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DR MUBIN AKHTAR . |
ON A MISSION TO EDUCATE PAKISTANIS IN SEXUAL MATTERS w
(From an interotew by Aleeaw Magbool BBEC News) s

The release of his book - Sex Education for Muslims - say as soon as the child can talk. They should be told the =~
8ims 1o teach people about sex in a way that is in keeping names of the genitals just as they are tokd about hands and }
with Islamic instruction. cyes and ears, and nose," he says. 1
Dr Akhtar, 81, says the fact that sex is not discussed in 'Whmtbeygeuhnleblgwmdtheyakvdmnchﬂd "}
l’ukum:lmm serious repercussions, As a psychiatrist, comes from, you can say it. That doesnt make the child =
henysbehswnneuedlhemhimself,mdmnnwbybe sexually active or immoral " Dr AKhtar says there is also X
felt the need to write his book. nothing un-Islamic about discussing sex. .
"There's a huge problem in our country,” he says. He says he felt that the best way to help people understand X
"Adolescents, especially boys, when they get to puberty, that was to write a book which brought together basic sex v.;
and the changes that come with puberty, they think it's education with information about the Islamic perspective It ¥
due to some disease. on the subject. k 4.
"They start masturbating, and they are told that is very “"When [ started to study what the Koran, Islamic law and ﬁ'
dangerous to health, and that this is sinful, very sinful.”  religious scholars had to say about it, | realised there is so
- Dr Akhtar says he has seen cases where  much discussion about sex in Islam. One would be '

teenagers, not understanding what is happening to their surprised.
bodies, have become depressed and even committed *There are sayings from the Prophet Muhammad about
suicide. "I myself passed through that stage with all these sexual matters, and historical sources tell us he answered
concems, and there's no-one to tell you otherwise, and that  detailed queries on the subject from both men and women.”
these are wrong perceptions. It was only when | entered  The writings in Dr Akhtar's book are interspersed with )
medical college that 1 found out that these were all quotes from the Prophet Muhammad, and also from the f i

tions.” "Ignorance about sexual matters is Koran, like this one: "You are allowed intercourse at night =~ "
causing a lot of our young people unnecessary with your wives during the month of fasting. They arcas
psychological distress." intimate for you as your own clothes, and vice versa." |
He says even now in Pakistan, many doctors do not discuss  (Koran, Surah Bagra, Verse 187) bR T
sexual matters openly, and that teachers and parents are  'Quack'- Dr Akhtar writes of the Isiamic thinking about | w
embarrassed about the issues, There is no sex education  masturbation, marital problems and how a man should wash
teaching in government schools. himself after having sex so that he is clean enough to
Dr Akhtar says it is not seen as appropriate to broach the  perform prayers. children have no access to sex
subject of sex in the conservative culture of Pakistan, and education. il
that it is also felt that doing so might encourage young Sex Education for Muslims is the name of the English
people to behave in an "un-Islamic” way. version of the book, in Urdu the title is Special Problems
"They ask me when you should start sex education, and 1 for Young People.
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DONEPEZIL, GALANTAMINE,
RIVASTIGMINE AND MEMANTINE
FOR THE TREATMENT OF
ALZHEIMER'S DISEASE

Adopted from an article in the National institute
for health and clinical excellence

| Guidance

This guidance applies to donepezil,

galantamine, rivastigmine and

memantine within the marketing
authorisations held for each drug at the
time of this appraisal; that is:

o donepezil, galantamine, rivastigmine
for mild to moderately sewvere
Alzheimer's disease

o memantine for moderately severe to
severe Alzheimer's disease.

The henefits of these drugs for patients

with other forms of dementia (for

example, wvascular dementia ar dementia
with Lewy bodies) have not been
assessed in this guidance.

#= The three acetylcholinesterase
inhibitors  donepezil, galantamine and
rivastigmine are recommended as
options in the management of
patients with Alzheimer's disease of
moderate severity anly (that Is,
subject to section 1.2 helow, those
with a Mini Mental State Examination
[MMSE] score of between 10 and 20

points), and under the following
conditions:

Fatients who continue on the drug
should be reviewed every B months
by MMSE score and global, functional
and behavioural assessment. Carers'
views on the patient's condition at
follow-up should be sought. The drug
should only he continued while the
patient's MMSE score remains at or
above 10 points (subject to section
1.2 below) and their global, functional
and behavioural condition remains  at
a level where the drug is considered
to be hawing a worthwhile effect.

In determining whether a patient has
Alzheimer's disease of moderate
severity for the purposes of section
1.1 above, healthcare professionals
should nat rely, or rely solely, upon
the patient's MMSE =score in
circumstances where it would be
inappropriate to do so. These are:
where the MMSE iz not, or is not by
itself, a clinically appropriate tool for
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assessing the severity of that patient's
dementia hecause of the patient's
learning or other disabilities (for
example, sensary impairments) or
linguistic or other communication
difficulties or
¢ where it i not possible to apply the
MMSE in a language in which the
patient is sufficiently fluent for it to he
an appropriate tool for assessing the
severity of dementia, or there are
similarly exceptional reasons why use
af the MMSE, or use of the MMSE by
itself, would be an inappropriate  tool
for assessing the seventy of dementia
in that indiwidual patient's case.
In such cases healthcare professionals
should determine whether the patient
has Alzheimer's disease of moderate
severity by making use of another
appropriate method of assessment. Far
the awoidance of any doubt, the
acetylcholinesterase inhibitors are
recommended as aoptions in the
management of people assessed on this
hasis as having Alzheimer's dizsease of
moderate severity.
The same approach should apply in
determining for the purposes of section
1.1 above, and in the context of a
decizion whether to continue the use of
the drug, whether the severity of the
patient's dementia has increased to a
level which in the general population of
Alzheimer's disease patients would be
marked by an MMSE score below 10
points.
# ‘Ahen the decision has been made to
prescribe an acetylcholinesterase
inhibitor, it is recommended that

therapy should he intiated with a drug
with the lowest acguisition cost
{taking into account required daily
dose and the price per dose once
shared care has started). However,
an alternative acetylcholinesterase
inhibitor could he prescribed where it
iz considered appropriate having
regard to adwverse event profile,
expectations around concordance,
medical comorbidity, possibility of
drug interactions and dosing profiles.
Memantine iz not recommended as a
treatment option for patients with
moderately severe to sewvere
Alzheimer's disease except as part of
well-designed clinical studies.

Patients with mild Alzheimer's disease
who are currently receiving donepezil,
galantamine or rivastigmine, and
patients with moderately severe to
severe Alzheimer's disease currently
receiving memantine, whether as
routine therapy or as part of a clinical
trial, may be continued on therapy
(including after the conclusion of a
clinical trial) until they, their carers
andfor specialist consider it
appropriate to stop.

I Clinical need and practice
Oementia is a chronic progressive
mental disorder that adversely affects
higher cortical functions including
memary, thinking and arientation.
Alzheimer's disease is the most
common form of dementia. It is a
degenerative cerebral diseaze with
characteristic neuropathological and
neurochemical features.
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® Alzheimer's disease iz usually
inzidious in onset and develops  slowly
but steadily over a period of several
vears. |t affects predominantly the
elderly. Frogression is characterized
by deterioration in cognition ({thinking,
conceiving, reasoning) and functional
ahility (actwvities of daily living) and a
disturbance in behaviour and mood.
Changes In one or more of these
domains and their effects on the
person provide the basis for diagnosis
and they are used to assess the
severity and progression of the
condition. Evidence suggests that
Alzheimer's disease progression Is
dependent on age, and the time from
diagnosis to death is about 5-20 years
(median 9 wyears in people aged 72-80
YEars).

Feople with Alzheimer's disease lose
the ahility to carry out routine daily
activities like dressing, toileting,
traveling and handling money and, as
a result, many of them require a high
level of care. Hehavioural changes in
the person, such as aggression, are
particularly disturbing for carers.
Mon-cognitve  symptoms  in dementia
include agitation, behavioural
disturbances (for example, wandering
ar aggresszion), depression, delusions
and hallucinations.

Several different methods are used to
assess the sewverity of Alzheimer's
diseasze. These include: the Clinician's
Interview-based Impression of
Change (CIBICY and CIBIC-plus faor
global outcomes; the Progressive
Deterioration Scale (PDZ) for

functional/guality-of life scales; and
the Alzheimer's Disease Assessment
Srcale - cognitive subscale (ADAS-cog
- 70 paoints) or the MMSE (30 paoints)
for cognitive outcomes. MMSE score,
for example, denotes the sewerity of
cognitive impairment as  follows:

mild Alzheimer's disease: MMSE
21-26

moderate Alzheimer's disease: MMSE
10-20

moderately severe Alzheimer's
disease: MMSE 10-14

severe Alzheimer's disease; MMSE
less than 10

Fopulation data (2002) for England
and Wales show an estimated
prevalence of 280,000 people with
Alzheimer's disease. On the hasis of
these figures a primary care trust
(FCT) with a population of 200,000
might expect to have approximately
1100 cases of Alzheimer's disease.
The incidence rate for Alzheimer's
disease in people over the age of RS
yvears has heen estimated at 449 per
1000 person-years in the UK. The
incidence rate appears to have heen
stable over the past two decades and
iz found to be related to age (rising
with Increasing age) and gender
(wormen hawve a higher risk than men).
In people with Alzheimer's disease,
50-64% are estimated to have mild to
moderately sewvere disease, and
approximately 50% have moderately
severe to severe Alzheimer's disease.
FPeople with mild dementia are
sometimes ahle to cope without
assistance, but as the disease
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progresses, all eventually require  the
aid of carers, and about half need
residential care. The total cost of care
for people with dementia is estimated
vy the Audit Commission to bhe EB
hillion per year in England, with half of
this amount attributed to health and
social services.

