Mentors in the Affective, Anxiety and Eating Disorders Fellowship

Anissa Abi-Dargham, MD

Functional Brain Mapping

Themain emphasisof my researchs to use molecular imaging probes to investigate the
neurochemical abnormalitiesin brains of patients with sclophreniaor spectrundisorders,
alcoholism aswell asotherillnessesn collaborationwith investigatorsworking with the
Division of FunctionalBrain Mapgng. In schizophrenia, overdlastdecadepurwork has
contributedto the understandingf dopamnergc dysregulationn schizophreniaincluding
subcorticaD2 hyperstimulatiorieadingto positive symptoms and cortical deficit associated
with negative symptoms and cognitive impairment. In acoholism, we described impaired
ventrostriatadopaninergictoneassocated with the propesity to drink.

My recent work is focused on using imaging of the D1 receptor as a biomarker for cortical
dopamine transmission, and relating the measures to clinical symptom domains, cognition and
genotypes that may affect cortical function. New directionsiclude assessingarkers of
vulnerability to psychosis and addiction withdgng tools, as well as tdrationsthatmay be
presenin patientswith bothdiseasegastheyaffectsubortical transnssion in opposite
directions.

Fellows would learn al the basics of molecular imagingby working closelywith membersof the
Division of Functional Brain Mapping and will learn how to apply molecular imaging to answer
clinical questions. The fellowship is articulated into two phases. The first year is devoted to the
acquisition of the expertise and skills required for clinical investigation using PET, with focus on
basic receptology, neurochemistry, pharmacology and pharmacokineticyipciples of
radioctemistry andGMP, teachingof PETimaging (including physics and instrumentation,

image analysis, within and cross-nodalitiescoregistrationpartial voluming effects, ..),

functional neuroanatomy, kinetic analysisaoregion or voxel based approach, as well as
generabprinciplesof clinical investigationf CGMP, statisticsdrafting of IRB protocols). During
this year, fellows are encouraged ¢ouds on a projectinvolving developnentof a new

technique, such as a new radiotracer, and are involved in pcacérperinents in rodents and
primates, as well as related bench work. Duthmsecondyear,fellows areencouragedo use

the tools developed during the first year touson a clinical questionobtainpreliminary

clinical data and submit NARSAD and K awards. In conducting a clircal project, they will be
involvedin all aspect®f theclinical brain imaging study which include:recruitingpatientsand
their matched controls for participation in the study, assistinig conducting the studies, data
analysis, interpretation of results,dapublication or premntation of data.

Victoria Arango, PhD
Neurochemistry, Suicide
http://asp.cumc.columbia.edu/facdb/proile_list.asp?uni=val9&DepAffil=Psychiatry

Evelyn Attia, MD
Eating Disorders
http://asp.cumc.columbia.edu/facdb/proile_list.asp?uni=eal2&DepAffil=Psychiatry



Patricia Cohen, PhD
Epidemiology, Development
http://www. mailmanschool.org/shdir/pers.asp?ID=577

Thomas Cooper, MA
Neurochemistry

DavangereDevanand,MD
Geriatric Psychiatry, Memory Disorders
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=dpd3&DepAffil=Psychiatry

Michael Devlin, MD

Eating Disorders
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=mjd5&DepAffil=Psychiatry

Major research interestsinclude the psychological and psygharmacological treatment of
eatingdisordersandpsychobiologyof eatingdisorders.He recentlycompletedalarge-scale
NIMH-funded study of the treatemt of obese ingliduals with binge eatg disorderusinggroup
behavioral therapy, individual cognitive behaaidherapy andantidepressamhedication. He
is continuing to investigate thiele of psychosocia treatments in the manageent of obesity and
binge eating disorder. His interest in the behaliaspects of obesity has led to his participation
in a collaborative effort with researchers on the comnunity serviceto studythe evaluationand
management of obesity in a chronically emtally ill population. Additionaly, heis akey
collaboratoron Dr. Walsh@® studies of psychobiology of bingeting and translational research

in eatingdisordersaandaddictons. Mostrecently,he hasbegunwork as the site Pl on two
studies associated with the multi-site LABS (Longitudinal Assessment of Bariatric Surgery),
study initiated a study of eatinghmevioranddisorderedeatingasa predictor of outcomin
severely obese patients undergogagtric bypass surgery for obesity.

