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SHORT TITLE: COGA

LONG TITLE: Collaborative Study on the Genetics of Alcoholism
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INVESTIGATOR DEPARTMENT COUNTRY
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SUBPROJECT DESCRIPTION:

The primary goal of the Collaborative Study on the Genetics of Alcoholism (COGA) is the elucidation of the genes responsible for
susceptibility to alcohol dependence. The COGA project, initiated in 1987, is a large scale family study of alcoholism being
conducted at six sites nationwide. The initial clinical assessment has been completed on over 1800 probands and their biological
relatives (total N=12,800) and a five-year follow-up is underway.

SUBPROJECT PROGRESS:

This report covers the period from July 1, 2006 to May 11, 2007 for the COGA Participating Center at the University of Connecticut
School of Medicine, Department of Psychiatry. This report covers the period of time devoted to completing activities related to data
collection and phenotyping/data analyses. a. Specific Aims for the current grant period include: To identify additional susceptibility
and protective genes for alcohol dependence and related phenotypes within regions that provides evidence for linkage. * To localize
regions of linkage with newly generated, novel intermediate phenotypes related to behavioral impulsivity. ¢ To test in a prospective
study of adolescents and young adults whether a variety of genes, including genes currently identified (such as gamma-aminobutyric
acid A receptor, alpha 2 (GABRAZ2) and alcohol dehydrogenase (ADH), contribute to the risk for alcohol dependence and related
disorders and predict the onset of psychopathology in adolescents and young adults. « To develop multivariate phenotypes, based
upon data collected across domains of data, for use in genetic analyses. * To examine new statistical methods for use in developing
typologies of alcohol dependence. * To provide cross-sectional and longitudinal characterization of probands and family members in
relation to different phenotypes, including an examination of the stability of diagnoses and phenotype stability over time. b. Data
Collection and Phenotyping Studies / Results 1) Personnel - Some staff changes have occurred over the past year. Phlebotomy services
continued to be provided by Ms. Pam Ferzacca, who also performs the necessary laboratory/sample preparation work. Backup
assistance, when necessary, continues to be provided by staff from the General Clinical Research Center (GCRC) of the School of
Medicine. Ms. Carmel Bourgoin provides secretarial support to the project and Ms. Shirley Crall continued as the study's
administrative assistant. Data entry and data management duties over the past year remain the responsibility of the research
technician's [Amanda Szewczul, Kathryn Hayden, James Plouffe]. During the past year, Ms. Amanda Szewczul and Kathryn Hayden
served as the UConn site's interviewers. Ms. Cheryl McCarter was also available on an 'as needed' basis. Each person is fully trained
on the Semi-structured Assessment for the Genetics of Alcoholism (SSAGA-II), Child Semi-structured Assessment for the Genetics
of Alcoholism (C-SSAGAs), and neuropsychological testing protocols. Amanda Szewczul was the primary SSAGA/C-SSAGA editor,
but she relocated to another state and left the project in late December, 2006. A replacement for Ms Szewczul is being recruited and
should be in place about June 15, 2007. James Plouffe served as the site's Event Related Potentials (ERP) technician and will continue
in that capacity. The research technician to be hired will serve as a backup ERP technician. Dr. Lance Bauer continues as the
investigator responsible for the electrophysiological portion of the study protocol. Dr. Victor Hesselbrock continues as the site
principal investigator. Michie Hesselbrock, Ph.D. continues on the project part-time to assist with data analyses and other COGA
related activities at the UConn COGA site. She is knowledgeable regarding multivariate analyses and assists with the development of
conceptual and statistical phenotypes described in the renewal application. Dr. M. Hesselbrock is a Professor at the University of
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Connecticut School of Social Work. Christine Ohannessian, Ph.D. is an assistant professor in the Department of Human
Development, University of Delaware will continue to assist with the data analysis of the child and adolescent data sets. Her
particular interests are in peer relations and family relations as mediators and moderators of the susceptibility for developing
alcoholism among offspring at high risk for alcohol use disorders. She will focus on developing structural equation models (SEM) of
'risk' as proposed in the renewal application. Dr. Ohannessian currently is supported by a NIAAA-funded K01 career development
award that began Sept 1, 2005; part of her activities involves SEM analyses of the COGA adolescent data sets. 2. The scope of work
proposed for FY 18 was completed. During the past year, the UConn site devoted much of its efforts to recruitment of 13-22 year old
subjects from previously assessed families for a baseline assessment as proposed in the new grant. As in the past, productivity from
the UConn site has been very good; with 365 subjects having completed the new assessment battery. Data entry lags somewhat but
will be caught up with the recruitment of the new research assistant. As of May 11, 2007, across all three previous waves of data
collection, the UConn site had conducted 3078 adult SSAGA wave I-III interviews, 742 child and adolescent interviews, 1723 DNAs,
1515 cell lines, and 1481 ERPs representing 245 families. This sample includes 46.3% males and 53.7% females; 67.92% are Caucasian
(no Hispanic), 26.95% are African-American, 3.2% are Hispanic, and 0.5%% belong to other ethnic groups, rates similar to the
population prevalence rates of the greater Hartford metropolitan area. UConn has contributed 964 biochemistries, 569
neuropsychological test batteries, and 1513 personality tests to the Masterfile (#153). Data entry with respect to the SSAGA,
C-SSAGA, and Family History Assessment Module (FHAM) for waves I-11I is now complete. 3. Study Findings/Novel Clinical
Phenotypes - Specific Aims of the Novel Phenotype component include: 1). To identify and test both conceptual and multivariate
phenotypes of alcohol dependence susceptibility among all available offspring (12-25 year olds) in the COGA sample and at regular
two year follow-up intervals thereafter. 2). To test and develop models of "Risk" for susceptibility to heavier drinking and
alcohol-related problems including alcohol dependence among 12-22 year old COGA subjects. 3.) To provide a cross-sectional and
longitudinal phenotypic characterization of alcohol dependence among adult probands and their adult biological family members using
the clinical assessment and neurophysiologic data to examine factors related to the onset and maintenance of drinking, recovery from
alcohol dependence, and other aspects of the course of illness. During the current year, our efforts have continued to focus on
phenotype development in both the adult and in the child/adolescent data sets. Previously we reported linkage and association to the
cholinergic muscarinic 2 receptor gene (CHRM?2) on chromosome 7 with evoked electroencephalography (EEG) oscillations (Jones et
al., 2004), providing evidence that this gene may be involved in human brain dynamics and cognition. In addition, a small number of
genetic markers were genotyped in CHRM2 in the Minnesota Twin and Family Study (Comings et al., 2003) and a Dutch family
study (Gosso et al., 2006, in press) and both research groups found evidence that this gene may be involved in intelligence. In the
COGA sample, we extensively genotyped single nucleotide polymorphisms (SNPs) within and flanking the CHRM2 gene and found
evidence of association with multiple SNPs across CHRM?2 and Performance 1Q, as measured by the Wechsler Adult Intelligence
Scale-Revised (WAIS-R). These results remained significant after taking into account alcohol dependence and depression diagnoses in
the sample. We also continued our examination of conditions associated with alcohol-related problems. Alcohol dependence is known
to increase the risk for suicidal behavior. Ken Connor and colleagues (in press) examined a heuristic model of suicidal behavior to
identify variables that distinguished alcohol-dependent individuals who have presumably made, over their lifetime, transitions from
non-ideation to ideation (ideation), ideation to planning (planning), planning to attempt (planned attempt), and ideation but not
planning to attempt (unplanned attempt). Using the adult alcohol dependent COGA sample, the probability of having made each
transition (e.g., to planning), conditioned upon having made an earlier transition (e.g., to ideation) was calculated. Variables that
distinguished subjects who made each transition were evaluated using a series of multivariate logistic regressions. Depression- and
anxiety disorders were associated in particular with suicidal ideation and planning, female gender was associated with planned- and
unplanned suicide attempts, and alcohol-related aggression was associated with unplanned suicide attempt. Among individuals with
alcohol dependence, internalizing disorders may confer risk for suicide attempt by promoting suicidal thoughts and plans whereas
elevated risk among women may be related to a greater propensity to take suicidal action rather than to think about or plan suicide per
se. Aggression may promote unplanned acts of suicide, consistent with a reactive aggression framework. The analysis of clinical
phenotypes of African - Americans in the sample has continued in collaboration with Drs. Denise Scott, Robert Taylor and colleagues
at Howard University School of Medicine. It is well known that patterns of alcohol use, abuse and dependence are often found to vary
widely among ethnic groups. Using information from samples obtained at Howard University, the sequence and progression of alcohol
related life events were investigated in this sample of African Americans and compared with findings from the predominantly
caucasian COGA sample. The sequence and mean age of appearance of alcohol-related life events were similar for this sample of 224
African-American men and women. Arguments while drinking was the first alcohol related event to emerge at about 20 years of age.
Using alcohol in larger amounts than intended developed next, followed by interference with functioning in multiple life areas such as
problems with work or school. The onset of alcohol dependence occurred about 26 years of age, and persistent or recurrent physical
or psychological problems emerged around age 27 years. The first initiation of seeking help from a health professional occurred at
about 31 years of age. While there were similarities in the progression of alcohol related life problems between the African American
and the Caucasian samples, the frequency of symptom endorsement for most problems was significantly higher in the Caucasian
sample. Two methodological studies have also been conducted. Previous studies have shown that when assessing child
psychopathology, parents tend to report more symptoms than children for externalizing disorders such as attention deficit
hyperactivity disorder (ADHD), whereas children tend to report more symptoms for internalizing disorders such as major depression.
Whether for clinical or research purposes, parents are also frequently asked to report on their children's experiences with alcohol and
drugs. This study examined the correspondence between adolescent and parent reports of adolescent substance use and abuse or
