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The Yale AIDS Program

HIV/AIDS first appeared in New Haven in the early
1980’s. Since then, the epidemic has become mature
and has had a severe and ongoing impact on New
Haven and Connecticut. New Haven has been one of
the 15 cities in the US in which HIV/AIDS has been
the leading cause of death in both young men and
women. Connecticut is the 6th state in the US in per
capita AIDS cases. The affected population is diverse
but injection drug use is the predominate HIV trans-
mission risk. Women and minorities are significantly
over represented compared to national statistics. The
Program has been developed to respond to the needs
and to create new knowledge in the care and treat-
ment of this population. The Yale AIDS Program is
active in clinical care, teaching, clinical research and
community service at local, national and international
levels. The Program is situated within both the Section
of Infectious Diseases in the Department of Internal
Medicine and as a Clinical Program of Yale-NewHaven
Hospital. Program
offices are located at
135 College Street.
Clinical and research
activities take place
at Yale-New Haven
Hospital, the VA CT
Health Care Systems,
other hospitals and
clinics and an array
of community sites
across New Haven
and Connecticut and
at several interna-

Gerald Friedland, M.D. tional sites.

Program Director

Clinical Services

Clinical care has been developed to reflect the complex
needs of people living with and at risk for HIV/AIDS.
Comprehensiveness, continuity and compassion are
central program features and extend from HIV coun-
seling and testing through community and outpatient
care to hospital care and palliative services.

HIV Counseling and Testing Services is provided
by Yale-New Haven Hospital through a grant from
The Connecticut Department of Public Health. The
program has been in existence since 1987. HIV
Prevention Counselors cover three Y-NHH testing
sites: the Alternative Test Site, Nathan Smith Clinic
and the Community Health Care Van. Voluntary coun-
seling is provided as confidential or anonymous and
secondary prevention counseling is offered to those
already infected with HIV. Provider training in coun-
seling and testing techniques and strategies is available
and an important part of this program as is community
education and outreach to the Greater New Haven area,
including educational presentations to local schools,
churches and community-based organizations.

The Nathan Smith Clinic was established in 1990 and
was the first clinic in the State dedicated solely to the
care of adults infected with HIV. The Clinic is support-
ed by Y-NHH and is the largest provider of comprehen-
sive services to adults with HIV disease in Connecticut.
Currently more than 800 adults with HIV/AIDS are
actively followed. The population is diverse and reflects
both the demography and risk profile of the epidemic
in the Northeast. Over the course of the past decade,
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as a result of the success of antiretroviral therapy, the
population has changed dramatically. Most patients
now receive antiretroviral therapy and the need for hos-
pitalization has been dramatically reduced. Dr. Krystn
Wagner is the clinic medical director and June Holmes,
MSW, clinic administrator. Each patient is assigned and
cared for by a primary care provider. A multidisciplinary
team approach focuses on comprehensive care, includ-
ing the management of antiretroviral therapy, many co-
morbid conditions resulting from therapeutic complica-
tions, other infectious diseases, such as hepatitis C, and
underlying mental health and substance abuse issues. A
new program, integrating buprenorphine treatment into
the HIV clinic to improve coordination of care for opi-
ate dependent patients is in development. Staff includes
physicians, physician assistant, nurse practitioner,
clinic nurses, social workers and psychiatrist (Dr. Lydia
Chwastiac) and both HIV primary care and specialty
care in women’s health, mental health and substance
abuse treatment is provided on site. Recently recruited,
Dr. Ann Fisher provides continuity and a strong clinical
presence in the clinic. Teaching of medical students,
house officers and Infectious Diseases fellows is an
important activity of the clinic, which is also the site of
a number of clinical research projects. Program related
HIV/AIDS outpatient care, teaching and research in
dedicated HIV/AIDS clinics is also provided at the
VA Medical Center, under the direction of Dr. Michael
Kozal and at Hospital of St. Raphael by Dr. Sharon
Weissman and staff.

