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NOT ALL "SIDE EFFECTS"™ OF TRICYCLIC
ANTIDEPRESSANTS ARE TRUE SIDE EFFECTS

Syed Thiwan, MD & Colleagues - Clin Gastroenterol Hepatol 2009 April

Objectives: Patiants with functional
gastrointestinal (Gl) disorders treated with
tricyclic antidepressants may report non-Gl
symptoms. It is unclear whether these
symploms are side effects of the medication
or reflect a general behavioral tendency to
report symptoms, This study 1) evaluated
whather a checklist of symptoms reported by
patients prior {o taking desipramine increased
In number or worsened in severity after being
on a tricyclic antidepressant (desipramine),
and 2) assessed baseline factors that
predispose patients to report symptoms.
Methods: Female patients in the drug arm of
a multi-center NIH treatment trial for
functional bowel disorders completed a 15
item symptom questionnaire at baseline
before randomization and at 2 weeks after
starting Desipramine (n=81), or placebo
(n=40) and at study completion 12 weeks
later. Patients were asked on each occasion If
they experienced any of 15 Symptoms and its
level of severity and frequency, and the
resulls were compared.

Results: A total of 57 patients in the
desipramine arm who completed the
questionnaire at both week 0 and week 2
comprised the study sample. Certain
symptoms reported as side effects: dizziness,
dry mouth/thirstiness, lightheadedness,
feeling jittery or tremors and flushing not only
ware reported more often but also worsened
al week 2 indicating a drug effect.
Conversely, other symptoms that were also
reported as side effects: feeling tired in AM,
nausea, blurred vision, headaches,

decreased appetite, and trouble sleeping
oither did not change in severity or showed
Improvement at week 2 (tiredness). All these
symptoms except trouble sleeping were
reported less often af Week 2 than at
baseline. Psychological distress but not
desipramine level significantly correlated with
symptom reporting.

Conclusions: The majority of symploms
often attributed to side effects of desipramine
were prasent prior to treatment, and only a
few related to its anticholinergic effects
worsened 2 weeks after beginning treatment,
suggesting that most symploms considered
as side effects were not related to drug per
se. Clinicians should consider that "Side
effects” may relate more to psychological

W
Editor's notes: The practice of telling the
patient in advance all the expected side

effects probabl this effect.
m.ﬁoﬂm.ng.gw;mlaam%!”?
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POST DISASTER COURSE OF ALCOHOL
USE DISORDERS IN SYSTEMATICALLY
STUDIED SURVIVORS OF 10 DISASTERS

Carol S. North, MD, MPE & Colleagues
rch Gen Psychiatry - October 4, 2010

Context: Although several studies have
suggested that alcohol use may increase after
disasters, it is unciear whether any apparent
postdisaster increases regularly translate into
new cases of alcohol use disorders,
Objective: To determine the relationship of
predisaster and postdisaster prevalence of
alcohol use disorders and to examine the
Incidence of aicohol use disorders in relation
o disasters,

Design: Data from 10 disasters, studied
within the first few posidisaster months and at
1 1o 3 years postidisaster, were merged and
examined,

Participants: Six hundred ninely-seven
directly exposed survivors of 10 disasters,
Measures: The Diagnoslic Interview
Schedule for DSM-III-R provided lifetime
diagnoses of alcohol abuse and dependence,
and onsel and recency questions allowed a
determination of whether the disorder had
been present either prior to or following the
event, or both,

Results: While the postdisaster prevalence of
alcohol use disorders was 19%, only 0.3% of
the sample developed an acute new
postdisaster alcohol use disorder. Most of
those in recovery, however, consumed
alcohol after the disaster (83%) and coped
with their amotions by drinking aicohol (22%).
Those with a postdisaster alcohol use
disorder were more than 4 times as likely as
those without to cope wilth their
disaster-relaled emotions by drinking alcohol

(40% vs 9%).

Conclusions: The vas! majorily of
posidisaster alcohol use disorders
represented the continuation or recurrence of
preexisting problems. Findings suggest that
those in recovery as well as those who drink
to cope with their emotions represent groups
warranting potential concemn for postdisaster
mental health intervention. Further research is
needed to clarify the clinical significance of
changes in alcohol use after disasters.
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INTEGRATING TOBACCO CESSATION
INTO MENTAL HEALTH CARE FOR
POST TRAUMATIC STRESS DISORDER:
A RANDOMIZED CONTROLLED TRIAL

McFall M, et al _ JAMA 2010

Among military veterans, adding smoking
cessation treatment to regular care of
postiraumatic stress disorder (PTSD)
increased quit rates, a randomized trial
showed.

Compared with usual care, integrated
cessation treatment resulted in a doubling of
the number of patients who remained
abstinent for 12 months (8.9% versus 4.5%;
OR 2.26, 95% CI 1.30 lo 3.91), according to
Miles McFall, PhD, of the Veterans Affairs
Puget Sound Health Care System In Seattle,
and colleagues.

Psychiatric status was not adversely affected
by the intervention; in fact, PTSD severity
improved by 10% in both the treatment and
control groups.

This multisite trial, with the advantages of
large sample size and enhanced external
validity, represents a significant advance In
the evidence base on the effectiveness of
treating tobacco dependence in smokers with
mental disorders and integration of tobacco
treatment services into mental health care
seltings.

The study represents a major step forward on
the path to abating the previously overiooked
epidemic of tobacco dependence that has
plagued persons with mental iliness.
Patients with mental illness are often
excluded from clinical trials of smoking
cessation, and studies have shown thal most
smokers with mental iliness do not receive

treatment to help them quit,

PTSD in particular is strongly associated with
smoking and unsuccessful quit attempts,
highlighting the need for more effective ways
to deliver smoking cessation treatment,
according to McFall and his colleagues.

They randomized 943 smokers with
military-related PTSD to either integrated
smoking cessation treatment or usual care at
10 VA medical centers.