dependence (Fisher et al., 2006). Adolescents 12 to 17 years old were interviewed using the child version of the Semi-Structured
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Assessment for the Genetics of Alcoholism (C-SSAGA); one parent was also interviewed about each adolescent using the parent
version of the C-SSAGA. Sensitivities, specificities, and kappa coefficients were calculated to assess parental agreement with
adolescent reports of lifetime substance use and DSM-III-R substance abuse or dependence. It was found that parents are somewhat
knowledgeable about their children's use of substances, particularly those that are used most commonly. For example, 55% of
adolescents who had smoked cigarettes, 50% who had used alcohol, and 47% who had used marijuana had a parent who knew that
they used. However, parents were less aware of substance-related problems experienced by their offspring, agreeing with adolescent
reports only 27% of the time for diagnoses of alcohol abuse or dependence and 26% of the time for diagnoses of marijuana abuse or
dependence. Parent reports added few cases of substance use for 12 to 13 year-olds and essentially no cases for 16 to 17 year-olds.
Parent reports added a nominal number of diagnoses of substance abuse or dependence for older adolescents. In a second study, a
review of existing multidimensional empirically derived typologies of alcohol use disorders derived primarily for research purposes
was conducted in relation to their clinical utility, including studies using COGA data (Hesselbrock & Hesselbrock, 2006). Studies
using multivariate statistical methods for identifying homogeneous groups of subjects were selected for inclusion while
theoretically-based typologies were not included. While formal diagnostic criteria typically identify separate categories of alcohol
abuse and dependence, several studies using different statistical methods consistently suggest as many as four homogeneous types of
alcoholism: a chronic / severe type, a depressed / anxious type, a mildly affected type and an antisocial type. Even though the
longitudinal outcomes of few empirically derived subtypes have been examined, alcoholism typologies remain a viable and potentially
valuable tool for investigating etiological pathways (and possibly for gene identification), the effectiveness of treatments, and the
long-term course of alcohol use disorders. Work has also begun examining several possible intermediate outcomes related to the
development of alcohol dependence in both the COGA adult and adolescent samples. Recent literature has suggested that age of
initiation of alcohol use, intoxication and binge drinking may be important predictors of alcohol use problems in adolescence and young
adulthood. Adult Binge Drinking and Alcohol Dependence - In the adult SSAGA, there is not a question that directly corresponds to
the current definition of "binge drinking", ie 5 or more drinks per occasion etc. Since the SSAGA was initially developed in 1989, it
contains the older definition of binge drinking - the question reads "Have you ever gone on binges or bender when you kept on drinking
for 2 days or more without sobering up except for sleeping?". It is not the same as asking 'have you ever had 5+ drinks in a 24 hr
period'. When this SSAGA question is used from the wave II data set, we find that N=1039 persons with a lifetime DSM-IV diagnosis
of alcohol dependence answered this question positively. For 56% of this N=1039, binge drinking first occurred about the same time
or after the onset of DSM-IV alcohol dependence For the 44% (n=457) whose binge drinking preceded the onset of alcohol
dependence, 303 (66%) had an onset of alcohol dependence within 5 years of first binging and 23% had an onset of alcohol
dependence within 10 years of onset of binging. Adolescent Alcohol Use, including Binging - About 65% (736/1130) of the COGA
teens in wave II have tried alcohol (including a sip), with a wide range of ages for this first experience, ranging from 1 - 17 years old.
The modal age of first use is 13, with the median of 12-13 years old. Only 42.5% of the sample (480/1130) have ever had a whole
standard drink of alcohol. In the wave II adolescent sample, the C-SSAGA-A did not have a question that specifically asks 'have you
ever consumed 5+ drinks in one occasion, etc." Instead we asked several different questions about what is the largest number of drinks
consumed at one time for each grade in school beginning in the sixth grade and going through the 12th grade. The C-SSAGA-A also
asked how often this maximum amount was consumed during that year in school. The C-SSAGA-A also asked the adult SSAGA
MAX drinks question, a question about how many times that the person had at least 3+ drinks in a 24 hr period and the age at which
this first occurred. Since COGA was surveying adolescents as young as 12, setting the bar at 3+ drinks per occasion seemed
appropriate. Only 5 twelve year old subjects reported having ever consumed 5+ drinks in a 24 hr period at any time in their life and
only 1 reported doing this more than once. The largest number of drinks ever consumed in a 24 hour period and the lifetime frequency
of occurrence of this maximum consumption was examined by age. Only 7/278 (2.5%) thirteen year olds reported ever having
consumed 5+ drinks in a 24 hr period; of this number, 3 consumed this amount only 1-2 times in their lifetime. Only 17/221 (7.7%)
fourteen year olds reported having ever consumed drinking 5+ in a 24hr period. Of this number 11 did so on only 1-2 occasions. At
age 15, 60/238 (25%) subjects reported a history of consuming 5+ drinks in a 24 hr period. Of this number, only 11 reported doing so
on 1-2 occasions. At age 16, 74/224 (33%) subjects reported a history of consuming 5+ drinks in a 24 hr period. Only 12 reported
doing so on one or more occasions. At age 17, 111/219 (51%) subjects reported drinking 5+ drinks in a 24 hr period. Only 7 reported
doing so on 1-2 occasions. Thus, the data seem to show that the number of teens binge drinking (5+ drinks in 24 hr period) increases
with age across the adolescent years along with the frequency of occasions of binge drinking. An initial analysis indicates that the best
predictors of 'binge drinking' are beginning regular alcohol use before age 13 and a history of conduct disorder or oppositional defiant
disorder. Parental alcoholism [either one or both parents] does not add to the prediction. Adolescent Binging and Alcohol Dependence
- Among the COGA adolescents aged 13-17 years old, alcohol dependence is rare. The prevalence of DSM-III-R alcohol dependence is
5.2% (N=59; 59/1130); DSM-IV alcohol dependence is even more rare with a prevalence rate of 2.5% (28; 28/1130). For those 28
adolescents with a DSM-IV diagnosis of alcohol dependence, 18 (64%) experienced their first binge and the onset of alcohol
dependence with one year or less of each other. For the remainder, the time between first binge and onset of alcohol dependence was
either 2 yrs (7.1%), 3 yrs (10.7%, 4 years (7.1%) or 5 years (10.7%). c. Significance The present study provides a fertile database for
the identification of clinical and genetic factors related to the risk and development of alcohol dependence. Both association and linkage
studies continue to be performed. The influence of age, gender, ethnic/socio-demographic factors, and clinical characteristics on the
transmission of alcoholism continue to be examined in this large cross-national database, including an emphasis on externalizing
behavior/disinhibition. Further, the database has shown itself to be an excellent resource for studying the development of
alcohol-related problems among individuals at high genetic risk for alcohol dependence. A multiwave data set has been obtained on
children (ages 7-12 yrs.) and adolescents (ages 13-17 yrs.) at baseline and at five-year intervals. The data collected in waves I-III and
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the wave IV data to be collected will provide very fertile databases for the identification of personal, genetic, and environmental factors
and their interaction related to the vulnerability for and development of alcohol dependence. The clinical assessment battery to be used
in this next wave of data collection has been almost totally automated using computer assisted instrument (CATI) and electronic or
web-based methods for data collection. The adolescent and young adult COGA subjects to be assessed in the new grant period have
been identified and their assessment continues on schedule, with a good follow-up rate. The follow-up data will provide useful
information on the characterization of the disorder over time, including studies of gene-gene interaction and gene - environment
interplay. In the coming year, we will continue to examine the influence of certain psychosocial mediator/moderator variables that
affect the initiation and maintenance alcohol use in the adolescent sample, with some emphasis on the role of peer and family relations
on the initiation of drinking behavior among young adolescents. Genetic association and linkage studies will be performed, using the
initial, follow-up, and combined databases. Phenotypes based upon standardized diagnostic systems and novel phenotypes developed
from information taken from all aspects of the clinical assessment battery are being used in the search for alcohol dependence
susceptibility genes. d. Plans for 2007-2008 1) Personnel - The UConn site anticipates no vacancies in staffing, and a research
assistant to replace Amanda Szewczul should be identified by June 15, 2007. No additional personnel changes are anticipated for the
coming year. 2) Subject recruitment The UConn site will actively pursue recruiting for the wave IV assessment period. During the
current year, UCONN staff have been aggressively locating subjects from the current UCONN sample for this wave of data collection,
and many subjects have been scheduled for testing. These efforts are likely to leave the UCONN site on schedule to meet its revised
recruitment goals. 3) Phenotyping analyses - In the coming year, an emphasis will continue to be placed on the examination of certain
psychosocial mediator/moderator variables that affect alcohol use in the adolescent sample, with some emphasis on the role of peer
and family relations on the initiation of drinking behavior among young adolescents [with Drs. Ohannessian and M Hesselbrock]. In
addition, genetic association and linkage studies will be performed, using the initial, follow-up, and combined databases with a focus on
both qualitative and quantitative externalizing behavior phenotypes. Our initial genetic findings in the adult sample will continue to be
examined using more refined phenotypes, with a focus on 'aggression' and conduct problems that reflect behavior resulting from
alcohol use as well as behavior that occurs apart from alcohol and other drug use. We will also continue our efforts in relation to
examining gene-environment interplay. Specific genes of interest that may have etiological relevance include GABRA2, CHRM2 and
the taste receptor gene, TAS16. 4) Human Subjects - There have been no changes in the study protocol since last submission. No
subjects have been withdrawn due to untoward consequences of participating in the COGA protocol. In order to comply with the new
Health Insurance Portability and Accountability Act (HIPAA) regulations, a HIPAA Authorization form has been developed and put
into place and the Informed Consent Form (ICF) modified accordingly. Both the HIPAA Authorization form and the ICF have been
approved for use by the UConn Institutional Review Board (IRB), and all UConn site staff and investigators have up-to-date IRB