Bruce P. Dohrenwend PhD

Social Psychiatry, Epidemiology

http://www. mailmanschool.org/mghfacdir/profile.asp?uni=bpd1

The Departnent of SocialPsychiatrydevelopsand sustains a programhresearch on important
substantive and methodological issues in psychiatric epidemaa)y. The focusof the substantive
researchs on questionsabouttherole of adversityandstressin the onsetandcourseof
psychiatricdisorderghatareinversely related to socioecanx status (SES) -- especially
schizophreniamajor depressionantisocialpersonaty, alcoholism substance use disorders, and
post-traumatic stress disorder (PTSD). The methodological issues center on how to conceptualize
and measure stressful life events as risk factors for the development of disordersthat are

inversely related to SES.

Two main researclprojectsareunderwayin the Department. One is a study of post-traumatic
stress disorder (PTSD) in U.S. veteranghefwar in Vietnam funded by the U.S. National



Institute of Mental Health (NIMH) and amanymousprivatefoundation.The otheris studyof

the conceptualization and measurement of major stressful events over the life course that is aso
supported by grants from NIMH and freemmanonynous private foundation. Dr. Dohrenwend is
Principal Investigator on both studies which involve interdisciplinary collaboration with

colleagues from the Department of Psychiatry and the Mailman Schoolf Public Health.

Andrew Dwork, MD
Neuropathology

Jean Endicott, PhD

Depression, Menstr ual Cycle
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=je10&Depffil=Psychiatry

Dr. Endicott is involved, to soeextent, withthe designandconductof all of the research
projects and activities that are ongoing in the Deparnt of ResearciAssessmantandTraining.
However, her prirary areas of research dhe CollaborativeDepressiorsStudy(CDS), the
studies of mood and behavior along thenstrual cgle, andstudiesof the genetics of bipolar
disorder. The CDS is fosed upon the course diiness of subjects with major mood disorders as
well as a variety of coorbid conditions. Theubjectshavebeenfollowedfor 25-27yearsand
,0f the original 955 subjects, over 70 % of thnetknownto bedeadare still participating
(N=420). Dr. Endicott and her staff process haddle the data fromll five facilities and she
is involvedin planningmostof the analyses of the data and preparative of the papers from this
project.This projecthasNIMH fundingthrough2008. Funding will be sought to continue this
project. Thecurrentstudiesof moodandbehavor aong the menstrual cycle are mainly focused
upon analysis of long-term follow-up data aviliéafor over 400 subjects whoagnor may not
have had changes inaomd and behavior along tineenstrual cycle at the time of intake. The
stability of suchchangesthe degreeo which they are predictive of #hdevelopment of major
mood or anxiety disorders, and their relatiipgo lifetime mental disorders is being
investigated. Other projects involve testing the efficacy of various treatents for Premenstrua
DysphoricDisorder.

Dr. Endicott and her staff also collaborate witts. Miron Baron and Jurg Ott inalecular
genetics studies of bipolar disorder. . In additibeclinical datais usedto examne issuesof
phenotypecomorbidity, ageof onsetandother course of illness variables.

Brian Fallon, MD, MPH,
Hypochondriasis,OCD
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=bafl&DepAffil=Psychiatry

Abby Fyer, MD
Anxiety Disorders, Genetics
http://cpmcnet.columbia.edu/deptsph/epi/gcd/Preceptoréyer.html



Jay Gingrich, MD, PhD
Animal Models, Genetics
http://asp.cumc.columbia.edu/facdb/proile_list.asp?uni=jag46&DepAffil=Psychiatry

Alexander Glassnan, MD
Depression,Smoking, Cardiac Factors
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=ahgl&DepAffil=Psychiatry

Michael Goldberg, MD

Cognitive Physiology, Non-Human Primate Studies

http://www. cumc.columbia.edu/dept/murobeh/MGoldberg_center.html
TheMahoneyCenterin the New York StatePsychatric Instituteandthe Columbia University
College of Physicians and Surgeons is devtiedcreasingour undersanding of the neural
processing underlying huan cognition. The imestigatorsn the MahoneyCenterusethe
macagque monkey as a model system, using psychophysical methods toeasure the omkeyOs
behavior,andphysiologicalandneuropsychological ethods to carelateneuralactivity with
cognition. Thereare6 faculty membersin the MahoneyCenter:My ownresearchs onthe
physiology of cognitive processesin the monkey. | use psycbphysical, pysiological, and
computational methods to understand how the brain organizes cognitive processes such as visual
attention, spatial perception, and decisicakimg. | ambeginning to explore possible
applications to the clinic of our resultsin the lab.