The intervention was delivered by the
patients' mental heaith providers, mostly at
scheduled PTSD visits. It involved five weekly
core sessions focusing on tobacco use
education, behavioral skills for quitting, setting
a quit date, and relapse prevention. The core
sessions were followed by three follow-up
visits and monthly booster sessions to
reinforce the intervention,

Usual care consisted of referral to specialized
smoking cessation clinics at each center.

The mean age was 54 in both groups.
Patients in both groups reported that they
started smoking at an average age of 17,

In addition to PTSD, nearly haif of the
participants had current major depression.
Prolonged abstinence of 12 months, the
primary outcome, was significantly improved
with integrated care, as confirmed by exhaled
carbon monoxide, urinary cotinine levels, or
both.

Both seven- and 30-day abslinence rates
were higher with integrated care throughout
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the study as well,

The 39.1% of the treatment effect could be
explained by the greater number of
counseling sessions attended in the
Intervention group (median 8 versus 1) and
amount of cessation medication used.
Although the proportion of patients taking
cessation medications was similar in both
groups, patients in the intervention group
used the drugs longer (median 104 versus
68.5 days).

The finding suggests that other factors are
contributing to the effectiveness of the
Intervention, according lo the researchers,
Including “qualitative aspects of the
therapeutic relationship, such as mental
health clinicians' abllity to motivate patients
and skill in managing the dynamic interplay
between psychiatric distress and smoking
urges.”

Between baseline and 18 months, there were
no between-group differences in PTSD or

depressive symptoms, with improvement in
PTSD severity in both groups.

There was no difference in PTSD symptoms
between quitters and nonquitters, aithough

depression was slightly worsened in the
patients who did not quit.

The percentage of patients who had serious

adverse events possibly related to the study -

psychiatric or medical hospitalizations or
life-threatening or potentially jeopardizing

psychiatric or medical conditions not resulting

In hospitalization -- was small (2% in each
group).

McFall and his colleagues noted that the

study was limited by the selected sample —
mostly older male Vietnam-era veterans with
chronic PTSD and co-occurring depression -

and by the collection of outcome data by staff

members who were not blinded to treatment
group.
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TIME TO RELAPSE AFTER 6 AND 12 MONTHS'
TREATMENT OF GENERALIZED ANXIETY DISORDER

WITH VENLAFAXINE

EXTENDED RELEASE

——Kad Rickels. MD & Colleagues - Arch Gen Psychiatry. 2010

Context: Generalized anxiety disorder (GAD)
is a chronic disorder in need of reliable data to
guide long-term treatment,

Objectives: To assess the benefils of 6 and
12 months’ trealment of GAD with venlafaxine
hydrochloride extended release (XR) in
patients who improved after 6 months’
open-label venlalaxine XR treatment.
Design: After 8 months' open-label
venlafaxine XR treatment, improved patients
were randomized to venlafaxine XR or
placebo for 8 months, All venlafaxine XR
patients still in the study at 12 months were
randomized o receive venlafaxine XR or
placebo, and all placebo patients continued
taking placebo for another 6 months.

Setting: One urban site (5 locations).
Patients: Of 268 patients with a diagnosis of
GAD entering the open-abel venlafaxine XR
treatment phase, 158 (59.0%) completed 6
months, and 136 (50.7%) entered relapse
phase 2 (6-12 months). Fifty-nine (43.4%) of
136 patients entered phase 3 (12-18 months).
Intervention: Six months' open-label
treatment with venlafaxine XR, followed by
double-blind venlafaxine XR or placebo for 2
relapse phases, each lasting 6 months.

Main Outcome Measures: Time to relapse
while receiving venlafaxine XR or placebo
after 6 and after 12 months of treatment,
Relapse was slriclly defined to safeguard
agains! assigning patients with venlafaxine
XR disconlinuation symptoms or lemporary
anxety increase as relapse,

Results: For objective 1, relapse rates In
phase 2 (months 6-12) were 9.8% on

venlafaxne XR and 53.7% on placebo (P <
[001). For objective 2, relapse rales after 12
months on placebo (32.4%) were lower than
after 6 months on venlafaxine XR (53.7%) (P
<.03).

Conclusions: Treatment of GAD with an
antidepressant should be continued for at
least 12 months. Preliminary data
demonstrate thatl improved patients who
relapse while off their antianxiety medication
afler at least 8 months of treatment will again
most likely respond to a second course of
treatment with the same medication.
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A RANDOMIZED ADD-ON TRIAL OF AN
N-METHYL-D-ASPARTATE ANTAGONIST IN
TREATMENT-RESISTANT BIPOLAR DEPRESSION

Diazgranados N, et al _ Arch Gen Psych 2010

The anesthelic ketamine (sometimes illicitly
used as a recrealional drug) produced rapid
alleviation of severe depression in patients
with treatment-resistant bipolar iliness in a
small clinic trial,

In an 18-patient randomized trial, a single
infusion of intravenous ketamine knocked 10
points off Montgomery-Asberg Depression
Rating Scale (MADRS) scores in 40 minules
compared with a placebo treatment.

The difference between ketamine and
placebo groups in mean MADRS scores grew
to more than 13 points on the second day
after the ketamine infusion.

This is the first article detailing the rapid
antidepressant effects of a single infusion of
an NMDA N-methyl-D-aspartateantagonist in
patients with treatment-resistant bipolar
depression.

In an earfier randomized trial of ketamine in
patients with severe unipolar depression that
also found rapid and pronounced benefits,
Numerous other researchers have reported
similar findings in case reports and in small,
uncontrolied series.

Canventional antidepressants all require
several weeks of treatment before effects are
apparent, Adherence can suffer in the
meantime, as patients lose interest in laking a
drug that doesn't seem 1o be working.
Nevertheless, even though ketamine is an
approved prescription drug, it does not
appear 1o have caught on dinically - perhaps
because its label includes a boxed waming for

“vivid imagery, hallucinations, or emergence
delirium® when used as an anesthetic, This
effect has led to the illicit use of ketamine as a
“rave” party drug, dubbed "Special K.*
Quasi-psychedelic reactions were not
uncommon in the new study. It was indicated
that at least 10% of participants reported
*feeling woozy or loopy" or having "odd
sensations,” as well as more mundane effects
such as drowsiness, cognilive impairment,
nausea, blurred vision, and headache.

