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Purpose: Fusarium keratitis is an ulcerative corneal disease which is destructive
to the ocular structures and detrimental to vision. Fusarium will penetrate the
cornea and Descemet’s membrane if untreated and contiguously spread into the
anterior chamber and eventually lead to endophthalmitis. This study examines
Toll Like Receptor (TLR) responses to clinical isolates of Fusarium keratitis using
TLR2, TLR4, TLR2/4, and MyD88 null mice.

Methods: The corneal epithelium was abraded and exposed to heat killed
Fusarium (conidia and hyphae) at a concentration of 5 x 106 CU/mL diluted with
hydroxypropyl methylcellulose ophthalmic demulcent and covered with plastic or
filter membrane to secure the fungal solution. Confoscan analysis and
immunohistochemistry were performed at 24 hour time points. In vivo analysis
was performed using Green Fluorescent Protein positive bone marrow chimeric
mice to track the kinetics of the host response in vivo. Neutrophils and
macrophages were isolated from wild type and TLR mice using a continuous
gradient after intra-peritoneal injection of casine and stimulated with Fusarium to
determine a dose response to fungal load.

Results/Conclusion: In vitro studies show a decreased chemokine response to
Fusarium (both hyphae and conidia) in both the TLR2 null and TLR4 null mice.
Heat killed Fusarium did not induce a response in vivo but showed a decreased
response compared to the control. Thus, Fusarium may be inhibiting the immune
response.
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Changes in tumor angiogenesis are an early biomarker of aggressive cancer
growth and chemotherapeutic efficacies. It has been shown that vascular
permeability is correlated with angiogenesis. However, standard MRI
methods that measure tumor angiogenesis are qualitative or semi-
guantitative, due to biological variabilities. PARACEST agents are
paramagnetic lanthanide complexes that can be selectively detected with
MRI, so that the multiple agents can be measured during one MRI scan. We
hypothesize that PARACEST agents with different diameters can be
simultaneously applied to a tumor animal model and sequentially detected,
so that DCE MRI vascular permeability characteristics can be measured from
all imaging probes during a single MRI scan session. The assessment of
multiple agents during the same scan session will reduce or eliminate
problems with biological variabilities. PARACEST agents were characterized
in vitro to optimize image enhancement parameters. Preliminary tests with a
PARACEST agent that targets liver tissue were also conducted to optimize in
vivo imaging. MCF-7, MCF-7C3, and MB-468 tumor models were developed
for ongoing studies of PARACEST agents for DCE MRI applications.
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Background and Rationale: Trauma causes increased stress on patients, which
consequently leads to increased Gl acid production as well as increased
translocation of bacteria across the gut. This poses a greater risk of bleeding and
infection. The problem of providing adequate nutrition to support the healing process
is further complicated by the hypercatabolic response elicited by major trauma.
Patients frequently require operations and are frequently made NPO perioperatively.
Diminished nutritional status of hospitalized trauma patients results in slower fracture
and wound healing, and increased risks of infection. In states of acute malnutrition,
protein catabolism for prolonged periods is associated with increased strain on
cardiac, pulmonary, hepatic, Gl and other organ systems, making patients more
susceptible to infections, which is detrimental to wound and fracture healing.

Hypothesis: Early enteral feeding will reduce complications, length of stay, and costs,
when compared with delayed enteral nutrition, or parenteral nutrition (e.g. i.v.
proteins, lipids, sugars).

Methods: The study is a retrospective review of 419 patients with multiple system
injury, including orthopaedic trauma, defined as unstable spine, pelvis, acetabulum,
or femur fracture requiring surgery, or a surgical repair involving freater than or equal
to two extremities. Data is collected through chart review, and patients are contacted
to conduct an outcomes questionnaire — MFA (Musculoskeletal Function Assesment).

Results: The data collection is still not complete. While extensive chart review and
data was collected on 114 patients, it is still early for concrete analysis or preliminary
results.

