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SEP 25 2008

The Honorable Charles E. Grassley
United States Senate
Washington, DC 20510

Dear Senator Grassley:

PU0lic Health Service

Nati&naUflstitutes of Health
8ethesda, Maryland 20892

This is in response to your July 31 correspondence regarding a conflict of interest
involving a National Institutes of Health (NIH) grant to Stanford University.

First, let me reiterate our commitment to ensuring that all NIH-funded research is
objective and is conducted with transparency, under the highest ethical standards. NIH
takes its responsibilities in this area very seriously, and we are working diligently to
improve our oversight of conflicts of interest related to funded research.

Your letter poses several questions related to actions taken by Stanford University with
respect to Dr. Schatzberg's alleged conflict of interest. In 2005, the National Institute of
Mental Health (NIMH) took several actions to mitigate any possible effects of Dr.
Schatzberg's outside financial interests. At the time, the goal was to institute checks and
balances to protect the integrity of the research. Although we have no reason to believe
the research was in any way compromised, we recognize that the current management
'plan needs to be reviewed and reconsidered. As you know, Dr. Schatzberg stepped aside
as the Principal Investigator for NIMH grant MH50604 so that a new management plan
can be developed for this grant. We are working with Stanford University on this plan
and will keep you apprised as we proceed.

Enclosed are complete responses to the questions and requests for information included
in your letter. Please contact me if you have additional questions.

Sincerely,

~~
Elias A. Zerhouni, M.D.
Director

Enclosures































































research rnetf'IocdGfogy, and dl'HaJ resureh design. Inadldition, allfl=eIIows are
required to take a eourse·~ on ethics in rrte!dieal research. l'ratAees also
have access to a wiele ami)' of more speeialiud course WGrk. AU Fellows are
expected to design and COAdu¢ttheir own researchprQjeGts. Asststarlee is given in
preparing trainees to ilPplyf« their own'fu~tG supp0rt their ,...,-eh post
fellowship. Pr'Ggram awersight 8nIlI =minulll review of b$th tile program and the
trainees' progress is I'fovicdeld by 8ft Executive Committee representing the
principal areas of research and the training des. The progr.m is now in its 9th
year. Thifty-one trainees have been entereId into the program (14 MD's and 17
PhD's), and SFeRoWs are eurrently in the pro.gJ'am. ThYS, the program haS been
successful in recruiting both M.O.'S and Ph.D's, in filling all the funded positions
available, and in retaining Fellows accepted 10 the program. Fetlows have been
successfut in OOtaintng faculty positions, K..Awards, NARSAO YoWftSllnveqator
Awards, etc. Four fellows left before eompIeting the full 2 years: one Qbtained a K..
award; one ~ined her own ifldMdual F..31 awarm at Stanford; one took a tenure-­
line faculty positiOn; and one tOQk II research positiOn in iMustry, blJt is now a
Research A$sociate in our .

2007 SU01MH061504-0S REvAMP-foltow-Up Study OESCRIP11ON (provided by appficant): The goal of the OI'IgOtng N1MH funded
multi-site study entitled "Research Evaluating the Effect of Augmenting Medication
with Psychotherapy" (REVAMP) is to investigate psychotherapeutic strategies for
treating chronic forms of major depressiOn unresPCilnsive to medication alone.
Patients (n == 9(9) are·treateGl tnitially with one of several phal'lTlUCillogie strategies,
as guided by a staged algcrillm. Those who do not remit after up to 12 weeks of
treatment (estimated n == 500) receive the next al!i)Ofithm-guicled pharmacotherapy.
In addition they are randomiEed to Cognitive Behavioral Analysis System of
Psychotherapy (CBASP), Supportive Psychotherapy (SP), or CIiNeaI Management
(CM). At exit from this 12-week randomized therapy trial at! ¢Onsenting patients
enter a 24-month natlJl"8listie foIIGw-up to investiSJatethe lIIurability of the acute
approaches in keeping patients well. It is hypotflesizecd that patients who received
augmentation with CBA$P in ac!tcifltiOn to swit¢hiflg medicatiOn witl have better long­
term outcomes (e.g., more time in remission, lower sympton'l ratiAgs, better social
adjustment) than patient$ reoeiving a medication switeh amne, and patients who
received SP augmentation wiG fall in between. We also hope to test whether the
Ionlrterm effects of CBASP are mecltated by teaching patients more effective
social pr~soIving skHls. we now are submitting a competing cwmtinuation
application to ¢Ompletethe inaJ 3 years of the follow-up. SOme prior studies have
showed enduring effe¢ts ofpsyliNtherilPY in cdepressed patients (afthough not in
chronic forms of MOD), but other studies have failed tofindsueh an effect,
including the NIMH C.bGrative Treatment Study. This feIIow-up study will
address the important C!juestiGn I!lf whether auwmentatiOA with 12 weeks of CBASP,
a therapy developed. chnIm:ie ~essiOA, felds.i(:l --.,I. """'_.~
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2001 MGdeI 0f Hyperwt1isoliSm
fQr Major Depression

