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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National institutes of Health
Bethesda, Maryland 20892

SEP 25 2008

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

Dear Senator Grassley:

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

































































































in a chronic sampile over that provided by pharmacotherapy alone or in
combination with a less specific form of psychotherapy.

2007

5ROTMH047573-16

Model of Hypercortisolism
for Major Depression

DESCRIPTION (provided by apptlicant): The proposed research continues
previously funded studies of behavioral, cellular, and molecular genefic aspects of
hypothalamic-pifuitary-adrenal (HPA)-axis regulation and posi-stress recovery. The
central hypothesis is that diminished hippocampal volume is a cause and not just
an effect of stress-related psychopathology as medeled in adult female monkeys.
Female animal models of stress-related depressive disorders are important
because prevalence rates of depression in women are nearly two-times higher
than in men. There is also a need to bridge the gap between brain imaging studies
of humans with major depression and animal models that focus on celiular and
molecular levels of neuroscience research. In this regard, nonhuman primates
offer attractive opportunities for cross-disciplinary transiational research. The
studies proposed here test in monkeys the following specific predictions. Aduit
females with small hippocampal volumes (i.e., selected from the bottom third of a
normal distribution) determined before initiation of the study will respond to
repeated exposure to cycles of social isolation-induced hypercortisolism with
impaired spatial memory, increased anhedonia, and HPA-axis dysregulation as
compared to females with large hippocampi (i.e., top third of the distribution)

| exposed to cycles of social isolation, or maiched female monkey controls housed

continuously in pairs. in response to subsequent social stimulation after each cycle
of social isolation, females with small hippocampi will show an impaired capacity
for recovery. Females exposed to cycles of isolation and social stimulation will also
exhibit hippocampal volume loss as compared to maiched female controls housed
continuously in pairs. The behavioral and neuroendocrine effects of hippocampal
atrophy will be greatest in females with initially small hippocampal volumes as
predicted by a thresheld model described in the Research Plan. Adult females with
initially small hippocampi will respond to repeated isolation and social stimulation
with diminished hippocampal neurogenesis and increased glucocorticoid receptor
gene expression compared to females with equally small hippocampi housed in
stable pairs. These studies cross the boundaries of molecular, cellular, and
behavioral neuroscience with the ultimate goal of building a foundation for
improved treatments and the prevention of major depression by elucidating the
relationship between hypercortisolism and hippocampal volume.

$438,352




2007

SROTMHO50604-12

HPA Axis/Dopamine
interactions in Psychotic
Depression

DESCRIPTION (provided by applicant): The proposed research extends previously
funded studies on the pathophysiology and treatment of psychetic major
depression (PMD), a severe and cften debilitating form of depression. Resuits thus
far indicate that PMD patients demonstrate: significantly elevated cortisol activity
during the expected quiescent period (1800 - 0400 hrs); impaired perforrnace on
tests of attention, executive fucntioning, and verbal and working memory;
increased activity of prefrental subgenual cortex on TMRI; smaller hippocampal
volumes on structural MRI; and rapid improvement in psychosis with a
glucocorticoid receptor antagonist, mifepristone. Based on these results, the
proposed studies test the fellowing hypotheses: (1) in PMD patients, the
significantly higher cortisol levels observed during the quiescent period are
associated with decreased response of mineralocorticoid receptors (MR's) fo
challenge with a MR agonist; (2) Hippocampal velume is significantly smafler in
PMD patients than in NPMDs and MCs. In depressed patients, smaller hippocampi
are associated with decreased MR responses on fludrocortisone challenge; (3) 8
days of treatment with 600mg/day of mifeprisione results in significantly greater
improvement in psychotic symptoms than does placebo and this improvement is
maintained for at least an additional 2 weeks; (4) Improvement in psychotic
symptoms with mifepristone treatment is associated with acute increases in
cortisol and ACTH levels, steepening of both cortisol and ACTH slopes, and
changes in MR activity; and (5) In PMD, MR prefrontal subgenual cingulate
activity at rest is significantly increased compared to NPMDs or controls.
Improvement in psychosis with mifepristone is associated with decreases and
increases in fMRI activity at rest in the prefrontal subgenual cingulate and
hippocampal regions, respectively. The approaches used to address these aims
move across various disciplines, with the ultimate goal of understanding why some
depressed patients become psychotic or otherwise cognitively impaired, and
uncovering new and faster methods of treatment for PMD and stress-related
psychiatric disorders. Of particular importance is that the treatment may be
effeclive even when given intermittently.

