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Good mornlng Chamnan Kucrmch Rankrng Member J ordan and members of the

. Subcomm1ttee I am' Thomas R Insel MD., Dlrector of the Natlonal Instltute of Mental Health

_ .:_(N IMH) at the Natlonal Inst1tutes of Health an agency in the Department of Health and Human
B Serv1ces (HHS) Thank you, for th1s opportunlty to present an overv1ew of the current state of

_ neuroscrence research at NIMH w1th a partlcular focus on our efforts to- address mental

: d1sorders affectlng U S veterans and mrlrtary personnel and our efforts to partner w1th both

private: 1ndustry and other Federal agen01es to drscover develop, and pursue new treatments and

dlagnostlc tools. for bram disorders affectmg all Amerrcans In ‘my testlmony, I wrll briefly

NIMH s mrssron is to transform the understandrng and treatment of mental 1llnesses

L ,through basw and cllnrcal research pavlng the Way for preventlon recovery, ‘and cure The

: (approx1mately i in l7) suffer from a serrously d1sab11ng mental 1llness Accordmg to the

World Health Orgamzat1on mental dlsorders are the leadmg cause of medlcal drsabrllty 1n the

:?Unlted States and Canada Su1c1de 1s the lOth leading eause of death in the Unrted States,

accountmg for the loss of approxrmately 34 500 Amerrcan lives: each year nearly tW1ce the

L number from homlcldes 5 More than half of local Jarl and state pr1son 1nmates suffer from L L
"mental d1sorders though fewer than halfi in each populatlon have ever. recelved treatment In o
o contrast to1 many other chronrc medlcal cond1t10ns mental d1sorders typlcally begrn at an ea;rly R

JoX age, usually before the age of 30 Mental dlsorders such as schlzophrema depress10n and

e e ‘_:/:_ S

T Kessler RC, Chiu WT Demler O Menkangas KR, Walters EE. Prevalence severlty, and comorbldlty of twelve-month DSM-‘E L
IV disorders:in'the National Comorbidity Survey Replication (NCS-R); Archives of General Psychiairy, 2005 Tun;62(6):617-27.

2U.S. Census Burcau Population Estimates by Demographic Characteristics. Table 2: Annual Estimates of the Population by

- Selected Age Groups-and. Sex for the United States: April .1, 2000:to July 1, 2004 (NC 'EST2004 02) Source Populatlon '
. 'D1vrsron U.S. Census Bureau Release Date: June 9, 2005, N
S ? The World Health. Orgamzatlon The global. burden of disease: 2004 update Table A2; Burden of dlsease in DALYs by cause,' o

sex and income:group in WHO regionis, estimates for 2004, ‘Geneva, Switzerland: WHO, 2008. .

% Centers for Disease Control and Prevention, National Center. for Injury Preventlon and Control Web based Injury StatlSthS o
o Query and Reporting-System (WISQARS). (www: .cde.gov /neipe/wi o
" 3 United Statés Department of Justice, Federal Bureau of Investlgatlon (September 2009) Crzme in the Umted States 2008

sqars)

(Www fbi.gov/uct/cius2008/index. html) . L
® James DI, Glaze LE. Bureau of Justice Stattstlcs special report Menlal health problems of przson and Jazl mmates )

o Washlngton DC: Ofﬁce of Justrce Prograrns U S. Department of Justrce 2006

review. cllnrcal challenges treatment optlons research opportunltres and some new. efforts from R

. NIMH.

- o burden of mental 1llness 1s enormous In a glven year an estlmated 13 mrlllon Amencan adults o A
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;bipolar disorder, are increasingly recognized as the chronic medical illnesses of young people. '

Overall, 13.1 percent of children ages 8-15 are clinically diagnosable for a mental disorder,

) though only slightly more than half have received treatment for their disorder. 7 Mental disorders

can be seriously disabling, hfe-threatemng illnesses for which we need reliable diagnostic tests
new treatments and effective strategies for preventlon Today’s treatments are not good enough
The annual economic costs of mental illness in the United States are staggering.

