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DOSE-DEPENDENT RISK OF MALFORMATIONS
WITH ANTIEPILEPTIC DRUGS:
AN ANALYSIS OF DATA FROM THE EURAP
EPILEPSY AND PREGNANCY REGISTRY

Dr, Prof Torbjorn Tomson MD & Colleagues - The Lancet Neurology,July 2011

SUMMARY
Background
Prenatal exposure to antiepileptic drugs is
associated with a greater risk of major
congenital malformations, but there is
inadequate information on the comparative
teratogenicity of individual antiepileptic drugs
and the association with dose. We aimed to
establish the risks of major congenital
malformations after monotherapy exposure to
four major antiepileptic drugs at different
doses.
Methods
The EURAP epilepsy and pregnancy registry
is an observational cohort study representing
a collaboration of physicians from 42
countries. We prospectively monitored
pregnancies exposed to monotherapy with
different doses of four common drugs:
carbamazepine, lamotrigine. valproic acid, or
phenobarbital. Our primary endpoint was the
rate of major congenital malformations
detected up to 12 months after birth. We
assessed pregnancy outcomes according to
dose at the time of conception irrespective of
subsequent dose changes.
Findings
After excluding pregnancies that ended in
spontaneous abortions or chromosomal or
genetic abnormalities, those in which the
women had treatment changes in the first
trimester, and those involving other diseases

or tfreatments that could affect fetal outcome,
we assessed rates of major congenital
malformations in 1402 pregnancies exposed
fo carbamazepine, 1280 on lamotrigine, 1010
on valproic acid. and 217 on phenobarbital.
An increase in malformation rates with
increasing dose at the time of conception was
recorded for all drugs. Multivariable analysis
including ten covariates in addition to
treatment with antiepileptic drugs showed that
the risk of malformations was greater with a
parental history of major congenital
malformations (odds ratio 4-4, 95% CI
2-06-9-23). We noted the lowest rates of
malformation with less than 300 mg per day
lamotrigine (2-0% [17 events]. 93% CI
1-19-3-24) and less than 400 mg per day
carbamazepine (3-4% [5 events], 95% CI
1-11-7-71). Compared with lamotrigine
monotherapy at doses less than 300 mg per
day, risks of malformation were significantly
higher with valproic acid and phenobarbital at
all investigated doses. and with
carbamazepine at doses greater than 400 mg
per day.

Interpretation

The risk of major congenital malformations is
influenced not only by type of antiepileptic
drug, but also by dose and other variables,
which should be taken into account in the
management of epilepsy in women of
childbearing potential.
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FUNCTIONAL IMPAIRMENT IN ELDERLY
PATIENTS WITH MILD COGNITIVE
IMPAIRMENT AND MILD ALZHEIMER DISEASE

Patrick J.Brown, PhD & Colleagues - Arch Gen Psychiatry. 2011

Context The original mild cognitive
impairment (MCI) criteria exclude substantial
functional deficits, but recent reports suggest
otherwise. ldentifying the extent, severity,
fype. and correlates of functional deficits that
occur in MCI and mild Alzheimer disease (AD)
can aid in early detection of incipient
dementia and can identify potential
mechanistic pathways to disrupted
instrumental activities of daily living (IADLS).
Objectives To examine the number, type,
and severity of functional impairments and to
identify the clinical characteristics associated
with functional impairment across patients
with amnestic MCI (aMCl) and those with mild
AD.

Design Study using baseline data from the
Alzheimer's Disease Neuroimaging Initiative.
Setting Multiple research sites in the United
States and Canada.

Patients Samples included 229 control
individuals, 394 patients with aMCl, and 193
patients with AD.

Main Outcome Measure The 10-item Piefier
Functional Activities Questionnaire (FAQ)
assessed function.