JoshuaA. Gordon, M.D., Ph.D.

Systems Neurophysiology oPsychiatric Disaders

http://www. cumc.columbia.edu/dept/neurobeh/Gordon.html

Cloningof geneswvhich predispos to neuropsyhiatric illness is proceeding rapidly of late. Yet
identifying such predisposition genes is biitrst stepin understading the pathophysiology of
mental illnesses. We study genetic models of these diseases from an integrative neuroscience
perspectivefocusedon understading how a given disease miiba leads to a behavioral
phenotype in disease-relatedmse models. Tthis end,we enploy arangeof systens
neuroscience techniques, includingszivo anesthetizedndawale behaving recordings.

A mgjor effort in the laboratory is amed at identifying the effects of a deletion in the serotonin
1A-receptor (5-HT1AR) that lead to a phenotype of increased anxiety-related behavior. Data
from lesion and tissue-specific, induciblerescueexperinentssuggest that the phenotype arises
due to a lack of hippocampal 5-HT1ARs durteyelopnent. Accordingly, we have identified
cell anatomical and functiona abnornalities in the hippocampu®f 5-HT1AR knockouts. Of
note, we find an increasn the powr of theta (412 Hz) oscillationsin the hippocampiof these
animals during exposure to an anxiety-provoking environmnt. Thea power alsocorrelateswvith
thedegreeof anxietyon anindividual animal-by-animal basis.Thesedataarguethat
hippocampal dysfunction plays arole in theanxiety-relategphenotypein 5-HT1AR-deficient
mice. Currenteffortsincludefurthercharactedation of the nature dfippocampal activity
differences using multiple single-unit recordings, as well as attempts to prove causality by



artificially altering theta oscillationsdirectly in wild-type mice and examining the effects of
these alterations on anxyetelated behaviors.

We are also in the process of evaluating several additional mouse models of psychiatricillnessin
collaboration with laboratories a Columbia and elsewhere. For exagute, in a collaboration with
Dr. Lorna Role, we have begun to exaenventréstriatalactivity in neuregulin-1 (NRG-1)
heterozygote anials. NRG-1 has been identifi@d a schizophrenia-predisposition gene in
several independent studies, anderiacking a sigle copy of the genehaveseverabehavioral
hallmarks of schizophrenia.

Rene Hen, PhD

I ntegr ative Neur oscience

http://www. cumc.columbia.edu/d@t/neurobeh/Hen_center.html

My research is focused on the contribution ebgmin (5-HT) receptor® pathological states
such as depression and anxiety. Plawoiogicalstudiesandmolecularcloning haveidentified
several subtypes of receptors with distinct proes, signaling systespand tissue distributions.
However, the study of the functiaf individual serotonin receptaubtypesasbeenhanpered
by the lack of specific drugs. In addition, a rhenofthe serotonergic drugkatareactivein the
treatment of neuropsychiatric disorderdanfluencethewhole serdonergic system. For example,
antidepressants such &sdxetine are 5-HT uptalblockersandpotentiateheactionof 5-HT at
multiple post-synaptic sites. To dissect the contributions of individual serotonin receptorsto
physiology and behavior, mouse mutants lacking individual receptor subtypes were created in his
laboratory, providing genetic @ads for a number of human behavioral traits such as
impulsiveness, depression, and anxiety. Tissue specific and conditional knockouts are currently
beingusedto identify the neuralcircuitsunderying thesetraits. Recentlyhis lab has alsobeen
investigating the furtmn of the ventral hippocampuadthe contribution of hippocampal
neurogenesis to ood and cognition. Specifidy, theyhaveshownthatantidepressants
stimulate the division of neuronal progenitor cellghe dentategyrus,whichin turnresultsin an
increase in the number of immature neurons in theadulthippocanpus.Furthernore,using
various ablation strategies thigveshownthathippocanpal neurogenesiss requiredfor sone
of thebehaviorakeffectsof antidepressantdlovel antidepressant therap ained at targeting
directly hippocamal stem cells & currently under investigation.