Accordmg to the most current estimates, the direct costs of mental health treatment represent 6.2
percent of all health care spendmg, which, according to the Centers for Medlcare ‘and Medlca1d ,
Services (CMS), totals 15.8 percent of the gross domestic product Indlrect costs associated with
mental 1llness which include all non-treatment-related costs such as lost earnings, Social
Security disability payments and homelessness account for even greater expendltures than those
ass001ated with direct mental health care. Serious mental illnesses cost the United States at least
$193 billion annually in lost earnings alone.” A conservative estimate places the total direct and
indirect annual costs of mental rllness at well over $300 billion.'°

. While vve have long known that mental disorders are brain disorders, recent research _has

begun to re-frame these illnesses as disorders of brain development. Between infancy and

‘adulthood dramatic changes are taking place in the brain, not only in size, but also in the

structure and function of brain circuits. The behavioral and co gnitive' symptoms of mental

~disorders may actually represent late'stages of processes gone awry earlier in development. By

Ya

comparing traJ ectories of healthy development to those of mental d1s0rders we can better
understand when development moves off course. Redeﬁmng these 1llnesses in terms of
developmental traj ectories provides unprecedented promise for the predlct1on and preventlon of

mental disorders, as well : as opportumtles to hamess this knowledge to improve d1agnos1s and

~treatments

Merlkangas KR, He IP, Brody D, Fisher PW, Bourdon K, Koretz DS. Prevalence and treatment of mental disorders among US
children ih the 2001-2004 NHANES. Pediatrics, 2010 Jan; 125(1); 75-81. '
8 Mark TL, Levit KR, Coffey RM, McKusick DR, Harwood HJ, King EC, Bougliery E, Genuardi JS, Vandivort-Warren R, Buck
JA, Ryan K. National Expenditures for Mental ‘Health Services and Substance Abuseé Treatment, 1993-2003. SAMHSA
Pubhcatxon No. SMA 07-4227. Rockville, MD: Substance Abuse and Mental Health Services Administration, 2007.

¥ Kessler, RC, Heeringa S, Lakoma MD, Petukhova M, Rupp AE, Schoenbaum M, Wang PS, Zaslavsky AM. The individual-
level and societal-level effects of mental disorders on earnings in the United States: Results from the National Comorbldlty
Survey Replication. 4m.J Psychiatry. 2008 Jun; ;165(6):703-11.
1% Insel TR. Assessing the economic cost of serious mental illness. Am J Psychzatry 2008 Jun ;165(6):663-5.
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Researc’h = Hope: Fosterlng Innovations in Diagnosis )
| ~ One of the greatest challenges in managmg mental d1sorders in the post- genomlc erais to.
catch up” with the rest of clinical medicine with respect to dlagnostlc pro gnostic, therapeutrc
and preventrve strategles Healthcare providers in many specraltres are now able to call upon a
»vast array of clinically relevant biomarkers to accomplrsh this cardinal task. By contrast,
healthcare providers treating mental d1sorders rely almost exclusively on clinical observatron and
" historical data obtained from patients and other 1nformants ‘Despite tremendous progress in
basic neuroscience, not a single biomarker has been developed with estabhshed chmcal usein -
the management of major mental disorders outs1de the area of substance abuse. To break this
logjam, NIMH has funded the study Estabhshmg Moderators/Medlators for a Biosignature of
Ant1depressant Response in Clinical Care (EMBARC) to 1dent1fy integrated panels of potential
biomarkers (1 e. b10$1gnatures) that are predictive of treatment outcomes in major depresswe |
- d1sorder (MDD). NIMH expects to commit approx1mately $12 million to this initiative. In
,add1tron blomarker efforts have been launched for autism spectrum d1sorder schlzophrenra and

post-traumatic, stress d1sorder (PTSD).