Feople with dementia usually present
to their general practitioner with
memory problems, and an  estimated
A49% present to specialist clinics.

Il The technologies

Acetylcholinesterase inhibitors:
donepezil, galantamine, rivastigmine

® Acetyicholinesterase (AChE) inhibitors
increase the concentration of
acetylcholine at sites of
neurctransmission.

Donepezil (Donecept) is a specific
and reversible inhibitar of AChE,
licensed in the UK at a dosage of &
mogiday and 10 mogfday. It is licensed
for the symptomatic treatment of
people with mild to moderately severe
Alzheimer's dementia.

Galantamine [(Reminyl, Shire
Fharmaceuticals) is a selective,
competitive and reversible inhibitor  of
AChE, licensed in the Uk, It is
licensed for the symptomatic
treatment of people with mild to
moderately sewvere dementia of the
Alzheimer type.

Fivastigmine (Exelon, Movartis
Pharmaceuticals k) is an AChE and
butyrylchaolinesterase inhihbitar,
licensed in the UK. It is licensed for
symptomatic  treatment of people  with

mild to moderately severe Alzheimer's
dementia. The usual maintenance
dosage is 3-B mQg twice daily.

Typical side effects of donepezil,
galantamine and rivastigmine are
related to the gastrointestinal tract
(including nausea and vomiting).
These side effectz are dose related
and although they are usually short
term they can lead to non-adherence.

Memantine

Memantine [(Synaptaol) is a
voltage-dependent, moderateaffinity,
uncompetitive MN-methyl-O-aspartate
(MNMDOA)Y receptor antagonist that
hlocks the effects of pathologically
elevated tonic levels of glutamate that
may lead to neuronal dysfunction. It is
used in the treatment of people with
moderate to severe Alzheimer's
dizsease. The recommended
maintenance dosage is 10 mg twice
daily.
In clinical trials in mild to severe
dementia, involving patients treated
with  memantine and patients  treated
with placebo, the most frequently
accurring adverse events with a
higher incidence in the memantine
group than in the placebo group were
dizziness, headache, constipation and
somnolence. These adverse events
were usually of mild to moderate
severity. For full details of side effects
and contraindications, see the
summary of product characteristics.

IV Evidence and interpretation

The Appraisal Committee reviewed the
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data available on the clinical and cost
effectiveness of donepezil, galantamine,
rivastigmine and memantine for the
treatment of Alzheimer's disease, having
considered ewidence on the nature of
the condition and the walue placed aon
the henefits of donepezil, galantamine,
rivastigmine and memantine by people
with  Alzheimer's disease, those whao
represent them, and clinical specialists.
It also took into account the effective use
of MHZ resources.

# Clinical effectiveness

Mild to moderately severe Alzheimer's

disease

# The quality of the reporting and
methods aof the included published
randomised controlled trials (RCTs) of
the AChE inhibitors ({donepezil,
galantamine and rivastigmine) was
mixed.

Donepezil(Donecept)

# Thirteen published RCTs (aggregate
number of people randomized 4200),
ane unpublished FEZT and two
systematic reviews met the inclusion
criteria set by the Assessment Group
for the systematic review of clinical
effectiveness of donepezil. [(The
ariginal guidance included five RCTs,
four studies from manufacturers and
three systematic reviews.) Three of
the new ftrials followed up participants
for longer than B months.

= Six RCTs reviewed by the
Assessment Group showed a
statistically  significant improvement in
cognition following treatment with

donepezil compared with placebo, as
assessed using the ADAS-cog scale.
Higher doses of donepezil were
associated with increasing benefit.
Three HCTs with a duration of 12-24
weeks contained data in a form that
could he comhbined by the
Assessment Group in a3
meta-analysis. A weighted mean
difference of -2.51 (45%% confidence
interval [C 1]-3.26 to 1.76) in terms of
a change from baseline on the
ADAS-cog was found for the & mg
daily dose (aggregate number of
people randomised B&0) and a
weighted mean difference of 13.01
(895% C | -3.91 to 210) was  found for
the 10 mg daily dose when compared
with placebo (aggregate number of
people randomised BOB). An analysis
hased on the trial of 24 weeks'
duration produced a mean difference
in ADAS-cog change from baseline at
24 weeks of -288 (85% T 105 to 1.2
p o= 0.00071)

Eight RCTs showed trends towards
improved MMSE scores following
treatment with donepezil compared
with placeho. Results of a
meta-analysiz performed hy the
Aszsessment Group on two of these
RCTs (aggregate number of people
randomised B10) showed a change
from baseline in MMSE score of 1.30
(95% CI 0.78 to 1.82) for 10 mqg
donepezil when compared with
placebo. Cne UK study (486 people
randomiszed), excluded from the
metaanalysis by the Assessment
Group, used MMSE as a secondary
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outcome and showed that, over the
first Z2-year study period, the MMSE
scores of the donepezil group were
an average of 0.8 points higher than
those of the placebo group (38% CI
05 to 1.2, p = 0.00071).

Seven FCTs (aggregate number of
people randomised 24607 assessed
the effect of donepezil compared with
placebo on global outcomes, using
the clinical global impression of
change (CGIC) or CIBIC-plus. There
was a statistically significant greater
change from baseline (improvement)
in CGIC aor CIBIC-plus scores
following treatment with donepezil
compared with placebo.

studies reporting on the effects of
donepezil on functional outcomes in
people with Alzheimer's disease
{Uusing a wariety of measures of
activities of daily living)] generally
found better, or less deterioration in,
functional ability than for placebo,
although these findings were naot
statistically significant in all of the
trialz. These trials generally measured
changes in functional outcomes over
treatment periods of 24 or 52 weeks.
One UK study (488 people
randomised) that measured rates of
institutionalisation as a primary
outcame for as long as 3 years found
some differences between donepezil
and placebo at 1 wear (9% donepezil
versus 14% placebo), although this
difference was not statistically
significant (p = 0.1%) and naot
sustained at 3 years (42% donepezil
versus 44% placeho, respectively, p =

04). Results far the other primary
outcome - progression of disability -
showed ittle difference at 1 year and
no benefit at 3 wyears (13% donepezil
versus 19% placebo at 1 year; 55%
versus 93%, respectively, at 3 vyears)
again these differences were naot
statistically significant.

Gluality-of-life estimates for people
with Alzheimer's disease associated
with the use of donepezil showed
varied results, and only three studies
reported on thiz outcome. Owver the
three studies, the impact of donepezil
on this set of health measurements is
unclear. One study showed
improvement in guality of life, another
showed no change and the third
showed worsening of quality of life.
The effect of the dose of donepezil
used was unclear in all three studies.
BEehavioural symptoms were
measured using the neuropsychiatric
inventory (MNP in four RCTs of
donepezil. The results waried but
generally a small and statistically
significant effect was found for
donepezil compared with placebo on
improving or limiting further
deterioration on the MNPl scale in the
short term.

Adverse events were recorded maore
frequently In participants treated with
donepezil compared with those
receiving placebo, and numhbers of
adverse events increased with higher
doses of donepezil. Similar numbers
of participants in the low-dose
donepezil groups and the placebo
groups withdrew from the studies
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because of adverse ewvents. Howewer,
higher numbers of participants in the
higher dose group withdrew because
of adverse events.

The manufacturer's submission
included a 24-week HCT that
evaluated the safety and efficacy of
donepezil treatment compared with
placebo in people with maoderately
severe  Alzheimer's disease (baseline
MMSE scare 5-17). People recewing
donepezil scored statistically
significantly better on global,
cognitive, functional and behavioural
outcomes. A numhber of open-lahel
and observational studies were also
included in the manufacturer's
submission. The effect size of
donepezil on cognitive and global
outcomes in these studies was similar
to those recorded in the RCTs. The
use of donepezil also appeared to
show a benefit on outcomes such as
'‘delayed time to nursing home
placement' and improvements in
social behaviour (assessed by the
carer).

The manufacturer's submission and
the assessment report included a
study that aimed to establish the
effect of continuation of treatment
with donepezil (& or 10 mgfday) for
183 people who had not shown a
response (‘'no apparent clinical
benefit') after 24 weeks of open-label
donepezil treatment. Double-hlind
treatment was continued for 12 weeks
and there was a statistically
significantly greater mean
improvement in MMSE score [1.62

versus 049) and MNPl scale (-2.40
versus  0.78) following  treatment  with
donepezil (10 mgiday)] wersus
placeba, respectively.