certifications. e. Vertebrate animals - none; Manuscripts in press or under review:

Scott DM, Williams CD, Bland WP, Cain GE, Ferguson CL, Kalu NN, Kwagyan J, Hesselbrock VM, Ehlers CL, and Taylor RE.
Clinical course of alcohol dependence in African Americans. Addictive Behaviors [under review].

Dick DM, Wang JC, Plunkett J, Aliev F, Hinrichs A, Bertelsen S, Budde JP, Goldstein EL, Kaplan D, Edenberg HJ, Nurnberger, JI
Jr., Hesselbrock V, Schuckit MA, Kuperman S, Tischfield J, Porjesz B, Begleiter H, Bierut LJ, & Goate A. Family-based analyses of
alcohol dependence yield association with neighboring gene ANKK1 rather than DRD2 [Alcoholism: Clinical & Experimental
Research, under review].

Wang JC, Hinrichs AL, Bertelsen S, Kwon JM, Stock H, Budde JP, Dick DM, Bucholz KK, Rice J, Saccone NL, Edenberg H,
Hesselbrock V, Kuperman S, Schuckit MA, Bierut LJ, Goate AM. Functional Variants in hTAS2R38 and hTAS2R 16 influence
alcohol consumption in high-risk families of African American origin. (submitted)

Cavazos-Rehg PA, Spitznagel E, Bucholz KK, Norberg K, Nurnberger JI, Hesselbrock V, Kramer J, Kuperman S, & Bierut LJ. The
Relationship between Alcohol Problems and Dependence, Conduct Disorder Symptoms, and Number of Sex Partners in a Sample of
Young Adults (submitted).

Stein LAR, Hesselbrock V & Bukstein O. Disruptive Behavior Disorders: Conduct Disorder and Oppositional Defiant Disorder
Adolescent Substance Abuse. In : Kaminer Y and Bukstein O (eds), Adolescent Subsatnce Abuse:Co-Morbidity and High Risk.
Haworth Press. In press.