The Donaldson Inpatient Firm, named to honor
Dr. Robert Donaldson and to recognize his interest in
HIV/AIDS and support for the Program, is a clustered
geographic hospital teaching service and separate house
staff and attending rotation where comprehensive care
to hospitalized patients with HIV/AIDS is provided.
The daily census of 30-50 patients has fallen to ~15 as
a result of the success of antiretroviral therapies. Care is
delivered in a comprehensive team approach with HIV/
AIDS medical and nursing and social work expertise.

Clinical care is also provided at a number of innovative
and nationally recognized community based services
including the Community Health Care Van and the
HIV in Prisons Program.

The Community Health Care Van (CHCV, Drs.
Altice and Bruce) began in 1993 and provides free

mobile health care in a 36 foot specially outfitted van
at New Haven Syringe Exchange Program sites in four
distinct neighborhoods in New Haven. These sites were
selected for their high prevalence of drug use, poverty
and HIV/AIDS. Staff consists of three clinicians, three
outreach workers, an HIV counselor, a drug treatment
coordinator, two substance abuse counselors and vol-
unteers. The program operates with support from the
local, state and federal level, including research grants
and contracts from the NIH, HRSA and SAMHSA. In
addition to health care, the CHCV has a number of
innovative programs that include directly administered
antiretroviral therapy for HIV-infected drug users,
directly observed preventive therapy for tuberculosis
for undocumented aliens, buprenorphine induction
and stabilization therapy for opiate dependent patients,
and linkage to effective drug treatment. Monthly,
the program provides services to 500-600 clients, of
whom 50% actively use illicit drugs. The program has
successfully balanced service provision and research
and has become an important symbol of University/
Community collaboration and an international model
that has been replicated at other sites in North America
and Europe.

The HIV in Prisons Program (Drs. Altice, Bruce and
Fisher) began in 1991 and, under the direction of Dr.
Altice, is among the few successful and well-recognized
academic/correctional collaborations. The program
provides clinical care and supervision at 11 prisons/jails
to almost 1000 prisoners with HIV in Connecticut and
is rapidly emerging as one of the leading providers of
treatment for Hepatitis C statewide. In addition to pro-
vision of HIV care, the program has been involved in
clinical and epidemiologic studies of HIV in incarcer-
ated populations and the creation of constructive change
in prison health care policy and practice.

Community

Health Care

« Van
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Collaboration with other community based AIDS
Service Organizations including AIDS Interfaith
Network, AIDS Project New Haven and Hispanos
Unidos Contra El SIDA and a ongoing close relation-
ship with Leeway, an HIV/AIDS specific skilled nurs-
ing facility, complete the model comprehensive system
of care for people with HIV disease in the greater Hew
Haven Area.

Teaching

Teaching activities occur at all of these sites and
involve ID fellows, house officers, medical, nursing
and public health students. As part of their training,
all ID fellows have a longitudinal clinic in one of the
New Haven HIV clinics, acquiring and caring for a
panel of patients with HIV disease. In addition, two
innovative teaching programs have been developed:

HIV student elective is a unique program developed
and led by Dr. Nancy Angoff. The elective pairs Yale
Medical Students with a patient with HIV disease dur-
ing the first year. The AIDS Program faculty super-
vises the student during the subsequent three years.
The patient is followed through the course of medical
school, providing a rich personal experience for both
and developing professional sensitivity and expertise
for the student.

HIV Outpatient elective, developed by Dr. Krystn
Wagner attempts to address the need and desire for
HIV/AIDS teaching in the outpatient setting. Medical
residents are offered a comprehensive HIV outpatient
and community teaching and care experience at the
Nathan Smith Clinic and sites described above.

International teaching activities have included proj-
ects in South Africa (Dr. Friedland), and China and
Vietnam (in collaboration with Professor Ann Williams
at Yale School of Nursing). Dr. Krystn Wagner, in
collaboration with the School of Public Health, has
just received funding through USAID, to develop a
comprehensive HIV Care and Treatment Partnership
Program for clinical training in HIV/AIDS with col-
leagues in St. Petersburg, Russia.