Conclusions: Upon conclusion of the study, the specified patient population will be
evaluated for complications, number of days spent on ventilator, number of days in
ICU, and MFA outcomes. These will be analyzed for associations with type of feeding
(PO vs NPO) that was administered to the patient, as well as early vs delayed
initiation of PO feeding.
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Hundreds of thousands of Americans are affected every year by skeletal
complications of oncologic disease. Recent developments in medical
oncology, radiation oncology and radiology, particularly with respect to the
use of bisphosphonate medication and radiofrequency techniques, have
served to greatly lessen the morbidity associated with metastatic skeletal
disease. Similarly, there has been significant advancement in the field of
orthopaedic oncology in the areas of internal fixation, endoprosthetic implant
design, and minimally-invasive kyphoplasty technology. Given the palliative
intent of intervention in this patient population, the goal of treatment of
skeletal metastases must be optimization of limb function and ultimately,
quality of life.
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Alzheimer's disease (AD) is a chronic disorder with progressive
neurodegeneration. It is characterized by typical pathological hallmarks
including B-amyloid deposition, neurofibrillary tangles, and disturbances in
the expression of various cell cycle proteins. Recent findings have
suggested that aberrant mitotic re-entry plays a role in the etiology of AD.
This study investigates the importance of cell cycle control in AD pathology
by focusing on a patrticular cell cycle protein, cyclin A. Cyclin A forms a
complex with CDK2 implicated in eukaryotic cell cycle control. During S
phase, CDK2/cyclin A phosphorylates different substrates allowing DNA
replication and the inactivation of G1 transcription factors.
Immunocytochemistry assays were used to analyze the nuclear expression
of cyclin A in neurons in the hippocampi of normal mice and transgenic
APP23 mice and in the hippocampi of age-matched human control subjects
and patients suffering from AD. The mouse subjects, hormal and transgenic,
were composed of two different age groups: 3 month old and 12 months old
in order to determine whether there was a change in cyclin A levels
depending on the age of the mouse. Immunosignal analyses demonstrated
no significant difference in cyclin A expression in control subjects and
transgenic APP23 mice of either age group. Levels of cyclin A expression
were not significantly different in the human control subjects and patients with
AD. Even though our analysis did not demonstrate differences in
immunosignaling of cyclin A in controls and case subjects, it does not rule out
the importance of cyclin A in AD pathogenesis. Levels of the protein from
tissue specimens are in the process of being analyzed will provide more
information about the expression of cyclin A levels between cases and
controls.
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Since the 1990’s survival of preterm infants has improved markedly, but children with
post-hemorrhagic ventricular dilatation (PHVD) continue to have poor
neurodevelopmental outcomes. These children suffer intraventricular hemorrhage
(IVH) and other complications of prematurity. The contribution of post-hemorrhagic
hydrocephalus to the risk of cerebral palsy and learning disabilities is unclear. We
hypothesized assessment of ventricular enlargement and outcomes could clarify the
contribution of PHVD to neurodevelopmental outcomes.

Methods:

Records of 54 preterm infants from the Rainbow Neonatal High Risk Program
database with PHVD were examined. Infants with PHVD without adequate records,
imaging, or 20 months (corrected) follow-up were excluded. Severity of illness, dates
of ventricular dilatation and treatment, and outcomes were recorded. Lateral
ventricular width was measured on coronal head ultrasounds using the standard
method of Levine, and noted to be either above or below the 97%+4mm and
97%+50mm lines according to gestational age. Statistical analyses were performed,
with P<0.05 considered significant.

Results:

Twenty-five infants requiring a permanent shunt were compared to 29 who recovered
without a shunt. Infants not requiring a shunt were diagnosed with dilatation
significantly earlier (median 12 days) than those needing a permanent shunt (median
26 days, P<0.001). Using the 97%+4mm line, PPV=49% and NPV=80%. With the
97%+50mm line, PPV=80% and NPV=83%, suggesting infants with dilatation
>97%+50mm are likely to require shunting. Multiple statistical analyses failed to
demonstrate that PHVD adds significantly to the deficits these children are prone to
develop, compared to other risk factors such as IVH.

Discussion:

The accepted threshold (97%+4mm) for ventricular dilatation is not as strong a
predictor for requiring a permanent shunt as 97%+50mm. This study shows for the
first time a clinically predictive threshold for requiring a shunt in preterm infants.
Statistical analyses demonstrated that ventricular dilatation and duration of dilated
ventricles did not affect outcomes, unlike IVH.
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Optical Coherence Tomography (OCT) imaging is a relatively new modality that
is being adapted to study the normally and abnormally developing beating heart.
The goal of this project was to provide a detailed atlas of normal quail heart
morphology during early developmental stages when it attains its tubular
structure and loops to the right (HH stage 10-18) to provide a baseline from
which to compare experimentally manipulated hearts. Fixed embryos were
studied because resolution and contrast is better than in living hearts. Quail
eggs were chosen because they are easy to procure and widely used. Fertilized
coturnix eggs were incubated at 100 degrees F and 40% humidity for various
times between 36 and 72 hours. The eggs were cracked and the embryos
dissected away from the yolk and extraembryonic tissue. They were fixed in 4%
formalin for several hours, and washed in PBS solution. The embryos were
imaged first by video microscopy and then according to OCT protocol. These
files were processed to create a 3D reconstruction of the heart. To date, stage
16, 17 and 18 hearts have been imaged and processed. These images show
trabeculae carnae formation in the developing ventricle, dextral looping of the
heart, endocardial cushion formation with low cellular density Wharton's Jelly
material and the beginning of septation of the outflow tract by these cushions. 3D
reconstructions of these hearts show that the external morphology of the mature
guail heart is already apparent in these relatively early stages. We believe that
this illustrates OCT’s ability to see morphological defects even at these early
stages. In conclusion, OCT is a highly useful modality for viewing the normal
development of quail hearts at early stages because it is able to image the heart
with high resolution. We have the potential to use this technique to rapidly and
non-invasively image embryos that have been experimentally manipulated.
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This Crile project was carried out in conjunction with the ongoing
investigations of the Global Religious Health Assets Mapping (GRHAM)
project of Christian Connections for International Health (CCIH), a DC-based
networking and information sharing organization. GRHAM is an ambitious
initiative to quantify, through surveys and onsite GPS mapping, the faith
based contribution to primary health care in developing nations, but has not
previously worked in Central America.