In further analyses using the
manufacturer's intention to treat - last
observation carried forward
(ITT-LOCF) data from five RCTs of at
least 24 weeks (aggregate number of
people randomised 142%) and
applying the responder definition
presented in MNICE technology
appraizal guidance 19, the MREC
Biostatistics Unit reported in their
review that 3H% (95% CI1 23% to
A6%) of people on donepezil would
have heen a responder compared
with 22% (98% CI 11% to 34%) on
placebo. The magnitude of response
of these responders on donepezil,
expressed as the change from
bhaseline on ADAS-cog wversus the
change from baseline on ADAScog of
all on placebo, was -6.26 (95% C |
780 to -4.72). The caorrespaonding
group of responders on placebo
showed a magnitude of response of -
527 (95% -690 t0 -3.64), while the
non-responders on donepezil showed
a magnitude of response of -1.21
(9% C | -2.11 t0o -0.30) and on
placebho 0.89 (95% CI 0.04 to 1.94).
When wusing an alternative definition
of response {(no change aor
improvement on ADAS-cog) the
manufacturer reported a response
rate of B3% for those people on
donepezil and 41% for those an
placebo. The magnitude of change
from baseline compared with all
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placebo reported by the manufacturer
was -5.82

Further analyses hy the MREC
Biostatistics Unit on subgroups by
severity of cognitive impairment,
using the manufacturer's [TTLOCFE
data from the trials of at least 24
weeks, reported for donepezil a
magnitude of change from baseline
an ADAS-cog of -2.03 (99 < | -3.36 to
-0.71) for people with mild Alzeimer's
disease [(MMZE of 21 or maore;
aggregate number of people
randomised 9246), of with moderate
Alzheimer's disease [(MMZE 15-20;
agoregate number of people
randomiszed 396) and of -3.B3 (H9%
C | -7.88 to 0.74) for people with
moderately severe Alzheimer's
dizsease (MM3IE 10-14; aggregate
number of people randomised 2583)
versus the change from baseline an
ADAS-cog of those on placebo with
corresponding cognitive impairment.
When ADAS-cog was used for the
definition of sewverity, the magnitude of
change from haseline reported for
people with mild cognitive  impairment
(ADAS-cog 4-28) was -3.24 (99%
CI-7.10 to DB2) and -3.91 98% C |
-3 .64 to 0.B4) for people with
moderate cognitive impairment
(ADAS-cog 29-6B1). Comparahble
proportions of people were mild,
moderate and moderately severe at
haseline in the donepezil and placebo
groups.

Fesponder analyses for each of the
three subgroups stratified according
to cognitive impairment (based on

MMZE) and using the responder
definition of MNICE technology
appraizal guidance 189 resulted in
3% of the people using donepezil
in the mild cohort, 31% in the
moderate cohort and 10% in the
moderately severe cohaort
retrospectively being designated a
responder. The magnitude of
response (analysis of observed
cases) reported for these three
subgroups was -5.12 (95% C | -B.8Z
to -3.43), -10.14 (95% C | -13.85 to
-B.73) and - B32 (845% C | -13.11 to
047y for mild, moderate and
moderately sewvere, respectively.

In summary, evidence from studies
using cognitive and global outcome
measurement scales suggests that
donepezil is heneficial in treating
Alzheimer's disease. The effect of
donepezil on quality of life and
behavioural symptoms in
Alzheimer's disease is less clear.
Shaort-term hbenefits are seen aon
scales that measure functional
outcomes but these were not always
statistically significant and do naot
seem to be sustained in the long
term. Retrospective responder
analyses using MICE technology
appraizal guidance 19 and subgroup
analyses based on severity of
cognitive impairment were reported
in extra analyses performed hy the
manufacturer on the reguest of the
Institute and suggest some
differential advantage for mare
severely cognitively impaired
subgroups.
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Galantamine

® Seven published KHCTs, one
unpublished RCT (aggregate number
aof people randomised 4300) and one
systematic review met the inclusion
criteria set by the Assessment Group
for the systematic review of clinical
effectiveness of galantamine. [(NICE
technology appraisal guidance 19
was hased on one systematic review,
three RCTs and three unpublished
studies from the manufacturer) All
comparisons were versus placebo,
with trials reporting dosages of B-3B
mofday and durations of 3-6 months.
All six published RCTs and the
unpublished ECT assessed the
clinical effectiveness of galantamine
compared with placebo using the
ADAS-cog scale. In all studies,
galantamine conferred a statistically
significant benefit to participants when
compared with placebo. The benefit
varied depending on the dose of
galantamine.

Four RCTs that assessed treatment
with galantamine at a dose of 24 mg
were comhbined by the Assessment
Group in a metaanalysis. The
fixed-effects model showed a
weighted mean difference of -3.28
(95% C | -3.89 to -2ZH7) statistically
significant improvement following
treatment with galantamine wversus
placeho.

Six RCTs assessed the effect of
galantamine compared with placebo
an the CIBIC-plus scale. They
showed that, in individual studies,
mare participants on galantamine

improved than on placebo (0-B.5
percentage points maore), whereas
more participants on placebo than on
galantamine deteriorated (4-18
percentage points more). When the
studies were pooled by the
Assessment Group {(aggregate
number of people randomized 22894)
no statistical significance was noted
bhetween treatment groups and
placebo.

The results of five RCTs showed that
participants receiving galantamine at
dosages of 16-32 mogfday had
statistically significantly less
deterioration than those receiving
placebo, as assessed using scales
that measure activities of daily living.
In one RCT, higher dosages of
galantamine (16 moiday or over] were
associated with a statistically
significant slowing in the deteriaration
of participants' behavioural condition
compared with placebo, as assessed
using the MNPl scale. In two trialzs, the
slowing of deterioration was not
statistically significantly different
between galantamine and placebo
groups.

Across RCTs, between 2 and 27
percentage points maore participants
on galantamine experienced an
adverse event compared with those
on placebo. Between B% and 44% of
participants receiving galantamine
withdrewy from the studies because of
adverse ewents, and this numhber
increased with higher doses of
galantamine.

® 5 numhber of open-label studies
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included in the manufacturer's
submission suggested a slightly
reduced long-term decline in the
cognition of people ftreated with
galantamine.

In B-week follow-on studies of two RCTs
(aggregate numhber aof people
randomised &70), included in the
manufacturer's submission, people who
were switched from galantamine to
placebo experienced a greater decline in
measures of cognition than those who
remained on galantamine. This
difference reached statistical
significance anly in the study where the
decizion to stop treatment was not
randomised (number of participants
s00).

#|n further analyses using the
manufacturer's [|TT-LOCF data
fromfive HCTs of at least 24 weeks
(aggregate numhber of people
randomised 2682) and applying the
responder definition presented in
MCE technology appraisal guidance
19, the MREC Biostatistics Unit
reported that 41% (95% 1 21% to
91%) of people on galantamine would
have been a responder compared
with 27% (958% CI 20% to 35%) on
placebo. The magnitude of response
of these responders on galantamine,
expressed as the change from
baseline on ADAS-cog versus the
change from baseline on ADAScog of
all on placebo, was -6B40 (958% < | -
715 to -5.65). The corresponding
group of responders on placebao
showed a magnitude of response of
-5.28 (895% C | - 583 to -4.63), while

the non-responders on galantamine
showed a magnitude of response of
044 (95% C | - 1.83 to 084) and
placebo, 2.05 (92% CI 1.35 to 2.74).
When using alternative definitions of
response (no change or improvement
aon ADAS-cog and on global
measures; no change, nao
improvement, or deterioration nao
more than 4 points on the ADAS-cog)
a response rate of 57% and B87%,
respectively, for those people aon
galantamine and 20% and 17%,
respectively, for those on placeho
was reported. The magnitude of
change from baseline compared with
all those on placebo hy the
manufacturer was -6.26 (95% C | -
.87 to -5.B6) and -4.33 (88% C | -
489 to -3.77) for the first and second
alternative definitions of responders
respectively.

Further analyses by the MEC
Biostatistics Unit on subgroups by
severity of cognitive impairment,
using the manufacturer's ITTLOCF
data from the trials of at least 24
weeks, reported for galantamine a
magnitude of change from baseline
on ADAS-cog of -240 (98% C | - 3.33
to -1.47) for people with mild
Alzheimer's  disease (MMSE of 21 or
mare; aggregate numhber of people
randomised 938), of 4.1 (89% C | -
503 to - 3.17) for people with
moderate Alzheimer's disease
(MMSE 10-20; agoregate number of
people randomised 1215; includes the
moderately severe) and of -B.1 (99%
1 - 783 to -4.27) for people with
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moderate Alzheimer's disease
(MMSE 10-14; agoregate numhber of
people randomised 340) wersus the
change from haseline on ADAS-cog
of those on placebo with
corresponding cognitive impairment.
Zomparable propartions of peaople
were mild, moderate and moderately
severe at haseline in the galantamine
and placebho groups.

In summary, evidence from studies
using cognitive and functional
outcome measurement scales
suggests that galantamine s
beneficial in Alzheimer's disease.
lmproved benefits in cognition  tended
to be related to higher doses.
mprovements in measurements of
function were also demonstrated at
higher doses. On global outcome
measures, indwvidual studies showed
that higher proportions of participants
improved with galantamine, but this
was not reflected in the
meta-analysis. In some studies,
considerably more participants than
those on placebo withdrew because
of adverse events. Retrospective
responder analyses using the NICE
technology appraisal guidance 19 and
subgroup analyses on sewverity of
cognitve impairment were reported in
extra analyses performed hy the
manufacturer on the request of the
Institute and suggest some differential
advantage for maore sewverely
cognitively impaired subgroups.

Rivastigmine
# Four published RCTs (aggregate

number of people randomized 1840),
two unpublished RCTs ({aggregate
number of people randomised 1380)
and three systematic reviews met the
inclusion criteria set by the
Assessment Group for the systematic
review of the clinical effectiveness of
rivastigmine. (MICE technology
appraisal guidance 19 was hased on
three systematic reviews, five RCTs
and two unpublished studies from the
manufacturer.) All published
comparisons were versus placebo,
and trials reported dosages of
hetween Tmogiday and 12 moiday
with durations of 26 weeks or less.

#Four RCTs reviewed by the

Assessment Group showed that
rivastigmine within its licensed
maintenance dose (6-12 mglday,
mean dosage approximately 10
mglday) conferred a statistically
significant benefit to participants
when compared with placebo, as
measured using the ADAS-cog
scale. One RCT found noe
significant differences. No
statistically significant effects were
seenh in the low-dose treatment
groups in these studies. A
meta-analysis, using a fixed-effects
model, of two RCTs both with a
duration of 26 weeks, was associated
with a weighted mean difference of
-3.08 (85% C | - 3.78 to - 2.38) for
rivastigmine B-12 mogfday when
compared with placebo. Statistically
significant heterogeneity was found
when pooling the two studies for
meta-analysiz, which led the
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Assessment Group to conclude that
the statistically significant treatment
effect seen for rivastigmine in the
fixzed-effects model should be treated
with  caution.