$504 571

2008

T 5T32MH019938-15

A Biobehavioral Research
Training Program

DESCRIPTION (provided by applicant): This is an application for Competitive
Renewal of an institutional training grant. The intent cf this training program is to
prepare MD's and PhD's for a career in clinical and translational research in mood,
eating, or anxiety disorders. Physicians are eligible if they have completed the
PGY 3 year of psychiatry training or PGY 4 year of neurology; psychologists if they
have completed a clinical internship. The program is cenitered on three disease
entities: mood disorders, anxiety disorders, and eating disorders, reflecting the
ongoing and long-standing research interests of the core faculty involved in the
program. Feliows’ work with a mentor who is a member of the Stanford University
facultyfara penod oftweyeafs en pm;wts related to the phenomenology, clinical
; ; science, ireatment, and cutcome in the

$431,150




three major classes of disorders. The Program includes formal seminars in
research methodology, and clinical research design. In addition, all Fellows are
required {o take a course focused on ethics in medical research. Trainees aiso
have access to a wide array of more specialized course work. All Fellows are
expected to design and conduct their own research projects. Assistance is given in
preparing trainees to apply for their own funding to support their research post
fellowship. Program oversight and continual review of both the program and the
trainees’ progress is provided by an Executive Committee representing the
principal areas of research and the fraining sites. The Program is now in its 8th
year. Thirty-one trainees have been entered into the pregram (14 MD's and 17
PhD's), and 8 Fellows are currently in the program. Thus, the program has been
successful in recruiting both M.D.'s Ph.D's, in filling ail the funded positions
available, and in retaining Fellows accepted to the program. Fellows have been
successful in obtaining facuity positions, K-Awards, NARSAD Young Investigator
Awards, etc. Four fellows left before completing the full 2 years: one obtained a K-
award; one obtained her own individual F-31 award at Stanford; one took a tenure-
line faculty position; and one took a research position in industry, but is now a
Research Associate in our department.

2008

5U01MH061504-07

REVAMP-Follow-Up Study

DESCRIPTION (provided by applicant): The goal of the ongoing NIMH 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 unresponsive to medication alone.
Patients (n = 809) are treated initially with one of several pharmacolegic strategies,
as guided by a staged algorithm. Those who do not remit after up to 12 weeks of
treatment (estimated n = 500) receive the next algorithm-guided pharmacotherapy.
In addition they are randomized to Cognitive Behavioral Analysis System of
Psychotherapy (CBASP), Supportive Psychotherapy (8P), or Clinical Management
(CM). At exit from this 12-week randomized therapy trial all consenting patients
enter a 24-month naturalistic follow-up to investigate the durability of the acute
approaches in keeping patients well. It is hypothesized that patients who received
augmentation with CBASP in addition to switching medication will have better long-
term outcomes (e.g., more time in remission, lower symptom ratings, better social
adjustment) than patients receiving a medication switch alone, and patients who
received SP augmentation will fall in between. We also hope to test whether the
long-term effects of CBASP are mediated by teaching patients more effective
social problem-solving skills. We now are submitting a competing continuation
application to complete the final 3 years of the follow-up. Some prior studies have
showed enduring effects of psychotherapy in depressed patients (although not in
chronic forms of MOD), but other studies have failed to find such an effect,
including the NiMH Collaborative Treatment Study. This follow-up study will
address the important question of whether augmentation with 12 weeks of CBASP,

$59,528




a therapy developed specifically for chronic depression, leads to enduring effects
in a chronic sampie over that provided by pharmacotherapy alone or in
combination with a less specific ferm of psychotherapy.