Research

Research in The Yale AIDS Program is patient ori-

ented and focused on underserved and vulnerable
populations locally, nationally and at the international
level. Support for research studies comes from NIH
(NIDA, NIAID, NIMH), CDC, HRSA, VA, Doris
Duke Charitable Foundation, Irene Diamond Fund,
Gates Foundation and the pharmaceutical indus-
try. Grants and contracts totaled $5,129,550 for the
2004 academic year. Research projects and programs
include:

Clinical trials of antiretroviral therapy (Drs.
Friedland and Kozal). Phase I-IV trials are carried out
through the New England Program for AIDS Clinical
Trials (ProACT), a Yale AIDS Program directed region-
al network of HIV clinical trial centers in Connecticut
and Massachusetts, supported by the Community
Program for Clinical Research on AIDS (CPCRA) of
the NIH through the Division of AIDS of NIAID and
industry sponsors. The trials program focuses in two
areas: 1) large scale clinical outcome studies of strate-
gies of use of antiretroviral therapy (i.e., when to start
therapy? continual or intermittent therapy? long term
complications of antiretroviral therapy and studies on
adherence to therapy) 2) pharmacologic interaction
studies between antiretroviral therapies and therapies
for the treatment of substance abuse. ProACT faculty
includes Dr. Friedland (PI), Dr. Mike Kozal, Chair of
the Virology and Immunology Working Group of the
CPCRA, Laurie Andrews, RN, Program Manager and
5 clinical coordinator/study nurses.

Community based care and treatment studies
among out-of treatment injection drug users (IDUs)
and studies among incarcerated populations (Drs.
Altice, Bruce, and Springer), NIH and CDC-funded
research programs have been developed and carried,
including studies on engaging out of treatment IDUs
in HIV care, the first studies of HIV incidence and
treatment among prisoners, studies of adherence to
antiretroviral therapy and programs to enhance transi-
tion to the community after prison. This latter program
has recently received a $3.4 million grant from the
NIH to develop research programs to study effective
prison-release programs that incorporate opiate substi-
tution therapy and directly administered antiretroviral
therapy. Additional study focuses on the integration of
HIV and substance abuse therapy with buprenorphine
and the integration of buprenorphine treatment into
correctional settings.
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Adherence to antiretroviral therapy has been the
subject of both observational studies and among the
first randomized controlled trials of strategies to
increase HIV medication adherence. These include
RCTs of a cue dosing strategy (Dr. Michael Rigsby),
nurse and health educator home visiting (Dr. Ann
Williams), specially trained nurse adherence special-
ists and electronic reminder devices (Dr. Friedland
and Ms. Andrews) and modified directly observed
therapy among IDUs in a community setting (Drs.
Altice and Bruce) and in a methadone maintenance
program (Drs. Altice and Springer). This work has
been funded by NIAID, NIDA and NINR.

HIV risk behavior and secondary prevention
among HIV+ patients in clinical care (Drs. Friedland
and Kozal), Integration of HIV prevention and care is
one of the major goals of the national and international
HIV prevention plans. In collaboration with behavioral
science colleagues at the University of Connecticut,
we have just completed a clinical trial of a physician
directed intervention to reduce HIV transmission risk
behaviors among patients with HIV who are receiv-
ing clinical care. The trial has been successful and the
strategy is now being extended to clinical sites in New
York State and South Africa. Dr. Kozal has performed
antiretroviral resistance studies on patients in this trial
creating new knowledge on the risk of transmission of
both sensitive and resistant HIV by patients receiving
clinical care and continuing to engage in HIV risk
behavior. This work is funded by NIMH.

Therapy of HIV/HCV coinfected patients (Dr.
Wagner) HCV infects ~20-30% of HIV+ individuals
in the US (~250,000 individuals). Current treatment
guidelines recommend pegylated interferon with riba-
virin for HIV+ patients with detectable plasma HCV
RNA and hepatic fibrosis. Unfortunately, <40% of
coinfected patients treated for HCV achieve a sustained
virologic response. Among patients in the Nathan Smith
Clinic, the HCV seroprevalence is 67% and HCV hepat-
ic disease has become a major cause of morbidity and
mortality among patients with HIV disease. Studies to
determine most effective treatment strategies for co-
infected patients are being actively developed.