On the other hand, given the severe and
disabling depression seen in sludy
participants, such effects —~ which Zarate and
colleagues described as nonserious —~ may be
a small price to pay.

The patients had failed 1o respond to a mean
of seven previous antidepressant drugs, and
55% had not responded lo electroconvulsive

The toll of this protracted and refraclory
lliness on the subjecls was evident, in that
two-thirds of participants were on psychiatric
disability and nearly all were unempioyed.
Patients in the study remained on bipolar
iliness medications including lithium or
valproate. They were hospitalized for an
average of nine weeks prior 1o slarting the
randomized treatment, during which their
responses 1o these mood stabilizers were
assessed and stability of depression
symptoms could be monitored in a relatively
controlied setling.

MADRS scores averaged aboul 31 in the
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treatment group and 33 in the control group at
the start of the randomized treatment phase.
Just 40 minutes after a ketamine infusion of
0.5 mg/kg - the standard anesthetic dose is 1
to 4.5 mg/kg — mean MADRS scores in the
aclive treatment group dropped to 18,
whereas scores in the placebo group declined
to 28.

Scores in the ketamine group remained
stable through the second day after infusion,
then returned to near baseline levels (not
significantly different from the piacebo group)
by day seven.

Very similar patterns were seen In scores on
the standard Hamillon and Beck depression
evaluations,

The onset of significant relief was even faster
In this sample than in the earlier trial with
unipolar depressed patients - in which relief
took 110 minutes. This discrepancy may
reflect concomitant treatment with lithium or
valproate, and the more severe depression in
the current study's sample,

Several limitations 1o their study were cited .
One of the most important may be the
hallucinogenic side effects ofketamine, which
might have clued patients to whether they
had received the active drug as opposed 1o
placebo.

A significant number of placebo patients
experienced similar adverse effects, and
there was no apparent relationship between
adverse effects and treatment efficacy in the
ketamine group. Nevertheless conceded that
blinding could have been compromised,
potentially confounding the results,

Future studies using ketamine will have o
address the limitation of blinding and may
Include an active comparator with central
nervous system effects,

Also noted that the trial was small and that
their patients were very severely depressed -
with a mean duration of lliness of nearly 30

years - which is not representative of most
patients with bipolar depression.

In addition, they emphasized that it is still
unknown whether the improvements In
symptoms of severe depression seen with
ketamine can be maintained - or if so, how.
It Is currently what would be the first large
trial of ketamine for treating depression. The
164-patient study in unipolar depression,
which began recruitment in 2004, is expected
to be completed in 2014, according to its
listing on Clinicaltrials.gov.

http:/iwww.medpagetoday.com/21499
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ANTIDEPRESSANT MEDICATION USE
AND FUTURE RISK OF
CARDIOVASCULAR DISEASE:
THE SCOTTISH HEALTH SURVEY

Hamer M, et al

Eur Heart J 2010

Growing concem that patients taking lricyclic
antidepressants are al increased risk for
cardiovascular disease has been proven out
in a large European study.

In a prospective cohort study that included
14,784 adulls, those using lricyclics had a
35% Increased cardiovascular risk after
adjustment for potential confounders including
symploms of depression and anxiety, which
are known risk factors for cardiovascular
disease (HR 1.35, 95% CI 1.03 to 1.77).

In contrasl, the use ol selective serolonin
reuptake inhibitors (SSRIs) was not
associated with an elevated risk (HR 1.11,
95% CI1 0.77 10 1.60).

Some previous studies have suggested that
any association between the use of
antidepressants and risk of cardiovascular
disease can be allributed lo depression, not
the drugs. Hamer and colleagues disagreed.
On the basis of our findings, the association
between antidepressanl use and
cardiovascular disease risk is partly
Independent of psychiatric symptoms which
sugges!s that there may be some
characteristic of tricyclic antidepressants that
I8 raising cardiovascular disease risk.
However, they also noted that the 35%
increase might be explained by confounding
by unidentified risk factors.

To investigate the issue, the researchers
analyzed data from the nationally
representativa Scoltish Health Survey, which

Is conducled among the country's adults
every three o five years and includes

Information on demographics, lifestyle, and
medical and medication history. Participants’
mean age was 53, and more than hall were
women.

Tricyclic antidepressants were being used by
2.2%, SSRIs by 2%, and other
antidepressants such as monoamine oxidase
inhibitors by 0.7%.

Overall, antidepressant users ware more
commonly women, older, smokers, and
sedentary, They also were more likely to
report distress and o have had

a psychiatric inpatient stay.The average

follow-up was eight years, during which time
there were 1,434 cardiovascular events

among the study participants, Events included
cardiovascular death, MI, coronary surgery,

stroke, and heart failure. A total of 28.2% of
the events were fatal. Over the course of the

study, a total of 1,238 participants died, 375

from cardiovascular disease.

In an unadjusted model, the use of tricyclic
anlidepressants was associated with
cardiovascular death (HR 2.23, 95% Cl 1.39
to 3.60), but after adjustment for variables this

was no longer significant,

Further analysis showed that both tricyclic

and SSRI users had a higher risk of stroke in
age- and sex-adjusted models:

. Tricyclics, HR 2.23 (95% CI 0.85 to
6.39)
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s SSRIs, HR 3.32
(95% C! 1.20 10 9.18)

But the researchers
cautioned that the findings
on risk of stroke should be
Interpreted with caution.
They pointed out that
there were only 78 events
and the association with
SSRIs was weakenec
after multivariate
adjustment (HR 2.46, 95%
Cl 0,87 10 6.96).
Possible reasons why
tricyclic antidepressants
might contribute to
cardiovascular risk include
their propensity to cause
weight gain and their
assoclation with
potentially cardiotoxic
effects such as reduced
heart rate variability and
prolongation of the QT
Interval.