The concept is stralghtforward If mental drsorders are braln dlsorders then blolog1cal or

B subtle cogmt1ve changes mrght be detected long before the full syndrome becomes ‘manifest with

: psychos1s ora severe mood disturbance. One of the first rules of medlcme is the earlier we

. intervene, the better the outcome. Blomarkers or brosrgnatures would permrt earlrer mterventron o

"w1th greater promrse of preventlon or full Tecovery, an approach we have called “preemptlve

medrclne

Research = Hope New Treatments
For more than five decades,,NIMH has supported h1gh quahty clinical research on the
efﬁcacy of psychosoc1al somatrc and pharmacologlcal treatments for mental drsorders
Randomlzed cllnlcal trials have helped us 1dent1fy effectrve therapeutrc interventions for nearly
all mental drsorders Whrle we have treatments for all drsorders we do not have treatments for

all »patrents. For too many, current treatments are not sufficient. And for most, current treatments
\

 fall far short of a cure.- Research with new treatments offers ‘new- hope to those with serious-

mental 1llness
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: 7.:};,7 readlly adopted in real-world health care settmgs and qulckly put 1nto practrce 55 / : 7 g

PTSD Researchers today v1ew PTSD as a bram drsorder related to specrﬁc crrcurts m
the bram necessary for overcommg of' extmgulshlng fear ) Recently, screntrsts have drscovered L

” that “fear extmctlon” n the bram 1s an actlve leamlng process not a passwe process of »I o
: "':forgettmg Researchers have 1dent1f1ed at least one spec1frc chemlcal that may help to 1mprove;j5j o
the brarn s process of extmctron leammg, and it:is currently bemg tested as an adjunct for jf

- treatmg PTSD 13 - And they have 1dent1ﬁed perrods at which people are most receptrve to - SRR e

o treatment that may facrhtate fear extmctlon New research -suggests that therapy admmrstered

_ wrthm a certain t1me frame aﬁer the traumatrc event may enhance recovery Thrs research and R

-:5,:fromPTSD | D : AR, .
Schlzophrenra Much of the dlsablhty of schlzophrema results from the co gn1t1ve deﬁcrts, - ; s

N :Jsuch as memory and attentron problems assoc1ated w1th th1s complex braln dlsorder Current
) antrpsychotlc medlcatrons do not resolve these co gnrtlve problems A maj or effort underway
'-, 1nvolves development of novel med1cat10ns and cogn1t1ve 1ntervent10ns targeted at this’ aspect of ::: o
v:':'.schlzophrenla In addltlon to these efforts to develop new mterventlons to hasten recovery, e
_ NIMH recently launched the Recovery After an In1t1al Schrzophrema Eprsode (RAISE)

pI‘O_] ect—a clrnrcal trral that wrll develop and test the coordmated 1nterventlon of ex1st1ng

. }, Mood Dlsorders MDD and blpolar drsorder (BD) are both characterlzed by depresswe

) eplsodes wh1ch are long—lastrng and drfﬁcult to treat Antrdepressants typlcally take weeks to I

' ':have an effect and many patlents do not respond adequately to ex1stmg medlcatlons Recent L e

B studles in patlents w1th elther form of mood disorder demonstrate that ketamme can resolve

L : depressed mood w1th1n four hours 1nstead of the four weeks requlred for exrstmg : ' o S e

on Mllad MR, Qunk GI. Neurons in. medral prefrontal cortex 31gnal memory for fear extinction. Nature 2002 420x7.0.~.74. L
12 Bouton ME. Contexi and behavioral processes in extinction. Learn Mem. 2004; 11:485--494, - g 'f R
' :_ S 13 Walker DL, Ressler KJ, Lu K-T, Davis M. F acilitation of conditioned fear extinction by systemic admini stratlon or intra-:-

amygdala infusions‘of D-cycloserine as assessed with fear-potentrated startle in rats. J- ‘Neurosci. 2002; 22: 2343-2351.° 0 0 i

" Schiller D; Monfils MH, Raio CM, Johnson DC, LeDoux JE, Phelps EA. Preventlng the return of fear in humans usmg
‘:reconsohdatlon update mechanlsms Nature, 2010 Jan 7 463(7277) 36- 37 el o

o Statement for hearmg entltled “From Molecules tfo Mmds The Fu ture of Neuroscrence Research and Development”' o
- House OverSIght and Government Reform Subcomm1ttee on Domestlc Pollcy September 29,2010 - ‘Page 4




3 w1tnessmg the begmmng of a paradlgm shrft in how We treat depressmn and b1polar d1sorder— '5 R

pne from slow and chronlc treatment to raprd and acute care

1;.:.' Advancmg Mental Health Research through Collaboratlon and Partnershlp

”'Department of Veterans Affalrs (VA) and the Department of Defense (DoD) are Commltted o