Results Informant-reported FAQ deficits
were common in patients with aMCl (72.3%)
and AD (97.4%) but were rarely self-reported
by controls (7.9%). The average severity per
FAQ deficit did not differ between patients
with aMCl and controls; both were less
impaired than patients with AD (P < .001).
Two FAQ items (remembering appointments,

family occasions, holidays, and medications
and assembling tax records, business affairs,
or other papers) were specific (specificity
estimate, 0.95) in differentiating the control
group from the combined aMCl and AD
groups (only 34.0% of patients with aMCl and
3.6% of patients with AD had no difficulty with
these 2 items). The severity of FAQ deficits in
the combined aMCl and AD group was
associated with worse Trail Making Test, part
A scores and smaller hippocampal volumes
(P < 001 for both). Within the aMCI group,
functionally intact individuals had greater
hippocampal volumes and better Auditory
Verbal Learning Test 30-minute delay and
Trail Making Test, part A (P < .001 for each)
scores compared with individuals with
moderate or severe FAQ deficits. Patients
with a high number of deficits were more likely
fo express the apolipoprotein 4 allele (63.8%)
compared with patients with no (46.8%) or
few (48.4%) functional deficits.

Conclusions Mild IADL deficits are common
in individuals with aMCl and should be
incorporated into MCI criteria. Two
IADLs-remembering appointments. family
occcasions, holidays, and medications and
assembling tax records, business affairs, or
other papers-appear to be characteristic of
clinically significant cognitive impairment. In
patients with aMCI, impairment in memory
and processing speed and greater medial
temporal atrophy were associated with
greater IADL deficits.

KARACHI PSYCHIATRIC HOSPITAL BULLETIN, FEBRUARY, 2012
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DISENTANGLING STRUCTURAL
BRAIN ALTERATIONS ASSOCIATED
WITH VIOLENT BEHAVIOR FROM
THOSE ASSOCIATED WITH
SUBSTANCEUSEDISORDERS

BORIS SCHIFFER, PHD & Colleagues - Arch Gen Psychiatry June 6, 2011

Context Studies aimed at identifying
structural brain alterations associated with
persistent violent behavior or psychopathy
have not adequately accounted for a lifetime
history of substance misuse. Thus, alterations
in gray matter (GM} volume that have been
reported to be correlates of violent behavior
and/or psychopathy may instead be related to
lifelong substance use disorders (SUDs).
Objective To identify alterations in GM
volume associated with violent behavior and
those associated with lifelong SUDs.

Design Cross-sectional study.

Setting Participants were recruited from
penitentiaries. forensic hospitals, psychiatric
outpatient services, and communities in
Germany. Structural magnetic resonance
imaging was performed at a university
hospital.

Participants Four groups of men were
compared: 12 men with SUDs who exhibited
violent behavior (hereafter referred to as
violent offenders), 12 violent offenders without
SUDs. 13 men with SUDs who did not exhibit
violent behavior (hereafter referred to as
nonoffenders), and 14 nonoffenders without
SUDs.

Main Outcome Measures Voxel-based
morphometry was used to analyze
high-resolution magnetic resonance imaging
scans. Assessments of mental disorders,

psychopathy (using the Psychopathy
Checklist-Screening Version), aggressive
benhavior. and impulsivity were conducted by
frained clinicians.

Results Compared with nonoffenders, violent
offenders presented with a larger GM volume
in the amygdala bilaterally, the left nucleus
accumbens, and the right caudate head and
with less GM volume in the left insula. Men
with SUDs exhibited a smaller GM volume in
the orbitofrontal cortex, ventromedial
prefrontal cortex, and premotor cortex than
did men without SUDs. Regression analyses
indicated that the alterations in GM volume
that distinguished the violent offenders from
nonoffenders were associated with
psychopathy scores and scores for lifelong
aggressive behavior. The GM volumes of the
orbitofrontal cortex and prefrontal cortex that
distinguished the men with SUDs from the
men without SUDs were correlated with
scores for response inhibition.

