticoid Receptor mRNA in Response to Adrenalectomy and Corticosteroid Hormone
Replacement. Submitted 1998.

Porcellati F, Hosaka Y, Hlaing T, Togawa M, Larkin D, Stevens M, Killen PD, Greene DA:
Alternative splicing of human Nat-myo-inositol cotransporter transcripts predicts multiple
isoforms: Implications for tissue-specific regulation of myo-inositol transport and metabolism.
Submitted 1998.

Schieren G, Gattone VH, Killen PD: Aberrant expression of extracellular matrix genes is
prominent in slowly progressive polycystic kidney disease in pcy/pcy mouse. Submitted 1998.

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

Lu W, Phillips CL, Overbeek P, Meisler MH, Killen PD: A New Model of Alport's Syndrome, J
Amer Soc Nephrol 8:393A, 1997.

Bergijk EC, van Griensven M, de Heer E, Bruijn JA, Killen PD: Promoter-flanking Sequences
Modulate Transcription Regulation of Collagen Type IV Genes. J Amer Soc Nephrol, 8:512A,
1997.

Karihaloo A, Smith SS, Dawson DC, Killen PD, Greene DA: Protein Kinase A (PKA) Agonists
Enhance myo-Inositol (MI) Uptake in Oocytes Expressing Alternative Sodium-dependent MI Co-
Transporter (SMIT) Isoforms. J Amer Soc Nephrol (submitted) 1998. '

Pop-Busui R, Town T, Larkin DA, Killen PD, Greene DA: Anti-peptide Antibodies Detect
Distinct Sodium-dependent myo-Inositol (MI) Co-transporter (SMIT) isoforms in human retinal
pigment epithelial (RPE) cells. J Amer Soc Nephrol (submitted) 1998.
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ESPERANZA B. KINTANAR, M.D.
LECTURER
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

MEHO 0w

Cytopathology - twelve months.

Cytology transfer cases - twelve months.

Cytology outside consult cases — occasional.

Cytology intradepartmental consult cases - twelve months.

Surgical head and neck transfer cases - September 1997 to June 1998.
Autopsy service - six weekends.

TEACHING ACTIVITIES:

A. Residents and Cytopathology Fellow (and on a sporadic basis, clinical fellows and
medical students):

L.

2.

3.

vk

Instruction and supervision in the performance, evaluation and interpretation of
fine needle aspirates from patients in-house and at the Cancer Center.

Instruction and supervision in the evaluation and interpretation of assisted
invasive, deep-seated fine needle aspirates.

Instruction in the evaluation, work-up and signing out of gynecologic and non-
gynecologic cases.

Instruction in the evaluation, work-up and signing out of cytology transfer cases.
Monthly Residents Cytopathology Conference - comprehensive organ systems
review with surgical correlation, glass slide and/or kodachrome sessions with
handouts. '

Consult Case Conference for residents- three a year.

Instruction and supervision in the performance, presentation and sign-out of
autopsy cases.

B. Other Education Activities:

1.
2.

3.

Cytopathology Conference for Cytotechnologists - six/year.

Current concepts update in the practice of Cytology - residents, fellow and
cytotechnologists.

Cytohistologic correlation - fellow, residents and cytotechnologists.
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III. RESEARCH ACTIVITIES:
SPONSORED SUPPORT:
A. Co-investigator with Thomas E. Carey, Ph.D., IRBMED archive #1991-335 and -337,
“Molecular and Biological Studies of Head and Neck Tumors”, University of Michigan
(NIH funded).

PROJECTS UNDER STUDY:

A. Endoscopic Ultrasound-Guided Fine Needle Aspiration Biopsy of the Pancreas, Clinico-
Pathologic Correlation, with James M. Scheiman, M.D. and Byungki Kim, M.D.

IV. ADMINISTRATIVE ACTIVITIES:
DEPARTMENTAL:
None.
MEDICAL SCHOOL/HOSPITAL:
None.
UNIVERSITY OF MICHIGAN:
None.
REGIONAL AND NATIONAL:
None.

V. OTHER RELEVANT ACTIVITIES:

INVITED LECTURES/SEMINARS:

1. “Immature Squamous Metaplasia”, University of Michigan M-Labs Symposium, Ann Arbor,
Michigan, October 4, 1997.

2. “Urine Cytology: Update on Current Concepts and Controversies”, University of Michigan,
Department of Pathology, Ann Arbor, Michigan, November 19, 1997.