2008

5RO1MH050604-13

HPA Axis/Dopamine
Interactions in Psychotic
Depression

DESCRIPTION (provided by applicant): The proposed research extends previously
funded studies on the pathophysiclogy and treatment of psychotic major
depression (PMD), a severe and often debilitating form of depression. Results thus
far indicate that PMD patients demonstrate: significantly elevated cortisol activity
during the expected quiescent period (1800 - 0400 hrs); impaired performace on
tests of attention, executive fucntioning, and verbal and working memory;
increased activity of prefrental subgenual cortex on MRI; smaller hippocampal
volumes on structural MRI; and rapid improvemnent in psychosis with a
glucocorticoid receptor antagonist, mifepristone. Based on these results, the
proposed studies test the following hypotheses: (1) In PMD patients, the
significantly higher cortisol levels cbserved during the quiescent period are
associated with decreased response of mineralecorticoid receptors (MR's) to
challenge with a MR agonist; (2) Hippocampal volume is significantly smaller in
PMD patients than in NPMDs and HCs. In depressed patients, smaller hippocampi
are associated with decreased MR responses on fludrocortisone challenge; (3) 8
days of treatment with 600mg/day of mifepristone results in significantly greater
improvement in psychotic symptoms than does placebo and this improvement is
maintained for at least an additional 2 weeks; (4) Improvement in psychotic
symptoms with mifepristone treatment is associated with acute increases in
cortisol and ACTH levels, steepening of both cortisol and ACTH slopes, and
changes in MR activity; and (5) In PMD, fMRI prefrontal subgenual cingulate
activity at rest is significantly increased compared to NPMDs or controls.
Improvement in psychosis with mifepristone is associated with decreases and
increases in fMRI activity at rest in the prefrontal subgenual cingulate and
hippocampal regiens, respectively. The approaches used to address these aims
move across various disciplines, with the ultimate goal of understanding why some
depressed patients become psychotic or otherwise cognitively impaired, and
uncovering new and faster methods of treatment for PMD and stress-related
psychiatric disorders. Of particular importance is that the treatment may be

$575.473

2008

SRO1MH047573-17

Model of Hypercortisolism
for Major Depression

effective even when given intermittently.

DESCRIPTION (provided by applicant): The proposed research continues
previously funded studies of behavioral, cellular, and molecular genetic aspects of
hypothalamic-pituitary-adrenal (HPA)-axis regulation and post-siress recovery. The
central hypothesis is that diminished hippocampal velume is a cause and not just
an effect of stress-related psychepathology as modeled in adult female monkeys.
Female animal modeils of siress-related depressive disorders are impertant
because prevalence rates of depression in women are nearly two-times higher

$452,028




than in men. There is also a need to bridge the gap between brain imaging studies
of humans with major depression and animal models that focus on cellular and
motecular levels of neuroscience research. In this regard, nonhuman primates
offer attractive opportunities for cross-disciplinary transiational research. The
studies proposed here test in monkeys the following specific predictions. Adult
fernales with small hippocampal volumes (i.e., selected from the bottom third of a
normal distribution) determined before initiation of the study will respond to

eated exposure to cycles of social isclation-induced hypercortisolism with
impaired spatial memory, increased anhedonia, and HPA-axis dysregulation as
compared fo females with large hippocampi (i.e., top third of the distribution)
exposed to cycles of social isolation, or matched female monkey controfs housed
continuously in pairs. In response to subsequent social stimulation after each cycle
of social isclation, females with small hippocampi will show an impaired capacity
for recovery. Females exposed to cycles of isolation and social stimulation will aiso
exhibit hippocampal volume loss as compared to matched female conirols housed
continuously in pairs. The behavioral and neuroendocrine effects of hippocampal
atrophy will be greatest in females with initially small hippocampal volumes as
predicted by a threshold model described in the Research Plan. Adult females with
initially small hippocampi will respond to repeated isolation and social stimulation
with diminished hippocampal neurogenesis and increased glucocorticoid receptor
gene expression compared to females with equally small hippocampi housed in
stable pairs. These studies cross the boundaries of molecular, cellular, and
behavioral neuroscience with the ultimate goal of building a foundation for
improved treatments and the prevention of major depression by elucidating the
relationship between hypercortisolism and hippocampal volume.
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MEMBER NAME: SCHATZBERG, ALAN F