.'research collaboratlons wrll be cr1tlcal to the c1v111an sector: many veterans seek care within the1r y ------

_ although research conducted on the mental health of m111tary personnel 1s most lmmedrately

Co s Drazgranados N, et al:; A randomrzed add-on tr1al of an N-methyl-D aspartate antagomst in treatment resrstant brpolar :

S :_fre ort/index. hnnl?ref-home-headhne-hnkO '

/’ antidepressants The respon‘se to ketamme lasts an average of about a week Thls work adds to

- ev1dence that compounds in the class to whlch ketamme belongs have potent1a1 as rapld and - --5:

effectlve medlcatlons for depresswn mcludmg b1polar depress1on The potentlal for s1de-effects _. L

o 'rmakes ketamme an 1mpract1cal drug for standard use, but it prov1des a Way to test th1s approach

NIMH’s m1s31on is not merely to reduce the symptoms and dlsabrhty ass0c1ated w1th

preventlve 1ntervent10ns The success of the Instltute s mission depends on the effectrve R o

| collaboratlon of all stakeholders in the ﬁeld of mental health For example NIMH the

and veterans Not only 1s thls 1mportant to the VA and m111tary, but the knowledge we gam from

“home commumtles and the problems of soldlers are shared by the soc1ety they serve Moreover

well Although rates of su1c1de have tradltlonally been lower for members of the U S Army than | : =
: _':rates for c1v111ans 1n the s same age range the rate in the Army began to 1ncrease 1n 2004 doubled
” by 2008 and reached 160 deaths 1n 2009 (239 1nclud1ng its Reserve component) exceedmg the | ' e

A '1: comparable 01v111an rate and ranklng as: the th1rd largest cause of death. For the month of June

i i the hlgh rates of 2009 a. recent Army report ent1tled Health Promotlon Rrsk Reductlon Su1c1de

R Preventlon noted ---If we mclude a001dental death wh1oh 18 frequently the result of thh rrsk

depress1on Arch Gen Psychzatry 2010, 67(8):793-802.

16 Please see hitp://www. army. m1]/-news/2010/07/28/42934-armv—health-Dromotron—rlsk-reductlon and-surcrde—pr_eventron- _ "
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behavior (drinking and driving, drug overdose, etc.), we find that less young men and women die
in combat than die by their own hands. Simply stated, we are often more dangerous to ourselves ,
than the enemy.”(p. 11). - | _ | | | 7 VV ' "
In an effort to reduce this increasing rate of suicide among Army personnel, NIMH and
the Anny have partnered to conduct the Study todAssess Risk and Resilience of Service
Members (Army STARRS)—the largest mental health study of mllitary personnel ever
' undertaken The study’s goal is to 1dent1fy, as rapidly as possible, risk and protective factors that

w1ll help the Army develop effectlve strategles for reducrng usmg icide rates and addressmg
associated mental health problems among servrce members Army S'TARRS was ofﬁc1ally '
launched in late 2008 when NIMH and the Army partnered to address the i 1ncreasrng rate of
suicide Over the early months of this effort, both parties reahzed the need to focus on res111ence
as well as risk. NIMH and the Army modeled the Army STARRS approach after the
Framingham study'’ of/cardiac death to conduct a broad investigation of factors leading to.
adverse outcomes, 1nclud1ng sulcide depression, PTSD, and high tisk self-destructive behavrors
‘Accordmgly, Army STARRS w1ll have many components, from retrospectrve studles of
‘completed su1c1des to prospective studies that will identify themost 1mportant predlctors, of risk
~and resrhence | 7 | |

" In addition to our partnershlps w1th DoD and the VA we have sought out opportun1t1es to
engage other Federal agenc1es to promote mental health One such partnershlp, with HHS’s
R Substance Abuse and, Mental Health Serv1ces Adm1n1strat10n (SAMHSA) is desxgned to
evaluate suicide hotline tralnlng Crisis hothnes are one of the oldest resources for suicide
prevention in the United States. Yet w1despread concerns exist about the clinical effectiveness"
of these services and the extent to which high"-risk individuals are using these resources. NIMH
: is supportlng a pI‘O_]eC'[ to evaluate the effectlveness ofa new training program for telephone
crisis counselors at suicide hothne centers. The National Suicide Prevention Lifeline (N SPL)
the nation’s leadlng source of immediate help for those deahng with suiclde related issues,
A 'funded by SAMHVSA,-is carrying out the training program across its network of crisis centers.