in a chronic sample averht provkiIed by pharmaeGtherapy alone or in
c:ombinattOO with a less spe¢ifie form of psyehGtherapy.

DeSCkIPflON (1'f~ .tty eppIieant):lhep~ researth ccontinues
previousfy fundecll stuQies Gf behavioral, eenular, anGt meleeular;enetic a$p8G'ts ef
hypothalamic-ptluitary-adrenal (HPA)-axis regWatiGn _ pHt-stress recov.,-y. The
centralhypethesi$ is tha.t dimtniShed hippecampaJ velume is a cause and not just
an effec;t ef stress-reiatedpsy¢hopathelGgy as I'I'IGdeIeGt in aM female monkeys.
Female animal mocdels 0f stress-related depressive diseTGler$ are important
because prevalenee rates ef CiJepressieA in women ere nearly two-times higher
than in men. There is also a need to bricdge the gap between brain imaging studies
of humans with major <ilepression and animal models·tt\at fo¢us on c:elfular and
molecular levels ef neuroseience researen. In this regarlll, mmhuman primates
offer attractive oppcDI'tunities for cross-di~inary transtatienal research. The
studiesprcl)poHd here test in mcmk.eys the fGllowing speemc preciiictions. Adult
females with $ITIall hippooampal volumes (Le., sefeeted from the bottom third of a
normal distribution) Htermined befere initiation of the study will respond to
repeated exposure to cyeIe$ of social isoIation-il'lducelll hypercortisoUsm with
impaired spatial memory, inereased anhedonia, and HPA-axis dysregulation as
compared to females with large t1ippocampi (Le., top third oHtle cllistribution)
exposed to cyeleS of social isoIIItion, or matehedfemale monkey controls housed
continuously in pairs. In response to subsequent social stimulatien after each cyde
of social isolation, females with small hippoeampi will show an impaired capaeity
for recovery. Femalese~ to cycles of isolatioo and social stimulation witl also
exhibit hippocampal volume loss as eomparedto matched female controls housed
continuously in pairs. The behavioral and neuroendoerine effeds of hippocampal
atrophy will be greatest in females with initially small hippocampal volumes as
predicted by a thresh0ld model describeGf in the Research Plan. Adult females with
initially small hippoampi witl respond ta repeated isalation and social stimulation
with diminished hippooampal neurogenesis and increased g1usocorticoid receptor
gene expression compared to femates with equally small hippocampi haused in
stable pairs. These·sMiIie$ ctrOSS the boundaries Of rnoleeular, c:ellular, and
behavioral neurosc:ienee with the ultimate goal of building a foundation for
impraved treatments and the prevention of major Glepression by elucidating the
relationstlil) between hV_~S0U$m and hi I volume.