This researcher participated in a number of activities which have begun the
process of mapping FBO involvement in selected Central American
countries, including Honduras, Guatemala, El Salvador, Nicaragua, Costa
Rica, and Haiti. Significant time was spent compiling contact lists of faith
based organizations (FBOs) working in these countries. This was done
through the use of internet queries, email correspondence with CCIH
contacts in known FBOs, phone interviews with project managers, and
access of non-profit and hospital directories, such as Guidestar.org. This
effort was coordinated with other interested organizations already active in
Central America, such as Medical Mission Exchange.

Training in the use of geographic information systems (GIS) software was
also undertaken, and significant effort was put toward geo-referencing
approximately 2500 hospital and project sites. This work was carried out by
cross-referencing geonet GPS data with known hospital and town locations
to produce GIS maps of selected FBO involvement. The World Health
Organization’s Healthmapper software was used; this data will eventually be
integrated into GRHAM's online database.
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Viruses have evolved mechanisms to counteract host cell anti-viral factors
including protein kinase R (PKR), oligoadenylate synthetases (OAS) and
short interfering RNAs (siRNA). For example, the vaccinia virus E3L gene
and the human cytomegalovirus (HCMV) TRS1 and IRS1 genes bind dsRNA
and PKR inhibit the PKR/OAS pathway. Interestingly, the E3L protein also
counteracts siRNA mechanisms, most likely binding siRNA and preventing
formation of the RNA-induced silencing complex. Recently, two murine
cytomegalovirus (MCMV) genes, m142 and m143, were found to encode
dsRNA binding proteins which can also block the PKR pathway. Because
MCMV is a useful model for studying the pathogenesis of HCMV infections, |
designed experiments to determine whether MCMV infection also blocks
siRNA function in host cells. | cotransfected a plasmid expressing secreted
alkaline phosphatase (SEAP) along with a plasmid expressing an siRNA
targeting SEAP (psiRNA-SEAP) into NIH 3T3 cells. Twenty-four hours post-
transfection, the cells were mock-infected or infected with MCMV and SEAP
activity was assayed twenty-four hours later. | found no significant difference
in the knockdown of SEAP activity by psiRNA-SEAP between mock-infected
and MCMV-infected cells in several experiments. For example, in one
experiment, | detected a 3-fold knockdown of SEAP activity in mock-infected
cells compared to a ~4-fold knockdown in infected cells. It remains possible
that MCMV might have mechanisms for antagonizing other siRNAs or that
function in other cell types or at other stages of infections. However, these
preliminary results suggest that MCMV does not block siRNA effects and
therefore siRNAs might be useful therapeutic agents against
cytomegaloviruses.
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Seven percent of children in Ohio have special healthcare needs. In addition to
complex medical care, these children need community services such as special
education, financial assistance, and family support. The goal of this study was to
determine in what ways physicians are addressing the community resource
needs of their patients: (1) what systems they are using in their practices to
coordinate access to community resources; (2) how familiar they are with
important community organizations; and (3) what tools would improve resource
access for their special-needs patients. A survey was mailed to 282 family
practice physicians and pediatricians in the University Hospitals Primary Care
Practice network in Northeast Ohio. The response rate was 13.5%. The most
common resource coordination systems were: pamphlets/posters available in the
office (55%), referrals to social workers (33%), designated office care
coordinators (21%), websites (17%), family advocacy programs (11%), and
giving phone numbers (11%). Familiarity with important resources varied but
was generally lower than expected; only 70% were familiar with the Ohio Bureau
for Children with Medical Handicaps, and only 55% were familiar with resources
available through the County Board of Mental Retardation and Developmental
Disabilities. Respondents were enthusiastic about receiving additional tools to
help with community resource coordination — 95% would use a printed list of
resources and 87% would use a website. While approaches to coordination of
community resource access varied, all survey respondents acknowledged this
need and had a system in place to address it. However, a less than 100%
familiarity with established community resources suggests that the current
system is not adequate for most practices. In response to the survey, we
recognize a need to increase access by formalizing these systems. The most
widely suggested tool from the survey was the provision of a web and paper-
based database of resource information. As a result we have created a web-
based resource directory for Rainbow Babies & Children’s hospital, and will
evaluate its impact on resource access and care coordination for children with
special health care needs.
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Background: Complex fractionated electrograms and high frequency activity
sites have been described in the left atrium during atrial fibrillation (AF).
However, the patterns of electrograms (EGM) in the left atrium during sinus
rhythm in patients presenting with paroxysmal AF have not been studied. The
aim of this study was to define the different patterns of EGM observed in the
left atrium during AF ablation in sinus rhythm and their relationship to the
local vagal tone. Methods and Results: We retrospectively analyzed 30
patients who underwent paroxysmal AF ablation in sinus rhythm. During the
procedure, pulmonary vein isolation was performed. If necessary, additional
lines (root and mitral annulus line) were also performed. Before ablation, we
analyzed electrogram patterns by quantifying the total number of deflections,
the amplitude and the duration. Then, before and during each ablation, we
analyzed the heart rate and the atrial-His (AH) interval. A significant vagal
response during radiofrequency application was defined as an increase in AH
> 10 ms and/or a decrease of heart rate >20% or 10 beats per minute (bpm)
if baseline heart rate was less than 50 bpm. A vagal response was
associated with a specific pattern of left atrial electrogram: EGM with at least
4 deflections, a duration > 40 ms and an amplitude > 0.7 mV. The ablation
sites associated with vagal response were located in specific areas of the left
atrium, mainly in the posterior wall and in the septum.