Conclusions These findings suggest that a
greater GM volume in the mesolimbic reward
system may be associated with violent
behavior and that reduced GM volumes in the
prefrontal cortex, orbitofrontal cortex, and
premotor area characterize men with SUDs.

hitp:Mfarchpsyc.ama-assn.org/cgilcontent/
abstract’archgenpsychiatry 2011.61v2?
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COLLABORATIVE DEPRESSION CARE
MANAGEMENT AND DISPARITIES IN
DEPRESSION TREATMENT AND OUTCOMES

Yuhua Bao, PhD& Colleagues - Arch Gen Psychiatry. 2011

Context Collaborative depression care
management (DCM), by addressing barriers
disproportionately affecting patients of
racialfethnic minority and low education, may
reduce disparities in depression treatment
and outcomes.

Objective To examine the effects of DCM on
tfreatment disparities by education and
racefethnicity in older depressed
primary care patients.

Design Analysis of data from
the randomized controlled
trial Prevention of Suicide
in Primary Care Elderly:
Collaborative Trial
(PROSPECT).

Setting Twenty primary
care pracfices.
Participants A total of
396 individuals 60 years
or older with major L
depression. We conducted ‘
model-based analysis to
estimate potentially differential
intervention effects by education,
independent of those by racefethnicity (and
vice versa).

Intervention Algorithm-based
recommendations to physicians and care
management by care managers.

Main OQutcome Measures Antidepressant
use, depressive symptoms, and intensity of
DCM over 2 years.

Results The PROSPECT intervention had a
larger and more lasting effect in

less-educated patients. At month 12, the
intervention increased the rate of adequate
antidepressant use by 14.2 percentage points
(pps) (95% confidence interval [CI], 1.7 to
26.4 pps) in the no-college group compared
with a null effect in the college-educated
group (-9.2 pps [95% CI, -25.0 to 2.7 pps]); at
month 24, the intervention reduced
depressive symptoms by 2.6 pps on
e the Hamilton Depression Rating
., Scale (95% CI, -4.6 to -0.4
& pps)in no-college patients,
k. 3.8 pps (95% CI, -6.8 to

. college group. The
| intervention benefitted
non-Hispanic white

patients more than

¥ ’ by minorities was 60% to
" 70% of that received by
= white patients after the initial
phase but did not differ by
education.
Conclusions The PROSPECT intervention
substantially reduced disparities by patient
education but did not mitigate racialfethnic
disparities in depression treatment and
outcomes. Incorporation of culturally
tailored strategies in DCM models may be
needed to extend their benefits to
minorities.

htfpfarchpsyc.ama-assn.org/cgi'conte ntiabstraciGe 66 27
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DECLINING AUTOPSY RATES
AND SUICIDE
MISCLASSIFICATION

Nestor D. Kapusta, MD & Colleagues
Arch Gen Psychiatry June 6, 2011

Context Suicides are prone to
misclassification during death ascertainment
procedures. This problem has generated
frequent criticism of the validity of suicide
mortality statistics.

Objective To employ an external measure of
the validity of cause-of-death statistics (ie.
national autopsy rates) and to examine
potential misclassification of suicide across
countries from Europe to Central and
MNorthern Asia.

Design Cross-national analysis.

Setting Thirty-five countries.

Participants Aggregated mortality data.
Main Outcome Measures Data from 35
countries during the period from 1979 to 2007
were used to analyze the association of
suicide rates with autopsy rates and death
rates of undetermined and ill-defined causes,
respectively. Analyses were cross-sectional
and longitudinal.

Results Cross-sectionally, a 1% difference in
autopsy rates among nations was associated
with a suicide rate difference of 0.49 per 100
000 population. Longitudinally, a 1% decrease
in the autopsy rate aligned with a decrease of
0.42 per 100 000 population in the suicide
rate. These cross-sectional and longitudinal
associations were robust after adjustment for
unemployment, degree of urbanization, and
prevalence of undetermined or ill-defined
deaths. Associations strengthened when
analyses were confined to 19 European Union
member countries.