Antiviral resistance studies using microarray
gene technology (Dr. Kozal) This work is applying
gene array technology to the development of more
advanced resistance testing and the study of the viral
genetic determinants that contribute to both HIV and
Hepatitis C (HCV) therapy failure. Dr. Kozal has
developed an HCV-HIV microarray to help study the
viral genetic determinants that contribute to both HIV
and HCV therapy failure. The HCV-HIV microarray
can simultaneously detect HIV drug resistance muta-
tions and the sequence changes within the HCV NS3,
NS5B and NS5A genes that are associated with drug
resistance to HCV protease and polymerase inhibitors
and interferon, respectively. The microarray sequenc-
es the entire HIV pol gene and the HCV NS3, NS5A
and NS5B genes, yielding data on over 6,000 bases of
sequence in a single assay. By sequencing all 4 genes
one can monitor the regions previously reported to
be associated with drug resistance, and further, not
miss yet unidentified mutations that cause resistance
to drugs under clinical development. In addition, the
microarray has been designed to detect minor drug
resistant variants of HIV when they are less than 1%
of the circulating viral quasis-species in a patient
sample. Dr. Kozal’s work is funded by a VA Career
Development Award, a Pilot Project grant from the
Yale’s Liver Center, NIMH Grant on HIV transmis-
sion risk and resistance in patients in clinical care and
Yale’s NIH CPCRA AIDS clinical trial group

Integrating HIV and TB treatment in resource
limited settings (Dr. Friedland). TB is the leading
cause of morbidity and mortality in people living
with HIV worldwide. In South Africa, pilot studies
on the integration of antiretroviral therapy into exist-
ing TB directly observed therapy (DOT) programs are
being explored in both urban and rural settings. This
is a logical but untested strategy to increase access to
antiretroviral therapy and efficiently improve the out-
comes of both TB and HIV disease. Preliminary work
indicates that the strategy is feasible and effective and
large NIH supported RCT is underway. This work is
supported by the Doris Duke Charitable Foundation,
the Irene Diamond Fund and NIAID.




September 2004

Faculty and Staff
Faculty

Gerald Friedland, MD, Director, Yale AIDS Program, Professor of Medicine and Epidemiology and Public Health
Frederick Altice, MD, Associate Professor of Medicine-Director of Community Research and HIV in Prisons Program
Krystn Wagner, MD, Assistant Professor of Medicine, Medical Director of the Nathan Smith Clinic

Michael Kozal, MD, Assistant Professor of Medicine, Director of the VA HIV Clinic and HIV, Virology Research
Laboratory

Nancy Angoff, MD, Assistant Professor of Medicine, Associate Dean for Student Affairs, Yale Medical School

Ann Fisher, MD, Clinical Instructor of Medicine

Douglas Bruce, MD, Clinical instructor of Medicine

Sandra Springer, MD, Instructor of Medicine

Ann Williams, RN/APNP, PhD, Professor of Nursing, Yale School of Nursing

Clinical care within the program is also provided by Warren Andiman MD, Sue Andrews RN/NP, Lydia
Chwastiak MD, Elizabeth Cooney MD, Ben Doolittle MD, Steve Farber PA, Tim Hatcher PA-C, Phil Pierce
MD, Lynn Sullivan MD, and Maddie Wilson MD.