Four RCTs showed statistically
significantly higher MMSE scores
in the groups treated with
rivastigmine within its licensed
maintenance dose regime (6-12
mglday} compared with placebo.
Four RCTs assessed the effect of
rivastigmine c¢ompared with
placebo on the CIBIC-plus scale. In
the two published RCTs,
statistically significant mean
imprevements were recorded
following treatment with
rivastigmine in the high-dose -
licensed - regimen only, compared
with placebo. The percentage of
improvers or responders on the
CIBIC-plus  =cale was also  calculated
in these two published studies.
Clinical improvement was  defined as
a score of 1, 2 or 3 on the CIEIC-plus
scale. For the two trials, 16-20% of
participants  treated with placebo were
judged to hawve responded wversus
d0-57% of those treated with
rivastigmine. A statistically
significant difference was found for
the high-dose regimen only.
Generally, participants treated with
rivastigmine B-12 magfday
demaonstrated  statistically  significantly
better functional outcomes than those
who recerved placebo. One of the four
studies using the PDS showed that
there was no statistically significant

difference for either the low- or
high-dose regimen when compared
with placebo.

The Murses Ohbservation Scale for
Geriatric  Participants (NOSGER) was
used in two rivastigmine RCTs.
Statistically  significant benefits were
seen on the subscale that measures
impact on memaory hut no  statistically
significant benefits were
demonstrated on measures of mood
and behaviour in the groups treated
with rivastigmine compared with the
placebo groups.

The percentage of participants
reporting adverse ewvents, namely
nausea and womiting, resulting from
treatment with rivastigmine was
particularly high in thosze treated at a
higher dose. The numhber of
participants who withdrews because of
adverse events was reported in all
studies. Estimates of the
percentage of participants who
withdrew varied considerably
between studies; 7-28.6% for
participants receiving treatment
and 4-7.2% for participants
receiving placebo.

The manufacturer's submission
included a number of open-label and
observational studies. The duration of
these trials was between 26 weeks
and & wyears. The effect size of
rivastigmine on cognitive and
behavioural outcomes was similar to
that szeen in the RCTs. Cther
open-labhel and ohservational studies,
and experience with rivastigmine in a
'realwaorld’ setting, appeared to show
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some benefit in outcomes such as
'‘delayed time to nursing home
placement' and carer burden.

The manufacturer's submission
included a prospective, open-label
study that evaluated the efficacy,
safety and tolerability of
rivastigmine in people who had
failed to benefit from treatment with
donepezil (because of a lack of
efficacy [B0%] or tolerability [11%],
or both [99%]). After 26 weeks, 56%
of the 382 participants had
responded to rivastigmine (defined
as improvement or stabilization of
symptoms using the CGIC).

In further analyses using the
manufacturer's [TT-LOCF data from
four RCTs of at least 24 weeks
(aggregate numhber of peaople
randomised 1670} and applying the
responder definition presented in
MICE technology appraisal guidance
19, the MEC Biostatistics Unit
reported that 37% (95% Cl 30% to
44%) of people on rivastigmine would
have heen a responder compared
with 24% (959% CI 18% to 30%) on
placebo. The magnitude of response
af these responders on rivastigming,
expressed as the change from
bhaseline on ADAS-cog wversus the
change from haseline on ADAScog of
all on placebo, was -B83 (98% C | -
225 to - 540} corresponding group of
responders on placebo showed a
magnitude of response of -557 (95%
C 1 - 649 to - 4.65) while the
non-responders on rivastigmine
showed a magnitude of response of

40 {H5% C1- 1584 to - 1.13) and on
placebo, 1.81 (95% C | - 1.07 to 2.58).
Further analyses by the MREC
Biostatistics Unit on subgroups by
severity of cognitive impairment,
using the manufacturer's [TTLOCFE
data from the trials of at least 24
weeks, reported for rivastigmine a
magnitude of change from baseline
on ADAS-cog of -1.20 (99% C | -2.10
to - 0.30) for people with mild
Alzheimer's dizease (MMSE of 21 or
more; aggregate number of people
randomised 734), -3.7 (49% C | - 13
to - 2.27) for people with moderate
Alzheimer's disease (MMSE 10-20;
agoregate number of peaople
randomised 557) and of -5 (89% C | -
7.40 to - 2.B) for people with
moderately severe Alzheimer's
dizease (MMSE 10-14; aggregate
number of people randomised 232)
versus the change from baseline on
ADAS-cog of those on placebo with
corresponding cognitive impairment.
When ADAS-cog was used for the
definition of sewverity, the magnitude of
change from baseline reported faor
people within a number of strata for
cognitive Impairment was -04 (99% C
| - 1.37 to 0.587) (ADAS-cog was 0-12),
1.7 (88% C | - 285 to 0.55)
(ADAS-cog was 13-20), -26 (849% C |
- 422 to -0.95) (ADAS -cog 21-28),
4.8 (899% C | - 728 to  2.52)
(ADAS-cog 29-36), -5.9 (99% C | -
886 to -2.94) (ADAS -cog 37- 44) and
-39 (98% C | - 738 to -042) (ADAS
-cog 448 plus).

Comparable proportions of people were
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Assessment Group. Two compared
donepezil with rivastigmine
{(aggregate number of people
randomizsed 139) and one compared

mild, moderate and moderately severe
at haseline in the rivastigmine and
placebo groups.

# |n summary, a range of fixed and

flexible dosing regimens of
rivastigmine was investigated across
studies, which makes interpretation of
the evidence more difficult. Evidence
from studies using cognitive and
global outcome measurement
scales suggests that rivastigmine
is beneficial in Alzheimer's disease
at higher doses (6-12 mg).
Evidence for an effect on functional
outcomes was less conclusive and
no statistically significant benefit of
rivastigmine on measures of
behaviour and mood was reported.
Higher doses of rivastigmine were
associated with considerable adverse
effects and these effects caused
withdrawals from studies. The results
of the meta-analysis on cognition
should be treated with caution
because of statistically significant
heterogeneity between indirvidual  trial
results. KHetrospective responder
analyses using the MNICE technology
appraisal guidance 19 and subgroup
analyses on severity of cognitive
impairment were reported in extra
analyses performed by the
manufacturer on the request of the
Institute and suggest some differential
advantage for more severely
cognitively impaired subgroups.

Head-to-head comparisons

# Three FCTs met the inclusion criteria

for the systematic review by the

donepezil with galantamine (people
randomised 120). The Assessment
Group regarded the guality of the
studies as generally poor. The
manufacturer's submission for
galantamine included a study
comparing galantamine with
donepezil, hut thiz study was
excluded by the Assessment Group
because the study population was naot
describhed as patients with mild to
moderately sewvere Alzheimer's
disease by any definition and the
MMSE scores fell outside the range of
10-26.

For the two RCTs that compared
donepezil with rivastigmine, the
difference in change from baseline,
in measures of cognition or
function, was small and not
statistically significant. The number
of adverse events tended to be
higher in participants in the
rivastigmine groups.

In the RCT that compared
galantamine and donepezil, which
was sponsored by the manufacturer
of donepezil, participants aon
galantamine showed improvement on
measures of cognition and function
but the Improvement in participants
an donepezil was greater. However,
in the comparison that was funded by
the manufacturer of galantamine this
effect seemed to be reversed and it
appeared that galantamine exerted a
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more sustained effect than donepezil.

Moderately severe to severe
Alzheimer's disease
Memantine (Synaptol)

Two RCTs (aggregate number of

people randomised B50) met the

inclusion criteria set hy the

Assessment Group for the systermatic

review of the clinical effectiveness of

memantine. (MICE technology
appraisal guidance 19 did not
consider memantine.) Both studies
reported on  participants  with
moderately sewvere to severe
Alzheimer's dizease, as measured by
the MMSE, and treated with
memantine 20 mogfday. One study
compared memantine alone with
placebo over a period of 28 weeks,
and the other compared memantine
plus donepezil with donepezil alone
over 24 weeks. In the second study,
participantsz were included on the
basis that they had already been

receiving donepezil for mare than B

months before entering the trial, and

they had been at a stable dosage

(3-10 mgfday) for at least 3 months.

These participants were maintained

on stable donepezil for the duration of

the study. The qualty of reporting and
methods of the two trials was
generally good.

In the RCT of memantine versus

placebo, less deterioration of

coghnitive function was recorded
following treatment with
memantine compared with placebo,
as measured by the Severe

Impairment Battery (SIB) (mean
change from haseline at end paoint
LOCF analysis for memantine and
placebo was 1CH@ES MR WNE@#EWNIE
respectively, p =< 0.001), the
Alzheimer's Disease Cooperative
Study - Activities of Daily Living
(ADCS-ADL) (mean changes from
baseline at end point LOCF analysis:
L#% &4 fI$#" &G = 0.02) and the
Functional Assessment Staging scale
(FAST) (mean changes from baseline
at end point LOCF analysis: 0.2 and
0B, p = 0.02). Mo statistically
significant differences were recorded
using CIBIC, MMZE and MNPl when
changes from haseline to end point
were analysed using LOCF.

In the RCT in which participants
received memantine and donepezil
in combination, less deterioration
in cognitive function was recorded
in participants receiving combined
treatment compared with donepezil
alone.