Dick DM, Aliev F, Wang JC, Grucza RA, Schuckit MA, Kuperman S, Kramer J, Hinrichs A, Bertelsen S, Budde JP, Hesselbrock V,
Porjesz B, Edenberg H, Bierut LJ, and Goate A. Using dimensional modes of externalizing psychopathology to aid in gene
identification. (submitted Archives of General Psychiatry)

Conner KR, Hesselbrock VM, Meldrum SC, Schuckit MA, Bucholz KK, Gamble SA, Wines JD, and Kramer J Transitions to, and
Predictors of, Suicidal Ideation, Plans, and Unplanned and Planned Suicide Attempts among 3729 Men and Women with Alcohol
Dependence. Journal of Studies on Alcohol and Drugs (under review)

Conference presentations: Hesselbrock, V et al. Deviance proneness and alcohol use among young adults - a longitudinal perspective.
Presented at the 29th annual meeting of the Research Society on Alcoholism, Baltimore MD, June 26, 2006
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Hesselbrock, V et al. Suicide and alcoholism: Common genetic factors? Presented at the International Society for Biomedical Research
on Alcoholism, Sydney, Australia, September 11, 2006.

Hesselbrock, V., et al. Phenotypes of alcohol dependence and genetic analyses. Presented at the International Society for Biomedical
Research on Alcoholism, Sydney, Australia, September 13, 2006.

Hesselbrock, V & Hesselbrock, M.. Multidimensional subtypes of alcohol dependence. Presented at Alcohol Use Disorders: The
Diagnostic Conundrum conference, Newport, Australia, September 14, 2006.

Hesselbrock, V. & Hesselbrock, M. Ethnic and gender comparison of alcohol dependent persons. Presented at Alcohol Use Disorders:
The Diagnostic Conundrum conference, Newport, Australia, September 15, 2006.

Hesselbrock V. The Collaborative Study on the Genetics of Alcoholism - It's more than genes! Presented at the annual meeting of the
Society for Social Work Research, San Francisco, CA., Jan 13, 2007

Hesselbrock V "Common diagnostic confusions, Addictions, Depression and ASPD - Which is which?", a paper presented as part of a

symposium "The "Hidden" Diagnoses in Psychiatry: Implications for Training, Clinical Care, and Outcomes". To be presented at the
American Psychiatric Association annual meeting, San Diego, CA, May 23, 2007.
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SPID: 0060 PROTOCOL: 60 TYPE: RESEARCH

SHORT TITLE: Primary Cortisol Resistance

LONG TITLE: Primary Cortisol Resistance

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 2/27/1998 Scatter Bed 0 0 0

Total # pts expected for entire study: 50 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY N

INFORMATICS CORE N CLINICAL TRIAL N

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,
INVESTIGATOR DEPARTMENT COINTRY
MALCHOFF, CARL MD, PHD Medicine/Endocrinology

SUBPROJECT DESCRIPTION:

It is our general hypothesis that primary cortisol resistance is a treatable cause of sexual precocity, hypertension, and in women,

hirsutism and menstrual irregularities. There are two specific hypotheses of the studies proposed here. First, we predict that

selected clinical, biochemical, and ligand binding measurements are sensitive and specific markers for primary cortisol resistance.

Second, we predict that the sexual precocity of primary cortisol resistance can be successfully and safely treated with

dexamethasone. Once we understand in detail the clinical and biochemical presentations of this disorder, then we will be able to

efficiently screen larger potentially affected populations to determine the frequency of cortisol resistance and to identify
potentially treatable individuals.

SUBPROJECT PROGRESS:

There is a total of 19 subjects enrolled since initiation of this study. For the current report period no new subjects have been enrolled.

There are no proposed changes in recruitment plans at this time. In addition, there are no unexpected safety concerns concerns to
report. There are no proposed changes made or anticipated in the protocol. Manuscripts: D.M. Malchoff and C.D. Malchoff,
"Generalized Glucocorticoid Resistance," in Endocrinology, 5th Edition, L.J. DeGroot and J. Jameson, Editors, Elsevier Saunders,

2387-2392, 2006.
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SPID: 0074 PROTOCOL: 74 TYPE: RESEARCH

SHORT TITLE: NSABP P-1 Trial

LONG TITLE: NSABP P-1 A Clinical Trial to Determine the Worth of Tamoxifen for Preventing Breast Cancer

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 2/28/1993 Scatter Bed 0 0 0

Total # pts expected for entire study: 21 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY Y

INFORMATICS CORE N CLINICAL TRIAL Y Phase 11

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COINTRY

KURTZMAN, SCOTT MD Surgery

SPORN, JONATHAN MD CANCER CENTER ST. FRANCIS HOSPTIAL, CT USA

SUBPROJECT DESCRIPTION:

Breast cancer is the most common malignancy affecting women in the US, and the second leading cause of cancer death. We have
participated in several National Surgical Adjuvant Breast Project (NSABP) studies. These multi-institutional investigations have

examined both prevention (Tamoxifen P-1 Trial) and treatment of breast cancer.

The early results of this prevention study demonstrated a decrease in the incidence of breast cancer of 45% in the group of patients
who received tamoxifen. The study results were reported, but not yet published. All participants were informed and are still being
followed. The NSABP has not decided how many years these patients will be followed.

SUBPROJECT PROGRESS:

The P-1 study has been officially terminated effective August 10, 2006. There is no further participant contact or Institutional Review

Board contact.
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SPID: 0094 PROTOCOL: 94 TYPE: RESEARCH

SHORT TITLE: PACTG 219C

LONG TITLE: Pediatric AIDS Clinical Trial Group (PACTG) 219C: Pediatric Late Outcomes Protocol

AIDS: Y TOTALS A B D
Inpatient 0 0 0

START DATE: 2/3/1994 Scatter Bed 0 0 0

Total # pts expected for entire study: 50 Outpatient 84 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY Y

INFORMATICS CORE N CLINICAL TRIAL Y Phase 11

BIOSTATISTICIAN N CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,
INVESTIGATOR DEPARTMENT

COINTRY.
SALAZAR, JUAN C MD PEDIATRICS
FEDER, HENRY MD Medicine/Family Medicine
KRAUSE, PETER MD Pediatrics

SUBPROJECT DESCRIPTION:

This study is a prospective longitudinal data collection for late outcomes (due to Human Immunodeficiency Virus [HIV] disease
progression, treatment effects and/or an interaction of the two) and late treatment effects. The study is open to children who have
participated in AIDS Clinical Trial Group (ACTG) treatment trials and infants whose mother participated in ACTG perinatal
treatment trials. Data collected included history, physical exam, neurocognitive testing, clinical and laboratory evaluations,
morbidity, mortality and quality of life assessments at specific intervals. This is a long-term protocol that allows us to collect
clinical data indefinitely.

SUBPROJECT PROGRESS:

The total number of subjects enrolled in the study since initiation is 44 subjects. This protocol was closed to accrual on April 25,
2006 remained open for active patient follow-up. There were 32 active patients being followed for this reporting period. The Study
closure plan was announced on Dec 28 2006. The finally study visit deadline was set for March 33, 2007.