APPOINTMENT PERIOD

10/01/1992

05/14/1994

10/01/1994

07/18/1996
07/25/1997
07/24{ 1998
07/30/ 1 998
04/06/1999
05/04/1999
11/23/1999
03/28/2000
11/20/2000
03/20/2001
04/08/2002
03/12/2003
06/12/2003

06/12/2003

CM6025

to 05/14/1994
to 09/30/1994
to 06/30/1995
to 07/16/1996
to 07/25/1997
to 07/24/1998
to 07/30/1998
to 04/07/1899
to 05/05/1999
to 11/23/1999
to 03/29/2000
to 11/20/2000
to 03/20/2001
to 04/08/2002
to 03/12/2003
to 06/13/2003

to 06/13/2003

COMMITTEE SERVICE REPORT

COMMITTEE NAME

Biological Psychopathology Review Committes

Clinical Neuroscience and Biological Psychopathology

Review Committee

Clinical Neuroscience and Biclogical Psychopathology

Review Committee

National Institute of Mental Health Special Emphasis
Panel

National Institute of Mental Health Special Emphasis
Panel

National Instifute of Mental Health Special Emphasis
Panel

National Institute of Mental Health Special Emphasis
Panel i :

National Institute of Mental Health Special Emphasis
Panel

Center for Scientific Review Special Emphasis Panel

National Institute of Mental Health Special Emphasis
Panel :

National Institute of Mental Health Special Emphasis
Panel )

National Institute of Mental Health Special Emphasis
Panel

National lnstifute of Mental Health Special Emphasis
Pang| ’ -

National Institute of Mental Health Special Emphasis
Panel ’

National Institute of Mental Healith Special Emphasis
Pane!

Center for Scientific Review Special Emphasis Panel

Brain Disorders and Clinical Neuroscience 6

MEMBER TYPE

REG
REG
REG
SEP
SEP
SEP |
SEP

' SEP
SEP
SEP
SEP
SEP
SEP
SEP
SEP
SEP

T™MP




COMMITTEE SERVICE REPORT

MEMBER NAME:

02/26/2004 to 02/27/2004 Neural Basis of Psychopathology, Addictions and Sleep

Disorders Study Section

03/15/2005 to (3/15/2005 National Institute of Mental Health Special Emphasis

Panel :
02/14/2006 to 02/14/2006 Interventions Resegrch Review Commitiee

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

. Panel -
06/22/2006 to 06/23/2006 Neural Basis of Psychopathology, Addictions and Sleep
Disorders Study Section
03/01/2007 to 03/01/2007 National Institute of Mental Health Special Emphasis
: Panel

06/21/2007 t{o 06/22/2007
: Disorders Study Section

Neural Basis of Psychopathology, Addictions and Sleep

TMP

SEP -

T™P

SEP

T™MP

SEP

T™P

Regular Members (REG): The charter of each advisory commitiee specifies who is responsible for appointment or

designation of members, their term of service, compensation, and other dstalls 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 ta patticipate in the activities of that commilttee. This includes voting and making motians.

Special Emphasis Pane! (SEP): A charfered committee whose membership is flutd, with individuals designated to serve

for individual meetings rather than for fixed terms of service. These committees provide concept review of proposed
contract or grant solicitations and review grant and cooperative agreement applications and contract proposals for

' research projects and for research and Irainir_xg aclivities. There is no continuing membership for SEPs.

Temporary Members (TMP): When NiH staff determine there Is need for additionat expertise on Sclentific Review

Groups, t{\gy may Invite appropriate experts to serve as special reviewers on such groups. NIH policy provides for any
"fully participating reviewer" to vote and assign a scare, whether a regular member of a chartered group or not. For this
purpose, a "fully patticipating reviewer" Is one who is fomnally assigned as a reviewer or discussant, or who Is present,
has reviewed and evaluated the application, and has participated in the deliberation on its sclentific and technical merit at

the review meeling. These special reviewars are designated as *emporary members” for the meeting in which they

participate and have the rights and obligations of regular members during that mesting; however, they do not contribute to

_aquorum. .
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