Limitations of the study
Include its observational
design and the lack of
Information on drug
dosages or compliance.
But strengths include the
large sample and detailed
Information about medical
history, hospitalizations,
and potential
confounders.
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INTEGRATING NEUROBIOLOGICAL
MARKERS OF DEPRESSION

Tim Hahn, PhD & others - Arch Gen Psychiatry

Context: Although psychiatric disorders are,
to date, diagnosed on the basis of behavioral
symptoms and course of iliness, the interest
in neurobiological 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 neuroimaging data
associated with multiple symptom-related
neural processes and demonstrate their utility
in the context of depression by deriving a
predictive mode! of brain activation.

Design: Two groups of participants
underwent functional magnetic resonance
Imaging during 3 tasks probing neural
processes relevant to depression,

Setting: Participants 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 malched 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 blomarker 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.
hitp://archpsyc.ama-assn.org/cgV
contentfulVarchgenpsychiatry.2010.178
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ANTIDEPRESSANT MONOTHERAPY VS SEQUENTIAL
PHARMACOTHERAPY AND MINDFULNESS-BASED
COGNITIVE THERAPY, OR PLACEBO, FOR RELAPSE

PROPHYLAXIS IN RECURRENT DEPRESSION
Segal ZV, et al _ Arch Gen Psych 2010

For patients who achieve an unstable
remission after depression - one dotted with
depressive symptoms -- mindfulness-based
cognitive therapy may prevent relapse just as
well as maintenance antidepressant therapy.
Both treatments were equivalent and were
associated with similar reductions in relapse
compared with placebo.

For those unwilling or unable to lolerate
maintenance antidepressant treatment,
mindfulness-based cognilive therapy offers
equal protection from relapse

Relapse after recovery from depression Is
common, and the current therapy o prevent
relapse is maintenance antidepressants.
Medication adherence, however, tends 1o be
an issue.

Mindfulness-based cognitive therapy may be
an alternative, the researchers said. The
group-based regimen helps train patients 1o
disengage from depressogenic thinking, and
puls an emphasis on daily practice of
health-enhancing behaviors such as
meditation or yoga.

Yel little data on its efficacy exists. So the
researchers conducted a randomized trial of
166 patients ages 18 to 65 al two outpatient
clinics in Canada who met criteria for major
depressive disorder, and focused on the 84
who achieved remission. These patients were
assigned to one of the three groups:
antidepressant maintenance therapy,
mindfulness-based cognitive therapy, or

placebo.

Patients who received cognilive therapy
discontinued their antidepressants and
attended eight weekly group sessions.

During their acute treatment phase, about half
(51%) of patients were classified as unstable
remitiers, while the rest were stable.

These unstable remitters had higher
depression scores, spent more days in the
acule treatment phase, and spent more days
in reamission than those who were stable
(P=0.03, P=0.02, and P=0.03, respectively).
Thus there was a significant interaction
between quality of acute-phase remission and
subsequen! prevention of relapse in
randomized patients (P=0.03).

The findings Indicated thal the quality of
remission achieved during the acute phase
interacted with the type of prevention
trealment patients received o delermine
relapse outcomes during the subsequent
maintenance phase.

So they assessed lreatment effects among
the unstable group. They found that all of
these treated patients -- whether they had
mindfulness-based therapy or antidepressant
therapy -- had a reduction in relapse risk
compared with placebo, which didn't differ
significantly between the two groups.

Relapse rates were 27% for antidepressant
maintenance therapy, 28% for mindfulness
therapy, and 71% for placebo.

Individually, mindfulness therapy was

KARACHI PSYCHIATRIC HOSPITAL BULLETINMARCH , 2011
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associated with a 74% reduced risk of relapse
(95% CI 0.09 to 0.79, P=0.01), and
anlidepressant therapy was associaled with a
76% reduced risk (95% Cl 0,07 to 0.89,
P=0,03).

For patients whose acute-phase remission
was marked by periodic symptom flurries,
discontinuing antidepressants and recelving
[cognitive therapy), or continuing with
antidepressants significantly lowered
relapse/recurrence risk compared with
discontinuation 1o placebo.

They said the results are “in accord with
previous reports” that ime in remission or the
presence of residual symploms are

assoclated with “poorer acute- and
maintenance-phase outcomes”™ and that
reduction of this risk "with targeted treatment
is beneficial.”

Surprisingly, for patients whose acute-phase
remission was stable, there was no
differential effect on survival batween the
treatments studied.

The study was limited because its power was
lessened when the cohort was divided into
stable and unstable remitters, and the authors
noted that further study is needed.

hetpiwww. medpagetoday. com/PsychiatryDeprossion/23798
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ASSOCIATION BETWEEN BIPOLAR

SPECTRUM FEATURES AND TREATMENT

OUTCOMES IN OUTPATIENTS WITH
MAJOR DEPRESSIVE DISORDER

Perlis R, et al _ Arch Gen Psychiatry 2010

The presence of a psychotic symptom in a
patient with major depression does not
necessanly signal underying bipolar disorder
or presage resistance to trealment with
antidepressants.

Among more than 4,000 patients who sought
treatment for major depression, 30% reported
experiencing one psychotic feature and
38.1% had at least one recent manic or hypo
manic symplom,

Review articles and continuing medical
education programs frequently assert that
unrecognized bipolarity is a substantial
contributor to apparent treatment-resistant

been proposed as suggestive of underlying
bipolar disorder in depressed patients are
early age al symptom onset, more frequent
recurrences, shorter episodes, and family
history of bipolar disorder.

The importance of identifying true bipolarity in
a patient presenting in a depressive siate lies
in the choice of treatment, since some bipolar
patients appear lo worsen with antidepressant

therapy.

To address what they lermed the “challenging
clinical problem” of distinguishing between
major depression and bipolar disorder in a
depressed patient, Perlis and colleagues
analyzed data from the STAR'D sludy, a
multicenter trial that evaluatec several

strategies for managing resistant depression.

STAR'D was intended to reflect routine
clinical practice, so struclured inlerviews were
not used for deleclion of symploms of
bipolarity.