There were no unexpected safety concerns in regards to this protocol as per communication in July 2006. The protocol team
concluded that there were no unanticipated safety concerns identified from the observational data that was thus far, collected.
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SPID: 0161 PROTOCOL: 161 TYPE: RESEARCH

SHORT TITLE: Molecular Genetics

LONG TITLE: Molecular Genetics and Drug Dependence

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 7/17/1996 Scatter Bed 0 0 0

Total # pts expected for entire study: 1,200 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY N

INFORMATICS CORE N CLINICAL TRIAL N

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COUINTRY

KRANZLER, HENRY R MD PSYCHIATRY
SUBPROJECT DESCRIPTION:

Recent developments in molecular biology have generated increased interest in the genetic basis of a variety of psychiatric
disorders, including alcoholism and drug dependence. The goal of this research is to identify and describe genes that have an effect
on the alcoholism/drug dependence phenotype(s). We propose to probe the relationship between certain genetic polymorphisms
and phenotypes related to alcoholism/drug dependence and to collect a large sample for future family-association studies useful for
investigating these relationships. Genetic data will be correlated with other phenotypic data such as personality measures.

SUBPROJECT PROGRESS:

This study is closed to enrollment and has been for more than two years. Data continue to be analyzed and manuscripts published.
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SPID: 0177 PROTOCOL: 177 TYPE: RESEARCH

SHORT TITLE: Naltrexone

LONG TITLE: Targeted Naltrexone for Early Problem Drinkers

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 11/25/1996 Scatter Bed 0 0 0

Total # pts expected for entire study: 153 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY N

INFORMATICS CORE N CLINICAL TRIAL N

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COTINTRY
KRANZLER, HENRY R MD PSYCHIATRY

MODESTO, VANIA MD Psychiatry

PIERUCCI, AMIRA PHD Psychiatry

SUBPROJECT DESCRIPTION:

Naltrexone, an opioid antagonist, is approved for daily use in patients with alcohol dependence. However, a substantial proportion
of the population of the U.S. and many other countries experience problems resulting from their drinking, though they do not meet
criteria for alcohol dependence. This placebo-controlled trial compares daily administration of naltrexone with administration that is
targeted to the management of high risk drinking situations. Daily diary reporting provides detailed information on life events and
mood states and their relation to subjects' desire to drink and alcohol consumption, as well as medication usage.

SUBPROJECT PROGRESS:

Subject enrollment for this clinical trial began in October, 1996 and was completed in March, 2001. A total of 153 subjects were
randomized to treatment and the last treatment was delivered on May 8, 2001. Of the subjects randomized, 129 (84%) completed
treatment. A total of 141 (92%) subjects were interviewed at endpoint (this includes both subjects who completed the study and
those who terminated study participation early), 127 (83%) subjects were interviewed at 3-month follow-up, and 132 (86%) subjects
were interviewed at 6-month follow-up. There were no unexpected safety concerns associated with this study. Analysis of the data
from this study continues. There have been no new publications associated with this study. One of the two manuscripts mentioned
during the annual report last year (the manuscript that was in press" at the time of the last report) was subsequently published
(citation: Armeli S, Feinn R, Tennen H, Kranzler HR, "The Effects of Targeted Naltrexone on Alcohol and Affect Reactivity to Daily
Interpersonal Events", Experimental and Clinical Psychopharmacology. 2006 May;14(2):199-208). As stated before, the GCRC was
cited in this manuscript.
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SPID: 0231 PROTOCOL: 231 TYPE: RESEARCH

SHORT TITLE: Familial Papillary Thyroid Carcinoma

LONG TITLE: Familial Papillary Thyroid Carcinoma

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 2/27/1998 Scatter Bed 0 0 0

Total # pts expected for entire study: 120 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY N

INFORMATICS CORE N CLINICAL TRIAL N

BIOSTATISTICIAN N CORE LAB Y

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COUNTRY
MALCHOFF, CARL MD, PHD Medicine/Endocrinology

ARNOLD, ANDREW MD Medicine

ESAYAG-TENDLER, BEATRICE MD Medicine

MALCHOFF, DIANA PHD Medicine

SARFARAZI, MANSOOR PHD Surgery

WHALEN, GILES F MD Surgery

SUBPROJECT DESCRIPTION:

Identification of genes that cause human tumors provides important insight into the mechanisms of tumorogenesis. Inherited
malignancies provide an opportunity to identify these pathogenetic genes, since powerful positional cloning methodologies will
identify the gene of interest. Because there are relatively few multigeneration familial papillary thyroid carcinoma (fPTC) kindreds,
genetic linkage methodologies with positional cloning have not yet been used to investigate fPTC. The purpose of this proposal is
to use linkage analysis as the first step in positional cloning of the fPTC susceptibility gene.

SUBPROJECT PROGRESS:

Over the past year 12 new subjects have been enrolled, for a total of 82 subjects in all. No changes in recruitment, no unexpected

safety concerns, no new interim data, no changes in protocol.
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SPID: 0253 PROTOCOL: 253 TYPE: RESEARCH

SHORT TITLE: Smoking and Pregnancy - CAP

LONG TITLE: Smoking and Pregnancy - CAP

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 11/26/1997 Scatter Bed 0 0 0

Total # pts expected for entire study: 100 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY N

INFORMATICS CORE N CLINICAL TRIAL N

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COINTRY
ONCKEN, CHERYL MD Medicine

CAMPBELL, WINSTON MD Obstetrics/Gynecology

KRANZLER, HENRY R MD PSYCHIATRY

SUBPROJECT DESCRIPTION:

The aim of this study is to evaluate the effects of maternal smoking on measures of fetal well-being and to determine whether
smoking cessation with nicotine replacement can lessen these effects.

SUBPROJECT PROGRESS:

All subjects have been recruited but none enrolled in the past year. We have just analyzed the data and hope to have a mansucript out
this year. We will cite the GCRC.
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SPID: 0268 PROTOCOL: 268 TYPE: RESEARCH

SHORT TITLE: Complication of Hemophilia and Serum Testing and Storage

LONG TITLE: Universal Data and Serum Specimen Collection System for Hemophilia.

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 2/1/1999 Scatter Bed 0 0 0

Total # pts expected for entire study: 90 Outpatient 0 2 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY N

INFORMATICS CORE N CLINICAL TRIAL N

BIOSTATISTICIAN N CORE LAB Y

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,
INVESTIGATOR DEPARTMENT COTINTRY
BONA, ROBERT MD Medicine/Hem-Onc

SUBPROJECT DESCRIPTION:

The primary congenital bleeding disorders are hemophilia A and B, which affect approximately 1 in 5,000 males and von
Willebrand's Disease which affects 1 in 100 men and women. Several plasma proteins called factors are necessary for normal blood
clotting. Persons with hemophilia are either missing a particular factor in their blood that is essential to the clotting process or the
protein is present but does not work. Without this factor, bleeding into muscles, joints, and internal organs often occurs without
any noticeable trauma. The treatment of a bleeding episode involves the replacement of the missing protein through intravenous
administration of factor concentrate which is derived from, or contains components of human blood. The frequent bleeding and the
necessary intravenous administration of blood products to control the bleeding are responsible for the two most severe
complications of hemophilia: 1) development of chronic joint disease from repeated bleeding into major joints; and 2) infection with
viral, blood-borne disease such as hepatitis and human immunodeficiency virus (HIV).

About three-fourths of all persons with hemophilia in the US receive some of their treatment from federally-sponsored, specialized
hemophilia treatment centers (HTCs). The Center for Disease Control and Prevention (CDC) provides support to these treatment

centers for programs designed to prevent complications of hemophilia.