Conclusion Autopsy rates may spatially and
temporally affect the wvalidity of suicide
mortality statistics. Caution should be
exercised in comparing international suicide
rates and evaluating interventions that target
suicide rate reduction.

http:ffarchps#.ama—assn.org;c ifcontent/
abstract/archgenpsychiatry 2071 .66v17

Mo M
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SYSTEMATIC REVIEW OF EARLY
CARDIOMETABOLIC OUTCOMES OF THE
FIRST TREATED EPISODE OF PSYCHOSIS

Debra L. Foley, PhD; Katherine I. Morley, PhD - Arch Gen Psychiatry. 2011

Context The increased mortality associated
with schizophrenia is largely due fo
cardiovascular disease. Treatment with
antipsychotics is associated with weight gain
and changes in other cardiovascular risk
factors. Early identification of modifiable
cardiovascular risk factors is a clinical
imperative but prospective
longitudinal studies of the
early cardiometabolic
adverse effects of
antipsychotic drug
treatment other than weight
gain have not been
previously reviewed.
Objectives To assess the
methods and reporting of
cardiometabolic outcome
studies of the first treated
episode of psychosis,
review kKey findings, and
suggest directions for future research.

Data Sources PsycINFO, MEDLINE, and
Scopus from January 1990 to June 2010.
Study Selection Subjects were experiencing
their first treated episode of psychosis.
Subjects were antipsychotic naive or had
been exposed to antipsychotics for a short
known period at the beginning of the study.
Cardiometabolic indices were assessed.
Studies used a longitudinal design.

Data Extraction Sixty-four articles were
identified describing 33 independent studies;
25 studies met inclusion criteria and were
retained for detailed review.

Data Synthesis Consolidated Standards of
Reporting Trials and Strengthening the
Reporting of Observational Studies in
Epidemiology checklists were used to assess
the methods and reporting of studies. A
qualitative review of findings was conducted.

Conclusions Two key hypotheses were
identified based on this
review: (1) in general,
there is no difference in
cardiovascular risk
assessed by weight or
metabolic indices between
individuals with an
untreated first episode of
psychosis and healthy

confrols and (2)
cardiovascular risk
increases after first
exposure to any

: antipsychotic drug. A rank
order of drugs can be derived but there is
no evidence of significant class differences.
Recommended directions for future
research include assessing the effect on
cardiometabolic outcomes of medication
adherence and dosage effects, determining
the therapeutic window for antipsychotic
use in adults and youth, and testing for
moderation of outcomes by demographic
factors, including sex and age, and clinical
and genetic factors.

http://archpsyc.ama-assn.org/
cgi/content/abstract/68/6/609
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AN EFFECTIVENESS TRIAL OF GROUP
COGNITIVE BEHAVIORAL THERAPY FOR
PATIENTS WITH PERSISTENT DEPRESSIVE
SYMPTOMS IN SUBSTANCE ABUSE TREATMENT

Katherine E. Watkins, MD, MSHS & Colleagues - Arch Gen Psychiatry. 2011

Context Although depression frequently
co-occurs with substance abuse, few
individuals entering substance abuse
treatment have access to effective depression
treatment.

Objective The Building Recovery by
Improving Goals, Habits, and Thoughts
(BRIGHT) study is a community-based
effectiveness trial that compared
residential substance abuse treatment
with residential treatment plus group
cognitive behavioral therapy for
depression delivered by substance abuse
treatment counselors. We hypothesized
that intervention clients would have
improved depression and substance use
outcomes compared with those of clients
receiving usual care.

Design A nonrandomized controlled trial
using a guasi-experimental intent-to-treat
design in which 4 sites were assigned to
alternate between the intervention and usual
care conditions every 4 months for 2 years.
Setting Four treatment programs in Los
Angeles County.

Participants We screened 1262 clients
for persistent depressive symptoms (Beck
Depression Inventory-ll score =17). We
assigned 299 clients to receive either
usual care (n = 139) or usual care plus
the intervention (n = 140). Follow-up rates

at 3 and 6 months after the baseline
interview were 88.1% and 86.2%,
respectively, for usual care and 83.7%
and &85.0%, respectively, for the
intervention group.