The manufacturer of memantine also
provided summary results from a
number of pooled analyses. In one
analysis, data for all three RECTs
showed less deterioration in cognitive
function for patients receiving
memantine.

Similar pooled analyses were
undertaken for patients who were
subclassified as 'behaviourally
disturbed', defined as a score = 0 an
any of the MPI sub-item scores for
three specific items:
agitationfaggression;, delusions and
hallucinations. Patients had to score =
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0 on any of the three items at
baseline to qualify. For the analyses
containing all three RCTs, less
deterioration in cognitive function for
patients receiving memantine.
Memantine's manufacturer also
supplied a 'responder analysis', which
itself was restricted to further
consideration of only the
'‘behaviourally disturbed' subgroup,
where a responder was defined as an
improvement or no worsening of
CIBIC-plus scores at B months  using
data from all three RCTs.

A fourth RCT was also referenced by
the manufacturer of memantine. This
compared memantine with placehao,
and a proportion (n = 74, 48%) of
participants had moderately severe to
severe Alzheimer's disease. Although
different outcome instruments were
used in this trial, the results were
broadly in line with findings from the
other three RCTs.

The frequency of overall adverse
effects was similar for both the
memantine and control groups inoall
RCTs.

Mild to moderately severe
Alzheimer's disease
Donepezil(Donecept)

Eleven economic evaluations for
donepezil were found. Three related
to the LK. One of the 11 studies was
of treatment for people with mild
Alzheimer's disease; the other 10
were of treatment of people with mild
to moderate Alzheimer's dizease. In 5
{of 11} studies donepezil was found

to be cost saving.

In a UK study associated with the
manufacturer, the cost of gaining an
additional vyear in a non-severe state
was measured. The estimated cost
ranged from £1200 to £7000,
depending on dose and starting point
(mild aor moderate Alzheimer's
disease).

In a recent economic analysis
alongside a clinical trial, the authaors
concluded that the drug was not cost
effective, mainly because there were
no apparent benefits of the drug in
delaying progression of disability or
entry to institutional - that is,
residential - nursing or MHS
continuing care.

The manufacturer's maodel used a
transition state modeling approach in
which disease progression was
modeled across different levels of
Alzheimer's disease severity to
estimate the incremental cost
effectiveness of donepezil compared
with placebo. Transition probahilities
were derived from trial data, with the
drug efficacy rate persisting for the
initial 12-manth cycle of the maodel.
For the remainder of the &-year
model, the transition probabilities for
the treated group were proportional to
those of the placebo group. Cost
estimates were taken from the
literature in which they were
calculated for different severity levels
of Alzheimer's disease by MMSE
scare. The submission reparted that,
for the base case of people with an
MMSE score of 13-26, treatment with
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donepezil 10 mgfday was associated
with an estimated cost of £1200 to
keep a person outside of the severe
Alzheimer's disease state for a year.
Inclusion of people with an MMSE
score of 10-12 increased this to
£4000 per wear outside of the severe
state. The manufacturer's model
allowed for estimates of CQOG to be
calculated but did not repart utility
estimates or results in terms of CQG
either in the hase case analysis ar in
the sensitivity analyses.

Galantamine
Five economic evaluations for
galantamine were found. One related
to the UK. All published economic
evaluations on galantamine used the
same method for modelling disease
progression - the Assessment of
Health Economics in Alzheimer's
Dizease [(AHEAD) maodel.
Al studies estimated that galantamine
was cost saving for moderate
Alzheimer's disease. For mild
Alzheimer's disease, four studies
showed galantamine to he cost
saving, and the fitth, a UK study, was
associated with a CQG for
galantamine of £3000.

Rivastigmine
Five economic evaluations for
rivastigmine were found, one of them
in abstract form only. Two related to
the LK. All were of people with mild to
moderate Alzheimer's disease. Four,
including  all three industry-associated
studies, were found to be cost saving.

#|n a study supported by the

manufacturer, for people using the
drug compared with not using it
estimated cost szavings (but not
including the cost of rivastigmine)
after 2 wears were £1300 for people
with mild Alzheimer's disease and
£800 for those with moderate
Alzheimer's disease.

ASSESSMENT
An augmented hase case for the
Assessment Group model was
formulated that included alternative
cost estimates and all extra health
benefits mentioned in section 4.26.1,
as well as the increase in utility far
pre-full-time care. When the cost
component of the augmented bhase
case was compared with the cost
estimates of the Assessment Group
hase case there was no substantial
difference between the two.
Estimates of CQOG presented here far
the augmented hase case use the
assumption that 70% of costs of
institutional care are being met by the
MHS/PSS (Personal Social Service).
The complete augmented base case
was associated with an estimated
CQG of £54,000, £46,000 and
£39.000 for donepezil, galantamine
and rivastigmine, respectively
{including a correction for the
coefficient 'age at onset' used in the
risk-equation for ‘fulltime care', a price
adjustment for donepezil and an
adjustment in the results of the
meta-analysis of effectiveness for
galantamine). This equates to a

KARACHI PSYCHIATEIC HOSPITAL BULLETIN, APRIL, 2012 — 3



18

respective average QALY gain of
0.058, 0.062 and 0.060.

There is wery little quantitative
evidence related to carer utilities and
the evidence that existz suggests that
utility scores for the carers were
insensitive to people's Alzheimer's
disease stage and setting. VWhen an
assumed 0.01 of carer utility was
included in a sensitivity analysis an
the augmented base case, either as a
direct henefit or as part of the total
increment between the two health
states of the Assessment Group's
model, this was associated with
marginally lower estimates of the
CQG: £50,000, £44000 and £36,000
for donepezil, galantamine and
rivastigmine, respectively.

In the one-way sensitvity analysiz on
maortality on the augmented base
case, a change in annual mortality
rate only marginally affected COG
estimates. A range of estimates of the
prevalence aof neuropsychiatric ar
behavioural symptoms was used to
assess the impact on the CQG
estimates. On its own, changing the
estimates of effects of therapy on
neuropsychiatric or hehavioural
symptoms.

Decision Support Unit report
The Decision Support Unit (DS
evaluated the issues identified by
consultees and considered that four
issues were related to the economic
model's technical reliahility and
required amending in the model.
These were:

o
o

implementing the hazard for transition
to full-time care

separating the characteristics of
uncertainty and wariahility in the
model

implementing discounting
implementing the augmented henefit

Each of these issues was corrected in

the model.

In addition their cumulative

impact was examined.

® The

Hazard for transition
to fulltime care

O3l caonsidered that an
instantaneous hazard rate for the
transition to full-time care had heen
treated as a probahility. Far mild
disease, correcting this changed the
ICER from £B3,7449 to EB3,164 per
QALY gained (donepezil) and from
£59,108 to £59500 per QALY gained
(galantamine). For maoderate disease
correcting this changed the [CER
from £31,550 to £31,556 per QALY
gained (daonepezil).

Sampling of patient
characteristics
The probahilistic sensitivity analysis
included hboth wariables that were
intrinsically unknown for any patient
and wvariables that were known but
subject to wariation. The DSU set all
patient characteristics to their mean
value, and created subgroups by
ADAS-cog score and age at starting
treatment. For mild disease treated
with donepezil, the base-case |ICER
was £B3,749 per QALY gained. Three
age subgroups were created (B4, 7O
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and 74 wears) and the ICERs for each
of these subgroups were £84 (58,
£73.804 and £55.778 per QALY
gained, respectively. For mild disease
treated with galantamine, the
base-casze |CER was £59,108 per
QALY gained.

Memantine (Synaptol)

# Five economic evaluations were
found for memantine in people with
moderately sewvere to severe
Alzheimer's disease; three were in
abstract or poster form, and the other
two were in press. One of the five
evaluations related to the UK. All
suggested that memantine was
more effective and less costly
compared with no treatment.

#* The manufacturer submitted a second
economic ewvaluation, which
compared the use of memanting in
comhbination with donepezil against
donepezil monotherapy. Most of the
methods, results and accompanying
discussion were marked
commercial-in-confidence.

The model suggests that memantine

plus donepezil is more effective and

less costly compared with donepezil
alone.

Acetylcholinesterase inhibitors:
donepezil, galantamine
and rivastigmine
# The Committee heard that since MNICE
technology appraizal guidance 13
was issued in 2001, the evidence
hase relating to the use of the AChE
inhibitors  has matured and continues

to demonstrate that, compared with
placebao, the ACZhE inhibitors provide
small but consistent gains in scores
on cognitive and global scales for
people with mild to moderately severe
Alzheimer's disease. The Committee
noted, however, that the ewvidence
availahle oaon the long-term
effectiveness of the AChE inhibitors
on outcomes, such as quality of life
and delayed time to nursing home
placement, was limited and largely
incanclusive.

The Committee considered the
acquisition costs, the range of clinical
effectiveness estimates, the different
side-effect profiles and the results
from direct comparisons between the
AChE inhibitors. It concluded that it
would not hbe appropriate to
differentiate between the drugs on the
bhasis of their effectiveness, but in the
light of its responsibility to take
account of the effective use of MNHS
resources, the Committee considered
that it was appropriate to indicate that
prescribers should take into account
the acquisition costs of each AChE
inhibitor when considering which of
the ACZhE inhibitors to prescribe as
well as other factors pertinent to the
choice of an individual AChE inhibitor
such as adverse ewvent profile,
expectations around concordance,
medical co-marbidity, possibility of
drug interactions, and dosing profiles.
Hawving considered all the ewvidence
and the comments of consultees, the
Committee concluded that the
resulting estimates of cost
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effectiveness could be considered
sufficiently acceptable to suggest that
the prescribing of AChE inhibitors for
people with Alzheimer's disease and
moderate cognitive impairment
(MMZE scores between 10 and 20) is
cost effective.