The Universal Data and Serum Specimen Collection System will extend CDC's collaboration with the HTCs by assisting with the
analysis of a uniform set of clinical data which are used to monitor the extent of complications in congenital bleeding disorders in
the US. Specific measurements will be used to evaluate the degree of joint disease. In addition, serum will be tested for the
presence of blood borne pathogens. The remainder of each serum specimen will be used by the CDC to establish a serum bank for
possible future use in evaluating the safety of blood products. Information from this system will be used to assess the safety of
the blood supply and to develop and monitor the effectiveness of interventions designed to address the mandate from congress
which is to reduce or prevent the complications of hemophilia.

SUBPROJECT PROGRESS:

Number of subjects enrolling during the report period and since initiation of the study: During the above report period, (1) one new
study subject was enrolled as a participant, (2) one pediatric study patient had an annual follow-up visit and (3) 4 adult study
subjects had an annual follow-up visit.

For Connecticut Children's Medical Center (CCMC) study participants: GCRC processes the blood specimens and sends out the
specimens. For adult patients: GCRC will draw the blood specimens, process the specimens and send them to the study site
laboratory. Study subjects are enrolled as participants or refusals. The study is being conducted at the University of Connecticut
Health Center and CCMC. When the patients/subjects come in for a scheduled visits, they are invited to participate in the study. If a
patient is already in the study, they are invited to continue to participate or refuse to participate in the study at their annual visit. -
Any changes in recruitment plans that might be needed: None - Unexpected safety concerns and their resolution: None - Interim data
and outcomes if appropriate: The study is ongoing. - Any proposed changes made or anticipated in the protocol. None at this time.
The current protocol is 8/24/05 - Publications, indicating whether the GCRC was cited: None
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SPID: 0279 PROTOCOL: 279 TYPE: RESEARCH

SHORT TITLE: NSABP Treatment B21

LONG TITLE: NSABP B21 Node Negative Clinical Occult Breast Cancer - Tamoxifen/Radiation

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 10/1/1989 Scatter Bed 0 0 0

Total # pts expected for entire study: 10 Outpatient 0 1 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY Y

INFORMATICS CORE N CLINICAL TRIAL Y Phase 11

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COUINTRY

KURTZMAN, SCOTT MD Surgery
SUBPROJECT DESCRIPTION:

Patients eligible for this study must have had a lumpectomy with tumor-free specimen margins and axillary node dissection with
pathologically-negative axillary nodes. The largest tumor diameter, by pathological examination of the resected specimen, must be
<1 cm. If the pathologic tumor size is indeterminable from the report, then the maximum clinical and mammographic tumor sizes
must both be < 1 cm. If a tumor pathologically consists of both an invasive component and an intraductal component, then the
maximum diameter of both components when measured together must be < 1 cm. Finally, patients are eligible if a carcinoma
pathologically < 1 cm in size is detected in association with a benign lesion of any size. Patients in this study will be randomly
assigned to one of three groups: lumpectomy and breast radiation plus placebo, lumpectomy and breast radiation plus tamoxifen,
or lumpectomy, tamoxifen and no breast radiation.

SUBPROJECT PROGRESS:

We have enrolled 2 patients into this study and both are without disease and doing well. This study is closed to accrual therefor there
is no recruitment plan and there will be no changes made to the protocol. There were no unexpected safety concerns. There are no
publications that have cited the GCRC. This study is being terminated.
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SPID: 0282 PROTOCOL: 282 TYPE: RESEARCH

SHORT TITLE: NSABP BI-65 NSABP BI-65

LONG TITLE: NSABP BI-65 Menstrual Cycle in Surgical Treatment of Breast Cancer

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 9/4/1998 Scatter Bed 0 0 0

Total # pts expected for entire study: 10 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY Y

INFORMATICS CORE N CLINICAL TRIAL Y Phase 11

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COUINTRY

KURTZMAN, SCOTT MD Surgery
SUBPROJECT DESCRIPTION:

The purpose of this study is to evaluate whether the timing of breast cancer surgery during a woman's menstrual cycle affects her
ultimate outcome- namely, the likelihood of recurrence or death. While some reports have indicated that women operated on during
certain times of their menstrual period are at higher risk of recurrence of breast cancer, most studies have not found any difference
in results regardless of when breast cancer surgery is performed. Thus, it remains standard procedure to perform breast cancer
surgery as soon as a woman has been informed of her options and she is ready to proceed.

SUBPROJECT PROGRESS:

We have enrolled 2 patients into this study and both are in long term follow-up and doing well. This study is closed to accrual therefor
there is no recruitment plan and there will be no changes made to the protocol. There are no unexpected safety concerns. There are no
publications that cited the GCRC.
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SPID: 0286 PROTOCOL: 286 TYPE: RESEARCH
SHORT TITLE: NSABP B-27
LONG TITLE: NSABP B-27 A Randomized Trial Comparing Preoperative Doxorubicin (Adriamycin Cyclophosphamide)
(AC) to Preoperative AC Followed by Preoperative Docetaxel (Taxotere) and to Preoperative AC Followed
by Postoperative Docetaxel in Patients with Operable
AIDS: N TOTALS A B D
Inpatient 0 0 0
START DATE: 11/30/1996 Scatter Bed 0 0 0
Total # pts expected for entire study: 10 Outpatient 0 2 0
Scatter RN Hours 0 0 0
Offsite Visits 0 1 0
RESEARCH BIONUTRITION N MULTICENTER STUDY Y
INFORMATICS CORE Y CLINICAL TRIAL Y Phase 11
BIOSTATISTICIAN N CORE LAB N
ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COUIINTRY

KURTZMAN, SCOTT MD Surgery

SUBPROJECT DESCRIPTION:

The primary aim of this study is to determine whether four cycles of preoperative or postoperative Taxotene given after for cycles
of preoperative Adriamycin; (A) and cyclophosphamide (C) (AC) will more effectively prolong disease-free survival (DFS) and
survival (S) than do four cycles of preoperative AC alone. The study will also evaluate the effect of the administration of
preoperative Taxotene after preoperative AC with respect to clinical and pathologic loco-regional tumor response and conservation.
Women with palpable, operable carcinoma of the breast diagnosed by age, clinical tumor size, and clinical nodal status, then
randomized to one of three groups. Group I will receive four cycles of preoperative A and C given at 60 mg/m2 and 500 mg/m?2,
respectively, every 21 days followed by surgery (lumpectomy and exillary node dissection, or modified radical mastectomy).
Group II will receive four cycles of preoperative AC as in group I, followed by four cycles of preoperative Taxotere at 100 mg/m2
as a 1-hour infusion every 21 days followed by surgery. Group III will receive four cycles as AC as in groups I and 11, followed by
surgery and by four cycles of postoperative Taxotere, as in group II. Beginning on the first day of administration of their assigned
chemotherapy, all three groups will receive tamoxifen at 20 mg p.o. once daily for 5 years. In all three groups, tumor measurements
will be obtained after each cycle of preoperative chemotherapy. Assessment of response will be performed after completion of all
preoperative chemotherapy and before surgery. For patients in group II, an additional assessment of response will be performed
after completion of AC chemotherapy. Patients in groups I and II who undergo lumpectomy will receive postoperative
radiotherapy after their recovery from surgery. Patients in group III who undergo lumpectomy will receive postoperative
radiotherapy after their recovery from the fourth cycle of postoperative Taxotere.