Joy Hirsch, PhD
Brain Imaging, Neurocircuitry
http://www.cumc.columbia.edu/dept/neurobeh/Hirsch_center.html

Roberto Lewis-Fernindez, MD

Anxiety Disorders

http://www. cumc.columbia.edu/dept/lec/staff/lewis_fernande.html

Dr. Lewis-Fernindez is Director of the HispanicTreatnent Program in the Anxiety Disorders
Clinic at NYSPI. His research focuses on aadtpsychiatry,andparticularlyon services
research with US Hispanic populat® He isamemberof the SpecialtySettingsstudy groupof



the NIMH Services Branch. Ongoing workvolvesthefollowing areasl1) Developnentand
testing of a manualized approach for helpingitige the care of Hispanic patients with MDD

from primary care to mental health (MH) settings. Culturally adaptedechnique®f outreach,
evaluation, and treatment choice negotiation are impleanted to help overcoenaccess and
stigma barriers to use of psychiatric servicdshis is supported by an R34 grant froéitMH. 2)
Furthertestingof a promising novelapproackHor improving retention in antidepressant therapy
(ADT) by depressetiispanicgthatintegrates culturally adapted Motivational Interviewing with
standardADT. Pilot datarevealedareductionof 55% in treatrant non-retention using the new
approach.Supportedn pastby anNIMH R21;pending approval of an RO1 to conduct an RCT.
3) Evaluation of pseudo-psychotic sympwpnesentedy Hispanicsto primary careandMH
services as part of anxiety and depressive deserdThe goal is to enacterize theifference
between non-psychotic and psydhaxperiences thatag be pesented with similar idioms

(e.g., voicesshadows) tancrease tla accuracy of diagnostic evaluationev&ral databses are
available in this area for writing papers,aswell aswork in the near future on preparing a grant
applicationto NIMH. 4) Ongoingwork in community-basegbarticipatory research with
community agencies and primary care settings in the VWshington Heights/Inwood area.

Sarah H. OHollyO Lisanby, MD

Brain Stimulation
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=shl24&DepAffil=Psychiatry

Dr. Lisanbyspecializesn the useof emerging € ectromagnetic means of modulating brain
function to study and treat psychiatric disoed@he Brain Stimulation and Neuromdulation
(BSN) Division encompasses preclinical, trandational, and clinical research prograsrat NYSPI
and NYPH utilizing existing aneémerging brain stimulation and neuromodulation interventions
in psychiatry. Active researchn the BSN spans basic neuroscience studies on brain behavior
relationshipsto novelinterventiondevelopnent,to clinical trials. Available brain stimulation
techniquesncludedeepbrain stimulation (DBS), modifi cations of electroconvulsive therapy
(ECT), magnetic seizure therapy (MST), transcranial direct current stimulation (tDG),
transcraniamagneticstimulation(TMS), andvagusnerve stimulation (WMS). These techniques
are applied alone as prob@snterventionspr in conjunctionwith functionalimaging
(simultaneous TMS/fMRI, TMS/PET, TMS/MB). Thelab hasinstalledequiprentfor
TMS/fMRI interleavingto studytheimpactof TMS on neuralcircuitry. Othercombined
imaging/stimulation work includes a Dahanded project using MRS to study the
GABA/glutamate effects of lovand high frequency rTMS, TMS/PET studies on the impact of
TMS on frontostriatal dopaime circuitry, and fNRI-guided TMS to stdy languagegprocessing.
Dr. LisanbyOs teaimvestigates the impact bfain stinulation techniques on hippocampal
plasticity (including neurogenesis, synaptoodeling,andgeneexpression), cognitive
function, and neurophysiology viaintracerebral recordings. These anatomical, cognitive, and
physiologicalendpointgrovideintermediateoutcane measures to guide the develogmh of
noveltherapeutiénterventionsand representorecapabilitiesin herRO1-supportedvork onthe
developnentof magneticseizuretherapy(MST) asalessinvasivemeansof performing
convulsive therapy. MBcan induce seizures frofacal regionsof the cortexthatdo notinvolve
deeper brain structures (such as medical temporal cortex) that are implicated in the amnestic side
effects of ECT. Parallel stughin apreclinicalmodel(RO1MH60884) and in patients with
depressiofNARSAD, Stanley AFAR) testits feasibility andsafdy. ResultssuggesthatMST