-~-----~ ~----------~---
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HPA Axis/t)opamine
IAtel'actions in PSycmcMfc

Depression

A Biobehavioral Research
Traming Program

0ESCRIPllON (proviIdM by appIiant): "f"he~ .....rc:hexteAd$ previous"
funded sMiles on the pathoph~anCII tratmer'!t Illf psyehGtit mejor
depressillln (PMO)~ a severe and often~iAg form Illf depression. Results thus
far indicate that PM{) patiems~e: signifieaAtly elevated c:or'tisol activity
during thee~~ periGd (1800 - (MOD Ars); impeired performace ClIA

tests Illf atteAtion, executive fuentiGni"S!, and verbal and WGl'king memory;
increased lIGtivity Illf prefrental subgenual CIllf'tel( on fMRI; smaller hippoeampal
volumes on struetural MRt; and I'8pid improvement in psyCl10siswith a
sglucoeorticoid receptor antagonist, mifepristone. Based on these results, the
proposec!l stU«!fies test tM following hypotheses: (1) In PMO pat-ients, the
significantly higher ItOftisolleveis observed Iduringtl'le quiescent period are
associated with cde¢reaSed responselllf miner~teoid r.ceptors (MR's) to
ehallenge with a MR agonist; (2) HippCf)eampal VGIume is signific8ntly smafler in
PMO patients than in NPMOs amd HCs. In depressed patients, smaller hippocampi
are associated with Cilecreased MR respIllA8eS on ludroeortiSGAe ehatlenge; (3) 3
days Illf treatment with SOOmg/lday Illf mifepristone results in Sifnificantly Ifeater
improvement in psych0tic sympt0ms than ClIoes pJacebo anld tAis improvement is
maintained for at least an additioAal2 weeks; (4) Improvement in psyc:hOtic
symptoms with mifepristone treatment is assQciated with a¢Ute increases in
cortisol and ACTH levels, steepening of both eortisol and ACTH slopes, and
¢hanges in MR aetMty; and (5) In PMO, fMRI prefr-oAtal subgenual cingulate
activity at rest is signikaAtly inereased compared to NPMOs or controls.
Improvement in psychosis with mtfepristone is associated with decreases and
increases in fMRl activity at rest iI'I the prefrlllntal swbgenuaf eingulate and
hippocampal regions, respectively. The approaehes used to address these aims
move across various I!fisciplines, with the u1tfmatellOallllf understanding why some
depressed patients become psychGtic or 0therwiSe cognitively impaired, and
uncovering new and faster methIllds Illf treatment ferPMO and stnass-reJated
psychiatric dislllflllers. Of pafticufar importana is that the treatment may be
tffective even when liven int~Y.
O·ESCfUP1l0N (rmwicted by appIiant): This is an applieaticm for Competitive
Renewal of an instilLltional trainil'lg grant. The intent Illf this training program is to
prepare MO's and PhD's for a eareer in dmial and translational research in m00Cll,
eating, or anxiety disorders. Physicians are eftgible if they have completed the
PGY 3 year Illf psychiatry training or PGY 4 year Illf neurology; psych0logists if they
have compIeteClI a dinal internShip. the program is aAtered on three disHse
entities: mooed CIfisGrders, amcietv CiliHfders, and eating disorders, refteetingthe
ongoing and~iASJ research interests Illf the core faculty involved in the
program. FeIlow$' work with a mentor who is a member of the Stanford University
faculty fer a period Illf two years em .projeGtS related to the phenomenology, c:linicat
bioloQY . . brain' " ~,~,q CllUtcGme in the
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three mapr GlIasse$ Cllf discmilers. the~ inc!:k.tGes formal seminars in
researeh rnethMGIogy, and dinial~ desitn. In acfcdition. all Fellows are
required to take a c:ourse tecusect on etN¢s in medial research. Trainees also
have aec::esstm a wide array elf mere~ eoufSe work. All FeRows are
ex:peeted to _ign and COI'Iduct their CMn researchprojeds. Assistance is given in
preparinslrainees to lPPfy for their ownfuNfing to swpporttheir research post
fellowship. Pr-ogram oversight and contiAuaI review of both the program and the
trainees' Ji)f'GgfeSS is provided by an IExeeutive Cemmit.tee representing the
principal areas ()f research and the ftiniAg Sites. The Program is now in it$ 9th
year. Thirty-one trainees have been entered into ther-retram (14 MD's and 17
PhD's), and 8 Fetlows are currently in the program. Thus, the program has been
sUcce$$fut in recruiting both M.D.'s aM Ph.D's, in fifling all the fundec:fpositions
available, and in retaining Felows aecepted tottle program. Fellows have been
successful in obtaining fa¢Ulty positions, K-AwartlJs,NAftSAD Young Investigator
Awards, C. Four fellows Iert before eompIeting the fufI 2 years: one obtained a K­
award; one obtained her own individual F..:81 awar<d at Stanford; one took at tenure­
line faculty pci)sition; and one took at researeh positjon in industry, but is now II
Reseatreh A$SoC:i_ in our -'P2lf'tment.