Rather, more simple symplom screens were
used, with questions about potentially
psycholic events and beliefs such as thoughts
of being plotied against, spied on, and seeing
or hearing things.

In addition, patients were questioned aboul
manic-like symptoms such as not needing
sleep and impulsive actions.

A total of 16.2% of 4,041 patients reported
having both manic and psychotic symploms.
The researchers then looked at whether the
disease features commonly thought to reflect
underlying bipolar disorder were associated
with failure lo reach remission with
antidepressant treatment,

Certain leatures were significanlly associated
with lack of remission, including irritability,
psychomotor symptoms, and hyperphagia,
However, other important features were not
associated with poor outcome:

. Family history of bipolar disorder, HR
0.96 (95% C1 0.82 10 1.12)

. Presence of manic symptoms, HR
1.02 (95% C1 0.83 to 1.12)

. Brief episode duration, HR 1.10 (95%
Ci1t01.22)

Further statistical analysis confirmed that
fealures suggestive of bipolarity were only
weakly and inconsistently correlated with

KARACHI PSYCHIATRIC HOSPITAL BULLETINMARCH , 2011
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treatment resistance.

The results Indicate that putative bipolar
spectrum features are common in this general
clinical population presenting for treatment
with major depressive disorder.

There were limitations to their analysis, such
as the exclusion from STAR'D of patients
with overt bipolar disorder and the
Investigators' use of simple diagnostic tools,
which could have resulted in bias toward the

null.

It was emphasized that resistance to
antidepressant therapy certainly should
warrant further consideration of the diagnosis
of depression, but "considered as a whole,
our resulls cast doubt on the frequent
assertion that unrecognized bipolar disorder is
widespread in clinical practice and particularly
In treatment-resistant major depressive
disorder."
bty itwww modpogetacay comAbprnt ot = 24770

10 FACTS ABOUT TUBERCULOSIS

Fact 1. Tuberculosis (TB) is contagious and
spreads through the air. If not treated, each
person with active TB can infect on average
10 to 15 people a year.

Fact 2 More than two billion people, equal to
one third of the worid's total population, are
infected with TB bacilli, the microbes that
cause TB. One in every 10 of those people
will become sick with active TB in his or her

Fact &TB is a worldwide pandemic. Among
the 15 countries with the highest estimated
TB incidence rates, 13 are in Africa, while a
third of all new cases are in India and China,
Fact 7:Multidrug-resistant TB (MDR-TB) is a
form of TB that does not respond to the
standard treatments using first-line drugs.
MDR-TB Is present in virtually all countries
surveyed by WHO and its pariners.

Fact 8:There were an estimated 440 000 new
MDR-TB cases in 2008 with three countries

lifetime. People living with HIV are at a much accounting for over 50% of all cases globally:

greater nsk.

Fact 3 A total of 1.7 million people died from
T8 in 2009 (including 380 000 people with
HIV), equal to about 4700 deaths a day. TB is
a disease of poverty, affecting mostly young
adults in their most productive years. The vast
majority of TB deaths are In the developing
world, with more than half occurring in Asia.

Fact & TB is a leading killer among people

China, India and the Russian Federation.
Extensively drug-resistant TB (XDR-TB)
occurs when resistance to second-line drugs
develops. It is extremely difficult to treat and
cases have been confirmed in more than 58
countries,

Fact 9:The world is on track to achieve two TB
targets set for 2015:

"The Millennium Development Goal, which

living with HIV, who have weakened immune aims to halt and reverse global incidence (in

systems.

Fact & There were 9.4 milion new TB cases
in 2008, of which 80% were in just 22
countries. Per capita, the global TB incidence
rate Is falling, but the rate of decline is very
slow - less than 1%.

Fact &TB is a worldwide pandemic. Among the

companson with 1990); and

"The Stop TB Partnership target of halving
deaths from TB (also in comparison with
1990).

Fact 10: 41 million T8 patients have been
successfully treated in DOTS programmes and up
to 6 million lives saved since 1995, 5 millon more

15 countries with the highest estimated TB Ives could be saved between now and 2015 by
incidence rates, 13 are in Africa, while a third of fully funding and implementing The Global Plan to
all new cases are in India and China, Stop TB 2011-2015

e ————————————————————————————————————————
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MAJOR DEPRESSIVE DISORDER WITH
SUBTHRESHOLD BIPOLARITY IN THE
NATIONAL COMORBIDITY SURVEY
REPLICATION

Angst J, et al - Am J Psychiatry 2010

A high proportion of people with major
depression may actually have a "hidden® form
of bipolar disorder, according lo a
population-based study.

Interviews with a nationally-representative
sample of more than 9,000 people suggest
that nearly 40% of people with a history of
major depressive disorder report periods of
hypomania that just miss the threshold for a
The group with subthreshold hypomania
appeared o fall between pure depression and
bipolar disorder for clinical severity.

Since such patients might benefit from the
addition of a mood stabilizer after response to
anlideprassants, the researchers supported a
proposed broadening of the criteria for bipolar
disorder.

Subthreshold mania hasn't made it into the
current edition of the Diagnostic and
Statistical Manual of Mental Diseases
(DSM-IV), but changes are being debaled as
the psychiatric "bible* undergoes revision for
its fifth edition, expected in 2013,

A diagnostic specifier for subthreshold
bipolarity might fit well in the diagnostic
category of major depression.

Such an expansion of the bipolar concep!
would likely lead to important changes in the
treatment of patients who are undiagnosed or
misdiagnosed despile elevated morbidity and
mortality rates.

Regardless, il there is such a substantial
group of patients with hidden bipolarity,

careful evaluation of a history of hypomanic
symptoms and a family history of mania
would be critical,

The group analyzed resulls from the
national tative Nationa! Comorbidity
Survey Replication (NCS-R) -- a nationally
representative face-lo-face household survey
of the prevalence and correlates of a wide
range of DSM-IV mental disorders.

For the study, responses were analyzed from
9,282 people surveyed between February
2001 and Apni 2003.

Overall, 5.4% of the NCS-R respondents mel
criteria for major depressive disorder alone
over the prior 12 months, jumping to 10.2%
for lifetime prevalence.