hasa betteracutesafetyprofile thanECT in patientswith depressionandneurophysiological
evidence that M ST-induced seizure are more focal and result in relative sparing of hippogaus
compared to ECT. This ay have implicationgor the mechanisrms of adion of convulsive
therapy,andfor antidepressargathwaysn generd Work with subconvulsivdevelsof TMS
enconpasses basic studies using TMS in conjanowith functional imaging as a mapping tool,
and clinical trialsin the treatment of depression and other diserd. One project utilizes fMRI
and TMS in the study of the effects of sleep degtion on working memory circuits. Thiswork
hasisolatedbrain networksthat areexpresseduringtaskperformance, affected by sleep
deprivation anddifferentially affectedasa function to cognitive segptibility to sleep
deprivation. Other projects examine field implementation strategies for TM S and the use of

TMS in the studyof othercogntive processesThegrouprecently completed an industry-
sponsored pivotal multicenter trial of TM S in the treatment of depression, the results of which
arescheduledor FDA panelreviewOct2006. The group is midway through asimilar NIMH
sponsored multicenter trial of TMS forgtession (R0O1 MH069895). Other NARSAD and K-
Award supported work entails a clinical trial B¥1S in thetreatrent of schizophrenia Other
active studies include clical trialson TMS in thetreatnernt of OCD, tDCS for depression, and
VNS for depression, including a study of thepantof VNS on TMS measures of cortical
excitability. TheBSNincludesa TMS Technobgy Development labotary, which recently
designedanovel TMS devicewith morephysiobgically informed pulsecharacteristics.

John Mann, MD
Suicide, Depression
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=jjm&DepAffil=Psychiatry

Randall Marshall, MD
Trauma, Resilience

Patrick McGrath, MD
Depression, Pharmacology
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=pjm5&DepAffil=Psychiatry

Edward Nunes, MD

Co-Occurring Substance Abuse and Psychiatric Disorders
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=evn2001&DepAffil=Rychiatry

Dr. NunesO research focuses on the develapofi new behavioral and phaaoological
treatment approaches for patients with psycheatmd substance use disorders, as well as how
the co-occurrencef thesedisorderamay shedlight on their developent and pathophysiology.
Treatnent of Co-occurring Psychiatric and Substance Use Disard@rsNunes and his tegm
including Drs. Ken Carpenter, Mfed Raby, andthers haveconducteda series of controlled
trials of antidepressamhedicationsandbehaviorakreatments for depression among drug
dependenpatientsin relatad work, Dr. NunesandCarpente collaborate with Dr. Diana
Martinez,whois studyingresponseo behavoral treatnent and bain doparme functioning,




usingraclopridePET. Dr Nunesalsomentors junior colleaguestudyingotherdisordersco-
occurring with substance abuse including gang (Dr. CarlosBlanco),impulsiveaggression
(Dr. Stephen Donovan), neuropsychologicgbainment (Dr. Efrat Aharonovich), childhood
disorders (Dr. Jeff Wilson), and pain (Dr. Maria Sullivan), and he collaborates with Dr. Deborah
Hasin on epidemlogy and structurediagnostic assessment of comorbidity.
BehavioralTherapyandNaltrexoneMaintenancdor Opioid DependenceNaltrexone is of
interest because it isapure antagonist with theoretical adtapes as a treatment for opioid
dependenceyut poor clinical effectiveness because of poat@rence.Dr. Nunes@am
including Drs. Maria Sullivan, Kend&pente, and JamRothenberg, have developed a
behavioratherapyto improveadherencéo ndtrexone naintenance for opioid dependence, and
are now extending this approafci usewith newly developedong-actinginjectableforms of
naltrexone.