2008 SU01MH0615Qi4..07 REVAMP-'0f1ow-Up Study O'ESCRJPTlON (provided by appfic:ant): "I"he goal Cllfthe qoing NIMH funded
multi-site study entitted "Research IEvaJuating the Effect of Augmenting Medication
with Psychotherapy" (REVAMP) is to investiptepsychotherapeutic strategies for
treating chronic forms of major llIepression unresponsive to meQication alone.
Patients (n =909) are treated initially with Gne ()f severalpharmacologie strategies,
as guided by a staged algorithm. Those Who do not remfl: after up to 12 weeks Cllf
treatment (estimated n = 500) receive the next algorithfn,.guided pharmacotherapy.
In addition they are randomized to CGgMive Behavioral Analysis System of
Psychotherapy (CBASP), Supportive Psych0therapy (5P), or Clinical Management
(CM). At eJ(fl: from this 12-week randGmiHd therapy trial all CGnsenting patients
enter a 24-month I'IaturaIistic foUow-up to investigate the <durability of the acute
approaches in keeping patients well. It is hypGthesiHd that patients who received
augmentation with CSASP in adcditionto switching medication will have better long.
term outcomes (e.s., more time in remiSSion, lower symptom ratings, better SOCial
adjustment) than patients receiving a mediation switch atone, and patients Who
receivedSF' augmentation wiflfall in between. We also hape to test whether the
long-term effects of CBASP are mediated by teaching patients more effective
social problem-s01ving skiffs. We now are subt'rli«ing a CGfllpeting continuati0n
application to eompletethe final :8 years of the fGfIow-up. Some prior stu<dies have
showed enduring effe¢ts of psyeMthel'apy in depressed patients (although n()t in
chronic forms 0f MOO). but ether studies have faifed toin<d such an effee!:,
incluCiling the NIMHC~ve Treatment Stwy. This follow-up stulify will
IIddress theimo0rtantQ~ of wta,-r a . < with 12 we.s of C$A$P,

--- --~<~--~---------



WftA AxisJOopamine
Interadions in Psychatic

Depression

Model af Hypercortisolism
fGr Mapr Depression

a therapy develG.ped ~lIyfor dnni¢ 4lepres$ion, leads to enduring effeGts
in a chronic sampte averthat·~by~y alone C!)f in
cambination with a less spedi¢ term l&f psychatl'Mtfapy.