Intervention Sixteen 2-hour group sessions
of cognitive behavioral therapy for depression.
Main Outcome Measures Change in
depression symptoms. mental health
functioning, and days of alcohol and problem
substance use.

Results Intervention clients reported
significantly fewer depressive symptoms (P <
001 at 3 and 6 months) and had improved
mental health functioning (P < 001 at 3
months and P < .01 at 6 months). At &
months, intervention clients reported fewer
drinking days (P < .05) and fewer days of
problem substance use (P < .03) on days
available.

Conclusions Providing group cognitive
behavioral therapy for depression to clients
with persistent depressive symptoms
receiving residential substance abuse
treatment is associated with improved
depression and substance use outcomes.
These results provide support for a new
model of integrated care.

http://archpsyc.ama-assn.org/cgi
fcontent/abstract/68/6/577
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A DOUBLE-BLIND

RANDOMIZED

CONTROLLED TRIAL OF OLANZAPINE
PLUS SERTRALINE VS OLANZAPINE PLUS
PLACEBO FOR PSYCHOTIC DEPRESSION

The Study of Pharmacotherapy of Psychotic Depression (STOP-PD)

Barnett S.Meyers & Colleagues - Arch Gen Psychiatry. 2009

Context Evidence for the efficacy of
combination pharmacotherapy has been
limited and without positive trials in geriatric
patients with major depression (MD) with
psychotic features.

Objectives To compare remission rates of
MD with psychotic features in those treated
with a combination of atypical antipsychotic
medication plus a serotonin reuptake inhibitor
with those treated with antipsychotic
monotherapy, and to compare response by
age.

Design Twelve-week,
randomized, controlled trial.
Setting Clinical services of 4 academic
sites.

Patients Two hundred fifty-nine subjects
with MD with psychotic features randomized
by age (<60 or 60 years) (mean [standard
deviation (SD)], 41.3 [10.8] years in 117
younger adults vs 71.7 [7.8] years in 142
geriatric participants).

Intervention Target doses of 15 to 20 mg of
olanzapine per day plus masked sertraline or
placebo at 150 to 200 mg per day.

Main Outcome Measure Remission rates of
MD with psychotic features.

Results Treatment with
olanzapine/sertraline was associated with

double-blind.

higher remission rates during the trial than
olanzapine/placebo (odds ratio [OR], 1.28;
95% confidence interval [CI], 1.12-1.47; P =
.001); 41.9% of subjects who underwent
combination therapy were in remission at
their last assessment compared with 23.9%
of subjects treated with monotherapy ( 21 =
9.53, P = .002). Combination therapy was
comparably superior in both younger (OR,
1.25, 95% CI, 1.05-1.50; P = .02) and older
(OR, 1.34; 95% CI, 1.09-1.66; P = .01)
adults. Overall, tolerability was comparable
across age groups. Both age groups had
significant increases in cholesterol and
triglyceride concentrations, but stafistically
significant increases in glucose occurred only
in younger adults. Younger adults gained
significantly more weight than older subjects
(mean [SD], 65 [66] kg vs 3.3 [49] kg, P =
001)

Conclusions: Combination
pharmacotherapy is efficacious for the
tfreatment of MD with psychotic features.
Future research must determine the benefits
vs risks of continuing atypical antipsychotic
medications beyond 12 weeks.

hitp:/farchpsyc.ama-assn.org
fegifcontent/abstrac /66/8/838 7
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INTEGRATING

NEUROBIOLOGICAL

MARKERS OF DEPRESSION

Tim Hahn, PhD & Colleagues - Arch Gen Psychiatry. 2011

Context Although psychiatric disorders
are, to date, diagnosed on the basis of
behavioral symptoms and course of
illness, the interest in neurobiclogical
markers of psychiatric disorders has
grown substantially in recent years.
However, current classification
approaches are mainly based on data
from a single biomarker, making it difficult
to predict disorders characterized by
complex patterns of symptoms.