Conclusions: Vagal tone activation during AF ablation is associated with pre-
ablation high amplitude complex fractionated electrograms.
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Premature infants often suffer perinatal brain injury that impairs neurodevelopment.
Recent research has shown alterations in cerebellar development contribute to
observed deficits. After prenatal transient hypoxia-ischemia, infant rats show altered
cerebellar development with a preferential loss of neural cells arising at the time of
the insult. We propose that alterations observed during cerebellar development will
irreparably alter the mature cerebellum. Specifically we predict that excess loss of
cell populations arising at the time of the insult will persist into adulthood.

Uterine arteries were occluded for 60 minutes on embryonic day 18, and pups were
born at term. Sham controls had surgery without arterial occlusion. Immunolabeling
of midline sagittal cerebellar vermis from adult rats was performed. For neurons,
anti-calretinin antibodies immunolabeled molecular layer unipolar-brush cells arising
at E17-E18. Anti-parvalbumin immunolabeled P15 Purkinje cells and postnatal
molecular layer basket and stellate cells. O4 antibodies labeled pro-oligodendrocytes
arising at E17-18. Independent observers were blinded to the insult status. Labeled
cells from approximately 5 animals from each group were counted. Means were
compared using student t-test, with P<0.05 considered significant.

As predicted, a decreased number of unipolar-brush cells that arise around E18 were
observed. Purkinje cell numbers were not affected, as they arise before the injury.
Basket and stellate cells showed a trend toward decreasing cell number, an
unexpected result. These changes may be secondary to damage to the
oligodendrocytes or granule cells. Our O4 immunolabeling showed a trend towards
decreasing pro-oligodendrocyte density, similar to loss observed in neonatal rats.
Overall, the changes observed in neonatal rats persisted into adulthood, and
additional loss of basket and stellate cells occurred.

These findings show that a prenatal systemic insult can alter cerebellar development.
A better understanding of the impact of the lesion on brain development will guide the
investigations for novel therapy.
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Dystrophic epidermolysis bullosa (DEB) is an inherited skin disease
characterized by chronic blistering and scarring of the skin and mucous
membranes. DEB is caused by mutations in the type VIl collagen (C7) gene,
COL7AL. C7 is the major component of the anchoring fibrils, which are
attachment structures located beneath the lamina densa in the epidermal
basement membrane zone (BMZ) that mediate dermal-epidermal adherence.
COL7A1 gene mutations may result in absent or dysfunctional anchoring fibrils,
causing instability within the BMZ and dermal-epidermal separation.

DEB knockout mouse models were used to compare the therapeutic efficacy as
well as the immune response of intradermal and intraperitoneal injections of
purified recombinant C7 (protein-based therapy) and lentiviral transfer vectors
(vector-based therapy). Affected homozygous pups were injected once daily and
observed for reduced blister formation and general well-being (i.e. weight). Skin
biopsies were taken at different time intervals post-injection. Skin samples were
analyzed by H&E staining to verify the presence of intact skin, and
immunofluorescence staining, using an antibody to human C7, to detect C7
deposition in the BMZ. Positive human C7 samples were then sent to a
collaborator for immuno-EM, which verified restoration of anchoring fibrils.

The intradermal route produced a superior therapeutic response when compared
to the intraperitoneal route, judging by phenotypic correction of skin blistering and
the amount of BMZ C7-staining. While intradermal protein and lentiviral-based
therapy produced similar levels of C7-staining, intraperitoneal protein-therapy
was more effective than intraperitoneal lentivector therapy.

Upon analysis of immune response, it was found that intradermal injections
triggered a CD4 response in the dermis within one week of life, while
intraperitoneal injections did not elicit a CD4 response until the second week.
Anti-human C7 antibody production was verified by ELISA.
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Previous studies have shown the existence of internal clocks in mammalian
cardiac tissue which allow for optimized cellular responses to external stimuli.
In these studies, metabolic genes — including those regulating carbohydrate
utilization, fatty acid oxidation, and mitochondrial function — exhibited diurnal
variation with their activity peaking at night. In the setting of pressure
overload-induced hypertrophy, however, this diurnal variation was abolished.
Thus, a loss of the clock mechanism may be important in the development of
left ventricular hypertrophy and systolic dysfunction in the setting of
hypertension. To elucidate the role of clock proteins in cardiac remodeling,
the present study evaluated the effects of transverse aortic constriction (TAC)
on mice with clock and bmall deletions. These genes encode transcription
factors responsible for induction of other clock-related components.