DESCRIPTION (pravided by~):The prepo$ed research btends prevf0usty
funded stuGfies an the pathophysi0l0fy and treatment of psyehotic major
depression (PMO), a severe and *" Hbilitating fGrm of depression. Results thus
far indicatethatPMO patients~e: significantly elevated CGttisoI Ktivtty
during thee~ quiescent periGd (1800 .. 0400 hrs); impaired petfcmnaa an
tests of attentian, exeeutivefuentioAing, and vefbai and W(l)rking memory;
inaeasecd adiYity of prefrental St.ibgenual ¢0I1ex on 1MRI; smaller~.
volumes on stf\letural MRI; and rapid impl'()vement in psychosis with a
g1ucocortic:0id reeept0r antagonist, mifePristone. Based. an these resuls, the
proposed stucdies test the following hypotheses: (1 )In PMD patients,the
significantly higher eertisollevels observed during the t4Uiescent peri0cd are
associated with decreased respanse l&f mineralo¢ortic;()id receptors (MR'S) to
challenge with a MR agonist; (2) Hippoeampal volume is significantty smaller in
PMO patients than in NPMOs and HCs. In depressed patients, smallerh~i
are associated with decreased MR responses on t'Iudrocortisone ¢haUenge; (3) 8
days of treatment with 600mglday of mifepristone results in significantly greater
improvement in psychotic symptGms than .does p1aeebo and this imprc!)vement is
maintained for at least an additwnal2 weeks; (4) Improvement in psydwtic
symptoms with mifepri$tone treatment is associated with acute increases in
cortisol and ACTH levels, steepening of bath cortisol and ACTH slopes, and
changes in MR aelivity; and (5) In PMO, fMRI prefrontal subgenual cinglltate
aelivity at rest is significantly inefeaSed compared to NPMOs or contrQls.
Improvement in psychosis with mifepristone is associated with decreases and
increases in -fURl activity at rest in the prefrontal slJbgenual cingulate and
hippocampal regiens, respectively. The approaches used to address these aims
move across variOus disciplines, with the ultimate goal of understanding why some
IlIepressed patients become psy¢hGtie or otherwise a:ognitively impaired, and
uncovering new and faster methods of treatment fGr PMO and stresHeiated
psychiatric ClIi$OrderS. Of particular impcmanee is that the treatment may be
~iveeVen when ai~n~v.

DESCFtlP110N (prOVided by applicant): the praposed research continues
previously funded studies of behavioral, cellular, and molecular genetic aspe¢ts of
hypothalamie-pituitary-adrenal (HPA)4xis regulation and post-stress recovery. the
cel'ltral hypothesis is that diminished hippocampal volume is a cause and not just
an effect of stfess"felatedpsy~as modeled in adult female monkeys.
Female animal mGftls of stress-related depressive disorders are impGl'tant
beeaU$8 p~rates of "Qf1 in WQI1't.., arene-.rty two-times hiaher

---- -------



than in men. There is also II need to oricJge the gap between nn imetinG stWies
of humans with major alepre$Si0naM animallMdels that·foeus Gn G:8f1ular and
moleeutar levels of neurGS¢ienCe researeh. In ttlis regard, AGnhumanprimates
offer attrHtive ofJPQl1Unities far. eross-dis¢ipliNlryfrans1attonal resur¢h.· The
studies proposed here test in moAkeys the following specific preclfi¢tiOAS. Adult
females with small~~umes (Le., seleeted from the b0tt:om thir~ of II
normal diWibution) IltetenTHned Defore initiation of the study wit! respond to
repeated eXfJ0SUfe to eyeIes of SC!)Cl:ia1 isolatiorHncduced h¥Percortisolism with
impaired spatial memory. inereased anheGonia, and HPA..axiscJysregulationas
epompared to females with large hippocampi (Le., top thirGI of the distributiGn)
exposed to eyeIes of.. isolation, or matc::hed female monkey controls housed
eantinuously in pairs. In response to SUbsequent sO¢.ial stimulation after Hen ll:yde
of sociat isolation, females with smtIfll'lippoc:ampi wiU show an impaired eapaeity
for recovery. Females exposed to.¢y¢Ies of isolat~on and social stimulation wiD also
exhibit hi~mpal volume loss as compared to mat¢lled female eantrols hGUHd
eontinuously in pairs. the behavioral and neuroendocrine effec:ts of hippocampal
atrophy will be greatest in females with initiaUy small hippocampaf volumes as
predieted by a threshok:l model Gfescribed in the Research P1an. Adult femahits with
initially small hippocampi will respond to repeated isolation and social stimulatiGA
with llIiminished hippGcampai neurogenesis and inCreased g1ueoeorticoid receptor
gene expression compared to females with equefly small hippocampi housed in
stable pairs. These studies cross the boundaries of moleeular, ~Iular, and
behavioral neuroscience with the u1timete goal of bUilding a foundation for
improved treatments and the preventiGn of major depression by elucidati... the
relationship betwfien h~rcortisolism and . < moal volume.
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COMMITTEE SERVICE REPORT