Together, the bipolar spectrum conditions
were nearly as common as major depression
alone,

The lifetime prevalence of major depression
with subthreshold hypomania in the NCS-R
respondents was 6.7% and 2.2% over the
prior 12 months.

Bipolar | disorder — major depressive disorder
with mania -- affected 0.3% of the
respondents over the prior 12 months and
0.7% over their lifetime.

Bipolar |l diserder -- major depressive
disorder with hypomania — affected 0.8% of
the respondents over the prior 12 months,
with a 1.6% lifetime prevalence.

Trealtment for mood disorders was no more
likely for those with subthreshold hypomania
than for those with depression alone.
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However, the subthreshold hypomania group
showed greater rates of comorbidity than the

depression alone group for the following

(P<0.05 for all).

. Anxioty (72.2% versus 52.6%)

. Substance use disorders (35.3%

versus 18.0%)

. Behavioral problems (41.1% versus
19.2%)

Suicide attempts were reported by 41% of
those with major depression and subthreshold
hypomania, which fell between the 50% of
those with bipolar Il and the 31% of those with
major depression alone.

Age at first onset showed the same pattemn as
did number of episodes of depression,

These differences in clinical characteristics

"underscore the heterogeneity of major

depression and support the notion that a

critical reappraisal of diagnostic criteria for

mood disorders s warranted.

Even more convincing, they suggested, was
that family history of mania was as common
for those with subthreshold hypomania as for
those with mania or hypomania (76.0%
versus 70.4% and 67.8%, respectively).

The findings provide the first comparisons of
the prevalence and clinical correlates of
bipolar Il disorder, major depression with
subthreshold hypomania, and major
depression alone in a nalionally

representative U.S. sample.

However, the researchers noted that the data
were based on self-report in the

lay-administered NCS-R survey, and
preciuded collection of information on the full
spectrum of expression of bipolar disorder
proposed in recent studies.

The definition of subthreshold bipolar disorder

— which required a major depressive episode
diagnosis and a "yes" answer (o either of the
mania screening questions that encompassed
a discrete period of increased energy, activity,

and euphoria or irritability not related to
Impairment in daily activities -- was more
restrictive than the definitions proposed by
clinical researchers.

The study may have underestimated the

prevalence of bipolar spectrum disorder in the
population.

http:/iwww.medpagetoday.com/21687
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MAINTENANCE TREATMENT OF

DEPRESSION IN OLD AGE

A Randomized, Double-blind, Placebo-Controlled
Evaluation of the Efficacy and Safety of Donepezil
Combined with Antidepressant Pharmacotherapy

Charles F. Reynolds lll, MD & Colleagues_ Arch Gen Psychiafry. 2011

Context: Cognitive impairment in late-life
depression is a core feature of the iliness.
Objective To test whether donepezil
hydrochloride and antidepressant therapy is
superior to placebo and antidepressant
therapy in improving cognitive performance
and instrumental activities of daily living and
in reducing recurrences of depression over 2
years of maintenance treatment,

Design: Randomized, double-blind,
placebo-controlied maintenance trial.

Setting: University clinic.

Participants: One hundred thirty older adults
aged 65 years and older with recently
remitted major depression.

Interventions: Random assignment to
maintenance antidepressant
pharmacotherapy and donepezil or to
maintenance antidepressant
pharmacotherapy and placebo,

Main Qutcome Measures: Global
neuropsychological performance, cognitive
instrumental activities of daily living, and
recurrent depression.

Results: Donepezil and antidepressant
therapy temporarily improved global cognition
(treatment x time interaction, F2,126 = 3.78; P
= 03), but effect sizes were small (Cohen d =
0.27, group difference at 1 year). A marginal
benefit to cognitive instrumental activities of
daily living was also observed (treatment x
time interaction, F2,137 = 2.94; P = .06). The

donepezil group was more likely than the
placebo group o expenience recurrent major
depression (35% [95% confidence interval
{Cl), 24%-46%] vs 19% [95% CI, 9%-29%],
respectively; log-rank 2 = 3.97; P = .05;
hazard ratio = 2.09 [95% CI, 1.00-4.41)). Post
hoc subgroup analyses showed that of 57
participants with mild cognitive impairment, 3
of 30 participants (10% [95% CI, 0%-21%)]))
receiving donepezil and 9 of 27 participants
(33% [95% CI, 16%-51%]) receiving placebo
had a conversion to dementia over 2 years
(Fisher exact test, P = .05). The mild cognitive
impairment subgroup had recurrence rates of
major depression of 44% with donepezil vs
12% with placebo (likelihood ratio = 491, P =
.03). The subgroup with normal cognition (n =
73) showed no benefit with donepezil and no
increase in recurrence of major depression,
Conclusions: Whether a cholinesterase
inhibitor should be used as augmentation in
the maintenance treatment of late-life
depression depends on a careful weighing of
risks and benefits in those with mild cognitive
impairment. In cognitively intact patients,
donepezil appears 1o have no clear benefit for
prevenling progression to mild cognitive
impairment or dementia or for preventing
recurrence of depression.

hitp://archpsyc.ama-assn.org/
cgi/content/abstract/68/1/517
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PROBLEM-SOLVING THERAPY AND
SUPPORTIVE THERAPY IN OLDER
ADULTS WITH MAJOR DEPRESSION AND
EXECUTIVE DYSFUNCTION
George S. Alexopoulos, MD & Colleagues _ Arch Gen Psychiatry- 2011
Effect on Disability

Context: Older patients with depression and
executive dysfunction represent a population
with significant disability and a high likefihood
of failing pharmacotherapy.

Objectives: To examine whether
problem-solving therapy (PST) reduces
disability more than does supportive therapy
(ST) in older patients with depression and
executive dysfunction and whether this effect
Is mediated by improvement in depressive
symptoms.