Research Staff

Laurie Andrews, RN Jackie Monge Mary Walton, PA-C
Cyndi Frank, RN Jennifer Chiarella Joanne Metzger
Leith Daley, RN Marion Hoy Rolo Lopez

Rick Cratty, RN James Taylor Sarah Lopez
Suzana Mutic Brian Kuerze Amy Weiss

Support Staff

Susan Hender
Toniann Guarino
Paula Dellamura
Cynthia Gonzalez

Nathan Smith Clinic Staff

June Holmes, LCSW (Manager)

Timothy Hatcher, PA-C

Harriet Ebert, RN

Wynnett Stewart, RN

Anne Murphy, MSW

Beverly Taylor, BSW

Sarah Ingraham, MSW (Donaldson Firm)
Catherine Dorsey

Carolyn Worthy

Counseling and Testing Staff

Carla Giles, BS MPH
Kelly Williams
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New IBD Treatment Group

Faculty members from the Section of Digestive Diseases are
participating in the new Inflammatory Bowel Disease Treatment
Group. Beginning September 13, 2004 patients with ulcerative
colitis, Crohn’s disease and IBD will be offered the opportunity
to receive concerted health care treatment from physicians and
professionals with different specialties including adult and pedi-
atric gastroenterologists, adult and pediatric surgeons, patholo-
gists, nurses, nutritionists, and social workers. Dr. Deborah
Proctor, Associate Professor in the Section of Digestive
Diseases and Dr. Walter Longo, Professor of Surgery, are lead-
ing the faculty group that includes Dr. Christopher Breuer from
Pediatric Surgery, Dr. Andrew Dufty from GI Surgery, and Dr.
Marie Robert from Pathology. A new pediatric gastroenterolo-
gist, Dr. Dinesh Pashankar, will be joining the group in January
2005. Patients are seen by the IBD specialists on the 3™ floor of /
the Yale Physician’s Building. Appointments can be scheduled Drs. Walter Longo and Deborah Proctor
by calling 785-2052.

New Faculty

George K. Arhin appointed Associate Research Scientist in the Section of Infectious Diseases

Dr. Arhin received his B.S. degree from the University of Science and Technology in
Ghana, his native country. Following graduation, he trained in microbial pest control
at the Philip Lyle Memorial Research Laboratories, University of Reading, England,
and later in Molecular Genetics at the Microbiology Institute of the University of
Dusseldorf, Germany.

After earning a master’s degree in Molecular Genetics at the Weizmann Institute of
Science, Israel, he joined the laboratory of Dr. Shirley Tilghman at Princeton University
where he investigated the genetic linkage between albumin, a-fetoprotein and vitamin D
binding protein in mice. Dr. Arhin completed his dissertation research work in the labo-
ratory of Dr. Jeffrey Wilusz at the University of Medicine and Dentistry of New Jersey,
investigating the role of auxiliary protein in mammalian pre-messenger RNA processing.

He came to Yale as a post-doctoral fellow in July 2000. The focus of his studies has been on RNA metabolism,
in particular RNA modifying enzymes and their role in the biogenesis of small nuclear RNAs of the parasite
Trypanosoma brucei, the causative agent of African sleeping sickness. The objective is to identify parasite-specific
gene products that have the potential of being utilized as chemotherapeutic targets for the control of Trypanosomiasis
infections. Dr. Arhin hopes to continue the studies of the molecular mechanisms involved in RNA metabolism of
Trypanosoma brucei, a parasite of enormous economic and medical importance. From August 2002- June 2004, he
was the recipient of NIH Post-doctoral Training Grant/Fellowship for training in Parasitology.

Dr. Arhin and his wife, Felicia, live in New Haven.
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Dr. Jin-Young Choi named Associate Research Scientist in Rheumatology

Dr. Choi emigrated from South Korea to pursue her doctoral work at Oregon State
University under the tutelage of Dr. Nancy Kerkvliet. In that laboratory, she studied
the mechanism of dioxin-induced immune dysfunction. These compounds, unwanted
byproducts produced during chlorinated phenoxy herbicide production, are potent envi-
ronmental contaminants. After completion of her Ph.D. in 2000, Dr. Choi joined Dr.
Joseph Craft’s laboratory as a postdoctoral fellow. At Yale, she has been supported by
a fellowship from the Arthritis Foundation to investigate how potentially self-reactive T
cells maintain self-tolerance. Her recent publications demonstrate a novel mechanism
for maintenance of tolerance by normal T cells, even in the setting of environmental
stimuli, such as infectious pathogens, that might otherwise activate potentially auto
reactive cells. As an Associate Research Scientist, she plans to continue investigating
mechanisms of tolerance maintenance, and how these mechanisms go awry in autoim-
munity. Dr. Choi lives in North Haven with her husband, a computer engineer, and two
children who attend public schools in the area.