MEMBER NAME: SCHATZBERG, ALAN F

APPOINTMENT PERIOD COMMITTEE NAME MEMBER TYPE

1010111992 to 05/14/1994 Biological Psychopathology Review Committee REG

0511411994 to 0913011994 Clinical Neuroscience and Biological Psychopathology REG

Review Committee

1010111994 to 0613011995 Clinical Neuroscience and Biological Psychopathology REG

Review Committee

07118/1996 to 07118/1996 National Institute of Mental Health Special Emphasis SEP

Panel

07125/1997 to 07/25/1997 National Institute of Mental Health Special Emphasis SEP

Panel

07/24/1998 to 07124/1998 National Institute of Mental Health Special Emphasis SEP

Panel

07/30/1998 to 07/30/1998 National Institute of fYIental Health Special Emphasis SEP

Panel

04/06/1999 to 04/07/1999 National Institute of Mental Health Special Emphasis SEP

Panel

05/04/1999 to 05/05/1999 Center for Scientific Review Special Emphasis Panel SEP

11/23/1999 to 11/23/1999 National Institute of Mental Health Special Emphasis SEP

Panel

03/28/2000 to 03129/2000 National Institute of Mental Health Special Emphasis SEP

Panel

11/20/2000 to 11/20/2000 National Institute of Mental Health Special Emphasis SEP
Panel .

03/20/2001 to 03/20/2001 National Institute of Mental Health Special Emphasis SEP

Panel

04/08/2002 to 04/08/2002 National Institute of Mental Health Special Emphasis SEP

Panel

03/12/2003 to 03/12/2003 National Institute of Mental Health Special Emphasis SEP

Panel

06/1212003 to 06/13/2003 Center for Scientific Review Special Emphasis Panel SEP

06/12/2003 to 06/13/2003 Brain Disorders and Clinical Neuroscience 6 TMP

CM6025



COMMITTEE SERViCE REPORT

MEMBER NAME:

02126/2004 to 0212712004 Neural Basis of Psychopathology, Addictions and Sleep TMP
Disorders Study Section

03/15/2005 to Q3/15/2005 National Institute of Mental Health Special Emphasis SEP

Panel

02/14/2006 to 02114/2006 Interventions Research Review Committee TMP

03/03/2006 to 03/03/2006 National Institute of Mental Health Special Emphasis SEP

Panel

06/22/2006 to 06/23/2006 Neural Basis of Psychopathology, Addictions and Sleep TMP

Disorders Study Section

03/01/2007 to 03/01/2007 National Institute of Mental Health Special Emphasis SEP

Panel

06/21/2007 to 06/22/2007 Neural Basis of Psychopathology, Addictions and Sleep, TMP

Disorders Study Section ~

";i

Regular Members (REG): The charter of each advIsory committee specifies who is responsible for appointment or
designation of members, their term of service. compensation. and other details regarding their role on the committee. In
general members.are individuals who are appointed or designated to serve on a particular committee and have the full
right and obligation to partlcipale In the activities of that committee. This includes voting and making motions.

Special Emphasis Panel (SEP): Achartered committee Whose membership is fluid. with individuals designated to serve
for individual meetings rather than for fixed terms of service. These committees provide concept review of proposed
contract or grantsolicitations and review grant and cooperative agreement applications and contract proP.Osals for

. research projects and for research and training activities. There is no continuing membership for SEPs.

Temporaiy Members (TMP): When NIH staff determine there is need for additional expertise on Scientific Review
Groups, they may Invite appropriate experts 10 serve as special reviewers on such groups. NIH policy proVides for any
"fully partlcipalin9 reviewer" to vote ami assign a score. whether a regUlar member of a chartered group or nol For this
purpos~. a "fully participating reviewer" ~ one who Is formally assigned as areviewer or discussant. or who Is present,
has reViewed and evaluated the applIcation. and has participated In the deliberation on lis sclentillc and technical merit at
111,e !'6.view meeting. Thes~ special re~w~rs are designated as ."temporary members" for the meeting in which they
particIpate and have the nghls alJd obligations of regular members during that meeting; however, they do nol contribute 10
a quorum.