Handling of variables in the
economic model

The Committee accepted comments
from consultees that note that the
model calculates the transition to
full-time care as a hazard but
subsequently applies this as if it was a
probability. The Committee noted the
OslU's correction of this and accepted
that this resulted in minimal changes
to the ICERs for the population of
people with mild Alzheimer's disease.
The <Committee accepted the
methodological comment from
consultees that the model conflates
heterogeneity in the patient
population with uncertainty by
including in the probabilistic sensitivity
analysis walues which are intrinsically
known for each patient, but subject to
variation (for example, age). The
Committee noted both the consultees!
and the DSU's explorations of this
Issue In subdividing the patient
population by age and cognition  and
concluded that the consultee and
O3l age stratification (but see 4.3 .28)
of people with mild Alzheimer's
diseasze did not result in the
generation of ICEHs within the
normally accepted range, without
making further changes to parameter

estimates. The Committee further
heard from the D3 that other
exploratory analyses of the model
using alternative approaches to
separating wariahility from parameter
uncertainty (for example, using a
welghted awverage of the costs and
QALYs for the different age groups ar
separating out the sampling of patient
characteristics from the sampling of
parameter uncertainty]l had led to
similar estimates of the ICER as
those in the augmented base case.
Owerall, the Committee was not
persuaded that the sampling of
patient characteristics had led to an
overestimation of the [CERs. In
addition, the Committee considered
that there was no evidence of
differential effectiveness of the AChE.

Memantine (Synaptol)

For moderately severe to severe
Alzheimer's disease, the Committee
considered evidence from three ftrials
of memantine (including evidence
fram one ftrial that was submitted after
the assessment report was
completed). The results from poaled
analyses of these data were also
considered, as were the results from
a fourth ECT in which a subgroup
comprised patients with moderately
severe to severe Alzheimer's dizsease.
The Committee also took into account
the submitted economic evidence.

The Committee noted that for the twao
memantine monatherapy trials (in
which the majority of patientz had
Alzheimer's disease] the results were
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inconsistent, with the late submission
of a trial hawving statistically
non-significant results on all scales.
Although data from the pooled
analysiz of these two memantine
monotherapy RECTs and a pooled
analysis of the three HCTs wversus
placebho showed statistically
significant adwvantages (at the 95%
level) on a number of outcomes, the
absolute magnitude of difference an
all outcomes was modest.

COverall, considering the published
and unpublished evidence, the
Committee concluded that the
evidence to determine the clinical
effectiveness of memantine in either
the whole population of moderately
severe to severe Alzheimer's disease
or the subgroup of people with
behavioural symptoms was currently
insufficient. MNewertheless, irrespective
of this conclusion, the Committee
sought to consider the
cost-effectiveness calculations that
might be derived from these limited
data.

However, in this scenario an awverage of
22% and 45% of patients who recered
memantine and no treatment,
respectively, progressed from
moderately severe to severe disease at
the end of one (Markow) cycle.

The Committee therefore concluded
that on the basis of current evidence
on clinical effectiveness memantine
could not reasonably be considered
a cost-effective therapy for
moderately severe to severe
Alzheimer’'s disease.
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FORGIVENESS: A NOTE FOR
PSYCHIATRISTS

Prakash Gangdev

Departinent of Psychiatrvy, University of Western Ontario and Mood and

Anxiety Disorders Program, Regional Mental Health Centre-London

Although forgiveness has received a lot of
attention in the past two decades and its
role in physical and mental health iz being
increasingly recognized, psychiatrists  are
unaware of itz therapeutic benefitz. A
literature review was conducted with a
view to create awareness of the recent
advances in forgiveness research.
Although forgiveness has been shown to
be beneficial, more research is required,
especially in the psychiatric setting. The
role of resentment and hitterness in the
causation of psychiatric disorders remain
largely unewvaluated and reguires further
study.

"The man who opts for revenge
should dig two graves.”

(A Chinese Proverb)
Forgiveness is traditionally a concept that
iz embedded in religion and all the major
religions discuss forgiveness.,
Philosophers and ethicists have dehated
on this topic and forgiveness has been
conceptualized, both as a value and as a
weakness. The post conflict reconciliation
phenomenon in primates indicates that

human forgiveness has an evolutionary
significance in that there is a need for
adaptation by cooperation in order to
maintain social stakility, and this can only
occur if revenge seeking is replaced by
forgiveness. Paliticians who have heen
held in saint-like reverence, like
Mohandas Gandhi, Martin Luther King,

Jdr., and Melson Mandela all practiced
forgiveness, and the Truth and
Feconciliation Commission in South

Africa is an example of state-mediated
amnesty program driven by forgiveness.
Equally teling are the genocides such as
the one in Fwanda, where revenge
instead of forgiveness was in operation.
The role of forgiveness in peace has been
reviewed by O'Connell.

The awversion of the social sciences to
forgiveness was eroded with the
publication of a book (Forgive and Farget:
Healing the Hurts We Don't Deserve) by
Lewis Swede, a theologian, who spurred
an interest that led to empirical studies.
UDevelopmental, social, health, and
personality psychologists, all hegan
studying and promoting forgiveness.

KARACHI PSYCHIATEIC

HOSPITAL BULLETIN, APEIL, 2012

— ¥



23

Clinical applications of forgveness as a
therapeutic intervention were also
published. The International Forgiveness
Zampaign and funded research an
forgiveness in the past two decades have
created a greater awareness of
forgiveness. The Internet offers numerous
resources and a number of organizations
are engaged in promaoting forgiveness,
hoth as a sociopolitical and as a clinical
intervention.

Benefits of Forgiving

Forgiveness is associated with  improved
physical health and mental health.
P=ycho physiological and neuroimaging
studies demonstrate the possible
biological underpinnings of forgiveness.
Forgiveness has been employed as an
educational tool with heneficial effects
and has also been shown to be beneficial
for wictims of abuse and unfaithfulness.
Thus, fargiveness is not only a wirtue and
a moral act, but it also has therapeutic
potential.

Lack of
Skepticism
Surprise and  skepticism were  expressed
v other health professionals at case
conferences for these patients, and at a
journal club, when a paper on forgiveness
was presented to a group of psychiatrists
there was a similar lack of awareness.
Likewise, in a discussion with therapists
working in a trauma program, a large
number were very opposed to the idea of
forgiveness as heing of any therapeutic
value far their patients.

Awareness and

Clinical Implications for
Psychiatrists
Given the neglect and a lack of

awareness, it is time to call the attention
of psychiatrists to forgiveness.
Motwithstanding the lack of consensus
about the definition of forgiveness and the
associated theoretical models, it may be
defined as releasing or foregoing of
hitterness and wvengeance by a victim
toward the perpetrator of an offence,
while acknowledging the seriousness of
the wrong. Forgiveness is distinct from
pardon, condoning, forgetting, and
reconciliation. Self-forgiveness iz the
willingness to abandon self-resentment in
the face of one's own acknowledged
ohjective wraong, while fostering
compassion, generosity, and love toward
oneself. A slight departure (with
possible significant implications for
psychiatry) occurred in the definition
provided by DeShea and Wahkinney:
self-forgiveness is a process of
releasing resentment toward oneself
for a perceived transgression and
wrongdoing.

A range of emaotions [(anxiety, hurt,
sadness, hostility, and anger), cognitions
(revenge seeking, ruminations, and

cognitive rehearsal), and behaviors
(grudge-bearing, awoidance of the
perpetrator, demands for atonement)

occur when a person is mistreated or
victimized. Depending on the context and
the personality factors, there may be
open expression aof the feelings, or the
anger is muted, paving way for
resentment which has been linked to
psychopathology and may underlie
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various psychiatric conditions.
Fesentment per se is not considered a
diagnosis.

The Indian Perspective

All religions practiced in India emphasize
the walue of forgiveness. Religion plays a
significant part in our lives and seeking
forgiveness and forgiving are easily
understood concepts to most Indians.
The Mahabharata glarifies forgiveness.
Jainz observe Kshamavani Divas seeking
and granting forgiveness. Forgiveness s
also mentioned in Buddhist, Christian,
and Sikh scriptures, and Curan. The
stories of a Buddhist monk who upaon
being chopped, only experienced
compassion for the king who ordered his
torture, and King Ashoka extolling
forgiveness after his conversion to
Buddhizsm are well-known examples in
Buddhist literature.

Editor's note: On a personal level Islam
allows revenge equivalent to the hurt
caused but considers forgiveness as
more pious. In the case of c¢riminals no
forgiveness is expected. However in
the case of murder the murderer can
escape the death penalty if the family
of the deceased forgives the
perpetrator either with or without
compensation.

The prophet (PBUH) stated that "Help
the tyrant oppressor as well as
oppressed.” Asked how to help the
tyrant oppressor, he replied "Stopping
him from oppressing is the way to help
him." This is what Jehad is about apart
from defense of a nation, any nation,

from attacks. Thus forgiveness is well
and good for personal conflicts but
force must be used to prevent tyranny,
oppression or invasion and
exploitation.

The prophet (PBUH) stated that "if one
does not confront the oppressing
tyrant and lets the oppressed persenls
suffer then he will be considered as
responsible as the oppressor himself."

http: Mhwnsey indianjpsychiatry. orgitext.
asp2009/51/2/153/43459
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MINDFULNESS TRAINING FOR
SMOKING CESSATION:
RESULTS FROM A RANDOMIZED
CONTROLLED TRIAL

Brewer JA et al - Drug Alcohol Depend 2011 Jun 30

Mindfulness training (MT) has been
incarporated into cognitive therapy,
relapse prevention, and acceptance and
commitment therapy for smaoking
cessation. This d-week, randomized,
controlled study tested the efficacy of
MT as a stand-alone treatment.