Kudos

7% at the Fountainebleau Hilton in Miami Beach, Florida.

DR. FRED S. GORELICK, Professor in the Section of Digestive Diseases, has
been selected to Chair the Clinical and Integrative Gastrointestinal Pathobiology
Study Section in NIDDK Institute of the National Institute of Health. This study
section reviews grant proposals that investigate all intestinal regions as well as the
pancreas. A particular emphasis is placed on proposals that link basic science with
clinical disease. Dr. Gorelick has been a fulltime member of Study Sections in
NIDDK for the past four years. The term of his appointment is from October 2004
to October 2006.

DR. FRANK BIA, Professor in the Section of Infectious Diseases, will receive the
2004 Ben Kean medal from the American Society of Tropical Medicine and Hygiene.
“This medal recognizes a clinician or educator whose dedication to clinical tropical
medicine and impact on the training of students, fellows and/or practitioners of tropi-
cal medicine is in keeping with the tradition established by Dr. Kean.” The medal
will be presented to Dr. Bia at the Society’s annual awards ceremony on November




September 2004

New Grant Awards

DR. LAUREN E. COHN, Associate Professor in the Section of Pulmonary and
Critical Care Medicine, has received a three-year Career Investigator Award from
the American Lung Association, funded by both the national and Connecticut asso-
ciations. In collaboration with Dr. Jack Elias, Professor and Chief of Pulmonary
and Critical Care Medicine, and Dr. Richard Flavell, Sterling Professor and
Chairman of Immunobiology, Dr. Cohn will focus their studies of immunotherapy
in asthma on the “Mechanisms Regulating Inhaled Tolerance Induction.” Although
traditional immunotherapy has not been highly successful, inhaled immunotherapy
provides a potential pathway to treat asthma and other chronic diseases. Animal
models have shown that in normal mice, the inhaled route of antigen exposure
provides potent protection at low doses of antigen, with local, systemic and long-
lasting effects. Yet, most pulmonary diseases treated with inhaled immunotherapy
are active at the time therapy is initiated. Using well-characterized models of acute
and chronic Thl and Th2 induced inflammation and a marked population of TCR
Tg Th cells, Dr. Cohn’s group will determine if mice with airway inflammation
exposed to inhaled antigen over fours weeks develop immune tolerance and define the mechanisms of tolerance
induction. They will assess how inhaled antigen influences Th2 cell trafficking and function using IL.-4 promoter
reporter mice and novel in vivo imaging techniques. Overall, these studies will help to determine whether clini-
cians should risk treating allergic asthmatics with inhaled allergens to control disease.

DR. JACK A. ELIAS, Waldemar Von Zedtwitz Professor of Medicine and Chief
of the Section of Pulmonary and Critical Care Medicine, has received a new five-
year grant from the NIH National Heart, Lung and Blood Institute to study “VEGF
in Th2 Inflammation and Asthma.” Vascular abnormalities are readily appreciated
in asthmatic airways. The mechanisms that generate these abnormalities and their
role in asthma pathogenesis, however, are poorly understood. In this grant, Dr.
Elias and his collaborators: Dr. Robert Homer, Associate Professor of Pathology
and two Pulmonary Medicine colleagues, Dr. Chun Geun Lee, Assistant Professor,
and Dr. Svetlana Chapoval, Associate Research Scientist, hypothesize that vascular
endothelial growth factor (VEGF) cause these abnormalities. They also propose
that VEGF contributes to the inflammatory, mucus and physiologic abnormalities
seen in asthma. These hypotheses will be addressed using a transgenic mouse
generated in Dr. Elias’ laboratory in which VEGF i1s over expressed in the lung
and VEGF blockers in a murine antigen-driven asthma model. They believe these
studies will validate the use of VEGF regulating therapeutic agents.