Community Based Trea#nt ResearchDr. Nunes is Principal Ingtigator of the Long Island
Node of the NIDA Clinical Trials ®work (CTN), a cooperative agreement (U10) between
NIDA and 17 Nodes (alliances between academic medical centers and community treatment
providers) nationwide dedicated to evaluatingeffectiveness of treatments for drug
dependencen real-worldcommunitytreatmentprograns. The Node has participated in a
number of multi-site trials of behavioral or pharmacological treatments for drug dependence, and
has directed two national multisite trials on behaviora treatments for PTSD (Dr. Denise Hien)
and HIV risk reduction (Dr. Susan Tross). eModealsosupportother RO1 funded studies,
includinga studyon the geneticf opioid depadencgDrs. Herb LachmanandJim Knowles)
anda studydevelopingnewmethodsfor training community clinicians in the skill of
Motivational Interviewing. Thi¢atterprojectinvolves collaboration with Dr. Paul Arhein, a
psycholinguistdevelopingmethodsfor analyang the language prodadby patientsduring
therapysessiongandits relationshipgo neuropsychological functioning and to treatrn
outcome.

Mark Olfson, MD

Health Services
http://asp.cumc.columbia.edu/facdb/proile_list.asp?uni=mo49&DepAffil=Psychiatry
DepressionAn analysisof trends in antidepressant treatment

following the FDA warnings concerningerisk of suicidalthoughtsand

behaviorin youngpeople.

Suicide A cohortstudyusingMedicaid claims datato examine

relationships between outpatiergdtnent with psychotherapy or

antidepressant medications and medically injurious suicide attempts and

conpletions in adolescents and adults with depression.

Maria A. Oquendo, MD

Bipolar Disorder and Suicide
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=mao4&DepAffil=Psychiatry
Pharmacotherapy of High Risk Bipolar Disorder

This prospective, parallel group, double blirmhdom assignment treatment study of suicide
attempters with Bipolar Disorder, compares the effects of acute and maintenance treatment with



lithium and valproate in the prevention of suicidal behavior in these subjects. The project will
testthefollowing hypotheses(1) Lithium treatment will be gperiorto valproatein the
prevention of suicidal behavior (suicidal acteprsodes of suicidal ideation with a plan that
would require a change in treatment such as addition of a rescue adication or hospitalization).
(2) Thetwo treatment groups will not differ in terms of the total number of episodes of, or total
duration in, amajor depression or mixed mood states.

Serotonin Transporters in Depressed BipolaSubjects: Relationshipto Suicidal Behavior
and 5-HTT promotor genotypeUsing PET and*C-McN5652in vivo visualization of the
Serotonin Transporter ispossible. Comparisons of 5-HTT bindingin bipolar patientswith and
without suicidal behavior antierelationshipbetweerb-HTT bindingandthe S andL allelesfor
the pronotor regionof thegenefor 5-HTT.

Early Detectionand Preventionin Offsprin g of Individuals with Bipolar Disorder Children
aged 5 to 25 who have at least one parettt bipolar disorder receive thorough clinical and
neuropsychimgical evaluation. In addition,functional Magnetic Resonance Imaging and genetic
datais obtainedn orderto identify early genetic, neuratlbgical, neuropgchol ogical and
clinical risk factorsfor this disabling, heritable disorder.

A Randomized Controlled Study Comparing Floxetine with Bupropion for Imp ulsivity
and Suicidality in Patients with Major Depressive Disorder and Comorbid Alcoholism
(Abuse or DependenceYVe will test the hypothesis that fluoxetine, an SSRI, will be associated
with fewer suicide events (defined as suicidal acts or increases in suicidal ideationnecessitating
change in ranagenent), decreased suicid@eation and decreases in neuropsychological
measures of impulsivity compared to bupropion. The non-serotonergic drug, bupropion will
improveenergyandhopelessnessWe expectthetwo drugs to be equally efficaciauin reducig
global depression severity. We will compare fluoxetine with bupropion in a 6-month
randomzed, controlledstudyof major depressivalisorder and coworbid alcoholismn patients
who have a prior history of suicide attetnThestudy will provide six minths of antidepressant
pharnacotherapy as well as psychotherapy $&clion alcohol relapse prevention. Patients will
alsobeencouragedo attenddaily Alcoholics Anonymous meetings. The outconme measuresvill
be: 1) occurrence of suicideants; 2) reduction of suicidedeation; 3) reduction in
neuropsychological measures of impulsivity.