Eighty-eight smokers interested in
guitting {mean age, 46, B2% men;
average use, 20 cigarettesiday, mean
previous guit attempts, 4) underwent MT
or the American Lung Association's
Freedom From Smoking (FFS) program,
a manual-based and walidated smoking
cessation treatment. FPeople on
psychotropic medications or  with
comaorbid substance use disorders were
excluded. Both treatments involved
twice-weekly group sessions for 4
weeks; follow-up occurred through week
17. MT focused on awareness and
acceptance of cravings and on negative
affect, such as anxiety or stress.

In baoth groups, cigarette use was
significantly reduced during treatment
and follow-up. MT was associated with
greater smoking reductions than FF3S
during both periods. A trend toward

higher abstinence rates with MT at the
end of treatment (GB% wvs. 15% with
FFS) became significant at 17 weeks
(31% ws. B%).

Comment: MT shows promise as a
stand-alone treatment for smoking
cessation. Further studies are necessary
to determine whether MT iz effective for
smoking cessation in psychiatric
patients. In another study, greater
mindfulness was associated with lower
levels of crawing, percered stress, and
laboratory-tested attentional hias
towards alcohol-related images in 88
recovering alcohol-dependent adults
(Cognit Ther FHes 2011). Together, these
studies suggest that mindfulness may
benefit patients with substance use
disorders by increasing their acceptance
of, and ahility to cope with, cravings and
negative affect. Given its efficacy for
anxiety and depression as well, MT
appears a useful treatment for mental
health clinicians to learn.

(http/fdx doi.orgf 10 1016/
drugalcdep 2011.05.027)
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OMEGA-3 FATTY ACID SUPPLEMENTATION
FOR THE TREATMENT OF CHILDREN WITH
ATTENTION-DEFICIT/HYPERACTIVITY
DISORDER SYMPTOMATOLOGY:
SYSTEMATIC REVIEW AND
META-ANALYSIS

Eloch MH and Qawasmi A-J Amer Acad Child Adolesc Psychiatry 2011 Aug 16

Increasing ewvidence for the efficacy of
omega-3 polyunsaturated fatty acids  for
neuropsychiatric illnesses, and some
parents' preference for
nonpharmacological treatments for
attention-deficit/hyperactivity disarder
(AOHD) in their children, led these
investigators to conduct a meta-analysis
of studies of omega-3s for ADHD
symptoms.

Fotential studies were screened for
rigorous  study criteria, including use of
ADHD =severity scales, randomization,
and hblinded raters and excluding the
initiation of another alternative or drug
treatment during the study. The
researchers identified 10 reports that
included B39 children (range of mean
ages, H-12 wyears; B0%-B7% male; study
duration, 7 weeks to 4 months). Eight
studies involved monatherapy, and two
involved augmentation of stahle ADHD
therapy. DOmega-3s were
eicosapentaenoic acid (EFA 750 mao)
ar docosahexaenoic acid (OHA;, 480
mg). For placebo, nine studies used
palm, aolve, canala, or sunflower ol One

study compared the omega-3 precursor
alpha-linolenic acid (120 mg) with
vitamin .

Only EPA was significantly more
efficacious than placebo, both overall
and for hyperactivity and attention
symptoms  separately, but had a small
effect size (0.31). Higher EFPA dose was
significantly associated with greater
response. Study type (monotherapy or
augmentation), placebo type, study
guality on a standardized scale, and
duration did not affect outcomes.
Comment: These promising findings  far
a nonpharmacological intervention are
termpered hy the effect size, which is
small compared with that for stimulants.
But haseline measures of these fatty
acids were not included. A larger effect
size might be ewvident if only children with
low baseline levels were included.
Measuring haseline fatty acids and
examining a range of EFA doses waould
be useful in future studies.

(http:#f dx.cloi orgé10. 10164 jaac.2011.06.008)
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AXSESSMENT OF PEDOPHILTIA
USINGHEMODYNAMICBRAIN
RESPONSE TO SEXUAL STIMULTI

Jorge Ponseti, PhD) and colleagues - Arch Gen Psychiatry

Context Accurately assessing sexual
preference is important in the treatment
of child sex offenders. Phallometry is
the standard method to identify sexual
preference; howewver, this measure has
been criticized for its intrusiveness and
limited reliability.

Objective To evaluate whether spatial
response pattern to sexual stimuli as
revealed by a change in the hlood
oxygen level-dependent signal
facilitates the identification of
pedaphiles.

Design [During functional magnetic
resonance imaging, pedophilic and
nonpedophilic participants were  briefly
exposed to same- and opposite-sex
images of nude children and adults.
We calculated differences in blood
oxygen level-dependent signals to
child and adult sexual stimuli for each
participant. The corresponding
contrast images were entered into a
group analysis to calculate
whole-brain  difference maps between
groups. We calculated an expression
value that corresponded to the group
result for each participant. These
expression values were submitted to 2
different classification algorithms:
Fisher linear discriminant analysis and

neighbor analysis. This
procedure  was
using the

-nearest
classification
cross-validated
leave-one-out method.
Setting Section of Sexual Medicine,
Medical School, Christian Albrechts
University of Kiel, Kiel, Germany.

Participants We recruited 24
participants with pedophilia who were

sexually attracted to either
prepubescent girls (n = 113 ar
prepubescent hoys (n = 13) and 32

healthy male controls who were  sexually
attracted to either adult women (n = 18)
ar adult men (n = 143

Main Outcome Measures Sensitivity
and specificity scores of the 2
classification algorithms.

Results The highest classification
accuracy was achieved by Fisher linear
discriminant analysis, which showed a3

mean accuracy of H8% [(100%
specificity, B8% sensitivity).
Conclusions Functional brain

response patterns to sexual stimuli
contain sufficient information to
identify pedophiles with high
accuracy. The automatic
classification of these patterns is a
promising objective tool to clinically
diagnose pedophilia.
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PROBLEM—SOLVING THERAPY AND
SUPPORTIVE THERAPY IN OLDER
ADULTS WITH MAJOR DEPRESSION AND

EXECUTIVE DYSFUNCTION

George S. Alexopoulos, MD: Patrick J. Raue, PhD: Dimitris N.
Kiosses, PhD: R. Scott Mackin, PhD: Dora Kanellopoulos, BS:
Charles McCulloch, PhD; Patricia A. Arean, PhD

Context Older patients with depression
and executive dysfunction represent a
population with significant disability and 2
high likelihood of failing pharmacotherapy.
Objectives To examine whether
problem-solving therapy (PST) reduces
dizahility maore 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 VWeil Cormell Medical College and
University of California at San Francisco.
Participants Adults (aged =53 years) with
major depression and executive
dysfunction recruited between December
2002 and Movember 2007 and followed up
for 36 weeks,

Intervention Twelve sessions of PST
modified for older depressed adults with
executive impairment ar ST.

Main Qutcome Measure [Disahility as
guantified using the 12-item Warld Health
Organization Disahility Assessment
Schedule .

Results Of B53 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 disability in the first b
weeks of treatment, but @ maore 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 part, due to greater reduction in
dizability by P3ST. Although disability
increased during the 24 weeks after the
end of treatment, the adwantage of PST
over ST was retained.

Conclusions These results suggest that
FST s more effective than ST in reducing
disahility in older patients with majar
depression and executive dysfunction, and
its henefits were retained after the end of
treatment. The clinical value of thiz finding
is that PST may be a treatment alternative
in an older patient population likely to be
resistant to pharmacotherapy.

doi: 101001 archogenpsychiatry 2010177
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INFLAMMATION, SANITATION,
AND CONSTERNATION

Charles L. Raison, MD & Colleagues - Arch Gen Psychiatry. 2010

Context: Inflammation is increasingly
recognized as contributing to the
pathogenesis of major depressive disorder
(MDD, even in individuals who are
otherwise medically healthy. Most studies
in search of sources for this increased
inflammation have focused on factors such
as psychosocial stress and obesity that are
known to activate inflammatory processes
and increase the risk for depression.
However, MOD may be so prevalent in the
modern world not just because
proinflammatory factaors are widespread,
but also because we have lost contact with
previously awvailable sources of
anti-inflammatory, immunoregulatory
signaling.

Objective: To examine evidence that
disruptions in coevolved relationships with
a variety of tolerogenic microorganismes
that were previously ubiguitous in sail,
food, and the gut, but that are largely
missing from industrialized societies, may
contribute to increasing rates of MDD in
the modern world.

Data Sources: RFelevant studies were
identified using FPubMed and Owid
MEDLINE .

Study Selection: Included were
laboratory animal and human studies
relevant to immune functioning, the
hygiene hypothesis, and major depressive
disorder identified wia FPubMed and OCwid
MEDLIME searches.

Data Extraction: Studies were reviewed

tey all authors, and data considered to be
potentially relevant to the contribution of
hyygiene-related immune wvariahles to major
depressive disorder were extracted.