SUBPROJECT PROGRESS:

Progress report for the University of Connecticut Health Center is below: Three patients are in long term follow-up and have no
evidence of disease and doing well. Four patients have expired due to progression of their disease. Please note that New Britain
General Hospital was not under our Institutional Review Board umbrella for this study. There have been no unexpected safety
concerns. There have been no publications that have the cited the GCRC.

6/27/2007 3:17:07PM
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SPID: 0287 PROTOCOL: 287 TYPE: RESEARCH

SHORT TITLE: NSABP B23

LONG TITLE: NSABP B23 Adriamycin Cyclophosphomide (AC) VS. Cyclophosphamide, methotrexate and 5-flurouracil

(CMF) (pos/neg tamoxifen (TAM) in Node-Negative Breast Cancer

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 11/1/1996 Scatter Bed 0 0 0

Total # pts expected for entire study: 10 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY Y

INFORMATICS CORE Y CLINICAL TRIAL Y Phase 11

BIOSTATISTICIAN N CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COUIINTRY

KURTZMAN, SCOTT MD Surgery
SUBPROJECT DESCRIPTION:

The specific aims of this protocol are: 1) to determine whether four cycles of AC are superior to six cycles of CMF; and 2) to
determine whether Tamoxifan added to Adrlamycin Cyclophosphomide or Cylophosphamide,Methotnexate and 5-flurourcil is
more efficacious than AC or CMF alone.

SUBPROJECT PROGRESS:

This study is now officially closed to follow-up data and we no longer will need to send NSABP information. This study will be
terminated with in the next month. The three patients we did have on the study did very well, and they are alive and well. There are no
safety concerns, no publications citing the GCRC and no interim analysis available at this time.

6/27/2007 3:17:07PM



SMO1RR006192-13 REPORT PD: 04/01/2006-03/31/2007 Final

SPID: 0288 PROTOCOL: 288 TYPE: RESEARCH

SHORT TITLE: NSABP B-28

LONG TITLE: NSABP B-28 Randomized Trial to Evaluate the Worth of Taxol Following Adria/Cyclophosphamide in Breast

Cancer Patients with Positive Axillary Nodes

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 10/1/1996 Scatter Bed 0 0 0

Total # pts expected for entire study: 5 Outpatient 0 3 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY Y

INFORMATICS CORE Y CLINICAL TRIAL Y Phase 11

BIOSTATISTICIAN N CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COUIINTRY

KURTZMAN, SCOTT MD Surgery
SUBPROJECT DESCRIPTION:

The primary aim of this study is to determine whether four cycles of Taxol given after four cycles of postoperative Adriamycin
(A) and Cyclophosphamide (C) will more effectively prolong disease-free survival and survival than do four cycles of
postoperative AC alone in patients with operable breast cancer who have one or more histologically positive axillary lymph nodes.

Patients should have no evidence of metastatic disease and should have undergone either lumpectomy plus axillary node dissection
or total mastectomy plus axillary node dissection. Following stratification by number of positive axillary nodes, tamoxifen
administration, and type of surgery, patients will be randomly assigned to one of two groups. Group I will receive four cycles of A
and C given at 60 mg/m2 and 600 mg/m2, respectively, every 21 days. Group II will receive four cycles of AC as in Group I,
followed by four cycles of Taxol given at 225 mg/m?2 as a three-hour infusion every 21 days. Beginning on the first day of
administration of their assigned chemotherapy, patients >/=50 years of age and those <50 years of age with tumors that are
ER-positive or PgR-positive will receive tamoxifen at 20 mg p.o. once daily for at least five years. All patients in both groups who
undergo a lumpectomy, will receive postoperative radiotherapy after completion of their assigned chemotherapy and after any
toxicity has resolved.

The objective of this study is to determine whether four cycles of postoperative Taxol given after four postoperative AC will more
effectively prolong disease-free survival and survival than will be four cycles of postoperative AC alone in patients with operable
breast cancer and histologically positive axillary nodes.

SUBPROJECT PROGRESS:

We have enrolled five patients into the study. Four patients are alive and doing well and one patient expired from her disease. This
study is closed to accrual therefore we no longer have a recruitment plan and there are no anticipated changes to the protocol. There
have been no unexpected safety concerns with this study. There have been no publications that have cited the GCRC.

6/27/2007 3:17:07PM
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SPID: 0290 PROTOCOL: 290 TYPE: RESEARCH
SHORT TITLE: NSABP P-2: STAR
LONG TITLE: NSABP P-2: Study of Tamoxifen and Raloxifene (STAR) for the prevention of breast cancer.
AIDS: N TOTALS A B D
Inpatient 0 0 0
START DATE: 9/1/1999 Scatter Bed 0 0 0
Total # pts expected for entire study: 60 Outpatient 0 101 0
Scatter RN Hours 0 0 0
Offsite Visits 0 1 0
RESEARCH BIONUTRITION N MULTICENTER STUDY Y
INFORMATICS CORE Y CLINICAL TRIAL Y Phase III-IV
BIOSTATISTICIAN N CORE LAB N
ANCILLARIES ONLY N
NON-HOST INSTITUTION: STATE,
INVESTIGATOR DEPARTMENT COINTRY
KURTZMAN, SCOTT MD Surgery

SUBPROJECT DESCRIPTION:

In the P-1 study, tamoxifen was shown to prevent the development of invasive and in situ breast cancer. Raloxifene has shown to

be an effective drug for the prevention of osteoporosis. It was observed in the Multiple Outcomes of Raloxifene Evaluation

(MORE) trial that there were fewer breast cancers in the group of patients that had taken raloxifene compared to the controls. This
study will determine if raloxifene is either more or less effective than tamoxifen in reducing the incidence of invasive breast cancer in
postmenopausal women who are at increased risk for the disease. A secondary goal is to determine whether raloxifene reduces the
endometrial cancer rate compared to tamoxifen.

SUBPROJECT PROGRESS:

No new participants were enrolled this past year. study is closed to enrollment -58 women were randomized to STAR at UCHC -no
changes in recruitment plan -no unexpected safety concerns -unblinded -amendment was passed to allow women to change from open
label tamoxifen to opne label raloxifene;1 participant chose to crossover

6/27/2007 3:17:07PM
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SPID: 0292 PROTOCOL: 292 TYPE: RESEARCH
SHORT TITLE: Cutaneous Immune Response in Lyme Disease and Secondary Syphilis
LONG TITLE: Cutaneous Immune Response in Lyme Disease and Secondary Syphilis
AIDS: Y TOTALS A B D
Inpatient 0 0 0
START DATE: 4/1/1999 Scatter Bed 0 0 0
Total # pts expected for entire study: 100 Outpatient 55 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0
RESEARCH BIONUTRITION N MULTICENTER STUDY N
INFORMATICS CORE N CLINICAL TRIAL N
BIOSTATISTICIAN N CORE LAB Y
ANCILLARIES ONLY N
NON-HOST INSTITUTION: STATE,
INVESTIGATOR DEPARTMENT

COIINTRY

RADOLF, JUSTIN D MD
SALAZAR, JUAN C MD

SUBPROJECT DESCRIPTION:

Venereal syphilis is a chronic inflammatory disorder driven by the persistence of its etiologic agent Treponema pallidum. Though