DR. KARL INSOGNA, Professor in the Section of Endocrinology, has received a one-year grant from
the Robert Leet and Clara Guthrie Patterson Trust. The grant, entitled “Exploring the Role of LRPS in
Controlling Bone Mass,” will fund metabolic profiling studies in affected humans and in animals expressing
LRP5,, ., in osteoblasts. Dr. Insogna and his group also plan to study mice with targeted deletion of LRPS.
Genes identified in the initial screens will be evaluated in an in vifro mineralization assay. In this way they
hope to gain insights into the pathways regulated by the Wnt/LRP5/Frizzled signaling cascade that control

skeletal anabolism. This work began two years ago, when they identified a family in Western Connecticut
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with extraordinarily high bone mass. In addi-
tion to very “dense” bones, affected family
members all had torus palatinus, no history
of fractures and described difficulty floating
when trying to swim. In collaboration with
their endocrine colleague, Dr. Joseph Belsky
at Danbury Hospital and Dr. Richard Lifton’s
laboratory, they identified a gain of function
mutation in the LRP5 gene (LRP5 . ) as the
genetic basis for this syndrome. LRPS5 is a
co-receptor (along with Frizzled) for Wnt pro-
teins in bone cells.

The Ethel F. Donaghue Women’s Health Investigator Program at Yale has granted
DEBORAH PROCTOR, M.D. and ANNA LONGACRE, M.D., both in the
Department of Internal Medicine, along with Robert White, Jr, M.D., and Katharine
Henderson, M.S., (Diagnostic Imaging) and James Dziura, Ph.D. (GCRC and
Department of Pediatrics) $50,000 over the next 2 years to study women who have
hereditary hemorrhagic telangiectasia (HHT) and severe GI bleeding. The inves-
tigators plan to do a pilot study in 20 women to determine whether direct endo-

7 scopic cautery using argon plasma coagulation or hormonal
therapy with estrogen/progesterone is a better treatment for
the severe bleeding in these patients. The Ethel F. Donaghue
Women’s Health Investigator Program at Yale started in

practical implications for women’s health.

DR. JONATHAN M. SINER, currently a 3™ year fellow in the Section of
Pulmonary and Critical Care Medicine, was awarded a two year National Research
Service Award (NRSA) by the NIH National Heart, Lung and Blood Institute
for his project “Cytoprotection by VEGF and HO-1 in Hyperoxic Lung Injury.”
Hyperoxic lung injury is a concern in patients in intensive care units who are
often exposed to supraphysiologic levels of oxygen while on mechanical ventila-
tion. Although heme oxygenase-1 (HO-1) has a primary role in the degradation of
the heme from hemoglobin it is also involved in a variety of metabolic processes.
Likewise, Vascular Endothelial Growth Factor (VEGF), which is essential for nor-
mal vascular development also has significant role adult lung. Prior data from Dr.
Siner’s mentors, Dr. Patty J. Lee and Dr. Jack A. Elias, had shown that HO-1 and
VEGF have important protective roles in the lung. This 2 year project will investi-
gate the role HO-1 plays in mediating the protective effects of VEGF during mouse
lung exposure to hyperoxia. Particular areas of interest include the specific path-
ways involved in stimulating HO-1 protein synthesis and the downstream effects of

Dr. Insogna and his research group

1998, currently supports over 40 research projects and is the largest self-supporting
interdisciplinary program of its kind in the nation. Research protocols undergo intense
peer review and are selected not only on their merit, but also specifically on their direct,

the enzyme HO-1 on cell death including apoptosis. Identification of specific protective molecules or targets for
intervention may eventually allow treatment or prevention of lung injury in the intensive care unit.