Data Synthesis: Significant data sugpest
that a wariety of microorganisms
(frequently referred to as the "old friends")
were tasked by coevolutionary processes
with training the human immune system to
tolerate a wide array of nonthreatening but
potentially proinflammatory  stimuli.
Lacking such immune training, wulnerable
individuals in the modern world are at
significantly increased risk of mounting
inappropriate inflammatory attacks on
harmless environmental antigens  (leading
to asthma), benign food contents and
commensals in the gut (leading to
inflammatory bowel diseasze), or
self-antigens (leading to any of a host of
autoimmune diseases). Loss of exposure
to the old friends may promaote MOD by
increasing bhackground levels of
depressogenic cytokines and may
predispose vulnerahle individuals in
industrialized societies to mount
inappropriately aggressive inflammatory
responses to psychosocial stressors, again
leading to increased rates of depression.
Conclusion: Measured exposure to the
old friends or their antigens may offer
promise for the prevention and treatment
of MDD in modern industrialized societies.

http:ffarch psye.ama assn.orgiegifconte ntfabstra cbiS7 M2 211 7t
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COMPARATIVE BENEFITS AND HARMS OF
SECOND-GENERATION ANTIDEPRESSANTS
FOR TREATING MAJOR DEPRESSIVE
DISORDER AN UPDATED META-ANALYSIS

Gerald Gartlehner, MD, MPH & Others - Ann Intern Med www. Annals.org

Abstract

Background second-generation
antidepressants dominate the
management of major depressive
disarder (MDD}, but evidence on the
comparative henefits and harms of
these agents is contradictory.

Purpose: To compare the henefits and

harms of second from Fubmed,
Emhbase, the Cochrane Library,
FsyclMFO, and international

Pharmaceutical Abstracts from 1980 to
August 2011 and reference listz of
pertinent review articles and gray
literature.

Study selection: 2 independent
reviewers identified randomized trials of
at least B weeks duration to ewvaluate
efficacy and observational studies with
at least 1000 participants to assess
harm.

Data Extraction: Reviewers abstracted
data about study design and conduct,
participants, and interventions and
outcomes and rated study quality. A
senior reviewer checked and confirmed
extracted data and guality ratings.

Data Synthesis: Meta-analyses and
mixed-treatment comparisons of
response to treatment and weighted

mean differences were conducted on
specific scales to rate depression. On
the hasis of 234 studies, no clinically
relevant differences in efficacy of
effectiveness were detected for the
treatment of acute, continuation, and
maintenance phases of MDD, Mo
differences in efficacy were seen in
patients with accompanying symptoms
or in subgroups bases aon age, sex,
ethnicity, or comorbid conditions,
individual drugs differed in onset of
action, adwverse ewvents, and some
measures of health-related guality of
life.
Limitations: Most trials were conducted
in highly selected populations.
Publication hias might affect the
estimates of some comparisons.
Mixed-treatment comparisons cannot
conclusively exclude differences in
efficacy. Bwvidence within subgroups was
limited.

Conclusion: Current evidence dose not
warrant recommending a particular
second-generation antidepressant on
the hasis of differences in efficacy.
Differences in onset of action and
adverse ewvents may be considered
when choosing a medication.
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A RANDOMIZED TRIAL EXAMINING
THE EFFECTIVENESS OF SWITCHING
FROM OLANZAPINE, QUETIAPINE,
OR RISPERIDONE TO ARIPIPRAZOLE
TO REDUCE METABOLIC RISK:
COMPARISON OF ANTIPSYCHOTICS
FOR METABOLIC PROBLEMS (CAMP)

Stroup TS et al.. Am J Psychiatry 2011 Sep

Atypical antipsychotic medications are
clinically effective, but often induce
metabaolic problerms and weight gain. To
assess the safety and effectiveness of
switching antipsychotics to reverse these
adverse effects, investigators conducted a
multisite, MNIH- and industry-funded,
randomized, controlled, 24-week study.
The 215 clinically stahle patients with
schizophrenia or schizoaffective disorder
had moderately increased cardiovascular
risk, measured by metabolic indicators and
elevated body-mass index (EMI), and were
taking olanzapine (average dose, 18.5
mofday), guetiapine [(average, 5072
mgfday), or risperidone (average, 4.1
mafday). The study protocaol involved
staying on the current medication or
switching to manufacturer-supplied
aripiprazole in a gradual, 4-week
cross-taper (mean dose during study, 16.9
mofday). All patients recerwed a behavioral
intervention directed at diet and exercise;
none took statins or weight-loss
medications.

At 24 weeks, compared with controls,
switchers to aripiprazole showed

significantly greater decreases in non-HOL
cholesterol {by 9.4 mgfdl), weight (by 2.9
ki), and BMI (by 1.1) and significantly
improved trigylceride levels (difference of
327 mofdL). The two groups showed no
differences Iin symptom scores or
treatment failures. Howewver, significantly
more switchers than controls stopped the
protocol-specified treatment prematurely
(47 7% wvs. 27 4%). More switchers than
controls reported Iinsomnia and serious
adverse effects.

Comment: The authors consider this degree
of weight loss to be clinically significant and
note that the decrease in non-HDL
chaolesteral is only slightly less than the
decrease (10 mgfdL) associated with
reduced risk for cardiovascular morhidity in a
major bypass-angioplasty study. Howewver,
the treatment discontinuation rate and
adverse effects in patients switched to
aripiprazole are concerning. Switching
patients to less metabolically problematic
antipsychotics seems to be a worthwhile
strategy, but requires careful maonitoring and
attention to the emergence of potentially
disruptive adverse effects.

KARACHI PSYCHIATEIC HOSPITAL BULLETIN, APRIL, 2012

— b&¥



32

COMPARATIVEEFFICACY AND ACCEPTIABILITY
OF ANTIMANIC DRUGS IN ACUTE MANIA: 4
MULTIPLE-TREATMENTS META-ANALYSLS

Cipriani A et al - Lancet 2011 Aug 17

Both antipsychotic and mood-stahilizing
medications have antimanic efficacy. In
this meta-analysis, researchers examined
the relative effectiveness of 14
antipsychotics and mood stabilizers by
computing direct and indirect effect sizes
and odds ratios. All drugs had at least one
direct placebo-controlled comparison;
most had at least three direct comparisons
with other drugs. The researchers
computed dichotomous outcomes from
change scores at 3 weeks on the Young
Mania Fating Scale and used study
dropout rates to track tolerability.

{On the primary efficacy outcome, only
gabapentin and topiramate failed to beat
placebo. In drug-drug comparisons,
haloperidal fared the bhest; it was
significantly more effective than all other
treatments. Risperidone and olanzapine
were the next most effective agents and
were superior to walproate, ziprasidone,
topiramate, lamaotrigine, and gabapentin.
On the primary tolerahbility outcome,
risperidone, olanzapine, and guetiapine
were hest tolerated. The best drugs, by
their rank on a measure combining
effectiveness and telerability, were
risperidone, olanzapine, haloperidol,
quetiapine, and carbamazepine.

Comment: This study is the first to
comprehensively compute relative
effectiveness and tolerahility of multiple

antimanic drugs. However, any suggestion
that these results should inform bipolar
treatment guidelines is overly simplistic
and incomplete, because treatment of
acute mania is only a tiny part of the
overall treatment for hipaolar illness.
Achieving the wital ohjectives of preventing
recurrences, reducing cycling, and
addressing depression regquires maood
stahilizers and, sometimes, atypical
antipsychotics. Editorialists note both
these points and the fact that some
dropouts were due to lack of efficacy,
compromising dropout rates as a proxy for
tolerahility.

All antipsychotics and most
henzodiazepines are effective for mania
and generally hawve a more rapid onset of
action than mood stabilizers like lithium
hecause they are more sedating. Evidence
supporting a true mood-stabilizing effect of
antipsychotics as a drug class in
maintenance therapy is not particularly
robust (except for guetiapine). Thus,
standard care should still involve
consideration of one of the well-studied
mood stahbilizers such as lithium,
carbamazepine, and walproate and the
withdrawal of the antipsychotic, the
adverse effects of which are far from
benign.

(hitp:fich dai orgf10.101 65 0140-6736( 11)50872-8)
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MAJOR DEPRESSION DURING AND AFTER THE
MENOPAUSAL TRANSITION: STUDY OF WOMEN'S
HEALTH ACROSS THE NATION (SWAN)

Bromberger JT et al. Psychol Med 2011 Feb 9

Menopause is thought to increase the risk for
depression. Howewver, studies have had
conflicting results and methodological flaws,
such as measuring depressive symptams
rather than major depression, not controlling
for past episodes, not following women
prospectively through the menopausal
transition, and not extending follow-up into
postmenopause. In this 10-year study,
researchers examined the development of major
depressive episodes through menopause in 221
premenopausal women who were participating in
a longitudinal study of health in menopause and
aging (144 whites; 77 blacks;, age range at study
entry, 42-52)

Farticipants had at least one wisit in
perimenopause, and 131 had at least one wisit
in postmenopause. By year 10, 30% of whites
and 34% of blacks had at least ane major
depressive episode. Higher rates of major
depression were associated independently
with history of major depression, psychotropic
medication use, high body-mass index, and
upsetting life ewents (but not with frequent
vasamotar symptoms or reproductive  harmone
levels). Ewven after adjustment for significant
factors, major depression was two to four
tirnes more likely during perimenopause and
postmenopause than premenopause.
Depression was more commaon in the first 2
years after menopause (but nat later) than in
PEFIMEnOpause.

Comment: This carefully done, long-term,
prospective, cohort study demonstrates
increased risk for rmajor depression during the
menopausal transition, especially within the
first 2 years after menopause. Other factors

(e.q., history of depression, life events) that
increase risk at other stages of life also
independently increase the risk. Given this
relatively small study sample, further studies
are needed to determine definitively whether
frequent or severe vasomotor symptoms or
hormone levels contribute to risk. Clinicians
should wiew the menopausal transition and
early postmenopause as a high-risk time far
major depressive episodes and consider
antidepressants andfor psychotherapy, which
rernain the mainstay of treatment, given
conflicting data about the benefit of hormonal
interventions.

http: Fpsychiatry peeatch. orgfogiicontentfull 201173214
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