Following the banding procedure, animals were subjected to two-dimensional
and Doppler echocardiographic studies for analysis of end systolic and
diastolic diameters, relative wall thickness, velocity of circumferential
shortening (an index of myocardial contractility), cardiac output, ejection
fraction, and fractional shortening. Upon terminal surgery, hearts were
harvested and assessed for left ventricular mass, alpha and beta myosin
heavy chain content, and atrial natriuretic factor (ANF) expression. The
activities of medium chain acyl-CoA dehydrogenase (MCAD) and citrate
synthase were measured as an index of fatty acid oxidation and myocardial
oxidative capacity, respectively. Additionally, mRNA levels for peroxisome
proliferator-activated receptor alpha- (PPARa) regulated genes encoding
carnitine palmitoyl transferase-1 (CPT-I) and uncoupling protein 3 (UCP3)
were quantified using RT-PCR. Finally, plasma free fatty acids and serum
insulin concentrations were determined using spectrophotometric techniques.
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The model for primary and family care in Japan has evolved differently from
that of the United States as a result of the accessibility of universal health
care and cultural differences in familial and societal structure. Long-term
care insurance (kaigo hoken) helps to pay for the costs of care for eligible
patients through a collective pool maintained by insurance premiums and tax.
The development of this system is a reflection of the Japanese emphasis on
societal unity and a way to alleviate familial stress that may arise from
prolonged elderly nursing care. Through interview and observation of
patients receiving long-term care insurance, | was able to construct first an
overview of the Japanese home care services provided by Drs. Yuko and
Koki Tsuruoka'’s team at Jichi Medical University Hospital in Japan. The level
of care ranged from health maintenance to terminal care and always involved
working closely with the patient’s family and visiting helpers and nurses.
Through participant observation, | was then able follow the care of a specific
patient, Mr. Y, and aid in the production of an observational study. The study
looks at Mr. Y’s weekly home visits, familial obligations and participation in
his care, and services provided by external support groups, notably that of a
portable bathing service. For bedridden patients such as Mr. Y, having the
opportunity to soak in a bathtub greatly improves his quality of life, and must
be understood in the cultural context that most Japanese consider a daily
soak in the bathtub to be an irreplaceable part of the day. This research
project emphasizes the importance of understanding the cultural and societal
context of how home care is delivered in Japan.
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Protective mechanisms against HIV acquisition at mucosal sites are
incompletely understood. The role of human 3-defensins (hBDs), which are
antimicrobial peptides, in host defense against HIV is a promising area of
study that may illuminate mechanisms underlying disease progression and
susceptibility to opportunistic infections. Characterization of hBD-2 and hBD-
3 expression in the oral and cervicovaginal epithelia of HIV patients and
controls will help define the effects of HIV infection on the expression of
these important defenses, as well as elucidate the relationship between
defensin levels and mucosal infections such as oral candidiasis, that often
complicate HIV infection. Samples will be collected from HIV-infected and
non-infected women undergoing routine pelvic examinations. Oral epithelial
samples will be obtained by scraping with a plastic loop. Cervicovaginal
epithelial samples will be obtained by vaginal scraping for the epithelial cells,
and cervicovaginal secretions will be obtained with Sno-strip wicks. Using
real-time PCR, this study will compare mRNA expression levels of hBD-2 and
hBD-3 between the epithelial cells of HIV-infected vs. non-infected women.
Defensin protein levels in cervicovaginal secretions of HIV-infected vs. non-
infected women will be measured by ELISA. Messenger RNA and protein
expression levels will then be correlated with HIV status, CD4 cell count, and
plasma viral load. The Wilcoxon Rank sum test will be used to compare
defensin levels between the infected and non-infected groups, and
Spearman’s correlations will be used to identify possible associations
between defensin levels and clinical variables. IRB approval has been
obtained. Collaborators from the Departments of Medicine and
Obstetrics/Gynecology have agreed to obtain informed consent and collect
specimens from patients. In addition, ELISA and real-time PCR procedures
have been developed and tested. The rationale behind this study and the
clinical and laboratory procedures have been presented to the clinician-
researchers of the AIDS Clinical Trials Unit of University Hospitals.
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Background/Obijective: Recent studies have supported the notion that lower
socioeconomic status is associated with increased stroke risk, greater stroke severity,
and poorer overall outcome (1). Our retrospective study set out to determine
potential associations between socioeconomic status and the clinical presentation,
disease severity, clinical course, and/or discharge status of a single-center population
of critically ill stroke patients in the Cleveland, OH area.