Objective To integrate neurcimaging data
associated with multiple symptom-related
neural processes and demonstrate their
utility in the context of depression by deriving
a predictive model of brain activation.
Design Two groups of participants
underwent functional magnetic resonance
imaging during 3 tasks probing neural
processes relevant to depression.

Setting Participanis were recruited from the
local population by use of advertisements;
participants with depression were inpatients
from the Department of Psychiatry,
Psychosomatics, and Psychotherapy at the
University of Wuerzburg, Wuerzburg,
Germany.

Participants We matched a sample of 30
medicated, unselected patients with
depression by age, sex. smoking status,
and handedness with 30 healthy
volunteers.

Main Outcome Measure Accuracy of

single-subject classification based on
whole-brain patterns of neural responses
from all 3 tasks.

Results Integrating data associated with
emotional and affective processing
substantially increases classification
accuracy compared with single classifiers.
The predictive model identifies a
combination of neural responses to neutral
faces, large rewards, and safety cues as
nonredundant predictors of depression.
Regions of the brain associated with overall
classification comprise a complex pattern of
areas involved in emotional processing and
the analysis of stimulus features.
Conclusions Our method of integrating
neuroimaging data associated with multiple,
symptom-related neural processes can
provide a highly accurate algorithm for
classification. The integrated biomarker
model shows that data associated with both
emotional and reward processing are
essential for a highly accurate classification
of depression. In the future, large-scale
studies will need to be conducted to
determine the practical applicability of our
algorithm as a biomarker-based diagnostic
aid.

http:/farc hpsyc.ama-assn.org/cgi/searc h?
fulltext=integrating+neurobiological+
markers+of+depression
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ACCEPTANCE-BASED BEHAVIORAL THERAPY FOR GAD:
EFFECTS ON OUTCOMES FROM THREE
THEORETICAL MODELS

Treanor M et al. Depress Anxiety 2011 Feb

Acceptance-based behavioral therapy (ABBT)
which has shown efficacy for generalized anxiety
disorder (GAD) in preliminary trials, targets
patients’ negative judgments about, and
avoidance of, distressing emotions; rigid
attempts to control internal experiences; and
avoidance of engagement in important life
activities. The current researchers examined
ABBTs efficacy and effects on elements central
to other models of GAD - e.g., emotion
dysregulation, intolerance of uncertainty, and
perceived lack of control.

The 31 participants with GAD (71% female; 87%
white) were randomized to ABBT or a waitlist
control condition. Most patients had comorbidities
(major depression, 9; social phobia, 5; panic
disorder, 4; obsessive-compulsive disorder, 4)
Hine subjects were on stable doses of
psychotropic medications. ABBT included
psychoeducation, mindfulness exercises, and
encouragement to re-engage in activities. Active
treatment, compared with waitlist, yielded
significantly greater decreases in fear of
emotions and difficulties in emotion regulation
Tolerance of uncertainty and perception of
control increased significantly. These changes
correlated with improvements in GAD symptoms
and persisted at 3- and S-month follow-ups.
Comment: Several effective cognitive-behavioral
therapies now exist for GAD, each based on a
distinct theoretical famework regarding the core
issue in this disorder. This study confirms that a
mindfulness- and acceptance-based treatment is
effective, compared with waitlist control. More
rigorous studies of ABBT, especially in
comparison with other effective treatments, are
needed. However, these results show that ABBT

actually addresses and improves symptoms
targeted by three other CBT treatments for GAD.
These treatments may address all of these
factors, or a particular factor may need to be
addressed to achieve efficacy. Further studies
can identify the most important factor(s) to target,
thus increasing both our understanding of GAD
and the efficacy of treatment.

http://psychiatry_pvatch orglcgifcontentful’2011/328A
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MEMANTINE FOR PATIENTS WITH PARKINSON'S
DISEASE DEMENTIA OR DEMENTIA WITH LEWY
BODIES: A RANDOMISED, DOUBLE-BLIND,
PLACEBO-CONTROLLED TRIAL