Design: Randomized controlled trial.
Setting: Weill Comell Medical College and
University of California at San Francisco.
Participants: Adults (aged >589 years) with
major depression and executive dysfunction
recruited between December 2002 and
November 2007 and followed up for 36
weeks.,

Intervention: Twelve sessions of PST
modified for older depressed adults with
executive impairment or ST,

Main Outcome Measure: Disability as
quantified using the 12-item World Health
Organization Disability Assessment Schedule
.

Results: Of 653 individuals referred to this
study, 221 met the inclusion criteria and were
randomized to receive PST or ST. Both PST
and ST led to comparable improvement in
disabiiity in the first 6 weeks of treatment, but
a more prominent reduction was noted in PST
participants at weeks 9 and 12. The

difference between PST and ST was greater
in patients with greater cognitive impairment
and more previous episodes. Reduction in
disability paralleled reduction in depressive
symptoms. The therapeutic advantage of PST
over ST in reducing depression was, in pan,
due to greater reduction in disabllity by PST.
Although disability increased during the 24
weeks after the end of treatment, the
advantage of PST over ST was retained,
Conclusions: These results suggest that
PST is more effective than ST in reducing
disability in older patients with major
depression and executive dysfunction, and its
benefits were retained after the end of
treatment. The clinical value of this finding is
that PST may be a trealment altemative in an
older patient population likely to be resistant
to pharmacotherapy.
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SUBJECTIVE MEMORY PROBLEMS

Stevellife & ues-BMJ

Even with dire oning, 60% of those
- Subjective memory problems are much morawith dementia and 82% of those with mild
common in later life than the objectivecognitive impairement do not report simple
probloml that suggest minor cognitivememory problems, suggesting that loss of

impairment or dementia awareness of change occurs early in cognitive
- Subjective problems are not mpairement. If general practitioners asked
a characteristic of the "worried well" anddirectly about problems with memory the
should be taken seriously majority of the patent group they were trying
- Depression is associated with subjectiveto identify would dony any difficulty, whereas
memory problems, as are older age, female17% of healthy adults wouid answer
sex, and low educational attainment ARE SUBJECTIVE MEMORY moaususAm

- Depression is itself a risk factor for dementia, FACTOR FOR DEVELOPING DEMENTIA?
making the diagnostic task even more difficult Most longitudinal studies have shown that
- Subjective memory problems are a poompatients with subjective memory problems
predictor of dementia syndrome (loss ofhave an increased risk of future cognitive
memory and one other aspect of cognitiondecline or dementia, The risk of developing
sufficient to cause impairment) dementia if subjective memory problems are
- When deciding whether to refer to specialisipresent varies, and studies useifferent
mpuwﬁommdwmymmbsofmﬂmdstom;ubiocﬁnmobm
thumb to evaluate the extent arid possibleimpairment. For example, in the Adult Changes
significance of symptoms or subjectiveof Thought study of 1883 people aged 65 and
memory loss older, a subset with normal cognition at
ARE SUBJECTIVE MEMORY PROBLEMS baseline but high levels of subjective memory
ASSOCIATED WITH CONCURRENT OBJECTIVE problems were nearly three times more likely to
MEMORY IMPAIRMENT? develop dementia than their asymptomatic
In the most recent review, eight studies with apeers (odds ratio 2.7, 85% ClI
pooled population of 9148 reported the rate of 45t04.°9S) Baseline cognitive Impairment
subjective memory problems in patients withmay be an important factor for progression to
dementia, seven reported the rate in thosedementia in patients with subjective memory
with mild cognitive impairment, and of theseproblems. In a study of 364 community dwelling
four compared the rates in dementia and mikblder people without dementia, those who
cognitive impairment head to head. Subjectiveeported subjective memory problems at
memory problems were reporied by 43% offolow-up and not at baseline were nearly five
those with known dementia and 38% of thosatimes more likely to have signi ficant cognitive
with known mild cognitive impairment. Acrossimpairment than those without subjective
the spectrum of cognitive impairment (mildmemory problems at fol) ow-up (odds ratio 4.5,
cognitive impairment or dementia) 40% o85% C! 1.3 to 15.4). However, not all
patients had sub]ocﬂvo memory problemsiongitudinal studios support the view that
compared with 17% in healthy adult, controls.subjective memory probloms are assoclated
In this review the pooled sensitivity ofwlh an increased risk of developingdementia
subjective memorproblems for prediction of The Maastricht Aging Study., which involved
dementia was -13% and the specificity was557 participants aged 55 to 8!: , showed
86%. For mild cognitive impairment, thethat although being forgetful rmghl indicate
pooled was 37% and specificty wasslower general information processing and
87%. In cross sectional community studies delayed recall at baseline, it did not predict
people with subjective memory problems onlycognitive change over six years.
had 20-30% probabilty of s
either dementia or mild cognitive impairment.
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TIMING OF HORMONE THERAPY AND DEMENTIA:
THE CRITICAL WINDOW THEORY REVISITED

Whitmer RA et al

_ Ann Neurol 2010

The use of hormone therapy (HT) to prevent
dementia in women has been controversial,
and studies have yielded mixed results.
According to the "critical window theory,” HT
in perimenopause or early postmenopause is
beneficial. Results of a preclinical study and a
patient observation study lend strong support
to this theory.

The information on HT and dementia from an
observational cohort study of 5504 women,
who were postmenopausal and reported
midlife HT status at routine checkups in
1964-1973 (age range, 40-55) and were alive
in 1994, Four groups were identified: no HT
(45% of the sample), midlife HT (25%),
late-ife HT (1994-1898; 12%), and both mid-
and late-life HT (18%). In 1999-2008,
dementia was diagnosed in 27% of
participants (median age in 1999, 80.4). The
prevalence of dementia was lowest in the
midlife HT group (below median age, 21%;
above median age, 32%) and highest in the
late-life HT group (23% and 36%,
respectively). Compared with no use, HT at
both times conferred a similar dementia risk
(70% of patients were dementia-free), midiife
HT conferred a 26% decrease in risk, and
late-ife HT conferred a 48% increase in risk.
Women taking only late-life HT who had
strokes had an increased dementia risk
(63%).