Prediction of Suicidal Behavior in Mood Disorders: This studyexaninesclinical and
neurobiological factors related to suicide afsnit is the first prospective study of suicidal
behavior using biological and clinicaleasuresn two major diagnosticgroupsin theU.S.;
schizophreniandmajor depression.Theaims are:1.) To assess potentia clinical predictors of
suicideattemptsduringatwo yearfollow-up in mooddisorders.About onehundredsubjects
with MDE will also have Borderline Personality Disorder; 2.) To assess the relationship of
serotonergic and HPA functiomaotherbiologicalindicesto sucide attempt behavior during a
two year follow-up;3.) To conpare neurobiological and clinicptedictors ohigh versus lower
lethality suicideattenpts sincehigh lethality attempts may be a proxy for completed suicide; 4.)
To assess the relationship of polymorphisms of serotonin-related andther candidate genesto
pastandfuture suicidalbehaviorandto indicesof serotonergic function.

Planned:

Suicidal Behavior in Latinos with Major Moo d Disorders. Much of the prelinmary work of
scale trandation for this projecthasbeenconpletedandpublished. We intend to study suicidal
behaviorin Latinosin theUS of Pueto Rican, @ban, Donmican and Mexican heritage.
Epidemologic data strongly suggesthattherearedifferencesan the prevalence of suicide



attenpts and corpletions in these groups andtthesedifferencesarenotaccountedor by
differences in rates of Major Depressive Episodes.

Ramin Parsey M.D., Ph.D.

Brain Imaging
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=rp242&DepAffil=Psychiatry

We are studying depression angdddar disorder in adults ugira number of imaging techniques
including positronemssiontomography(PET), magnetic resonance imaging (MRI) and their
variants including function@¥RI, diffusion tensor imaging, and ragnetic resonance
spectroscopy. Clinidly we use these toote deternme neurochemcal pathophysiology and try
to develop diagnostic and treatment planning measures. On a re basic science level working
with the statisticianphysicists andchemstsin our groupwe haveanextensivepreclinical
radioligand development program and many interests in maethernatical nodeling of the PET data
and image manipulation agorithms.

Bradley Peterson, MD

Brain Imaging: MRI
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=bp2014&DepAffil=Rsychiatry

Dr. PetersonOsesearch interests lie primarily in the applicationsof neuroinaging to the studyof
brain-behavior associations in nandevelopnent and in serious childhood neuropsychiatric
disorders, such as Tourette syndepfbsessive-Compulsive Disorder, Attention-
Deficit/Hyperactivity Disorder, andffective DisordersHe alsois actively involved in studying
the long-term effects of preature birth on braidevelopnentandneurobehaviorabutcone and
the effectsof environnental toxinson braindeveloprent. His imaging studies typically airto
integrate anatomical and functional MRI datawith genetic behavioral,neuropsychologicahnd
synmptom measures in large spi@as ofparticipatingchildrenandadults.

TheMRI belongsto theNew York StatePsychiatrt Instituteandthe Departnent of Psychiatry,
Columbia University. Our facilities include a3T GE Signa MR scannerp8 Workstations, and
Dell Computers that support acquisition and analysisof anatonical MRI, functionalMRI,
Diffusion Tensor Inaging, and MR SpectroscopytdasetsWe studybrainstructure and function
in healthy and neuropsychiatrityadisorderecthildrenandaduts using state-of-the art MRI
methods. Our mission is to understand normal brain development and the neural basis of basic
psychiatricdisorders.

Lorna Role, PhD
Neurochemistry
http://www. cumc.columbia.edu/deptneurobeh/Role_center.html

Steven Roose, MD
Depression, Psychoanalytic Psychotherapy
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=spr2&DepAffil=Psychiatry



C. Daniel Salznan, MD, PhD
Neurobiolgy, Primate Studies
http://www. cumc.columbia.edu/deptneurobeh/Salman_center.html

In order to understand the biological basisof psychiatricdisorders, we must understand
the diverse physiological propesief individual neuronswithin particular brain regions related
to enotion and psychiatric illness. Neurons vinitlsuch brain areas formany discrete neural
circuits that ailmost certainly have important anddistinctfunctionsin both nornal and
dysfunctionalermotionalbehavior. It is thereforeessentiato developappropriateanimal models
for studyingthe physiologyunderlyingenotionalbehavior.