Methods: A retrospective analysis of the 2001 University Hospitals of Cleveland
Neurointensive Care (UH-NSU) Hyperglycemia Database was conducted. Subjects
were included in the study if the following inclusion criteria were met: age >18 years,
admission diagnosis of stroke (cerebral infarction, subarachnoid hemorrhage, and
intracerebral hemorrhage), length of stay greater than 24 hours, and available
medical records, zip codes, and income category for analysis. The variables included
in the analysis were age, sex, race, zip code, past medical history, NSU admission
details, NSU vital statistics (blood glucose level, temperature, heart rate, and blood
pressure), in-hospital complications, discharge status, and cost of care. The
identified zip codes from the data set were used to collect Zip Code Tabulation Areas
(ZCTAs) and their associated median family income, median household income, and
median non-family income data from the online version of the 2001 US Census
database. Once the incomes were categorized into eight $10,000-increments, the
patients in our sample were subsequently categorized into their respective income
categories through matching zip codes with ZCTAs. Univariate and multivariate
statistical analyses were then performed to determine possible associations between
the income categories and the stroke patient variables.

Results/Conclusions: 221 patients admitted for stroke due to cerebral infarction,
intracerebral hemorrhage, or subarachnoid hemorrhage were identified and included
in the analysis. 90 different zip codes were collected from the patient sample and
correlated to ZCTAs. The statistical analysis and other results are pending.

(1) Cox, Anna M, Christopher McKevitt, Anthony G Rudd, Charles D A Wolfe.
Socioeconomic status and stroke. Lancet Neurology 2006;5: 181-8
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Studies have shown that increased obesity in children is associated with an
increased risk of medical co-morbidities. For example, increased BMI is
associated with increased cardiovascular risk factors such as for dyslipidemia,
hypertension, and glucose impairment. Low socioeconomic status (SES) and
increased sedentary behavior are risk factors for the development of obesity.
Participants (n=163) were enrolled in the Healthy Kids/Healthy Weight (HKHW),
which is a clinical research program at Rainbow Babies and Children’s Hospital
in Cleveland, Ohio that is dedicated to helping and guiding overweight children
and their families build healthy and physical lifestyles. The female to male
percentage was 57% to 43%. The participants ages ranged from 4- 17, however
the largest percent of the participants were in the 10-14 age range. The BMI for
the participants were at the 85th percentile which identifies them as at risk for
overweight or overweight. This study will examine the possible moderating role of
SES and sedentary activity on the relationship between BMI and the risk for
cardiovascular factors in a pediatric overweight population. It is hypothesized that
lower SES will be related to a greater association between BMI and
cardiovascular risk factors. A similar moderating relationship is hypothesized for
sedentary behavior.

Using a linear regression model, SES and sedentary behavior moderated the
relationship between the SES and sedentary hypothesis and BMI for the
comorbidities of insulin resistance, systolic blood pressure, and triglycerides and
BMI. However, the hypotheses were not demonstrated for glucose intolerance,
diastolic blood pressure, total cholesterol, LDL, HDL, dyslipidemia,
hypercholesterolemia, hypertriglyceridemia, and mixed dyslipidemia and BMI.
This data represents a possible link to understanding the moderating factors in
the role of SES and sedentary activity on the relationship between body mass
index and co-morbidities. Future research in this area will further elucidate the
factors involved in the increasing medical issue of pediatric obesity.
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Porphyrins and related macrocycles are currently employed as photosensitizers
in photodynamic therapy (PDT), which is a non-invasive and highly specific
cancer treatment modality that uses singlet oxygen to exert cytotoxic effects on
cells. Cells that have been treated with PDT have been shown to undergo
apoptosis or necrosis, although the initiating events of apoptosis that are unique
to PDT have yet to be elucidated. Pc 4, a phthalocyanine photosensitizer first
synthesized at Case and now in clinical trial at University Hospitals, has been
shown to bind preferentially to mitochondrial membranes and to exert
photodamage to certain membrane molecules. Cardiolipin (CL) is a major
phospholipid in the mitochondrial inner membrane. Fluorescence resonance
energy transfer (FRET) studies have shown colocalization of Pc 4 and cardiolipin
in the mitochondrial membrane, which points to CL as a possible binding site and
target site for Pc 4. Herein are reported the binding constants of Pc 4 in
liposomes of increasing cardiolipin content. Unilamellar liposomes were used as
membrane models to test the incorporation of the dye. It was shown that Pc 4
does not display preferential binding to cardiolipin. Moreover, binding affinities
appear to be independent of the lipid composition of the liposomes. The
behavior of the Pc 4 analogues, Pc 181, Pc 12, and Pc 135, was also
investigated in liposomes; each contains two alkyl-siloxy ligands linked axially to
the central silicon in contrast to Pc 4, which has one such ligand. Each displayed
a higher binding affinity than did Pc 4 due to a greater extent of disaggregation.
Nonylacridine orange (NAO), a molecule reported to preferentially bind to
cardiolipin, did not display preferential binding to cardiolipin in the liposomal
system. This does not preclude cardiolipin as a binding site for Pc 4 but rather
suggests that the binding affinity is system dependent and that the liposomal
system is better at detecting differences in disaggregation over differences in
binding affinities.
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Introduction: In diseases such as atherosclerosis, it is necessary to accurately depict
the blood vessel wall for the diagnosis of pathology and for vascular interventions
such as angioplasty and stent placement. A startup company specializing in devices
for MRI (Interventional Imaging Inc., Cleveland, OH) has developed a 5 French
disposable catheter for imaging the vessel wall using MRI. The aim of this study was
to assess the catheter sensitivity in phantom experiments and to test the ability to
actively track and image arteries in vivo.