3. “Diagnostic Pitfalls and Mimics of HGSIL, platform presented at the 45 Annual Meeting of the
American Society of Cytopathology, Boston, Massachusetts, November, 1997.

4. “Cytologic Criteria for High-Grade Transitional Cell Neoplasia: Analysis of Single Cells in
Thinprep Slides”, platform presented at the 87™ Annual USCAP Meeting, Boston,
Massachusetts, March, 1998.
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PUBLICATIONS:

ARTICLES PUBLISHED OR ACCEPTED FOR PUBLICATION IN REFEREED
OURNALS:

None.

ARTICLES SUBMITTED FOR PUBLICATION IN PEER-REVIEWED JOURNALS:

Kintanar EB, Giordano TJ, Thompson NW, Michael CW: Granular Cell Tumor of Trachea
Masquerading as Hurthle Cell Neoplasm on Fine Needle Aspirate: A Case Report and Review of
Literature. Diagnostic Cytopathology.

BOOKS/CHAPTERS IN BOOKS:
None.

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

Kintanar EB, Michael CW.: Diagnostic Pitfalls and Mimics of HGSIL. Acta Cytol 1997;
41:5,1544-1545.

Kintanar EB, Tworek JA, Putzi M, Wojno K.: Cytologic Criteria for High-Grade Transitional
Cell Neoplasia: Analysis of Single Cells in Thinprep Slides. Mod Pathol 1998; 11:39A.
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STEVEN L. KUNKEL, Ph.D.
PROFESSOR OF PATHOLOGY
DEPARTMENT OF PATHOLOGY

ANNUAL DEPARTMENTAL REPORT
1 JULY 1997 - 30 JUNE 1998

CLINICAL ACTIVITIES:

None.

TEACHING ACTIVITIES:

A. Epidemiology 570.

B. Host Defense Sequence, First Year Medical School.

C. Lecture in didactic seminar series for Pediatrics.

D. Member, Pathology graduate program committee.

E. Member, Lung Immunopathology Post-doctoral Training Program (Pathology).

F. Member, Experimental Immunopathology Training Program (Pathology).

G. Member and Co-Director, Pulmonary Cellular and Molecular Biology Training Program.
H. Chair, Pathology Graduate Examination committee.

L Member, Graduate Teaching Award Review Committee.

J. Member, Task force for Medical School Graduate Program for Joint recruitment Joint

Admissions.

K. Supervised the following postdoctoral fellows and graduate students: fellows, Drs. Betsy
Parks, Cory Hogaboam, Bruno DiGiovine, Akihiro Matsukawa, Sandra Oliveira.

L. Undergraduate students: Matt Steinhauser, Eric Strieter, Scott Lipinski, Carrie Zickus.

M. Doctoral Thesis Committee Member/Orals Committee for the following graduate
students: Andrew Merry (Pathology), Jim Parks (Pharmacology), Jeffrey Ruth (Public
Health), Mei-Chen Kuo (Public Health), Joyce J. Lai (Public Health), Shimin Hu
(Pathology), Wannee Asavaroengchai (Pathology), Sara Cheng (CMB), Cindi Bone-
Larson (Pathology).

RESEARCH ACTIVITIES:

SPONSORED SUPPORT:

A. NIH - Macrophage/MonocyteSignals in Lung Granuloma Formation; HL-RO1-35276;
Principal Investigator.

B. NIH - Monokine Gene Expression/Regulation in Lung Injury HL-RO1-31237; Principal
Investigator.

C. NIH - Inflammatory Cells and Lung Injury; Program Project HL-31963; Principal

Investigator for Section II.
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D. NIH - The role of TNF and ICAM-1 in Lung Allograft Rejection, Co-Investiagator HL-
50057.

E. NIH-RO1, The role of C-X-C chemokines in lung cancer, Co-Investigator.

F. SCOR Occupational and Immunological Lung Disease, P50HL-46487 Principal
Investigator for Project 3.

PATENTS:

"CXC Chemokines as Regulators of Angiogenesis” Notice of Allowance U.S. Serial
#08/468,819.

PROJECTS UNDER STUDY:

A.
B.
C.

D.

Role of cytokines in acute inflammation.

Regulation of chemokine gene expression.

Macrophage-lymphocyte interactions in the initiation, maintenance, and resolution of
chronic inflammation.

Role of cytokines in an