Thisvproject is the first controlled study of how trained crisis counselors assess and refer callers,

7 The Framinghamv Heart Study is-a long-term, ongoing cardiovascular study- on residents of the town of Framingham, MA. The
‘study-began in 1948 with 5,209 adult subjects from Framingham. :
. B X Y- i i
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and will provide the first rigorous analysis of the effectiveness of the Applied Suicide
Interventlon Skills Training (ASIST) gatekeeper program. ASIST involves silent monitoring of
calls and follow- -up telephone interviews w1th callers to the hotline, which are used to provide
information on the effectiveness of training and the impact of hotllne serv1ces In addition, this
research will examine the relatlonshlps among tra1n1ng for crisis counselors cr131s counselors’
performance, and crisis call outcomes. The study findings will provide critically needed data to
inform policy decisions and plans regarding the optlmlzatlon of a network of services for

imminently suicidal individuals across the United States.

Conclusion »

- For the millions of Americans living with mental dlsorders today, 'we do not yet have all
the answers. Nonetheless, research provides great hope for the future. With the leadership of
our colleagues in the mllltary and the VA, there is 1ncrea31ng public recognltlon that mental
disorders are brain disorders: real disorders with real treatments. Genetics and neuroscience are
_ revolutlonlzlng the dlagn051s and treatment of mental illness. There has never been a greater
need for progress and never a greater opportunity. NIMH is determmed to accelerate pro gress -
~ towards prevention, recovery, and cure. '

Thank you for this opportunity to present an overview of some of the exciting recent

discoveries about the science of mental illness. I look forward to answering your questions.
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Dlrector, Natlonal Instltute of Mental Health
' ,Natlonal Institutes of Health

U.S. Department of Health and Human Services

~ Thomas R. Insel, M.D., is Director of the National Institute of Mental Health (NIMH),
the component of the National Institutes of Health (NIH) charged with generating the knowledge
needed to understand,*treat, and prevent mental disorders. Prior to his appointment as Director in
2002, Dr. Iﬁsef was Professor of Psychiatry at Emory University. There, he was founding
director of the Center for Behavioral Neuroscience, one of the largest science and technolo gy '
centers fuhded by the National Science F oundation ahd, concurrently, director of an NIH-funded
" Center for Auﬁsm Research. From 1994 to 1999, he was Director of the Yerkes Regional |
Primate Research Center in Atlanta, In addition to 't'hese administrative posts, Dr. Insel had a
distinguished research career. He was a pioneerr in the field of social neuroscience, with classic
studies Qf the neurobiological basis of coinﬁl"exsoeial behaviors in animals. Prior to moving to
Emory, Dr. Insel was a scientist in’the NII\/IH.intrzamural program from 1979 to 1994. Early in
this period, he conducted chmcal research on obsesswe—compulswe dlsorder (OCD), completlng

some of the first treatment trials for OCD usmg the selective serotonin reuptake inhibitors (SSRI)'

class of medlcatlons He has pubhshed over 200 scientific articles and four books, including The

' Neurobzology of Parental Care (with Michael Numan) in 2003.

' Drrr Insel has served on numerous academic, scientific, and professional committees,
mcludmg 10 editorial boards. Heisa member of the Institute of Medlclne a fellow of the
B Amencan College of Neuropsychophannacolo gy, and is a recipient of several awards (A.E.
Bennett Award _from the Society for Biological Psychlatry, Curt Richter Prize fromrthe
Intemational Society of Psychoneuroehdoerinology, Outstanding Service Award frorﬁ the US :
Public Health Serv1ce and a Dlstlngulshed Investigator Award from NARSAD). Dr Insel N
: graduated from the combined B.A.-M.D. program at Boston Umver51ty 1n 1974. He did hlS :
internship at Berkshire Med1ca1 Center, Plttsﬁeld Massachusetts, and his re31dency at the -

Langley Porter Neuropsychlatrlc Instltute at the University of Cahfornla San Francisco.
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