Methods: All experiments were performed in a new 1.5 T interventional MRI scanner
(Magnetom Espree, Siemens Medical Solutions, Erlangen, Germany). The catheter
was placed in a tub of doped water and high resolution/small field-of-view images
were acquired. In 13 healthy, 100 pound, anesthetized pigs, the catheter was
introduced though a sheath in the femoral artery. The catheter was advanced under
real-time MRI guidance to the femoral, iliac, subclavian and carotid arteries using the
Interactive Real Time Tip Tracking pulse sequence (Siemens Medical Solutions,
Chicago, IL). Once at the targeted vascular locations, images of the vessel wall were
acquired using the catheter.

Results: In phantom experiments the catheter sensitivity was determined to be 1-2
cm axially and 2 cm longitudinally. In vivo, it was possible actively track the catheter
to the targeted locations. The catheter was able to access medium sized arteries (as
small as 3 mm). The catheter had a sensitivity radius of 1 cm in vivo. Images with
160 pum in-plane resolution and 5 mm slice thickness were acquired. Using these
images it was possible to differentiate the vascular lumen, the vessel wall as well as
surrounding tissue.

Conclusion: The new 5 French catheter can be actively tracked to targeted anatomy
and can be used to generate high resolution vessel wall images in vivo.
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Purpose: Serum prostate-specific antigen (PSA) screening has led to
pathologic stage migration. We examined patients treated by radical
prostatectomy between 1987 and 2005 to establish temporal trends in rates
of extraprostatic extension (EPE), organ-confined disease (OC), and clinically
insignificant disease.

Methods: Surgical pathology of 3364 patients treated consecutively at a
single institution was analyzed for EPE and OC. In addition, 2256 specimens
removed between 1999 and 2005 were evaluated for clinically insignificant
disease (tumors < 0.5 cc, surgical Gleason grade < or = 6, and no EPE).
Trends were statistically evaluated from 2005 to the earliest year at which the
Cochran-Armitage Test was not significant, using Bonferroni's adjustment
with cutoff of p = 0.0029.

Results: From 1987 to 2005, pathologic staging showed a decreasing trend
for EPE and increasing trend for OC (both p < 0.0001). There was no trend
in the proportion of EPE (p = 0.025) or OC (p = 0.007) from 1998 to 2005.
The proportion of clinically insignificant disease showed no trend for the
entire period for which data was available, from 1999 to 2005 (p = 0.829).

Conclusion: Trends of pathologic stage migration of the early PSA era have
diminished since 1998, while the proportion of clinically insignificant disease
remained constant. These findings suggest that the reservoir of undetected
prostate cancers may be depleting, and that PSA-associated pathologic
stage migration has plateaued. The current rate of detection may more
accurately reflect the true incidence of disease.
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Background: Several studies have documented the effectiveness of inpatient
smoking cessation counseling in a trial setting, but few have documented how
often this occurs or its effectiveness in clinical practice.

Methods: We interviewed 77 consecutive patients who had been admitted for at
least 48 hours into a public inner-city hospital. Patient demographics and
smoking status were ascertained, and patients were asked whether they were
counseled to quit by their current providers, and their willingness to quit. Medical
records were reviewed to determine which providers documented smoking
status, whether nicotine replacement therapy (NRT) was prescribed, and whether
cessation clinic referrals were made. Patients were called one week following
discharge to determine change in smoking status.

Results: 33 patients (43%) were current smokers and 20 (26%) former smokers -
- all 53 had smoking-related comorbidities. Of the 33 currently smoking patients,
the average pack-years was 27+/-26. Smoking status was documented by ER
staff for 9 (27%) patients, admitting nurse for 29 (88%), resident for 21 (64%) and
attending for 6 (18%). Only 10 (30%) patients were counseled to stop smoking; 6
(18%) were counseled by a physician. None were offered NRT, and only 9 (27%)
were referred to a ambulatory smoking cessation program. However, 21 (64%)
desired aid with quitting. One-week post discharge, 3 more had been offered
NRT or counseling prior to discharge, but 8 (24%) had subsequently quit
spontaneously citing concerns about their health.

Conclusions: In this ongoing study, smoking status of inpatients was quite
prevalent but variably assessed. Among smokers, few were offered cessation
therapy despite expressing a desire to quit. Further work is needed to determine
the factors associated with inpatient smoking assessment and intervention.
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Obijectives: Little data exists on relationships between acculturation and healthcare
beliefs regarding the nature of healthcare itself and medical encounters. Elucidating
these relationships may contribute to improved understanding in minority population
doctor-patient relationships and may also improve cultural competency.

Methodology: | collected survey data from 342 subjects from outpatient clinic areas
in an urban public hospital. | developed a 16-item survey that included 6
demographic and socioeconomic items and 10 health belief items. These latter items
assessed patients' opinions and beliefs about the nature of healthcare (response
options strongly disagree, disagree, neutral, agree, strongly agree) healthcare is a
right, a privilege, should be ensured by government, etc.,) and physician relationships
(doctor takes my concerns seriously, charges too much, etc.). Acculturation was
dichotomized--more/less acculturated--and operationalized by interview language--
English or Spanish-speaking, respectively. | provide 1) descriptive statistics of
demographic, socioeconomic, and health belief items; 2) psychometric properties of
health belief items stratified by acculturation.