MICROBIAL PATHOGENESIS

PEDIATRICS

the immune/inflammatory response at sites of local treponemal infection may ultimately underlie the development of both

protective immunity and clinical manifestations, these local cellular processes have yet to be characterized in humans using the
tools of contemporary cellular and molecular immunology. The components of T. pallidum that induce these potentially deleterious
inflammatory processes also remain poorly characterized. Our understanding of cellular immunity in syphilis is further
compromised by our currently limited knowledge concerning the interactions between syphilis and human immunodeficiency virus
(HIV) infection. Accordingly, the proposed research has three Specific Aims. In Specific Aim 1, we will perform

immunocytochemical analysis of skin biopsies and flow cytometry analysis of leukocytes in suction blisters to characterize

cutaneous cellular immune processes in HIV- and HIV+ patients with secondary syphilis. Data from these studies will be

correlated with our in vitro research involving immune effector cell activation by T. pallidum and treponemal lipoproteins. In

Specific Aim 2, we will use the same immunocytochemical and flow cytometric approaches to characterize the cutaneous

inflammatory response to synthetic analogs (lipopeptides) of T. pallidum lipoproteins. These experiments are an outgrowth of our

hypothesis that T. pallidum lipoproteins are major inflammatory mediators during syphilitic infection. Building upon our

observation that T. pallidum lipoprotein analogs induce HIV gene expression in vitro, the experiments in Specific Aim 3 will
elucidate the mechanisms which underlie this phenomenon. A principal long-term objective of this research is to elucidate the
immune/inflammatory events during syphilitic infection which engender both clinical manifestations and protective immunity. An
equally important objective is to obtain cellular and molecular data which will complement our emerging understanding of the
interactions between syphilis and HIV infection, including the potential for syphilis to serve as a co-factor for HIV transmission

and for HIV infection to alter the clinical course of syphilis.

SUBPROJECT PROGRESS:

Number of subjects enrolled during the reporting period: 72 Number of subjects enrolled since the initiation of the study: 340 Changes
in recruitment plans: Institutional Review Board (IRB)-approved form for screening healthy volunteers; no other changes Unexpected
safety concerns and their resolution: Subject# /acrostic- 165/ Glbo (enrolled 6/19/06) and subject 171/ Masi (enrolled 8/312/06) had
positive Lyme IgM western blot tests, compatible with early Lyme disease. The results were inadvertently overlooked by the
coordinator, yet discovered during our February 2007 internal audit. Both subjects were notified of the results and both subjects
verbally consented to a retest. Both subjects' Lyme retests were negative for Lyme disease. These results were considered false
positives. To prevent future reoccurrences the principal investigator (PI) requested Clinical Lab Medicine automatically sends lab
reports for Lyme and rapid plasma reagin (RPR) serology to both the PIs laboratory (Dr. Radolf) and in addition to the

co-investigator's (Dr. Salazar) clinical office. This has been accomplished and is working well. Interim data/outcomes (see Moore et al):

The primary findings were that (i) phagocytosis of live spirochetes induces markedly greater activation of monocytes and dendritic
cells (DCs) in peripheral blood mononuclear cells than do spirochete lysates and (2) human secondary syphilitic sera contains opsonic

antibodies that promote internalization of T. pallidum by monocytes and DCs. No changes in the protocol are anticipated.

6/27/2007 3:17:07PM

26



SMO1RR006192-13 REPORT PD: 04/01/2006-03/31/2007 Final

SPID: 0303 PROTOCOL: 303 TYPE: RESEARCH

SHORT TITLE: The effects of nicotine on bone turnover in older women

LONG TITLE: The effects of nicotine on bone turnover in older women

AIDS: N TOTALS A B D
Inpatient 0 0 0

START DATE: 11/1/1999 Scatter Bed 0 0 0

Total # pts expected for entire study: 160 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0

RESEARCH BIONUTRITION N MULTICENTER STUDY N

INFORMATICS CORE Y CLINICAL TRIAL N

BIOSTATISTICIAN Y CORE LAB N

ANCILLARIES ONLY N

NON-HOST INSTITUTION: STATE,

INVESTIGATOR DEPARTMENT COTINTRY

ONCKEN, CHERYL MD Medicine

COONEY, JUDITH PHD MEDICINE YALE UNIVERSITY, CT USA
PRESTWOOD, KAREN MD Medicine

RAISZ, LAWRENCE G MD Medicine/Endocrinology

SUBPROJECT DESCRIPTION:

This study will enroll 150 subjects (smokers, postmenopausal women)to evaluate the effects of smoking cessation with either

nicotine replacement or placebo on markers of bone resorption and formation.

SUBPROJECT PROGRESS:

See publications.
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SPID: 0322 PROTOCOL: 322 TYPE: RESEARCH
SHORT TITLE: Circadian Blood Pressure Profile
LONG TITLE: The circadian blood pressure profile, its reproducibility and its relationship to sympathetic nervous system

activity, circadian physical activity, sleep quality and novel markers of hypertensive organ damage.

AIDS: N TOTALS A B D
Inpatient 0 0 0
START DATE: 5/1/2000 Scatter Bed 0 0 0
Total # pts expected for entire study: 150 Outpatient 0 0 0
Scatter RN Hours 0 0 0
Offsite Visits 0 0 0
RESEARCH BIONUTRITION N MULTICENTER STUDY N
INFORMATICS CORE Y CLINICAL TRIAL N
BIOSTATISTICIAN N CORE LAB N
ANCILLARIES ONLY N
NON-HOST INSTITUTION: STATE,
INVESTIGATOR DEPARTMENT COINTRY
WHITE, WILLIAM MD Medicine/Hypertension

SUBPROJECT DESCRIPTION:

About 20-30% of essential hypertensive patients will have less than the normal (15-20% of awake blood pressure) decline in blood
pressure during sleep. This higher than normal sleep blood pressure has been observed during ambulatory blood pressure
monitoring and such patients have been termed "non-dippers" to distinguish them from patients with a normal sleep blood pressure
decline, "dippers". Patients with nondipping sleep blood pressure are continuously exposed to higher blood pressure levels. This
persistent hypertension is likely to be injurious to the endothelium and other organs susceptible to the ill effects of hypertension.
Indeed, preliminary studies indicate that nondipper hypertensives have more evidence of hypertensive organ damage. The present
study will therefore examine some important issues regarding the criteria for dipper and nondipper categories of blood pressure, the
reproducibility of such categorization and the effects of daytime and sleep activity on the decline of blood pressure during sleep.
The study will also compare sympathetic nervous system activity, salt sensitivity, and insulin resistance measures in relation to

the extent of sleep blood pressure reduction. Finally, endothelial function, retinal vascular structure and left ventricular mass will be
compared in dippers and non-dippers.

The project will recruit 150 newly diagnosed and untreated hypertensive subjects to eliminate the effects of drug treatment on
blood pressure profiles. After an initial 2-week period when the presence of hypertension will be confirmed by clinic blood
pressure readings, patients will undergo 2 separate 24-hour ambulatory blood pressure and electronic activity monitoring sessions
about 1-2 weeks apart. During these two periods, awake and sleep sympathetic nervous system activity will be evaluated using
plasma and urinary catecholamines. Sleep quality will be measured using a questionnaire and actigraphy derived indices of sleep
quality. During the next two weeks and while remaining untreated, all patients will undergo endothelial function studies (B-mode
ultrasound), retinal vascular structure assessment (high-resolution retinal photography), and left ventricular mass estimation
(e