In my research, we use the alert, bahg monkey experirental preparation to
investigate the neural basis of @mon. In thisanimal model,the activity of singleneuronscan
be monitored simultaneously with the performance of a cognitive task, allowing direct links to be
forged between individual neuroaadpsychologicaprocessesOur generaklpproachnvolves
using conditioning procedures so that previgusnocuousstimuli becomeassociatedvith
rewardsandpunishnents. During experinents,we recordthe activity of individual neurons in
brainareassuchasthe amygdalaorbitofrontalcortex,andthe midbrain (dopamine neurons).
We seekto relateneuralactivity to monkeys@notional learning and behawi These studies of
the neural mechaniswnderlying emotional prosges in primates, once established, pronse to
provide opportunities for stlyingtheinfluenceof phamacological interventions on
neurophysitogical respnses and emotional behavidn this manner,our approactwill help
link psychopharmacology to neurophysiology and behavior. Ultimately, these studies may
therefore contribute to the development of new pharmacol ogical treatments for psychiatric
illnesses.

Franklin Schneier, M.D.

Anxiety Disorders
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=frs1&DepAffil=Psychiatry

My areas of interest include the following:

1. Clinical trials of medication,cognitive-behavioratherapy,and integrated treatmentsin
social anxiety disorder argkneralized anxiety disorder.

2. Investigation of subimssive behavior ag nodel for social anxiety disorder through
studies of gaze aversion in patients and nommuyprimates, using eye tracking and fMRI.
3. Investigation of decision aking in socialanxiety disorder and generalized anxiety
disorder.

4. MRS study of GABA and glutaate in sociahnxiety disorder and generalized anxiety
disorder.

5. PET dopanine neuroreceptoimagingin depression and anxiety disorders.

H. Blair Simpson, MD, PhD
Obsessie Compulsive Disorder
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=hbs1&DepAffil=Psychiatry



Mark Underwood, PhD
Neurophysiology

B. Timothy Walsh, MD
Eating Disorders
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=btwi&DepAffil=Psychiatry

Myrna Weissman, Ph.D.
Genetic Epidemiology
http://asp.cumc.columbia.edu/facdb/profie_list.asp?uni=mmvB&DepAffil=Psychiatry

Genetics A genetidinkageandassociation study of panic disorder including a complete
genome scan of 130 multiplex families and over 1,700 relativesisin the data analysis phase.

A six-sitestudyto collect1,000sib pairsaffectedwith earlyonsetrecurrentmaor
depressioims underway.

A Program Project Grant in collaboration with E. Kandel,C. Gilliam, R. HenandA.

Fyer, began in 2003. The aim isto understand the genetic basis for fear and anxiety disorders in
humans by identifying variant forms of genes that may contribute to pathologicabnxiety states.
The underlying ideaisthat both learned and innate fear are tractataegets for genetic analyses
in mice and humans. To accomplish the aim dealing with human anxiety disorders we will

provide well characterized clicel samplesandDNA from subjectswith panic and social anxiety
disorder and controls.

Imaging in Families at High Risk for Depression The overall am has been to
understandhe long-term,tenporal sequencard familial patterns of psychiatric and behavioral
problens from childhood to adulthood of offspry at high and low risk for depression. This
study has had 4 waves of assemsts and 3 gemationsandbegamearly20yearsago. A
current aim is to define the neural correlates of familial risk for depression in subjects in the 2™
and 3 generations of this cohort usiagatomical and functional MRI.

Therapeutics The am isto study the impact of areduction of maternal depressive
symptoms on children® psychiatric symptoms and social functioning, asanancillary studyto the
multisite Sequenced Treagmt Alternatives to Blieve Depression (STAR*D) study.

Epidemiology A survey of the prevalence of bipotisorderandotherdisordersn
1,000 systemtically ascertained patients corgto primary care has been completed. The
impact of September 11™ onratesof PTSDandutilization has been assessed.