Results: English-speaking respondents (n=186) were younger, had higher education
levels, and were more likely insured compared to their Spanish-speaking
counterparts (n=156). Spanish-speakers responded significantly more positively to
the following: doctors charge fair prices; people should be personally responsible for
obtaining healthcare; healthcare is a privilege. In contrast, English-speakers
responded significantly more positively to the following: healthcare is a right,
government should ensure healthcare. Factor loadings differed, as well. The
average inter-item covariance was 0.13; scale reliability coefficient was 0.61.

Discussion: Spanish and English-speakers have significantly different views on
health care in several areas. | originally hypothesized that Spanish-speakers would
be more likely to view healthcare as a right and something that government should
ensure; however, the data suggests English-speakers are more likely to hold these
views. These differences may be explained by a stronger sense of entittement among
the English-speakers compared to Spanish-speakers.
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The focus of previous research on improving follow-up of abnormal Pap smears
has been on low-income, minority women in urban, academic settings. However,
follow-up rates of middle income women are between 50 — 70% and represent an
important missed opportunity to prevent the progression of cervical cancer. This
study was designed to evaluate a simple, yet systematic office reminder and
tracking program in the setting of a suburban family practice and its effectiveness
at improving the rate of follow-up of abnormal Pap smears.

Methods:

A retrospective chart review was conducted in a single suburban Family
Medicine practice in Northeast Ohio. Sixty-five women with abnormal Pap test
results were studied, 37 pre-intervention and 28 post. The main outcomes of
interest were rate of adherence to recommended follow-up and delay in follow-

up.

Results:

Overall, adherence to recommended follow-up during this time period was 92.1
%. There was no significant difference in follow-up rates detected after the
implementation of a systematic reminder program; however there was a trend
toward decreased delay in follow-up subsequent to the intervention (7.1 % vs.
24.3 %, p = 0.533). Of those receiving follow-up, 19.6 % were delayed, taking
more than 3 months past the recommended follow-up to receive care. Patients
with lower grade abnormalities were more likely to receive delayed follow-up
care, while those who received a recommendation for colposcopy were less likely
to have a delay in follow-up. Final collection of outcome measures for 14 cases
is currently in progress and will be complete by presentation date and
incorporated into these results.

Conclusions:

A simple reminder system that requires few resources can have a significant
impact on the follow-up of abnormal test results. Busy family physicians can use
this model as evidence for application in their own practices.
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PSP patients suffer from a high rate of falling early in the progression of the
disease, and this tendancy is a leading cause of morbidity. However, in
contrast to the epidemiology and clinical sequelae of falling episodes, the
underlying pathophysiology of why patients fall is not a completely solved
body of knowledge. This study attempted to isolate the specific impairment of
the vestibular reflexes that cause this propensity to fall. These experiments
demonstrate that the angular vestibulo-ocular reflex (aVOR), which depends
on the labyrinthine semicircular canals, is intact in PSP, while the
translational vestibulo-ocular reflex (tVOR), which depends on the otoliths, is
impaired. We measured eye rotations induced by horizontal head-and-body
rotations (yaw) or vertical translations (bob), and combination of the two in
five PSP and 15 control subjects. Subjects viewed small targets located
either at 2 m or 15 cm while their rye movements were measured using the
magnetic search coil technique and head movements were measured by
infrared reflectance method.

Control subjects showed increased gain of aVOR and tVOR during viewing of
a near versus far target, as dictated by geometric factors. PSP patients
showed an appropriate modulation of aVOR gain during near viewing, but a
deficient tVOR during all viewing conditions. This study presents evidence
that, in PSP, there is selective failure of translational vestibular ocular
responses which sense linear accelerations, while angular vestibular ocular
reflexes are preserved. Whereas this deficit in otolith vestibular ocular
reflexes provides insight into the pathology of PSP, further experimentation is
needed to determine if there is a corresponding deficit in the otolith-spinal
reflexes, which are ultimately responsible for the falls.
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Background: Cryopreservation and autotransplantation of ovaries is an
experimental strategy to preserve fertility. Present techniques result in severe
ischemic damage of the auto-graft. Vascular grafting of cryopreserved whole
ovaries was developed with the aim of improving post-transplantation ovarian
ischemia. Our hypothesis is that cryopreservation may cause vascular
endothelial damage increasing the risk of thrombosis, leading to post-
transplantation vessel occlusion.

Objective: to study the effects of cryopreservation and thawing techniques on
ovarian vessels’ structure, patency, and thrombus formation after microvascular
anastomosis.

Methods: Three ewes underwent bilateral oophorectomy. The right ovarian
vessels were immediately grafted to the deep inferior epigastric vessels on the
ipsilateral side. The left ovarian vessels were cryopreserved 