Emre M et al Lancet Neurol 2010 Oct

Memantine, an N-methyl D-aspartate (NMDA)
receptor antagonist that modulates the
neurotransmitter glutamate, is modestly
effective for Alzheimer disease dementia.
Preliminary studies have suggested that
memantine may improve cognition in Lewy
body spectrum dementias, including
Parkinson disease dementia (PDD) and
dementia with Lewy bodies (DLB). In addition,
controversy persists regardmg the relationship
between DLB and PDD. The
clinical and pathological
features of these disorders
overlap substantially. (&
However, PDD and DLB
may differ enough to warrant
different treatment
approaches. Researchers
conducted a 24-week,
multicenter,
manufacturer-funded,
randomized clinical trial of
memantine (20 mg once daily) in patients wlth
mild-to-moderate PDD (116 patients) or DLB
(74 patients). Cognition, behavior, and
activities of daily living (ADL) function were
assessed by standard measures.

By the study's end, scores on a clinical global
impression of change measure and
neuropsychiatric symptoms showed a modest
but statistically significant improvement with
memantine compared with placebo in patients
with DLB. For patients with PDD, outcomes of

memantine treatment were no different than
those of placebo. ADL function, motor
performance, and caregiver burden were
unchanged in both groups. Notably, cognitive
test scores did not improve with memantine in
either disease group. Memantine was
comparable to placebo on measures of safety
and tolerability.

Comment: The conclusions that can be
drawn from this study are limited by the very
= i modest effects of treatment
and lack of a prespecified
primary outcome measure.
At best, memantine at 20 mg
daily has a small and
nonspecific effect in Lewy
body spectrum dementias.
This study is unlikely to
increase prescribing of
memantine for PDD and DLB
because the modest benefits
¥ of treatment do not outweigh
the cost and inconvenience of the additional
medication. Although the findings suggest a
modest effect in DLB and none in PDD, this
study does not elucidate the issue of
differential treatment response between the
two dementia types, as neither group
changed sufficiently to identify such
differences.

http://Neurology jwatch.org/cgi
Jcontentfullf2010/1019/4
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REMEMBER THE FUTURE:
WORKING MEMORY TRAINING
DECREASES DELAY DISCOUNTING
AMONG STIMULANTADDICTS

Bickel WK et al - Biol Psychiatry Feb 2011

lgnoring or discounting delayed future
rewards (i.e.. "delay discounting") is a
central characteristic of risk fakers and
impulsive people who prefer a smaller
immediate reward to a later, more
substantial one. This study of 27
patients receiving treatment for
stimulant misuse examined whether
exercises designed to enhance memory
of past events would decrease delay
discounting.
All patients underwent a training
program for working memory (e.g..
forward and reverse digit recall) and
were randomized to receive monetary
reinforcement based on individual
performance (active group) or based on
the performance of a member of the
active group (control group). Before and
after training, the participants were
tested on frontal behavior (e.g.,
disinhibition and executive function),
working memory, learning by trial and
error, episodic memory, verbal learning
and memory, and delay discounting.
The last was assessed by giving
subjects choices between immediately
receiving small amounts of money and
receiving larger amounts of money
later.

Active training significantly decreased
delay discounting rates by 50%. Delay
discounting rates increased in the
control group by 30% (not statistically
significant). In the active group, a larger
number of training sessions and higher
posttraining working memory Sscores
were associated with greater decreases
in delay discounting rates. Training
affected no other measures.

Comment: Valuing the future seems to
be linked to remembering the past. The
authors theorize that delay discounting
results from an imbalance between an
impulsive decision system., which is
located in limbic and paralimbic regions
and is associated with response to
immediate reinforcers, and a frontal
executive system that drives planning
and deferred reinforcement. Whereas
training multiple executive functions has
not been helpful for addiction, training
the single function of working memory
may enhance the ability to compare the
value of future and current rewards and
may promote more-adaptive decision
making.

http://psychiatry jwatch.org
fegifcontentfull /201 1/328/2
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