The estrogen's effect on hippocampal
synaptic function in ovariectomized rats
showed the Estrogen that was started 9 or 15
months (but not 19 months) afler ovariectomy
Increased synaptic function on several
measures.

Comment: These two studies complement
each other. Basic animal model findings
substantiate a finding from a longitudinal
patient cohort. HT timing seems to be critical
to either preventing or accelerating dementia,
Late-life HT negates any benefits of early
administration. Several mechanisms of action
might exist (hippocampal effects, ?-amyloid
deposition, increased acetylcholine activity).
With prospective controlled trials
impracticable, clinicians must rely on
retrospective and mechanistic findings in
considering whether the potential benefits of
HT justify its use.

(http://dx.doi.org/10.1002/ana.22239)
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HOW DOES EDUCATION
PROTECT AGAINST

DEMENTIA?
Howard S. Kirshner,MD
Journal Watch NeurologySep 28,2010

Numerous studies have shown that higher
educational levels are associated with lower
dementia risk. The mechanism might be
either reducing pathological changes in the
brain (protection) or increasing "brain reserve”

(which compensates for pathological
changes). To examine these hypotheses,
researchers conducted a coordinated analysis

of findings from three European studies In
which participants' demographic features
were recorded on recruitment and
neuropathological findings were studied at
death. Dementia was ascertained by patient
and informant Interviews, medical records,
and death certificates. Of 872 participants
whose brains were analyzed, 56% had
dementia.

Education level correlated with higher brain
weight and with lower incidence of dementia
but did not protect against either

neurodegenerative or vascular brain

pathology. Higher educational level was
associated with lower incidence of dementia,
regardless of the severity of pathological

changes, except for the most severe. The
reduction in risk for dementia with higher
education level was maximal at lower brain
weights. The authors concluded that

education does not protect against the

development of pathology but increases the

reserve against dementia, up to but not

Including the most severe pathological
changes.

http:/ineurclogy jwatch.org/ogicontentfull’201 Ve28/4

FDA OKAYS NOVEL

SCHIZOPHRENIA DRUG
By Cole Petrochko - MedPage Today

The FDA has approved the novel, atypical
antipsychotic lurasidone (Latuda) for the
treatment of adult schizophrenia.

Approval was based on the results of four
six-week lrials evalualing drug salely and
efficacy. Patients taking lurasidone showed
fewer schizophrenia symptoms than those
treated with placebo.Adverse events in the trial

How Hormones Are Made In Your Body
e —

'm ESTRADIOL (E2)

o loierle tsmont (11)

i

included drowsiness, restless feelings,

akathisia, nausea, tremors, slow movement,
Parkinsonism, and agitation,

*Some patients do not respond well to cerain
types of drug therapy, so It is important to have
multiple treatment options avallable. Atypical
antipsychotics have a boxed waming noting
that off-label use may put a patient at increased
risk of death, the statement said. The drug
should not be used In patients with

dementia-related psychosis.Lurasidone Is

manufactured by Sunovion Pharmaceuticals of
Eot lee NJ.

hap Shwww medpageloday com/psychintry/schizophronia23049
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POLYTHERAPY INCREASES THE RISK OF

INFERTILITY IN WOMEN WITH EPILEPSY
Sukumaran S, et al _ Neurology 2010

Women with epilepsy who want to have exposure to antiepileplics increased from none
children may find It hard to become pregnant — (7.1%) to three or more (60.3%) (P=0.001 for
a prospective study from India has found a hightrend).
rate of infertility among eplieptic women, Polytherapy was assoclated with a greater
The study, which followed 375 women with likelihood of Infertility compared with
epllepsy for up to 10 years, found that 38.4% monotherapy (OR 1.33, 95% CI 1.11 to 1.60).
failed to conceive. When looking at specific drugs, the
Factors associated with a greater likelihood of researchers found that only phenobarbital
being Infertie included being older than 25, less :'I:dll.h do:lnlt'o |u'ln:r'v||'ohlp :It:\htho
than 10 years of education, and the use of three '!X@lih00d of infertiiity -- both as
OR 1.52, 95% CI 0.94 to 2
:;)mon antieplleptic medications (P<0.05 for m(g": :g""g & ookt on:y‘)
wmmnwumm.mmmgm th':dmg?w did not
epilepsy should be counseled aboul the appear 10 be related 1o infertility
potential risk of Iinfertility and referred for an . 2 e ‘
Infertility evaluation if there is a failure to “The enzyme-inducing antiepieptic: dnugs ke
conoelvz phenobarbital and carbamazepine may
Women Wit splepsy who envoled in Inia's seper o jorcanton of serod homcnes
Kerala Rogistry of Epllepsy and Pregnancy In 1y gecreased bioavallabilty of estradiol, which in
tum may lead o menstrual X

followed. All of the women planned to get older were both determined to be significant
pregnant, prediclors of Infertility (P<0.05 for both).

Over a follow-up of one to 10 years, among the ., oqqitian, using at least three antiepileptics
375 women included in the analysis, 231 .o associated with a greater likelihood of
became prognant and 144 did nol. .

: infertility, which *may be due to the direct
occurred within two years for most of the adverse effect of polytherapy or the Indirect
women who did conceive. effect of underlying refractory epilepsy that
Although the study did not include a control required polytherapy.in a statement, he said
group, the researchers compared the ‘mmmmmmmmmu
rate with that of a similarly-aged group of o, 000104 to have a higher incidence of
married women living in Kerala, finding It to be ., onivive problems, mood disorders, and

more than twice as high in the women with \ ..o, ality, which may also lead to higher
epllepsy (38.4% versus 15.13%). rates of infertiity.“The study was limited by the
Among the study cohort, only 3.7% were not lack of a control group, and urged that larger
taking u:‘Y "‘"‘29;‘::’" most S"m" "’:‘ O studies addressing demographic factors such
monotherapy, 22.9% were taking two drugs. oo 00 and educational status need to be
and 15.5% were laking at least three epilepsy oul

medications, Ihererw. medpegetoosy comAbpnt 22600
The rate of inferlility Iincreased linearly as v 3 : ry
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