10
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Medical Grand Rounds

September 30, 2004 “The Regulation of Pulmonary Inflammation in Asthma”
Dale Umetsu, M.D., Ph.D., Associate Professor of Pediatrics, Chief, Division of
Allergy & Clinical Immunology, Director, Center for Asthma and Allergic Diseases,
Lucile Packard Children’s Hospital, Stanford University School of Medicine

October 7, 2004 “Modern Epidemics and How to Treat Them: The Prevention of Diabetes”
David Nathan, M.D., Professor of Medicine, Harvard Medical School

October 14, 2004 “HIV as a Complex Chronic Disease: A View from the Veterans Aging Cohort Study”
Amy Justice, M.D., Associate Professor, Section of General Medicine

October 21, 2004 “70 Year Old Man with Unilateral Painful Lymphadenopathy and Diarrhea”
Fred Gorelick, M.D., Professor, Section of Digestive Diseases
Michal Rose, M.D., Assistant Professor, Section of Medical Oncology

October 28, 2004 Title to be announced
David C. Cronin, II, M.D., Ph.D., FACS, Director of Liver Transplant Surgery

Grand Rounds begins at 8:30 a.m. in the Fitkin Amphitheatre.

Special Lectures

September 27, 2004

Seminar in Biomedical Research

“IMMUNE-MEDIATED LUNG INJURY IN INFLUENZA INFECTION”
Richard Enelow, M.D.

Associate Professor and Chief of Pulmonary Medicine — VA Connecticut
12:00 noon, Fitkin Amphitheater — lunch will be served

Seminars in Clinical Investigation:

“DESIGNING DATA COLLECTION INSTRUMENTS”

David Fiellin, M.D., Associate Professor of Internal Medicine/General Medicine
2:00-4:00 p.m. - Investigative Medicine Conference Room, ESH B18

Contact information: Pamela Fucci — 785-6842

September 30, 2004

Program for the Humanities in Medicine — 2004 Howard Spiro Lecture
“CURIOSITIES OF TASTE: A JOURNEY FROM LAB TO CLINIC «
Linda Bartoshuk, M.D., Professor of Otolaryngology & Psychology

Yale University School of Medicine

5:00 p.m. — Beaumont Room in SHM, 333 Cedar Street

Contact information: Deborah Finger — 786-6102

October 4, 2004

Seminars in Clinical Investigation:

“CLINICAL TRIALS I: SUBJECT SELECTION, BASELINE VARIABLES,
RANDOMIZATION, APPLYING THE INTERVENTION”

Thomas Kosten, M.D., Professor of Psychiatry, VA Connecticut Medical Center
2:00-4:00 p.m. - Investigative Medicine Conference Room, ESH B18

Contact information: Pamela Fucci — 785-6842
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September 2004

Special Lectures (continued)

October 11, 2004

Seminars in Clinical Investigation:

“CASE-CONTROL STUDIES”

Susan Hardy, M.D.

Instructor, Internal Medicine/Geriatrics

2:00-4:00 p.m. - Investigative Medicine Conference Room, ESH B18
Contact information: Pamela Fucci — 785-6842

October 14, 2004

Program for the Humanities in Medicine — 2004 Arnold Baskin Lecture
“THE NEUROLOGY OF THE SOUL”

Orrin Devinsky, M.D. Professor of Neurology

New York School of Medicine

5:00 p.m. — Beaumont Room in SHM, 333 Cedar Street

Contact information: Deborah Finger — 786-6102

October 18, 2004

Seminars in Clinical Investigation:

“QUALITATIVE RESEARCH”

Elizabeth Bradley, Ph.D.

Associate Professor of Epidemiology and Public Health

2:00-4:00 p.m. - Investigative Medicine Conference Room, ESH B18
Contact information: Pamela Fucci — 785-6842

October 25, 2004

Seminar in Biomedical Research

“TO BE ANNOUNCED”

12:00 noon, Fitkin Amphitheater — lunch will be served

Seminars in Clinical Investigation:

“COHORT STUDIES”

Amy Justice, M.D.

Associate Professor of Internal Medicine/General Medicine
2:00-4:00 p.m. - Investigative Medicine Conference Room, ESH B18
Contact information: Pamela Fucci — 785-6842
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